[NepexpecHi NnocnnaHHsA Ha CropigHEeHi 3asiBKK

[na uiel 3aaBkM 3annTyeTbCA NpPIOpUTET NonepeaHbol 3asBkn Ha Buaadvy nateHTy CLUA Ne 62/961,624,
nogaHoi 15 ciyHs 2020 p., 3MICT SKOT NOBHICTIO BKIMOYEHO B LiIeN AOKYMEHT LUNIAXOM MOCUITaHHS.

Mepenik nocnigoBHoCTEN

Lla 3asBka nogaeTbCcsa B eNneKTpoHHOMY Burnsagi yepes cuctemy EFS-Web i Bknoyae B cebe nepenik
nocnifoBHOCTEN, NOAAHMIA B €NeKTPOHHOMY BUMMAAi y dopmarTi.txt. ®ann y dopmari.ixt MicTuTbe nepenik
nocnigoBHocTen, mae Haspy "056365 516001WO_Sequence_Listing ST25.txt", 6yB cTtBopeHun 11 ciyns
2021 poky i mae po3mip npnbnunsHo 336 kinobawnT. MNepenik NocnigoOBHOCTEN, WO MICTUTLCS B LibOMY danni y
dopmari.txt, € yacTMHO onucy, i Moro 3micT B MOBHOMY 06CA3i BKMHOYEHO B LEW AOKYMEHT LUMISIXOM
NMOCUNAaHHS.

Many3b TexHik1, 40 AKOT BiAHOCUTLCS BUHAXIA

[aHnin BUHaxig BigHOCMTLCA OO0 HOBWUX MNENTUAHUX iHriGiTopiB peuenTtopa iHTepnenkiHy-23 (IL-23R) Ta ix
BMKOPUCTaHHA AN NikyBaHHA abo npodiinakTuky pisHUX 3axBOPIOBaHb i po3nagiB, BKMOYaK4YM 3ananbHi
3axBOPIOBAHHSA KuLeYvHrKa, XBopoby KpoHa, BMpa3KoBMIM KOMIT i ncopias.

PiBeHb TexHiku

€ npunyweHHs, Wwo iHTepnenkiH-23 (IL-23) rpae HamBaxnuBily ponb Yy naToreHesi aBTOIMYHHOro
3anareHHs i NoB'A3aHMX 3 HUM 3axXBOPIOBaHb i PO3MagiB, TakMx K PO3CiAHUIA CKNepo3, acTMa, peBMaToIgHNUN
apTpuT, ncopia3 i 3ananbHi 3axBoptoBaHHA kuweyHuka (33K), Hanpuknag BuMpas3koBuiA KoniT i xBopoba
KpoHa. [ocnigkeHHss Ha MuwavmMx mMogensix roctpux i xpoHidHnx 33K BusBunu nepBuHHY pornb IL-23R i
HUXKYenexaymx egeKTOpHMX UUTOKIHIB y nartoreHesi 3axBoploBaHHA. IL-23R ekcrnpecyeTtbCa Ha Pi3HMX
afanTUBHUX | BPOAXKEHMX iIMYHHUX KNITUHaX, Bknovaroum Th17-knitnHu, y& T-knituHKn, npupogHi kinepn (NK-
KMiTUHW), OEHOPUTHI KNiTMHKW, Makpodarn Ta BPOAXEHi NiMAoigHi KMiTUHK, SKi yaocTanb 3yCTpiyalTbCs B
KMweyHuky. Ha noBepxHi crnm3oBoi 0BOMOHKM KkuweyHuka xBopux Ha 33K 6ynu BusiBneHi nigsuvweHa
ekcnpecis reHiB i piBeHb 6inka IL-23R. Beaxaetbcs, wo IL-23 onocepegkoBye uen edekT, Cnpusitoum
po3BuUTKY natoreHHoi nonynauii CD4*T-knituH, wo BupobnsawoTb IL-6, IL-17 i dakTop HEeKpo3y nyxmvHu
(TNF).

BupobHunutBo IL-23 nigBULLYETLCS B KUWEYHWKY, O€ BiH, SIK BBaXXaETbCS, Bigirpae K4oBY poSib B
perynioBaHHi 6anaHcy Mk TonepaHTHICTIO Ta iMyHITEeTOM u4epe3 T-KNiTMHHO-3aneXHi Ta T-KNiTUHHO-
HesanexHi LWMsSXM KULKOBOro 3ananeHHsa wnsxom BnnvBy Ha T-xennep 1 (Th1) ta Thl7-acouinoBai
LUUTOKIHW, @ TakoX NPUrHiYeHHs BignoBigi perynatopHux T-KNiTUH B KULLEYHWKY, Lo crpusie 3ananeHHo. Kpim
Toro, nonimopdiammn peuentopa IL-23 (IL-23R) 6ynuM nos's3aHi 3i CNPUAHATIAMBICTIO OO 3anarnbHWX
3axBoptoBaHb kuweyHuka (33K), we Ginblie NigTBEpPMKYUM KpUTUYHY ponb wnaxy IL-23 B romeocTtasi
KMLLEYHMKA.

Byno nokasaHo, WO ncopias, XpoHiYHe 3axBOPIOBAHHSA LUKIpU, ke Bpakae npubnuaHo 2-3 % 3aranbHoi
nonynsuii, onocepeaKkoBYETLCA MexaHiaMaMu 3ananbHoi peakuil T-kniTnH opradiamy. € npunyweHHs, wo IL-
23 € 0gHMM 3 OeKinbKoX iHTEpenkKiHiB, Sk rpaloTb KMYOBY poNb Y NatoreHesi ncopiasdy, iMOBIPHO LLFISAXOM
NiATPMMaHHS XPOHIYHOro aBTOIMYHHOrO 3ananeHHsa BHAcnigok iHAyKUii iHTepnenkiHy-17, perynadii T-kniTuH
nam'aTi Ta akTuBauii makpodaris. B TkaHuHax xBOpuX Ha ncopia3 nauieHTiB BGyna nokasaHa nigBueHa
ekcnpecia IL-23 Tta IL-23R, a aHTuTinag, gki HewTpanisytoTb IL-23, nokaszanu |L-23-3anexHe npurHidyeHHs
pO3BUTKY Ncopiady B TBAPMHHUX MOAeNsx ncopiasy.

IL-23 gaBnsie coboto reTepoamMmep, WO cknagaeTbecsa 3 yHikanbHOI cyboamHuui p19 Ta cninbHoi 3 IL-12
cyboaouHuui p40, sika € uuToKiHOM, Wo Bepe ydacTb y po3BuTKY iHTepdepoH-y (IFN-y)-npogykytoumnx T-
xennepHux KnituH 1-ro tuny (Tu1). Xoua IL-23 i IL-12 obuasa mictaTe cyboauHuo p40, BOHM MatTb Pi3Hi
deHoTUNIYHI BNacTmeocTi. Hanpuknag, tBapuvHu 3 gediuntom IL-12 cxvnbHi Ao 3ananbHUMX aBTOIMYHHUX
3axBOpIOBaHb, TOAi AK TBapwHU 3 AediumMtoM IL-23 € CTinkMMn OO0 HUX, IMOBIPHO Yepe3 MeHLUY KinbKiCTb
CD4*T-kniTuH, wo BupobnawTb IL-6, IL-17 Ta TNF y LUHC TtBapuH i3 gediuntom IL-23. IL-23 3B'A3yeTbcd 3
IL-23R, skui € reTepoAMMEpHMM peuenTopoMm i cknagaerbcs i3 cyboauHuup IL-12RB1 T1a IL-23R.
3B'asyBaHHs IL-23 3 IL-23R aktuBye curHanbHi monekynu JAK-STAT JAK2, TYK2, STAT1, STAT3, STAT4 i
STATS, xoua aktuBauid STAT4 € icToTHO cnabwoto i y BignoBigb Ha IL-23 yTBOPOIOTHCS iHLLII MOPIBHAHO 3
IL-12 OHK-3B'a3yBanbHi komnnekcn STAT. IL-23R 3B'a3yeTbcs KOHCTUTYTUBHO 3 JAK2 Ta niraHa-3anexHum
ynHom 3i STAT3. Ha BigmiHy Big, IL-12, sakuia gie B 0CHOBHOMY Ha HaiBHi CD4(+) T-kniTuHwn, IL-23 nepeBaxHo
aie Ha CD4(+) T-kniTuHM nam'qari.

Bynu goknageHi 3ycunns 3 BUABMNEHHS TepaneBTUYHUX (PYHKLUiIOHaNbHUX rpyn, siKi NPUrHiYy0ThL Wwnax IL-
23, 3 MeTOI0 X BUKOPUCTaHHA ANS NikyBaHHS 3aXBOPIOBaHb Ta po3nagis, nos'a3aHux 3 IL-23. byno BuasneHo
PS4 aHTWTIN, Wo 3B'A3ytoTbes 3 IL-23 abo IL-23R, B ToMy 4ncni ycTekiHymab, sike siBnse coboro aHTUTINo, LWwo
3B'A3ye cyboamHuuto p40 IL-23, i Byno cxBaneHo And IiKyBaHHSA MOMIPHOINO Ta BaXXKOro BYJIbrapHoOro
ncopiasy, akTMBHOIO NCOPiaTUYHOrO apTpPUTy, NOMIPHOI Ta TSKKOI aKTMBHOI XxBopobu KpoHa i nomipHoro Ta
TSDKKOrO  aKTMBHOIO BWMPA3KoBOro Konity. HewogaBHo ©Oyno BMSBNEHO MOMINENTUAHI iHriGITOpK, SKi
3B'A3yt0TbCs 3 IL-23R Ta npurHivyoth 3B'si3yBaHHSA IL-23 3 IL-23R (amB., Hanpuknag, 3asiBky Ha nateHT CLUA
Ne US2013/0029907). KniHiuHi BMNpobyBaHHA rnikyBaHHA XxBopobu KpoHa abo ncopiasy 3a O0MOMOror
OpiakiHymaby (MilLEHHIO $§IKOTO TaKoX € cninbHa cyboauHuua p40), Tingpakisymaby, rycenbkymaoy,
MEDI2070, ta BI-655066 (MmilueHHI0 SkMX € yHikanbHa cyboauHuus p19 IL-23) niaTBepaxyoTb noTeHuian



6nokagu curHaneHoro wnaxy IL-23 npu nikyBaHHi 3ananbHWUX 3axBoptoBaHb MAnHW. HesBaxatlouu Ha Te,
Wwo ui pesynbtatn € GaraToobiusouMMn, 3anuwialTbes nNpobnemu, NoB'a3aHi 3 BUSIBIIEHHAM CTINKUX i
CENEKTUBHMWX areHTiB, MiLLEHHIO SKNX NepeBaXHO € WnAX IL-23 B KMLWeYHWKY, i ki MOXYTb BYTN BUKOPUCTaHI
ONsl NiKyBaHHS KMLIKOBMX 3anarieHb, Hamnpuknag 3axBOplOBaHb KMLIEYHMKA, BKovaroum xBopoby KpoHa,
BMpPa3KOBMI KOIT | MOB'A3aHi 3 HUMK po3naau.

OueBnaHo, WO B UiV ranysi TEXHIKK 3anuwiaeTbca notpeba B HOBUX TepaneBTUYHMX 3acobax, MiLLEHHI0
akmx € wnax IL-23, i aki MoXyTb OyTM BMKOpPUCTaHi And nikyBaHHS Ta MNpodinakTUKM 3axBOPHOBaHb,
nos'asaHnx 3 IL-23, y TOMy u4ucni BKNOYalo4M 3axBOPIOBAHHSA, MOB'A3aHi 3 aBTOIMYHHMM 3ananeHHAM
KnweyHuka. Kpim Toro, cnonykm Ta cnocobu cneuudiyHoi B3aemogii 3 MiweHHo IL-23R 3 BHYTpILHbOT
CTOPOHM KULLEYHUKa MOXYTb 3abe3neuntn TepaneBTU4Hy KopucTb Ana xsopux Ha 33K, ski cTpaxaaloTb Big
MiCLEBOro 3ananeHHs1 KULUKOBUX TKaHWH. [daHui BuHaxig 3a40BOMbHAE Ui NoTpebu, MPOMOHYHYU HOBI
nentugHi iHribitopn, ski 3B'asyioTb IL-23R ana npurHidyeHHs 3B'adyBaHHs 3 IL-23 Ta ©Gnokagu wnoro
CUrHamNbHOro LWNAXY i SKi € NpyaaTHUMK ANg nepopanbHOro BBEAEHHS.

CTUCNIA ONNC BUHAXOLY

[aHnin BvHaxig nponoHye, cepepn iHWOro, HoBi nenTuAHi iHriGitopm IL-23R Ta BignosigHi cnocobu ix
3aCTOCYBaHHS.

Y nepLUoMy acnekTi JaHU BUHAXig NPONoHye NeNTUAHUA iHriGiTop peuenTopa iHTepnenkiHy-23 abo 1noro
dhapmaLeBTUHHO MPUIAHATHY cinb abo conbBaT, Ae NenTUAHWW iHribGiTop MicTMTb abo cknagaeTbcsa 3
aMiHOKMCNOTHOI nocnigoBHocTi doopmynu (1):

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-X16 (1)

ae

X3 BiacyTHA abo siBnsie coboro Byab-aKy aMiHOKUCOTY;

X4 asnse coboto Abu, Cys, (D)Cys, anbda-MeCys, (D)Pen, Pen abo Pen(cynbdokeung);

X5 asnsie coboto Cit, Glu, Gly, samiweny Gly, Leu, lle, 6eta-Ala, Ala, Lys, Asn, Pro, Ser, anbda-MeGin,
anbda-Melys, anbda-MelLeu, aneda-MeAsn, Lys(Ac), anbca-MeLys(Ac), Dab(Ac), Dap(Ac), romo-Lys(Ac),
GIn abo Asp;

X6 sBnsae coboto Thr, Aib, Asp, Dab, Gly, Pro, Ser, anbda-MeGIn, anbda-MelLys, anbda-Meleu,
anbda-MeAsn, anbda-MeThr, anbga-MeSer abo Val,

X7 siBnsie coboto HesamileHy Trp abo Trp, 3aMillleHy LiaHOrpynot, ranorpyrot, ankiflbHOW rpymnoto,
ranoarnkinbHOI rpynoto, rapOKCUIBHOK FPYMO, ankoKCUrpynot, 3amilieHoo abo He3aMilLeHO apuIbHOK
rpynoto abo 3amieHoro abo He3aMilLLEHO reTepoapubHOK rpynoto;

X8 saBnse coboto GIn, anbda-Melys, aneda-MelLeu, aneda-MeLys(Ac), 6eta-romo-GIn, Cit, Glu, Phe,
3amiweHy Phe, Tyr, Asn, Thr, Val, Aib, anbda-MeGIn, anbda-MeAsn, Lys(Ac), Dab(Ac), Dap(Ac), romo-
Lys(Ac), 1-Nal, 2-Nal, Lys(b-Ala), Lys(Gly), Lys(6en3un, Ac), Lys(bytun, Ac), Lys(isobytnn, Ac), Lys(nponin,
Ac) abo Trp;

X9 aBnse coboto Abu, Cys, (D)Cys, anbda-MeCys, (D)Pen, Pen abo Pen(cynbdokeun);

X10 sBnsie coboto Tyr abo 3amiwieHy Tyr, He3amiweHy Phe abo Phe, 3amiweHy ranorpynoto, ankinbHow
rpynoto, ranoarkinsHo rpynoto, rigpoKCUITbHOK FPYroko, ankoKCUrpyrnow, LiaHorpyrnorw, LMKoankinsHow
rpynoto, kapboKkcubHO rpynoto, kapbokcamigHo rpynoto, 2-aMiHoeToken abo 2-aueTunamiHoeTokey; Ta

X11 aBnsie coboto 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-anmeToken), 2-Quin, 3-Quin, 1-Nal,
HesamiweHy Trp abo Trp, 3amilleHy LiaHOrpymnoto, ranorpynoto, ankifibHOK rpynoto, ranoankinbHOK rpynoto,
rigpPOKCUIBbHOLO rpynoto abo ankoKCUrpynoto;

X12 aBnsie coboto 4-amiHo-4-kapbokcu-TeTparigponipaH (THP), Acvc, anbda-Melys, anbda-Meleu,
anba-MeArg, anbda-MePhe, anbda-Meleu, anbga-MelLys, anbda-MeAsn, anbda-MeTyr, Ala,
uuknorekcun-Ala, Lys abo Aib;

X13 aBnse coboto 6yab-aKy amiHOKUCIOTY;

X14 aBnse coboto 6yab-aKy amMiHOKUCIOTY;

Ta

i) X15 aBnsie coboto Oyab-aky amiHokucnoTty kpim His, (D)His, 3amiweHoi abo HesamiweHoi His, 2Pal,
3Pal abo 4Pal; X16 siBnsie coboto Sarc, aMelLeu, (D)NMeTyr, His, (D)Thr, bAla, Pro abo (D)Pro; a
NeNTUAHWNA iHriBITOp MICTUTBL NOCNIQOBHICTbL, BIAMIHHY Big

Ac-[Abu]-QTWQC]-[Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-[Lys(Ac)]-NNPG-NHz;

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-NN-[Sarc]-NHz;

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeToKkcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NH2; abo

Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Aib]-[bA]-NHz;

abo

i) X15 siBnsge coboto His, (D)His, 3amiweHy abo HesamiweHy His, 2Pal, 3Pal, 4Pal, 4-tpnason-Ala abo
5Pyal; a X16 BigcyTHs abo siensie coboto (D)aMeTyr, (D)NMeTyr abo 6yab-aky amiHokucnoTty kpim THP,
3aMilLeHoi abo HesamiweHoi Phe, 3amiweHoi abo HesamiweHoi (D)Phe, 3amiweHoi abo HesamiweHoi His,
3aMilLeHoi abo HesamiweHoi (D)His, 3amiweHoi abo He3zamiweHoi Trp, 3amilweHoi abo HesamiweHoi 2-Nal
abo N-3amiweHoi Asp; a cnonyka MiCTUTb NOCNIAOBHICTb, BIAMIHHY Bif



Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-NHz;
pe 2Pal siensie coboto 2-nipnaun 3amiweHnn anatdid, 3Pal sense coboto 3-nipyaun 3amilleHnn anaHid, a
4Pal asnsie coboto 4-nipuann 3amilleHnii anaHiH

ot ol

(2Pal), (3Pal) abo
(4Pal);
5Pya| ABNsie co000 5-NipUMianH 3aMillleHnIn anaHiH:
o]
N| N OH
k — NH,
N .
Ta
ae X4 ta X9 ytBoptoloTb AncynbdigHn abo TioedipHMin 3B'A30K;
Ta

e nenTuaHun iHribiTop NpurHidye 3B'a3yBaHHs iHTepneikivy-23 (IL-23) 3 peuentopom IL-23.

Y pesknx BapiaHTax 3giicHeHHs1 X15 aBnsie coboro byab-aKky amiHokucnoTy kpim His, (D)His, 3amiweHoi
abo HesamiweHoi His, 2Pal, 3Pal abo 4Pal; X16 aBnsie coboto Sarc, aMelLeu, (D)NMeTyr, His, (D)Thr, bAla,
Pro a6bo (D)Pro; a nentugHui iHribiTop MiCTUTb NOCMIAOBHICTb, BiAMiHHY Bif;

Ac-[Abu]-QTWQC]-[Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-[Lys(Ac)]-NNPG-NHz;

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-NN-[Sarc]-NHz;

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NH2; abo

Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Aib]-[bA]-NH-2.

Y pesikux BapiaHTax 3gincHeHHa X15 asnse coboro His, (D)His, 3amiweHy abo HesamiweHy His, 2Pal,
3Pal, 4Pal abo 5Pyal; a X16 BiacytHsa abo asnse coboto (D)aMeTyr, (D)NMeTyr abo Oyab-aKy aMiHOKMCNOTY
kpim THP, 3amiweHoi abo HesamiweHoi Phe, 3amiweHoi abo HesamiweHoi (D)Phe, 3amiweHoi abo
HesamiweHoi His, 3amiweHoi abo HesamiweHoi (D)His, 3amiweHoi abo HesamiweHoi Trp, 3amiweHoi abo
He3amilleHoi 2-Nal abo N-3amiweHoi Asp.

Y pesikux BapiaHTax 3giicHeHHsi X15 aBnsie coboto 2Pal, 3Pal abo 4Pal; a X16 saBnsie coboto Sarc,
aMeleu, (D)Thr, bAla, Pro abo (D)Pro. Y gesiknx BapiaHTax 3giicHeHHs X15 aBnsie coboto 2Pal, 3Pal abo
4Pal; a X16 aBnsie coboto Sarc. Y aeskux BapiaHTax 3ailncHeHHs X15 aBnsie coboto 2Pal, 3Pal abo 4Pal; a
X16 BigcyTHS.

Y Oeskux BapiaHTax 34iIMCHEHHS MenTUOHWA iHriGiTOp MICTUTH aMiHOKMCITIOTHY MOCNIAOBHICTL dhopMynun
(1a), (Ib), (Ic) abo (Id):

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-Sarc (la),

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-(D)NMeTyr (Ib),

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-[Pal]-X16 (Ic)

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-[His']-X16 (Id)

e Pal aBnsie coboto 2Pal, 3Pal abo 4Pal; X16 BiacyTHs;

ae 2Pal siensie coboto 2-nipnann 3amiweHun anaxid, 3Pal sBnsie coboto 3-nipuann 3amilleHuin anaHi, a
4Pal asnsie coboto 4-nipMann 3amilleHnii anaHiH

o) O

N
3 OH N* | OH | N OH

NN NH NN NH N NH
2 (2pal), 2 (@Paljabo | NF 2 (4Pal);

His' aBnse cobot His abo 3-MeHis; X16 BigcytHsa; a X4 1a X9 yTtBOplOIOTE AMCynbdigHun abo
TioedipHMI 3B'A30K; Ta Ae X4 ta X9 yTBOpIOThL AnCYnbdiaHuin abo TioedipHuii 3B'A30K.

Y Oeskux BapiaHTax 34iMCHEHHS NenTUAHWA iHriGiTop MICTUTb aMiHOKMCIIOTHY MOCNIAOBHICTL hopMynun
(la):

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-Sarc (la)



ae X4 ta X9 ytBopioloTb AncynbdiaHun abo TioedipHUin 3B'A30K.

Y Oeskux BapiaHTax 34iIMCHEHHS NenTUAHWA iHriGIiToOp MICTUTL aMiHOKUCMOTHY MOCMIAOBHICTE hopMynu
(Ib):

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-(D)NMeTyr (Ib)

ae X4 ta X9 yTBopHoTb ANCYnbdigHun abo TioedipHUA 3B'A30K.

Y Oesikux BapiaHTax 34iIMCHEHHS NenTUOHWA iHriGITOp MICTUTb aMiHOKMCIOTHY MOCNIAOBHICTb chopMynu
(Ie):

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-[Pal]-X16 (Ic)

ae Pal siBnsie coboto 2Pal, 3Pal abo 4Pal; X16 BiacyTHs;

pe 2Pal siensie coboto 2-nipnaun 3amiweHnn anatid, 3Pal siensie coboto 3-nipnaun 3amileHn anaHid, a
4Pal asnsie coboto 4-nipMann 3amilleHnn anaHiH

O O O

N
= | OH N | OH | N OH
. NH, . NH, N =~ NH,
(2Pal), (3Pal) abo
(4Pal);

a X4 1a X9 yTBOpIOIOTL ANCYNbdiaHMIA abo TioedipHUA 3B'I30K.

Y Oeskux BapiaHTax 34iMCHEHHS NenTUOHWA iHriGITOp MICTUTb aMiHOKMCNOTHY MOCNIAOBHICTL hOpMynu
(1d):

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-[His']-X16 (Id)

ne His' sBnse coboto His abo 3-MeHis; X16 BiacyTHsl; a X4 T1a X9 yTBOpHOIOTL AuCynbdigHuin abo
TioedipHWI 3B'A30K.

Y peaknx BapiaHTax 34iMCHEHHS MOHOUMKNIYHWMA nenTug Asnsie cobor nentua, B AKOMY nentug
LMKII3yeTbCa 3a JONMOMOrot aucynbdigHoro 38'a3ky Pen-Pen, abo 3a gonomoroto TioedipHoro 38'a3ky Abu-
Cys abo Abu-Pen.

Y pesikux BapiaHTax 3givicHeHHs X5 anse coboto Cit, Glu, Gly, Leu, lle, 6eta-Ala, Ala, Lys, Asn, Pro,
anba-MeGIn, anbda-MelLys, anbda-MelLeu, anbda-MeAsn, Lys(Ac), anbda-MeLys(Ac), Dab(Ac),
Dap(Ac), romo-Lys(Ac), GIn abo Asp.

Y pesikux BapiaHTax 3f4iicHeHHss X6 saBnsie coboto Thr, Aib, Asp, Dab, Gly, Pro, Ser, anbga-MeGIn,
anbda-Melys, anbda-Meleu, anbda-MeAsn, anbda-MeThr, anbda-MeSer abo Val.

Y pesikux BapiaHTax 34iicHeHHs1 X6 aBnsie coboto (D)Asp, (D)Dap abo (D)Lys.

Y peskux BapiaHTax 3giicHeHHa X8 saBnge coboto GIn, anbda-Melys, anbga-Meleu, anbdga-
MeLys(Ac), 6eta-romo-GIn, Cit, Glu, Phe, Asn, Thr, Val, Aib, aneda-MeGIn, anbda-MeAsn, Lys(Ac),
Dab(Ac), Dap(Ac), romo-Lys(Ac), 1-Nal, 2-Nal a6o Trp. ¥ geskux BapiaHTax 3AiNCHEHHSA X8 saBnse coboto
Lys(Gly) abo Lys(bAla).

Y Oeskux BapiaHTax 3giricHeHHs X12 aBnsie coboto 4-amiHo-4-kapboken-TeTparigponipad (THP), Acvc,
anbpa-Melys, anba-MelLeu, anbca-MeArg, anbda-MePhe, anbda-MelLeu, anbda-Melys, anbda-
MeAsn, anbca-MeTyr, Ala abo uuknorekcun-Ala, Lys abo Aib.

Y KOHKpeTHOMY BapiaHTi 3giicHeHHs X15 saBnsie cobot B6yab-siky amiHOkucroTy, a X16 aBnsie coboto
Sarc, aMelLeu, (D)Thr, bAla, Pro a6o (D)Pro.

Y Ginbll KOHKpETHOMY BapiaHTi 3aincHeHHs X15 saBnse coboto Oyab-sky amiHokucnoTy, a X16 ansie
coboto Sarc.

Y ApyroMy acnekTi AaHWI BUHaxig NponoHye NenTuaHMN iHribiTop peuenTopa iHTepnerkiHy-23 abo 1oro
hapmaLeBTUYHO MPUIAHATHY cinb abo conbBaTt, Ae NENTUAHWMIA iHribiTop MicTMTb abo cknagaeTbeca 3
aMiHoKMcnoTHOI nocnigoBHocTi hopmynu (Il1a), (I1b), (llic) abo (l11d):

Pen-Asn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-[Pal]-X16 (llla),

Pen-GIn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-[Pal]-X16 (lllb),

Abu-Asn-X6-X7-X8-Cys-X10-X11-X12-X13-X14-[Pal]-X16 (llic) abo

Abu-GIn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-[Pal]-X16 (llid),

ae X6-X8 ta X10-X14 igeHTnyHi onncannm ans dopmynu (1); Pal siBnse coboto 2Pal, 3Pal abo 4Pal; a
X16 saBnsie cobot Oyab-AKy amMiHOKMCMNOTY; a NenTUAHWA iHribITOp UMKMi3yeTbcs 3a 4OMOMOroH
ancynbdigHoro 3B's3ky Pen-Pen; abo 3a gonomorot TioedipHoro 3B'a3ky Abu-Cys abo Abu-Pen; i ge
NenTUAHWA iHriBITOP NPUrHivye 3B'A3yBaHHs iHTepnenkiHy-23 (IL-23) 3 peuenTtopom IL-23.

B iHWoMYy acnekTi gaHun BMHaxig NponoHye NenTuaHWKM iHriGiTop pelenTopa iHTepnenkiHy-23 abo noro
¢apmMaLeBTUYHO MNPUNHATHY Ccinb abo conbBaT, Ae nenTuaHWWA iHriGiTop MicTUTb abo cknagaeTbca 3
amiHokMcnoTHoI nocrigoBHocTi hopmynu ((1Va), (1Vb), (IVc) abo (1Vd):

Pen-Asn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-X15-Sarc (IVa),

Pen-GIn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-X15-Sarc (IVb),

Abu-Asn-X6-X7-X8-Cys-X10-X11-X12-X13-X14-X15-Sarc (IVc) abo



Abu-GIn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-X15-Sarc (Ivd),

ae X6-X8 ta X10-X14 igeHTnyHi onucaHum anga popmynu (I); X15 asnsie coboro 6yab-aKy amiHOKUCIOTY;
a NenTuaHURM iHribiTop UMKNI3yeTbCs 3a AOMOMOrol AvcynbdigHoro 3e'a3ky Pen-Pen; abo 3a gonomoroto
TioedbipHoro 3B's13ky Abu-Cys abo Abu-Pen; i ge nentugHun iHribiTop NpuUrHivye 3B'A3yBaHHS iHTEPENKIHY-
23 (IL-23) 3 peuentopom IL-23.

Y pesikux BapiaHTax 3gincHeHHs X5 aBnse coboto Cit, Glu, Gly, Lys, Asn, Ser, Pro, anbda-MeGin,
anbda-MelLys, anbda-MelLeu, anbga-MeAsn, Lys(Ac), anbda-MelLys(Ac), Dab(Ac), Dap(Ac), romo-Lys(Ac),
GIn abo Asp. Y gesiknx BapiaHTax 3gincHeHHs X5 aBnsie coboto Cit, Glu, Gly, Leu, lle, 6eta-Ala, Ala, Lys,
Asn, Pro, Ser, anbca-MeGin, anbda-MeLys, anbda-MelLeu, anbda-MeAsn, Lys(Ac), anbda-MeLys(Ac),
Dab(Ac), Dap(Ac), romo-Lys(Ac), Gln abo Asp.

Y pesiknx BapiaHTax 3giicHeHHs X8 aBnse cobot Gin, anbda-Me-Lys, anbda-Meleu, anbda-
MeLys(Ac), 6eta-romo-GIn, Cit, Glu, Phe, Asn, Thr, Val, Aib, anbda-MeGIn, anbda-MeAsn, Lys(Ac),
anbda-MeLys(Ac), Dab(Ac), Dap(Ac), romo-Lys(Ac), 1-Nal, 2-Nal abo Trp. Y geskux BapiaHTax 34iiCHEHHS
X8 aBnsie coboro GiIn, anbda-Me-Lys, anba-MelLeu, anbda-MeLys(Ac), 6eta-romo-GlIn, Cit, Glu, Phe, Asn,
Thr, Val, Aib, anbca-MeGIn, anba-MeAsn, Lys(Ac), Dab(Ac), Dap(Ac), romo-Lys(Ac), 1-Nal, 2-Nal a6o Trp.
Y peskux BapiaHTax 3giricHeHHA X8 aBnsie coboto Lys(Gly) abo Lys(bAla).

Y pesiknx BapiaHTax 3giicHeHHst X8 saBnsie coboto GIn, anbda-Me-Lys, anbda-Meleu, anbda-
MeLys(Ac), 6eta-romo-GIn, Cit, Glu, Phe, Asn, Thr, Val, Aib, anbcda-MeGIn, anbda-MeAsn, Dab(Ac),
Dap(Ac), romo-Lys(Ac), 1-Nal, 2-Nal, Trp a6o Lys(R'); ne R' saense cobotw Aib, bAla, IVA, Ala,
LMKITOreKCaHoBY KWUCNOTY, OKTaHoBy kucnoty, -C(O)CH2Ph (-C(O)6eH3un), TpudTopnponioHOBY KUCHOTY,
Gly, aueTnnoBy KMCMOTY, BanepiaHoBy Kucnoty abo Tpudtopauetunosy kucnoty; i R' 3B'azaHa 3 N¢ Lys. Y
OesKnx BapiaHTax 3giicHeHHs X8 aBnsie coboto Asn, anbda-Me-Lys, anbda-MeLeu, Aib, Cit abo Lys(R'). Y
AesKknx BapiaHTax 3gincHeHHs X8 ssnsie coboto Lys(R'). Y gesknx BapiaHTax 3gincHeHHsa R' anse cobotro
aueTtun. B iHwomy BapiaHTi 3gincHeHHs R' aBnse cobot Gly, Aib, Ala abo bAla. ¥ geskux BapiaHTax
3gincHeHHs R' aBnsie coboto Gly abo Aib.

Y pesiknx BapiaHTax 3aincHeHHa X8 sinsie coboto Lys(Gly) abo Lys(bAla).

Y Oeskux BapiaHTax 3gincHeHHs X4 ssnse coboto Abu, a X9 aBnsie coboto Cys, (D)Cys, anbda-MeCys,
(D)Pen abo Pen. Y gesknx BapiaHTax 3aiicHeHHs1 X4 asnsie coboto Cys, (D)Cys, anbda-MeCys, (D)Pen abo
Pen; a X9 aensie coboto Abu. Y geskux BapiaHTax 34iNCHEHHS KOXHI X4 Ta X9 He3anexHo SBNsoTb coboto
Cys, (D)Cys, anbda-MeCys, (D)Pen abo Pen. Y geskux BapiaHTax 34INCHEHHS KOXHi X4 Ta X9 sABns0Tb
coboto Cys, (D)Cys, anbda-MeCys, (D)Pen abo Pen.

B ogHOMY KOHKpeTHOMY BapiaHTi 34incHeHHs X3 BiACYyTHA.

B iHLWIOMY KOHKpETHOMY acnekTi AaHUi BMHaXi4 NPONOHYE NeNTUAHWA iHriBITOp peuenTopa iHTepnenkiHy-
23 abo 1oro apmaueBTUYHO MPURHATHY cinb abo conbBaTt, Ae NenTUOHWA HribiTop MicTUTL abo
cknagaeTbCcs 3 aMiHOKMCNOTHOT NOCNifoBHOCTI hopmynu (Z):

R1-X-R2 (2)

abo rioro hapmaueBTUYHO NPUNHATHOI coni abo conbBarty, ae

R! saBnsie coboto 3B'A30K, aToM BogHto, C1-C6-ankinbHy rpyny, C6-Cl12-apunbHy rpyny, C6-C12-
apunbHy-C1-C6-ankinbHy rpyny, C1-C20-ankaHoinbHy rpyny, BKIOYar4m NerinboBaHi BapiaHTh okpemo abo
B SIKOCTi crencepiB Mixk 6yab-4MM 3 nepepaxoBaHoro Buule; X ABnsie cobol amiHOKMCIOTHY MOCMIOOBHICTb
dopmynu (1), (1a), (Ib), (Ic), (Id), (I)-(XVIIId) abo aMiHOKMCNOTHY NOCNIAOBHICTb, BU3Ha4eHy B Tabnuui E1A, a
R? aBnsie cob6oto OH a6o NHa.

Y peskux BapiaHTax 34iMCHEeHHs NenTUOHWIA iHribiTop MIcTUTb abo cknagaeTbCsl 3 aMiHOKMCIOTHOT
nocnigoBHocTi popmynu (Z):

R1-X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-X16-R? (Z")

abo 1roro hapmaueBTUYHO NPUNHATHY Cinb, Ae

R aBnsie coboto aTtom BogHw, Ac, C1-C6-ankinbHy rpyny, C6-C12-apunbhy rpyny, C6-C12-apunbHy-C1-
C6-ankineHy rpyny, C1-C20-ankaHOoinbHy rpyny, BKMOYalyM MerinboBaHi BapiaHTu okpemo abo B SKOCTI
cnewcepiB Mix Oyab-4um 3 NepepaxoBaHoro BuLle; i R? sensie coboto H a6o NHa.

Y KOHKPETHUX BapiaHTax 34iNCHEHHS Oyab-AKOro 3 NenTUaHUX iHribiTopiB, onncaHmx y LibOMY OOKYMEHTI,
30KpemMa NenTUAOHUX iHribITopIB, WO MICTATb aMiHOKMCNOTHY nocnigoBHicTb opmynu (I1)-(XVId), X4 aBnse
coboto Pen, X9 siBnsie coboto Pen, a 3B'A30k ABnsie coboto AvcynbdigHnii 3B's130K.

Y KOHKpPETHUX BapiaHTax 34iNCHEHHS Oyab-siKuiA 3 MENTUAHMX iHriBITOPIB, ONUCAHMX Y LbOMY AOKYMEHTI,
MIiCTUTb 0aHY abo GinbLue dyHKLiOHanNbHY rpyny, sika NPOAOBXYE nepios HaniBBUBeAeHHs, Ta/abo ogHy abo
Ginblie 3B'A3yBanbHy (YHKUiOHANbHY rpyny, KOH'IOroBaHy 3 MNENTUAHWM iHMGITOPOM. Y KOHKPETHUX
BapiaHTax 3AiMCHEHHS dOYHKUiOHanbHa rpyna, sika NpoAOBXYE Mepiod HaniBBMBELEHHS, KOH'loroBaHa 3
NnenTUAHMM iHriGiTOpoM 3a JONOMOroK ofHiei abo GinbLue 3B'A3yBanbHUX QYHKLIOHANBHUX rpy.

Y [esikux BapiaHTax 34iACHEHHs1 Oyab-sikMi 3 NenTUAHMX iHriGIiTOpiB, ONMCaHMX Yy LIbOMY AOKYMEHTI,
MICTUTb KOH'HOrOBaHUM XiMiYHUA 3aMIiCHUK. Y KOHKPETHUX BapiaHTax 34INCHEHHS KOH'IOroBaHuUmM XiMiYyHWIN
3aMiCHUK sBNsie coboto NinodinbHUA 3aMiCHUK abo noniMepHy dyHKLioHanbHy rpyny, Hanpuknag Ac, Palm,
gamaGlu-Palm, isoGlu-Palm, PEG2-Ac, PEG4-isoGlu-Palm, (PEG)s-Palm, 6ypluTMHOBY KMCMOTY, rMyTapoBy
KUCMOTY, nipornytapoBy kucnoty, 6eH3onHy kucnoTty, IVA, oktaHoBy kucrnoTy, 1,4-giamiHobyTaH, i306yTun,



Alexad88, Alexa647 abo BioTuH. Y Oeskux BapiaHTax 34iIMCHEHHSA KOH'FOrOBaHWM XiMiYHUIM 3aMiCHUK ABMSE
coboto nonieTuneHrnikonb 3 MonekynsapHoto macoto Big 400 a.o.m. ao 40 000 a.0.M. Y KOHKpeTHUX BapiaHTax
30INCHEHHST NenTua KOH''OroBaHWM B MOMOXeHHi X8. B iHWOMY KOHKpPETHOMY BapiaHTi 34iNCHEeHHSa nentug
KOH'IOroBaHuMi B MONOXEHHI X9. Y Oinbll KOHKPETHOMY BapiaHTi 34iINCHEeHHS NenTug KOH'IOroBaHwi B
nonoxexHi X10.

Y noB'A3aHOMYy acnekTi [aHui BMHaxig NpoMnoHye AUMEPHU nenTuagHuni iHribitop peuentopa
iHTepnenkiHy-23, ae ANMEPHUIA NENTUAHWUIA iHIBITOp MICTUTL OBI NENTUAHI MOHOMEpPHI cyboanHMLI, 3B'si3aHi
3a [0MoMOrol ofHiei abo Oinble 3B'A3yBanbHUX QYHKUIOHANbBbHUX TPYN, B AKX KOXHA MenTuaHa
MOHOMepHa cyboamnHuus MicTuTb nocnigoBHicTb popmynu (1), (1a), (Ib), (Ic), (Id), (I1)-(XVIlid) abo 6yab-sky
iHWY nocnigoBHICTbL abo CTPYKTYpy, BU3HAYEHY B LbOMY OOKYMEHTI. Y AesKuX BapiaHTax 34iMCHEHHS ogHa
abo obuasi nenTuaHi MOHOMEpPHi cyboauHULI LMKMI3YITbCA 3a LOMNOMOrOK BHYTPILUHBOMOMEKYMSIPHOMO
3B'A3ky Mix X4 Ta X9. Y gedkux BapiaHTax 34iMCHEHHs oaMH abo obuaBa BHYTPILLHBOMONEKYNAPHI 3B's3KN
ABNATE coboto aucynbdigHnn abo TioedipHMIn 3B'A30K. Y OesdKkMX BapiaHTax 34iIMCHEHHS NiHKep ABnse
cob0t0 Byab-9KMI 3 NiHKEpIB, BkasaHux B Tabnuui 2 abo onncaHux y LbOMy AOKYMEHTI. Y AesKuX BapiaHTax
30iNCHEHHs 3B'a3yBanbHa (PyHKLiOHanbHa rpyna siBnse coboro AieTMNEHrnikonbHUM NiHKkep, iMiHOAgIOLTOBNIA
(IDA) niHkep, B-Ala-imiHogiouTtoBun (B-Ala-IDA) niHkep abo PEG-niHkep. Y KOHKpPETHWX BapiaHTax
3aincHeHHss  N-kiHeub  KOXHOI  MenTMaHOi  MOHOMEpPHOi  cyboamHuui  3B'A3aHUA  3B'A3yBaribHO
bYHKLIOHANbHOK TPynoK. Y KOHKPETHUX BapiaHTax 3AiNcHeHHs C-kiHelb KOXHOI MenTuaHOi MOHOMEPHOI
cyboauHmLi 3B'A3aHMI 3B'A3yBanbHO (PYHKLIOHANbHOW rpynot. Y Oesikux BapiaHTax 34iNCHEeHHS NiHKep
3B'AA3y€ BHYTPILLHIN aMiHOKUCNOTHUI 3anULLIOK LLOHAMeHLLEe OOHIET 3 MeNTUOHNX MOHOMEPHUX CYy0OAMHULDL 3
N-kiHUueM, C-kiHLueM abo BHYTPILLHIM aMiHOKACNOTHUM 3aULLKOM iHLWOT NeNTUAHOT MOHOMEPHOT CyDoaMHML.

Y noganblIOMy MOB'A3aHOMY acnekTi OaHW/A BUHaxig nNPOMOHYE MOMiHYKNeoTia, LWo MICTUTb
MOCMIQOBHICTL KOAYBaHHA NEenTUAHOro iHribitopa gaHoro BuHaxogy abo opHiei abo ob6ox nenTugHux
MOHOMEPHUX CyDOAMHMLbL AMMEPHOro MNenTuaHoro iHribitopa gaHoro BuHaxody. [aHun BuHaxig Takox
BKITOYAE BEKTOP, LLO MICTUTb NOMiHYKeoTua,.

B iHwomy acnekTi gaHwn BuHaxig nNponoHye dapMaueBTUYHY KOMMO3WULi, WO MICTUTb MNEenTUOHUNA
iHridiTop abo AuMepHWA nenTuaHWA iHribiTop AaHoro BuMHaxody i dapMaueBTUYHO MPUIAHSATHUIA HOCIN,
OOMOMIDKHY pevoBMHY abo pPO3YMHHMK. Y KOHKPETHUX BapiaHTax 34iMCHEHHs dapmaueBTMYHA KOMMO3uLisi
MICTUTb KULLKOBOPO34MHHY OOOMOHKY. Y [esikux BapiaHTax 34iNCHEHHS1 KMLIKOBOPO34YMHHA OOOMoHKa
3axXULLAE i 3BiNbHAE PapMaLeBTUYHY KOMMO3MLiK0 Y HUXHIN YaCTWHI LUNYHKOBO-KULLKOBOIO TPaKTy cyb'ekTa.

B iHWwoOMy acnekTi gaHwi BWHaxig nponoHye croci® nikyBaHHs abo npodinakTvku 3axBOPHOBaHb,
NoB'A3aHNX i3 curHanbHUM Wwnaxom IL-23, Bkroyatouum, 30Kpema, 3ananbHi 3axBoproBaHHS kuweyHuka (33K),
BMpaskoBMN KoniT, xBopoOy KpoHa, ueniakito (Nontropical Sprue), eHTeponaTiio, noB'A3aHy i3
CepoHeratMBHUMKW  apTponaTiiMy,  MIKPOCKOMIYHWA  KOMIT,  KOSlareHO3HUW  KOMIiT,  €03UHOMINbHUI
racTpoeHTepuT, KONIT, MOB'A3aHWiA 3 pagio- abo XximioTepaniet, KOMiT, MOB'A3aHUA 3 MNOPYLUEHHAMM
BPOIPKEHOro iMYHITETY, SK Nnpu AediunTi agresii nenkounTis-1, XPOHiYHY rpaHyrnemaTo3Hy XBopoby, XxBopoby
30epiraHHa rnikoreHy Tuny 1b, cuHgpom [epmaHcbkoro-lNyanaka, cuHgpom Yepiaka-Xiraci, CUHOpPOM
BickoTtTta-Ongpivya, 3ananeHHs TOHKOKULLKOBOrO pes3epByapy, WO BUHWKAE Micrs MPOKTOTEKTOMII Ta
ineoaHanbHOro aHacToMo3y, paK LUMYHKOBO-KULLIKOBOrO TPakTy, MaHKpeaTUT, iHCYMNiHO3aneXHUn LyKpoBUiA
niabeT, MacTuT, XONeumcTWUT, XONaHrIT, MEPUXONAHFT, XPOHIYHUA OPOHXIT, XPOHIYHWIA CUHYCUT, acTmy,
ncopiad abo xBopoby "TpaHcnnaHTaT NpoTu rocnogapsa” B cy6'ekTi, Wo nepegbadae BBeOeHHSA CyO'ekTy
edeKTUBHOI KiNbKOCTI NeNTUAHOrO iHribiTopa abo hapmaueBTUYHOT KOMMO3WULiT AaHOrO BUHaxody. Y Oeskux
BapiaHTax 34ilNCHEHHS 3ananbHe 3axBOPIOBAHHS KULLEYHUKA ABMsie cobOl BUPas3KoBUiA KOMiT abo xBopoOy
KpoHa. Y KOHKpeTHUX BapiaHTax 3AINCHEHHA NenTuaHWMM iHribiTop abo AvMepHW NenTUAHWW iHriGiTop
NpurHivye 3B'adyBaHHs iHTepnenkiHy-23 (IL-23) 3 peuentopom iHTepnenkiHy-23 (IL-23R). Y geskux BapiaHTax
30iNCHEHHs  dhapMaueBTUYHA  KOMMO3WLis  BBOAMTLCA  CYO'eKTy nepoparnbHO,  BHYTPILHbOBEHHO,
nepuToHeanbHO, iHTpagepmarnbHO, MiAWKIPHO, BHYTPILHBLOM'S30BO, iHTpaTeKkanbHO, LUNSXOM iHransuii,
Banopm3adii, po3nuneHHs, cybniHrBanbHO, TpaHCOyKanbHO, NapeHTepanbHO, PeKTanbHO, IHTPaOKYNSpHO,
iHransuinHo, BariHanbHO abo MicLeBO. Y KOHKPETHUX BapiaHTax 34iNCHEHHA hapMaueBTUYHA KOMMO3WUList
BBOAMTbLCS MepoparbHO ANs NikyBaHHSA 3ananbHOro 3axBoptoBaHHA kuweyvHuka (33K), BMpa3koBOro Konity,
xBopoOu KpoHa. Y geskux BapiaHTax 34iNnCHEHHSA hapMaueBTUYHA KOMNO3UList BBOAMTLCSA CyO'eKTy MicLEeBO,
napeHTepasnbHO, BHYTPILHLOBEHTANBHO, NiALWKIPHO, NEPUTOHeanbHO abo BHYTPILUHLOBEHHO AN NiKyBaHHS
ncopiaay.

OETANBHWI ONMUC BUHAXOOY

BU3HAYEHHA

AKWo He 3a3HayeHo iHWe, TeXHIYHI Ta HayKoBi TEPMIHWU, LLIO BUKOPUCTOBYIOTBCA B Ui 3asBLi, MaTUMYTb
BU3HAYeHHS, SKi 3a3BMYan po3ymiloTbCA haxiBusMu y Ui ranysi. B yinomy, onucaHi B UbOMY OOKYMEHTI
HOMEHKNaTypa Ta MeToaMKM, NOB'A3aHi 3 XiMieto, MONeEKynsipHOK Gionorieto, KIiTMHHOK Ta OHKOOIONOriet,
iMyHonorieto, mikpobionorieto, dhapmakonorieto Ta ximieto GinkiB i HyKNeiHOBUX KMCIOT, € o6pe BigoMumun Ta
LLUMPOKO BMKOPUCTOBYBAHUMM Y Lii ranysi.

AKWo He 3a3HadYeHo iHWe, B KOHTEKCTi LbOro AOKYMeHTa, Taki TePMiHW MaTUMyTb 3araribHOBIZOMiI
BU3HAYEHHS.



Y ubomy onuci nig TepmMiHOM "MICTUTB" | MOro BapiaHTamu, TakMMm 9K "KM MicTUTB" | "BKNtoYae", cnig
pPO3yMiTH, LLLO BOHW O3HA4alOTb BKIHOYEHHS BKaszaHoro eremMeHTta (abo KommnoHeHTiB) abo rpynu enemeHTiB
(abo KOMMOHEHTIB), ane He BMKMNYaTb Byab-AKMIA iHLWKMIN enemeHT (abo KoMMOoHeHTM) abo rpyny enemeHTis
(ab0 KOMMOHEHTIB).

Popmn OOHUHM TaKOX BKIOYaTh B cebe (hopMy MHOXUHW, SIKLLO 3 KOHTEKCTY SIBHO HE BUMNNMBAE iHLUE.

TepMiH "BKNtOYae" BUKOPUCTOBYETBLCA Y 3HAYEHHI "BKItoYae, 3okpema". TepMiHm "BKkroyae” Ta "BKNtoYae,
30KpeMa" BUKOPUCTOBYIOTLCS SIK B3aEMO3aMiHHI.

TepmiHn "nauieHT", "cyb'ext" Ta "iHAMBIA" MOXYTb BMKOPUCTOBYBAaTMCSl K B3aEMO3aMiHHI Ta MOXYTb
BiQHOCUTUCS AK OO NIOAMHU, TaK | 4O TBApWHWU, WO He € nioanHoto. Lli TepmiHm BKkNtoYaloTb Takmx ccaBuiB, SK
nogun, npumaTn, goMawHa xyaoba (Hanpuknag 6ukoBi abo CBMHEBI), AOMALLHI TBApWHU (Hanpuknazg ncosi
abo KoToBI) Ta rpusyHu (Hanpuknag muwi abo wypw).

BukopuctoByBaHUM y LUbOMY [OKYMEHTI TepMiH "nentug" y LWMPOKOMY CeHCi BiAHOCUMTbCA OO
nocnigoBHOCTI ABOX abo BGinblue amMiHOKMCNOT, 3B'A3aHUX Midk cOBOto nenTnaHnmu 3e'askamu. Cnig posymiTuy,
WO uen TepMmiH He nepenbadae KOHKPETHOI OOBXWHM NoniMepy amiHOKUCNOT i He nepenbayae abo
po3pi3Hse, unm OyB noninenTug OTPUMaHUN 3a [ONOMOro PEKOMOIHAHTHMX MeTOAMK, XiMiYHOro abo
depMeHTaTUBHOrO CUHTE3Y abo € NpupoaHMM. TepMiH NenTug BKIIOYae LMKNIYHI nenTuan.

BukopuctoByBaHi B LbOMY OOKYMEHTI BMpasn "iAeHTUYHICTb NOCNIAOBHOCTI", "BiCOTOK iAeHTMYHOCTI",
"BigcoTok romonorii", abo, Hanpuknag, ski BKoYaTb "nocnigoBHicTb, Ha 50 % igeHTMYHA", BigHOCATLCS A0
CTYMNEHS iAEHTMYHOCTI NOCMiOQOBHOCTEN 3 TOYKM 30pYy HYKNeoTuaie abo aMiHOKMCNOT Ha KOHKPETHIN OinsHui
NnocnigoBHOCTI. TakMM YMHOM, "BiACOTOK iQ€HTUYHOCTI NOCNigOBHOCTEN" MOXe BYTW po3paxoBaHWI LLUMSXOM
MOPIBHSAHHA KOHKPETHOI AiNSHKA ABOX OMNTMMAaribHO BUPIBHAHMX MOCHIAOBHOCTEN 3 OTPUMAaHHSM KinbKOCTI
36iXKHUX NOMNOXEHb, B SIKMX y 060X MOCMIAOBHOCTAX 3HAXOAATLCS iAEHTUYHI HYKNEeOoTUAHI OCHOBM (Hanpvknag
A, T, C, G, |) abo amiHokMcnoTHi 3anuwkn (Hanpuknag Ala, Pro, Ser, Thr, Gly, Val, Leu, lle, Phe, Tyr, Trp,
Lys, Arg, His, Asp, Glu, Asn, GIn, Cys i Met), aineHHsA KinbKoCTi 3GKHMX NONOXEeHb Ha 3aranbHy KiNbKiCTb
MONMOXEHb Ha KOHKPETHIN AinaHui (TobTo Ha po3Mip AinsHkW) i MHOXeHHA pesynbtaty Ha 100 gns
OAepXXaHHS BigcoTKa ifeHTUYHOCTI MOCNIgOBHOCTEN.

PospaxyHok cxoxocTi abo igeHTMYHOCTI nmocnigoBHOCTEW (Y UbOMY [OOKYMEHTI Ui TEepMiHK
BMKOPMWCTOBYIOTLCA AK B3aEMO3aMiHHi) MoXe ByTn BUKOHaHWUIM HACTYMHUM YMHOM. [N BU3HAYEHHS BigcoTKa
iIEHTUYHOCTI OBOX aMiHOKMCIOTHMX MOCNIAOBHOCTEN abo ABOX MOCHIOOBHOCTEN HYKMNEIHOBUX KUCIOT, BOHU
MOXYTb OYyTV BUPIBHSHI ANS ONTUManbHOrO MOPIBHAHHS (Hanpuknag, Ans OnNTMManbHOro BUPIBHIOBAHHA B
ogHy abo o6wuaBi MOCNIQOBHOCTI MepLloi Ta APYroi aMiHOKMCNOT abo HyKMeiHOBMX KUCNOT MOXYTb OyTu
BBEJEHI renun, a HEroMosoriYHi MOCMIAOBHOCTI MOXYTb ByTW NPOIrHOPOBaHi). Y AesKknx BapiaHTax 34iNCHEHHS
OOBXWHA eTanoHHO| NOCMiJOBHOCTI, BUPIBHSHOI AN MNOPIBHAHHS, CTaHOBUTb He MeHwwe 30 %, nepeBaxHoO He
MeHwe 40 %, Oinbw nepeBaxHoO He meHwe 50 %, 60 % i we 6inbw nepeBaxHo He meHwe 70 %, 80 %,
90 %, 100 % [OBXWMHM eTanoHHOI nocnigoBHOCTI. [loTiM y BIONOBIAHMX MOMOXEHHSX MOPIBHIOKOTLCS
aMiHOKUCNOTHI 3anuwkn abo HykneotTuamn. FAKLWO MONOXEHHA B NepLuii NOCNi4OBHOCTI 3aMHATa TMM CamMuUM
aMiHOKMCNOTHMM 3anuwkoM abo HykneoTuaom, Lo i BignoBigHE MOMOXEHHS B APYrill NOCMigOBHOCTI, TO
MOMEKYSM B LLbOMY MOJSIOXEHHI € iEeHTUYHUMMU.

BigcoTok igeHTUYHOCTI ABOX MOCNIOOBHOCTEN 3aneXuTb Bif KiNbKOCTI iAEHTUYHUX MOMNOXEHb, 30DKHUX
anst obox MOCMiAOBHOCTEN, 3 YypaxyBaHHAM KifbKOCTI i [OBXMH remiB, sKi HeoOxigHO BBecTu pAnis
ONTUMAaribHOro BUPIBHIOBAHHSA ABOX MOCNiAOBHOCTEN.

MopiBHSIHHA MOCMIQOBHOCTEN | BU3HAYeHHSA BiACOTKA iOEHTMYHOCTI OBOX MOCMIJOBHOCTENW MOXe OyTu
BMKOHAHO 3a [JOMOMOrol MaTeMaTU4HOro anroputMmy. Y [eskux BapiaHTax 34INCHEHHS BiACOTOK
iAEHTUYHOCTI [OBOX aMIiHOKUCIIOTHMX MOCMIAOBHOCTEM MOXHA BU3HAYUTW 3a [JOMNOMOrOK  anropuTMmy
Hignmana-ByHwa (1970, J. Mol. Biol. 48: 444-453), BkntoveHoro B nporpamy GAP 3 naketa nmporpamHoro
3abesneveHHs GCG, BukopuctoBytoun MaTpuui Blossum 62 abo matpuui PAM250, wtpad 3a BigkputTs
rena 16, 14, 12, 10, 8, 6 abo 4 i wTpad 3a NpogoBxeHHda rena 1, 2, 3, 4, 5 abo 6. Y we ogHomy HakaHomy
BapiaHTi 30IMCHEHHSA BIACOTOK iOEHTUYHOCTI [BOX HYKMEOTMAHUX MOCMigOBHOCTEN BU3HA4yalTb 3a
gonomoroto nporpamn GAP 3 nakeTta nporpamHoro 3abesneyeHHs GCG, BMKOPUCTOBYKUM MaTpuULO
NWSgapdna.CMP, wrtpad 3a BigkpuTTs rena 40, 50, 60, 70 abo 80 i wrpad 3a npogoBxeHHA rena 1, 2, 3,
4, 5 abo 6. [HWnn MoXNMBUIA Habip NapaMeTpiB BKNOYAE MaTpULo OLiHIOBaHHA Blossum 62 3i witpadgom 3a
BiOKpUTTA rena 12, wTtpacdoM 3a NpoAoOBXeHHA rena 4 i wTpadomM 3a 3cyB pamku rena 5. BigcoTok
iIEHTUYHOCTI [OBOX aMIiHOKUCMOTHMX MOCMILOBHOCTEN MOXHA BWU3HAYUTW 3a [AOMOMOroK anroputmy €.
Mawnepca i B. Minnepa (1989, Cabios, 4: 11-17), BkmodeHoro B nporpamy ALIGN (Bepcia 2.0),
BMKOPUCTOBYOYM Tabnuuto Bar 3amiH 3anuwkie PAM120, wTpad 3a npogoBxeHHA rena 12 i wrpad 3a
BiOKpUTTA rena 4.

OnucaHi B LbOMY AOKYMEHTI MEenTUAHI MOCMiLOBHOCTI MOXYTb OyTM BUKOPUCTaAHI B SIKOCTi "LUyKaHOI
NocnigoBHOCTI" ANS BUKOHAHHSA MOLUYKY B 3aranbHOAOCTYNHWX Ga3ax gaHux, Hanpuknag, Ans BU3HaYeHHs
iHLUMX erneMeHTiB ciMelncTBa abo CrnopigHEeHMX MOCIiZOBHOCTEN. Takui Mowyk Moxe OyTW BMKOHAHWIA 3a
ponomoroto nporpam NBLAST 1a XBLAST (Bepcisa 2.0), sk onncaHo B poboTi Altschul, et al. (1990, J. Mol.
Biol, 215: 403-10). Mowyk Hykneotugie BLAST moxe O6yTn BUKOHaHWU 3a gonomorot nporpamu NBLAST 3
nokasHukomMm nogibHocti = 100 Ta poamipom cnosa = 12 AnNs OTPUMAHHA HYKNEOTUAHUX NOCHiAOBHOCTEMN,



rOMOMOriYHMUX MOMeKynam HyKneiHoBol Kucnotu BuHaxogy. lNMowyk 6inkis BLAST moxe 6yt BUKOHaHWIM 3a
ponomoroto nporpamu XBLAST 3 nokasHukom nogi6HocTti = 50 Ta po3mipom cnoBa = 3 Ansg oTpvMaHHSs
aMiHOKMCNOTHUX MOCNIOBHOCTEW, TOMONOrYHUX BinkoBUM Monekynam BuHaxody. [ns oTpumaHHs
BMpPIBHIOBaHb 3 renamMmy 3 METOK MOPIBHSHHS Moxe OyTn BukopucTtaHa nporpama Gapped BLAST, sk
onucaHo B poboTi Altschul et al. (Nucleic Acids Res. 25:3389-3402, 1997). lNpn BUKOPUCTaHHI nporpam
BLAST T1a Gapped BLAST MOXyTb BUKOPUCTOBYBATMUCA MapaMeTpu 3a 3aMOBYYBaHHSAM, BCTAHOBIEHI Ans
BignosigHux nporpam (Hanpuknag XBLAST ta NBLAST).

BuKoprCTOBYBaHUIA Yy LbOMY OOKYMEHTI TepMiH "KOHCepBaTMBHE 3aMilleHHs1", 03Ha4ae, Wo oaHa abo
Oinblle amiHOKMCNOT 3aMillyloTbCsa iHWKUM, 6ionorivHo nodibHum  3anuwkom. [puknagym BKAKYaOTb
3aMillleHHs1 aMiHOKMCMOTHUX 3anuLlKiB amMiHOKUCNoTaMuM 3 MOAiGHUMU XapakTepucTukamu, Hanpuknag
ManMMM  aMmiHOKUCNOTaMW, KUCIUMU  aMiHOKMCNOTamMu, MNONSAPHUMW  aMiHOKMCNOTamMKu, OCHOBHMMU
amiHokMcnoTamu, rigpodobHUMKM amiHOKMCNOTaMM Ta apoMaTUYHUMKM amiHOKMcroTamu. [QMB., Hanpuknag,
Tabnuuo Hwk4e. Y Oeskmx BapiaHTax 34iNCHEHHSA BUHaxody oauH abo Ginbwe 3anuwkie Met 3amiweHnin
HopnewnunHoMm (Nle), akmun € Bioisoctepom Met, ane skui, Ha BigMiHY Big Met, € CTINKMM 0O OKUCHEHHS.
[HWKUM NPUKNaaoM KOHCEPBATUBHOIO 3aMilLleHHS 3anuLLKOM, Lo 3a3BU4Yan He 3yCTPiYaeTbCA B €HOOreHHUX
nentugax i 6inkax ccaBuUiB, € KOHCepBaTUBHE 3aMillleHHs1 Arg abo Lys Ha, Hanpuknag, OpHiTUH, KaHaBaHiIH,
amMmiHoeTunumcTeiH abo iHWy OCHOBHY aMiHOKMCNOTY. Y Oesiknx BapiaHTax 34iicHeHHst oauH abo Ginblue
LUMCTEIHIB NENTUAHOro aHasiora BUHaxo4y MOXyTb OyTU 3aMillieHi iHLINMM 3anuLWKOM, Takum siKk cepuH. binbLu
AeTtanbHy iHdopmauito Npo deHoTUNIYHO HiMi 3aMillleHHs B nenTtuaax i 6inkax AvB., Hanpuknag, B poboTi
Bowie et al. (Science 247, 1306-1310, 1990). Y HaBefeHi HWX4Ye CXEMi KOHCEpPBATMBHI 3aMilleHHs
aMiHOKUCNOT 3rpynoBaHi 3a ix ismko-ximiyHMMK BnactueocTaMM. |: HemTpanbHi, rigpodineHi, Il kucni Ta
amigw, lll: ocHoBHi, IV: rigpodobHi, V: apomaTtuyHi, 06'eMHi aMiHOK1CNOTK.
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Y HaBefdeHin HWX4Ye CXeMi KOHCEpPBAaTMBHI 3aMillleHHS aMiHOKUCIOT 3rpynoBaHi 3a ix isnko-XiMiYHUMHK
BnactmeocTamu. VI: HenTpanbHi abo rigpodobHi, VII: kucni, VIII: ocHoBHI, IX: nonsapHi, X: apoMaTuyHi.
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BukopucToByBaHUIn y UbOMY [OKYMEHTI TepMiH "amiHokucroTa" abo "Oyab-sika amiHokucroTa"
BiOHOCUTLCSA [0 Oyab-skMX i BCiX aMIiHOKMCINOT, BKIHOYAKYM MPUPOAHI aMiHOKMCNOTKM (Hanpuknag a-
aMiHOKMUCNOTN), HEenpupOAHi aMiHOKUCNOTWU, MOAWUMIKOBaHI aMiHOKUCAOTM Ta LWTYyYHi amiHokucrnoTu. BiH
oxonne Ak D-, Ttak i L-amiHokucnotn. [o npupoaHUX amiHOKMCNOT HanexaTb amiHOKMCIOTW, Lo
3ycTpiyaloTbCs B NPUPOAi, Hanpuknag 23 amiHOKMCNOTKM, siki 0B'eQHYlOTbCA B MENTUMAHI NaHUOXKM Ta
yTBOpIOIOTE OyAiBensHi 6noku BenmyesHoi KinbkocTi 6inkiB. Hacamnepen ue L-ctepeoizomepu, xoda geski D-
aMiHOK1CNOTK 3ycTpidyalTbesa B 06onoHKax baktepivt i gesknx aHtubiotnkax. 20 "ctaHgapTHUX" NPUMPOOHMX
aMiHOKMCNOT BKa3aHi B HaBedeHux Bule Tabnuuax. "HectanHaapTHI" NpupogHi aMiHOKMCNOTU BKIHOYaKTb
niponi3vH (3yCTpiYaeTbCA B METAHOrEHHMX OpraHidamax Ta iHLWMX eykapioTax), CeNeHOUNCTEIH (MPUCYTHIN Y
GaraTbOX oOpraHiamax, WO He BiOHOCATbLCA OO eyKapioTiB, a TakoX Yy OinbwocTi eykapioTiB) i N-
dopMinmeTioHiH (koagyeTbcsa cTapToBUM KogoHom AUG B GakTepisx, MITOXOHAPISX i xroponnacrax).
"HenpupogHi" abo "WTy4Hi" amiHOKMCNOTU ABNSOTL COBOK HENPOTETHOreHHi aMiHOKMCNOTK (TOBTO Ti, AKi He
€ MPUPOAHO 3aKOLOBaHUMU B FEeHETUHMHOMY Kogfi), siki abo 3ycTpivatoTbca B npupogdi, abo CUHTe3ylTbCA
XiMiYHUM wnsxoM. Bigomo noHag 140 HenpupoaHWX aMiHOKUCIIOT | MOXNMBI TUCAMI iHWIKMX KOMOIHaUIN.
Mpuknaam "HenpupogHUx" aMiHOKUCNOT BKMOYaoTh [B-amiHokmcnoTtu (B2 Ta 2), roMoamMiHOKMCNOTH, NOXigHi
NponiHy Ta NiPOBUHOrpagHOI KMCIOTU, NOXiAHI 3-3aMilLleHOro anaHiHy, NoXigHi rniynHy, NOXiaHI 3amilleHoro B
Kinbli ceHinanaHiHy Ta TUPO3WHY, MiHIVHI aMmiHokucnoTW, AdiamiHokucroTn, D-amiHokucnoTw, anbda-
MeTUIoBi amiHokMcnotTn ta N-MeTunoBi amiHokucrioTun. HenpupogHi abo "WTy4HI" aMiHOKMCNOTU TaKoX
BKMtoYaTb  MogudikoBaHi  amiHokucrotn. "MoaudiikoBaHi" amMiHOKMCNOTW  BKMOYAOTb  aMiHOKMUCOTU
(Hanpuknag NpMpoaHi aMiHOKMCNOTK), Ak 6ynM XiMiYHO MoAMIKOBaHI 3 METOH BKITHOUEHHS rpynu, rpyn abo



XiMIYHOT PYHKUiOHaNbHOT rpynu, He NPUCYTHIX B aMiHOKMUCNOTI B nNpupoi. Y Aeskux BapiaHTax 34iNCHEHHSA
NenTUAHWNA iHriGITOP MICTUTE BHYTPILLHBOMOMEKYNSPHUIA 3B'A30K MiXX ABOMa aMiHOKUCIIOTHUMU 3anuLLKamMu,
NPUCYTHIMM B NenTtugHomy iHribiTopi. Cnig posymiTh, WO 3B'A3aHi aMIHOKMCMAOTHI 3anuwikn Aewo
BiQpI3HAIOTLCA Bi4 HE3B'A3aHMX aMIHOKMCAOTHUX 3anuuwikiB. [locunaHHA Ha KOHKPETHY aMiHOKUCAOTY
OXONJSIOE SAK HE3B'sI3aHy, Tak i 3B'A3aHy hopmy i€l amiHokMcnoT. Hanpuknag, He3B'a3aHU aMiHOKUCIOTHUI
3anuuwok romocepuH (hSer) abo romocepun (Cl) moxe npuimatn cdopmy 2-amiHoGyTaHoBOI kucrnoTtu (Abu)
BHACMiQOK YTBOPEHHS BHYTPILUHBOMOMEKYNAPHOro 3B'A3KY 3rigHO 3 AaHuM BuHaxogom. [daHui BuHaxig
MPOMOHYE K NEeNTUAHI iHrGiTopy, WO MICTATb NepexpecHi 3B'A3kM Mk X4 Ta X9, Tak i nenTugHi iHriditopw,
LLIO HEe MICTATb NepexpecHMx 3B'a3kiB Mixk X4 Ta X9, Hanpuknag, 40 YTBOPEHHSA NepexpecHnx 3B'a3kiB. Taknm
4YnmHom, Ha3Bu hSer Ta Abu npusHayeHi onNa NO3HAYEHHSA TUX CaMUX aMiHOKUCNOT i BUKOPUCTOBYHOTLCA SIK
B32EMO3aMiHHi.

Ak npaBuno, Ha3BWM NPUPOAHMX i HENPUPOAHUX aMiHOALMMBHUX 3anuLLKiB, BUKOPUCTOBYBAHI B LbOMY
OOKYMeHTi, BignosigatoTe Ha3saM, 3anponoHoBaHuM Kowmicieto IUPAC 3 HOMeHKknaTypy opraHidHux Cronyk i
Kowmicieto IUPAC-IUB 3 6ioximi4HOT HOMeHKnaTypw i BUknageHux B nybnikauii "HomeHknatypa a-amiHOKMCnoOT
(PekomeHpauii, 1974)", Biochemistry, 14(2), (1975). Yutayy 6yoe nNOACHEHO, SIK Ha3BU Ta CKOPOYEHHS
aMiHOKMCNOT Ta aMiHoaUWNbHUX 3afULLIKIB, BMKOPUCTOBYBAHWX B LbOMY OMUCi Ta dopMyrni BUHaxoay,
BiOPI3HAIOTBCA Bif 3anponoHOBaHWX. BuaHauyeHHA [eskuxX CKOpPOYEeHb, KOPWUCHWMX AMS ONWCY BUHAaxoAay,
HagaHi HwxYe B Tabnuui 1.

Tabnuusa 1

CKOpOYEHHST HEMPUPOAHMX aMIHOKUCIIOT i XiMiYHUX
yHKUiOHanNbHUX rpyn (BCi NOXigHi aMiHOKMCIOTH
MatloTb KOHirypauito L, KO HEe BKa3aHo iHLe)

Ckopo4eHHs BuaHayeHHs
(1-Me)His (1-meTun)rictngunH
(D)2-Nal D-2-HadTunanaxix
(D)aMePhe (D)-anbda-Me-

deHinanaHiH
(D)aMeTyr (D)-anbha-Me-T1po3uH
(D)NMeTyr NMe(D)Tyr abo N-Me-(D)-
TUPO3WH
(D)Orn D-OpHIiTUH

(D)Phe[3-NH7]

(D)-(3-amiHO)beHinanaHiH

(D)Phe[4-NHz]

(D)-(4-amiHO)dbeHinanaHiH

(N-(3-Pyz))Asn

N-nipason-3-in-acnapariy

(N-(4-Pyz))Asn

N-nipason-4-in-acnapariy

(N-(5-ingon))Asn

N-iHgon-5-in-acnaparin

(N-(imipason-2-

N-(imigason-2-in)meTtun-

in)metun)Asn acnapariH
: . N-CH2CH2CONH:-
(N-(nponinamig))Asn acnaparit

(N-2-amiHodbeHin)Asn

N-Ph(2-NHz)-acnapariH

(N-3-amiHodpeHin)Asn

N-Ph(3-NHz)-acnaparin

(N-4-amiHodpeHin)Asn

N-Ph(4-NHz)-acnapariH

(N-6eH3nn)Asn

N-6GeHaun-acnaparit

(N-Ph)Asn N-Ph-acnapariH

i N-ninepnaunn-4-in-
(N-pip)Asn acnapariH
(N-Pyr)Asn N-niponiguH-3-in-acnaparid
1,2,3,4- L-1,2,3,4-
TeTparigpoHopxapMaH | TeTparigpoHopxapmMaH

. 1-amiHoiHOaH-1-kapboHoBa
1-1-iHOoaH
Kncnota

1-Nal
(raKox L-1-HadTunanaHiu
BMKOPUCTOBYETLCSA

Ha3Ba 1-Nap)




2,5,7-TpeT-6yTnn-Trp

2,5,7-Tpuc-TpeT-6yTnn-L-
TpyntodaH

2-amiHoiHOaH-2-kapboHoBa

2-2-iHaaH
Kucnorta
2-Nal
(raKox L-2-HadTmnanaHiH
BMKOPUCTOBYETbLCS
Ha3Ba 2-Nap)
2-Pal abo 2Pal L-2-nippugnnanaHin
3-Pal abo 3Pal L-3-nippugnnanatin

4-amiHo-4-kapbokeu-

.

ninepnaunH
H,N COH
4-amiHo-4-kapbokcu-
ninepmauvH
O
4-amiHo-4-kapbokcu-
TeTparigponipaH
abo THP H2N COZH
4-amiHo-4-kapbokcu-
TeTparigponipaH
4-Pal abo 4Pal L-4-nipugnnanatiu

4-nipugunanaxi

4-L-nipyuavnanaHi

4-tpnason-Ala

O

Yy OH
N

l-\lN / NH,

4-Tpnason-anaHit

5-rigpokcn-Trp

5-rigpokcu-L-TpuntodaH

(0]

NT N OH
5Pyal |

k — NH,

N

5-nipymigvH-anaHi
6-xnop-Trp 6-xnop-L-TpuntodaH
Abu 2-amiHOGyTaHOBa KMcnoTa
Ac- AueTtun
Acbc HN COH

1-

amiHouuknobyTaHkapboHOoB
a kucnota




Achc abo Achx

HN COH

1-
amiHouuMKnorekcaHkapboHo
Ba KNCIOTa

Acpc abo Acpx

HN COH

1-
amMiHouumknonponinkapboHo
Ba KMcnoTa

Acvc

HN COH

1-
amiHouMKnoneHTaHkapboHo
Ba KucrnoTta

AEA

(2-amiHoeToKCcM)oLTOBA
Kucnorta

AEP

3-(2-
aMiHoeTOKCK)NponioHoBa
KucroTa

Ahx

6-amiHOrekcaHoBa Kucrnora

Aib

2-amiHOi300yTaHoBa
Kucnota

a-MeAsn, anbda-
MeAsn

a-meTun-L-acnaparid

a-MeGln, anbda-
MeGin

a-meTtun-L-rnyramin

aMeGlu abo aMeGlu

anbda-meTunrnyramiHosa
Kncnota

aMePhe(4-F)

a-metun-(4-
dTOp)dheHINanaHiH

aMePro anba-metTnn-L-nponin
Azt L-a3eTnguH-2-kapboHoBa

Kucnota
Bip L-4,4'-gudpeHinanaHin
Cav L-kaBaHiH
Cha Livknorekcun-L-anaHiu
Cit L-untpyniH
CONH:> Kapbokcamig
COOH Kap6oHoBa kucrnoTta

¢ OH
NH,
KymapuH
AN

o o) 0

Cpa LinknoneHTun-L-anaHix

Linkno6byTtun

L-umknobyTmnanaHiH




Linknorekcun-Ala

(2- abo beta-)-
UMKnorekcun-L-anaHin

L-anamiHobyTaHOBa

Dab
Kucnorta
DabCOMe abo N-aueTtun-L-
Dab(Ac) AvamMiHobyTaHoBa KMcnoTa
Dap L-guamiHonponioHoBa
Kucnora
DapCOMe aGo N;:Lh;?:gg-lgniomaa
Dap(Ac) A P
Kucnota
NH,
DiethylGly O
OH
DMT 2,6-aMMeTUITUPO3NH
DTT Hitiotpenton

FPrpTriazoleMe_ Acid

(e}

N;N\ }OH
N
F S

Gla

"amma-kapbokcm-L-
rnyTamiHoBa KucnoTa

Gly(N-aninmeTtunn)

N-anin-L-rnigmH

Gly(N- N-umknorekcunmeTun-L-
LMKIorekcunveTunn) rniunH
Gly(N-izobyTun) N-i3o6yTnn-L-rniumH
hArg L-romoapriHiH
hCha L-romouuknorekcunanaHid
o]
\ H
N o)
\\/Nw NH,
His_3Bom o
His_3Me abo 3MeHis | (3-metun)rictnauvH
His_Bzl
W\ /
=N
H,N OH
hLeu L-romonenumH

hLys(Ac) abo romo-
Lys(Ac)

romo-L-ni3uH

Hph

"lomodreHinanaHiH




hPhe(3,4-gnmeTokcn)

3,4-anmeTOoKCHn-L-
romodpeHinanaHin

hSer

L-romocepuH

ATtom BoaHIO (BinbHMI N-

Hy .
KiHeLb)
Hyp 4-rigpokcun-L-nponiu
iPr abo i-Pr I3onponin
Lys(Ac) N-g-aueTun-L-niauH

Lys(6eH3nn, Ac)

Ne-auetunn-Ne-6eH3unn-L-
nisvH abo Lys(N-auetnn-N-
©eH3un)

Lys(6ytun, Ac)

Ne-aueTun-Ne-6yTmn-L-
nisvH abo Lys(N-auetnn-N-
OyTumn)

Lys(CO2-Allin)

N-(C(O)2-anin)-ni3vH

N-e-TpudbTopaueTmn-L-

Lys(COCFs3) .

ni3vH
Lys(COCF3) N-TpudTOpaLeTun-nisuH
Lys(COcPr) Lys(CO-uumknonponi)
Lys(COEt) N-(C(O)-Et)-nisuH
Lys(COiBu) N-g-[C(O)-i-Bu]-L-nisuH
Lys(COiPr) N-(C(O)-i-Pr)-ni3uH
Lys(COPent) Lys(CO-neHTun)
Lys(COPr) N-(C(O)-n-Pr)-nisuH
Lys(COtBu) N-g-[C(O)-t-Bu]-L-ni3nH
Lys(COtBu) N-(C(O)-t-Bu)-ni3uH

Lys(isobytun, Ac)

Ne-aueTun-Ne-izobyTmn-L-
nisnH abo Lys(N-auetnn-N-
i306yTNN)

NH,

Lys(nponin, Ac)

Né-auetnn-Ne-nponin-L-
nisnH abo Lys(N-auetnn-N-
nponin)

o
/\ij\A/l(L
OH

NH,

Lys(R’)

N-g-[R']-L-ni3uH
(mpuknagmn R'= Aib, bAla,
IVA, Ala, unknorekcaHoBa
KMCnoTa, okTaHoBa
kucnota, -C(O)CH:zPh,
TpudTOpPNpPONiOHOBA
kucnota, Gly, aueTunosa
Kucnora,
TpupTopaueTunosa
KMcnoTa, ToL0)




N-2-amiHoaHiniHin-L-

N(N2AmMAnil) acnapariH (L-acnapariH, N-
2-aMiHOaHiNiHin)
N-3-amiHoaHiniHin-L-

N(N3AmMAnil) acnapariH (L-acnapariH, N-
3-amiHoaHiIniHin)
N-4-amiHoaHiniHiN-L-

N(N4AmAnil) acnapariH (L-acnapariH, N-
4-amiHOaHiniHin)
N-ankin-L-acnapariH (L-

. acnaparid, N-ankin)

N(NAlkin) (L) H2N-C(H)(CO2H)-CHa-
C(O)-NH(ankin)
N-4-amiHOGyTUN-L-

N(NAmbu) acnapariH (L-acnapariH, N-
4-amiHOByTunN)

N(NAnil) N-aHiniH_in-L-acqapa_riH (L-
acnaparid, N-aHininin)

N(NBU) N-6yTV|n.-L-acnapariH (L-
acnaparid, N-6ytun)

N(NBzl) N-6eH3V|_n-L-acnapariH (L-
acnaparid, N-6eH3unn)
N-umknorekcun-L-acnaparin

N(Nchx) (L-acnapariH, N-
LMKNorekcmn)
N-umknonponin-L-acnapariH

N(Ncpx) (L-acnapariH, N-
umknonponin)

N(net) N—eTmn-I__-acnapariH (L-
acnaparid, N-etun)

N(NiBu) N—i306yT_V|n-L-_acnapariH (L-
acnaparid, N-izobyTtun)
: N-izonponin-L-acnapariH
N(NiPr) (L—acngpariH, N-i3orF|)ponin)
N(NMe) N—MeTm'_l-L-acnapariH (L-
acnaparid, N-metnn)
N-ninepnauHin-L-acnapariu

N(Npip) (L-acnapariH, N-
ninepuauHin)
N-TpeT-6yTun-L-acnaparin

N(NtBu) (L-acnapariH, N-TpeT-
oyTumn)

N3_Acid N3-CH2-COOH

Nle a6o nL L-HopnenumH

N-MeAla N-meTun-L-anaHiH

N-MeArg N-meTun-L-apriHiH

N-MeAsn N-meTun-L-acnaparin

N-MeGIn N-meTun-L-rnytamin

N-MeLys N-MeTun-nisuH

N-Me-Lys N-meTtun-L-JlisnH

N-Me-Lys(Ac) N_-e-aLl,eTwn-N-MeTmn-L-
ni3vH

N-MeTrp N-meTun-L-tpuntodaH

NMeBA abo NMebA

N-meTun-6eta-anaHiH

Octgly

L-okTunrniumH

Orn

L-OpHiTUH




0]

S

OrnCOMe
NH,
N-auetun-L-opHIiTUH
Pen L-neHiynnamiH
L-
Pen(cynedokenn) neHiyunamiH(cynbdokcua)
4-(3,4-

Phe((3,4-diOMe)

anmeToKkcn)deHinanaHii

Phe(2,4-Mez)

2,4-aumeTun-L-
deHinanaHiH

Phe(3,4-Cl>) 3,4-guxnop-L-cpeHinanaHin

Phe(3,4-oMmeTokcu) 3,4-Anmeroken-L-
deHinanaHix

Phe(3,5-F2) 3,5-audtop-L-deHinanaHiH

Phe(4_2ae_Boc) 4-(2-(N-t-Boc)- .
amMiHoeToKcu)deHinanaHiH

Phe(4-Br) 4-6pom-L-gpeHinanaHiH

Phe(4-CFs) 4-Tp!/Id)TOpMeTMﬂ-L-
deHinanaHiH

Phe(4-CN) 4-UiaHo-L-deHinanaHiH

Phe(4-CO2H)

4-kapbokcun-L-deHinanaHin

Phe(4-CONHz2) abo

4-kapbamoin-L-

Phe(Cmd) deHinanaHix

Phe(4-F) 4-cbTop-L-heHinanaHiy
Phe-(4-ryaHigun) 4-ryaHignH-L-deHinanaHiH
Phe(4-Me) 4-meTunn-L-cbeHinanaHin
Phe(4-Ns) 4-a3ugodpeHinanaHin
Phe(4-NHy), paf 4-amiHo-L-cpbeHinanaHin
Phe(4-OAllin) O-anin-L-tnposuH
Phe(4-OBzl) O-6eH3nn-L-Tnpo3suH
Phe(4-OMe) 4-meToKcU-L-chbeHinanaHin

Phe(4-deHokcn)

4-dpeHokeu-L-dheHinanaHid

Phe(neHTa-F)

MeHTadpTOp-L-dheHinanaHiH

Phe(t-Bu)

t-6yTun-L-deHinanaHid

Phe[(aMe)-4-(2-
amMiHoeTokcm)]

a-metun-4-(2-
amiHoeToKkcu)dpeHinanaHiH

Phe[4-(2-(N-
MPONiOHINamiHO)eTOKC
"

o
OH
H
/WN\/\O NH,
o

Phe[4-(2-
aueTnnamiHoeTokcu)]
abo Phe[4-(2-
amMiHoeToKcM)AC]

L-4-[(Ac-NH-CH2CH2-0)]-
Ph-CH2-C(H)(NH2)CO2H
abo
4-(2-aueTnnamiHOeTOKCH)-
L-dpeHinanaHiH




Phe[4-(2-
amMiHoeTokcu)] abo
F(4-2ae)

COH

NH

4-(2-amiHoeToKCK)-L-
deHinanaHiH

2

Phe[4-amiHomeTnn]

(4
aMmiHomeTun)deHrinanaHiH

Phe_4Ad

Phe_4ae BH

Phe[4-(2-(N-(4-rippokcu-3-
MeTundeHrin)nponioHinami
0)eTOKCK)

Phe_4ae_Ethyl Phe[4-(2-(N-
NpOonioHiNIamiHO)eTOKCK)]-
Phe NH2_Ac Phef4-(2-
- - auunamiHoeTokcn)]-
Pro(4,4diF) 4,4-gnptop-L-nponiH
(S)-2-amiHo-3-(XiHONiH-2-
2-Quin in)nponioHoBa kucroTa abo

2-XiHoniHMnanaHiH

Quin abo 3Quin abo 3-
Quin

(S)-2-amiHo-3-(xiHONIH-3-
in)nponioHoBa kucrnoTa abo
3-xiHoniHMNanaHiH

Sarc abo NMeGly

CapkoauH abo N-
MEeTUArMiUnH

HN

NH,

Spiral_Pip o
HO

t-6yTun-Ala ?) I(_ITpeT'6yTI/U'I)-L—arlaH||-|-
t-6yTnun-Gly TpeT-6yTUnrmiumH
Trp_4Aza 4-Aza-TpuntodaH
Trp_7Aza 7-Aza-TpuntodaH

Tyr(3-t-Bu)

3-t-0yTnn-L-TnposuH




abo
L-(4-

Tyr_CHF2 andpropmeTokcun)deHinana
HiH
W(4-F) 4-cpTop-L-TpMnTodaH
wes.ca) © apSoscamia) L
W(5-CN) 5-uiaHo-L-TpuntodaH
W(5-Ph) 5-chbeHin-TpuntodaH
W(6-Ph) 6-cbeHin-TpuntodaH
1 7-(HadpTnn-1-in)-
W(7-(1-Nal) TpyntodaH
W(7-(2-FPh)) 7-(2-
dTOpdheHin)TpunTodaH
s 7-(HadpTnn-2-in)-
W(7-(2-Nal) TpyntodaH

W(7-(3,5-t-Bu-Ph))

7-(3,5-gutpeTbyTnndeHin)-
TpyntodaH

W(7-(3BiPh))

7-(ondpeHin-3-in)-
TpyntodaH

W(7-(3-
kapbokcamigdeHin))

7-(3-kapbokcamigdeHin)-
TpuntodaH

W(7-(3-CF3Ph))

7-(3-TpudbTOopmMeTUNdeEHin)-
TpuntodaH

W(7-(3-iPrPh))

7-(3-izonponindeHin)-
TpuntodaH

W(7-(3-MePh))

7-(3-meTundeHin)-
TpuntodaH

W(7-(3-OCF3Ph))

7-(3-
TpudpTopmeToKCudeHin)-
TpyntodaH

W(7-(3-OMePh))

7-(3-meTokcudeHin)-
TpyntodaH

W(7-(3-nipason-1-in))

7-(3-nipason-1-in)-
TpyntodaH

W(7-(4-aHTpaueH-5-
in))

7-(4-aHTpavueH-5-
in)TpuntodaH

W(7-(4BiPh))

7-(andeHin-4-in)-
TpyntodaH

W(7-(4-CONH2Ph))

7-(4-kapbokcamigdeHin)-
TpunTOodaH

W(7-(4-Quin))

7-(xiHoniH-4-in)-TpunTodaH

W(7-(cpeHaHTpeH-5-
in))

7-(cbeHaHTpeH-5-
in)TpunTodaH

W(7-CN)

7-UiaHo-L-TpunTodaH

W(7-imigasonipnauHin)

7-(imigasonipngnHin)-
TpunTOgaH

W(7-iHaa3on-5-in)

7-(ingason-5-in)-
TpunTOgaH

W(7-Ph)

7-beHin-TpuntodaH

W (7-nipumigmH-5-in)

7-(nipumignH-5-in)-

TpunTOogaH
W(7-TieHin) 7-TieHin-TpuntodaH
B-Ala abo bA L-B-anaHiH
B-Glu L-B-rnyTamiHOBa Kucrota

BhGIn a6o b-hGin, abo
b-romo-Gln

L-B-romornytamiH

BhGIu

L-B-romornytamiHoBa
Kucnora

BhPhe

L-B-romodeHinanaHiu




BhPro L-B-romonponiH
BhTrp L-B-romoTpuntodaH
a-MeArg, a-MeArg abo
anbca-MeArg
a-MeCys, anba-
MeCys abo a-MeCys
a-MeLeu, a-MeLeu
abo anbga-Meleu
a-MeLys(Ac), a-
MeLys(Ac) abo
anbga-MeLys(Ac)
a-MeLys, a-MelLys abo
anbga-MeLys

anbda-meTtun-L-apriHiH

anbda-metun-L-umcrein

anbda-metun-L-nenunH

g-aueTun-anbda-meTun-L-
ni3vH

anbda-meTun-L-nisnH

a-MeOrn anbda-meTnn-L-opHiTuH

a-MePhe, a-MePhe anbda-meTun-L-

abo a-Me-Phe deHinanaHiH

a-MeTrp anbda-metnn-L-
TpyntodaH

a-MeTyr anbda-metTun-L-TMpo3uH

a-DiethylGly a-gneTunriiuvH

BAla, 6eta-Ala abo bA | 6eTa-anaHiH

BhAla OeTa-romo-L-anaHin

BhLeu 6eTa-romo-L-nenumH

BhTrp OeTa-romo-L-TpuntodaH

BhTyr 0eTa-romo-L-TMpo3uH

BhVal OeTa-romo-L-BaniH

Mo BCbOMY TEKCTy LbOro ONWUCY, SIKWO MPUPOOHI aMiHOKMCIOTU HE Ha3MBalTbCH X MOBHOK HAa3BOH
(Hanpuknapg anaHiH, apriHiH TOLWO), BOHW MO3HAYalThCs iX 3aranbHOMPUUHATUMKU TpU- abo oaHOMNITEPHUMU
abpesiatypamu (Hanpuknag Ala abo A ans anaHiHy, Arg abo R ans apriHiHy Towo). AKWo He 3a3HayeHo
iHWwe, Tpu- Ta oAHOMiTepHi abpesiaTypy amiHOKMUCIOT BiAHOCATbCHA A0 L-isomepHoi dopmu BignosigHoOT
amiHokncnoTtu. TepmiH "L-amiHokncnoTta", BUKOPUCTOBYBAHWUI Y LIbOMY AOKYMEHTI, BiAHOCUTLCH A0 i30MEpPHOI
dopmu nentuay "L", i HaBnaku, TepmiH "D-amiHokucnoTa" BigHOCUTLCHA A0 i3omepHoi dopmu nentugy "D"
(Hanpuknag Dasp, (D)Asp abo D-Asp; Dphe, (D)Phe abo D-Phe). AMiHOK1CNOTHI 3anuvwku D-izomepHoi
dopMn MOXYTb ByTU 3amiweHi Ha Byab-AkMn L-amMiHOKUCNOTHWMIA 3anuWoK A0 TUX Mip, Noku 36epiraeTbes
GaxaHa dyHkuia nentugy. MNpu BUMKOpUCTaHHI ofHONiITepHMX abpesiaTyp D-aMiHOKMCNOTM MOXYTb OyTK
Nno3Ha4eHi BiANOBIAHUMN ManUMK niTepamMu.

Y BMNagKy MeHLW nowmpeHnx abo HeNpPUpPOOHUX aMiHOKMUCMOT, AKLO BOHW HE HA3MBAOTLCS X MOBHOM
Ha3BOK (Hanpuknag CapKo3WH, OPHITMH TOLLO), ANS 1X 3anuLLKiB BUKOPUCTOBYIOTLCH YacTO 3aCTOCOBYBaHi
Tpu- abo 4YOTMPMCMMBOMbBHI KOAW, BKMYalun Sar abo Sarc (capkosuH, T06To N-metunrniumH), Aib (o-
aMiHoizobyTaHoBa kucnota), Dab (2,4-guamiHobyTaHoBa kucrnota), Dapa (2,3-gmamiHonponioHoBa KMcnoTa),
y-Glu (y-rnytamiHoBa kucnota), Gaba (y-amiHo6yTaHoBa kucrnota), 3-Pro (miponignH-3-kapb6oHoBa kucnora),
8Ado (8-amiHo-3,6-gnokcaoktaHoBa kucnota), Abu (2-amiHobyTaHoBa kucnota), BhPro (B-romonponin),
BhPhe (B-romodeHinananin), Bip (B,8-andeHinananiy) Ta Ida (imiHogiouToBa kucnora).

Ak Oygoe 3po3ymino daxiButo B Ui ranysi, NenTugHi NocnigoBHOCTI, onucaHi B LUbOMY [OKYMEHTI,
nokasaHi 3rniBa Hanpaso, NpPUYOMy niBMK KiHelb nocnigoBHOCTi € N-kiHuem nenTuay, a npaBuUR KiHeub
nocnigosHocTi € C-kiHueM nentugy. Cepea onncaHnx B LIbOMY AOKYMEHTI NOCMiAOBHOCTEN € NOCNiA0BHOCTI,
WO BKMYalwTb B cebe dyHKuioHanbHy rpyny "Hy-" Ha amiHokiHui (N-kiHUi) nocnigoBHocTi, i abo
dyHKUioHanbHy rpyny "-OH" abo dyHkuioHanbHy rpyny "-NH2" Ha kapOokcunbHomy KiHui (C-KiHUi)
NOCNIAOBHOCTI. Y TakMx BuNagkax, AKWO He 3a3HadeHOo iHwWe, ¢yHkuioHanbHa rpyna "Hy-" Ha N-kiHUi
BiONOBIQHOI MOCNIZOBHOCTI MO3HA4Yae aToOM BOAHIO, WO BKa3ye Ha HasIBHICTb BiNIbHOI MEPBUHHOI abo
BTOPWHHOI amiHorpynu Ha N-kiHui, Toai Ak dpyHkuioHanbHa rpyna "-OH" abo "-NH2" Ha C-kiHui nocnigoBHOCTI
no3Havae rigpokcuneHy rpyny abo amiHorpyny, L0 BignoBigHO BKa3ye Ha HasBHICTb amigHoi (CONH2) rpynu
Ha C-kiHLi. Y KOXHi nocnigoBHOCTI BUHaxody C-kiHueBa dyHkuioHanbHa rpyna "-OH" moxe 6yTu 3amiweHa
C-KiHUeBOW gyHKLioHanbHO rpynoto "-NH2" i HaBnaku.

daxiBeub Yy Ui ranysi 3Hae, WO MEBHi aMiHOKACNOTW Ta iHWI XiMiYHi yHKUiOHaNbHI rpynu
MOANMIKYIOTECS BHacNiQOK 3B'A3yBaHHA 3 iHWOK Monekynot. Hanpuknag, 6i4HuiA naHutor amiHOKUCIoTH
MOXe MoaMpiKkyBaTMUCA MIiCNs YTBOPEHHSI BHYTPILUHBOMOMEKYMNSPHOroO MiCcTKa 3 OBiYHMM NaHLUroM iHLWOI
aMiHOKMCNOTK; Tak, oauH abo Ginblle aTomiB BOAHIO MOXYTb OyTW BuaaneHi abo 3amillieHi BHacnigok
YTBOPEHHS 3B'A3Ky. BignosigHO, BMKOPWUCTOBYBaHI B LbOMY OOKYMEHTI MOCUMaHHSA Ha amiHokucroTy abo
MoandikoBaHy aMiHOKUCIIOTY, NPUCYTHIO B NENTUAHOMY AMMEPI OaHOro BUHaxody (Hanpuknag B NONOXeEHHi



X4 abo nonoxeHHi X9), Bknto4valoTb B cebe hopmy Takoi aMiHOKMCNOTN abo mMoanikoBaHOT aMiHOKMCNOTH
AK A0, TaK i Nicns yTBOPEHHS BHYTPILUHbOMOSEKYSAPHOro 3B'A3KY.

TepmiH "anmep", BUKOPUCTOBYBAHUIN Y LIbOMY OOKYMEHTI, Y LUMPOKOMY CEHCi BiAHOCUTbCS OO nentuay,
Lo MicTUTb ABi abo Oinblie MOHOMepHI cyboanHuui. Jeski gumepun maroTb ABi MOHOMEpPHi cyGoaMHUL,, WO
MiCTATb nocnigoBHiCTb hopmynu (1) abo onucaHi B LbOMy AOKYMeEHTI. [luMepn gaHOro BMHaxo4y BKOYaKTb
romoaMmMepu Ta retepogumepu. MoHomepHa cyGoauHuusa aMMmepy moxe OyTu 3B'sidaHa 3 noro C- abo N-
KiHuem abo 3 BHYTPILLIHIMW aMiHOKUCNOTHUMIN 3anuilikamMu. Yci MOHOMEpPHi cyboanHuLi anmepy MoxyTb 6yTu
3B'AA3aHi 3 0QHUM canToM, abo KOXXHa 3 HUX MoXe OyTu 3B'A3aHa 3 okpeMuM canTtom (Hanpuknag 3 C-kiHuem,
N-KiHLeM abo BHYTpILLHIM caiToM).

TepmiH "NH2", BukopucToByBaHMI y LIbOMY OOKYMEHTiI, MOXE BiAHOCUTUCA [0 BifNbHOI amiHorpynu,
MPUCYTHBOI Ha amiHo-KiHUi noninentuay. TepmiH "OH", BUKOpUCTOBYBaHWN y LIbOMY [OKYMEHTI, MOXe
BiJHOCMTUCA A0 BifbHOI KAPOOKCUNBHOI rPynn, NPUCYTHLOI Ha KapBGoKkcunbHOMY KiHUi nentugy. Kpim Toro,
TepMiH "Ac", BUKOPUCTOBYBAHUIA Y LibOMY AOKYMEHTI, BiAHOCUTLCS A0 3aXUCTYy aueTUNbHOK rPYnoto LLUMSXOM
aumnioBaHHAa C- abo N-kiHuga noninentuay. Y Oesdkux nentugax, onvcaHux y Lbomy AokymeHTi, NH2 Ha C-
KiHUI menTuay nosHayae amiHorpyny.

TepMiH "KapOOKCUIbHUIA", BUKOPUCTOBYBAHWUI Y LIbOMY AOKYMEHTI, BiaHoCcUTbCs Ao -CO2H.

TepmiH "i3ocTepuyHe 3aMillleHHN", BUKOPUCTOBYBaHUI Y LIbOMY OOKYMEHTI, BiQHOCUTbCA OO0 Oyab-siKOi
aMmiHokMcnotn abo iHWOoi aHanoroBoi (YHKUiOHANbHOI rpynn 3 XiMiYHUMKM Ta/abo CTPYKTYpHUMU
BNAacTUBOCTSAAMW, aHanoriYHMMKM BigNoBIgHIM aMiHOKMCAOTI. Y OesKkux BapiaHTaxX 34iMCHEHHS i3ocTepuyHe
3aMilLleHHs siBnsie coboro KoHcepBaTUBHE 3aMillleHHs1 abo aHanor BianoBigHOT aMiHOKUCIOTH.

TepmiH "UMknizoBaHU", BUMKOPUCTOBYBAHWUN Yy LbOMY [OKYMEHTi, BiOHOCUTLCA [0 OOHIEI YacTUHMU
noninenTUAHOI MONeKynu, 3B'A3yBaHOi 3 iHLOK YaCTMHOK MONINENTUAHOI MOMEKYNn 3 METOI YTBOPEHHS
3aMKHEHOrO KifnbLs, HAaNPUKNag, WAsxoM YTBOPEHHS AucynbdigHoro mictka abo TioedipHoro 3B'asky.

TepmiH "cyboanHmusa", BUKOPUCTOBYBAHWIN Y LLbOMY AOKYMEHTI, BIQHOCUTLCHA A0 OAHOro 3 NoninenTuaHmX
MOHOMEPIB, 3B'A3yBaHNX 3 METOI YTBOPEHHSA AMMEPHOI NENTMAHOI KOMMNO3MLi.

TepmiH "3B'adyBanbHa yHKUiOHanNbHa rpyna“, BUKOPUCTOBYBAHMN Y LbOMY LOKYMEHTi, Y LUMPOKOMY
CEHCi BiAHOCUTbCS OO0 XiMIYHOI CTPYKTYpW, 34aTHOI 3B'sdyBaTh abo npuegHyBaTu ABi NeNTUAHI MOHOMEpHI
CcyOOaMHWMLI 3 METOI YTBOPEHHSA ANMEDY.

TepMiH "hapmaueBTMYHO NPUNHATHA Cinb", BUKOPUCTOBYBAHWI Y LIbOMY [OKYMEHTI, BiAHOCUTBCA A0
BOLOPO34YMHHUX, MacMOpO34YMHHMX abo AMcnepcHUX conen abo UBiTep-ioHHUX popM nenTuaiB abo crnonyk
OaHOro BMHaxody, NpuaaTHUX Ans NiKyBaHHS 3axBOptoBaHb 0€3 CNpUYMHEHHS HaOMIpHOI TOKCMYHOCTI,
nogpasHeHHs Ta anepriyHoi BigNoOBIA4i; WO MalTb NPUAHATE CRIBBIAHOLLEHHS KOPUCTL/PU3NK Ta ePeKTUBHUX
ONsl BUKOPUCTaHHSA 3a ix npuaHaveHHsaM. Coni MOoXyTb ByTn OTpMMaHi B XO4i OCTaTOYHOro BUAINEHHS Ta
o4yuMLeHHsa cnonyk abo okpemo BHACNIAOK peakuii amiHOrpynu 3 BignoBiaHOK Kncnotow. PenpeseHTaTyBHI
coni MpuedHaHHA KWCMNOTW aueTaT, agwunar, anbriHat, uuTpart, acnapTaTt, ©6eHsoaT, ©eH3eHcynbgoHar,
bicynbdpar, Oytupart, kamdopart, kamcopcynboHaT, OUrMoKoHaT, rniuepodocdaT, remicynbgar,
rentadoar, rekcaHoar, dopmiar, dymapar, rigpoxnopwua, rigpobpomia, rigponoamna, 2-
rigpokcueTaHcynbdoHat  (i3eTioHaT), naktaT, Maneart, Me3UTUNEeHCynbdOoHaT, MeTaHCynbgOoHar,
HadpTMneHcynboHaT, HiKOTMHAT, 2-HadTaniHcynbdoHaT, okcanaTt, namoaT, MeKTWHaT, nepcynbdar, 3-
deHinnponioHat, nikpaTt, niBanaTt, nponioHaT, CyKuMHaT, TapTpaTt, TpuxnopaueTart, TpudTopaueTar,
docdaT, rnytamar, GikapboHaT, napa-TonyeHcynboHaT Ta yHaekaHoat. Kpim Toro, amiHorpynu B cnosykax
OaHOro BMHaxody MOXyTb OyTWM KBaTepHi30BaHi 3a OOMOMOrOK MeTuny, eTury, nponiny Ta Xopuais,
6powmigis abo roguais OyTuny; cynbdaTie gumeTuny, gietuny, gudytuny Ta auvaminy; xnopugis, 6pomigis
abo noauais geuwny, naypuny, Mipuctuny Ta ctepuny; abo Opomigis 6eH3uny Tta deHeTtuny. MNpuknagm
KACNOT, SKi MOXYTb OyTW BMKOPUCTaHi AN OTPMMaHHS TEepaneBTUYHO MPUAHATHUX CONen NpUeaHaHHS
BKITOYAlOTb HEOPraHiYHi KMCNOTWU, HaNpuWKMaz ConsiHy, rigpobpomHy, cynbdaTtHy i docdopHa, a Takox
OpraHiyHi KUCNOTK, HanNpuknag okcanaTHy, ManeiHoBy, OypLUTMHOBY i IMMOHHY. ®apMaueBTUYHO NPUAHATHA
Cinb MOXe sIBnATU cOOOK Cinb, BUOpaHy, Hanpuknag, i3 conen npueaHaHHS KUCIOTUM Ta OCHOBHMX COMEeMn.
Mpuknagn conen NpUeAHaHHSA KUCMOTW BKIKOYAKTb COSMi XMOPUAHOI KUCMOTK, COMi LUTPaTHOI KUCNOTU Ta
coni aueTtaTHoi kucnoTu. MNpuknaamM OCHOBHUX CONEN BKMHOYAKTb COMi, B SIKMX KaTioH obpaHuii 3 KaTioHIiB
NYXHUX MeTaniB, Hanpuknag ioHiB HaTpito abo Kanito, KaTioHIB NY>XHO3eEMEeNbHUX MeTaniB, HaNnpuKNaz ioHis
KanbLito abo MarHito, a TakoX 3amileHux ioHiB aMoHito, Hanpuknag ioHiB Tuny N(R1)(R2)(R3)(R4)+, oe R1,
R2, R3 Tta R4 3as3Bumyai He3anexHo No3Ha4alTb aTOM BOAHIO, HEODOB'SI3KOBO 3amilleHy C1-6-ankinbHy
rpyny abo HeoboB'A3koBO 3amiwieHy C2-6-ankeHinbHy rpyny. MNpuknagun BignosigHnx C1-6-ankinHbHUX rpyn
BKIOYalOTb MeTUNoBi, eTunosi, 1-nponinosi Ta 2-nponinosi rpynu. MNMpuknagn Moxnmeo aktyanbHux C2-6-
ankeHiNbHUX Tpyn BKMNOYaAOTb €TeHWUnbHi, 1-NponeHinbHi Ta 2-nponeHinbHi  rpynu. [HWi npuknagn
dapmMaLeBTUYHO NPUAHATHUX conen onucaHi B "Remington's Pharmaceutical Sciences", 17th edition,
Alfonso R. Gennaro (Ed.), Mark Publishing Company, Easton, PA, USA, 1985 (i 6inbl HOBUX BUAAHHSX), B
"Encyclopaedia of Pharmaceutical Technology", 3rd edition, James Swarbrick (Ed.), Informa Healthcare USA
(Inc.), NY, USA, 2007 ta B J. Pharm. Sci. 66: 2 (1977). Kpim Toro, ornsag npugatHux conen ame. B Handbook
of Pharmaceutical Salts: Properties, Selection, and Use (Stahl and Wermuth, Wiley-VCH, 2002). IHLi
npuaaTHi OCHOBHI COMi OTPUMYIOTBCS 3 OCHOB, SKi YTBOPHOKOTb HETOKCUYHI coni. Penpe3eHTaTuBHI npuknaam



BKNIOYaKOTb COMi antoMiHito, apriHiHy, 6eH3aTuHy, KanbLito, XOniHy, gieTunaminy, gionamidy, rmiumny, nisuy,
MarHito, MerrnymiHy, onamiHy, Kanito, HaTpilo, TpoMeTaMiHy Ta UWHKY. TakoX MOXyTb YTBOpHOBaTUCSH
HaniBConNi KMCMOT Ta OCHOB, HanNpuknaza coni remicynbdarty Ta remikanbLito.

TepmiH "N(anbda)MeTunoBaHHS", BUKOPUCTOBYBAHUM Yy LIbOMY [OOKYMEHTi, OMUCYE METUSIIOBaHHS
anbda-amMiHy aMiHOKUCNOTH, SKe TaKoX 3a3BMyan HasmealoTb N-MeTUoBaHHAM.

TepmiH "cum-meTunioBaHHA" abo "Arg-Me-cum", BUKOPUCTOBYBAHWA Yy LbOMY [AOKYMEHTi, OMUCYye
CUMETPUYHE METWUSIIOBaAHHA [ABOX aTOMIB HITPOreHy ryaHiguHoBOl rpynu apriHiHy. TepMmiH "acum-
MeTunoBaHHA" abo "Arg-Me-acumMm" B CBOK 4Yepry onucye MeTuntoBaHHS OOHOrO aToMy asoTy ryaHiguHOBOI
rpynu apridiny.

TepMmiH "auuniotodi opraHiyHi cnonyk1", BUKOPUCTOBYBaHUA Y LIbOMY AOKYMEHTI, BIAHOCUTBLCA OO0 Pi3HMX
cnonyk 3 yHKUiOHaNbHUMKN BNAaCTUBOCTAMM KapOOHOBOI KUCMOTU, AKi BUKOPUCTOBYOTLCS ANSA aLMOBaHHS
N-KiHUS amiHOKMCnoTn, MOHOMepa abo Aumepy, Hanpuknag MOHOMEpPHOi cyboauHuui, 0O yTBOpeHHHA C-
KiHueBoro aummepy. HeobmexyBanbHi  MNpuKNagu  auumiolyuMX  OpPraHiyHUMX  CMOMyK  BKMOYalTh
LMKNONponinouToBy KUCnoTy, 4-pTopBeH30nHy KncnoTy, 4-bTopdeHinouToBy KMCNoTy, 3-eHinnponioHoBy
KMCNOTYy, OypWTWHOBY KUCMOTY, [MyTapoBY KUCNOTY, UUWKNoneHTaHkapboHoBy kucrnoty, 3,3,3-
TPMATOPNPONIOHOBY  KMCAOTY, 3-pTOopMeTMnOyTaHOBY KWUCIOTY Ta TeTparigpo-2H-nipaH-4-kapboHoBy
KMCOTY.

TepmiH "ankin" Bkrtoyae ankinu 3 npssMmm abo posrany)XeHuMM FaHLUroM, HeuuknivHi abo umknivHi
ankinu, a TakoX HacuyeHi anipaTtnyHi ByrneBoAHi, WO MicTaTe Big 1 go 24 artomiB Byrnewuto.
PenpeseHTaTvBHI Hacu4eHi ankinuM 3 NpsMUM NaHUOroM BKIOYalTb, 30Kpema, MeTur, eTun, n-nponin, n-
OyTun, N-NEeHTUN, N-TEKCUM TOLWLO, @ HACWMYEHi ankinu 3 po3ranyXeHWM JTaHLOroM BKMHOYalTb, 30KpeMma,
isonponin, BTOp-6yTun, i3o06ytun, TpeT-0yTun, i3oneHTun Towo. Penpe3eHTaTBHI HACUYEHI LUMKMIYHI ankinm
BKITHOYAOTh, 30KpEMa, LIMKNOoNponin, LMKIobyTun, UMKIONEHTUN, LMKNOreKCu, a HeHacuYeHi LMKMiYHI ankinm
BKITOYaOTh, 30KpPEMA, LIMKIMONEHTEHIN, LUKIMOreKCeHin ToLo.

TepmiH "rano" abo "ranoreH" BigHocuTbcst oo 6pomo- (Br), xnopo- (Cl), dptop- (F) abo nogo- (I)
3aMiCHUKIB.

TepMiH "ranoankin" Bkmtovae ankinbHi CTPYKTYpKW, B SKUX LLIOHAWMeEHLIe OAWH aTOM BOLHIO 3aMilleHUn
aTOMOM ranoreHy. Y Aesikmx BapiaHTax 30iACHEHHS, B SKkMX OBa abo Oinblue aToMiB BOAHK 3aMillleHi
aToMamu ranoreHy, aToMu ranioreHy He Bigpi3HAKTbLCA OA4MH Big ogHOro. B iHWMX BapiaHTax 34iMCHEHHS, B
AKMX gBa abo Binblue aToMiB BOOHIO 3aMillleHi aToMaMu ranoreHy, aToMu ranoreHy Bigpi3HAOTbCA OOUH Bif
OfHoOrO.

TepmiH "ankokcurpyna" BigHocuTbea Ao rpynu (ankin)O-, B AKi ankin Bignosigae BU3HAYEHHIO B LIbOMY
OOKYMEHTI.

TepmiH "apunokcurpyna” BigHocuTbes Ao rpynu (apun)O-, B SKii apvn BignoBigae BU3HAYEHHIO B LIbOMY
OOKYMEHTI.

TepmiH "amiHokapboHin" abo "kapbokcamig" BigHocuTbca Ao pagukany -CONHa.

TepmiH "2-amiHoeToken" BigHOCUTbLCA A0 pagukany -OCH2CH2-NH:.

TepmiH "2-aueTmnamiHoeToken" BigHOCUTLCA 0 pagukany -OCH2CH2-N(H)C(O)Me.

TepmiH "ccaBeub" BigHOCUTLCA 40 Byab-AKOro BUAy ccaBuUiB, HaNpuKnag nogen, Muwen, Lwypis, cobak,
KILLOK, XOM'SIKiB, IBIHEMCbKMX CBUHEN, KPOSMKIB, 4OMALLHbOI XyA00u ToLLO.

TepMiH "TepaneBTUYHO edEeKTUBHA KiNbKiCTb" MENTUAHOrO iHribiTopa BMHaxXondy, BUKOPWUCTOBYBaHUM Y
UbOMY [OOKYMEHTi, BIOHOCUTbCA [0 [OCTaTHbOI KiMbKOCTI MNenTuaHoro iHribitopa pAns  nikyBaHHSA
3axXBOpPIOBaHHSA, noe'sidaHoro 3 1L-23/IL-23R, Bkmo4vakoun, 30KkpeMa, Oyab-siki 3aXBOPIOBAHHA Ta po3naaw,
OMUCaHi B LbOMY OOKYMEHTI (Hanpuknag onst 3MEeHLLEHHS 3ananeHHs, no'a3aHoro i3 33K). Y KOHKpeTHMX
BapiaHTax 34iNCHEHHSA TepaneBTUYHO eeKTUBHA KiNbKiCTb O03BONSE AOCArTM 6aXaHoro CniBBigHOLLEHHS
KOPUCTL/PU3NK, 3aCTOCOBHOTO A0 Byab-sIKOro nikyBaHHSI.

TepmiH "aHanor" amiHOKMCIOTU, Hanpuknag "aHanor Phe" abo "aHanor Tyr", BigHOCUTBCS OO aHanory
BiONOBIQHOT aMiHOKMCIIOTW. Y Ui ranysi BigOMi Ta JOCTYIMHI Pi3Hi aHaNory amiHoOK1CIOT, BKIOYa4M aHanoru
Phe Tta Tyr. Y geskux BapiaHTax 34iiCHEHHS1 aHanor aMmiHOKUCIOTKW, Hanpuknag aHanor Phe a6o aHanor Tyr,
MIiCTUTb OAHe, ABa, Tpu, YoTMpu abo N'aTb 3amilweHb nopiBHAHO 3 Phe abo Tyr, BignosigHo. Y Oesknx
BapiaHTax 3AiNCHEHHS 3aMilleHHs NpUCYTHI B GiYHMX naHUlorax amiHOKMCNOT. Y [Jesikux BapiaHTax
3piicHeHHst aHanor Phe mae ctpyktypy Phe(R?), pe R? aBnsie coboio Hy, OH, CHsz, CO2H, CONH2,
CONH20CH2CH2NHz, t-Bu, OCH2CH2NH2, deHokcn, OCHs, OAllin, Br, Cl, F, NH2, N3 abo ryaHiguH. Y
Aeskux BapiaHTax 3giiicHeHHs R? aensie coboto CONH20OCH2CH2NH2, OCHs, CONH2, OCHz abo CO:2H.
Mpuknagn aHanoris Phe BknouvatwTb, 3okpema, hPhe, Phe(4-OMe), a-Me-Phe, hPhe(3,4-aumeTtokcu),
Phe(4-CONH2), Phe(4-deHoken), Phe(4-ryaniguH), Phe(4-tBu), Phe(4-CN), Phe(4-Br), Phe(4-OBzl), Phe(4-
NH:), BhPhe(4-F), Phe(4-F), Phe(3,5 DiF), Phe(CH2COzH), Phe(nenTta-F), Phe(3,4-Clz), Phe (3,4-F2), Phe(4-
CF3), BB-diPheAla, Phe(4-Ns), Phe[4-(2-amiHoeTokck)], 4-dbeHinbeHaunanaHiH, Phe(4-CONH2), Phe(3,4-
anmetokcn), Phe(4-CF3), Phe(2,3-Cl2) Ta Phe(2,3-F2). Mpuknagn ananoriB Tyr BkMoyaoTb, 30kpema, hTyr,
N-Me-Tyr, Tyr(3-tBu), Tyr(4-Ns) Ta BhTyr.

MEATUOHI IHIIBITOPU IL-23R

MoBHoreHoMHMI noluyk acouiauin (GWAS) npoaeMoHCTpyBaB 3HayHy acouialito reHa peuentopa IL-23



(IL-23R) i3 3ananbHUMK 3axBoproBaHHAMU kuledHuka (33K), wo ao3Bonsie npunycTuTy, O MOPYLUEHHS,
NoB'aA3aHi i3 curHanbHUM Wnaxom IL-23, MoXyTb MaTu BiOHOLLEHHS 00 naToreHesy LMX Ta iHWKX 3ananbHuX
3axBOpIOBaHb Ta poanagis. [laHuni BvHaxig npomnoHye KOMMo3uuii Ta cnocobu ana Moaynsauii CUrHanbHOro
wnaxy IL-23 wnsxom aHTaroHiamy IL-23R.

[aHun BuMHaxia B Uinomy BigHOCUTBCA 4O NEnTUAiB, WO MalTb aHTaAroHiCTUYHY aKTUBHICTb MO
BigHOWeEHHIO fo IL-23R, BKknoyarumn Sk nentTugHi MOHOMeEpPU, Tak i NenTuaHi aumepun. Y Oeskux BapiaHTax
30INCHEHHST JaHU BUHaXi4 AEMOHCTPYe HOBY napagurmy nikyBaHHs 33K Ta iHWMX 3axBOpoBaHb i po3nagis
LWMSIXOM nepoparnbHOro BBefeHHs aHTtaroHictiB IL-23. 33K saBnsie coboto nokanbHe 3ananeHHs TKaHWH
KMLLEeYHMKa; 3 L€l MpUYNHK, NepeBaXHi TepaneBTUYHI 3acobu AiloTb 3 BHYTPILLIHbOI CTOPOHM KULLIEYHWUKA,
3abesnevyoun BUCOKI KOHLEHTpAUIT npenapaTty B ypaXXeHUX TKaHUHaXx, MiHIMi3yro4n CUCTEMHY OOCTYMNHICTb i
npuBoasYM OO0 MNOMINWEHHS edEeKTUBHOCTI Ta 6e3ne4YHOCTi MNOPIBHAHO i3 CUCTEMHMMW Migxodamu.
OuikyeTbCs, WO nepoparnbHe BBEOEHHS CMOMyK [aHOro BuHaxody AO3BONUTb MakCMMi3yBaTu piBeHb
npenapaTy B ypaXeHUX TKaHUHAX KuLeYHuKa, OBMeXyroun Npu LbOMY MOro KOHLIEHTPALi0 B KPOBi N Takum
4nHOM 3abesnevyoun edpekTnBHY, 6e3nedHy Ta 4OBroTpmBany gocTasky Ansd 6esnepepsHoro nikysaHHsa 33K
Ta iHWKNX 3aXBOPIOBaHb i po3nagis.

Y peskux BapiaHTax 34iMCHEHHs OdaHWA BUHAaXxig BiOHOCUTbCA A0 PisHMX nenTuaiB abo nenTuaHux
AnmepiB, WO MICTATb reTepo- abo roMmo-MOHOMEpPHi cyboanHMLI, SIKi YTBOPIOOTb LIMKIIYHI CTPYKTYPU LLSISIXOM
YTBOPEHHS1 ANCYNbdigHMX abo iHWMX 3B'A3KiB. Y Oesknx BapiaHTax 34iMCHeHHs aucynbdigHi abo iHwi
3B'A3KM € BHYTPILUHbOMOSEKYNAPHMMK 3B'siskaMn. Byno nokasaHo, WO UMKMiYHA CTPYKTYpa MOHOMEPHMX
NenTUAHWX iHriGiTopiB i MOHOMEPHMX CYyDOAMHULL AMMEPHUX NENTUOHUX iHTMGITOPIB NiABULLYYE aKTUBHICTL Ta
CENEeKTMBHICTb NENTUOHWX iHrBITOPIB. Y AesKMX BapiaHTax 34iINCHEHHS AMMEPHUA NENTUAHWA iHriBITop MoXe
MIiCTUTK oguH abo Ginblie MiKMONEKynApHUX 3B'A3KIB, LLIO 3B'A3Y0Tb ABi NENTMAHI MOHOMEpPHI cy6oanHuLi B
AVMEpHOMY MenTUAHOMY iHribiTopi, HaNpUKNaa MiXXMONEKyNApHMI MICTOK MK ABOMa 3anuwkamu Pen, no
OAHOMY B KOXHi/i NeNTUAHIN MOHOMEPHIN cyboanHuMLII.

HOaHun BuHaxig nponoHye nenTuaHi iHribitopy, wo 3B'asytoTbes 3 IL-23R, i aki MoxyTb ©OyTu
MOHOMEpPHUMN abo AMMEPHUMU. Y KOHKPETHWX BapiaHTax 3AINCHEHHS NenTuaHi iHrbiTopu MNpUrHivyoTh
3B'A3yBaHHA IL-23 3 IL-23R. Y gesiknx BapiaHTax 3aiicHeHHs IL-23R saBnsie coboto IL-23R noguHn, a 1L-23
saBnsie coboto IL-23 nognHn. Y aesikux BapiaHTax 34iNCHEHHSA NeNTUOHUA iHTiBiTOp 4aHOro BUHAXOAy 3HUXKYE
3B'A3yBaHHA [L-23 3 IL-23R woHanmeHwe Ha 20 %, woHanmeHwe Ha 30 %, woHakmeHwe Ha 40 %,
loHanmeHwe Ha 50 %, woHarmeHwe Ha 60 %, uwoHalkmeHwe Ha 70 %, woHanmeHwe Ha 80 % abo
woHanveHwe Ha 90 % nopiBHAHO 3 MENTUAOM HeraTMBHOrO KOHTpomto. Cnocobw BM3HAYEHHS CTYMNeHi
3B'A3yBaHHA BiOMI B Uil ranysi Ta BKMoYaTb aHanian I®A, onucaHi B HaBegeHUX npuknagax.

Y pesikmx BapiaHTax 34iMCHEHHs nenTuaHui iHribiTop gaHoro BuHaxogy mae ICso >1 MM, <1 MM, Big 500
HM go 1000 HM, <500 HM, <250 HM, <100 HM, <50 HM, <25 HM, <10 HM, <5 HM, <2 HM, <1 HM abo <5 MM,
Hanpuknag Ans npurHiveHHs 3B'adyBaHHA IL-23 3 IL-23R (Hanpuknag IL-23 moguHm 3 IL-23R noauvHu).
Cnocobu BM3HAYeHHs aKTMBHOCTI BiAOMi B Ui ranysi i BkMoYawTb Oyab-sKMM 3 ONUCaHUX y HaBedeHuX
npuknagax.

Y [Oeskux BapiaHTax 34INCHEHHs MEenTUMAHWM iHrGITOp AaHOoro BMHaxXody Mae MigBULLIEHY CTINKICTb,
nigBULLIEHY CTINKICTb Y LUMAYHKOBO-KULLIKOBOMY TPakKTi, NiABULLEHY CTINKICTb Yy LUTYYHOMY KWULLKOBOMY COKY
(SIF) abo y wTy4yHOMy wWwnyHkoBoMYy coky (SGF) Ta/abo B OKMCHO-BiAHOBHMX yMoOBax (Hanpwuknag 3a
npucyTHocTi DTT) NOpiBHAHO 3 KOHTPOMbHUM NenTUAOM. Y AesiKMX BapiaHTaxX 34IMCHEHHSI KOHTPOMbHUMI
nentug siBnsie cobor HecnopigHeHW nenTug ogHakoBOi abo CXOXOI AOBXMHU. Y KOHKPETHUX BapiaHTax
3[0IACHEHHST KOHTPOSMbHWUIA NenTug sBnse cobok nentug, AKUA Mae igeHTU4Hy abo BMUCOKOCMOPIAHEHY
nenTaHoOMy iHribiTopy amiHOKMCNOTHY mocnigoBHiCcTb (Hanpuknag >90 % igeHTMYHOCTI mocnigoBHOCTI). Y
KOHKPETHMX BapiaHTax 34iMCHEHHSI KOHTPOMbHWIA nentug siBnde cobow nentug, Skuin Mae igeHTu4Hy abo
BMCOKOCMOPIAHEHY MenTUAHOMY iHriBITOpY amMiHOKMCNOTHY mocnigoBHicTb (Hanmpuknag >90 % igeHTUYHOCTI
nocnigoBHOCTI), ane He Mae LUUKMIYHOT  CTPYKTYpW, Hanpuvknag, yepes BiCYTHICTb
BHYTPILLHLOMOIEKYIAPHOro 3B'A3KY MK ABOMa aMiHOKUCNOTHUMW 3aruLIKaMn B KOHTPOSTbHOMY NenTuai, He
€ OMMepi3oBaHUM abo He MICTUTb KOH'toraT ans crabinizauii. Y KOHKPETHMX BapiaHTax 34iNCHEHHSA €auHa
BIAMIHHICTb MK MENTUAHMM iHrGITOPOM i KOHTPONMbHMM MENTUAOM Monsrae B TOMy, WO ogHa abo GinbLie
aMiHOKMCNOT nenTuaHoro iHribitopa 3amileHi ogHMM abo Oinblie amiHOKMCIIOTHUM  3anuLLIKOM, SKi
YTBOPKOIOTb BHYTPILLHBOMONEKYNSAPHUA ancynbdiaHun abo TioedipHUA 3B'A30K 3 iHLWIMM aMiHOKMCIIOTHUM
3anULLKOM Y NENTUAHOMY iHriGiTopi. OgHUM i3 NpUKNadiB KOHTPOO ANS AMMEPHOro NenTUAHOro iHridiTopa €
MOHOMEp, O Ma€e Ty X MOCNIAOBHICTb, WO W OgHAa 3 MOHOMEPHUX CyOOAMHULbL, MPUCYTHIX B JUMEPHOMY
nenTuaHomy iHribitopi. OgHMM i3 NpUKNagiB KOHTPOMO ANA NenTUAHOro iHribiTopa, Wo MICTUTL KOH'toraT, €
nenTng, WO Mae Ty X MOCMOOBHICTb, ane He BKtoYae KOH'lOroBaHol (PyHKLiOHanbHOI rpynn. Y Oeskux
BapiaHTax 34iCHEHHS KOHTPOSNbHUIW nenTug sensde cobot nentug (Hanpuknag npupogHui nNentua), Wwo
Bignosigae ainsHui IL-23, aka 3B'a3yeTbcs 3 IL-23R.

Y uin ranysi Bigomi cnocobn BM3HAYEHHS CTIMKOCTI NenTuay. Y OesKMX BapiaHTax 3AiNCHEHHs CTIMKICTb
nenTuaHOro iHribiTopa BM3Ha4aTb 3a gonomorot aHanidy 3 SIF, Hanpuknag sk onvcaHo B npuknagi 3. Y
OesKMX BapiaHTax 3[4iNCHEHHS CTINKICTb NenTUAHOro iHribiTopa BM3Ha4aloTh 3a JONOMOrotw aHanisy 3 SGF,
Hanpuknag sk onucaHo B npuknagi 3. Y KOHKpeTHUX BapiaHTax 34iNCHEHHSA NenTuaHWM iHribiTop Mae nepiof



HaniBBuBeaeHHs (Hanpuknag y SIF, SGF abo DTT) 3a 3agaHoro Habopy ymMoOB (Hanpuknag Temnepartypmu)
Oinbwe 1 xBunuHu, Ginbwe 10 xBunuH, 6inblwe 20 xBUNUH, 6inblie 30 xBUnuH, 6inblue 60 XBUNKWH, BinbLue
90 xBunuH, Ginbwe 120 xBunuH, Ginbwe 3 roanH abo GinbLue YoTUPbLOX roauH y pasi snnmey SIF, SGF abo
DTT. Y gesknx BapiaHTax 34iNCHEHHsI TeMnepaTypa CTaHOBUTb 6nn3bko 25 °C, 6nusbko 4 °C abo 6nmsbko
37 °C, a pH siBnsie coboto dpisionoriyHum pH abo pH 6nusbko 7,4.

Y peskux BapiaHTax 34iMCHEHHSI HaniBBMBEAEHHSI BMMIptOOThb in vitro 3a gonomorow 6yab-sikoro
BignoBigHoro cnocoby, BigOMOro B Uil ranysi; Hanpuknag, y Aesikux BapiaHTax 34iiCHEHHs CTiKiCTb nenTuay
OaHOro BUHAxo4y BU3HavaloTb LUIAXOM iHKyOaLii nentugy 3 nonepeaHbO HarpiTol NIOACHKOK CUPOBATKOK
(Sigma) 3a 37 °C. 3pasku BigbOupaloTb y pi3HMX To4kax 4vacy, 3asBu4van 40 24 roguH, a CTIRKICTb 3paska
aHanisyloTb LWASXOM BigOKpeMreHHs nentuay abo nentugHoro agumepy Big 6inkis cupoBaTky Ta NOAAMbLLOIO
aHanisy Ha HasiBHICTb BignosigHoro nentuay abo nentugHoro agnmepy 3a gonomoroto PX-MC.

Y peskux BapiaHTax 34IMCHEHHs NenTUAHWA HriGITop AaHoro BMHAXo4y [AEMOHCTPYE MoninweHi
XapakTepucTUKM po3dnHHOCTI abo arperauii NOPIBHAHO 3 KOHTPOMbHUM NeNTUAOM. PO3UnHHICTL Moxe 6yTu
BM3Ha4yeHa 3a JoMoMOrow 6yAb-AKoro BignoBiAHOro crnocoby, BiAOMOro B Ui ranysi. Y Aeskux BapiaHTax
30iACHEeHHs BigOMi B Ui ranysi BignoBigHi cnocobn BM3HAYEHHS PO3YMHHOCTI BKMOYAKOTb iHKYOYBaHHS
nenTuaiB y pisHnx 6ydepax (auetatHomy 3 pH 4,0, auetatHomy 3 pH 5,0, dpocchaTHo-uutTpaTHomMy 3 pH 5,0,
doccaTtHo-umTpaTtHomy 3 pH 6,0, poccaTtHoMy 3 pH 6,0, dbocchatHomy 3 pH 7,0, dbocchaTHOMy 3 pH 7,5,
CUNbHOMY HaTpin-pocdaTHomy 3 pH 7,5, Tris 3 pH7,5, Tris 3 pH 8,0, rniunHoBomy 3 pH 9,0, Boai, ouTOBIN
kucnoTi (3 pH 5,0 Ta iHWKMX BigOMMX Yy OaHin ranysi) Ta TecTyBaHHA Ha arperaudito abo PO3YMHHICTb 3
BMKOPUCTAHHAM  3aranbHONPUAHATMX cnocobiB. BoOHM BkNto4aloTb, 30KpeEMa, BUAMME OCa[KEHHS,
BM3HAYeHHS AMHaMIYHOrO CBITNOPO3CilOBaHHSA, KPYroBMW AOWXPOi3M | BUKOPUCTAHHSA (IOOPECLEHTHNX
GapBHUKIB ONsi BMMIPIOBaHHA MOBEPXHEBOI rigpoobHOCTI Ta BusiBNEHHA arperauii abo ¢ibpunadii. Y
OesKnx BapiaHTax 34iNCHEHHS MOMIMWEHHA XapakTepUCTMK PO3YMHHOCTI O3Havae, Wo nentuh € 6inbLu
PO3YMHHUM Y LA PigWHI, HDK KOHTPONbHWMA nentug. Y [Oedkux BapiaHTax 34iNCHEHHs MOMinweHHS
XapakTepucTuK arperauii o3Hayae, Lo nenTug AEMOHCTPYE MEHLUY arperawiio B AaHiv piavHi 3a 3agaHoro
Habopy yMOB, HiXX KOHTPONbHUI NEeNTUA.

Y Aesikux BapiaHTax 34iNCHEHHS NS JOCATHEHHS] BUCOKMX KOHLUEHTpaUi CMoNyK y TKaHWHaX KULLEeYHUKa
y pasi nepopanbHOro BBeAEHHS NenTUAHI iHrGiTopn AaHOro BUHaxXo4y NEpPeBaXKHO € CTIMKUMM Y LUNTYHKOBO-
kmwkoBoMy (LLUK) HaBkonuwHbOoMy cepegoBuLli. [poTeoniTmyHuii metaboniaMm B y LUNMYHKOBO-KULLKOBOMY
TpakTi oOymoBneHuin depmeHTamu (y TOMY 4uchi NEMNCMHOM, TPUMCMHOM, XiMOTPUMNCUHOM, enacTasolo,
amiHonenTugasamu, kapbokcunentugasow A/B), Aki cekpeTylTbCs NigWNyHKOBOK 3aro30t0 B MOPOXHUHY
KnLwe4vHrKa abo BUpOONSTLCS B SIKOCTI (DepMEHTIB LLiTKOBOI 06nsimiBku. [1poTeasun 3a3Buyait BigLENonTb
nenTnam Ta Binku, ki nepebyBaloTb y PO3ropHyTin KoHdopMauii. AncynbdigHi 3B8'93kn MOXyYTb pynHyBaTUCS
y BiAHOBHOMY CepefoBULLi KULLIKOBUX PiAVH, NPU3BOASAYM OO YTBOPEHHSA NMiHINHOrO nentuay Ta LBWOKOro
npoTteonisy. Take OKUCHO-BIAHOBHE CEpPEeAOBULLE NMOPOXHUHM KULLEYHUKA NEePEBaXKHO BU3HAYAETLCA OKUCHO-
BigHoBHMM uuknom Cys/CySS. B eHTepouuTax BignNoOBiOHI BMAM aKTMBHOCTI BKIHOYAlOTh aKTUBHICTb
YMCNeHHUX TpaBHUX chepMeHTiB, Taknx sk CYP450 ta UDP-rntokypoHosunTpaHcdepasa. HapewTi, 6akrepii,
MPUCYTHI B TOBCTOMY KMLIEYHMKY B KOHUeHTpauii Big 100 go 1012 KYO/mMn, yTBOpPHOWTbL Le OAMWH
MeTabonivHui 6ap'ep. Y Oesiknx BapiaHTax 34iNCHEHHSA NeNTUAHI iHriGiTopn € CTikuMK go pi3HMX piBHIB pH,
Lo BapitoloTbCs Big CUMIbHO kucnux y wnyHky (pH 1,5-1,9), 3miHiooumnck 6nmxye 4O OCHOBHUX Y TOHKOMY
kuweyHuky (pH 6-7,5) i cnabokncnnx y ToBcTin kuwi (pH 5-7). Taki nentugHi iHribiTopu € cTikuMmu nig yac
X NpoxomKeHHsA Yepes pisHi Bigadinu WKT, npouecy, skui 3a ouiHkaMu 3anmMae 3-4 roguHu B KULLIEYHWUKY i 6-
48 rogviH y TOBCTIN KULLILL.

Y pesiknx BapiaHTax 34iMCHEeHHs MenTuAHi iHribiTopu OaHOro BUHAXOAY XapaKTepusylTbCs MEHLUUM
PO3LLENIIEHHAM, Hanpukrag, NpoTaroM nepiogy 4vacy (To0To OinblUOK CTIMKICTIO [0 PO3LLENIIEHHS),
Hanpuknag, Ginbw Hik Ha abo npubnm3Ho Ha 10 % MeHwwuMm, Ginbw HiXX Ha abo npmbnusHo Ha 20 %
MeHLWMnM, Binbl Hixk Ha abo NnpnbnmaHo Ha 30 Y% MeHWwwuM, Binbl Hixx Ha abo NpubnnaHo Ha 40 % MeHLW M
abo Ginbw Hik Ha abo npnbnuaHo Ha 50 % MeHWWUM PO3LLENMEHHAM, HiXK KOHTPONMbHUA nentug. Y Oeskux
BapiaHTax 34iCHEHHS CTINKICTb 0O PO3LWENSIeHHss BM3HA4YalTb 3a AOMOMOrow 6yab-AKoro npuaaTHOro
cnocoby, BigOMOro B UM ranysi. Y [Oeskux BapiaHTax 34ilNCHEHHS po3LensieHHss sBnsie coboto
depmMeHTaTMBHE Ppo3LlenneHHsa. Hanpuknag, y Oesikux BapiaHTax 34ilNCHEHHSAX nenTuaHi iHribitopu
XapaKTepU3ylTbCA 3HWKEHOI CMPURHATIMBICTIO [0 pPO3LLENSIEHHS TPUNCUMHOM, XiMOTPUMNCUHOM abo
enacrasolo. Y gesikux BapiaHTax 34iMCHEHHS npuaaTHi cnocobu BU3HAYEHHs! CTIMKOCTI 40 PO3LLENeHHs,
BiJOMI B Ui ranysi, BkrtovatoTb crnocid, onucanuii Hawe et al. B J Pharm Sci, VOL. 101, No. 3, 2012, p 895-
913 Ta BKMKYEHUN B LIEW OOKYMEHT Yy MOBHOMY 00Cs3i. Y Oeskux BapiaHTax 34iNCHEHHS Taki cnocobwu
BMKOPUCTOBYIOTbCA AN Bigbopy eqeKTUBHUX NEenTUAHUX MNOCMiAOBHOCTEN 3 MiABULLEHMMW TepMiHamMu
30epiraHHs. Y KOHKPETHMX BapiaHTax 34iNCHEHHS CTINKICTb MenTuAiB BU3HA4YatoTb 3a AOMOMOIOK aHarnisy 3
SIF abo aHanisy 3 SGF, sk onucaHo B PCT Publication No. WO 2016/011208.

Y Oeskux BapiaHTax 34iiCHEHHS NENTUAHI iHMGITOpM AaHOro BUHAxXo4y NMpUrHivyioTb abo 3meHwyoTh IL-
23-onocepefkoBaHe 3ananeHHs. Y MoB'A3aHuX BapiaHTax 34iNCHEHHsT NenTUAHI iHridiTopyn gaHoro BUHaxogy
NpUrHivytoTb abo 3meHwyTb IL-23-onocepeakoBaHy cekpeLito ogHoro abo Oinblue LUUTOKIHIB, Hanpuknag
wnsaxom 3B'A3yBaHHA 3 IL-23R Ha noBepxHi KMiTWUHW, NPUrHIYYOYM TakuM YMHOM 3B'A3yBaHHA |L-23 3



KNiTUHOK. Y KOHKPETHUX BapiaHTax 3AiMCHEeHHS NenTuaHi iHribiTopy AaHoro BMHaxody MpurHivyTb abo
3MeHLWYI0Tb akTuBaLito IL-23-onocepenkoBaHy aktusaudito JAK2, TYK2, STAT1, STAT3, STAT4 abo STATS.
Y uin ranysi BigoMi cnocobu BM3HAYEHHS MNPUrHIYEHHA CeKpeLii UWUTOKIHIB i CUrHambHUX MOMeKyr.
Hanpuknag, npurHivyeHHs curdanbHoro wnsxy IL-23/IL-23R moxe OyTn BU3HAYEHO LUMISAXOM BUMIPHOBAHHSA
NpUrHiyeHHsa piBHiB docdo-STAT3 y KkNiTMHHMX ni3aTtax, sk onmcaHo B PCT Publication No. WO
2016/011208.

Y pesikux BapiaHTax 34iACHEHHS NenTuAHi iHribiTopu xapakTepuaytoTbCsl MiOBULLIEHOID CTIMKICTIO 40
OKMCHO-BIOHOBHMX peakuUil NOopiBHSAHO 3 KOHTPOSbHMM nenTugom. Y uin ranysi BigOMWR i JOCTYNHUIA pag
aHanisiB, siki MOXyTb OYTM BUKOPUCTaHI A5l BUSHAYEHHS CTIKOCTI 4O OKMCHO-BIAHOBHUX peakuin. byab-sikuin
3 HUX MOXe OyTM BMKOPUCTaHWA ONS BU3HAYEHHHA CTIMKOCTI OO OKUCHO-BIAHOBHWMX peakuid nenTugHux
iHribiTOpiB AaHOro BUHaxoay.

Y pesikux BapiaHTax 34iMCHEHHST AaHWI BUHAXIA NPOMNOHYE PidHi NenTuaHi iHribiTopu, aki 38'a3ytoTbea abo
acouitotoTeca 3 IL-23R in vitro abo in vivo 3 MeTot nopyLueHHs abo 6nokyBaHHSA 3B'A3yBaHHsA Mix IL-23 Ta IL-
23R. Y pesikux BapiaHTax 34iCHEHHS NeNTUAHI iHribiTopu 3B'A3yt0Tb Ta/abo npurHivyoTh IL-23R noguHn. Y
OesKnX BapiaHTax 34iNCHEeHHSa nenTugHi iHribiTopu 3B'a3yoTb Ta/abo npurHivyoTb Sk IL-23R noanHu, Tak i
IL-23R rpuayHiB. Y geskux BapiaHTax 34iMCHEHHS NenTUAHI iHribiTopu 3B'A3yt0Tb Ta/abo npurHivyoTh K IL-
23R ntoguhn, Tak i IL-23R wypiB. Y Oesiknx BapiaHTax 34iACHEHHS NenTuaHi iHribiTopn 3B'A3yt0Tb Ta/abo
npurHivytote 1L-23R mogunHn, IL-23R wypiB Ta IL-23R sBaHCbkMX Makak. Y KOHKPETHMX BapiaHTax
30iNCHEHHs1 NenTuaHi iHriGiTopn npurHivytoTb IL-23R wypiB ta/abo IL-23R siBaHCbKUX Makak LoHaNMeEHLLEe
Ha 50 %, woHanmeHwe Ha 60 %, woHankmeHlle Ha 70 %, woHanmeHLe Ha 80 %, woHanmeHwe Ha 90 %
abo woHanveHwe Ha 95 %, a Takox 3B'A3yt0Tb abo npurHivytoTh IL-23R noguHW, Hanpuknaga, Sk BU3Ha4YeHo
3a JOMNOMOrOK0 aHanidy, OonMcaHuM y LbOMY AOKYMEHTI. Y AesknxX BapiaHTax 34iMCHEHHS NenTuaHi iHribiTopu
nepeBaxHo 3B'A3yt0Tb i/abo npurHidytoTb IL-23R noamHu Ta/abo IL-23R wypiB i/abo IL-23R siBaHCbKUX
Makak nopiBHAHO 3 |IL-23R muwen. Y KOHKpPETHUX BapiaHTax 3AIMCHEHHS nenTuAHi iHribiTopu nepeBakHO
3B'a3ytoTbca 3 IL-23R wypie nopiBHAHO 3 IL-23R muwen. Y KOHKPETHWX BapiaHTax 34IMCHEHHS NenTuaHi
iHribiTopy nepesaxHOo 3B'A3yt0Tbecs 3 IL-23R niognHu nopiBHAHO 3 IL-23R Muwen. Y KOHKpeTHMX BapiaHTax
30INCHEHHs1 NenTuaHi iHribiTopu nepeBaxHo 3B'A3yt0TbCs 3 IL-23R siBaHCbKMX Makak nopiBHAHO 3 IL-23R
MULIEN. Y OesikKuX BapiaHTax 34iMCHEHHS NenTUAHWIA iHribiTop 3B'A3yeTbes 3 IL-23R muwen Ha 75 % MeHwe,
Ha 50 % meHwe, Ha 40 % meHwe, Ha 30 % meHwe, Ha 20 % meHwe abo Ha 10 % meHwe Hix 3 IL-23R
noamHun Ta/abo IL-23R wypiB Ta/abo IL-23R siBaHCbKMX Makak. Y OesiKnx BapiaHTax 3AiINCHEHHS NenTUOHUX
iHribiTopiB, SIKi NepeBaxHO 3B'A3yl0Tb Ta/abo nmpurHivyoTb IL-23R nogmHu Ta/abo IL-23R wypis Ta/abo IL-
23R ABaHCbkMX Makak MopiBHsAHO 3 IL-23R muwwen, nentugHui iHribiTop 3B's3yeTbcsa 3 ginsHkow IL-23R,
MOPYLUEHOK BHACMIAOK HAfABHOCTI [0OATKOBMX aMiHOKUCIOT, NpUCyTHiX B IL-23R mMuwen, ane He B IL-23R
noguHn, IL-23 wypie abo IL-23R saBaHCbkMx Makak. Y [Oeskux BapiaHTax 34iNCHEHHS [O04aTKOBI
aMiHOKMCNoTu, NpUcyTHI B IL-23R Muwen, 3HaxoaaTbCH B AiNsHU NpnbnnsHo Big aMiHOKMCIOTHOMO 3anumLUKy
315 po amiHokmucnoTHoro 3anuwky 340 Ginka IL-23R muwen, T06T0, Hanpuknag, amiHOKACINOTHIN OinsHLui
NWQPWSSPFVHQTSQETGKR (SEQ ID NO:447). Y KOHKpPEeTHUX BapiaHTax 34iMCHEHHS NenTUaHi iHriditopu
3B'A3yl0TbCA 3 AinsaHko IL-23R niognHy npnbnmsHo Big aMiHOKMCNOTHOMO 3anuwky 230 40 aMiHOKUCIOTHOrO
3anuuky 370.

Y [esikMx BapiaHTax 34iNCHEHHA nNenTugHi iHribiTopu AEeMOHCTPYTh fokanisauito B  LUIAYHKOBO-
KVULLKOBOMY TpPaKTi MiCNsi nepoparnbHOro BBEAEHHHA. Y KOHKPETHWX BapiaHTax 3A4iicHeHHs1 Ginbwe 50 %,
Ginbe 60 %, 6inbwe 70 %, Ginbwe 80 % abo Ginbwe 90 % nepopanbHO BBEAEHOIO NENTUAHOrO iHribiTopa
noKani3yeTbCA B OpraHax i TKaHWHaX LUTYHKOBO-KMULLKOBOrO TPaKTY. Y KOHKPETHWX BapiaHTax 34iNCHEHHS
piBHi MepopanbHO BBEAEHOrO NenTUAHOrO iHribiTopa B Nnasmi KpoBi cTaHoBNATL MeHwe 20 %, meHwe 10 %,
meHwe 5 %, meHwe 2 %, meHwe 1 % abo meHwe 0,5 % Big piBHIB menTuaHoro iHribitopa B Cnn3osin
00O0MOHLi TOHKOrO KuLUEYHMKa, CIMU30BIA OBONOHLi TOBCTOI KMULWKM a0 MpOKCMManbHOMY Biadini TOBCTOI
KULLKK.

Pi3Hi nenTmaHi iHribiTopn BUHaxody MOXyTb BYyTM CKOHCTPYNOBaHI BMKIOYHO 3 NPUPOAHUX aMiHOKMUCIIOT.
AnbTepHaTMBHO, NENnTUAHI iHriGiTOpM MOXYTb MICTUTU HEMNPMPOAHi aMiHOKMCINOTW, BKIHOYaKO4M, 30KpeEMa,
MoandikoBaHi amiHOKMCNOTU. Y [Oesikmx BapiaHTax 34iMCHEHHA MOoAUMIKOBAHI aMiHOKMCNOTM MICTATb
NpuMpoadHi amiHOKMCNoOTK, siki Oynn XiMiYHO MoaumdiKoBaHi ANs BKMOYEHHS rpynu, rpyn abo XiMivyHoi
YHKLIOHANbLHOT rpynu, He NMPUCYTHIX B aMiHOKMCNOTI B npupogdi. MenTugHi iHriGiTopn BMHaxody MOXYTb
00JaTKOBO BKIOYaTU ogHy abo Ginblwe D-amiHokucnot. Kpim Toro, nentugHi iHriGiTopy BUHaxody MOXYTb
BKIIHOYATU aHanorn aMmiHOK1CIor.

Y pesiknx BapiaHTax 34iMCHEHHs NenTUAHi iHribiTopu gaHOro BUMHaxody BKMoyakTb ofHy abo Ginblie
MoamMdikoBaHMX abo HEeNpMpPOOHUX aMiHOKMCHOT. Y [AesKkux BapiaHTax 34iIMCHEHHS OaHOoro BMHaxody
NenTUAHWN iHriGiTOp BKItoYae ogHy abo Ginblle HeNpMPOAHMX aMiHOKMCIOT, NpeAcTaBneHnx y Tabnuui 1. Y
OEesKMX BapiaHTax 3A4iNCHEHHs1 NenTugHi iHribiTopy gaHOro BMHaxXo[y BKIKOYalTh OyAb-sKy 3 ONMCaHUX Y
LbOMY OOKYMEHTI aMiHOKUCIIOT, BKIIKOYauK, 30Kkpema, byab-siky 3 aMiHOKMCIOT, WO MICTATb aMiHOKMUCIOTHY
MoCnigoBHICTE abo CTPYKTYpY NEeNTUAHOrO iHribiTopa, NnpeacraBneHy B Oyab-sKin 3 Tadbnuub.

[aHni BMHaxig TakoXk BKIOYae Oyab-sKMA 3 MEnTUOHUX iHriGIiTOpIiB, ONMUCAHUX Y LbOMY LOKYMEHTI, y
BiNbHIN cpopmi abo y dopmi coni. Takum YMHOM, BapiaHTV 3AINCHEHHS Byab-sIKOro 3 NenTUuaHuX iHribiTopis,



OnucaHux y UbOMYy AOKYMEHTi (i moB'a3aHux cnocobiB MOro BUKOPUCTaHHSA), BKMNOYAKTb hapmaLeBTUYHO
NPUMHATHY CiNb NenTuaHoro iHribitopa.

[aHnin BuHaxig TakoX BKMOYaE BapiaHTW Oyab-AKOro 3 NenTUAHMX iHrGITOpiB, OnNMCaHMX Yy LUbOMY
OOKYMEHTI, 30KpemMa TuX, O MICTATb NOCMigOBHICTb, NpeAcTaBneHy B Oyab-skin 3 Tabnuub, | Ae oanH abo
Oinbwe L-aMiHOKMCNOTHUX 3anuwWKiB 3amiweHi D-isomepHolo OpMOK  aMiHOKMCIIOTHOIO  3amuLUKy,
Hanpuknag L-Ala samiwenunn D-Ala.

MenTugHi iHriGiTOpK, onncaHi B LbOMY OOKYMEHTI, BKITHOYAKOTb i30TOMHO-MiYeHi nenTugHi iHribitopu. Y
KOHKPETHMX BapiaHTax 34iINCHEHHS1 BMHaxXOAy MPOMOHYKTLCA NEenTUAHI iHridiTopy, iAeHTUYHI Byab-akomy 3
THX, WO B6ynn onucaHi abo 3ragaHi y pisHMx cbopMynax i CTpyKTypax LbOro AOKYMEHTA, 3@ BUHSITKOM TOrO,
Lo oanH abo binblue ix aTomMiB 3aMilleHi aTOMOM 3 aTOMHOK Macol abo MacoBUM YMCIIOM, BiAMIHHUM Bif
aToMHOI Macu abo MacoBOro Yncna aTomiB, siki 3a3Bu4yan 3ycTpivyaroTbea B npupogi. MNMpuknagm isotonis, ki
MOXYTb OYTW BKMIOYEHi B Li CNONYKW, BKMOYaOTb Taki i30TONW BOAHIO, BYrMEL0, a3oTy, KUCHI0, docdopy,
dTOopy Ta xnopy, sk 2H, 3H, 13C, 4C, 15N, 180, 170, S, 18F Tta 36Cl| BignosigHo. [esiki i30TONHO-MiYeHi
CMonyKu, onucaHi B LLbOMY AOKYMEHTI, Hanpuknag Ti, B sKi BKINtOYeHi Taki pagioakTuHi isoTonu, sik 3H ta 14C,
KOpPUCHI Ans aHanidy gocTaBku npenapaty Ta/abo cybctpaTy Ao TkaHuH. KpiMm TOro, 3amilleHHs Takumu
i3oTonamu, sk gentepin (To6to 2H), MoXe HagaBaTWM NEBHi TepaneBTUYHI NepeBary BHACNIOOK BULLOI
MeTaboniYHoI CTiKOCTi, Hanpuknag 30iNbWEeHHs nepiogy HaniBBUBEAEHHS in vivo abo 3HUKEHHST NOTPIBHOro
[03yBaHHs.

[aHni BMHaxig TakoX BKNOYAE OyAb-sIKMA 3 OMUCAHUX Y LIbOMY OOKYMEHTI MOHOMEPHWUX NenTUOHUX
iHrioiTOpIB, 3B'A3aHMX 3i 3B'A3yBanbHO (OYHKLiIOHANbLHOW FPYyMol, BKMAYalouM Oyab-siKy 3i 3B'A3yBanbHUX
YHKUIOHANbHMX rPyn, ONMCaHNX Y LIbOMY OOKYMEHTI. Y KOHKPETHUX BapiaHTax 34iNCHEHHS NiHKep 3B'A3aHui
3 N-kiHueBoto abo C-kiHLEBOW aMiHOKMCNOTOW, B TOM 4YaC K B iHWWX BapiaHTax 34IMCHEHHS NiHKep
3B'A3aHNI i3 BHYTPILLHBOK aMiHOKUCIOTO. Y KOHKPETHMX BapiaHTax 34IMCHEHHS NiHKep 3B'A3aHuin 3 ABoma
BHYTPILUHIMW aMiHOKMCNOTaMW, HaMpUKNag 3 BHYTPILWHLOK aMiHOKUCIIOTOK, B KOXHIN 3 ABOX MOHOMEPHMUX
cy6oauHMLb, L0 YTBOPIOWTE AMMEP. Y AeSKMX BapiaHTax 34iNCHEHHST 4aHOro BUHaxoay nNenTuaHum iHrieiTop
3B'A3aHWI 3 ogHielo abo Binblue 3 onUcaHnX 3B'A3yBanbHUX PYHKLIOHANBHUX rPym.

[aHuin BMHaxig TakoX BKIOYaAE NenTmau Ta NEenTUgHi oMMepwn, WO MICTATb NenTud 3 MOCigOBHICTIO
woHanmeHwe Ha 90 %, woHanmeHwe Ha 95 %, wWoHanmeHwe Ha 98 % abo uwoHarmMeHwe Ha 99 %
iIEHTUYHOK NENTUAHIN NOCMiAOBHOCTI NENTUAHOrO iHribiTopa, onMcaHoro B LIbOMY OOKYMEHTI. Y KOHKPETHMX
BapiaHTax 34iNCHEHHA MEenTUAHI iHribiTopy OaHOro BUHAxXoA4y MICTSATb OCHOBHY MENTUAHY MOCMIOOBHICTb,
ogHy abo bGinbwe N-kiHUeBy Ta/abo C-kiHueBy mopgudikauito (Hanpuknag Ac Ta NH2) Ta/abo ogHy abo
Ginblue KOH'IOroBaHy 3B'A3yBarnbHy (OYHKUiOHaNbHy rpyny Ta/abo dyHKUiOHanbHy rpyny, sika MpOOOBXYE
nepiog HaniBBMBEOEHHS. Y KOHTEKCTi LbOro OOKYMEeHTa, OCHOBHa nenTuaHa MOChiOBHICTbL SBNsA€ coboto
aMiHOKMCNOTHY NOCNIAOBHICTb NenTuay 6e3 Takmx mogudikauin i koH'toraTis.

Y peskux BapiaHTax 3A4IMCHEeHHs nenTugHun iHribitop abo MoHomepHa cyboauHuua NenTUAHOro
iHribiTopa gaHOro BMHAxXOAy MICTUTb, CKNagaeTbCA Mo CyTi 3 abo cknagaetbcst 3 7-35 aMiHOKMCMNOTHMX
3anuwikiB, 8-35 amiHOKMCNOTHUX 3anuukie, 9-35 amiHOKMCNOTHMX 3anuwkie, 10-35 aMiHOKMCNOTHUX
3anuuKiB, 7-25 amMiHOKMCNOTHUX 3anuLLKiB, 8-25 aMiHOKMCNOTHUX 3anuLKiB, 9-25 aMiHOKMCNOTHUX 3anuLLIKIB,
10-25 aMiHOKMCIOTHMX 3anuuikiB, 7-20 aMiHOKMCIOTHMX 3anuwikiB, 8-20 aMiHOKMCNOTHUX 3anuwkiB, 9-20
aMiHOKMCNOTHMX 3anuuwkie, 10-20 aMiHOKMCMNOTHUX 3anuiikiB, 7-18 aMiHOKMCNOTHMX 3anuuikie, 8-18
aMIHOKMCNOTHUX 3anuuikiB, 9-18 aMiHOKMCNOTHUX 3anuuwkiB abo 10-18 aMiHOKMUCNOTHUX 3anuLKiB Ta,
HeobOB'AI3KOBO, OAHiEi abo O6inblue [A0AaTKOBUX HEaMIiHOKUCITOTHUMX (PYHKUIOHANbHUX rpyn, 30Kpema
KOH'OroBaHOi XimMi4HOT dyHKLiOHanbHOi rpynu, Hanpuknag PEG abo 3B'a3yBanbHOi oyHKLiOHANbLHOI rpynu. Y
KOHKpETHMX BapiaHTax 34iNcHeHHs nenTugHum iHribitop pgaHoro BuHaxogy (abo 1oro MoOHOMepHa
cyboamHunus), BKMoYarun, 3okpema, byab-ski BapiaHTu 3gincHeHHsA 3a dopmynoto |, mictute Ginbwe 10,
Ginbwe 12, Ginbwe 15, G6inbwe 20, 6inbwe 25, 6inbwe 30 abo Ginbwe 35 amiHokucnoT, Hanpuknag 35-50
aMiHOKUCNOT. Y AesikMx BapiaHTax 34ilNcHeHHA nenTugHum iHribitop (abo moro MoHomepHa cyboavHuus)
MiCTUTb MeHwe 50, meHwe 35, meHwe 30, meHwe 25, meHwe 20, meHwe 15, meHwe 12 abo meHwe 10
aMiHOKMCNOT. Y KOHKPETHUX BapiaHTax 34iNCHEHHA MOHOMepHa cyboauHuUA nenTuagHoro iHribitopa (abo
MOHOMEpPHUI NENTUAHUNA iHriGiTOp) MicTUTL abo cknagaeTteca 3 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19,
20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34 a6o 35 aMiHOKMCNOTHMX 3anuLKiB. Y KOHKPETHUX
BapiaHTax 3AiACHEHHS MOHOMepHa cyboaMHUUSA nenTugHoro iHribitopa AaHoro BMHaxo4y MiCTUTb abo
cknagaetbea 3 10-23 aMiHOKMCIOTHUX 3anuLUKiB Ta, HeoboB'A3koBO, oAHiel abo 6inblue AoaaTKoBUX
HEeaMiHOKUCINOTHNX  PYHKUIOHANbHUX rPyn, 30KpemMa KOH'lOroBaHOi XiMiYHOT (OYHKLIOHaNbLHOI rpynu,
Hanpuknag PEG abo 3B'a3yBanbHOI yHKUiOHANbHOI rpynu. Y pi3HMX BapiaHTax 34iNMCHEHHS MOHOMepHa
cyboauHmnus mictutb abo cknagaeTbes 3 7-35 aMiHOKMCNOTHUX 3anuukiB, 7-20 aMiHOKMCITOTHUX 3anuLuKiB, 8-
20 amiHOKMCNOTHMX 3anuuikiB, 9-20 amiHOKMCNOTHMX 3anuuwkie, 10-20 amiHOKMCNOTHWMX 3anuuikis, 8-18
aMiHOKMCNOTHUX 3anuukiB, 8-19 amMiHOKMCROTHUX 3anuwkie, 8-18 amiHOKMCNOTHMX 3anuwkis, 9-18
aMiHOKMCMNOTHMX 3anuikiB abo 10-18 aMiHOKMCNOTHMX 3anuLLKIB. Y KOHKPETHUX BapiaHTax 34iiCHEeHHs 6yab-
SKOT 3 Pi3HMX POPMYJST, ONUCAHUX Y LiIbOMY AOKYMEHTI.

[eski imocTpaTuBHi NenTUAHI iHriGiTopM, onucaHi B UbOMY [OOKYMEHTI, MicTATb 12 abo 6inbwe
aMiHOKMCNOTHUX 3anuwkis. OgHak OaHWA BMHAaxia TaKoX BKMAOYAE NenTuaHi iHribitopu, WO MICTATb



dparmeHT 6yab-KOi 3 NenTUAHMX MOCMIOOBHOCTEN, OMUCAHUX Y LUbOMY AOKYMEHTI, BKIHOYaA4YM NenTUaHI
iHriGiTopw, WwWo mictatb 7, 8, 9, 10 abo 11 aMiHOKMCNOTHUX 3anuLKiB. Hanpuknaa, nenTugHi iHriitopn gaHoro
BMHaXOAy BKMYaTbh NenTuau, Wo MicTaTe abo cknagatTbecs 3 X4-X9, X4-X10, X4-X11, X4-X12, X4-X13,
X4-X14 abo X4-X15.

Y KOHKpPETHWX BapiaHTax 34iMCHEHHS AaHOro BMHaxo4y, aMiHOKMCAOTHI MOCRigOBHOCTI MEenTUOHUX
iHriGITOPIB HE NPUCYTHI B @aHTUTINI abo He NpucyTHI B Vi abo VL ginsiHkax aHTuTin.

MenTugHi iHriGiTopn

MenTugHi iHriGiTOpn gaHOro BMHaxo4y BKIHOYAKTL MENTUAM, WO MICTATb abo cknagatTbes 3 Oyab-sKoi
aMiHOKMCIOTHOI MOCIiAOBHOCTI, ONUCaHOI B LIbOMY AOKYMEHTI, CMOSyKW, WO MalTb OyAb-sKy i3 CTPYKTYp,
ONUCaHUX Y LbOMY AOKYMEHTI, BKMOYaK4YM CMOMYKW, WO MICTATb Oyab-siKy 3 NenTUaHUX MocnigoBHOCTEMN,
OnUCaHuX y LUbOMYy LOKYMEHTi, Ta anmepn Gyab-akux 3 Takux nentuaiB i cnonyk. InwocTtpatmeHi nentnam
BMHaxody MICTATb aMiHOKMCNOTHY MOCNIAOBHICTb abo CTPyKTypy, onucaHy B Oyab-akin i3 BignoOBiAHUX
Tabnmup.

Y nepwomy acnekTi AaHuMMA BMHaxig MPONOHYE MOHOUMKMIYHUMIA nenTugHuin iHribiTop peuentopa
iHTepnenkiHy-23 abo noro apmMaLeBTUYHO NPUAHATHY Cifnb, A& NeNTUAHWN IHFBITOP MICTUTb aMiHOKUCIOTHY
nocnigoBHicTb doopmynu (1):

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-X16 (1)

ae

X3 BiacyTHs abo siensie coboto byab-saKy aMiHOKUCNOTY;

X4 aBnsie coboto Abu, Cys, (D)Cys, anbda-MeCys, (D)Pen, Pen abo Pen(cynbcokena);

X5 asnsie coboto Cit, Glu, Gly, samiweny Gly, Leu, lle, 6eta-Ala, Ala, Lys, Asn, Pro, Ser, anbta-MeGIn,
anbda-Melys, anbda-MelLeu, aneda-MeAsn, Lys(Ac), anbca-MeLys(Ac), Dab(Ac), Dap(Ac), romo-Lys(Ac),
GIn abo Asp;

X6 saBngae coboto Thr, Aib, Asp, Dab, Gly, Pro, Ser, anbda-MeGIn, anbda-Melys, anbca-Meleu,
anbda-MeAsn, anbda-MeThr, anbca-MeSer abo Val;

X7 aBnse cobow HesamiweHy Trp abo Trp, 3amilleHy UiaHOrpynow, ranorpynor, ankifibHOK rpynoto,
ranoarnkifibHOH rpyroto, rNapPOKCUIBHO rPYNOL, ankoKCUIpynot, 3amilleHo abo He3aMilleHOoK apurnbHOK
rpynoto abo 3amieHoto abo He3aMilLLEHO reTepoapubHOK rpynoto;

X8 saBnse coboto GIn, anbda-MeLys, aneda-MelLeu, aneda-MeLys(Ac), 6eta-romo-GIn, Cit, Glu, Phe,
3amiweHy Phe, Tyr, Asn, Thr, Val, Aib, anbda-MeGIn, anbta-MeAsn, Lys(Ac), Dab(Ac), Dap(Ac), romo-
Lys(Ac), 1-Nal, 2-Nal, Lys(b-Ala), Lys(Gly), Lys(6enaun, Ac), Lys(bytun, Ac), Lys(isobyTtnn, Ac), Lys(nponin,
Ac) abo Trp;

X9 aBnse coboto Abu, Cys, (D)Cys, anbda-MeCys, (D)Pen, Pen abo Pen(cynbdokeug);

X10 aBnsae coboto Tyr abo 3amiweHy Tyr, He3amiweHy Phe abo Phe, 3amilieHy ranorpynoto, ankifbHO
rpynoto, ranoarkinsHo rpynoto, rgpoKCUITbHOK FPYroko, arnkoKCUrpyrnow, LiaHorpyrnorw, LMKoankinsHow
rpynoto, kKapboKCUITbHOI rpynoto, kKapbokcamigHO rpynoto, 2-aMiHOETOKCH abo 2-aueTnnamiHoeToKeH; Ta

X11 aBnse coboto 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-anmeTtoken), 2-Quin, 3-Quin, 1-Nal,
HesamiweHy Trp abo Trp, 3amilweHy LiaHOrpynoto, ranorpynoto, ankifibHOK rpynoto, ranoankifibHOW rpynoto,
rigpOKCUIBbHOLO rpynoto abo ankoKCUrpynoto;

X12 aBnse coboto 4-amiHo-4-kapbokcu-TeTparigponipaH (THP), Acvc, anbda-Melys, anbda-Meleu,
anba-MeArg, anbda-MePhe, anbda-MelLeu, anbda-MelLys, anbca-MeAsn, anbda-MeTyr, Ala,
uuknorekcun-Ala, Lys abo Aib;

X13 aBnsie coboto Oyab-siky amiHOKUCNOTY;

X14 aBnse coboto 6yab-aKy amMiHOKUCIOTY;

Ta

i) X15 aBnsie coboto Oyab-aky amiHokucnoTty kpim His, (D)His, 3amiweHoi abo HesamiweHoi His, 2Pal,
3Pal abo 4Pal; X16 sBnse coboto Sarc, aMelLeu, (D)NMeTyr, His, (D)Thr, bAla, Pro a6o (D)Pro; a
NenTUAHWIA iHriGiTOP MICTUTL MOCNIAOBHICTbL, BiAMIHHY Bif

Ac-[Abu]-QTWQC]-[Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-[Lys(Ac)]-NNPG-NHz;

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-NN-[Sarc]-NHz;

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NH2; abo

Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Aib]-[bA]-NHz;

abo

i) X15 aensie coboto His, (D)His, 3amiweHy abo HesamiweHy His, 2Pal, 3Pal, 4Pal, 4-tpua3son-Ala abo
5Pyal; a X16 BigcyTHs abo siensie coboto (D)aMeTyr, (D)NMeTyr abo 6yab-aky amiHokucnoTty kpim THP,
3aMilLeHoi abo HesamiweHoi Phe, 3amiweHoi abo HesamiweHoi (D)Phe, 3amiweHoi abo HesamiweHoi His,
3aMilLeHoi abo HesamiweHoi (D)His, 3amiweHoi abo He3zamiweHoi Trp, 3amiweHoi abo He3samiweHoi 2-Nal
abo N-3amiweHoi Asp; a crnonyka MiCTUTb NOCAIOOBHICTb, BiAMIHHY Bif

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-NHz;

ae 2Pal sisnsie coboto 2-nipyann 3amiweHun anaxid, 3Pal aBnsie coboto 3-nipMavn 3amileHnin anaHix, a
4Pal asnsie coboto 4-nipuann 3amillleHni anaHiH



ot _ord

(2Pal), (3Pal) abo
(4Pal);
5Pya| ABnsie cob6o0 5-NipuMiguH 3amilleHnin anaHiH:
(0]
NT O OH

,Ta

ae X4 ta X9 ytBopoloTb AncynbdigHun abo TioedipHMin 3B'A30K;

Ta

Ae nenTuaHu iHribiTop NpurHidye 3s'a3yBaHHs iHTepnenkiny-23 (IL-23) 3 peuentopom IL-23.

Y pesdkux BapiaHTax 34iINCHEHHA OaHWW BWHaxig4 MPOMOHYE MOHOUMKMIYHUA NenTUAHUNA iHribiTop
peuenTopa iHTepnenkiHy-23 abo 1oro dapmaueBTUYHO MPUNHATHY Cinb abo comnbBaT, Ae NenTUaHWK
iHribiTop MicTUTL abo cknagaeTbCs 3 aMiHOKUCIOTHOI nocnigoBHOCTI hopmynu (1):

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-X16 (1)

ae

X3 BiacyTHs abo siensie coboto byab-saKy aMiHOKUCNOTY;

X4 aBnsie coboto Abu, Cys, (D)Cys, anbda-MeCys, (D)Pen, Pen abo Pen(cynbcokecng);

X5 aensie coboto Cit, Glu, Gly, Leu, lle, 6eta-Ala, Ala, Lys, Asn, Pro, Ser, anbda-MeGIn, anbda-MeLys,
anbda-MelLeu, anbda-MeAsn, Lys(Ac), anbca-MeLys(Ac), Dab(Ac), Dap(Ac), romo-Lys(Ac), GIn abo Asp;

X6 saBngae coboto Thr, Aib, Asp, Dab, Gly, Pro, Ser, anbda-MeGIn, anbta-MelLys, anbta-Meleu,
anbda-MeAsn, anbda-MeThr, anbca-MeSer abo Val;

X7 aBnse cobot HesamiweHy Trp abo Trp, 3amilleHy LiaHOrpynow, ranorpynoto, ankinbHOK rpyroto,
ranoarnkinbHOK rpynoto, rigpOKCUNBHO rPYNOL, ankoKCUrpynoto, 3amileHo abo He3aMmilleHOoK apunbHOK
rpynoto abo 3amileHoro abo He3aMilLEeHO reTepoapunbHO rpynoto;

X8 saBnse coboto GIn, anbda-Melys, anbda-MelLeu, aneda-MeLys(Ac), 6eta-romo-GIn, Cit, Glu, Phe,
Asn, Thr, Val, Aib, anbda-MeGlIn, anbda-MeAsn, Lys(Ac), Dab(Ac), Dap(Ac), romo-Lys(Ac), 1-Nal, 2-Nal,
Lys(b-Ala), Lys(Gly) abo Trp;

X9 siBnsie coboto Abu, Cys, (D)Cys, anbda-MeCys, (D)Pen, Pen abo Pen(cynbdokeung);

X10 saBnse coboto HesamiweHy Phe abo Phe, 3amiweHy ranorpynot, ankinbHOK rpynoto,
ranoarkinibHO rpyrnoto, ri4pOKCUIBLHOO FPYMOL0, arkoKCMIpynot, KapboKCUbHO rpynoto, kapbokcamigHo
rpynoto, 2-amiHoeToKcK abo 2-aLeTmnaMmiHOETOKCH; Ta

X11 aBnse coboto 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-anmeTtoken), 2-Quin, 3-Quin, 1-Nal,
He3amilleHy Trp abo Trp, 3amileHy LiaHOrpynoto, ranorpynoto, asnkifibHOK rpynok, ranoankifibHoK rpynoto,
rigpPOKCUITBHOLO rpynoto abo ankokCcurpynoto;

X12 gaBnsie coboto 4-amiHo-4-kapbokcu-teTparigponipaH (THP), anbda-Melys, anbda-MelLeu, anbda-
MeArg, anbha-MePhe, anba-MelLeu, anbda-MelLys, anbda-MeAsn, anbda-MeTyr, Ala, umknorekcun-Ala,
Lys abo Aib;

X13 aBnsie coboto Oyab-siky amiHOKUCNOTY;

X14 aBnsie coboto Oyab-siky amiHOKUCNOTY;

Ta

i) X15 aBnsie coboto Oyab-sky amiHokucnoty kpim His, (D)His, 3amiweHoi abo He3amiweHoi His, 2Pal,
3Pal abo 4Pal; X16 sBnse coboto Sarc, aMelLeu, (D)NMeTyr, His, (D)Thr, bAla, Pro abo (D)Pro; a
NenTUAHWIA iHriGITOP MICTUTL MOCNIAOBHICTbL, BiAMIHHY Bif

Ac-[Abu]-QTWQC]-[Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-[Lys(Ac)]-NNPG-NHz;

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-NN-[Sarc]-NHz;

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NH2; abo

Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Aib]-[bA]-NHz;

abo

i) X15 aense coboto His, (D)His, 3amiweHy abo HesamiweHy His, 2Pal, 3Pal, 4Pal abo 5Pyal; a X16
BiACYTHs abo sBnse coboto (D)aMeTyr, (D)NMeTyr abo 6yab-aky amiHokucnoTy kpim THP, 3amiweHoi abo



HesamiweHoi Phe, 3amiweHoi abo HesamiweHoi (D)Phe, 3amiweHoi abo HesamiweHoi His, 3amiweHoi abo
He3amilleHoi (D)His, 3amieHoi abo He3amieHoi Trp, 3amilieHol abo HesamiwweHoi 2-Nal abo N-3amiweHoi
Asp; a cnonyka MiCTUTb NOCMIAOBHICTb, BiAMIHHY Bif
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-NHz;
ae 2Pal sinsie coboto 2-nipyann 3amiweHunn anaxid, 3Pal siBnsie coboto 3-nipuann 3amileHnn anaHiH, a
4Pal asnsie coboto 4-nipuann 3amilleHni anaHiHd

ot ot

(2Pal), (3Pal) abo
(4Pal);
5Pya| aBnsie coboto 5-nipuMianH 3amilleHnin anaHiu:
(0]
N| X OH
k = NH,

,Ta

ae X4 ta X9 yTBoptoTb ANCYNbdiaHUIN abo TioedipHNUA 3B'I30K;

Ta

e nenTuaHun iHribiTop NpurHidye 3B'a3yBaHHs iHTepnerikiHy-23 (IL-23) 3 peuentopom IL-23.

Y pesikmx BapiaHTax 34iMCHEHHs AaHWA BUHaXig4 MNPOMOHYE MOHOUMKMIYHUA NenTUOHURA iHribiTop
peuenTopa iHTepnenkiHy-23 abo 1oro dapmaueBTUYHO MPURHATHY Cinb abo conbBaTt, Ae NenTUaHWUN
iHribiTop MicTUTE abo cknagaeTbCst 3 aMiHOKUCITOTHOI NocnigoBHocTi hopmynu (1):

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-X16 (I)

ae

X3 BiacyTHA abo siBnsie coboro Byab-aKy aMiHOKUCNOTY;

X4 asnsie coboto Abu, Cys, (D)Cys, anbda-MeCys, (D)Pen, Pen abo Pen(cynbcokeung);

X5 aBnsie coboto Oyab-AKy amiHOKUCIIOTY;

X6 siBnsie coboto Obyab-SKy amMiHOKMUCHOTY;

X7 saBnsie coboto HesamiweHy Trp abo Trp, 3amilleHy UiaHOrpynot, ranorpynoto, ankifbHOW rpynoto,
ranoarnkinbHOH rpyroto, rapPOKCUIBHOK FPYMOLD, arkKOKCUMIpynot, 3aMillleHo abo He3aMileHO apuibHO
rpynoto abo 3amieHoro abo He3aMilLLEHO reTepoapubHOK rPynoto;

X8 saBnsie coboto byab-AKy aMiHOKMUCHOTY;

X9 saBnsie coboto Abu, Cys, (D)Cys, anbda-MeCys, (D)Pen, Pen abo Pen(cynbdokecng);

X10 gaBnse cobot HesamiweHy Phe abo Phe, 3amiweHy ranorpynot, arnkinbHOK rpynoo,
ranoarkifbHOI rpynoto, riAPOKCUIBHOO FPYNo0, ankoKCUIpymnot, kKapboKCUIBHOK rpynoto, kapbokcamigHow
rpynoto, 2-aMiHOeToKCK abo 2-aLeTunaMiHOETOKCH; Ta

X11 aBnse coboto 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-anmeTtoken), 2-Quin, 3-Quin, 1-Nal,
He3amilleHy Trp abo Trp, 3amileHy LiaHOrpynoto, ranorpynoto, asnkifbHOK rpyno, ranoarnkifibHoK rpynoto,
rigpPOKCUITBHOLO rpynoto abo anKkokCUrpynoto;

X12 aBnsie coboto Oyab-siKy amiHOKUCNOTY;

koxkHa X13 Ta X14 HesanexHo saBnsie coboto byab-saKy aMiHOKUCIOTY;

Ta

i) X15 aBnsie coboto Oyab-sky amiHokucnoTty kpim His, (D)His, 3amiweHoi abo He3amiweHoi His, 2Pal,
3Pal abo 4Pal; X16 aensie coboto Sarc, aMelLeu, (D)NMeTyr, His, (D)Thr, bAla, Pro a6o (D)Pro; a cnonyka
MICTUTb NOCAIQOBHICTb, BiOMIHHY Bif

Ac-[Abu]-QTWQC]-[Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-[Lys(Ac)]-NNPG-NHz;

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-NN-[Sarc]-NHz;

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NH2; abo

Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Aib]-[bA]-NHz;

abo

i) X15 aense coboto His, (D)His, 3amiweHy abo HesamiweHy His, 2Pal, 3Pal, 4Pal abo 5Pyal; a X16
BiACYTHs abo sBnse coboto (D)aMeTyr, (D)NMeTyr abo 6yab-aky amiHokucroTy kpim THP, 3amiweHoi abo
HesamiweHoi Phe, samiweHoi abo HesamiweHoi (D)Phe, 3amiweHoi abo HesawmiweHoi His, 3amiweHoi abo



He3amilleHoi (D)His, 3amiweHoi abo He3amieHoi Trp, 3amilieHol abo HesamiwweHoi 2-Nal abo N-3amiweHoi
Asp; a nenTUaHUN iHriGiTop MICTUTL NOCNIAOBHICTb, BIAMIHHY Bif
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-NHz;
ae 2Pal siensie coboto 2-nipyann 3amiweHunn anaxid, 3Pal sBnsie coboto 3-nipuann 3amileHnin anaHi, a
4Pal asnsie coboto 4-nipuann 3amilleHnii anaHiH

ot ol

(2Pal), (3Pal) abo
(4Pal);
5Pya| aBnse coboto 5-nipuMianH 3amilleHnin anaHiu:
(0]
N| X OH
k = NH,
N .
Ta
ae X4 ta X9 yTBoptooTb ANCYnbdigHMn abo TioedipHUA 3B'A30K,;
Ta

e nenTuaHun iHribiTop NpurHidye 3B'a3yBaHHs iHTepnerikiHy-23 (IL-23) 3 peuentopom IL-23.

Y pesknx BapiaHTax 3giicHeHHs1 X15 aBnsie coboto Byab-aKy amiHokucnoTy kpim His, (D)His, 3amiweHoi
abo HesamiweHoi His, 2Pal, 3Pal abo 4Pal; X16 siBnse coboto Sarc, aMeLeu, (D)NMeTyr, His, (D)Thr, bAla,
Pro a6bo (D)Pro; a nentugHui iHribiTop MiCTUTb NOCHIAOBHICTb, BigMiIHHY Bif

Ac-[Abu]-QTWQC]-[Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-[Lys(Ac)]-NNPG-NHz;

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-NN-[Sarc]-NHz;

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NH2; abo

Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Aib]-[bA]-NH2.

Y pesikmx BapiaHTax 34incHeHHa X15 sBngae coboto His, (D)His, 3amiweHy abo HesamiweHy His, 2Pal,
3Pal, 4Pal abo 5Pyal; a X16 BiacyTHsa abo siBnsie coboto (D)aMeTyr, (D)NMeTyr abo 6yab-sKy amiHOKMCIOTY
kpim THP, 3amiweHoi abo HesamiweHoi Phe, 3amiweHoi abo HesamiweHoi (D)Phe, 3amiweHoi abo
HesamiweHoi His, 3amiweHoi abo HesamiweHoi (D)His, 3amiweHoi abo He3amiweHoi Trp, 3amiweHoi abo
He3amilleHoi 2-Nal abo N-3amiweHoi Asp.

Y pesikux BapiaHTax 3giicHeHHst X15 aBnsie coboto 2Pal, 3Pal abo 4Pal; a X16 aBnse coboto Sarc,
aMeleu, (D)Thr, bAla, Pro abo (D)Pro. ¥ gesiknx BapiaHTax 3giicHeHHs X15 aBnse coboto 2Pal, 3Pal abo
4Pal; a X16 aBsnsie coboto Sarc. Y gesikmx BapiaHTax 3aincHeHHss X15 asnse coboto 2Pal, 3Pal abo 4Pal; a
X16 BigcyTHA.

Y Oeskux BapiaHTax 34iIMCHEHHS MenTUOHWA iHriGiTOp MICTUTb aMiHOKMCITOTHY MOCNIAOBHICTE hopMynu
(la):

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-Sarc (la)

ae X4 ta X9 yteoptoloTb aucynbdigHmin abo TioedipHuii 3B'A30K.

Y [Aesikux BapiaHTax 34iNCHEHHS NenTUAHWIA iHriGiTop MICTUTL aMiHOKUCIIOTHY MOCNIAOBHICTE hOpMynn
(Ib):

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-(D)NMeTyr (Ib)

ae X4 ta X9 yteoptoloTb aucynbdigHmin abo TioedipHuii 3B'A30K.

Y Oeskux BapiaHTax 34iIMCHEHHS MenTUOHWA iHriGiTOp MICTUTH aMiHOKMCITIOTHY MOCNIAOBHICTL dopMynun
(Ic):

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-[Pal]-X16 (Ic)

ae Pal sBnsie coboto 2Pal, 3Pal abo 4Pal; X16 BiacyTHs;

ae 2Pal sisnsie coboto 2-nipyann 3amiweHun anaxid, 3Pal aBnsie coboto 3-nipuavn 3amileHnin anaHix, a
4Pal asnsie coboto 4-nipuann 3amilleHnii anaHiH



=~ OH NZ” | OH | X OH
. NH, . NH, N =~ NH,
(2Pal), (3Pal) abo
(4Pal);

a X4 1a X9 yTBOpIOIOTL ANCYNbdiaHMI abo TioedipHUA 3B'I30K.

Y Oeskux BapiaHTax 34iMCHEHHS MenTUOHWA iHriGiTop MICTUTb aMiHOKMCITOTHY MOCNIAOBHICTL dhopMynun
(1d):

X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-[His']-X16 (Id)

ne His' saBnse coboto His abo 3-MeHis; X16 BiacytHsl; a X4 T1a X9 yTBOpIOIOTL AucynbdigHuin abo
TioedpipHuMIA 3B'A30K.

Y pedkux BapiaHTax 3gincHeHHs X15 aBnsie coboto 6yab-sky amiHokucnoTy; X16 gasnse coboto bA,
aMe(D)Tyr, (D)NMeTyr, Sarc, Pro a6o (D)Pro; a nenTugHun iHriGiTop MiCTUTb NOCNIAOBHICTb, BiAMiHHY BiA

Ac-[Abu]-QTWQC]-[Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-NNPG-NHz;

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-NN-[Sarc]-NHz;

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NH2; abo

Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Aib]-[bA]-NH-2.

Y pesiknx BapiaHTax 34ilcHeHHs X15 sBnsie coboto Oyab-siky amiHokucnoTy; X16 aBnsie coboto bA,
aMe(D)Tyr, (D)NMeTyr, Sarc, Pro abo (D)Pro, a nenTnaHun iHribitop MiCTUTb NOCNIQOBHICTb, BiAMIHHY BiA:

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-NN-[Sarc]-NHz; abo

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NH-.

Y peskux BapiaHTax 3gincHeHHs X15 asnde coboro 3-Quin, His, (D)His, 3-Pal abo 4-Pal; a X16 asnse
coboto (D)NMeTyr abo Sarc. Y geskux BapiaHTax 3gincHeHHa X15 aBngae cobowo 3-Quin, His, (D)His, 3-Pal
abo 4-Pal; a X16 asnse coboto (D)NMeTyr. Y gesakmx BapiaHTax 3aiicHeHHs X15 aBnsie coboto 3-Quin, His,
(D)His, 3-Pal abo 4-Pal; a X16 sBnse coboto Sarc.

Y pesikMx BapiaHTax 3giicHeHHs X15 aBnsie coboto Oyab-sKy amiHokucnoTy; X16 sBnse coboto
(D)NMeTyr abo Sarc; a nenTUaHWN iHribiTop MICTUTL NOCNIQOBHICTb, BiAMIHHY Bif

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-NN-[Sarc]-NHz; abo

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NHeo.

Y pesikux BapiaHTax 3giicHeHHst X15 sBnsie coboto 3-Quin, Asn, His, (D)His, (D)Leu, (D)Lys, 3-Pal, 4-
Pal, Phe, 3amiweHy Phe, (D)Thr, 3amiweHy Trp abo (D)Val; X16 asnse co6oto (D)NMeTyr abo Sarc; a
NenTUAHWIA iHriGITOP MICTUTL MOCNIAOBHICTbL, BiAMIHHY Bif

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-NN-[Sarc]-NHz; abo

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NH-.

Y pesikux BapiaHTax 34iicHeHHs1 X16 siBnsie coboto (D)NMeTyr.

Y pesiknx BapiaHTax 3gincHeHHa X16 aBnsie coboto Sarc; a nenTaHWi iHribiTop MICTUTL NOCHIQOBHICT,
BiOMIHHY Bif

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-NN-[Sarc]-NHz;

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NHz;

Y peskux BapiaHTax 3giicHeHHs X15 aBnsie cobowo His, (D)Lys, 3-Pal abo 4-Pal; X16 sBnsie coboto
(D)NMeTyr abo Sarc; a nenTaHWN iHribiTop MICTUTb MOCMIAOBHICTb, BiAMIHHY Bif

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NHo.

Y pesikmx BapiaHTax 3giicHeHHA X15 sBnge coboto Asn, His, (D)His, (D)Leu, (D)Lys, 3-Pal, 3amiweHy
abo HesamiweHy Phe, (D)Thr abo (D)Val; X16 siBnsie co6oto (D)NMeTyr.

Y pesikux BapiaHTax 3ginicHeHHs X15 aBnsie coboto 3-Quin, Asn, His, (D)His, (D)Leu, (D)Lys, 3-Pal, 4-Pal
abo 3amilleHy Trp; X16 aBnsie coboto Sarc; a NenTuaHWUIA iHrGITop MiCTUTb NOCNILOBHICTL, BIAMIHHY Bif

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-NN-[Sarc]-NHz; abo

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NH..

Y pesiknx BapiaHTax 3gincHeHHst X15 aBnsie coboto (3-Me)His, 3-Pal abo 4-Pal; a X16 BigcytHa abo
sBnsie coboto Sarc ado (D)NMeTyr. Y gesiknx BapiaHTax 3gincHeHHa X15 aBnse coboto (3-Me)His abo 3-Pal;
a X16 BigcyTHa abo siBnsie coboto Sarc.

Y pgesiknx BapiaHTax 3aincHeHHsa X15 aBnse coboto 3-Pal; a X16 siBnsie coboto Sarc.



Y peskux BapiaHTax 3giicHeHHss X15 aBngae coboto Asn, His, (D)Lys abo 3-Pal; X16 asnae coboto
(D)NMeTyr abo Sarc; a nenTuaHum iHriGiTop MiCTUTbL NOCMIAOBHICTb, BiAMIHHY Bia

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-NN-[Sarc]-NHz; abo

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NHa.

Y pesikux BapiaHTax 3aiicHeHHs X15 aBnsie coboto 5-Pyal, (D)His, (1-Me)His, (3-Me)His, 2-Pal abo 3-
Pal; a X16 BigcyTHs; @ NeNTUAHWIA iHriGITOP MICTUTb NOCNIAOBHICTL, BiAMIHHY BiA;

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-NHz.

Y pesiknx BapiaHTax 3gincHeHHa X15 aense coboto 5-Pyal, (1-Me)His abo (3-Me)His; a X16 BiacyTHs.

Y peskux BapiaHTax 3aiicHeHHs X15 aBnse coboto 5-Pyal abo (3-Me)His; a X16 BigcyTHs.

Y pesikmx BapiaHTax 3aiicHeHHs X4 abo X9 asnsie coboto Cys, (D)Cys, anbia-MeCys, (D)Pen abo Pen;
a 3B'A30K Mix X4 Ta X9 asnse coboto AncynbmiaHNA 3B'A30K.

Y pesiknx BapiaHTax 3aincHeHHs X4 asnse coboto Cys, (D)Cys abo anbda-MeCys.

Y pesikux BapiaHTax 3aiicHeHHs X4 asnsie coboto (D)Pen, Pen abo Pen(cynbdokena).

Y pesknx BapiaHTax 3aiicHeHHs X4 saensie coboto Pen. Y aesakmx BapiaHTax 34iicHeHHS X4 aBnsie coboto
Abu.

Y pesikux BapiaHTax 3giicHeHHs1 X9 aBnsie coboto Cys, (D)Cys abo anbda-MeCys.

Y pesikux BapiaHTax 3giicHeHHs X9 aBnsie coboto Pen abo (D)Pen.

Y pesiknx BapiaHTax 3aincHeHHsa X9 sinsie coboto Pen.

Y pesikux BapiaHTax 3aificHeHHs1 X4 aBnisie coboto Pen, X9 siBnsie coboto Pen, a 3B'A30k siBnsie coboto
ancynb®igHUA 3B'A30K.

Y peskux BapiaHTax 3giicHeHHs X4 aBnse coboto Pen, X9 asnse coboro Cys, a 3B'A30k aBnse coboro
ancynb®igHUA 3B'A30K.

Y pesikux BapiaHTax 34incHeHHs X4 abo X9 asnse cobowo Abu; a 3B'a30k Mix X4 Ta X9 sBnse coboto
TioedipHMI 3B'A30K.

Y pesikux BapiaHTax 34incHeHHA X4 aBnsie coboro Abu, a X9 saBnsie coboto Cys, (D)Cys abo anbda-
MeCys. Y pesikux BapiaHTax 34ivicHeHHss X9 saBnsie coboto Pen abo (D)Pen. Y KOHKpeTHOMY BapiaHTi
3aincHeHHs X9 aBnisie coboto Pen. Y Ginbll KOHKpETHOMY BapiaHTi 3giicHeHHs X9 siBnse coboto Cys. Y
HanbinbLL KOHKPETHOMY BapiaHTi 34iicHeHHs1 X4 siBnsie coboto Abu, a X9 asnsie coboto Cys.

Y peskux BapiaHTax 3giicHeHHst X4 aBnsie coboto Abu, X9 aensie coboto Cys abo Pen, a 3B'A30k ABNse
coboto TioedipHMIA 3B'A30K.

Y pesikux BapiaHTax 3giicHeHHs X4 sBnse coboto Abu, X9 sBnsie coboto Cys, a 3B'A30K siBNse coboro
TioedipHMI 3B'A30K.

Y Aesikux BapiaHTax 34iNCHEHHS NenTUAHWM iHriGiTop MICTUTE aMiHOKMCNOTHY MOCAIQOBHICTE hOpMynun
(lla), (1ib) abo (llc):

Pen-X5-X6-X7-X8-Pen-X10-X11-X12-X13-X14-X15-X16 (lla),

Abu-X5-X6-X7-X8-Cys-X10-X11-X12-X13-X14-X15-X16 (lIb) abo

Abu-X5-X6-X7-X8-Pen-X10-X11-X12-X13-X14-X15-X16 (llc),

ae X5-X8 ta X10-X14 igeHTnuHi onucanmm ans cdopmynu (1); X15 asnsie coboro His, (D)His, 3amiweny
abo HeszamiweHy His, 2Pal, 3Pal abo 4Pal, X16 aBnsie coboto Gyab-siky amiHokucnoTy; abo X15 saBnse
coboto byab-sKy amiHokMcnoTy, X16 siBnse coboto Sarc; a nenTuaHuUi iHribIiTop UMKMI3yeTbca 3a 4OMOMOroH
ancynbdigHoro 3B'a3ky Pen-Pen; abo nenTngHui iHribiTop LMKNisyeTbCsl 3a 4ONOMOror TioedipHOro 3B'A3ky
Abu-Cys abo Abu-Pen.

Y pesiknx BapiaHTax 3ginicHeHHst X15 aBnsie coboto 2Pal, 3Pal abo 4Pal, a X16 siBnse coboto 6yab-siky
aMiHOKMCNOoTY.

Y pesikux BapiaHTax 3aiicHeHHs X15 sBnse coboro 6yab-sKy amiHOKMCIOTY, a X16 aBnse coboto Sarc.

Y pesikmx BapiaHTax 3dincHeHHA X15 aBnde cobol Oyab-aKy amiHokucnoTy, a X16 sBnge coboto
(D)NMeTyr.

Y peskux BapiaHTax 3giicHeHHs X15 gaBnsie cobot His abo 3MeHis; a X16 sBnde cobow 6yab-sKy
aMiHOKMCNOTY.

Y pesiknx BapiaHTax 3aiicHeHHs X5 siensie coboto Asn, Ser, Gln abo Glu.

Y pesiknx BapiaHTax 3aincHeHHsa X5 sensie coboto Asn abo Gin.

Y pesiknx BapiaHTax 3ficHeHHs X5 aBnsie coboto Asn. Y gesiknx BapiaHTax 3gincHeHHs X5 aBnsie coboto
Ser.

Y [Aesikux BapiaHTax 34iNCHEHHS NenTUAHWIA iHriGiTop MICTUTL aMiHOKMCIOTHY MOCNIAOBHICTE hOpMynn
(iha), (b)), (llic) abo (l1d):

Pen-Asn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-[Pal]-X16 (llla),

Pen-GIn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-[Pal]-X16 (llIb),

Abu-Asn-X6-X7-X8-Cys-X10-X11-X12-X13-X14-[Pal]-X16 (llic) abo

Abu-GIn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-[Pal]-X16 (llid),

ae X6-X8 ta X10-X14 igeHTnyHi onncannm ans dopmynu (1); Pal siBnse coboto 2Pal, 3Pal abo 4Pal; a
X16 aBnsae coboto 6yab-aKy amMiHOKUCNOTY;



pe 2Pal sisnsie coboto 2-nipnaun 3amiweHnn anatdid, 3Pal saense coboto 3-nipyaun 3amilieHnn anaHid, a
4Pal asnsie coboto 4-nipuann 3amillleHni anaHiH

O O O

N
= OH N OH AN OH

|

. | NH2 . | NH2 N =~ NH2
(2Pal), (3Pal) abo

(4Pal);

a NenTUAHWN iHribITOp LUMKNI3yeTbCA 3a AOMOMOro AncynbaigHoro 3s'a3ky Pen-Pen; abo 3a gonomoroto
TioedpipHoro 3B'a3ky Abu-Cys abo Abu-Pen.

Y Oeskux BapiaHTax 34iMCHEHHS NenTUAHWA iHriGiTOp MICTUTb aMiHOKMCIIOTHY MOCNIAOBHICTL hopMynun
(IvVa), (Ivb), (IVc), (IVd), (IVe), (IVf), (IVg) abo (IVh):

Pen-Asn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-X15-Sarc (IVa),

Pen-GIn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-X15-Sarc (IVb),

Abu-Asn-X6-X7-X8-Cys-X10-X11-X12-X13-X14-X15-Sarc (IVc),

Abu-GIn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-X15-Sarc (IVd),

Pen-Asn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-X15-(D)NMeTyr (IVe),

Pen-GIn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-X15-(D)NMeTyr (IVf),

Abu-Asn-X6-X7-X8-Cys-X10-X11-X12-X13-X14-X15-(D)NMeTyr (IVg) abo

Abu-GIn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-X15-(D)NMeTyr (IVh),

ae X6-X8 ta X10-X14 igeHTnyHi onucaHum ansa dpopmynu (1); X15 asnsie coboto 6yab-aKy amiHOKMCROTY;
a NenTUaHWM iHriGiTop LUMKMI3yeTbCAa 3a AONOMOrol AucynedigHoro 3B's3ky Pen-Pen; abo 3a ponomoroto
TioedpipHoro 3B's3ky Abu-Cys abo Abu-Pen.

Y peskux BapiaHTax 34iicHeHHs X6 asnsie coboro Thr.

Y Aesikux BapiaHTax 34iNCHEHHS NenTUAHWM iHriGiTop MICTUTE aMiHOKMCNOTHY MOCAIAOBHICTL POpMynun
(Va), (Vb), (Vc) abo (Vd):

Pen-Asn-Thr-X7-X8-Pen-X10-X11-X12-X13-X14-[Pal]-X16 (Va),

Pen-GIn-Thr-X7-X8-Pen-X10-X11-X12-X13-X14-[Pal]-X16 (Vb),

Abu-Asn-Thr-X7-X8-Cys-X10-X11-X12-X13-X14-[Pal]-X16 (Vc) abo

Abu-GIn-Thr-X7-X8-Pen-X10-X11-X12-X13-X14-[Pal]-X16 (Vd),

ae X7-X8 1a X10-X14 igeHTnyHi onucanmm ans cdopmynu (1); Pal aense coboto 2Pal, 3Pal abo 4Pal; a
X16 aBnsie coboto Oyab-siKy amiHOKMUCNOTY;

ae 2Pal sinsie coboto 2-nipyann 3amiweHun anaxid, 3Pal aBnsie coboto 3-nipuavn 3amilleHnin anaHid, a
4Pal aBnse coboto 4-nipugun 3amilleHnin anaHiu
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N
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X | NH, X | NH, N~ NH,
(2Pal), (3Pal) abo

(4Pal);

a NenTUOHWI iHribITOp UUKNI3yeTbCs 3a AoNoMoro ancynbdigHoro 3e's3ky Pen-Pen; abo 3a gonomoroto
TioedipHoro 3B'a3ky Abu-Cys abo Abu-Pen.

Y [Oesikux BapiaHTax 34iNCHEHHS NenTUAHWI iHriGiTop MICTUTE aMiHOKMCNOTHY MOCMIQOBHICTL dhopMynu
(Vle), (VIf), (VIg) abo (VIh):

Pen-Asn-Thr-X7-X8-Pen-X10-X11-X12-X13-X14-X15-Sarc (Vla),

Pen-GIn-Thr-X7-X8-Pen-X10-X11-X12-X13-X14-X15-Sarc (VIb),

Abu-Asn-Thr-X7-X8-Cys-X10-X11-X12-X13-X14-X15-Sarc (VIc),

Abu-GIn-Thr-X7-X8-Pen-X10-X11-X12-X13-X14-X15-Sarc (VId),

Pen-Asn-Thr-X7-X8-Pen-X10-X11-X12-X13-X14-X15-(D)NMeTyr (Vle),

Pen-GIn-Thr-X7-X8-Pen-X10-X11-X12-X13-X14-X15-(D)NMeTyr (VIf),

Abu-Asn-Thr-X7-X8-Cys-X10-X11-X12-X13-X14-X15-(D)NMeTyr (VIg) abo

Abu-GIn-Thr-X7-X8-Pen-X10-X11-X12-X13-X14-X15-(D)NMeTyr (Vih),

ae X7-X8 ta X10-X14 igeHTnyHi onucaHum anga popmynu (1); X15 asnsie coboro 6yab-aKy amiHOKUCIOTY;
a NenTUaHUR iHribiTop UMKNI3yeTbCa 3a JOMOMOro AucynbdigHoro 3s'A3ky Pen-Pen; abo 3a gonomorot
TioedipHoro 3B's3ky Abu-Cys abo Abu-Pen.



Y pesiknx BapiaHTax 3aiicHeHHs X8 aBnse coboro Gln, anbda-Me-Lys, anbda-MelLys(Ac), Lys(Ac) abo
Glu.

Y pesiknx BapiaHTax 3aincHeHHs X8 siensie coboto GIn. Y aeskmx BapiaHTax 3aincHeHHst X8 siBnsie coboto
Lys(Ac).

Y Oesikux BapiaHTax 34iMCHEHHS MenTUOHWA iHriGiTop MICTUTb aMiHOKMCITOTHY MOCNIAOBHICTL dhopMynun
(Vlla), (VIIb), (Vlic) abo (VIId):

Pen-Asn-Thr-X7-GIn-Pen-X10-X11-X12-X13-X14-[Pal]-X16 (Vlla),

Pen-GIn-Thr-X7-GIn-Pen-X10-X11-X12-X13-X14-[Pal]-X16 (VIIb),

Abu-Asn-Thr-X7-GIn-Cys-X10-X11-X12-X13-X14-[Pal]-X16 (Vlic) (SEQ ID NO:448) abo

Abu-GIn-Thr-X7-GIn-Pen-X10-X11-X12-X13-X14-[Pal]-X16 (VIId),

ae X7 1a X10-X14 igeHTnyHi onucanum ansa cdopmynu (1); Pal sense coboto 2Pal, 3Pal abo 4Pal; a X16
saBNsie coboto Oyab-sKy amiHOKUCIOTY;

pe 2Pal siensie coboto 2-nipnaun 3amiweHnn anaHid, 3Pal sensie coboto 3-nipnaun 3amilieHnn anaHid, a
4Pal asnsie coboto 4-nipuann 3amillleHnii anaHiH

O O O

N
= OH N OH | N OH

X | NH, X | NH, No NH,
(2Pal), (3Pal) abo
(4Pal);

a NnenTuaHWM iHriBITOp UMKNI3yeTbCa 3a 4ONOMOro AcynbdigHoro 3s'a3ky Pen-Pen; abo 3a gonomoroto
TioedpipHoro 3B'a3ky Abu-Cys abo Abu-Pen.

Y Aesikux BapiaHTax 34iNCHEHHS NenTUAHWUM iHriGiTop MICTUTE aMiHOKMCNOTHY MOCAIAOBHICTL OpMynun
(Vllla), (VIb), (Vllic), (VIId), (VIlle), (VIIf), (Vllig) abo (VIIIh):

Pen-Asn-Thr-X7-GIn-Pen-X10-X11-X12-X13-X14-X15-Sarc (Vllla),

Pen-GIn-Thr-X7-GIn-Pen-X10-X11-X12-X13-X14-X15-Sarc (VIlIb),

Abu-Asn-Thr-X7-GIn-Cys-X10-X11-X12-X13-X14-X15-Sarc (Vllic) (SEQ ID NO:449),

Abu-GIn-Thr-X7-GIn-Pen-X10-X11-X12-X13-X14-X15-Sarc (VIlid),

Pen-Asn-Thr-X7-GIn-Pen-X10-X11-X12-X13-X14-X15-(D)NMeTyr (Vllle) (SEQ ID NO:450),

Pen-GIn-Thr-X7-GIn-Pen-X10-X11-X12-X13-X14-X15-(D)NMeTyr (VIIIf) (SEQ ID NO:451),

Abu-Asn-Thr-X7-GIn-Cys-X10-X11-X12-X13-X14-X15-(D)NMeTyr (VIlig) (SEQ ID NO:452) a6o

Abu-GIn-Thr-X7-GIn-Pen-X10-X11-X12-X13-X14-X15-(D)NMeTyr (VIlIh) (SEQ ID NO:453),

ae X7 ta X10-X14 igeHTnyHi onucanum gna dopmynu (1); X15 asnse coboro 6yab-aKy aMiHOKMCNOTY; a
NenTUAHWM iHMBITOP LMKMi3yeTbCa 3a JonomMorow aucynbdigHoro 3e'a3ky Pen-Pen; abo 3a gonomoroto
TioedpipHoro 3B'a3ky Abu-Cys abo Abu-Pen.

Y pedkmx BapiaHTax 3giicHeHHs X10 gaBnse cobow Phe, Phe[4-(2-amiHoeTokcn)], Phe[4-(2-
aueTtunamiHoeTokecun)] abo Phe(4-CONHy).

Y peskux BapiaHTax 3giicHeHHs X10 sBnse cobotwo Phe[4-(2-amiHoeTokcn)] abo Phe[4-(2-
aueTunamiHoeTokeun)]. Y geskux BapiaHTax 3giicHeHHst X10 siBnsae coboto Phe[4-(2-amiHoeTokcn)].

Y [Aesikux BapiaHTax 34ilNCHEHHS NenTUAHWI iHriGiTop MICTUTE aMiHOKMCNOTHY MOCMIQOBHICTL dhopMynv
(IXa), (IXb), (IXc) abo (IXd):

Pen-Asn-Thr-X7-GIn-Pen-[F(4-2a€e)]-X11-X12-X13-X14-[Pal]-X16 (IXa) (SEQ ID NO:454),

Pen-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-X12-X13-X14-[Pal]-X16 (IXb) (SEQ ID NO:455),

Abu-Asn-Thr-X7-GIn-Cys-[F(4-2ae)]-X11-X12-X13-X14-[Pal]-X16 (1Xc) (SEQ ID NO:456) abo

Abu-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-X12-X13-X14-[Pal]-X16 (IXd) (SEQ ID NO:457),

ae X7 T1a X11-X14 igeHtTndHi onucaHum ansa copmynm (I); F(4-2-ae) sBnse cobow Phe[4-(2-
amiHoeTokem)]; Pal siBnsie coboto 2Pal, 3Pal abo 4Pal; a X16 sBnsie coboto 6yab-aKy amiHOKUCIOTY;

ae 2Pal sinsie coboto 2-nipyann 3amiweHun anaxid, 3Pal aBnsie coboto 3-nipuann 3amileHnin anaHi, a
4Pal asnsie coboto 4-nipuann 3amilleHnii anaHiH

\
/

OH N OH | OH

(2Pal), (3Pal) abo
(4Pal);



a NenTUAHWM iHriBITOp UMKNI3yeTbCa 3a 4ONOMOro AMcynbdigHoro 3s8'a3ky Pen-Pen; abo 3a gonomoroto
TioedpipHoro 3B'a3ky Abu-Cys abo Abu-Pen.

Y Oeskux BapiaHTax 34iIMCHEHHS NenTUAHWA iHriGiToOp MICTUTb aMiHOKMCIIOTHY MOCNIAOBHICTL hopMynun
(Xa), (Xb), (Xc), (Xd), (Xe), (Xf), (Xg) abo (Xh):

Pen-Asn-Thr-X7-GIn-Pen-[F(4-2a€e)]-X11-X12-X13-X14-X15-Sarc (Xa) (SEQ ID NO:458),

Pen-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-X12-X13-X14-X15-Sarc (Xb) (SEQ ID NO:459),

Abu-Asn-Thr-X7-GIn-Cys-[F(4-2a€)]-X11-X12-X13-X14-X15-Sarc (Xc) (SEQ ID NO:460),

Abu-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-X12-X13-X14-X15-Sarc (Xd) (SEQ ID NO:461),

Pen-Asn-Thr-X7-GIn-Pen-[F(4-2a€e)]-X11-X12-X13-X14-X15-(D)NMeTyr (Xe) (SEQ ID NO:462),

Pen-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-X12-X13-X14-X15-(D)NMeTyr (Xf) (SEQ ID NO:463),

Abu-Asn-Thr-X7-GIn-Cys-[F(4-2ae)]-X11-X12-X13-X14-X15-(D)NMeTyr (Xg) (SEQ ID NO:464) abo

Abu-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-X12-X13-X14-X15-(D)NMeTyr (Xh) (SEQ ID NO:465),

ae X7 Tta X11-X14 igeHTndHi onucaHum ansa copmynun (I); F(4-2-ae) sasnse coborwo Phe[4-(2-
amiHoeTokcu)]; X15 aBnsie cobow Oyab-AKy amiHOKACNOTY; a NenTMaAHWA iHribiTop UMknidyeTbca 3a
gonomoroto aucynbdigHoro 3e'a3ky Pen-Pen; abo 3a gonomoroto TioedpipHoro 3B'a3ky Abu-Cys abo Abu-
Pen.

Y gesikux BapiaHTax 3gincHeHHs X12 aBnsie coboto 4-amiHo-4-kapbokeu-teTparigponipaH (THP), anbda-
MelLys, anbda-MelLeu, Ala, unknorekcun-Ala, Lys abo Aib.

Y pesikux BapiaHTax 3gincHeHHs X12 aBnsie coboto 4-amiHo-4-kapbokeu-teTparigponipaH (THP), anbda-
MeLys abo anbda-MeLeu.

Y pesikmux BapiaHTax 3aincHeHHA X12 aBnde coboto anbda-Meleu. Y geskux BapiaHTax 3gincHeHHs X12
sBnsie cobotro THP.

Y pesikmx BapiaHTax 3gincHeHHst X13 saBnsie coboto Aib, Glu, Cit, GIn, Lys(Ac), anbda-MeArg, anbda-
MeGilu, anbha-MelLeu, anbca-Melys, anbda-Me-Asn, anbca-MeLys(Ac), Dab(Ac), Dap(Ac), romo-Lys(Ac),
Lys, nerinboBaHy Lys, b-romo-Glu abo Lys(Y2-Ac); oe Y2 asnse coboto 6yab-aKy amiHOKMCNOTY. Y Oesdkmx
BapiaHTax 3ginicHeHHs1 X13 aBnse coboto Aib, Glu, Cit, GIn, Lys(Ac), anbda-MeArg, anbda-MeGlu, ansda-
MeLys, anbda-Me-Asn, anbda-MeLys(Ac), Dab(Ac), Dap(Ac), romo-Lys(Ac), Lys abo b-romo-Glu.

Y pesikux BapiaHTax 3givicHeHHs1 X13 siBnsae coboto Glu, Gin, Lys(Ac) abo Lys.

Y pesikux BapiaHTax 3giicHeHHs1 X13 siBnse coboto Lys(Ac) abo Lys.

Y pesiknx BapiaHTax 3gincHeHHs X13 aBnse coboto Lys(Ac). Y aesknx BapiaHTax 3gincHeHHs X13 aBnse
coboto Glu.

Y [Aesikux BapiaHTax 34iNCHEHHS NenTUAHWI iHriGiTop MICTUTE aMiHOKMCNOTHY MOCMIAOBHICTL dhopMynu
(XIa), (XIb), (Xlc) abo (XId):

Pen-Asn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-X14-[Pal]-X16 (Xla) (SEQ ID NO:466),

Pen-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-X14-[Pal]-X16 (XIb) (SEQ ID NO:467),

Abu-Asn-Thr-X7-GIn-Cys-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-X14-[Pal]-X16 (Xlc) (SEQ ID NO:468) abo

Abu-GIn-Thr-X7-GIn-Pen-[F(4-2a¢e)]-X11-[a-MeLeu]-Lys(Ac)-X14-[Pal]-X16 (XId) (SEQ ID NO:469),

ae X7, X11 T1a X14 igeHTuuHi onucaHum pana cdopmynu (I); F(4-2-ae) asnse coboto Phe[4-(2-
amiHoeTokcu)]; Pal aBnsie coboto 2Pal, 3Pal abo 4Pal; a X16 aBnsie coboto Oyab-aKy aMiHOKUCNOTY;

ae 2Pal siensie coboto 2-nipnann 3amiweHun anaxid, 3Pal siBnsie coboto 3-nipuann 3amileHnin anaxi, a
4Pal asnsie coboto 4-nipuann 3amilleHnii anaHiH
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(2Pal), (3Pal) abo
(4Pal);

a NenTUAHWM iHriBITOp LMKNI3yeETbCA 3a AOMOMOroK AncynbgigHoro 3s'a3ky Pen-Pen; abo 3a gjonomoroto
TioedpipHoro 3B'a3ky Abu-Cys abo Abu-Pen.

Y [Oesikux BapiaHTax 34iNCHEHHS NenTUAHWI iHriGiTop MICTUTE aMiHOKMCNOTHY MOCMIQOBHICTL hOpMynu
(Xlla), (XIIb), (Xllc), (XIId), (Xlle), (XIIf), (XIlg) abo (XIIh):

Pen-Asn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-X14-X15-Sarc (Xlla) (SEQ ID NO:470),

Pen-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-X14-X15-Sarc (XlIb) (SEQ ID NO:471),

Abu-Asn-Thr-X7-GIn-Cys-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-X14-X15-Sarc (XlIc) (SEQ ID NO:472),

Abu-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-X14-X15-Sarc (Xlld) (SEQ ID NO:473),

Pen-Asn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-X14-X15-(D)NMeTyr  (Xlle) (SEQ ID
NO:474),

Pen-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-X14-X15-(D)NMeTyr  (XIIf) (SEQ ID



NO:475),

Abu-Asn-Thr-X7-GIn-Cys-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-X14-X15-(D)NMeTyr  (Xllg) (SEQ ID
NO:476) abo

Abu-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-X14-X15-(D)NMeTyr ~ (XIlh) (SEQ ID
NO:477),

ae X7, X11 ta X14 igeHTuuHi onucanum pans dopmynu (1); F(4-2-ae) siBnse coboto Phe[4-(2-
amiHoeTokcn)]; X15 saBnde cobow Oyab-AKy amMiHOKMCMNOTY; a NenTuaHWiA iHribiTop uuMknidyetbcs 3a
gonomoroto gucynbdigHoro 3e'sisky Pen-Pen; abo 3a gonomoroto TioedipHoro 3B'sisaky Abu-Cys abo Abu-
Pen.

Y peskux BapiaHTax 3aivicHeHHs X14 asnde coboto Asn, 2-Nap, Aib, Arg, Cit, Asp, Phe, Gly, Lys, Leu,
Ala, (D)Ala, 6eta-Ala, His, Thr, n-Leu, GIn, Ser, (D)Ser, Tic, Trp, anbta-MeGIn, anbca-MeAsn, anbda-
MeLys(Ac), Dab(Ac), Dap(Ac), romo-Lys(Ac) abo Lys(Ac). Y peskux BapiaHTax 3gincHeHHa X14 sasnse
coboto Asn, 2-Nap, Aib, Arg, Cit, Asp, Phe, Gly, Lys, Ala, (D)Ala, 6eta-Ala, His, Thr, GIn, Ser, (D)Ser, Tic,
Trp, anbda-MeGIn, anba-MeAsn, anba-MeLys(Ac), Dab(Ac), Dap(Ac), romo-Lys(Ac) abo Lys(Ac).

Y peskux BapiaHTax 34incHeHHs X14 sansie coboto Asn.

Y Oeskux BapiaHTax 34iMCHEHHS1 NenTUOHWA iHriGiTop MICTUTb aMiHOKMCIIOTHY MOCNIAOBHICTE dhopMynun
(Xlla), (XIb), (Xllic) abo (XIIid):

Pen-Asn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-[Pal]-X16 (Xllla) (SEQ ID NO:478),

Pen-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-[Pal]-X16 (XllIb) (SEQ ID NO:479),

Abu-Asn-Thr-X7-GIn-Cys-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-[Pal]-X16 (XllIc) (SEQ ID NO:480) abo

Abu-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-[Pal]-X16 (XIlld) (SEQ ID NO:481),

ae X7 ta X11 igeHTnyHi onucanmm ansa cdopmynm (1); F(4-2-ae) asnse coboro Phe[4-(2-amiHoeToken)];
Pal aBnsie coboto 2Pal, 3Pal abo 4Pal; a X16 saBnae coboto 6yab-gKy aMiHOKMCNOTY; @ NENTUAHMNA iHribiTop
LMKII3yeTbCsa 3a JONMOMOrot aucynbdigHoro 38'a3ky Pen-Pen; abo 3a gonomoroto TioedipHoro 3B's3ky Abu-
Cys abo Abu-Pen.

Y Aesikux BapiaHTax 34iNCHEHHS NenTUAHWM iHrGiTop MICTUTE aMiHOKMCNOTHY MOCAIAOBHICTL POpMynun
(XIva), (XIVb), (XIVc), (XIVd), (XIVe), (XIVf), (XIVg) abo (XIVh):

Pen-Asn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-X15-Sarc (XIVa) (SEQ ID NO:482),

Pen-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-X15-Sarc (XIVb) (SEQ ID NO:483),

Abu-Asn-Thr-X7-GIn-Cys-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-X15-Sarc (XIVc) (SEQ ID NO:484),

Abu-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-X15-Sarc (XIVd) (SEQ ID NO:485),

Pen-Asn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-X15-(D)NMeTyr  (XIVe) (SEQ ID
NO:486),

Pen-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-X15-(D)NMeTyr  (XIVf) (SEQ ID
NO:487),

Abu-Asn-Thr-X7-GIn-Cys-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-X15-(D)NMeTyr  (XIVg) (SEQ ID
NO:488) abo

Abu-GIn-Thr-X7-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-X15-(D)NMeTyr  (XIVh) (SEQ ID
NO:489),

ae X7 ta X11 igeHTuyHi onucanmm ansa cgopmynu (1); F(4-2-ae) asnsie coboro Phe[4-(2-amiHoeTokeu)];
X15 saBnsie cobot Oyob-AKy amMiHOKMCMNOTY; a NenTUAHWA iHribITOp UMKMi3yeTbCa 3a AOMOMOroH
ancynbdigHoro 3B's3ky Pen-Pen; abo 3a gonomoroto TioedipHoro 3B'a3ky Abu-Cys abo Abu-Pen.

Y pesikux BapiaHTax 34iicHeHHs1 X7 siBnsie coboto He3amilleHy Trp.

Y peskux BapiaHTax 34iicHeHHst X7 aBnsie coboto Trp, 3amilleHy LiaHOorpynoto, ranorpynoto, ankinbHOK
rpynoto, ranoarnkinbHOW Fpyrnoto, MiApPOKCUITbHOK rpynoto abo ankokcurpynot; a X11 igeHTu4Ha onucaHin
anst opmynu (1).

Y peskux BapiaHTax 34inicHeHHs1 X7 aBnsie coboro Trp, 3amillleHy LiaHorpyno, ranorpynoto, ankinbHo
rpynoto, ranoarnkinbHOK rpyroto, rigpPOKCUITbHOK TPyno abo ankoKCUrpynot; a 3aMillleHHs] 3HaxOAMTbCS B
4,5, 6 abo 7 NONOXEHHi.

Y peskux BapiaHTax 3fiicHeHHst X7 aBnsie coboto Trp, 3amiwieHy uiaHorpynoto, F, Cl, Br, I, Me, Et, i-Pr,
n-Pr, n-Bu, t-Bu, CF3, rigpokcunsHoto rpynoto, OMe abo OEt; a 3amiweHHa 3Haxoautbes B 4, 5, 6 abo 7
MOMOXEHHI.

Y poesiknx BapiaHTax 34iicHeHHs X7 siBnsie coboto Trp, 3amiweny 5-F, 6-F, 7-F, 5-Cl, 6-Cl, 7-Cl, 5-Me, 6-
Me, 7-Me, 5-OH, 6-OH, 7-OH, 5-OMe, 6-OMe a6o 7-OMe.

Y pesikux BapiaHTax 3giicHeHHs X7 sBnsie coboto Trp, 3amiweHy 7-Me, 5-F, 7-F, 6-Cl, 6-Me, 4-Me, 5-Me
abo 5-Br.

Y pesiknx BapiaHTax 34ilcHeHHs X7 siBnsie coboto Trp, 3amiweHny 7-Me, 6-Me, 4-OMe abo 6-Cl.

Y gesiknx BapiaHTax 34incHeHHsa X7 sienisie coboto Trp, 3amilieHy 7-Me.

Y peskux BapiaHTax 3giicHeHHs X7 aBnse coboto Trp, 3amilieHy (PEeHinbHOK rpynoto, 3amilleHo
dEeHiNbHO rpynoto abo TiEHINBHOW rPYMoko.

Y peskux BapiaHTax 3aincHeHHs1 X7 siBnisie coboto Trp, 3amillleHy LiaHOrpynoto, ranorpynoto, ankinbHO
rpynoto, ranoankinbHO rpyrnoto, rigpoKCUINBHOK rPYNo, ankoKCUrpynow, OeHinbHOK rpynoto, 3aMillleHo



eHinbHO rpynoto abo TiEHINbHO rPynoto.

Y peskux BapiaHTax 3aiicHeHHs X7 aBngae coboto Trp, 3amilleHy i) peHinbHO rpynoto, He3amilleHo
abo 3aMilleHOoo LiaHOrpynoto, ranorpynoto, ankinbHOK rpynoto, ranoarnkinbHOW rpynok, apuribHOK rpynoto,
riJPOKCUITBHOIO TPYMOH0, arnkoKCUIpynow abo ranoankokcurpynoto; abo ii) TIEHINBHOK rpynoto.

Y peskunx BapiaHTax 3giicHeHHs X7 aBnsie coboto Trp, 3amiweHy eHinbHOW rpynoto, HesamilleHo abo
3amiweHoto Me, Et, n-Pr, i-Pr, t-Bu, OMe, OEt, CI, F, CF3, OCF3, deHinbHOW rpynot, 3amilieHow
deHinbHO rpynoo abo aMmiHOrpymnoto.

Y pesikux BapiaHTax 3gificHeHHs X7 aBnsie coboto Trp, 3amiweHny 7-Me. Y geskux BapiaHTax 34iiCHEHHS
X7 siBnsie coboto Trp, 3amiweHny 7-Ph.

Y Oeskux BapiaHTax 34iIMCHEHHS NenTUAHWA iHriGiTOp MICTUTb aMiHOKMCIIOTHY MOCNIAOBHICTL hopMynun
(XVa), (XVb), (XVc) abo (XVd):

Pen-Asn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-[Pal]-X16  (XVa) (SEQ ID

NO:490),

Pen-GIn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-[Pall-X16  (XVb) (SEQ ID
NO:491),

Abu-Asn-Thr-[W(7-Me)]-GIn-Cys-[F(4-2ae)]-X11-[a-MelLeu]-Lys(Ac)-Asn-[Pal]-X16 (XVc) (SEQ ID
NO:492) a6o

Abu-GIn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-[Pal]-X16  (Xvd) (SEQ ID
NO:493),

ae X11 igeHTnyHa onucaHin ana dopmynu (1); F(4-2-ae) asnsie coboto Phe[4-(2-amiHoeTokcw)]; Pal
saBnse coboto 2Pal, 3Pal abo 4Pal; a X16 saBnse coboto Gyab-aKy amiHOKMCNOTY; a NenTuaHWi iHribiTop
LMKNI3YETbCS 3a AONOMOro aucynedigHoro 3B'a3ky Pen-Pen; abo 3a gonomoroto TioecpipHoro 3B'a3ky Abu-
Cys abo Abu-Pen.

Y Aesikux BapiaHTax 34iNCHEHHS NenTUAHWM iHriGiTop MICTUTE aMiHOKMCNOTHY MOCAIAOBHICTL POpMynun
(XVla), (XVIb), (XVIc), (XVId), (XVle), (XVIf), (XVIg) abo (XVIh):

Pen-Asn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-X15-Sarc  (XVla) (SEQ ID
NO:494),

Pen-GIn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-X15-Sarc  (XVIb) (SEQ ID

NOX?}?—ASﬂ—ThF[\/V(?—Me)]—GIn—Cys—[F(4-2ae)]-X11-[0(-MeLeu]—Lys(Ac)—Asn-XlS—Sarc (XVIlc) (SEQ ID

NO.,:gg)—’GIn—Thr—[\N(%Me)]—GIn—Pen—[F(4-2ae)]—X11—[cx-MeLeu]—Lys(Ac)-Asn—XlS—Sarc (Xvid) (SEQ ID

NO.gzzzAsn—Thr—[\N(?—Me)]—GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-XlS-(D)NMeTyr (XVle) (SEQ ID

NO.;2?1)—’(3In—Thr—[\N(?—Me)]—GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-X15-(D)NMeTyr (XVIf) (SEQ ID

:ZE\E?;A%n—Thr—[\/V(%Me)]—GIn-Cys-[F(4-2ae)]-Xll-[a-MeLeu]-Lys(Ac)-Asn-XlS-(D)NMeTyr (XVIg) (SEQ ID
: abo

Abu-GIn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-X11-[a-MeLeu]-Lys(Ac)-Asn-X15-(D)NMeTyr (XVIh) (SEQ ID
NO:501),

ae X11 igeHTudHa onucaHin gna dopmynu (1); F(4-2-ae) siBnse coboto Phel[4-(2-amiHoeTokcn)]; X15
aBnsie coboto Oyab-siky aMiHOKMCMOTY; a NenTUOHWUIA iHriGiTop LMKNI3yeTbCA 3a AONOMOrol AMCYnbgigHOro
3B'A3ky Pen-Pen; abo 3a gonomoroto TioedgipHoro 38'a3ky Abu-Cys abo Abu-Pen.

Y peskunx BapiaHTax 3gincHeHHs X11 aense coboto 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-
anmeTokcn) abo 1-Nal.

Y pesiknx BapiaHTax 3gincHeHHsa X11 aensae coboto 2-Nal abo 1-Nal.

Y pesiknx BapiaHTax 3gincHeHHs X11 saensae coboto 2-Nal.

Y Oeskux BapiaHTax 34iIMCHEHHS MenTUOHWA iHriGiTOp MICTUTH aMiHOKMCITOTHY MOCNIAOBHICTL dhopMynun
(XVlla), (XVIIb), (XVIIc) abo (XVIId):

Pen-Asn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-[2-Nal]-[a-MeLeu]-Lys(Ac)-Asn-[Pal]-X16 (XVlla) (SEQ ID
NO:502),

Pen-GIn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-[2-Nal]-[a-MeLeu]-Lys(Ac)-Asn-[Pal]-X16 (XVIIb) (SEQ ID
NO:503),

Abu-Asn-Thr-[W(7-Me)]-GIn-Cys-[F(4-2ae)]-[2-Nal]-[a-MeLeu]-Lys(Ac)-Asn-[Pal]-X16 (XVlic) (SEQ ID
NO:504) abo

Abu-GIn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-[2-Nal]-[a-MeLeu]-Lys(Ac)-Asn-[Pal]-X16 (XVIId) (SEQ ID
NO:505),

ae F(4-2-ae) sBnge coboro Phel[4-(2-aminoeTokem)]; Pal aBnsie coboto 2Pal, 3Pal abo 4Pal; a X16 agnsie
coboto Byab-AKy aMiHOKMCIOTY; a NeNTUOHUA IHriBITOP LUKNI3yeTbCsl 3a AOMOMOroK AMCYIbigHOrO 3B'A3KY
Pen-Pen; abo 3a gonomoroto TioedipHoro 3e'a3ky Abu-Cys abo Abu-Pen.

Y Oeskux BapiaHTax 34iIMCHEHHS NenTUAHWA iHriGiTop MICTUTb aMiHOKMCIIOTHY MOCNIAOBHICTL hopMynun



(XVllla), (XVIIIb), (XVIlIc), (XVIIId), (XVllle), (XVIIIf), (XVIIIg) abo (XVIIIh):

Pen-Asn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-[2-Nal]-[a-MeLeu]-Lys(Ac)-Asn-X15-Sarc (XVllla) (SEQ ID
NO:506),

Pen-GIn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-[2-Nal]-[a-MeLeu]-Lys(Ac)-Asn-X15-Sarc (XVIIIb) (SEQ ID
NO:507),

Abu-Asn-Thr-[W(7-Me)]-GIn-Cys-[F(4-2ae)]-[2-Nal]-[a-MeLeu]-Lys(Ac)-Asn-X15-Sarc (XVllic) (SEQ ID
NO:508),

Abu-GIn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-[2-Nal]-[a-MeLeu]-Lys(Ac)-Asn-X15-Sarc (XVIlid) (SEQ ID
NO:509),

Pen-Asn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-[2-Nal]-[a-MeLeu]-Lys(Ac)-Asn-X15-(D)NMeTyr (XVllle)
(SEQ ID NO:510),

Pen-GIn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-[2-Nal]-[a-MeLeu]-Lys(Ac)-Asn-X15-(D)NMeTyr (XVIIIf) (SEQ
ID NO:511),

Abu-Asn-Thr-[W(7-Me)]-GIn-Cys-[F(4-2ae)]-[2-Nal]-[a-MeLeu]-Lys(Ac)-Asn-X15-(D)NMeTyr (XVlllg)
(SEQ ID NO:512) a6bo

Abu-GIn-Thr-[W(7-Me)]-GIn-Pen-[F(4-2ae)]-[2-Nal]-[a-MeLeu]-Lys(Ac)-Asn-X15-(D)NMeTyr (XVIlIh)
(SEQ ID NO:513),

ne F(4-2-ae) aBnsie cobot Phe[4-(2-amiHoeTokcn)]; X15 gaBnsie coboro Oyab-AKy amiHOKMCNOTY; a
NenTUAHWA iHMBITOP LMKMi3yeTbCcA 3a QonomMorol AucyrnbgigHoro 3B'sisky Pen-Pen; abo 3a gonomoroto
TioedipHoro 3B'a3ky Abu-Cys abo Abu-Pen.

Y pesikux BapiaHTax 3gincHeHHa X15 aBngae coboro 2Pal, 3Pal, 4Pal, His, (D)His, Lys, (D)Lys, Leu,
(D)Leu, 2-Quin a6o 3-Quin.

Y peskux BapiaHTax 3aivicHeHHs X15 ssnge coboto 3Pal, 4Pal, His, (D)His, (D)Lys abo (D)Leu.

Y peskux BapiaHTax 3aivicHeHHss X15 ssnse coboto 3Pal, His, (D)Lys abo (D)Leu.

Y pesiknx BapiaHTax 3gincHeHHa X15 asnse coboto His.

Y pesiknx BapiaHTax 3gincHeHHs X15 asnsae coboto 3Pal.

Y pesakux BapiaHTax 34iiCHeHHSA X16 BiaCyTHS.

B ogHOMY KOHKpeTHOMY BapiaHTi 34iMCHEeHHA X3 BiACYTHS.

Y pesikux BapiaHTax 3giicHeHHss W(7-Me) 3amiwena W(7-Ph) BigHocHo doopmyn (XVa)-(XVIlIh).

Y pesikmx BapiaHTax 3aiicHeHHa W(7-Me) 3amiweHa W abo HesamiweHoto Trp BigHocHO chopmyn (XVa)-
(XVIIh).

Y pesknx BapiaHtax 3gincHeHHs Gin 3amiweHna Lys(Ac) sBigHocHo dopmyn (Vila)-(XVIIIh).

Y pesikux BapiaHTax 3aivicHeHHs aMeleu 3amiweHna THP sigHocHo chopmyn(Xla)-(XVIIih).

Y pesikux BapiaHTax 34iCHEHHS NENTUOHWUI iHMBITOP MICTUTL CTPYKTYPY hopmynu (Z):

R1-X-R2 (2)

abo rioro hapmaueBTUYHO NPUNHATHY Cinb, Ae

R?! aBnse coboto atom BoaHo, Ac, C1-C6-ankinbHy rpyny, C6-C12-apuneHy rpyny, C6-C12-apunbHy-C1-
C6-ankineHy rpyny, C1-C20-ankaHOinbHy rpyny, BKMOYalyM MNerinboBaHi BapiaHTu okpemo abo B SKOCTI
cnewvicepiB M OyOb-4uMm 3 NepepaxoBaHoro Bulle; X siBnsie o600 aMiHOKMCIOTHY NOCHiAOBHICTb (hOpMynu
(1), (1a), (Ib), (Ic), (Id) abo Byab-sikoi 3 popmyn (I1)-(XVIIId); a R? sense coboto OH, NH2 abo NHMe.

Y pesikux BapiaHTax 34iCHEHHS NENTUOHWUIA iHTBITOP MICTUTL CTPYKTYpPY chopmynu (Z):

R1-X-R? (Z)

abo 1oro hbapmaLeBTUYHO MPUAHATHY Cinb, Ae

R! aBnsie coboto aTtom BogHw, Ac, C1-C6-ankinbHy rpyny, C6-C12-apunbhy rpyny, C6-C12-apunbHy-C1-
C6-ankineHy rpyny, C1-C20-ankaHoinbHy rpyny, BKMOYalouM MerinboBaHi BapiaHTu okpemo abo B SKOCTI
cnewcepiB M OyAb-4uM 3 NepepaxoBaHoro BuLle; X ABnsie CO60 aMiHOKMCNOTHY MNOCHIAOBHICTb hopMynm
(), 6yab-siky 3 copmynu (I)-(XVIIld) abo amiHOKMCNOTHY MOCNIAOBHICTb, BU3Ha4YeHy B Tabnuui E1; a R?
aBnsie coboro H abo NHo.

Y peskux BapiaHTax 34iINCHEHHs MenTUOHWIA iHribiTop MicTUTL abo cknagaeTbCs 3 aMiHOKUCMOTHOI
nocnigosHocTi dopmynu (Z):

R1-X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-X16-R? (Z")

abo 1ioro hbapmaLeBTUYHO NPUAHATHY Cinb, Ae

R! aBnsie coboto aTtom BogHw, Ac, C1-C6-ankineHy rpyny, C6-C12-apunery rpyny, C6-C12-apunbHy-C1-
C6-ankineHy rpyny, C1-C20-ankaHOoinbHy rpyny, BKMOYalyM MerinboBaHi BapiaHTU okpemo abo B SIKOCTI
cnewicepiB Mix Oyab-4um 3 nepepaxoBaHoro Bulle; a R? asnsie coboto OH, NH2 a6o N(H)Me.

Y peskux BapiaHTax 34iACHEHHS NenTUAHWA iHribiTop MiCTUTL abo cknagaeTbcs 3 aMiHOKACIOTH
dopmynu (Z):

R1-X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-X16-R? (Z')

abo noro chapMmaLeBTUYHO NPURHSTHY Cinb, Ae

R aBnsie coboto aTtom BogHw, Ac, C1-C6-ankinbHy rpyny, C6-C12-apunbHy rpyny, C6-C12-apunbHy-C1-
C6-ankinebHy rpyny, C1-C20-ankaHoinbHy rpyny, BKJHOYaKuKM MErinboBaHi BapiaHTM OkpeMo abo B SAKOCTI
cnevicepiB Mixx Oyab-4um 3 nepepaxoBaHoro Bulle; a R? snse coboto H abo NHo2.



Y [eskux BapiaHTax 34iMCHEeHHA NenTMAHWW iHriGiTop MiCTUTL abo cknagaeTbCs 3 aMiHOKUCIOTHOI
nocnigosHocTi popmynu (Z):

R1-X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13-X14-X15-X16-R? (Z")

abo noro chapMaueBTUYHO NPURHSITHY Cinb, Ae

X3 BiacyTHs abo siensie coboro Oyab-saKy aMiHOKUCOTY;

X4 siBnsie coboto Abu, Cys, (D)Cys, anbda-MeCys, (D)Pen, Pen abo Pen(cynbdokeunn);

X5 aensie coboto Cit, Glu, Gly, 3amiweny Gly, Leu, lle, 6eta-Ala, Ala, Lys, Asn, Pro, Ser, anbda-MeGIn,
anbda-MeLys, anbda-MelLeu, anbga-MeAsn, Lys(Ac), anbda-MeLys(Ac), Dab(Ac), Dap(Ac), romo-Lys(Ac),
GIn abo Asp;

X6 saBngae coboto Thr, Aib, Asp, Dab, Gly, Pro, Ser, anbda-MeGIn, anbda-MelLys, anbga-Meleu,
anbda-MeAsn, anbda-MeThr, anbda-MeSer abo Val,

X7 aBnsae cobot HesamiweHy Trp abo Trp, 3amilleHy UiaHOrpynow, ranorpynoro, ankifbHOW rpynoto,
ranoankinbHOK rpynoto, rigpOKCUITbHOK rPYMNo0, ankoKCUrpyro, 3amilieHo abo He3aMilleHO apunbHOK
rpynoto abo 3amilieHo abo He3aMilLeHO reTepoapuribHOI0 rpymnoto;

X8 aBnsie coboto GIn, anbda-MeLys, anbda-MelLeu, anba-MeLys(Ac), 6eta-romo-GIn, Cit, Glu, Phe,
3amiweHy Phe, Tyr, Asn, Thr, Val, Aib, anbda-MeGlIn, aneda-MeAsn, Lys(Ac), Dab(Ac), Dap(Ac), romo-
Lys(Ac), 1-Nal, 2-Nal, Lys(b-Ala), Lys(Gly), Lys(6eH3un, Ac), Lys(bytun, Ac), Lys(isobyTtnn, Ac), Lys(nponin,
Ac) abo Trp;

X9 saBnsie coboto Abu, Cys, (D)Cys, anbda-MeCys, (D)Pen, Pen abo Pen(cynbcokecna);

X10 aBnsie coboto Tyr abo 3amiweHy Tyr, He3amiweHy Phe abo Phe, 3amilieHy ranorpynoto, ankinbHow0
rpynoto, ranoankifbHOI rpynoto, FiAPOKCUNBHOI FPYMO0, ankoOKCUIPYyMow, LiaHOrPynow, LMKIoankKinbHOK
rpynoto, kKapboKCUNbHOIO rPynoto, kKapbokcamMigHOK rpynoto, 2-aMiHOETOKCK abo 2-aueTnnamiHoeToKeu; Ta

X11 aBnse coboto 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-anmeTtoken), 2-Quin, 3-Quin, 1-Nal,
HesamiweHy Trp abo Trp, 3amiweHy LiaHOrpynoto, ranorpynoto, ankifibHOK rpynoto, ranoankinbHOK rpynoto,
riQPOKCUIBLHOLO rpynoto abo ankokcurpynoto;

X12 aende coboro 4-amiHo-4-kapbokcu-TeTparigponipaH (THP), Acve, anbda-Melys, anbda-Meleu,
anbga-MeArg, anbda-MePhe, anbda-MelLeu, anbca-Melys, anbda-MeAsn, anbda-MeTyr, Ala,
uuknorekcun-Ala, Lys abo Aib;

X13 aBnsie coboto 6yab-aKy amiHOKUCNOTY;

X14 aBnsie coboto Oyab-siKy amiHOKMUCNOTY;

Ta

i) X15 aBnsie coboto Oyab-aky amiHokucnoty kpim His, (D)His, 3amiweHoi abo He3amiweHoi His, 2Pal,
3Pal abo 4Pal; X16 sBnse cobotw Sarc, aMelLeu, (D)NMeTyr, His, (D)Thr, bAla, Pro abo (D)Pro; a
NenTUAHWIA iHriGITOP MICTUTL NOCNIAOBHICTb, BiAMIHHY Bif

Ac-[Abu]-QTWQC]-[Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-[Lys(Ac)]-NNPG-NHz;

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-NN-[Sarc]-NHz;

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[Sarc]-NH2; abo

Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Aib]-[bA]-NH2;

abo

i) X15 agnse coboto His, (D)His, 3amiweHy abo He3amiweHy His, 2Pal, 3Pal, 4Pal, 4-tpuason-Ala abo
5Pyal; a X16 BigcyTHa abo sBnse coboto (D)aMeTyr, (D)NMeTyr abo Oyab-siky amiHokMcnoTy kpim THP,
3amiweHoi abo HesamiweHoi Phe, 3amiweHoi abo He3amiweHoi (D)Phe, 3amiweHoi abo HesamiweHoi His,
3amilleHoi abo HesamiweHoi (D)His, 3amiweHoi abo He3zamiweHoi Trp, 3amiweHoi abo He3damiweHoi 2-Nal
abo N-3amiweHoi Asp; a cnonyka MIiCTUTb NOCNIAOBHICTb, BigMIHHY Big,

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-NHz;

ae 2Pal sinsie coboto 2-nipyann 3amiweHun anaxid, 3Pal aBnsie coboto 3-nipuann 3amileHunn anaHi, a
4Pal asnsie coboto 4-nipMann 3amilleHnii anaHix

O O O
N
= | OH N | OH | N OH
. NH, . NH, N _~ NH,
(2Pal), (3Pal) abo
(4Pal); Ta

5Pyal asnse coboto 5-nipumiguH 3amilleHnin anaHix:



NT OH

,Ta

ae X4 ta X9 ytBopiotoTb AncynbdigHun abo tioedipHuin 3B'a30K;

Ta

Ae NenTUOHWA iHridiTop NpurHidye 3B'A3yBaHHsA iHTepnenkiHy-23 (IL-23) 3 peuenTtopom IL-23.

Y Oeskux BapiaHTax 34iMCHEHHS NenTUAHUIA iHribiTop ABnsie coboto NenTuaHun iHriditop dpopmynu (Z'),
ae X4 abo X9 sensie coboro Cys, (D)Cys, anbga-MeCys, (D)Pen abo Pen; a 3B'A30k Mk X4 Ta X9 sBnsie
coboo ancynbdigHUM 3B'A30K. Y [OesdKMX BapiaHTax 34iMCHEHHs NenTuaHWA iHriGiTop sBnse coboto
nentTuaHun iHriditop dopmynn (Z'), ne X4 asnse coboto (D)Pen, Pen abo Pen(cynbdokena). Y aeskmx
BapiaHTax 34iNCHEHHA NenTUOHWA iHridiTop ABNsie cobol NenTuaHWN iHribiTop dopmynun (Z'), ae X4 sense
coboro Pen. Y peskux BapiaHTax 34iMCHEHHA nenTuaHwi iHribiTop sBnsie cobol NenTuoHURM iHriGiTop
dopmynu (Z'), ae X9 asnse coboto Pen abo (D)Pen. Y gesknx BapiaHTax 34iMCHEHHA NENTUAHWIA iHriGITOP
aBnse coboro nentuaHum iHribiTop dopmynu (Z'), ae X9 asnse coboto Pen. Y gesknx BapiaHTax 34iMCHEHHS
nenTUaHWM iHribiTop sBnae coboro nentTugHwi iHriGiTop dpopmynu (Z'), ae X4 asnse coboro Pen, X9 asnse
coboto Pen, a 38'a30k sBnse coboto gncynbdigHmi 3B8'a30k.

Y peskux BapiaHTax 3[iNCHEHHS NenTUOHWA iHribiTop siBNse coboo nenTugHwi iHriditop dopmynu (Z'),
e nenTuaHuM iHribiTop MicTUTL CTPYKTYPY cbopmynm (Z'):

R1-X3-Pen-X5-X6-X7-X8-Pen-X10-X11-X12-X13-X14-X15-X16-R? (Z'-A)

Ae NenTUOHWA iHridiTop UMKMI3yeTbCS 3a AONOMOroto aucynbdigHoro 3B'a3ky Pen-Pen.

Y peskux BapiaHTax 34iNCHEHHSA NENTUAHMWNA iHribiTop siBNsie coboto nenTuaHui iHridiTop dopmyn (Z')-(Z'-
A), oe X5 aBnse coboto Asn, Ser, GIn abo Glu. Y gesikux BapiaHTax 34iNCHEHHS NenTUAHWI iHriGiTop aBnse
coboto nentuaHum iHribiTop dopmyn (Z')-(Z'-A), ae X5 asnse coboto Asn.

Y peskux BapiaHTax 34iNCHEHHSA NeNTUAHMNA iHriBiTop aBnse coboto nenTuaHui iHribiTop dopmyn (Z')-(Z'-
A), oe nenTuaHUA iHribiTop MICTUTL CTPYKTYPY hopmynm (Z'):

R1-X3-Pen-Asn-X6-X7-X8-Pen-X10-X11-X12-X13-X14-X15-X16-R? (Z'-B)

Ae nenTuaHun iHribiTop LUKNI3yeTbCs 3a AONOMOrot ancynbdigHoro 3s'a3ky Pen-Pen.

Y peskux BapiaHTax 34iNCHEHHA NeNTUAHWNA iHriBiTop aBnse coboto nenTuaHuin iHribiTop dopmyn (Z')-(Z'-
B), oe X6 sBnse coboto Asp abo Tr. Y geskunx BapiaHTax 3AiIMCHEHHA NenTuAHWIA iHribiTop sBnNse coboto
NenTUAHWN iHribiTop dopmyn (Z')-(Z'-B), oe X6 asnse coboto Thr.

Y peskux BapiaHTax 34iNCHEHHSA NENTUAHMWNA iHribiTOp SABNsie coboto NenTuaHUi iHridiTop dopmyn (Z')-(Z'-
B), oe nenTnaHun iHribiTop MicTUTL CTPYKTYpY dhopmynu (Z'):

R1-X3-Pen-Asn-Thr-X7-X8-Pen-X10-X11-X12-X13-X14-X15-X16-R? (Z'-C)

Ae nenTuaHun iHribiTop UMKNi3yeTbCa 3a AoNomorot aucynbdigHoro 3s'a3ky Pen-Pen.

Y peskux BapiaHTax 34iNCHEHHSA NeNTUAHMNA iHriBiTop SBnse coboto nenTuaHuin iHribiTop dopmyn (Z')-(Z'-
C), ne X8 gaBnsie coboto GIn, anbda-Me-Lys, anbda-MeLys(Ac), Lys(Ac) abo Glu. ¥ geskux BapiaHTax
30INCHEHHS1 NeNTUAHUA iHriGiTop siBNsie coboto nenTuaHui iHriditop dopmyn (Z')-(Z'-C), oe X8 ssnsie coboro
Cit, Lys(Ac), Lys(6eHaun, Ac), Lys(6ytun, Ac), Lys(izobyTtun, Ac), Lys(nponin, Ac), GIn, 4-agamaHtun-Phe,
(4-AcNH)Phe abo Tyr. Y pgeskux BapiaHTax 34IMCHEHHS NenTUAHWA iHribiTop fABnse cobow nenTuaHun
iHridiTop cbopmyn (Z')-(Z'-C), ne X8 aensie coboto Lys(Ac).

Y pesikux BapiaHTax 34iNCHEHHSA NENTUAHMWA iHribiTOp siBNsie coboto nenTuaHUi iHridiTop dopmyn (Z')-(Z'-
C), be nenTUgHUA iHriGiTop MICTUTL CTPYKTYPY chopmynu (Z'):

R1-X3-Pen-Asn-Thr-X7-Lys(Ac)-Pen-X10-X11-X12-X13-X14-X15-X16-R? (Z'-D)

e nenTuaHui iHribiTop UMKNi3yeTbes 3a Aonomorot aucynbdigHoro 3s'a3ky Pen-Pen.

Y pesikux BapiaHTax 34iNCHEHHSA NENTUAHMWNA iHribiTop siBNse coboro nenTnaHun iHriditop dopmyn (Z')-(Z'-
D), ne X10 saBnse coboto Phe abo 3amiweHy Phe, Tyr abo 3amiweHy Tyr. Y gesikux BapiaHTax 34iiCHEHHS
nenTuaHWM iHribiTop aBnse cobot nentugHun iHriditop dpopmyn (Z')-(Z'-D), ae X10 saensie coboto Phe abo
3amiweHy Phe. Y geskux BapiaHTax 34iNCHEHHs NenTUOHWRA iHribiTop siBNse cobor nenTugHum iHribiTop
dopmyn (Z')-(Z'-D), ne X10 asnsie coboto Phe, Phe[4-(2-amiHoeToken)], Phe[4-(2-aueTunamiHoeTokcu)] abo
Phe(4-CONH2). Y peskux BapiaHTax 34iMCHEHHS NenTUAHWNA iHribiTop ABnse coboto nenTuaHum iHribiTop
dopmyn (Z')-(Z'-D), pe X10 aBnsae coboro Phe[4-(2-amiHoeTokcn)], abo Phe[4-(2-aueTunamiHoeTtokcn)]. Y
OesKnX BapiaHTax 34iiCHeHHS NenTuaHWK iHriGiTop aBnsie coboto nenTuaHum iHridiTop dopmyn (Z')-(Z'-D), ne
X10 gaBnsie coboto Phe[4-(2-amiHoeTokcH)].

Y peskux BapiaHTax 34iMCHEHHS NenTUAHWK iHriGiTop ABNsie cob6oto NnenTuaHWK iHriGiTop dopmyn (Z')-(Z'-
D), oe nenTuaHwui iHriGiTop MiCTUTL CTPYKTYPY hopmynu (Z'):

R1-X3-Pen-Asn-Thr-X7-Lys(Ac)-Pen-[F(4-2ae)]-X11-X12-X13-X14-X15-X16-R? (Z'-E) (SEQ ID NO:514)

ne F(4-2-ae) aBnsie coboro Phel[4-(2-amiHoeTOKCK)], @ NENTUOHUA iHMOITOP LMKITI3yETHCA 3@ 4OMOMOIOH



ancynbdigHoro 3B's3ky Pen-Pen.

Y peskux BapiaHTax 34iMCHEHH NenTUAHWK iHriGiTop ABNsie cob6oto nenTuaHWI iHriGiTop dopmyn (Z')-(Z'-
E), ne X11 gaBsnse coboi 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-gumeTtokcn) abo 1-Nal. Y
OesKMX BapiaHTax 34iiCHEHHSI NeNTUAHWIA iHriGiTop sSBNsie coboto nenTuaHun iHribitop dopmyn (Z')-(Z'-E), ne
X11 aBnsie coboto 2-Nal abo 1-Nal. Y gesikmx BapiaHTax 34iICHEHHSI MENTUOHWA iHriGITOp ABNsie coboto
nenTuaHun iHribitop dopmyn (Z')-(Z'-E), ae X11 siBnsie coboto 2-Nal.

Y gesikux BapiaHTax 34iMCHEHHS NeNTUAHWN iHriGiTop siBNsie coboto nenTuaHui iHriGitop dopmyn (Z')-(Z'-
E), Ae nenTngHui iHriGiTop MicTUTbL CTPYKTYPY chopmynm (Z'):

R1-X3-Pen-Asn-Thr-X7-Lys(Ac)-Pen-[F(4-2ae)]-[2-Nal]-X12-X13-X14-X15-X16-R? (Z-F) (SEQ ID
NO:515)

ne F(4-2-ae) asnse coboro Phel[4-(2-amiHoeTOKCK)], @ NEeNTUOAHUA iHrBITOP LMKMI3yeTbCA 3@ ONOMOrOH
ancynbdigHoro 3B's3ky Pen-Pen.

Y peskux BapiaHTax 34iNnCHEHHA NeNTUAHWNA iHribiTop aBnse coboro nenTnaHun iHriditop dopmyn (Z')-(Z'-
F), e X12 aBsnse coboto 4-amiHo-4-kapbokcn-TeTparigponipad (THP), anbda-Melys, anbda-MelLeu, Ala,
uuknorekcun-Ala, Lys abo Aib. Y pedkux BapiaHTax 34iMCHEHHs NenTuaHMK iHriGiTop gaBnse coboto
nenTUaHWN iHriditop dopmyn (Z')-(Z'-F), oe X12 asnse coboto 4-amiHo-4-kapbokcu-TeTparigponipan (THP),
Acpx, Acvc, anbga-MelLys abo anba-Meleu. Y gesiknx BapiaHTax 34iNCHEHHSA NenTUOHWA iHriGiTop siBNsiE
coboto nenTugHui iHribiTop dopmyn (Z')-(Z'-F), oe X12 asnsie coboto THP.

Y peskux BapiaHTax 34iNCHEHHS NENTUAHWN iHribiTOp ABnsie coboto NenTuaHUA iHridiTop dopmyn (Z')-(Z'-
F), Ae nenTugHwui iHridiTop MiCTUTL CTPYKTYpPY chopmynm (Z'):

R1-X3-Pen-Asn-Thr-X7-Lys(Ac)-Pen-[F(4-2ae)]-[2-Nal]-THP-X13-X14-X15-X16-R?> (Z-G) (SEQ ID
NO:516)

ae F(4-2-ae) aBnse coboto Phel[4-(2-amiHoeTokeK)], a nenTuaHui iHribiTop uuknisyeTsca 3a 4ONOMOro
avncynbdigHoro 38'a3ky Pen-Pen.

Y pedkux BapiaHTax 34iNCHEHHSA NeNTUAHMNA iHriBiTop SBnse coboto nenTuaHui iHribiTop dopmyn (Z')-(Z'-
G), oe X13 aensae coboto Aib, Glu, Cit, GIn, Lys(Ac), anbha-MeArg, anbda-MeGlu, anbca-MelLeu, anbda-
MeLys, anbga-Me-Asn, anbda-MeLys(Ac), Dab(Ac), Dap(Ac), romo-Lys(Ac), Lys abo b-romo-Glu. Y gesakux
BapiaHTax 34iNCHEHHS NenTUAHMA iHribiTop ABnse coboto nenTugHwi iHribiTop dopmyn (Z')-(Z'-G), ae X13
agnsie coboto Aib, Glu, Cit, GIn, Lys(Ac), anbda-MeArg, anbda-MeGlu, anbda-Melys, anbda-Me-Asn,
Anbda-MeLys(Ac), Dab(Ac), Dap(Ac), romo-Lys(Ac), Lys abo b-romo-Glu. Y gesikux BapiaHTax 34iiCHEHHS
NenTUAHWN iHriGiTop sABNsie coboto nenTuaHui iHridiTop dopmyn (Z')-(Z'-G), oe X13 sBnse coboto Glu, Gin,
Lys(Ac) abo Lys. Y gesikmx BapiaHTax 34iACHEHHS NenTUOHWIA iHribiTop ABnsie coboo NenTUOHWUNA iHriGiTop
dopmyn (Z')-(2'-G), pe X13 saBnge coboto anbda-metnn-Glu, Glu abo Lys(Ac). Y peskux BapiaHTax
30iACHEHHS NenTuAHWK iHribiTop aBnse cobotw nentugHwui iHribiTop dopmyn (Z')-(Z'-G), ae X13 asnse
coboto Glu.

Y peskux BapiaHTax 34iNCHEHHSA NeNTUAHWNA iHriBiTop SBnse coboto nenTuaHuim iHribiTop dopmyn (Z')-(Z'-
G), Ae nenTUaHWUN iHrBITOP MICTUTL CTPYKTYPY hopmynm (Z'):

R1-X3-Pen-Asn-Thr-X7-Lys(Ac)-Pen-[F(4-2ae)]-[2-Nal]-THP-Glu-X14-X15-X16-R?  (Z'-H) (SEQ ID
NO:517)

ae F(4-2-ae) saBnsie coboto Phel[4-(2-amiHoeTokcK)], @ NenTuaHUi iHribiTop UuKNi3yeTbca 3a 4OMOMOroH
ancynbdigHoro 3B'a3ky Pen-Pen.

Y peskux BapiaHTax 34iNCHEHHSA NENTUAHMWNA iHribiTop sABNse coboro NenTnaHWM iHriGiTop dopmyn (Z')-(Z'-
H), ne X14 siBnse coboto Asn, 2-Nap, Aib, Arg, Cit, Asp, Phe, Gly, Lys, Leu, Ala, (D)Ala, 6eta-Ala, His, Thr,
n-Leu, GlIn, Ser, (D)Ser, Tic, Trp, anbda-MeGIn, anbda-MeAsn, anbda-MeLys(Ac), Dab(Ac), Dap(Ac),
romo-Lys(Ac) abo Lys(Ac). Y gesiknx BapiaHTax 34iMCHEHHS NEeNTUAHWN iHribiTop siBnse coboto nenTugHun
iHribiTop cpopmyn (Z')-(Z2'-H), ne X14 asnse coboto Asn, 2-Nap, Aib, Arg, Cit, Asp, Phe, Gly, Lys, Ala, (D)Ala,
6eta-Ala, His, Thr, GIn, Ser, (D)Ser, Tic, Trp, ansda-MeGIn, anbca-MeAsn, anbda-MeLys(Ac), Dab(Ac),
Dap(Ac), romo-Lys(Ac) abo Lys(Ac). ¥ gesdkux BapiaHTax 34iNCHEHHSA MenTUAHWN iHribiTop aBnse coboto
nenTuaHun iHriditop dopmyn (Z')-(Z'-H), e X14 asnse coboto Asn.

Y pesikux BapiaHTax 34iNCHEHHSA NENTUAHMWA iHribiTOp sABNse cobo NenTnaHWN iHriGiTop dopmyn (Z')-(Z'-
H), oe nenTugHui iHriGiTop MiCTUTL CTPYKTYPY chopmynu (Z'):

R1-X3-Pen-Asn-Thr-X7-Lys(Ac)-Pen-[F(4-2ae)]-[2-Nal]-THP-Glu-Asn-X15-X16-R? (Z'-1) (SEQ ID NO:518)

ae F(4-2-ae) sBnsie coboto Phe[4-(2-amiHoeTokcK)], @ NenTUaHWA iHribiTop UUKNI3yeTbCa 3a 4ONOMOroH
ancynbdigHoro 3B's3ky Pen-Pen.

Y pesikux BapiaHTax 34iNCHEHHSA NENTUAHMWNA iHribiTop siBNsie coboto nenTuaHui iHridiTop dopmyn (Z')-(Z'-
1), ne X7 siBnse coboto Trp abo Trp, 3amilleHy ankinbHOW rpynot abo (EeHiNbHOK rPyMol; a 3aMilleHHsI
3HaxoauTbes B 4, 5, 6 abo 7 NONoXeHHi. Y Aesikux BapiaHTax 34iNCHEHHA NenTuaHun iHribitop siensge coboto
nenTuaHum iHriditop dopmyn (Z')-(Z'-1), ne X7 asnsie coboto Trp abo Trp, 3amiweHy Me, Et, i-Pr, n-Pr, n-Bu,
t-Bu abo (peHinbHOK0 rpynot; a 3amillieHHs 3HaxoauTbea B 4, 5, 6 abo 7 NONoXeHHi. Y Aeskux BapiaHTax
30INCHEHHST NeNTUAHWIA iHriGiTop siBNsie coboto nentnaHui iHribitop dopmyn (Z')-(Z'-1), e X7 aensie coboto
Trp abo Trp, 3amiweHy 5-Me, 6-Me, 7-Me, 5-cbeHin, 6-deHin abo 7-Ph. Y geskux BapiaHTax 34iMICHEHHSI
nenTuaHuM iHribiTop sBNse coboto nentTuaHum iHriGitop dopmyn (Z')-(Z'-1), ae X7 asngae coboro Trp abo Trp,



3amiweHy 7-Me, 6-Me abo 7-Ph. Y peskux BapiaHTax 34iNCHEHHs nenTuaHunm iHribitop sBnse coboto
nenTnaHun iHriditop dopmyn (Z')-(Z'-1), ne X7 asnse coboto Trp abo Trp, 3amiweHy 7-Me abo 7-Ph. Y
OesKnX BapiaHTax 34iMCHEHHS NenTUAHWN iHriGITop aBnse coboto nenTuaHui iHribitop copmyn (Z')-(Z'-1), ne
X7 siBnsie coboto Trp, 3amiweHy 7-Me.

Y Oesikux BapiaHTax 34iMCHEHHS NeNTUAHWN iHriGiTop siBNsie coboto nenTuaHui iHribiTop dopmyn (Z')-(Z'-
1), oe nenTuaHWI iHriGiTop MiCTUTL CTPYKTYPY dhopmynn (Z'):

R1-X3-Pen-Asn-Thr-[W(7-Me)]-Lys(Ac)-Pen-[F(4-2ae)]-[2-Nal]-THP-Glu-Asn-X15-X16-R? (Z'-J) (SEQ ID
NO:519)

ne F(4-2-ae) asnsie coboto Phe[4-(2-amiHoeTOKCcK)], @ NENTUAHMIA iHriOITOP LUMKMI3yeTbCA 3a A4OMNOMOroH
ancynbdigHoro 3B's3ky Pen-Pen.

Y pesdkux BapiaHTax 34iNCHEHHSA NeNTUAHWNA iHribiTop SBNsAe coboto nenTuaHui iHribiTop dopmyn (Z')-(Z'-
J), ne X3 BigcytHs abo aBnse coboto (D)Arg. Y pesikux BapiaHTax 34IMCHEHHS NenTUAHWRA iHribiTop aBnse
coboto nenTnaHum iHribitop dopmyn (Z')-(Z'-J), ae X3 BiacyTHA. Y Aeskunx BapiaHTax 34inCHEHHA NenTUaHWUN
iHribiTop siBNse coboto nentTuaHum iHriditop dopmyn (Z')-(Z'-J), oe X3 asnse coboto (D)Arg.

Y peskux BapiaHTax 34iNnCHEHHA NeNTUAHWNA iHribiTop sBNse coboto nenTnaHum iHribitop dpopmyn (Z')-(Z'-
J), oe nenTuaHum iHribiTop MiCTUTb CTPYKTYpPY chopmynu (Z'):

R1-Pen-Asn-Thr-[W(7-Me)]-Lys(Ac)-Pen-[F(4-2ae)]-[2-Nal]-THP-Glu-Asn-X15-X16-R2 (Z'-K) (SEQ ID
NO:520)

ae F(4-2-ae) agnsie coboto Phel[4-(2-amiHoeToKkcK)], a nenTugHui iHribiTop UUKNI3yeTbCa 3a JOMOMOroH
aucynbdigHoro 3B's3ky Pen-Pen.

Y peskux BapiaHTax 34iNCHEHHSA NeNTUAHWNA iHriBiTop aBnse coboto nenTuaHui iHribiTop dopmyn (Z')-(Z'-
J), oe X3 BigcytHa abo sBnsie coboto (D)Arg; X4 asnsae cobot Abu, Cys, (D)Cys, anbda-MeCys abo Pen;
X5 agnse coboto Ala, (anin)Gly, lle, Leu, Asn, Nle abo GIn; X6 ssnsge coboto Asp abo Thr; X7 sBnsde coboto
(7-metun)Trp, (4-F)-Trp abo Trp; X8 saBnsae cobow Cit, Lys(Ac), Lys(6ensun, Ac), Lys(bytun, Ac),
Lys(izobytun, Ac), Lys(nponin, Ac), GIn, 4-agamaHtun-Phe, (4-AcNH)Phe abo Tyr; X9 sasnse coboto Cys,
anba-MeCys abo Pen; X10 gasnse coboo Phe abo 3amiweHy Phe, Tyr abo 3amiweHy Tyr; X11 asnse
coboto 2-Nal; X12 asnse coboto 4-amiHo-4-kapbokeu-TeTparigponipad (THP), Acpx, Acvc, anbda-MelLys abo
anbda-MelLeu; X13 aBnsie coboto anbda-metnn-Glu, Glu abo Lys(Ac); a X14 asnse coboto Asn.

Y peskux BapiaHTax 34iNCHEHHSA NENTUAHMWNA iHribiTop siBNsie coboto nenTuaHui iHridiTop dopmyn (Z')-(Z'-
K), oe R! asnsie coboto H abo C1-C20-ankaHoineHy rpyny.

Y peskux BapiaHTax 34iNCHEHHSA NENTUAHMA iHribITOp ABNse cobo NenTnaHWM iHriGiTop dopmyn (Z')-(Z'-
K), oe R! aensie coboto H abo Ac.

Y peskux BapiaHTax 34iNCHEHHSA NeNTUAHMNA iHriBiTop SBnse coboto nenTuaHun iHribiTop dopmyn (Z')-(Z'-
K), oe R! aBnsie coboto Ac.

Y peskux BapiaHTax 34iNCHEHHSA NeNTUAHWN iHTiBITop ABnse cobol nenTnaHuM iHribitop dopmyn (Z')-(Z'-
K), ne R? aBnse coboo NH2 abo N(H)Me. Y pesikux BapiaHTax 34iMCHEHHSI NENTUAHWIA iHriGITOp siBNsE
coboto nenTuaHun iHribitop bopmyn (Z')-(Z'-K), ae R? sisnsie co6oto NHa.

Y peskux BapiaHTax 34iNCHEHHSA NenTUAHWM iHriBITOp ABnse cobol NenTnaHmM iHriitop dopmyn (Z')-(Z'-
K), oe R! aBnsie coboro Ac; X3 BiacyTHst abo aBnsie coboto (D)Arg; X4 sasnsie coboto Pen; X5 aBnse coboro
Asn;

X6 aBnsie coboto Thr; X7 sBnse coboto Trp, (7-Me)Trp abo (7-Ph)Trp; X8 saBnse cobor Lys(Ac); X9
agnsie coboto Pen; X10 sBnse coboto Phe(2-amiHoeTokem); X11 aBnse coboto 2-Nal; X12 aensie coboto 4-
aMiHo-4-kapbokcu-TeTparigponipaHn (THP); X13 aBnsie coboto Gln; X14 siBnse coboto Asn; a R? asnsie coboto
NH2 a6o N(H)Me.

Y peskux BapiaHTax 34iNCHEHHS NeNTUAHMWNA iHribiTop ABnNse coboro nenTnaHun iHribitop dopmyn (Z')-(Z'-
K), oe R! saBnsie coboto Ac; X3 BiacyTHsi; X4 siBnsie coboto Pen; X5 aensie coboto Asn;

X6 sBnsie coboto Thr; X7 sBnse coboto 7-meTun-Trp; X8 asnse coboto Lys(Ac); X9 saensie coboto Pen;
X10 aensie coboto Phe(2-amiHoeToken); X11 aBnse cobow 2-Nal; X12 asnse coboto 4-amiHo-4-kapbokcu-
TeTparigponipaH (THP); X13 siBnsie coboto Glu; X14 siBnsie coboto Asn; a R? sensie coboto NH2 abo N(H)Me.

Y pesikux BapiaHTax 34iNCHEHHSA NENTUAHMWNA iHribiTop siBNsie coboto nenTuaHui iHridiTop dopmyn (Z')-(Z'-
K), oe X15 saBnse coboto Aib, 6eTa-Ala, (D)Phe, (D)Lys, (D)Leu, (D)Orn, 3amiweHy (D)Phe, (D)Arg, (D)Val,
(D)Tyr, Phe, Hph, Asn, 4-amiHo-4-kapbokcu-teTparigponipaH (THP), 3amiweHy Tyr abo Tyr; a X16 ansie
coboto beta-Ala, (D)NMeTyr, (D)Pro, NMeTyr, Pro abo Sarc.

Y pesikux BapiaHTax 34iNCHEHHSA NENTUAHWA iHribiTop siBNsie coboto nenTuaHUi iHridiTop dopmyn (Z')-(Z'-
K), ne X15 aBnsie coboto 3Pal, 3amiweHny 3Pal, 4Pal, 4-tpuason-Ala, (D)His, His abo 3amiweHy His; a X16
BioCyTHs1 abo sBnsie coboto Aib, anbda-MePro, (D)Leu, (D)NMeTyr, (D)Pro, (D)Tyr, 3amiweHny Gly, MeLeu,
MeNLe, Pro, Paf, 4-gudtop-Pro, Sarc ado Tyr.

Y gesikux BapiaHTax 34iMCHEHHS NeNTUAHWN iHriGiTop sSBNsie coboto nenTuaHui iHriGitop dopmyn (Z')-(Z'-
K), oe X15 aBsnsie coboto (D)His, 3amiwweHy His, 2Pal, 3Pal, 4Pal, 4-tpnason-Ala abo 5Pyal; a X16 BigcyTHs
abo sBnsie coboto (D)NMeTyr abo Sarc.

Y gesikux BapiaHTax 34iMCHEHHS NeNTUAHWN iHriGiTop sSBNsie coboto nenTuaHui iHriGitop dopmyn (Z')-(Z'-
K), oe X15 aBnse coboto (3-Me)His abo 3Pal; a X16 BiacyTHa abo asnse coboto Sarc.



Y pesikux BapiaHTax 34iCHEHHS NENTUAHWUI iHIBITOP MICTUTL CTPYKTYPY hopmynu (Z'):

Ac-Pen-Asn-Thr-[W(7-Me)]-Lys(Ac)-Pen-[F(4-2ae)]-[2-Nal]-THP-Glu-Asn-[3-Pal]-X16-NH2 (Z'-L) (SEQ ID
NO:521)

ne F(4-2-ae) asnsie coboto Phel[4-(2-amiHoeTOKCK)], @ NENTUAHMIA iHriOITOP LMKII3yeTbCA 3a AOMNOMOroH
aucynbdigHoro 3B's3ky Pen-Pen.

Y gesiknx BapiaHTax 34iNCHEeHHS NenTUOHWUI iHrBITOp MICTUTBL CTPYKTYpY chopmynu (Z'):

Ac-Pen-Asn-Thr-[W(7-Me)]-Lys(Ac)-Pen-[F(4-2ae)]-[2-Nal]-THP-Glu-Asn-X15-Sarc-NH2 (Z'-M) (SEQ ID
NO:522)

ne F(4-2-ae) aBnsie coboto Phe[4-(2-amiHOeTOKCK)], @ NENTUOHUIA iHrOITOP LMKII3yeETbCA 3@ 4OMOMOrOH
ancynbdigHoro 3B's3ky Pen-Pen.

Y pesdkux BapiaHTax 34iNCHEHHSA NeNTUAHWNA iHribiTop SBNsAe coboto nenTuaHui iHribiTop dopmyn (Z')-(Z'-
K), oe X15 aBnse coboto 3Pal; a X16 asnsie coboto Sarc.

B ogHOMy 3 acnekTiB AaHui BUHaxig NpOroHye NenTuaHuM iHribiTop peuentopa iHTepnenkiHy-23, ae
nNenTUaHWM iHribiTop mMicTUTb abo saBnsAe coboto Byab-AKy 3 aMiHOKUCNOTHUX NOCNIAOBHOCTEN, BU3HAYEHNX Y
Tabnuui E1A i tabnuui E1B; abo noro cdapmaueBTUHHO MNPUAHATHY cinb. B ogHOMy 3 acnekTiB gaHun
BMHaxig MpPOMoHye NenTuOHWIA iHribiTop peuenTtopa iHTepnenkiHy-23, Ae nenTuaHui iHribiTop mictutb abo
saBnsie coboto Oyab-sIky 3 aMiHOKMCINOTHMX MNOCHigOBHOCTEN, BM3HaveHuMx Yy Tabnuui E1; abo 1ioro
drapMaueBTUYHO MPUMHSATHY Cinb.

B ogHoMy 3 acnekTiB AaHuiA BUHaxig NPOMoOHYe NenTUMAHWKA iHribiTop peuentopa iHTepnenkiHy-23, ae
nentTugHuMm iHribitop Mictute abo <dBnsie coboto Oyab-siky 3  aMiHOKUCIIOTHWMX  MOCHigOBHOCTEN,
nepepaxoBaHux Hux4e; abo noro hapmaueBTUYHO NPUAHATHY Cinb:

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Ph)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcw)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
dK-[Sarc]-NHz (SEQ ID NO:1);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Leu)]-[Sarc]-NH2 (SEQ ID NO:2);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[3-Quin]-[THP]-E-N-[(D)Lys]-[Sarc]-NH:
(SEQ ID NO:3);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[(D)His]-
[Sarc]-NHz (SEQ ID NO:4);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NHz (SEQ ID NO:5);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[3-Quin]-[THP]-E-N-[(D)Leu)]-[Sarc]-
NHz (SEQ ID NO:6);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[Sarc]-NHz (SEQ ID NO:7);

Ac-[(D)Arg]-[Abu]-Q-T-W-Q-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-N-[(D)NMeTyr]-NH2 ~ (SEQ
ID NO:8);

Ac-[(D)Arg]-[Pen]-Q-T-W-Q-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-N-[(D)NMeTyr]-NHz  (SEQ
ID NO:9);

Ac-[(D)Arg]-[Pen]-Q-T-W-Q-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-[aMeGlu]-N-F-[(D)NMeTyr]-NH:
(SEQ ID NO:10);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[3-Quin]-[THP]-E-N-[(D)Lys]-[Sarc]-NHz
(SEQ ID NO:11);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[Sarc]-NHz (SEQ ID NO:12);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[3-Quin]-[THP]-E-N-[(D)Leu]-[Sarc]-NH:
(SEQ ID NO:13);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-
[Sarc]-NH2z (SEQ ID NO:14);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcun)]-[3-Quin]-[THP]-E-N-H-[Sarc]-NH2  (SEQ
ID NO:15);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcun)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NH2 (SEQ ID NO:16);

Ac-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[Sarc]-NH2z (SEQ ID NO:17);

Ac-[Abu]-Q-T-[W(7-Ph)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokecn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[Sarc]-NH2 (SEQ ID NO:18);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-
[Sarc]-NH2 (SEQ ID NOS:20, 25);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[Sarc]-NH2 (SEQ ID NO:21);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2  (SEQ



ID NO:22);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NHz (SEQ ID NO:23);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]- [ THP]-E-N-[(D)Leu]-[Sarc]-NH2
(SEQ ID NO:24);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-
[Sarc]-NH2z (SEQ ID NO:25);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Gly)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2  (SEQ
ID NO:26);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Gly)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NHz (SEQ ID NO:27);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Gly)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[(D)Leu]-[Sarc]-NHz
(SEQ ID NO:28);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Gly)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-
[Sarc]-NH2z (SEQ ID NO:29);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(bAla)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2 (SEQ
ID NO:30);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(bAla)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NHz (SEQ ID NO:31);

Ac-[Pen]-N-T-[W(7-Et)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz2 (SEQ ID
NO:32);

Ac-[Pen]-N-T-[W(7-Et)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NHz (SEQ ID NO:33);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeK)]-[W (7-Et)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:34);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[W (4-Me)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NHz (SEQ ID NO:35);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[W (6-Me)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NHz (SEQ ID NO:36);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[W (4-OMe)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NHz (SEQ ID NO:37);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokecu)]-[W (7-i-Pr)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:38);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[W (7-nPr)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:39);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[W (7-OMe)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:40);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeK)]-[W (6-Cl)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NHz (SEQ ID NO:41);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokecu)]-[W (5-OMe)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NHz (SEQ ID NO:42);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[W(3-MePh)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:43);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[W (6-Ph)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:44);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[W (6-Et)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:45);

Ac-[Pen]-N-T-[W(7-(2-FPh)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:46);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-
[(D)NMeTyr]-NHz (SEQ ID NO:47);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[(D)NMeTyr]-NHz (SEQ ID NO:48);

Ac-[Pen]-N-T-[W(7-(2-OMePh)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:49);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[W (7-Ph)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2 (SEQ ID NO:50);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NH2z (SEQ ID NO:51);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2  (SEQ
ID NO:52);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[3-Quin]-[THP]-E-N-H-[Sarc]-NHz  (SEQ



ID NO:53);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-S-H-[Sarc]-NHz  (SEQ

ID NO:54);

Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeun)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2  (SEQ
ID NO:55);

Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokewn)]-[2-Nal]-[THP]-E-S-H-[Sarc]-NH2  (SEQ
ID NO:56);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]- [ THP]-E-N-H-[(D)NMeTyr]-NH2
(SEQ ID NO:57);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-F-
[(D)NMeTyr]-NHz (SEQ ID NO:58);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-S-H-[Sarc]-NH2 (SEQ ID
NO:59);
Ac-[Pen]-S-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-H-[Sarc]-NH2 (SEQ ID
NO:60);
Ac-[Pen]-S-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-S-H-[Sarc]-NH2 (SEQ ID
NO:61);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-H-[(D)NMeTyr]-NH:
(SEQ ID NO:62);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-[(D)Asn]-H-[Sarc]-NH:
(SEQ ID NO:63);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-G-H-[Sarc]-NHz2  (SEQ
ID NO:64);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-[h(Ser)]-H-[Sarc]-NH2
(SEQ ID NO:65);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-H-P-NH2  (SEQ ID
NO:66);
Ac-[Pen]-N-T-[W(7-(2-Nal))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcw)]-[2-Nal]-[ THP]-E-N-H-[Sarc]-NH:
(SEQ ID NO:67);
Ac-[Pen]-N-T-[W(7-3BiPh)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2
(SEQ ID NO:68);
Ac-[Pen]-N-T-[W(7-(deHaHTpeH-5-in))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[ THP]-E-N-H-
[Sarc]-NH2z (SEQ ID NO:69);
Ac-[Pen]-N-T-[W(7-(4-aHTpaueH-5-in))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-
[Sarc]-NH2z (SEQ ID NO:70);
Ac-[Pen]-N-T-[W(7-(1-Nal))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[ THP]-E-N-H-[Sarc]-NH2
(SEQ ID NO:71);
Ac-[Pen]-N-T-[W(7-(4BiPh))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[ THP]-E-N-H-[Sarc]-NH2
(SEQ ID NO:72);
Ac-[Pen]-N-T-[W(7-(3,5-t-Bu-Ph))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-H-[Sarc]-
NH2z (SEQ ID NO:73);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2  (SEQ ID
NO:74);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-OMe)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2 (SEQ ID NO:75);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-aminoeToken)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[2Pal]-
NH: (SEQ ID NO:78);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[2Pal]-
NH: (SEQ ID NO:79);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
NH: (SEQ ID NO:80);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-[Lys(Ac)]-N-H-[Sarc]-NH:
(SEQ ID NO:81);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-
[(D)NMeTyr]-NHz (SEQ ID NO:82);
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-E-N-H-
[(D)NMeTyr]-NHz (SEQ ID NO:83);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-Phe[4-
amiHomeTun]-[(D)NMeTyr]-NH:z (SEQ ID NO:84);
Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-N-[(D)His]-NH:
(SEQ ID NO:85);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)His]-
NH2 (SEQ ID NO:86);



Ac-[(D)Arg]l-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[(D)His]-
[(D)NMeTyr]-NHz (SEQ ID NO:87);
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[ THP]-E-N-N-
[(D)NMeTyr]-NHz (SEQ ID NO:88);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-N-
[(D)NMeTyr]-NHz (SEQ ID NO:89);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D) Val]-
[(D)NMeTyr]-NHz (SEQ ID NO:90);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Thr]-
[(D)NMeTyr]-NHz (SEQ ID NO:91);
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[(D)His]-NHz
(SEQ ID NO:92);
Ac-[Abu]-N-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeToKken)]-[3-Quin]-[THP]-E-N-H-[Sarc]-NH2  (SEQ ID
NO:93);
Ac-[Abu]-N-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcK)]-[3-Quin]-[THP]-E-N-H-[Sarc]-NH2  (SEQ ID
NO:94);
Ac-[Abu]-N-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NH2
(SEQ ID NO:95);
Ac-[Abu]-N-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2 (SEQ ID
NO:96);
Ac-[Abu]-N-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NH: (SEQ ID NO:97);
Ac-[Abu]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-H-[Sarc]-NH2 (SEQ ID
NO:98);
Ac-[Abu]-N-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcun)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2(SEQ ID
NO:99);
Ac-[(D)Arg]-[Abu]-S-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2 (SEQ
ID NO:100);
Ac-[(D)Arg]-[Abu]-N-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[(D)Leu]-[Sarc]-NH:
(SEQ ID NO:101);
Ac-[(D)Arg]-[Abu]-N-T-[W(7-Me)]-[Cit]-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH:
(SEQ ID NO:102);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NO:103);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:104);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NO:105);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:106);
Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:107);
Ac-[Pen]-N-T-[W(7-Me)]-Q-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:108);
Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:109);
Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH:
(SEQ ID NO:110);
Ac-[Abu]-Q-T-[W(7-Me)]-[Cit]-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]- [ THP]-E-N-[3Pal]-[Sarc]-NHz2 (SEQ ID
NO:111);
Ac-[Abu]-Q-T-[W(7-Me)]-[Cit]-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NHz (SEQ ID NO:112);
Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[bA]-NH2  (SEQ ID
NO:113);
Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-S-[3Pal]-[bA]-NHz2  (SEQ ID
NO:114);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[4Pal]-[Sarc]-NH2
(SEQ ID NO:115);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[bA]-NH2 (SEQ
ID NO:116);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]- [ THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NHz (SEQ ID NO:117);



Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3-Quin]-[Sarc]-NHz
(SEQ ID NO:118);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[7-Aza-TpuntodaH]-
[Sarc]-NH2z (SEQ ID NO:119);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[(D)NMeTyr]-NHz (SEQ ID NO:120);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]- [ THP]-E-N-[3Pal]-[(D)NMeTyr]-
NH2z (SEQ ID NO:121);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[(D)NMeTyr]-NHz (SEQ ID NO:122);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[(D)NMeTyr]-
NHz (SEQ ID NO:123);
Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-S-[3Pal]-[Sarc]-NH2
(SEQ ID NO:124);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-S-[3Pal]-[Sarc]-NH:
(SEQ ID NO:125);
Ac-[Pen]-N-T-[W(7-Ph)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:126);
Ac-[Pen]-N-T-[W(7-Ph)]-Q-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz (SEQ ID
NO:127);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[bA]-NH2 (SEQ ID NO:130);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[bA]-NHz (SEQ
ID NO:131);
Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[ THP]-E-N-[3Pal]-[Sarc]-NH:
(SEQ ID NO:132);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH:z (SEQ ID NOs:133, 141);
Ac-[Abu]-Q-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:134);
Ac-[Abu]-Q-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:135);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH: (SEQ ID NO:136);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-aunnamiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NO:137);
Ac-[Pen]-E-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[ THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH: (SEQ ID NO:138);
Ac-[Pen]-E-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2z (SEQ ID NO:139);
Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:140);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2 (SEQ ID NO:141);
Ac-[Pen]-N-T-[W(7-(3-kapbokcamigdeHin))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-
[3Pal]-[Sarc]-NHz (SEQ ID NO:142);
Ac-[Pen]-N-T-[W (7-nipumigmnn-5-in)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTOoKCcK)]-[2-Nal]-[THP]-E-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NO:143);
Ac-[Pen]-N-T-[W (7-imigasonipuguHin)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-
[Sarc]-NHz (SEQ ID NO:144);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[NMe(Lys)]-[Lys(Ac)]-N-
[His_3Me]-NHz (SEQ ID NO:145);
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[ THP]-E-N-[His_3Me]-
NH2 (SEQ ID NO:146);
Ac-[Pen]-N-T-[W(7-(4-Quin))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-
NH2(SEQ ID NO:147);
Ac-[Pen]-N-T-[(W(7-(3-nipa3on-1-in))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]- [ THP]-E-N-[3Pal]-
[Sarc]-NHz (SEQ ID NO:148 151);
Ac-[Pen]-N-T-[(W(7-(5-Et))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:149);
Ac-[Pen]-N-T-[W(5-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:150);



Ac-[Pen]-N-T-[(W(7-(3-nipa3on-1-in))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-
[Sarc]-NHz (SEQ ID NO:151);
Ac-[Pen]-N-T-[W(7-iHaa3on-5-in)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-
[Sarc]-NHz (SEQ ID NO:152);
Ac-[Pen]-N-T-[W(4-F)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]- [ THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ
ID NO:153);
Ac-[Pen]-N-T-[W(5-CN)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH:
(SEQ ID NO:154);
Ac-[Pen]-N-T-[W(7-CN)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH:
(SEQ ID NO:155);
Ac-[Pen]-N-T-[W(4-OMe)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:156);
Ac-[Pen]-N-T-[W(4-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:157);
Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NOs:158, 162, 284);
Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[Acvc]-E-N-[3Pal]-[Sarc]-NHz (SEQ ID
NO:159, 285);
Ac-[Pen]-N-T-[W(5-Ca)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokck)]-[2-Nal]-[ THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:160);
Ac-[Pen]-N-T-[Trp_4Azal-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:161);
Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2  (SEQ ID
NO:162);
Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:163);
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokck)]-[2-Nal]- [ THP]-E-N-[(5Pyal)]-
NHz (SEQ ID NO:164);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-Me-Lys]-[Lys(Ac)]-N-[(5Pyal)]-
NH:z (SEQ ID NO:165);
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[ THP]-E-N-[(1-Me)His]-
NHz (SEQ ID NO:166);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[aMeLys]-[Lys(Ac)]-N-[(1-
Me)His]-NHz (SEQ ID NO:167); abo
Ac-[Pen]-N-T-[W(7-Me]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[A-Me-Lys]-[Lys(Ac)]-N-[3Pal]-
[(D)NMeTyr]-NHz (SEQ ID NO:168);
e nenTuOHWMK iHriGITOp UMKMI3yeTbCa 3a [ONOMOrow AucynbdigHoro 3B'a3ky Pen-Pen; abo 3a
ponomoroto TioedipHoro 3B'a3ky Abu-C;
abo roro hapmaleBTUYHO NPUAHATHY Cinb.
B ogHOMYy 3 acnekTiB AaHUI BMHAXig NPOMNOHYe NenTua, kUi MicTUTb abo siBnsae coboto:
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
NH:z (SEQ ID NO:80);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:104);
Ac-[Pen]-N-T-[W(7-Me)]-Q-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:108);
Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH:
(SEQ ID NO:110);
Ac-[Abu]-Q-T-[W(7-Me)]-[Cit]-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NHz (SEQ ID NO:112);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3-Quin]-[Sarc]-NHz
(SEQ ID NO:118);
Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-S-[3Pal]-[Sarc]-NHz
(SEQ ID NO:124); abo
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-S-[3Pal]-[Sarc]-NH:
(SEQ ID NO:125);
Ae nenTUAHWA iHribiTOp UMKMi3yeTbca 3a [ONOMOrol AucynbdigHoro 3B'a3ky Pen-Pen; abo 3a
ponomoroto TioedipHoro 38'a3ky Abu-Cys;
abo noro chapMaLeBTUYHO NPUAHSITHY Cillb.
B ogHOMYy 3 acnekTiB AaHW BUHAXi4 MPONOHYE NenTug, kM MicTuTb abo siBnse coboto:
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[Sarc]-NHz (SEQ ID NO:105);



Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:106);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2z (SEQ ID NO:117);
Ac-[Pen]-N-T-[W(7-Ph)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:126);
Ac-[Pen]-N-T-[W(7-Ph)]-Q-[Pen]-Phe[4-(2-amiHoeTokcun)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:127);
Ac-[Abu]-Q-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:134);
Ac-[Abu]-Q-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:135);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NHz (SEQ ID NO:136);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-aunnamiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-
[Sarc]-NHz (SEQ ID NO:137); abo
Ac-[Pen]-E-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NHz (SEQ ID NO:139);
Ae nenTUAHWK iHribiTop UMKMi3yeTbcs 3a [ONOMOrol AucynboigHoro 3B'a3ky Pen-Pen; abo 3a
ponomoroto TioedpipHoro 3B's3ky Abu-C;
abo rioro hapmaueBTUYHO NPUAHATHY Cinb.
Y peskux BapiaHTax 34iMCHEeHHA nenTuaHum iHribiTop MicTTe abo saBnsde cobow OByab-aky 3
aMiHOKMCNOTHUX NOCNIAOBHOCTEN, NEpepaxoBaHNX HUXYE:
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[aMeLeu]-E-N-[(D)Lys]-
[((D)NMeTyr]-NHz (SEQ ID NO:201),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[aMeLeu]-E-N-[(D)His]-
[(D)NMeTyr]-NHz (SEQ ID NO:202),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Orn]-
[(D)NMeTyr]-NHz (SEQ ID NO:203),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Ser]-
[(D)NMeTyr]-NHz (SEQ ID NO:204),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Phe]-
[(D)NMeTyr]-NHz (SEQ ID NO:205),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[(D) Tyr]-
NH: (SEQ ID NO:206),
Ac-[Pen]-N-T-[W(7-Me)]-[(D)Tyr]-[Pen]-Phe[4-(2-amiHoeToKkcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[(D)NMeTyr]-NHz (SEQ ID NO:207),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-P-NH2
(SEQ ID NO:208),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-H-[(D)Pro]-
NH:z (SEQ ID NO:209),
Ac-[Pen]-N-T-[W(7-Me)]-[Phe(4-CONH2)]-[Pen]-Phe[4-(2-amiHoeToKcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[(D)NMeTyr]-NHz (SEQ ID NO:210),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[Acvc]-E-N-(D)Phe[4-NHz]-
[Sarc]-NH: (SEQ ID NO:211),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-H-NHz (SEQ
ID NO:212),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-
N(H)Me (SEQ ID NO:213),
Ac-[Pen]-N-T-[W(7-Me)]-[Phe(4-NH(Ac))]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[(D)NMeTyr]-NHz (SEQ ID NO:214),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D) Tyr]-
[(D)NMeTyr]-NHz (SEQ ID NO:215),
Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-N-[(D)Lys]-
[(D)NMeTyr]-NHz (SEQ ID NO:216),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)His]-
[(D)NMeTyr]-NHz (SEQ ID NO:217),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[bAla]-
[(D)NMeTyr]-NHz (SEQ ID NO:218),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[bAla]-
[(D)NMeTyr]-NHz (SEQ ID NO:219),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[bAla]-



[(D)NMeTyr]-NHz (SEQ ID NO:220),
Ac-[(D)Arg]l-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-E-N-H-
N(H)Me (SEQ ID NO:221),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-[THP]-P-NH2
(SEQ ID NO:222),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-[ THP]-
[(D)Pro]-NHz (SEQ ID NO:223),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokch)]-[2-Nal]-[Acvc]-E-N-[bAla]-
[Sarc]-NH2z (SEQ ID NO:224),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[Acvc]-E-N-[(D)Vall-
[Sarc]-NH2 (SEQ ID NO:225),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[Acvc]-E-N-[(D)Arg]-
[Sarc]-NH2 (SEQ ID NO:226),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-[Hph]-
[Sarc]-NH2 (SEQ ID NO:227),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-Phe[4-NH:]-[Sarc]-
NH2z (SEQ ID NO:228),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-Phe[4-NHz]-
[Sarc]-NH2z (SEQ ID NO:229),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-F-[Sarc]-
NH: (SEQ ID NO:230),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-[THP]-
[Sarc]-NH: (SEQ ID NO:231),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-[(D)Leu]-
[Sarc]-NH2 (SEQ ID NO:232),
Ac-[(D)Arg]-[Cys]-N-T-[W(7-Me)]-[Lys(Ac)]-[aMeCys]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-H-
[Sarc]-NHz (SEQ ID NO:233),
Ac-[(D)Arg]-[Cys]-N-T-[W(7-Me)]-[Lys(Ac)]-[aMeCys]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-
[(D)Leu]-[Sarc]-NHz (SEQ ID NO:234),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[Acvc]-E-N-[3Pal]-
[Sarc]-NHz (SEQ ID NO:235),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[bAla]-
[Sarc]-NH2 (SEQ ID NO:236),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D) Val]-
[Sarc]-NH: (SEQ ID NO:237),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Arg]-
[Sarc]-NH2 (SEQ ID NO:238),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Hph]-
[Sarc]-NHz (SEQ ID NO:239),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D) Tyr]-
[Sarc]-NHz (SEQ ID NO:240),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D) Tyr]-
[Sarc]-NHz (SEQ ID NO:241),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-[4Pal]-NH2
(SEQ ID NO:242),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Phe(4-
CF3)]-[Sarc]-NH2 (SEQ ID NO:243),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
Tyr_CHF2-[Sarc]-NHz (SEQ ID NO:244),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[THP]-P-
NH2 (SEQ ID NO:245),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[(D)NMeTyr]-NHz (SEQ ID NO:246),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[ THP]-E-N-[3Pal]-
[Sarc]-NHz (SEQ ID NO:247),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-[4Pal]-
[Sarc]-NH2 (SEQ ID NO:248),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-[Phe(2-
amiHomeTun)]-[Sarc]-NH2 (SEQ ID NO:249),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-[3Pal]-
[Pro(4,4diF)]-NH2 (SEQ ID NO:250),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-



[aMePro]-NHz (SEQ ID NO:251),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Aib]-
NHz (SEQ ID NO:252),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[His(3-
Me)]-[Sarc]-NH2z (SEQ ID NO:253),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokch)]-[2-Nal]-[ THP]-E-N-[His(3-Me)]-
[Sarc]-NH2z (SEQ ID NO:261),
Ac-[(D)Arg]-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[His(3-Me)]-[Sarc]-
NH2z (SEQ ID NO:262),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NO:266),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-
N(H)Me (SEQ ID NO:267),
[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[ THP]-E-N-[3Pal]-[Sarc]-
NHz (SEQ ID NO:270),
Ac-[(D)Arg]-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-[3Pal]-[Sarc]-NH:
(SEQ ID NO:271),
Pr-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-(N-nponioHinamiHo)eTokcn)]-[2-Nal]-[ THP]-E-
N-[3Pal]-[Sarc]-NHz (SEQ ID NO:272),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-(N-(4-rigpokcu-3-
meTundeHin)nponioHinamiHo)etokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID NO:273),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal(5-
Me)]-[Sarc]-NHz (SEQ ID NO:276),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal(5-
NH2)]-[Sarc]-NH2 (SEQ ID NO:277),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[His(3-Me)]-N(H)Me
(SEQ ID NO:278),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[ THP]-E-N-[3Pal]-
[(D)NMeTyr]-NHz (SEQ ID NO:279),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[ THP]-E-N-[3Pal]-
[Gly(N-unknorekcunmeTtun)]-NHz (SEQ ID NO:280),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[ THP]-E-N-[3Pal]-
[Gly(N-izo6yTnn)]-NH2z (SEQ ID NO:281),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal(3-
Me)]-NHz (SEQ ID NO:282),
Ac-[(D)Arg]-[aMeCys]-N-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NO:283),
Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2  (SEQ ID
NO:284),
Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[Acvc]-E-N-[3Pal]-[Sarc]-NH2  (SEQ ID
NO:159, 285),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz (SEQ ID
NO:286),
Ac-[Pen]-[Gly(anin)]-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Tyr(O-anin)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH: (SEQ ID NO:287),
Ac-[Pen]-[Gly(anin)]-D-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Tyr(O-anin)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH: (SEQ ID NO:288),
Ac-[Pen]-[Gly(anin)]-T-(W(4-F)]-[Lys(Ac)]-[Pen]-[Tyr(O-anin)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:289),
Ac-[Pen]-N-D-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcun)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:290),
Ac-[Pen]-L-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:291),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONHZ2)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2 (SEQ ID NO:299),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-F-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NHz (SEQ ID NO:308),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[(D) Tyr]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2  (SEQ ID
NO:309),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-OMe)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NHz (SEQ
ID NO:310),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:311),



Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTtnn-N-nponin)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-
[3Pal]-[Sarc]-NHz (SEQ ID NO:332),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTtnn-N-6yTtun)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-
[3Pal]-[Sarc]-NHz (SEQ ID NO:333),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTtun-N-izo6ytun)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-
[3Pal]-[Sarc]-NHz (SEQ ID NO:334),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTtun-N-6eH3nn)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-
[3Pal]-[Sarc]-NHz (SEQ ID NO:335),

Ac-[Pen]-L-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-Nal]-[aMeLeu]-E-N-[3Pal]-[Sarc]-NH2  (SEQ
ID NO:339),

Ac-[Pen]-L-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-OMe)]-[2-Nal]-[aMeLeu]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:347) abo

Ac-[Abu]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:373),

e nenTuaHuMK iHriGITOp UMKNI3yeTbCA 3a [ONOMOrol AucynbdigHoro 3B'a3ky Pen-Pen; abo 3a
ponomoroto TioedpipHoro 3B's3ky Abu-C;

abo noro hapMaLeBTUYHO NPUAHSITHY CiMb.

Y pesiknx BapiaHTax 34ilNCHeHHs1 nenTug SBnsie coboto:

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:104),

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH:
(SEQ ID NO:106),

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2  (SEQ ID
NOs:158, 162, 284),

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NOs:247, 266),

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[His(3-Me)]-
[Sarc]-NHz (SEQ ID NO:261) a6bo

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[ THP]-E-N-[3Pal]-
N(H)Me (SEQ ID NO:267),

Oe nenTugHui iHribiTop UMKNI3yeTbcA 3a gomnomorow aucynbdigHoro 3B'a3ky Pen-Pen; abo noro
hapmaueBTUYHO NPUAHATHY Cinb.

Y gesiknx BapiaHTax 34iNCHEHHs nenTtug aBnsie coboto:

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:104),

Ae nenTugHuMM IHrGiTop LMKNI3yeTbCa 3a [OMOMOrow AucynbdigHoro 3B'a3ky Pen-Pen; abo wnoro
thapmMaLeBTUYHO NPUAHATHY Cinb.

Y gesiknx BapiaHTax 34iNCHEHHs nenTtug aBnsie coboto:

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:106),

Oe nenTugHui iHribiTop UMKNi3yeTbcA 3a gonomorow aucynbdigHoro 3B'a3ky Pen-Pen; abo noro
hapmaLeBTUYHO NPUMAHATHY Cinb.

Y pesiknx BapiaHTax 34ilicHeHHs1 nenTug siBnsie coboto:

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NOs:158, 162, 248),

Oe nenTugHWMI IHrGiTop LMKNI3yeTbCa 3a OOMOMOrow AucynbdigHoro 3B'a3ky Pen-Pen; abo wnoro
thapmMaLeBTUYHO NPUAHATHY Cinb.

Y pesiknx BapiaHTax 34iNCHeHHs nentug aBnsie coboto:

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-[3Pal]-
[Sarc]-NH2z (SEQ ID NOs:247, 266),

Oe nenTuoHUiA iHribiTop UMKNi3yeTbcA 3a [omnomorow aucynbdigHoro 3B'aA3ky Pen-Pen; abo inoro
thapmMaLeBTUYHO NPUAHATHY Cinb.

Y pesiknx BapiaHTax 34ilicHeHHs1 nenTug sBnsie coboto:

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[ THP]-E-N-[His(3-Me)]-
[Sarc]-NHz (SEQ ID NO:261),

Ae nenTugHWi IHriGiTop LMKNi3yeTbCca 3a gonomorot aucynbdigHoro 3B'a3ky Pen-Pen; abo wmoro
thapmaueBTUYHO NPUNRHATHY Ciflb.

Y gesiknx BapiaHTax 34iNCHeHHs nenTtug sBnsie coboto:

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-[3Pal]-
N(H)Me (SEQ ID NO:267),

Ae nenTUOHWMI IHrGIiTop LMKNi3yeTbCa 3a OOMOMOrow AucyrnbdgigHoro 3B'a3ky Pen-Pen; abo wnoro
dapMaLeBTUYHO NPUAHATHY Cinb.



Y peskux BapiaHTax 34iMCHEHHS NenTug sBnsie coboto:

[N3_Acid]-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-
[3Pal]-[Sarc]-NHz (SEQ ID NO:274) abo

[FPrpTriazoleMe_Acid]-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-
[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID NO:275),

Ae nenTuaHWI IHriGiTop LMKNI3yeTbCa 3a OOMOMOrow AucyrnbdigHoro 3B'a3ky Pen-Pen; abo wmoro
thapmaueBTUYHO NPUNRHATHY Ciflb.

Y pesikux BapiaHTax 3giicHeHHs X15 siBnse coboto Arg, (D)Arg, aMeArg, His, (D)His, Sar, 2-Pal abo 3-
Pal; ne 2-Pal siBnsie coboto 2-nipuann, a 3-Pal sense coboto 3-nipnaunn 3amiweHnin anaHix:

(0] (0]
N
~ OH N~ | OH
. NH, . NH,
(2-Pal) abo (3-Pal).

Y pesiknx BapiaHTax 3aiicHeHHs X11 sensie coboto 3-Quin, ge 3-Quin gaBnsie coboto Ph abo Phe,
3amiweHy 3-xiHoniH, abo aensie coboro NH-C(3-xiHoniHnnmeTtun)(H)-C(O)- abo:

B ogHOMy 3 acnekTiB gaHwy BWHaxig NponoHye nenTuaHwui iHribiTop peuenTtopa iHTepnewnkiHy-23, ae
nentugHum iHribitop Mictute abo aBnsie cobor  Oyab-siKy 3 aMiHOKUCIIOTHWUX  NOCHiJOBHOCTEWN,
nepepaxoBaHux Hux4e; abo noro gpapmaLeBTUYHO NPUAHATHY Cinb:

Y pesikux BapiaHTax 34iiCHEHHS nenTug € abo siBnse cobo hapMaLeBTUYHO NPUAHATHY Cinb:

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz2;  (SEQ
ID NO:52)



Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
NHz; (SEQ ID NO:80)
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Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[Sarc]-NH2; (SEQ ID NO:103)
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Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH;
(SEQ ID NO:104)
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Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToKcn)]-[2-Nal]-[ THP]-E-N-[3Pal]-[Sarc]-NHz;
(SEQ ID NO:106)



Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2;  (SEQ
ID NO:107)



Ac-[Pen]-N-T-[W(7-Me)]-Q-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz; (SEQ ID
NO:108)



Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz; (SEQ ID
NO:109)



Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NHz; (SEQ ID NO:110)

Ac-[Abu]-Q-T-[W(7-Me)]-[Cit]-[Cys]-Phe[4-(2-amiHoeTokeK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2;  (SEQ
ID NO:111)



Ac-[Abu]-Q-T-[W(7-Me)]-[Cit]-[Cys]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-

NH2; (SEQ ID NO:112)
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Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[bA]-NHz;  (SEQ
NO:113)



Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-S-[3Pal]-[bA]-NHz;
NO:114)

NH

(SEQ



Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[bA]-NH2 (SEQ
ID NO:116)



Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2 (SEQ ID NO:117)



Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[3-Quin]-[Sarc]-NHz;
(SEQ ID NO:118)
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Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[3Pal]-[(D)NMeTyr]-
NH: (SEQ ID NO:121)



HN 0]

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[(D)NMeTyr]-
NH2 (SEQ ID NO:123)



Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-S-[3Pal]-[Sarc]-NHz;
(SEQ ID NO:124)
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Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-S-[3Pal]-[Sarc]-NHz;
(SEQ ID NO:125)



Ac-[Pen]-N-T-[W(7-Ph)]-Q-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:127)
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Ac-[Abu]-Q-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokcH)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz2 (SEQ ID
NO:134)



Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2 (SEQ ID NO:136)
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Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[aMe(Lys)]-[Lys(Ac)]-N-
[His_3Me]-NHz; (SEQ ID NO:145)
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Ac-[Pen]-N-T-[W(7-(4-Quin))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokecn)]-[2-Nal]-[ THP]-E-N-[3Pal]-[Sarc]-
NH2 (SEQ ID NO:147)



Ac-[Pen]-N-T-[(W(7-(3-nipa3on-1-in))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]- [ THP]-E-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NO:148)



Ac-[Pen]-N-T-[(W(7-(5-Et-Ph))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[ THP]-E-N-[3Pal]-[Sarc]-
NHz (SEQ ID NO:149)



Ac-[Pen]-N-T-[W(4-F)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz (SEQ
ID NO:153)



Ac-[Pen]-N-T-[W(7-CN)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz
(SEQ ID NO:155)



Ac-[Pen]-N-T-[W(4-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]- [ THP]-E-N-[3Pal]-[Sarc]-NH>
(SEQ ID NO:157)



i
(@)

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2  (SEQ ID
NO:158)



i
(@)

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2  (SEQ ID
NO:162)



Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:163)
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Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz; (SEQ ID
NO:286)

A,



Ac-[Pen]-[Gly(anin)]-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Tyr(O-anin)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NHz; (SEQ ID NO:287)
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Ac-[Pen]-N-D-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz;
(SEQ ID NO:290)
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Ac-[Pen]-L-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz;
(SEQ ID NO:291)



Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-F-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2; (SEQ ID NO:308)
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Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NHz;
(SEQ ID NO:311)
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Ac-[Pen]-L-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-Nal]-[aMeLeu]-E-N-[3Pal]-[Sarc]-NH2; (SEQ
ID NO:339)
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B ogHOoMy 3 acnekTiB AaHWM BUHaxig NpoOroHye nenTuaHuM iHribiTop peuentopa iHTepnenkiHy-23, ae
nentuaHuMm iHriGitop Mictute abo 4aBnse cobo Oyab-sKy 3 aMiHOKUCIOTHWUX NOCHiOOBHOCTEWN,
nepepaxoBaHnx HWx4e; abo noro papmaLeBTUYHO NPUNHATHY Cinb:

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-[His(3-Me)]-
[Sarc]-NH2; (SEQ ID NO:261)

H,N \(NH
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Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NHz; (SEQ ID NO:299)
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Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-OMe)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NHz; (SEQ
ID NO:310)

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTtun-N-nponin)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-



[3Pal]-[Sarc]-NHz; (SEQ ID NO:332)

HO

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTtun-N-6ytun)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-
[3Pal]-[Sarc]-NHz; (SEQ ID NO:333)



HO

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTnn-N-6eH3un)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-
[3Pal]-[Sarc]-NHz; (SEQ ID NO:335)



Ac-[Pen]-L-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-OMe)]-[2-Nal]-[aMeLeu]-E-N-[3Pal]-[Sarc]-NH2; (SEQ ID
NO:347)

NH

OH (0]
P
H

l HN O P
% [ % f; % e

Y

o

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-OMe)]-[2-Nal]-[THP]-L-N-[3Pal]-[Sarc]-NH2; (SEQ ID
NO:351)



(0]

Ac-[Abu]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz;
(SEQ ID NO:373)



HO 0 =

[doaaTtkoBi xapakTepucTKn NenTUAHUX iHribiTopis

Byab-sikuin 3 NeNTUAHMX iHMGITOPIB AaHOro BUHaxoay Moxe 6yTu 40AaTKOBO BM3HAYEHUN, HANpuknaa, siK
onucaHo Hwxk4e. Cnig po3ymiTi, WO KOXHa 3 0OOATKOBMX OCOOMMBMX O3HAK, OMUCAHUX Y LIbOMY OOKYMEHTI,
Moxe OyTu 3actocoBaHa A0 Oyab-AKMX NenTUOHMX iHMGITOPIB, B AKX aMIiHOKACNOTM B KOHKPETHUX
MONMOXEHHAX AOMYCKaTh HAsBHICTb A4OAATKOBOI 0COONMBOI O3HaKN. Y KOHKPETHUX BapiaHTaXxX 34iNCHEHHS L
0Cco6nMBI 03HaKM MOXYTb OYTK NpUCYTHI y Byab-akomy 3 nentugis opmyn (1)-(XVIlid).

Y pi3HMx BapiaHTax 3giicHeHHss R! saBnse cobor 3B'si30k, BogeHb, C1-C6-ankinbHy rpyny, C6-C12-
apunbHy rpyny, C6-C12-apunbHy-C1-C6-ankineHy rpyny, C1-C20-ankaHoinbHy rpyny, BKO4auu
nerinboBaHi BapiaHT! okpemo abo B SKOCTi cnencepiB Mk OyOb-4uM 3 MepepaxoBaHOro BuLle, Hanpuknag
aueTtun. Cnig po3ymity, Wwo R! Moxe 3amillyBaT TUNOBY amiHOrpyny, po3TalloBaHy Ha amiHOKIHLI nenTuay,
abo GyTW NpUCYTHBOK Ha JoaaTok Ao Hei. Takox cnig po3yMmiTu, wo R moxe 6yTu BiACYTHBOW. Y OesKux
BapiaHTax 34iNCHEHHS NenTUAHWA iHriGiTop MicTuTb N-KiHeub, BUbGpaHui 3 atomiB BogHto, C1-C6-ankinbHoi
rpynun, C6-Cl12-apunbHoi rpynu, C6-Cl2-apunbHo-C1-C6-ankinbHoi rpynu, C1-C20-ankaHoinbHOI rpymnu,
BKITHOHAlOYM MeErifboBaHi BapiaHTU OKpeMO abo B SIKOCTi cneincepiB Mixx Oyab-4nm 3 nepepaxoBaHOro BULLE,
Hanpuknag aueTun. Y KOHKpeTHMX BapiaHTax 34iINCHEeHHS Byab-AKoro 3 mMenTuaHuX iHribiTopie, onncaHmx y
uboMy OoKymeHTi, R! abo N-kiHUeBa (yHKLUiOHanbHa rpyna sBMAsitoTb coOO aToM BOAHI. Y OesKknx
BapiaHTax 3ailcHeHHs R siBnsie coboto 3B's130K, Hanpuknag KoBaneHTHNUI 3B'A30K.

Y [esikux BapiaHTax 34iNCHEHHS OyAb-AKoro 3 nenTUAHUX iHribiTopiB pisHUMX OpMyIn, BU3HAYEHUX Y
ubomy aokyMeHTi, Rt abo N-kiHueBa dyHKuUioHanbHa rpyna obpaHa 3 meTuny, auetuny, dopminy, 6eH3oiny,
TpudpTopaueTuny, izoBanepuny, iso0yTupuny, oKTaHiny, a TakoX KOH'FOroBaHUX amifiB aypuHOBOI KACMOTH,
rekcagekaHoBoi kucnotu Ta y-Glu-rekcagekaHoBoi KMCNOTU. Y Oesikux BapiaHTax 3gincHeHHs R! a6o N-
KiHLeBa dyHKUioHanbHa rpyna siBnsTb coboto pGlu. Y aesiknx BapiaHTax 3aiicHeHHst Rt siBnsie co6oto aTtom
BOAHI0. Y KOHKPETHWUX BapiaHTax 3aiicHeHHss Rl sBnsie coboto auetun, npuyomy MenTUAHURA iHriGiTop
aumnboBaHuM Ha cBoeMmy N-KiHUi, Hanpuknag 3 MeTol kenyBaHHs abo 3axucty N-kiHUEeBOro
aMiHOKMCMOTHOrO 3anuuiky, Hanpuknazg N-kiHueBoro 3anuwky Pen.

Y peskux BapiaHTax 34iiCHEHHs1 GyAb-1KOro 3 NenTUAHUX iHriGiTopiB, onMcaHKX y LbOMy OOKYMeHTi, R1



abo N-kiHUueBa yHKUiOHanbHa rpyna siBnsioTb cobo KUCNOTY. Y Aeskvx BapiaHTax 3gilicHeHHs R abo N-
KiHLUeBa (pyHKLUiOHanbHa rpyna gBnsitoTb COBO0 KMCNOTY, BUBpaHy 3 OLTOBOI KUCNOTU, (POpPMIaTHOI KUCNOTH,
BEH30MHOI KMCNOTU, TP TOPOLITOBOI KACNOTH, i30BanepiaHoBOI KUCNOTK, i300yTaHOBOI KMCIOTU, OKTAHOBOI
KMCROTU, NaypuHOBOI KACIOTU, rekcagekaHoBOI KUCNOTH, 4-ANdEHINOLTOBOI KACNOTH, 4-pTopdeHIinouToBOT
KMCNOTW, ranoBOi KUCMOTW, MipOrnyTamiHOBOI KUCMOTW, LMKIOMNEHTAHMPOMIOHOBOI KUCAOTW, [ikonesol
KMCNOTW, OKcanaTHOi KWUCMOTW, MiPOBUHOrPaLHOI KUCIIOTM, MOJSIOYHOI KWUCIIOTM, MariOHOBOI KWCIIOTH,
OYPLWTUHOBOI KUCMOTK, SAGMYYHOI KUCROTK, MarneiHoBOi KUCIOTW, dhyMapoBOi KUCIMOTW, BWHHOI KUCIOTH,
JNIMMOHHA KUCIOTK, NanbMiTUHOBOI KACNOTK, BEH30MHOT KMCroTu, 3-(4-rigpokcnbeHs30in)-6eH30MHOT KUCNOoTH,
KOPWMYHOI  KUCMOTW, MUraaneBoi  KACNOTWU,  4-MeTunoiumnkno(2,2,2)-okT-2-eH-1-kapboHOBOI  KMCNOTH,
FMIOKOrenTOHOBOI  KACNOTK,  3-peHinnponioHOBOI  KMCNOTW, TPUMETUIMOLTOBOI  KACNOTWU, TPETUHHOI
OyTUNOLTOBOI  KMCNOTW, naypuncynb@aTHOI KWUCMOTK, T[MIOKOHOBOI KUCMOTW, [NyTamiHOBOI KWCMOTH,
rigpOKCUHAMTONHOT  KMCMOTKU, CaniuunoBOi  KWUCMOTW, CTEapuMHOBOI KUCMOTW, MYKOHOBOI  KUCIOTH,
ankincynboHOBOI KNCNOTU abo apnncynbOHOBOT KUCIOTH.

Y KOHKpeTHuX BapiaHTax 3fgiicHeHHs R! abo N-kiHueBa dyHKUiOHaNbHa rpyna sBnAsiloTb cobot
ankincynsOHOBY KUCMOTY, BUBpaHy 3 MeTaHCyrnbOHOBOI KMCNOTU, €TaHCyNbdOHOBOI kucnoTn, 1,2-etan-
ancynbdoHOBOT KMCNOTN abo 2-TiapOoKCUETaHCYIbOOHOBOI KMCIOTH.

Y KOHKpeTHUX BapiaHTax 3giicHeHHs R! abo N-kiHueBa dyHKUiOHanNbHa rpyna sBnsioTb coboto
arnkincynbgoHOBY KUCIOTY, BUOpaHy 3 BeH3eHCYNbGOHOBOI KMCOTU, 4-XNOopOeH3eHCYNIbGIOHOBOI KUCOTH,
2-HadTaneHcynbOHOBOI KMCOTU, 4-TONYEHCYNbGOHOBOI KUCNOTN abo kaMdopCyrnbdOHOBOI KMCITOTH.

MenTngHi anmepn

Y pesknx BapiaHTax 34iNCHEHHS AaHW BUHaxig MIiCTUTb AMMEPUM MOHOMEPHWUX MEenTUAHUX iHribiTopis,
ONUCaHUX Yy LbOMY [OOKYMEHTI, BKMOYaKuYM AMMepW, onucaHi y BignosigHux Tabnuvuax. Ui anvepwu
OXONIIOKTLCA 3arafnbHUM TEPMIHOM "nenTugHi iHribiTopn", BMKOPUCTOBYBAHUM Y LbOMY [OKYMEHTI.
IntocTpaTMBHI AMMEpU SaHOro BMHaxXody TaKoX NpeAcTaBneHi B HaBedeHMX Tabnuusax, B SKMX Yy AyxKKax
nicns niHkepa BKasaHi Cy0oauMHMLI OMMEPU30BAHUX MOHOMEPIB. AKWO He 3a3HayeHo iHwe, cyboauHuLi
3B'A3yt0TbCs CBOIMU C-kiHuaMU. TepmiH "onmep", TO6TO nenTugHun gumep, BiAHOCUTBLCS A0 CMONYyK, Lo
MIiCTATb OBi nenTuaHi MOHOMEpPHi cyboauHuui. OumMepHuin nenTuaHWKiA iHriGiTop OaHOro BMHAxXo4y MOXe
MiCTUTM OBi iO€HTUYHI MOHOMEpHi cyboanHWUi, WO NpM3BOAUTL A0 YTBOPEHHSA romoaumepy, abo aBi
HeigeHTUYHi MOHOMepHi cyboauHULI, WO Npu3BOAMTL A0 YTBOPEHHS retepoammepy. LincteiHoBuin ammep
MICTUTb OBi NenTUOHIi MOHOMEPHiI cyboanHMLI, 3B'A3aHi MixX coDOK 3a 4OMOMOrol AUCYNb®ILHOMO 3B'A3KY
LUUCTEIHOBMM 3aSIULLKOM B OfHI MOHOMEpHIN CyOOoaMHULI Ta LUMCTEIHOBUM 3asfiMLLIKOM B iHLUIi MOHOMEPHIN
cyboamHui.

Y pesdkux BapiaHTax 34iNCHEHHS NenTuaHi iHribiTopy gaHoro BMHaxog4y MOXYTb OyTW akTMBHUMW B
AVIMEpHIN KoHopMauii, 30kpemMa 3a HasiBHOCTI B NeNTUAi BiflbHWUX 3anuLLKIB LUCTEIHY. Y Aeskux BapiaHTax
34iCHeHHs ue BigbyBaeTbca abo y opmi CMHTE30BaHOro aumepy, abo, 3okpema, y pasi NpUCYTHOCTI
BiNIbHOr0 LIMCTEIHOBOrO MOHOMEPHOrO MenTuay, SKUX AUMEPU3YETLCA B OKUCHIOBAIIbHUX YMOBaX. Y OESAKUX
BapiaHTax 3AiViCHEeHHs gumep sBnse coboto romoammep. B iHWKMX BapiaHTax 34iMCHEHHS Oumep ABMSE
coboto retepoaumep.

Y Oesiknx BapiaHTax 34iIMCHEHHSI MOHOMEPHI CyOOAMHULI OAHOr0 BMHaxo4y MOXYTb OMMEpPU3yBaTUCs
NpuaaTHOK 3B'A3yBafbHOK (YHKUIOHANbLHOK [Pyno, Hanpuknag AucynbgigHMM MIiCTKOM MK [ABOoMa
LUUCTEIHOBMMM 3anuLlKaMm, No OAHOMY B KOXHI MENTUAHIA MOHOMEPHI cyboamHuLi, abo iHLWOoW NpuaaTHoOK
3B'I3yBaribHOK PYHKLIIOHANBHOK rPYMo, BKIHOYAO4M, 30Kkpema, Oyab-aKol 3 ON1CaHWX Y LIbOMY OOKYMEHTI.
Heski MoHoMepHi cyboamHumui nokasaHi 3 C- Ta N-kiHusAMKW, obuaBa 3 SKMX MalTb BiNIbHUIA amiH. Takum
YMHOM, AN CMHTEe3y OUMEPHOro NenTUAHOro iHribitopa MoxHa MoaudikyBaTh MOHOMEpPHY CyGoauHMLI0 3
BMAaneHHsaM BinlbHoOro C- abo N-kiHLUEeBOro amiHy, TMM camuM 3abe3nevyounm MOXMIMBICTE AMMepu3auii
iHLIOro BiNbHOrO amiHy. TakoX y OesiKMX BuUMNafkax KiHeub OAHiel abo Ginblue MOHOMeEpHMX cyboanHuLb
aUMIMIOETBCS aUWIIOIYO0 OPraHiyHOK CMoJSyKO, 0B6paHo 3 rpynu, WO CKNagaeTbes 3: TpudTopneHTuny,
aueTuny, OKTOHiny, OyTuny, neHTuny, rekcuny, nanbMiTuny, TpuUgTOpMEeTMNOYTaHOBOI KWUCIOTH,
LMKIONEHTaHKapOOHOBOI  KUCMOTK,  LMKITONPOMINOUTOBOI  KMCIOTH, 4-(pTOpPOEH30MHOI  KucroTtun, 4-
dTopcheHinouToBOI KMcnoTn, 3-ceHinnponioHoBoOI KUCROTW, TeTparigapo-2H-nipaH-4-kapOOHOBOI KUCOTH,
OYpLITMHOBOI KMCNOTM abo rnyTapoBOi KUCMOTU. Y OeAKUX BUMNagkax MOHOMEPHI CyGOOUHWLI MICTATH sK
BINbHUA KapOOKCUMbHUIA KiHeub, TaK i BiflbHUA aMiHOKIHELb, 3aBOSKM YOMY KOPUCTYBa4y MOXe BMOIpKOBO
mMoaudikyBatM cyboouHMLIKD AN OOCATHEHHS Oumepwu3auii Ha GaxaHomy KiHui. Takum 4mMHOM, dhaxiBuio B
OaHi ranysi 6yge 3po3ymino, Wo MOHOMEpPHi CyboAMHMLI MUTTEBOrO BUHAxXoAy MOXyTb OyTu BMOIpKOBO
MoAandikoBaHi 3 OTPMMAHHSIM O4HOMO KOHKPETHOrO amiHy Anst LOCATHEHHsS1 6axkaHOi gumepu3adii.

Takox cnig po3ymiTv, wo C-KiHUEBi 3anuLKM MOHOMEPHUX CYOOAMHMLb, OMUCaHi B LIbOMY AOKYMEHTI,
HeOobOB'A3KOBO MOXYTb ABNATM coboto amian. Kpim Toro cnig posymiti, WO B AesAKMX BapiaHTax 34iNCHEHHSI
anvepusadis Ha C-KiHUi monerwyeTbcs 3a OOMOMOIoH BMKOPWUCTAHHS NPUAATHOI aMiHOKUCIIOTU 3 BiYHUM
naHuytorom 3 yHKLiOHanbHMMW BNACTMBOCTSMU aMiHOMpynu, AK 3aranom po3ymieTbcs B Ui ranysi. Lo
cTtocyeTbcs N-KiHUEBUX 3anuLLKiB, TO 3aranoM 3po3yMmino, Wo AuMMepusauis mMoxe OyTu fJocsrHyta 3a
OOMOMOTOK BIiNIbHOrO amiHy KiHLEBOro 3anuiiky, abo moxe OyTu OocArHyta 3a AOMOMOrOK MpugaTHOro
6i4HOro naHura amiHOKUCIOTH, WO Mage BiflbHUA aMiH, SIK 3aranoM po3yMieTbCH B Ui ranysi.



®yHKUIOHanNbHI rpynu, WO 3B'A3y0Tb MOHOMEPHi CyboauMHUUi, MOXYTb Matu 6yab-sKy CTPYKTYpY,
OOBXMHY Ta/abo po3mip, CYMICHI 3 ife€to, onncaHow B LbOMY AOKYMEHTI. LLloHanmeHLwwe B ogHOMY BapiaHTi
30iNCHEHHs 3B'A3yBanbHa (PyHKUiOHanbHa rpyna obpaHa 3 rpynu, Lo CKNagaeTbCH, 30Kpema, i3 LUCTEiHY,
nisuny, DIG, PEG4, PEG4-6iotnHy, PEG13, PEG25, PEG1K, PEG2K, PEG3.4K, PEG4K, PEG5K, IDA,
ADA, Boc-IDA, rnytapoBoi kucnotu, isodpTtaneBoi kucnotwn, 1,3-peHineHgioutoBoi kucnotun, 1,4-
deHineHaiouToBOI KMCIOTH, 1,2-GpeHiNeHAiouTOBOI KUCNOTN, TpruasuHy, Boc-TpuasuHy, IDA-GioTuHy, PEG4-
6ioTnHy, AADA, npugaTHUX anidaTMYHUX CMoNyK, apoMaTUYHMUX CMONYK, reTepoapoMaTUYHMX CMOMyK Ta
nonieTUNeHrnikoneBuxi NiHKEPIB 3 MONEKYNAPHO Macoto Big npubnusHo 400 a.o.Mm. go npubnuaHo 40 000
a.0.M. Y pesikmx BapiaHTax 3giiicHeHHs PEG2 saBnse coboto HO2CCH2CH20OCH2CH2OCH2CH2CO2H.
HeobmexyBanbHi npuknagm npuaaTHyx 3B'a3yBanbHUX PyHKLIOHaNbHUX rpyn HagaHi B Tabnuui 2.

Tabnuusa 2

InocTpaTnBHI 3B'A3yBanbHi (PyHKUiOHaNbHI rpynu

CkopoyeHHs Onuc CrtpykTypa

0o 0
DIG Avrnikonesa kucnora )k/o\)k
o ¢}

0 0
BicpyHKUioHanbHW PEG-niHkep i3 4 J\A A/lk
PEG4 nonieTunernikonesumMm oanHULAMN o o/\/POVﬂ;O o

(o] (o]
BidbyHkuioHanbHWI PEG-niHkep i3 13
PEG13 nonieTunernikonesMMmn oaMHULSMU okﬂowov\]}oA/U\o

0 0
BidbyHkuioHanbHWI PEG-niHkep i3 25
PEG25 nonieTunernikoneBMMmn oaMHULSMU OMO/\*OV\]XOA/U\O

BidbyHkuioHanbHUn PEG-niHkep 3

PEG1K MOJEKYNSIPHOIO Macoo NOsieTUNrMiKomnto
1000 a.o.m.
BidpyHkuioHanbHu PEG-niHkep 3
PEG2K MOJEKYNsIPHOIO Macoo NOsieTUNrnikomnto
2000 a.o.m.
BidpyHkuioHanbHu PEG-niHkep 3
PEG3.4K MOJEKYNsIPHOIO Macoko NONieTUNrnikomnto
3400 a.o.m.
BidbyHkuioHanbHW PEG-niHkep 3
PEG5K MOEKYNsIPHOO Macoko NONieTUNrniKomnto
5000 a.o.m.
o) O
DIG HAurnikonesa kucrnota )k/o\)k
0] )
o)
o)
o)
B-Ala-IDA B-Ala-imiHogiouToBa kucnota N\}N
o




o}
Y o
Boc-B-Ala-IDA | Boc- B-Ala-imiHogiouToBa kucrnoTta o
N
(6]
(0]
o
o]
Q o)
Ac-B-Ala-IDA | Ac- B-Ala-imiHogiouToBa KMcnoTa >‘N\_>~N
o]
o]
0 0
(0]
2: N)LMN
::E; ?th-Ala- ManbmiTun- B-Ala-iMmiHogioLToBa kucnota N
o
(0]
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Y pesknx BapiaHTax 34iMCHEHHS AOWMEPHU NenTUAHWWA iHribiTop OumepusyeTbCca 3a [OMOMOror
3B'A3yBarnbHOI (PyHKUiOHanNbHOI rpynn. Y Aesdkux BapiaHTax 34INCHEHHS OUMEPHMI NenTUOHWUIM iHriBiTop
AVMEepU3YETLCH 3a AOMOMOrol BHYTPILLHEOMONEKYNSPHOrO ANCYNbMIAHOro 3B'A3Ky, YTBOPEHOIO MiX ABOMa
LUMCTEIHOBMMIM 3anuLIKaMu, Mo OOHOMY B KOXHii MOHOMEPHIN cyboauHuui. Y Oesikux BapiaHTax 34iiCHEHHS
ONMEPHUA NenTUAHUIA iHriGiTOp AMMEpPU3YETLCS 3a AOMNOMOIOK K 3B'sI3yBaribHOT OYHKLiOHANbHOI rpynun, Tak
i BHYTPILLHBOMONEKYNSAPHOro ANCynbMigHOro 3B'A3ky, YTBOPEHOrO MK ABOMa LMCTEIHOBUMU 3anuwikamun. Y
Oesiknx BapiaHTax 34iINCHEHHSI BHYTPILUHBOMONEKYNAPHNA 3B'A30K € TioeipHUM, nakTaMmHMUM, TpiasonbHUM,
ceneHoegipHUM, AnceneHigHUmM abo onediHHUM 3aMicTb ANCYnbdigHOro.

daxisuto B gaHin ranysi 6yge 3po3ymino, o 3B'A3yBanbHi QyHKLiOHanNbHI rpynu (Hanpuknag, C- abo N-
KiHLEBMWI NiHKep), OnMcaHi B LbOMY OOKYMEHTI, € HeoOMexyBansHMMK NpuKnagaMmn NpuaaTHUX MiHKepiB, i
O AaHWIN BUHAxig MoOxe BknoYaTn Byab-aKy npuaaTtHy 3B'A3yBanbHy yHKUiOHANbHY rpyny. TakMuM YMHOM,
OesKi BapiaHTW 34iMCHEHHS JAHOro BMHAxXo4y BKIIOYalOTb roOMO- abo retepoaMMepHuid NENTUAHMI iHriGITop,
IO MICTUTb ABi MOHOMEpPHi cyboamHuui, BubpaHi 3 nentuais, NnpeactaeneHnx y byab-skin 3 Tabnuub, abo
nenTuais, WO MicTATb abo cknagalTbCca 3 NOCNIAOBHOCTI, NpeacTaBneHoil y Oyab-aki 3 Tabnuup, ae C- abo
N-KiHUi BigNOBIAHUX MOHOMEPHUX CyOOoAUHMLL (200 BHYTPILLIHIX aMiHOKMCNOTHUX 3anuLlKiB) 3B'A3aHi Oyab-
KO MpMAAaTHOK 3B'A3yBanbHOK  (OYHKLIOHANbLHOK rPynol 3a [JOMOMOrow AMMEPHOro nenTUaHOro
iHribiTOpa, WO XapaKkTepusyeTbecs iHMBITOPHOI aKTMBHICTIO MO BigHOWEHHIO A0 IL-23. Y geskux BapiaHTax
30iACHEHHs1 nNiHkep 3B'A3aHMi 3 N- abo C-kiHUeM OfHiEl MOHOMEpPHOi CcyboauHWLI Ta BHYTPILIHIM
aMiHOKMCNOTHUM  3afMLIKOM iHLIOI MOHOMEPHOI CyOOAMHMLI, YTBOPKOKYM OuMep. Y Oeskux BapiaHTax
3[iCHEHHS NIHKEpP 3B'A3aHUI i3 BHYTPILIHIM aMiHOKMCNIOTHUM 3anMLIKOM OZHI€i MOHOMEPHOI cyboauHuLi Ta
BHYTPILUHIM aMiHOKMCIOTHMM 3anuLWKOM iHLIOI MOHOMepPHOI cyboanHuui, yTBOpIoUYM aumep. Y 4o4aTKOBUX
BapiaHTax 34iNCHeHHSA niHkep 3B'A3aHui 3 N-abo C-kiHuem 060x cyboanHuLb.

Y KOHKpeTHMX BapiaHTax 34iNnCHeHHs ogHa abo obuasi MOHOMEpPHI CyBoAMHULI MICTATb MOCHiIAOBHICTb
abo ctpykTypy 6yab-akoi 3 chopmyn (1)-(XVIld), abo npegcrasneHy B Tabnuui E1A abo tabnuui E1B, abo
Oyab-AKMIi 3 NENTUAIB, ONUCAHUX Y LIbOMY OOKYMEHTI.

Y pesikux BapiaHTax 34iIViCHEHHS AMMEPHUIA NEeNTUOHWI iHriBITOP MICTUTE CTPYKTYPY chopmynun XII:

(R1-X-R?)2-L (XII)

abo rioro chapmaleBTUYHO NPUAHATHY Cinb abo conbear,

e koxxHa R! He3anexHo BifcyTHS, ABMsie cO0O0K 3B'I30K (HAMpUKNaa KoBaneHTHUIA 3B'A30K) abo obpaHa
3 aromiB BogHt, C1-C6-ankinbHoi rpynu, C6-Cl2-apunsHoi rpynn, C6-C12-apunbHo-C1-C6-ankinsHol
rpynu, C1-C20-ankaHoinNbHOI rpynu, BKMOYakouu nerinboBaHi BapiaHTM okpemo abo B SIKOCTi cnencepiB Mix
Oyab-4MM 3 NepepaxoBaHOro BULLE;

e koxxHa R2 HesanexHo BifCyTHS, sIBNsie CO0O0K 3B'sI30K (HAanpuUKnaz KoBaneHTHUI 3B's130k) abo obpaHa
3 OH abo NH2; L sBnse coboto 3B'A3yBanbHy yHKUiOHaNbHY rpyny; a koxHa X sBnsie cobol HesanexHo
obpaHy menTuaHy MOHOMEpPHY cyboanHMuio, WO MICTUTb nocnigoBHicTb dopmyn (1)-(XVIld), onmucaHux y
LUbOMYy [OOKYMEHTI. Y [OesKkux BapiaHTax 34iACHEeHHs ogHa abo obuasi nenTuaHi MOHOMEPHI cyboauHMLi
OMMEPHOro nenTuAHOro iHribitopa UMKMI30BaHi, Hanpuknag, 3a AOMOMOroH BHYTPILUHBOMOSEKYNSPHOIO
3B'A3Ky Mk X4 Ta X9. Y gesikux BapiaHTax 3fiicCHEHHst ogHa abo obuasi NnenTuaHi MOHOMEpHI cyboanHuLi €
NiHIMHMMK 260 HeuMKNi3oBaHUMN.

Y KOHKpPEeTHMX BapiaHTax 34iNcHeHHs koxkHa R! HesanexHo sBnse cobow 3B'A30K (Hanpuknag
KoBaneHTHWU 3B'A30K) abo obpaHa 3 aTtomiB BoaH, C1-C6-ankinbHol rpynu, C6-C12-apunsHoi rpynu, C6-
C12-apunbHo-C1-C6-ankineHoi rpynn, C1-C20-ankaHoinbHOI rpynu, BKMNOYauM NerinboBaHi BapiaHTu
okpemMo abo B SAKOCTi cnencepis MiX 6yob-4MuM 3 nepepaxoBaHOro Bulle. Y KOHKPETHMX BapiaHTax
3aincHeHHs1 N-KiHelb KOXHOT Cy0OAMHULI MICTUTb (PyHKUIOHanNbHy rpyny, BubpaHy 3 atomiB BogHtoo, C1-C6-
ankineHoi rpynm, C6-C12-apunbHoi rpynu, C6-C12-apunbHo-C1-C6-ankineHoi rpynun, C1-C20-ankaHoinbHoi
rpynu, BKIKOYAKUK MerinboBaHi BapiaHTM OKpeMo abo B AKOCTI cnencepiB Mk Oyab-4uMm 3 nepepaxoBaHOro
BULLE.



Y Oeskux BapiaHTax 3A4iCHEeHHs Byab-sKoro 3 nenTuaHWX iHribiTopiB pisHUX opMyn, BU3HAYEHUX Y
LbOMY AOKYMeHTI, kokHa R! (abo N-kiHUeBa cyHKUioOHanbHa rpyna) obpaHa 3 meTuny, aueTtuny, dpopminy,
BeH3oiny, TpudTopaLeTuny, isoBanepuny, i3obyTupuny, OKTaHiny, a TakoX KOH'loroBaHux amifis naypmHOBOI1
KMCNOTK, rekcagekaHoBoi KUCnoTn Ta y-Glu-rekcagekaHoBoOl KMCTOTW.

Y KOHKpPeTHUX BapiaHTax 3AiicHeHHs1 koxkHa R2 (abo C-kiHueBa gyHKUioHanbHa rpyna) HesanexHo sBfse
co0oto 3B'A30K (Hanpuknag KoBaneHTHWU 3B'A30k) abo obpaHa 3 OH abo NHo.

Y KOHKPETHMX BapiaHTaXx 34iNCHEHHS Byab-IKOro 3 AMMEpPHMX NENTUAHMX iHribITOpiB, onMcaHuxX y LbOMy
[OKYMeHTi, ogHa abo o6uasi R! siBnsoTe coboto aTom BOAHHO.

Y KOHKPETHUX BapiaHTax 34iNCHEHHA OMMEpPHMX NenTUOHUX iHribiTopiB 4aHOro BMHaxody, 3B's3yBaribHa
dyHKuioHanbHa rpyna (L) aense coboto 6yab-akuii 3 NiHKepiB, ONNUCaHKX Y LbOMY AOKYMEHTI NpeAacTaBneHmnx
y Tabnuui 1 abo 7. Y geakux BapiaHTax 34iicHeHHs L aBnsie coboto NisMHOBUN MiHKep, AieTUNEHIMIKONbHUIA
niHkep, imiHogioutoBun (IDA) niHkep, B-Ala-imiHogiouToBun (B-Ala-IDA) niHkep abo PEG-niHkep.

Y pisHMX BapiaHTax 34iNCHEHHs Oyab-AKOro 3 AMMEpHMX MEenTUAHUX iHrBITOpIB, KOXHA i3 NenTUAHMX
MOHOMEpPHNX CyBOAMHMLbL 3B'A3aHa 3i 3B'A3yBanbHO (PyHKUioOHanbHOW rpynoto Ti N-kiHuem, C-kiHuem abo
BHYTPILIHIM aMIiHOKUCIIOTHUM 3anuikoM. Y Aeskux BapiaHTax 34iMCHEeHHs Oyab-Akoro 3 AMMEPHMX
nenTuaHuX iHridiTopiB, N-KiHEUb KOXHOI NenTMaHOi MOHOMEpPHOI cyboanHWLI 3B'A3aHMIA 3i 3B'sI3yBaribHOO
PYHKLIOHaNbHO rpynoto. Y Aesikux BapiaHTax 34INMCHEHHs1 Oyab-sIKkoro 3 AMMEpPHUX NenTuaHuX iHribiTopis,
C-KiHeUb KOXHOI NenTuaHOI MOHOMEPHOI Cy0OAMHUL 3B'siI3aHNI 3i 3B'A3yBanbHOK OYHKLOHANbHOK rPyroto.
Y npesiknx BapiaHTax 34iACHEHHS Oydb-KOro 3 AUMEPHUX MEenTUOHWX iHribiTopiB, KOXHa nenTuaHa
MOHOMepHa cyboauHuusa 3B'A3aHa 3i  3B'A3yBanbHO  (PYHKLIOHANbHOK rpyno i BHYTPILLHbOK
aMiHOKMCNOTOHO.

KoH'toratn Ta 6iononimepu nentugHux iHribiTopis

Y peskux BapiaHTax 34iMCHEHHSA NenTugHi iHribiTopu gaHOro BUHaxo4y, BKIOYaYM SK MOHOMEPH, Tak i
anmepu, MictaTb oauH abo Ginblue KOH''OroBaHUX XiMIYHUX 3aMiCHWKIB, Hanpuknazg ninodinbHi 3aMiCHUKM
abo noniMepHi YHKUiOHanbHI rpynn, SKi B UbOMY AOKYMEHTI MOXYTb HasuBaTUCA (YHKUIOHaNbHUMM
rpynamu, siki nNpogoBXylTb nepiog HaniBBuBeAeHHs. bes3BigHOCHO [0 Oyab-sKOI KOHKpEeTHOI Teopii,
BBa)aETbCS, WO NiNOdinbHI 3aMiCHUKM 3B'A3YI0OTbCA 3 anbOymMiHOM Yy KpOBi, TUM camMuUM 3axuLialuu
nenTuaHWM iHribiTop Big depMeHTaTUMBHOIO pPO3LIENSIEHHS, | TMM caMMM NPOOOBXYyH4YM nepiog Koro
HaniBBnBeAeHHs. Kpim TOro, BBaXKaeTbCH, WO MNOMiIMEpPHi YHKUIOHaNbHI rpynn NPOAOBXYKTb nepiog
HaniBBUBEAEHHS Ta 3HWXKYIOTb KITipEHC Y KPOBI.

Y [ogaTtKoBUX BapiaHTax 34iAcHeHHs Byab-AkMin 3 NenTuAHKX iHribiTopi, Hanpuknag, nentuam opmyn
(D-(XVIIld), Takox MicTATb 3B's3yBarnibHy YHKUIOHANbHY rpyny, 3B'A3aHy 3 MPUCYTHIM B iHriGiTOpi
aMiHOKMCNOTHUM 3arnu1LLIKOM, Hanpuknag 3B'a3yBanbHa yHKUiOHanbHa rpyna moxe 6ytu 3B'a3aHa 3 6idHMM
naHutorom 0Oyab-sKoi aMiHOKMCNOTW NenTuaHoro iHriditopa, A0 N-KiHLEBOI amiHOKMCNOTW nenTuaHoro
iHribiTopa abo Ao C-kiHLEeBOi aMiHOKMCNOTU NenTUAHOrO iHribiTopa.

Y pogaTtkoBuX BapiaHTax 34iMcHeHHs byab-akvMin 3 nenTugHux iHribiTopis, Hanpuknaa, nentnan gopmMyn
(ND-(XIV), Takox MICTATb (YHKUiOHanNbHY rpyny, fka NPOAOBXYE Mepiof HaniBBMBEAEHHSH, 3B'A3aHy 3
MPUCYTHIM B iHriBITOPi aMiHOKMCNOTHUM 3anuwKoM, Hanpuknag @yHKUioHanbHa rpyna, sika npoAoBXYyeE
nepiog HaniBBUBELEHHsI, MOXe OyTu 3B'A3aHa 3 Gi4HMM naHuorom Oyab-sIKOi amiHOKMCIIOTU NenTUOHOro
iHridiTopa, Ao N-KiHLEBOI aMiHOKMCNOTK NEeNTUAHOrO iHribiTopa abo Ao C-kiHLEBOI aMiHOKMCNOTM NENTUOHOIO
iHriGiTopa.

Y [ogaTtkoBUX BapiaHTax 34iAcHEeHHs Byab-aKkvMi 3 NenTUAHKX iHriGiTopiB, Hanpuknag, nentuam opmyn
(D-(XIV), Takox MICTATb CyHKUiOHaNbHY rpyny, dka MpOAOBXYE nepiof HaniBBUBEOEHHS, 3B'dA3aHy 3i
3B'A3yBasfibHOK (PYHKLIOHAINBHOK TPYMoto, 3B'sI3aHOK0 3 MPUCYTHIM B iHrGITOPi aMiHOKMCITOTHUM 3arnuLLIKOM,
Hanpuknag @yHKUiOHanbHa rpyna, ska MNpPOAOBXKYye Mepiod HaniBBMBEAEHHHA, MoOXe OyTu 3B'A3aHa 3i
3B'A3yBanbHO  (PYHKLIOHANBHOK [pPynol, 3B'A3aHO 3 BiyHMM naHuoroM Oyab-Akoi  aMiHOKUCIOTH
nenTuaHoro iHriditopa, Ao N-KiHLEBOi aMiHOKMCIIOTU NENTUAHOrO iHribiTopa abo Ao C-KiHUEeBOI aMiHOKNCIOTH
nenTUAHOrO iHridiTopa.

Y KOHKpPETHWX BapiaHTax 34iINCHEHHS NeNTUOHWUN iHriBITOp MICTUTL DYHKUIOHaNbHY rpyny, sika NPOAOBXYE
nepiof HaniBBMBEOEHHS, LLIO Ma€E NoKasaHy HWxk4e CTpykTypy, ae n=0-24 abo n=14-24:

n=0-24
X n X=CH,, CO,H, NH,, OH

o)

Y Oesikux BapiaHTax 34iiCHEHHS NEeNTUAHWIA iHrbITOp AaHOro BUMHAxXody MIiCTUTb OYHKUIOHANbHY rpymny,
sika MPOAOBXYE Nepiof HaniBBUBEAEHHS, NpeAcTaBneHy B Tabnuui 8.

Tabnuus 8



IntocTpaTmMBHI YHKUiIOHAMNbHI rpynu, SKi NPOAOBXYIOTL Nepioa HaniBBUBEAEHHSA

Ne DyHKLiOHaMNBHI rpynu, SKi NPOAOBXYIOTb Nepio HaniBBMBEAEHHS
(e}
Ci1 /\/\/\/\/\/U}r:
C12 (naypuHoBa kucnora)
(0]
C2 /\/\/\/\/\/\)J}{
C14 (mipucTuHOBa KUcroTa)
(0]
C3 /\/\/\/\/\/\/\/U}c{
C16 (nanbmoBa abo nanbmiTMHOBA KMCMOTAa)
(6]
ca /\/\/\/\/\/\/\/\)&{
C18 (cTeapuHoBa KucroTta)
(0]
C5 /\/\/\/\/\/\/\/\/U}{
C20
(0]
(0]
C6
OH
C12 pgukucnoTta
(0]
HO
Cc7
(0]
C14 pukucnora
(0]
HO
C8
(0]
C16 gukucnoTa
(@]
HO
Cc9
0]
C18 gukucnoTta
(0]
HO
Cc10
O
C20 pgukucnoTa




Y peskux BapiaHTax 34iNCHEHHs (pyHKLiOHanbHa rpyna, sika MpOAOBXYE Nepioad HaniBBUBEAEHHS,
3B'A3aHa 0e3nocepegHbO 3 NENTUOHMM iHMGITOPOM, B TOM 4Yac SK B iHWMWX BapiaHTax 34iACHEHHS,
dyHKUiOHanNbHa rpyna, gka npoAoBXYE Mnepiog HaniBBMBEOEHHS, 3B'A3aHa 3 NenTMAHMM iHriGiTopom 3a
OOMOMOrOH 3B'A3yBanbHOI (pyHKLiOHANBHOI rpynu, Hanpuknag, 0yab-sKoi 3 NpeacTaBneHnx y Tabnmusx 1, 2
abo 4.

Tabnvusa 4
IntocTpaTmBHI 3B'A3yBarbHi YHKLIOHANbHI
rpynu
Ne 3B'A3yBanbHa PyHKUiOHanbHa rpyna
(0]
H
N
L1 f{
COH
IsoGlu
NH,
H
b
L2
(0]
Dapa
N
B %[(\/\/\th
O Anx

JTinigHi niHkepwu:

L4 Wﬁﬁq

(0]
n=1-24
OV\NH{
L5 H
o PEG1
o §
}ﬁj{\/ V\O/\/ }{
L6
o PEG2
o N
e
W \/\)n\o/\/ ;&
L7 Y

PEG11 (40 aTomiB), TakOX BiAOMUIA SIK
PEG12




Wov“mﬁ

L8
n=1-25
PEG-niHkepm
0]
O/\/ V\;}H/
L9 H
0]
OEG
(e}
H
MNY\/\/\}(
L10 CoH O
IsoGlu-Ahx
COH O
(0] H (6]
N \/\O/\/ o/\/ \/\N‘J{L
L11 H H
(6] (e}
IsoGlu-OEG-OEG
(0]
H (0] O (0]
D N T N N \/\Ni{
H
L12 COH O
IsoGlu-PEGS
(e]
N o
\/\}\N}{
H
L13 COH O n=1-25
IsoGlu-PEGn
) )
0]
)K/\N%k/\o/\/ V\NE{
H H
L14

B Ala-PEG2




L15

o}

st~

O

N
H

Ao

B Ala-PEG11 (40 at

Y KOHKpEeTHMX BapiaHTax 34IMCHEeHHS NenTUuAHWW iHribiTop AaHoro BMHAxXody MICTUTL Oyab-AKy 3i
3B'A3yBanbHUX (PyHKLiOHaNbHUX rpyn, npeacraBneHux y tabnuuax 2 abo 4, i 6yab-sky 3 yHKLiOHanbHUX
rpyn, SKi NPOAOBXYIOTb Mepio HaniBBMBEAEHHs, npeactaBneHux y tabnuui 3, Bknoyaroun byab-aky 3

kombiHauin, npeacTasneHnx y Tabnuui 5.

n=11

OoMiB)

oy

Tabnuuysa 5

IntocTpaTnBHI KOMOIHAaUIT 3B'siI3yBanbHUX PyHKLIOHANBbHMX rpyn i OyHKUiOHANbHUX rpyn, SKi
NPOAOBXYOTb Nepio HaniBBMBEAEHHS B NENTUAHMX iHribiTopax

PDyHKUiOHanNbHa dyHKUiOHanbHa dyHKUiOHanNbHa
3B'dA3yBanbHa rpyna, sika 3B'A3yBanbHa rpyna, sika 3B'asyBarnbHa rpyna, sika
yHKUiOHanbHa| NpPOAOBXYyeE yHKUiOHanbHa|  NPOAOBXYE byHKLiOHanbHal  NPOAOBXYE
rpyna nepiog rpyna nepiog rpyna nepiog
HaniBBMBEEHHSA HaniBBMBEOEHHS HaniBBMBEAEHHS
L1 C1 L1 Cc2 L1 C3
L2 C1 L2 Cc2 L2 C3
L3 C1 L3 Cc2 L3 C3
L4 C1 L4 Cc2 L4 C3
L5 C1 L5 C2 L5 C3
L6 C1 L6 C2 L6 C3
L7 C1 L7 C2 L7 C3
L8 C1 L8 C2 L8 C3
L9 C1 L9 C2 L9 C3
L10 C1 L10 C2 L10 C3
L11 C1 L11 C2 L11 C3
L12 C1 L12 C2 L12 C3
L13 C1 L13 C2 L13 C3
L14 C1 L14 C2 L14 C3
L15 C1 L15 C2 L15 C3
PyHKUiOHanbHa PyHKUiOHanbHa DyHKUiOHanbHa
3g' rpyna, gka 3B'dA3yBanbHa rpyna, ska 3B'A3yBarnbHa rpyna, ska
B'A3yBasnbHa ) d
(byHKLLiOHANbH NPOfOBXYE dyHKUiOHanbHa NpoAoBXYe dyHKUioHanbHa NPOLOBXYE
rpyna _nepiop rpyna _nepiog rpyna _nepiog
HaniBBMBEAEHHS HaniBBMBEAEHHS HaniBBMBEAEHHS
L1 C4 L1 C5 L1 C6
L2 C4 L2 C5 L2 C6
L3 C4 L3 C5 L3 C6
L4 C4 L4 C5 L4 C6
L5 C4 L5 C5 L5 C6
L6 C4 L6 C5 L6 C6
L7 C4 L7 C5 L7 C6
L8 C4 L8 C5 L8 C6
L9 C4 L9 C5 L9 C6
L10 C4 L10 C5 L10 C6
L11 C4 L11 C5 L11 C6
L12 C4 L12 C5 L12 C6
L13 C4 L13 C5 L13 C6
L14 C4 L14 C5 L14 C6




[L15 |ca [[L15 |C5 |[L15 | C6
®yHKUiOHanbHa dDyHKUiOHanbHa dDyHKUiOHanbHa
. rpyna, sika 3B'a3yBanbHa rpyna, sika 3B'a3yBanbHa rpyna, sika
3B'A3yBanbHa ) d
(pyHKLIOHAMbHA NpofoBXYye dyHKLUiOHanbHa npopoBxye yHKLiOHanbHa NpopoBXye
rpyna _nepioa rpyna _nepioA rpyna ~NepioA
HaniBBMBEAEHHS HaniBBMBEOEHHSA HaniBBMBEOEHHS
L1 Cc7 L1 Cc8 L1 C9
L2 Cc7 L2 Cc8 L2 C9
L3 Cc7 L3 Cc8 L3 C9
L4 Cc7 L4 Cc8 L4 C9
L5 Cc7 L5 Cc8 L5 C9
L6 Cc7 L6 Cc8 L6 C9
L7 Cc7 L7 Cc8 L7 C9
L8 Cc7 L8 Cc8 L8 C9
L9 c7 L9 Cc8 L9 C9
L10 c7 L10 Cc8 L10 C9
L11 c7 L11 Cc8 L11 C9
L12 c7 L12 Cc8 L12 C9
L13 c7 L13 Cc8 L13 C9
L14 c7 L14 Cc8 L14 C9
L15 c7 L15 Cc8 L15 C9
DyHKLiOHanbHa DyHKUiOHanbHa PDyHKUiOHanbHa
3g' rpyna, ska 3B'A3yBanbHa rpyna, sika 3B'asyBanbHa rpyna, ska
B'AI3yBasnbHa d d
(byHKLOHANbHA NpofoBXYeE dyHKLiOHanbHa npoAoBXye dyHKLiOHanbHa NPOfoBXYeE
rpyna _nepiop rpyna _nepiop rpyna _nepiog
HaniBBMBEAEHHS HaniBBMBEOEHHS HaniBBMBEOEHHS
L1 C10 L6 C10 L11 C10
L2 C10 L7 C10 L12 C10
L3 C10 L8 C10 L13 C10
L4 C10 L9 C10 L14 C10
L5 C10 L10 C10 L15 C10

Y peskux BapiaHTax 34iMCHEHHA MK NenTUaoM i KOH''oroBaHo (OYHKLIOHANbHO
dYHKUiOHANbLHOK TPynoto, ska MPOAOBXYE nNepiof HaniBBMBEOEHHS,
Hanpuvknag sik nokasaHo B Tabnuu,i 6.

rpynoto, Hanpuknag
Moxe OyTu pJekinbka niHKepiB,
Tabnuus 6

IntocTpaTuBHI KOMOIHaLIT 3B'A3yBanbHUX PyHKLiOHANBHUX TPy i (OYHKLIOHANBHWX rpyM, sKi
NPOOOBXYIOTb Nepios HaniBBMBEAEHHS B NENTUAHMX iHTOITOpax

3B'a3yBanbHa dyHKUiOHanbHa rpyna, sika 3B'aszyBanbHa | ®yHKUiOHanNbHa rpyna, ska
dyHKUiOHanbHa NpoAOBXYE nepios dyHKUiOHanbHa NpoAoBXYye nepion
rpyna HaniBBMBEAEHHS rpyna HaniBBMBEeAEHHS
L1-L2 C10 L1-L2 C8
L2-L5-L3 C10 L2-L5-L3 C8
L3-L8 C10 L3-L8 C8
L1-L2-L3 C10 L1-L2-L3 C8
L5-L3-L3-L3 C10 L5-L3-L3-L3 C8

Y peskux BapiaHTax 34iCHEHHS nepiod HaniBBUBEAEHHSA NenTuay, SKUN MICTUTb KOH'HOroBaHUN XiMiYHUI
3aMiCHUK, TOBTO (pyHKLiOHanNbHY rpyny, sika NPOAOBXYE Nepion HaniBBMBEOEHHS, CTAHOBUTL LLIOHAMMEHLUe
100 %, woHanmeHwe 120 %, woHanmeHwe 150 %, woHanmeHwe 200 %, woHarmeHwe 250 %,
woHarnmeHwe 300 %, woHanmeHwe 400 % abo woHanmeHwe 500 % Big nepiogy HaniBBMBEOEHHSA TOroO
caMoro nenTUAHOro iHridiTopa, SIKMA He MICTUTb KOH'HOroBaHWMMA XiMIYHWIA 3aMiCHMK. Y OesikMx BapiaHTax
30INCHEHHs1 NinNodinbHi 3aMicHUKM Ta/abo noniMepHi  (PyHKUIOHaNbHI rpynyM MNOKpaLwyTb MPOHUKHICTb
nenTuaHoro iHribiTopa yepes enitenin Ta/abo KOro yTpuMaHHSA y BNacHin nNnacTuHUi. Y aeskux BapiaHTax
30INCHEHHST MPOHUKHICTL Yepes3 enitenii Ta/abo yTpumaHHa Yy BRAcCHIM nnacTuvHUi nenTuaHoro iHribiTopa



BMHAaxoAy, SIKUA MICTUTb KOH'lOrOBaHUM XiMiYHUIA 3aMiCHWK, CTaHOBUTL LoHanMeHwe 100 %, woHanmeHLwe
120 %, woHanmeHwe 150 %, woHanmeHwe 200 %, woHanmeHwe 250 %, woHanmeHwe 300 %,
woHanmeHwe 400 % abo woHanmeHwe 500 % Big nepiogy HaniBBUBEAEHHS TOro CaMoro nenTuaHoro
iHriGiTOpa, AKNA HE MICTUTb KOH'FOTOBaHUIN XiMiYHWUIA 3aMiCHUK.

Y pesikux BapiaHTax 34iNCHeHHsA OiYHMM naHulr ogHoro abo Oinblie aMiHOKMCNOTHUX 3arnuvLUKiB
(Hanpuknag 3anuwkiB Lys) y nentugHoMmy iHriGiTopi BMHaxogy KOH'IOroBaHUW (Hanpuknag KOBaseHTHO
3B'AA3aHWI) 3 NiNoiNbHMM 3amiCHMKOM. J1inodinbHMIA 3aMiCHMK MOXe BYTK KOBaNeHTHO 3B'A3aHNM 3 aTOMOM
B Oi4HOMY naHutory amiHOKMCNOTW, abo B anbTepHaTUBHOMY BapiaHTi OyTM KOH'toroBaHMM 3 OiYHMM
NaHUroM aMiHOKMCINOTM 3a AOMOMOrok ogHoro abo Ginblie cnencepis. Cnencep, 3a HasiBHOCTI, MOXe
3abe3nevyBaTu NPOMIKOK MK NENTUAHUM aHarorom i NinoinbHUM 3aMICHUKOM. Y KOHKPETHUX BapiaHTax
30INCHEHHS NenTUAHWWA iHrBITop MICTUTL Oyab-siky 3 KOH'IOrOBaHWX (YHKLIOHaNbHUX rpyn nentuais,
npeacraBneHnx B Tabnunusax 2-6.

Y peskunx BapiaHTax 34iMCHEHHS NiNodinbHi 3aMiCHUKM MOXYTb MICTUTU BYTMEBOAHEBMI NaHLOr, WO Mae
4-30 aTtomis C, Hanpuknapg woHanmeHwe 8 abo 12 atomis C, i 6axxaHo 24 abo meHwe atomiB C abo 20 abo
mMeHwe atomis C. ByrnesogHeBuin naHuor Moxe 6yTu niHiiHUM abo posranyXeHuMm i Moxe 6yTn Hacu4yeHuM
abo HeHacuyeHUM. Y Oesiknx BapiaHTax 34iIMCHEHHSI BYrNeBOAHEBUA NaHLIOr 3aMilleHUIn YHKLiOHaNbHOK
rpyrnoto, sika YTBOPKE YaCTMHY 3B'I3KY 3 OiYHMM naHUtoromMm amiHokucrioTu abo cnencepom, Hanpuknag
auuMIbHOK rpynoto, cynbgoHumbHOW rpynoto, atomom N, atomom O abo aTomoMm S. Y geskux BapiaHTax
30IMCHEHHST BYrNEeBOAHEBUIN NaHUOM 3aMilLleHNn auuibHOK rpynoto, i BiAMOBIAHO BYrNeBOAHEBUN NaHLUOM
MOXe YTBOPOBATM YaCTUHY asnkKaHOINbHOI rpynu, Hanpuknag nanbMiToiny, Kanpoiny, naypoiny, Mipuctoiny
abo cteapoiny.

NinodinbHUn  3acTynHUK MoOXe OyTu KOH'loroBaHuMn 3 O6iYHMM naHulrom 6yab-AKOi amiHOKMCROTH
nenTMaHOro iHribitopa AaHoro BuMHaxody. Y AesKuX BapiaHTax 34iINCHEHHS BiYHMI naHUlr amMiHOKMCNOTK
BKINIOYAE KapOOKCUNbHY rpyny, riApPOKCUMbHY rpyny, TiOMbHY rpyny, amigHy rpyny abo amiHorpyny Aans
YyTBOPEHHs edipy, cynbdoHinedipy, Tioedipy, amigy abo cynbcoHamigy 3i cnencepom abo ninodinbHUM
3aMicHUKOM. Hanpuknag, ninodinbHMin 3aMiCHUK Moxe KoH'toroBaHui 3 Asn, Asp, Glu, Gin, His, Lys, Arg,
Ser, Tp, Tyr, Trp, Cys a6o Dbu, Dpr abo Orn. Y geskux BapiaHTax 3AiNCHEHHSA NiNodinbHUA 3aMiCHUK
KOoH'toroBaHui 3 Lys. AMiHOKMCOTa, NpeacTaeneHa y Burnsgi Lys y 0yab-sikin 3 opmyn y LbOMY AOKYMEHTI,
Moxe O6yTu 3amilleHa, Hanpuknagd, Dbu, Dpr abo Orn y Bunagkax, Konv gogaeTtbcs NinoginbHUA 3aMiCHUK.

Y [Oeskux BapiaHTax 34IMCHEHHs MenTuaHi iHribiTopy gaHoro BuHaxog4y MoOXyTb OyTn mopgudikoBaHi,
Hanpuknag, 3 MeToH MiABULLEHHST CTIAKOCTI, NiABMLUEHHSI NPOHWKHOCTI abo nigBULLIEHHS NikonogiGHMX
XapaKTepPUCTUK LLMAXOM KOH'torauii XiMiYHOI (pyHKUiOHanbHOI rpynu 3 Gi4HMM naHutorom ofHiei abo bGinblue
amiHokucnot B nentuai. Hanpuknag, N(encinoH) N(encinon)-nismHy, B-kapbokcun acnapariHoBoi abo y-
KapOoKcun rnyTamiHOBOI KMCIIOTU MOXYTb BYyTK BigNOBIAHUM YMHOM (DYHKLiOHAMi30BaHi. Takum YnHOM, Ans
OTPUMaHHA MOAMIKOBAHOro nenTuay amiHokMcnotra B nentugi moxe ©OyTv  BiANOBIAHMM  YMHOM
mMoamdikoBaHa. Takox y Aesdkux Bunagkax b6idHMn naHuor aumnioeTbCA aumMIioY00 OPraHiyHOK CrMOoyKOH,
obpaHol 3 rpynu, WO CKNnagaeTbCs 3: TPUTOPNEHTUNY, aueTuny, OKTOHINy, OyTuny, neHTuny, rekcuny,
nanbmiTUNy, TpUPTOPMETUNOYTaHOBOI KUCMOTW, LUKMNONEHTaHKapboHOBOI KMCNOTW, LMKNIOMNPONiNouTOBOl
kncnotn, 4-cptopbeH3onHoi  kncnotun, 4-pTopdeHinouToBOi  KMCNOTH, 3-GeHinnponioHoBOI  KUCNOTW,
TeTparigpo-2H-nipaH-4-kapOoHOBOI KMCNOTW, OYpPLUTMHOBOI KUCMOTW, [MyTApoBOi KUCNOTM abo >KOBYHOI
kmcnoTtu. daxiBLto B Ui ranysi Oyae 3po3ymino, Wo Aekinbka KOH'toraTiB MoXyTb OyTu 3B's3aHi Mixx coboto,
Hanpuknag PEG4, IsoGlu Ta ix komGiHaujii. PaxiButo B Ui rany3i 6yge 3po3ymino, o amiHoKicnoTa B
nenTuai Moxe OyTW i30CTEPUYHO 3amillleHa; Hanpuknag Lys moxe 6ytu 3amiwenui Dap, Dab, a-MeLys a6o
Orn. Mpuknagn moandikoBaHMX 3anuLLKIB B NeNTuai npeacTaBneHi B Tadbnuui 7.

Tabnuusa 7

Mpuknaam mogndikoBaHoro nisuHy, Asp ta Asn y nentugi
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Y popatkoBMX BapiaHTax 3A4iMCHEHHst JaHoro BuHaxopdy, 6iyHui  nadutor ogHoro abo 6Ginblie
aMiHOKMCNOTHUX 3anuLLKIB Y NENTUOHOMY iHriBITOPI BUHaxo4y anbTepHaTMBHO abo 40AaTKOBO KOH'IOrOBaHWN
3 noniMepHo pyHKUIOHaNbHOK TPYMo, Hampuknag 3 MeTow MigBULLEHHS PO3YMHHOCTI  Ta/abo
NPOAOBXEHHS Nepiogy HaniBBMBEAEHHS in vivo (Hanpuknag y nnasmi) Ta/abo nigBuiLeHHs GiogoCTynHOCTI.
Takox BIiAOMO, WO Taki moaudikauii 3HWKYIOTb KNipeHC (Hanpuknag HUPKOBUIA KiipeHC) TepaneBTUYHMX
oinkiB i nenTnais.

Y KOHTEKCTi UbOro AoKyMeHTa, "nonietuneHrnikone" abo "PEG" aBnstoTb coboto noniedipHy cnonyky
3aranbHoi  gopmynn H-(O-CH2-CH2)n-OH. PEG Takox Bigomi €k nonietuneHokcugn (PEO) abo
noniokcietunenn (POE), i B 3anexHocTi Big ixHbOi MonekynspHoi macu Tepmiin PEO, PEE a6o POG,
BMKOPUCTOBYBaHI B LIbOMY JOKYMEHTI, BiQHOCATLCH A0 oniromepy abo nonimepy etuneHokeuay. Lli Tpu Ha3su
B XiMIYHOMY BIiOHOLLEHHI € cuHOHIMamn, ane PEG sk npaBuno BigHOCATbCS OO oniromepis i nonimepis 3
MornekynspHoo mMacot meHwe 20 000 a.o.m., PEO BigHOCATbCA OO NoniMepiB 3 MOMEKYNSAPHO Macoro
6inbwe 20 000 a.o.Mm., a POE BigHOCATbCA 0 nonimepis 3 Oyab-sikoto MonekynspHoto macot. PEG ta PEO
ABNATE COBOI0 pianHM abo nerkonnaeki TBEPAi PEYOBUHN B 3aMNeXHOCTI Bif iX MONEKynapHUX Mac. Y LboMy
OOKYMeHTi Ui 3 Has3BM BUKOPUCTOBYLOTbCA 6e3 pospisHeHHs. PEG oTpumyloTb LWIsxoM nonimepusadii
€TUNEHOKCHAy i BOHN KOMEPLUIMHO AOCTYMHI B LUMPOKOMY Aiana3oHi 3HayeHb MonekynsapHoi Baru Big 300 go
10 000 000 a.o.m. Hesaxatoun Ha Te, wo PEG ta PEO 3 pisHUMK MONEKynspHUMU Macamu 3HaxoasdTb
3aCTOCYBaHHA B Pi3HWX 06nacTaAx i xapakTepusylTbCsl pPi3HMMM Pi3MYHMMM BRAcTUBOCTAMU (Hanpuknag
B'AA3KICTIO) BHACMiAOK eeKTiB AOBXMHM NaHUIOrB, X XiMiYHi BMACcTMBOCTI MPaKTUYHO igeHTW4YHi. MonimepHa
dyHKUiOHanbHa rpyna GaxaHo € BOAOPO34MHHOW (amdidinbHOW abo rigpodinbHO), HETOKCUYHOM i
dapmaueBTUYHO iHepTHot. [lpuaaTHi noniMepHi (PyHKUiOHANbHI rpynn BKMOYAKTb NOMI€TUAEHINIKOMI
(PEG), romo- abo «kononivepu PEG, wmoHomeTun-samiweHni nonivep PEG (mPEG) abo
noniokcietunerrniuepuH (POG). Owus., Hanpuknag, Int. J. Hematology 68:1 (1998); Bioconjugate Chem.
6:150 (1995); ta Crit. Rev. Therap. Drug Carrier Sys. 9:249 (1992). Takox npugatHumu € PEG, ki
OTPUMYKOTb 3  METOK  MNPOAOBXEHHA  nepiogy  HamiBBUBEAEHHS, HanNpuknag  MOHOAKTMBOBaHI
noniankineHokcnan 3 kiHueBummn ankokcurpynamm (POA), Taki ik monieTUneHrnikoni 3 OfHIE KiHLEBO
meTokcurynnoto (mPEG); bis-aktuBoBaHi nomnietuneHokcuaun (rmikoni) abo iHwi noxigHi PEG. MpuaaTtHi
noniMepu iCTOTHO Pi3HATBLCS 3a Baroto, WO MoXe CTaHOBUTK Big npnbnuaHo 200 a.o.M. 4o npubnmaHo 40 000
a.0.M. abo Big npmbnmsHo 200 a.o.M. go npubnmnsHo 60 000 a.o.Mm., i ix 3a3Buyan BUOMpalOTb ANS Uinewn
JaHoro BuHaxofdy. Y [Jeskux BapiaHTax 34iMCHEHHs BUKopucToByloTb PEG, wWwo MaloTb 3HayeHHs
mMonekynsipHoi Baru Big 200 go 2000 a6o Big 200 go 500 a.o.m. TakoX MOXyTb OYyTU BMKOpUCTaHI pi3Hi
dopmn PEG 3anexHo Big iHiLiaTOpa, SKMN BUKOPWUCTOBYIOTH ANS Mpouecy noniMepusadii - NOWMpeHuM
iHiLiaTOPOM € MOHOMYHKLiOHanNbHUn MeTuneHosun edip PEG abo meTokcunoni(eTneHrnikosnbs), CKOPO4EHO
mPEG.

Takox goctynHi PEG 3 HMXY0K0 MONEKYNAPHOK Barok y hopMi YACTUX OMiroMepis, O Ha3MBalTbCS
MOHOZMCMEPCHUMM, OOHOPIAHUMM aBo AMUCKPETHUMM. X BUKOPUCTOBYIOTb Y AEAKMX BapiaHTax 3[iNCHEHHS
OaHOro BUHaxonay.

Takox goctynHi PEG 3 pisHUMM reomeTpnyHUMmM napameTpamu: posranyxeHi PEG maloTb Big Tpbox 40
aecstu naduioris PEG, wo BnxoasTh i3 LeHTpanbHOi OCHOBHOI rpynu; 3ipkonogiobHi PEG matotb Big 10 oo
100 naHutorie PEG, wWo BMXOQATb i3 LieHTpanbHOi OCHOBHOI rpynu; a rpebiHvacti PEG matoTb gekinbka
naHutorie PEG, 3a3Buyali npuvwenneHnx Ha noniMepHuii kapkac. PEG Takoxk MoXyTb 6yt RiHInHUMMU.
Uucna, aki 4acTto BknwoyaloTb A0 Ha3B PEG, BkasylTb Ha 3HayeHHs iX cepefHbOol MOMNeKynsapHoi Baru
(Hanpuknag PEG 3 n=9) mae cepeaHo mMonekynspHy Bary npubnmsHo 400 a.o.Mm. i no3Havaetbes sk PEG
400.

Y KOHTEKCTi LUbOro AOKYMeEHTa, "MmerinoBaHHs" aBnse coOOK Mpouec KOBANEHTHOro 3B'A3yBaHHS
cTpyktypn PEG 3 mentugHum iHriGiTopoM BMHaxody, SKUA garni HasvBaeTbCs "MerinboBaHMM NEnTUAHUM
iHribiTopom". Y gesikmx BapiaHTax 3aivicHeHHss PEG nerinboBaHoro 6iyHoro naHutora siense cobowo PEG 3
MOJIEKYNsipHOIO Baroto npubnmsHo Big 200 go npmbnusHo 40 000 a.o.Mm. Y geskux BapiaHTax 34iMCHEHHS
cnevicep nentugy cdopmynu |, dopmynu | abo cpopmynu 1" € nerinboBaHMM. Y AeAKMX BapiaHTax 34iACHEHHS
PEG nerinboBaHoro cnewcepa siBnse coboto PEG3, PEG4, PEG5, PEG6, PEG7, PEGS8, PEG9, PEG10 abo
PEG11. Y peskux BapiaHTax 3aiicHeHHs1 PEG nerinboBaHoro cnencepa siBnsie coboto PEG3 abo PEGS.

[HWi npuaaTtHi noniMepHi dyHKUIOHaNbHI rpynu BKMOYaTb MNONIaMiHOKUCNOTW, Taki SK MORNini3uH,
noniacnapariHoBa Kucrota Ta nonirnytamiHoBa kucnota (ame., Hanpuknag, Gombotz, et al. (1995),
Bioconjugate Chem., vol. 6: 332-351; Hudecz, et al. (1992), Bioconjugate Chem., vol. 3, 49-57 ta Tsukada,
et al. (1984), J. Natl. Cancer Inst., vol. 73,: 721-729. lNonimepHa yHKUiOHanNbHa rpyna Moxe 6yTu niHinHO0
abo posranyXeHow. Y [esknx BapiaHTax 34iMCHEHHS BOHA Mae MonekynsapHy macy 500-40 000 a.o.m.,
Hanpwuknag 500-10 000 a.o.m., 1000-5000 a.o.m., 10 000-20 000 a.o.m. abo 20 000-40 000 a.o.m.

Y [esiknx BapiaHTax 34iMCHEHHsI NeNTUMAHMIA iHriGiTop BUMHAxXo4y MoXe MICTMTU OBi abo Oinblue Takux
noslimepHUX pyHKLUiOHaNbHMX rpyn, y pasi Yoro cymapHa MonieKkynsdpHa Bara BCiX TakMx yHKLiOHANbHUX
rpyn sik npasuno dyae nepebysBaTn B gianasoHax, NpeacTaBneHux BuLLe.

Y pesikux BapiaHTax 34iMCHEHHs1 noniMmepHa (pyHKLUioOHanbHa rpyna 3s'd3aHa (KOBaneHTHUM 3B'A3KOM) 3



aMiHo-, kapbokcunbHo abo TionbHOW rpynoto BiYHOro naHulora amiHOKMCNOTU. [lesikumun 3 npuknagie €
TionbHa rpyna 3anuwkis Cys Ta encunoH-amiHorpyna 3anuwkie Lys, a Takox MOXyTb ByTu 3anydeti
KapbokcunbHi rpynu 3anuwkis Asp Ta Glu.

daxiBuo 6yayTb goOpe BigOMi BiAMOBIAHI METOAMKM, AKi MOXYTb OYTM BMKOPUCTAHI 4S9 BMKOHAHHS
peakuii 3B'A3yBaHHsA. Hanpwuknag, dyHkuioHanbHa rpyna PEG, wo MIiCTUTb MeToKcurpyny, mMoxe Oytm
3B'AA3aHa 3 TionbHO rpynoto Cys maneiMmigHMM 3B'I3KOM 3a AOMOMOIOH peareHTiB, KOMEPLiMHO LOCTYMHUX
Big Nektar Therapeutics AL. [1ns oTpumaHHs Oinbl getanbHoi iHdopMaLii Npo npuaaTtHy XiMibyHy CTPYKTYpY
amB. Takox WO 2008/101017 Ta nocunaHHs, 3ragaHi Buwe. Maneimig-gyHkuioHanisoeaHuin PEG Takox
MOXe BYTM KOH'IOroBaHWUM i3 cynb@riapunbHO rpynoto 6iyHoro naHutora 3anuwky Cys.

Y KOHTEKCTi LUbOro AOKYMEHTa, NpoLec OKUCHEHHS AMCYNbdigHOro 3B'A3Ky Moxe 6yTn ogHoCTadiiHum
abo pgBocTafiiHuM. Y KOHTEKCTI LbOro AOKYMEHTa, ANA OAHOCTaAiMHOrO OKUCHEHHS Mig 4Yac CKnagaHHsA
4acToO BMKOPWUCTOBYIOTb TPUTUIBHY 3axXMCHY rpyny, 3abe3neyyoun MOXIUBICTb BMAAMNEHHS 3aXUCHUX rpyn
nig yac BigwenneHHss 3 NoanbLUIMM OKUCHEHHAM PO34MHy. AKwo noTpidbeH apyruin ancynedigHun 3B'A30K,
MOXHa BWKOHaTW npupogHe abo BUBIpKOBE OKUCHEHHA. [Ans BMBIPKOBOrO OKUCHEHHS, O BuUMAarae
OPTOrOHANbHUX 3aXMCHUX rPyM, B SKOCTI 3aXMCHUX rpyn Ans UMCTEIHY BMKOPUCTOBYIOTbL Acm i TpuTuUn.
BigwenneHHs npu3BoaMTbL OO0 BUAANEHHS OAHIEI 3aXMCHOI Napu UUCTeiHy, 3abe3neqyroun OKUCHEHHS Liel
napu. lNoTiM BUKOHYIOTb ApYry CTadildo OKWCHOrO BWOANEHHS 3axuWeHoi umcteiHom rpynu Acm. [Ons
NPUMPOOHOIO0 OKUCHEHHS ONiS BCIX LMUCTEIHIB BUKOPUCTOBYIOTb TPUTUNBHY 3axUCHY rpyny, 3abesnevyoun
MOXIMBICTb MPUPOAHOro yknagaHHsa nentugy. PaxiButo OyayTb Oobpe Bigomi BianoBigHIi MeTOAMKM, SKi
MOXYTb OYTM BUKOPUCTAHI AN BUKOHAHHS CTafii OKUCHEHHS.

Jekinbka XiMiYHUX  QYHKUIOHANbHUX rpyn, BKMAYa4uM  noni(eTuneH)rnikonesy, pearywTb 3
yHKUiIOHANbHUMKU Tpynamun, NPUCYTHIMM B OBaAUATU MPUPOOHUX aMiHOKMCMOTax, TakuMu §iK, Hanpuknag,
€MnCifNoH-aMiHOTPYMNoK B aMIHOKUCMOTHUX  3anukax MisvHy, TIiOMbHOK [PYMow, MNPUCYTHLOK B
aMiHOKMCINOTHMX 3anuwikax UMCTeiHy, abo GiYHUMM NaHLUraMuy iHWKX HYKNeominbHMX aMiHOKUCHOT. AKLO B
nenTMaHOMy iHriBIiTOpi pearyioTb [Aekinbka MNpUMPOOHWMX aMiHOKWUCAOT, Ui HecneumdidHi XiMivHi  peakuii
npu3BoaATb OO0 YTBOPEHHSA KiHLEBOro MenTUAHOro iHribitopa, skum MicTuTb Garato isomepiB nenTtuiis,
KOH'lOroBaHux 3 ogHMM abo OGinble noni(eTuneH)rnikonesMMM maHUlraMmm B Pi3HUX MOMOXEHHAX B
nenTUaHOMY iHriGiTopi.

OpHa nepeBara Jesikux BapiaHTiB 34iNCHEHHA 0AHOr0 BMHAXoA4y MONArae B MOXIMBOCTI JOAaBaHHS
ofHiei abo BinbLue XiMidHMX YHKLioOHaNbHUX rpyn (Takmx Ak PEG) wnsxom BKNOYEHHSA oAHiei abo binbLue
HenpuMpoaHUX aMiHOKUCHOT, WO MICTATb YHiKanbHi pyHKUiOHanNbHI rpynu, ski pearyoTb 3 akTnsoBaHum PEG
yepe3 XiMiYHY CTPYKTYpY, SKa He BCTynae B peakuilo i3 nNpupoaHMMKU amMiHOKUCMIOTaMu, MPUCYTHIMU B
nenTuaHoMy iHribiTopi. Hanpuknag, asugHi Ta ankiHOBI rpynu He BCTyNatoTb B peakuito 3 ycima npupogHnMu
dyHKUiOHanbHMMKM rpynamu Binka. Takum YMHOM, HENPUPOAHa aMiHOoK1cnoTa Moxe ByTu BKMYeHa B OAuH
abo Ginbwe cneundivyHUX canTiB y NENTMAHOMY iHriGiTopi, B akux PEG abo iHwa mogudikauia € 6axaHoto,
6e3 HebaxaHMx HecneumdidHMX peakuin. Y Oesknx BapiaHTax 34iMCHEHHs NMeBHa XiMiYyHa CTPyKTypa, Lo
Oepe yyacTb Yy peakuii, Npn3BoauTb OO YTBOPEHHSA CTIMKOrO KOBANEHTHOro 3B'sA3Ky Mk naHuiwrom PEG Ta
nenTuaHuM iHribitopom. Kpim Toro, Taki peakuii MOXyTb ByTW BUKOHaAHI Yy M'SKUX BOOHMX YMOBaX, siki HE €
PYWHIBHUMK Anst GinbwocTi nentuaiB. Y Aesknx BapiaHTax 34INCHEHHS HENPUPOLHWUA aMiHOKMCIIOTHUW
3anuwok aensie coboto AHA.

XimiyHi QyHKUiOHanbHI rpynu, 3B'A3aHi 3 MPUMPOOHMMM aMiHOKMCIOTamu, OOMEXeHi 3a KinbKicTio 1
obracTio  3actocyBaHHA. | HaBnaku, XiMiYHi  dyHKUiOHANbHI  rpynu, 3B'A3aHi 3 HENnpUPOAHUMM
aMiHOKMCNoTaMun, MOXYTb JO3BOMUTU BUKOPUCTAHHS 3HAYHO LUMPLLIOTO CNEKTPY KOPUCHUX XIMIYHUX CTPYKTYP
ONsl 3B'A3yBaHHS XiMiYHOI (DYHKUIOHanNbHOI rpynu 3 uUinboBow Monekynow. Mo cyti Gyab-gka uinboBa
MoneKkyna, BKMovawun byab-sakun Ginok (abo MOro 4actuHy), sika MICTUTb HEnpUpPOAHY aMiHOKWUCIOTY,
Hanpuknag HenpupoaHy amiHOKUCIOTY, WO MICTUTb peakuinHo3gaTHUA canT abo OiYHMI naHutor, 3 SKUM
MOXHa 3B'A3aTh XiMiYHy (pyHKUiOHanbHY rpyny, Hanpuknag anbgerig- abo keTo-noxigHy amiHOKMCMOTY, MOXe
BMKOHYBaTV posnb cybcTpaTy Ans 3B'A3yBaHHSA XiMiYHOT (PYHKUiOHANbHOI rpynu.

Pi3Hi xiMiyHi dpyHKUiOHaNbHI rpynn MOXyTb GyTW 3B'A3aHi 3 KOHKPETHOK MOJIEKYMOK 3a AOMOMOro
pi3HMX cnocobiB, BigOMMX Y Ui ranysi. Hu3ka Takux cnocobiB onncaHa B nateHTti CLUA Ne 8,568,706. B
AKOCTI iNtocTpaTMBHOIO NpuKnagy, asugHi yHKLioHanNbHi rpynyM MOXyTb OYTU 3aCTOCOBaHi NpW KOH'OryBaHHi
XiMIYHMX YHKUiOHanbHMX rpyn, Takux sik PEG abo iHWKX 3 onucaHWx y UbOMY [OOKYMeHTi. AsungHa
yHKLiOHanbHa rpyna BUKOHYE pPOSib peakuUinHO34aTHOI rpyny Ta BiACyTHSA B OiNbLUOCTi NPUPOAHMX CMOMyK
(TakuM YMHOM, BOHa He BCTynae B peakuito 3 HAaTUBHUMW aMiHOKUCIOTaMu NPUPOAHUX CROMyK). A3nam Takox
nigoatTbecsa BMOIPKOBOMY 3B'sI3yBaHHIO 3 OOMEXEHUM YMCIIOM YHACHUKIB peakLii, € HEBENMUKMMM Ta iX MOXHa
BBOAMTK B OionorivHi 3pasku 6e3 3Ha4yHoi 3MiHM po3mipy Monekynu. OfHieto 3 peakuin, sika 3abesnevye
MOXIMBICTb BKIMOYEHHST abo BBeAEHHS asudiB y MONeKynu, € onocepenkoBaHa Migal peakuisi
uuknonpuegHanHs [3+2] asmgy 3a X'tocreHom. Lls peakuia moxe 6yTu BuKopucTaHa gnsi BMOGIPKOBOroO
nerinoBaHHA nenTngHux iHriditopis (Tornoe et al., J. Org. Chem. 67: 3057, 2002; Rostovtsev et al., Angew.
Chem., Int. Ed. 41: 596, 2002; Ta Wang et al., J. Am. Chem. Soc. 125: 3192, 2003, Speers et al., J. Am.
Chem. Soc., 2003, 125, 4686).

CuHTe3 nenTnaHux iHridiTopis



MenTuaHi iHribiTopn gaHoro BMHaxXody MOXYTb ByTW cuHTe3oBaHi 3a AOMNOMOroi 6yab-aKMX MeToaMK,
BigoMux cpaxiBusM y Ui ranysi. Y gesdkux BapiaHTax 34iiCHEHHS MOHOMEpPHiI CyBOAMHULI CUHTE3YIoThb,
OYMLLAOTb | AMMEPU3YIOTb 3a AONOMOIoK METOAMK, ONNCAHNX Y HaBeaeHUX npuknagax. Y geskmx BapiaHtax
30INCHEHHS] JaHUW BMHaxig MPOMOHye cnocib oTpumaHHs nenTuaHoro iHribitopa (abo 1oro MoOHOMEpPHOT
cyboavHuLi) gaHoro BMHaxody, Wo nepegbavae XiMidHMIM CMHTE3 nenTuay, Wo MiCTUTb, CKrnagaeTbest 3 abo
Nno CyTi CKNagaeTbCs 3 NenTuay, KM MICTUTb aMiHOKUCIIOTHY MOCAILOBHICTb, ONUCAHY Y LbOMY OOKYMEHTI,
BKITHOHao4M, 30kpemMa, byab-siky 3 aMiHOKUCIIOTHMX MOCIiAOBHOCTEN, BU3HAYeHUX Y Byab-ski 3 doopmyn |, |l
abo Tabnuub. B iHWWX BapiaHTax 34iACHEHHS NenTug CUHTE3YTb PEKOMOIHAHTHUM LUMSAXOM, 3aMiCTb
XiMiYHOro. Y Aesikux BapiaHTax 34iACHEHHS NenTuaHun iHribiTop siBnse coboto aumep, a cnocibé nepeabavae
CMHTE3 060X MOHOMEPHUX CYyBOOMHULBL OUMEPHOro NenTUAHOro iHribiTopa i noganbwy AnMepusadito 4BOX
MOHOMEPHUX CYy6OaUHULL 3 OTPMMAaHHAM AUMEPHOro NeNTUAHOrO iHribiTopa. Y pisHUX BapiaHTax 34iiCHEHHS
OMMepusaLito BUKOHYOTb Oyab-sikMM 3 Pi3HUX CrnocobiB, ONMCaHMX Y LbOMY AOKYMEHTI. Y KOHKpPEeTHUX
BapiaHTax 34INCHEHHS CMocobu OTpUMaHHS NenTUAHOro iHribitopa (abo MOro MoOHOMepHOi cyboanHuMLi)
AodaTkoBo nepeabavaloTb UMKNi3auilo nentugHoro iHribitopa (abo nmoro MoHoMepHoi cyboamHuui) nicns
Moro cuHTesy. Y KOHKPETHMX BapiaHTax 34IMCHEHHS LMKNi3auilo BUKOHYIOTb Byab-sKMM 3 pisHUX Cnocobis,
OMUCaHUX Yy LIbOMY OOKYMEHTI. Y AeskMX BapiaHTax 34iIMCHEHHS AaHMI BUHAXi4 NPOMOHYE Crnocid oTpUMaHHS
nenTUAHOro iHribitopa (abo noro MoHomepHOI cyboanHULi) JaHOro BMHaxody, Wo nepenbavae yTBOPEHHS
BHYTPILLHbOMOIIEKYNISAPHOrO 3B'sI3KYy, Hanpuknag aucynbgigHoro, amigHoro abo TioedipHOro 3B'A3KYy, Mix
OBOMa aMiHOKUCIOTHMMM 3anukamMu B NenTuii, Wo MIiCTUTb, CKNnagaeTbcsa 3 abo no CyTi cknagaerbcs 3
nenTngy, Sk MiCTUTb aMiHOKUCIIOTHY NOCHIAOBHICTb, ONUCaHYy Yy LbOMY OOKYMEHTI, BKIIOYaOuK, 30Kkpema,
Oyab-sKy 3 aMiHOKMCMOTHUX MOCMIQOBHOCTEN, BU3Ha4YeHux y byab-sakin 3 dopmyn (I)-(1X) abo HaBegeHux
npuknagax abo Tabnuusx.

Y noB'a3aHMX BapiaHTax 34iNCHEHHS [aHui BWHaxi4 MPOMOHYE MOMIHYKNeoTnan, $Ki  KoaylTb
nonminenTua, WO MICTUTbL MNOCNIAOBHICTb, BM3HayeHy Yy Oyab-skin 3 dopmyn (I)-(IX) abo HaBegeHux
npuknagax abo Tabnuusx.

Kpim TOro, gaHui BUHaxig NponoHye BEKTOPU, Hanpuknazg BEKTOPWU eKCMpecii, Lo MiCTATb NONiHyKneoTng,
JaHoro BuHaxonay.

CNnocobK NIKYBAHHA

Y Oesikux BapiaHTax 34iACHEHHS AaHWI BMHaXig NponoHye cnocobu npurHiveHHs 3B'a3yBaHHs 1L-23 3 IL-
23R Ha kniTuHI, Wo nepenbavaloTb KOHTAKT IL-23 3 MenTuaHMM iHriGiTopoM AaHoro BuHaxody. Y MeBHMX
BapiaHTax 34iINCHEHHS KIiTMHA sIBNSAE CODO KMiTMHY ccaBus. Y KOHKPETHWUX BapiaHTax 34iNCHEHHS, cnocib
BMKOHYIOTb In vitro abo in vivo. MNpurHiyeHHs 3B'A3yBaHHA MoOXe OyTM BM3HAYEHO 3a OOMOMOrOK psaady
CTaHOapTHUX eKcnepuMeHTanbHUX METOAIB Ta aHanisiB, BiZOMUX Yy Ui ranysi.

Y pesikmx BapiaHTax 34IMCHEHHS AaHUIM BMHaXi4 NPOMNOHYE CNOCOOW MPUTHIYEHHSA CUrHANBHOTO LWnAXy IL-
23 kniTvHO, WO nepegbayaloTb KOoHTakT IL-23 3 menTMaHuM iHriGiTopoM AaHoro BuHaxody. Y MeBHMX
BapiaHTax 34INCHEHHS KIiTMHa SBNsA€ coboto KMiTMHY cCcaBud. Y KOHKPETHWUX BapiaHTax 34iMCHEHHS, crnocib
BMKOHYIOTB in vitro abo in vivo. Y KOHKpeTHUX BapiaHTax 34iNCHEHHS!, NPUTHIYeHHSA curHanbHOro wnsxy IL-23
MOXe OyTV BU3HAYEHO LUNAXOM BUMIPIOBAHHSA piBHIB ocdo-STAT3 y KMiTHHI.

Y [esiknx BapiaHTax 34iIMCHEHHS OaHUIM BMHaXid MPOMOHye crnocobu nikyBaHHs cyb'exkTa, WO cTpaxaae
cTaHoMm abo cumnTOMOM, NoB'si3aHuM i3 IL-21 abo IL-23R (Hanpwuknag 3 akTuBauieo CUrHanbHoro wnaxy IL-
23/IL-23R), ge cnocid nepenbayae BBeaeHHA cyb'eKTy MenTMAHOrO iHribiTopa AaHoro BUHaxoay. Y AesKux
BapiaHTax 34iNCHEHHSA MPOMNOHYETLCA cnocib NikyBaHHA cyb'ekTa, WO CTpaxgae ctaHoM abo CUMNTOMOM, LLO
XapaKTepusyTbCa HEBIAMNOBIAHOW, cnabo perynboBaHoK abo NigBULLEHOK akTUBHICTIO abo nepepaveto
curHanie 1L-23 abo IL-23R, wo nepenbayae BBeAEHHS iHAMBIAY NENTUMAHOrO iHribiTopa AaHOro BMHaxody y
KINbKOCTi, AOCTaTHIM ANSA NPUrHiYeHHs1 (4acTkoBo abo MoBHICTIO) 3B'A3yBaHHA IL-23 3 IL-23R y cyb'ekta. Y
KOHKPETHWX BapiaHTax 34iNCHEHHS NpurHiyeHHs 3B'a3yBaHH4A IL-23 3 IL-23R BigOyBaeTbCs B NEBHNX OpraHax
abo TkaHvHax cyb'ekTa, Hanpuknag y LWAYHKY, TOHKOMY KWLUIEYHMWKY, TOBCTOMY KMLLUEYHMKY/TOBCTIA KWLIL,
CMM30Bi OOOMOHLI KULIEYHMKY, BNACHIM nnacTuHui, MNerepoBnx bnswkax, meseHTepianbHUX niMaTnyHmX
By3nax abo nimgaTtuyHnx NpoToKax.

Y pesikmx BapiaHTax 34IMCHEHHS crnocobu gaHoro BUHaxody nepenbavaloTb BBEAEHHS NenTUOHOro
iHribiTopa gaHoro BMHaxoAy cy6'ekTy, sikuii NoTpebye Lboro. Y KOHKPETHUX BapiaHTax 34iNCHEHHS CYyD'ekTy,
AKMA noTpebye uboro, fAiarHoctoBaHo abo BM3HAYeHO pPU3MK PO3BUTKY 3axBOplOBaHHA abo posnagy,
noe'asaHoro i3 IL-23/IL-23R. Y gesikux BapiaHTax 34iNcHEHHS cy0'ekT siBnsie coboto ccaBus.

Y [esikmx BapiaHTax 34IMCHEHHS 3axBOPIOBaHHA abo pos3nag siBnse cobol aBTOIMYHHE 3anarneHHs i
NnoB'A3aHi 3 HUM 3aXBOPHOBaHHA Ta po3nagwn, Taki 9K PO3CIAHWA CKNepos, acTMa, peBMaTOIAHUA apTpuT,
3ananeHHsl KMLWeYHUKa, 3ananbHi 3axBoptoBaHHs kuweyHuka (33K), 33K y piten, 33K y nmignitkis, xBopoba
KpoHa, BMpasKkoBuWiA KOMIT, CapKoig0o3, CUCTEMHUI YEPBOHUI BOBYaK, aHKINIO3ytO4uMiA CNOHAMMIT (akcianbHUn
CMOHAMIO0aPTPUT), NcopiaTuiHMA apTpuT abo ncopias. Y KOHKPETHUX BapiaHTax 34iIMCHEHHST 3aXBOPHOBAHHSA
abo posrnapg siBnsie coboto ncopias (Hanpuknag, onswkoBMM ncopias, kpannenonibHM ncopias, 3BOPOTHUNA
ncopias, nNyCcTynbO3HMIA Mcopia3, AOSIOHHO-MIAOWOBHUI  MyCTynbO3, BYyNbrapHMiM ncopia3 abo
epuUTPOOEPMIYHUIA Ncopiasd), aToniyHWA gepmaTuT, eKTOMiYHe akHe, BUPa3KoBWUM KOMiT, xBopoby KpoHa,
ueniakito (Nontropical Sprue), eHTeponarTilo, NoOB'A3aHy i3 cepoHeraTMBHUMKU apTponaTisiMu, MiIKPOCKONIYHUIA



KOMIT, KONareHO3HU KOniT, €03UHOMINbLHUIA racTPOEHTEPUT, KONIT, NOB'A3aHnin 3 pagio- abo ximiotepanieto,
KOMiT, NOB'A3aHWIA 3 NOPYLUEHHAMU BPOMXKEHOrO iMYHITETY, SIK Npu aediuunTi agresii nemkounTie-1, XpoHivHy
rpaHynemaTo3Hy XxBopoby, xBopoOy 36epiraHHsa rnikoreHy Tuny 1b, cuHgpom [epmaHcbkoro-lygnaka,
cvHapom Yegpiaka-Xiraci, cuHgpom BickoTTa-Ongpiva, 3ananeHHs TOHKOKMLLIKOBOTO pe3epByapy, 3anarneHHs
TOHKOKMLLKOBOrO pesepByapy, WO BWHWKAE MiCrs MPOKTOTEKTOMII Ta ineoaHanbHOro aHacToMo3y, pak
LUITYHKOBO-KULLKOBOTO TpakTy, MaHKpeaTWUT, iHCYMiHO3aneXHWn UyKpoBM AiabeT, MacTuT, XOMeuucTuT,
XONaHriT, NePBUHHMIA BiniapHUA LMPO3, BIPYCHY EHTeponarito, MEPUXOSAHIIT, XPOHIYHMI OPOHXIT, XPOHIYHWIA
CUMHYCUT, acTmy, yBeiT abo xBopoOy "TpaHcnnaHTaT NnpoTu rocnogaps”.

Y peskux BapiaHTax 34iNCHEeHHA [aHWMW BMHaxig MpoOMoHye cnocobu IikyBaHHS 3anarlbHoro
3axBoptoBaHHA kuweyHuka (33K) y cyb'ekta, dkunm notpebye UbOro, BKMIOYaOYM BBEOAEHHS CYO'ekTy
nentugHoro iHribitopa paHoro BuHaxody, e nentuaHui iHribitop MictTute abo cknagaetbca 3
aMiHOKMCNOTHOT nocnigoBHOcTi hopmynu (1). Y Aeskux BapiaHTax 34iNCHEHHSA 3aXBOPIOBaHHA SBMSE COBOI0
BMPa3KoBMI KOMIT. Y AesdKuX BapiaHTax 34iMCHEHHST 3aXBOPOBaHHS ABMsie coboro xBopoby KpoHa. Y pesikux
BapiaHTax 34iNCHEHHs NenTUAHWA iHriGiTop MicTUTb abo cknagaeTbCca 3 aMiHOKMCMNOTHOI MOCNiAOBHOCTI
dopmynun (Z) abo (Z'). Y geaknx BapiaHTax 34iMCHEHHS1 3aXBOPIOBaHHA ABMsi€ COOO BUPA3KOBUM KOMIT. Y
OesKNX BapiaHTax 30iMCHEHHS 3aXBOPIOBaHHA ABMsie coboto xBopoby KpoHa.

Y [pesikux MoB'A3aHMX BapiaHTax 34iMCHEHHS nenTuAHWA iHribiTop MicTUTb abo cknagaetbes 3
amiHokMcnoTHOI nocnigoBHocTi dopmynu  (la), (Ib), (Ic) abo (Id). Y pesikmx BapiaHTax 34iNCHEHHS
3aXBOpPIOBaHHA SBMsie cobO BMPA3KOBUI KOMIT. Y OEsiKMX BapiaHTax 3AiINCHEHHSA 3axXBOPIOBAHHS SIBNSE
coboto xBopoby KpoHa.

B iHWMX noB'a3aHMx BapiaHTax 34iMCHEHHS nenTugHuM iHribiTop MicTMTe abo cknagaeTbca 3
amiHokucnoTHoi nocnigosHocTi  dopmynu  (lla), (llb) abo (llc). Y peakmx BapiaHTax 3A4IMCHEHHS
3aXBOPIOBaHHA SABMsie cobO BMPAa3KOBUM KOMIT. Y OEsKuX BapiaHTax 3A4iNCHEHHS 3aXBOPKOBAHHA SBMSE
coboto xsBopoby KpoHa.

B iHWMX noB'a3aHMx BapiaHTax 34iMCHEHHS nenTugHuM iHribiTop MicTMTe abo cknagaeTbca 3
amiHokucnoTHoi nocnigosHocTi copmynu (ll1a), (IlIb), (llic) abo (llld). ¥ gesdkmx BapiaHTax 34IMCHEHHS
3aXBOpPIOBaHHA SBMsie cobOK BMPA3KOBWUI KOMIT. Y OEesikux BapiaHTax 34iNCHEHHS 3axBOPIOBaHHSI SABIISIE
coboto xBopoby KpoHa.

B iHWMX noB'A3aHMX BTiNEHb NenTUOHWA iHribiTop MicTUTb abo cknagaeTbcsl 3 aMiHOKUCIOTHOI
nocnigoBHocTi copmynu (IVa), (IVb), (IVc), (Ivd), (IVe), (IVf), (IVg) abo (IVh). ¥ pesikux BapiaHTax
30iNCHEHHS1 3aXBOPHOBAHHS SIBNSIE COOOK0 BMPa3KOBUM KOMIT. Y AesiknX BapiaHTax 34iMCHEHHS 3aXBOPIOBAHHS
ABnsie coboto xBopoby KpoHa.

B iHWMX noB'a3aHMx BapiaHTax 34iMCHEHHA nenTuaHWM iHribiTop MicTMTL abo cknagaeTbca 3
amMiHokncnoTHoi nocnigosHocTti dopmynu (Va), (Vb), (Vc) abo (Vd). Y pesikmx BapiaHTax 34iNCHEHHS
3aXBOPIOBaHHA ABNS€ coboo BUpa3KkoBun KoNiT. Y geskunx BapiaHTax 3giicHeHHs 33K aBnsie coboto xsopoby
KpoHa. B iHWWX noB'A3aHuX BapiaHTax 3AIMCHEHHA nenTuaHwui iHribiTop MicTuTe abo cknagaeTbes 3
amiHokncnoTHoi nocnigosHocTi dopmynu (Vla), (VIb), (Vic), (VId), (Vle), (VIf), (VIg) abo (VIh). Y peskunx
BapiaHTax 34iNCHEHHS 3axBOPIOBaHHS siBNSE€ COOOI0 BMPA3KOBUW KONIT. Y AeAKMX BapiaHTax 3AiNCHEHHS
3axBOpPOBaHHSA siBNsie coboto xBopoby KpoHa.

B iHWWX noB'A3aHMX BapiaHTax 34iMCHEHHS NenTUAHMK iHribiTop MicTuTb abo cknagaetbcs 3
aMiHokncnoTHoi nocnigoBHocTi gopmynu (Vlla), (VIIb), (Viic) abo (VIid). Y gesikmx BapiaHTax 34iACHEHHS
3aXBOpPIOBaHHA SBMsie cobo BMPA3KOBUIA KOMIT. Y Oeskux BapiaHTax 3A4iNCHEHHS 3axXBOPHOBAHHSA SABMSIE
coboto xBopoby KpoHa.

B iHWuX noB'A3aHMX BapiaHTax 34iNCHEHHA nenTuaHuM iHribiTop MicTUTe abo cknagaeTbcs 3
amiHokncnoTHoi nocnigosHocTi dopmynu (VIla), (VIIIb), (Vllic), (VIIId), (Vllle), (VIIIf), (VIlig) abo (VIlIh). Y
OesKnX BapiaHTax 34iNCHEHHs 3aXBOPIOBAaHHA SBrsie CODO BMPa3KoBUW KOMIT. Y AesKuMx BapiaHTax
30iNCHEHHST 3aXBOPIOBaHHSA ABMsie coboto xBopoby KpoHa.

B iHWuX noB'A3aHMX BapiaHTax 34iNCHEHHA nenTuaHuM iHribiTop MicTUTe abo cknagaeTbcs 3
aMiHOKMcnoTHoi nocnigoBHocTi opmynn (IXa), (IXb), (IXc) abo (IXd). Y peskmx BapiaHTax 34iACHEHHS
3aXBOpPIOBaHHA SIBMsie cobo BMPA3KoOBUI KOMIT. Y OEesiKMX BapiaHTax 3AiNCHEHHS 3axBOPIOBAHHS SIBNSIE
coboto xBopoby KpoHa.

B iHWWX noB'A3aHMX BapiaHTax 3AiNCHEeHHA nenTUAHWMK iHribiTop MicTUTb abo cknagaeTbcs 3
aMiHOKMCNOTHOT nocnigoBHocTi opmynu (Xa), (Xb), (Xc), (Xd), (Xe), (Xf), (Xg) abo (Xh). Y peskux
BapiaHTax 3A4iCHEHHS1 3aXBOPHOBAHHS SIBNISiE COOOH BMPA3KOBUI KONIT. Y Oesikux BapiaHTax 34iiCHEHHS
3aXBOpPOBaHHSA siBNsie coboto xBopoby KpoHa.

B iHWWX noB'A3aHMX BapiaHTax 34iNCHEHHA MNenTUAHWMIA iHribGiTop MicTuTb abo cknagaeTbcs 3
amiHokMcnoTHoI nocnigoBHocTi dopmynu (Xla), (XIb), (Xic) abdo (XId). Y gesikux BapiaHTax 34iNCHEHHSI
3axXBOPIOBAHHA SIBIISiE COOOK BMPA3KOBUIA KOMIT. Y OesKMX BapiaHTax 34iACHEHHSI 3aXBOPHOBAHHSA SABMSE
coboto xBopoby KpoHa.

B iHWuX noB'A3aHMX BapiaHTax 34iNCHEHHA nenTuaHuM iHribiTop MicTMTb abo cknagaeTbcs 3
amiHokucnoTHoi nocnigoBHocTi hopmynu (Xlla), (XIIb), (Xllc), (XIid), (Xlle), (XIIf), (Xllg) abo (XIIh). Y gesakux
BapiaHTax 3AiiCHEHHS1 3axXBOPIOBAHHSA SIBNSiE COOOK BUPA3KOBMI KOMIT. Y OesKknx BapiaHTax 34iNCHEHHS



3axBOPIOBaHHSA ABMsie coboto xBopoby KpoHa.

B iHWWX noB'a3aHMx BapiaHTax 3AiNCHEHHA nenTuaHun iHribiTop MicTuTe abo cknagaeTbca 3
amiHokucnoTHoi nocnigosHocTi chopmynu (Xllla), (Xllb), (Xllic) abo (XIlld). Y geskux BapiaHTax 34INCHEHHS
3aXBOPIOBaHHA SBMsie cobO BMPAa3KOBUIM KOMIT. Y OEsiKMX BapiaHTax 34iNCHEHHSA 3axBOPIOBAHHS SIBNSE
coboto xBopoby KpoHa.

B iHWWX noB'A3aHMX BapiaHTax 34iNCHEHHA nenTuaHUM iHribiTop MicTUTb abo cknagaeTbcs 3
aMiHokMcnoTHOI nocnigoBHocTi hopmynu (XIVa), (XIVb), (XIVc), (XIVd), (XIVe), (XIVf), (XIVg) abo (XIVh). Y
OEesKMX BapiaHTax 3MOiIMCHEHHS 3axXBOPHOBAHHS SIBMsie COOOK BMPA3KOBUIM KOMIT. Y [OesikMX BapiaHTax
3[iiCHEHHS 3aXBOPIOBaHHs ABNsie coboto xBopoby KpoHa.

B iHWWX noB'A3aHMx BapiaHTax 34iNCHEHHA NenTUAHWK IHriGiTop MicTMTb abo cknagaeTbcs 3
amiHokncnoTHoi nocnigosHocTi hopmynu (XVa), (XVb), (XVc) abo (XVd). ¥ gedkux BapiaHTax 34iMCHEHHS
3axBOPIOBAHHA £BMsie CODOK BMPA3KoBUM KOMIT. Y AesKMX BapiaHTax 34iMCHEHHSI 3aXBOPHOBAHHSA SABMSE
coboto xBopoby KpoHa.

B iHWuX noB'A3aHMx BapiaHTax 34iNCHEHHA nenTuaHun iHribiTop MicTuTe abo cknagaetbca 3
aMiHokMcnoTHOI nocnigosHocTi popmynm (XVIa), (XVIb), (XVic), (XVId), (XVle), (XVIf), (XVIg) abo (XVIh). Y
OesKMX BapiaHTax 30iMCHEHHS1 3axXBOPHOBAHHS SIBIsie COOOH BMPA3KOBUIM KOMIT. Y Aesikux BapiaHTax
3[iiCHEHHS1 3aXBOPIOBaHHs ABNsie coboto xBopoby KpoHa.

B iHWWX noB'A3aHMX BapiaHTax 34iNCHEHHA nenTUOHUMM iHribiTop MicTUTb abo cknagaeTbcs 3
amiHOKMCNOTHOI nocnigoBHocTi chopmynu  (XVIla), (XVIIb), (XVlic) abo (XVIId). Y peskux BapiaHTax
30iNCHEHHS1 3aXBOPOBAHHS sIBNsIE COOOK BMPa3KOBUI KONIT. Y AesKNX BapiaHTax 34iMCHEHHST 3aXBOPIOBaHHS
sBnsie coboto xsopoby KpoHa.

B iHWMX noB'a3aHMx BapiaHTax 34iMCHEHHS nenTugHuM iHribiTop MicTMTL abo cknagaeTbca 3
aMiHOKMCNOTHOI nocnigosHocTi opmynu (Z'), (Z'-A), (Z'-B), (Z'-C), (Z'-D), (Z'-E), (Z'-F), (Z'-G), (Z'-H), (Z'-),
(Z2'-9), (Z-K), (Z'-L) abo (Z'-M). Y peskux BapiaHTax 34iACHEHHS 3aXBOPIOBaHHSA sBNsAe cob6o BUPa3KOBUMA
KOMiT. Y Aesikux BapiaHTax 34iMCHEHHS 3aXBOPIOBAHHSA siBNsie coboto xBopoby KpoHa.

Y pesiknx noB'a3aHux BapiaHTax 34ilcHeHHst meTtoaiB nikyBaHHa 33K, Hanpuknaz BMpasKoOBOro KOMiTy
abo xBopobu KpoHa, nentugHui iHribitop MictTutb abo cknagaetbcs 3 Oyab-AKOI 3 aMiHOKMCIOTHUX
NMoCniaoOBHOCTEN, NepepaxoBaHNX HUXKYeE; abo Moro hapmaueBTUUYHO NPUNHATHY Cinb:

Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Ph)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcw)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
dK-[Sarc]-NH2z (SEQ ID NO:1);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Leu)]-[Sarc]-NHz (SEQ ID NO:2);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[3-Quin]-[THP]-E-N-[(D)Lys]-[Sarc]-NH2
(SEQ ID NO:3);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[(D)His]-
[Sarc]-NHz (SEQ ID NO:4);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:5);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[3-Quin]-[THP]-E-N-[(D)Leu)]-[Sarc]-
NH2 (SEQ ID NO:6);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[Sarc]-NH2z (SEQ ID NO:7);

Ac-[(D)Arg]-[Abu]-Q-T-W-Q-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-N-[(D)NMeTyr]-NH2 ~ (SEQ
ID NO:8);

Ac-[(D)Arg]-[Pen]-Q-T-W-Q-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-N-[(D)NMeTyr]-NHz2  (SEQ
ID NO:9);

Ac-[(D)Arg]-[Pen]-Q-T-W-Q-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-[aMeGlu]-N-F-[(D)NMeTyr]-NH2
(SEQ ID NO:10);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[3-Quin]-[THP]-E-N-[(D)Lys]-[Sarc]-NH:
(SEQ ID NO:11);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[Sarc]-NH2z (SEQ ID NO:12);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[3-Quin]-[THP]-E-N-[(D)Leu]-[Sarc]-NH2
(SEQ ID NO:13);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-
[Sarc]-NH2 (SEQ ID NO:14);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[3-Quin]-[THP]-E-N-H-[Sarc]-NH2  (SEQ
ID NO:15);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NHz (SEQ ID NO:16);

Ac-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeToken)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[Sarc]-NH2z (SEQ ID NO:17);



Ac-[Abul]-Q-T-[W(7-Ph)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcw)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[Sarc]-NH2z (SEQ ID NO:18);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-
[Sarc]-NH2z (SEQ ID NOs:20, 25);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[Sarc]-NHz (SEQ ID NO:21);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz2  (SEQ
ID NO:22);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NHz (SEQ ID NO:23);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[(D)Leu]-[Sarc]-NHz
(SEQ ID NO:24);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-
[Sarc]-NH2z (SEQ ID NO:25);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Gly)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz  (SEQ
ID NO:26);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Gly)]-[Pen]-Phe[4-(2-amiHoeToKcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NH2z (SEQ ID NO:27);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Gly)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-[(D)Leu]-[Sarc]-NH:
(SEQ ID NO:28);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Gly)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-
[Sarc]-NH2z (SEQ ID NO:29);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(bAla)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz (SEQ
ID NO:30);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(bAla)]-[Pen]-Phe[4-(2-amiHoeToken)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:31);

Ac-[Pen]-N-T-[W(7-Et)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz2 (SEQ ID
NO:32);

Ac-[Pen]-N-T-[W(7-Et)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NH:z (SEQ ID NO:33);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[W (7-Et)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NHz (SEQ ID NO:34);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[W (4-Me)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:35);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[W (6-Me)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:36);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[W (4-OMe)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:37);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokecu)]-[W (7-i-Pr)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NHz (SEQ ID NO:38);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokecu)]-[W(7-nPr)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NHz (SEQ ID NO:39);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[W(7-OMe)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:40);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[W (6-Cl)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:41);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[W (5-OMe)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:42);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeK)]-[W (3-MePh)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:43);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[W (6-Ph)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:44);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[W (6-Et)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:45);

Ac-[Pen]-N-T-[W(7-(2-FPh)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2 (SEQ ID NO:46);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-
[(D)NMeTyr]-NHz (SEQ ID NO:47);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[(D)NMeTyr]-NHz (SEQ ID NO:48);

Ac-[Pen]-N-T-[W(7-(2-OMePh)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:49);



Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[W (7-Ph)]-[a-MeLys]-[Lys(Ac)]-N-H-
[Sarc]-NH2z (SEQ ID NO:50);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NH2z (SEQ ID NO:51);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2  (SEQ
ID NO:52);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[3-Quin]-[THP]-E-N-H-[Sarc]-NH2 (SEQ
ID NO:53);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-S-H-[Sarc]-NHz  (SEQ
ID NO:54);
Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz  (SEQ
ID NO:55);
Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-S-H-[Sarc]-NH2  (SEQ
ID NO:56);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-H-[(D)NMeTyr]-NH2
(SEQ ID NO:57);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-F-
[(D)NMeTyr]-NHz (SEQ ID NO:58);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-S-H-[Sarc]-NHz (SEQ ID
NO:59);
Ac-[Pen]-S-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-H-[Sarc]-NH2 (SEQ ID
NO:60);
Ac-[Pen]-S-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-S-H-[Sarc]-NHz (SEQ ID
NO:61);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-H-[(D)NMeTyr]-NH:
(SEQ ID NO:62);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokck)]-[2-Nal]-[THP]-E-[(D)Asn]-H-[Sarc]-NH:
(SEQ ID NO:63);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokck)]-[2-Nal]-[THP]-E-G-H-[Sarc]-NHz2  (SEQ
ID NO:64);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-[h(Ser)]-H-[Sarc]-NH2
(SEQ ID NO:65);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-H-P-NH2  (SEQ ID
NO:66);
Ac-[Pen]-N-T-[W(7-(2-Nal))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[ THP]-E-N-H-[Sarc]-NH2
(SEQ ID NO:67);
Ac-[Pen]-N-T-[W(7-3BiPh)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH:
(SEQ ID NO:68);
Ac-[Pen]-N-T-[W(7-(deHaHTpeH-5-in))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[ THP]-E-N-H-
[Sarc]-NHz (SEQ ID NO:69);
Ac-[Pen]-N-T-[W(7-(4-aHTpaueH-5-in))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[ THP]-E-N-H-
[Sarc]-NHz (SEQ ID NO:70);
Ac-[Pen]-N-T-[W(7-(1-Nal))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-H-[Sarc]-NH2
(SEQ ID NO:71);
Ac-[Pen]-N-T-[W(7-(4BiPh))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2
(SEQ ID NO:72);
Ac-[Pen]-N-T-[W(7-(3,5-t-Bu-Ph))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[ THP]-E-N-H-[Sarc]-
NH: (SEQ ID NO:73);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2  (SEQ ID
NO:74);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-OMe)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2 (SEQ ID NO:75);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[2Pal]-
NH:2 (SEQ ID NO:78);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[2Pal]-
NH2 (SEQ ID NO:79);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
NH2z (SEQ ID NO:80);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]- [ THP]-[Lys(Ac)]-N-H-[Sarc]-NH2
(SEQ ID NO:81);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-
[(D)NMeTyr]-NHz (SEQ ID NO:82);
Ac-[(D)Arg]l-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[a-MeLys]-E-N-H-



[(D)NMeTyr]-NHz (SEQ ID NO:83);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-Phe[4-
amiHomeTunn]-[(D)NMeTyr]-NHz (SEQ ID NO:84);
Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-N-[(D)His]-NH:
(SEQ ID NO:85);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)His]-
NH2z (SEQ ID NO:86);
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[ THP]-E-N-[(D)His]-
[(D)NMeTyr]-NHz (SEQ ID NO:87);
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-N-
[(D)NMeTyr]-NHz (SEQ ID NO:88);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokecK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-N-
[(D)NMeTyr]-NHz (SEQ ID NO:89);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D) Val]-
[(D)NMeTyr]-NHz (SEQ ID NO:90);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D) Thr]-
[(D)NMeTyr]-NHz (SEQ ID NO:91);
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[ THP]-E-N-[(D)His]-NH2
(SEQ ID NO:92);
Ac-[Abu]-N-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokcn)]-[3-Quin]-[THP]-E-N-H-[Sarc]-NH2  (SEQ ID
NO:93);
Ac-[Abu]-N-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcn)]-[3-Quin]-[THP]-E-N-H-[Sarc]-NH2  (SEQ ID
NO:94);
Ac-[Abu]-N-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NHz
(SEQ ID NO:95);
Ac-[Abu]-N-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2 (SEQ ID
NO:96);
Ac-[Abu]-N-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NH2z (SEQ ID NO:97);
Ac-[Abu]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2;  (SEQ
ID NO:98);
Ac-[Abu]-N-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2(SEQ ID
NO:99);
Ac-[(D)Arg]-[Abu]-S-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NH2 (SEQ
ID NO:100);
Ac-[(D)Arg]-[Abu]-N-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[(D)Leu]-[Sarc]-NH2
(SEQ ID NO:101);
Ac-[(D)Arg]-[Abu]-N-T-[W(7-Me)]-[Cit]-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-H-[Sarc]-NH:
(SEQ ID NO:102);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[Sarc]-NH2z (SEQ ID NO:103);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:104);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NO:105);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:106);
Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-[3Pal]-[Sarc]-NHz2 (SEQ ID
NO:107);
Ac-[Pen]-N-T-[W(7-Me)]-Q-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:108);
Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:109);
Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NHz
(SEQ ID NO:110);
Ac-[Abu]-Q-T-[W(7-Me)]-[Cit]-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]- [ THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:111);
Ac-[Abu]-Q-T-[W(7-Me)]-[Cit]-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2z (SEQ ID NO:112);
Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokecK)]-[2-Nal]-[THP]-E-N-[3Pal]-[bA]-NH2  (SEQ ID
NO:113);
Ac-[Abul]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-S-[3Pal]-[bA]-NH2  (SEQ ID



NO:114);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[4Pal]-[Sarc]-NH2
(SEQ ID NO:115);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcw)]-[2-Nal]-[THP]-E-N-[3Pal]-[bA]-NHz (SEQ
ID NO:116);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]- [ THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2z (SEQ ID NO:117);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3-Quin]-[Sarc]-NH:
(SEQ ID NO:118);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[7-Aza-TpuntodaH]-
[Sarc]-NH2 (SEQ ID NO:119);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[(D)aMeTyr]-NHz (SEQ ID NO:120);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-[(D)aMeTyr]-
NHz (SEQ ID NO:121);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[((D)aMeTyr]-NHz (SEQ ID NO:122);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[(D)aMeTyr]-
NH2z (SEQ ID NO:123);
Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]- [ THP]-E-S-[3Pal]-[Sarc]-NH2
(SEQ ID NO:124);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-S-[3Pal]-[Sarc]-NH:
(SEQ ID NO:125);
Ac-[Pen]-N-T-[W(7-Ph)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:126);
Ac-[Pen]-N-T-[W(7-Ph)]-Q-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz (SEQ ID
NO:127);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[bA]-NHz (SEQ ID NO:130);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[bA]-NHz2 (SEQ
ID NO:131);
Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH:
(SEQ ID NO:132);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH: (SEQ ID NO:133);
Ac-[Abu]-Q-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz2  (SEQ ID
NO:134);
Ac-[Abu]-Q-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:135);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2z (SEQ ID NO:136);
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-aunnamiHoeTokcn)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-
[Sarc]-NHz (SEQ ID NO:137);
Ac-[Pen]-E-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH: (SEQ ID NO:138);
Ac-[Pen]-E-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[ THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH: (SEQ ID NO:139);
Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:140);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2 (SEQ ID NO:141);
Ac-[Pen]-N-T-[W(7-(3-kapbokcamigdeHin))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-
[3Pal]-[Sarc]-NH2 (SEQ ID NO:142);
Ac-[Pen]-N-T-[W(7-nipumigunn-5-in)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[ THP]-E-N-[3Pal]-
[Sarc]-NHz (SEQ ID NO:143);
Ac-[Pen]-N-T-[W(7-imigasonipugunin)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-[3Pal]-
[Sarc]-NHz (SEQ ID NO:144);
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[aMe(Lys)]-[Lys(Ac)]-N-
[His_3Me]-NH:z (SEQ ID NO:145);
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[ THP]-E-N-[His_3Me]-
NH2z (SEQ ID NO:146);
Ac-[Pen]-N-T-[W(7-(4-Quin))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-



NHz (SEQ ID NO:147);

Ac-[Pen]-N-T-[(W(7-(3-nipa3on-1-in))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NO:148);

Ac-[Pen]-N-T-[(W(7-(5-Et-Ph))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]- [ THP]-E-N-[3Pal]-[Sarc]-
NH2z (SEQ ID NO:149);

Ac-[Pen]-N-T-[W(5-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:150);

Ac-[Pen]-N-T-[(W(7-(3-nipa3on-1-in))]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]- [ THP]-E-N-[3Pal]-
[Sarc]-NH2z (SEQ ID NO:151);

Ac-[Pen]-N-T-[W(7-iHaa3on-5-in)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NO:152);

Ac-[Pen]-N-T-[W(4-F)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ
ID NO:153);

Ac-[Pen]-N-T-[W(5-CN)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:154);

Ac-[Pen]-N-T-[W(7-CN)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]- [ THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:155);

Ac-[Pen]-N-T-[W(4-OMe)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcKn)]-[2-Nal]-[ THP]-E-N-[3Pal]-[Sarc]-NH:
(SEQ ID NO:156);

Ac-[Pen]-N-T-[W(4-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:157);

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2  (SEQ ID
NO:158);

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[Acvc]-E-N-[3Pal]-[Sarc]-NH2  (SEQ ID
NO:159, 285);

Ac-[Pen]-N-T-[W(5-Ca)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:160);

Ac-[Pen]-N-T-[Trp_4Aza]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:161);

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:162);

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:163);

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[(5Pyal)]-
NH: (SEQ ID NO:164);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-Me-Lys]-[Lys(Ac)]-N-[(5Pyal)]-
NHz (SEQ ID NO:165);

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[(1-Me)His]-
NH:z (SEQ ID NO:166);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[aMeLys]-[Lys(Ac)]-N-[(1-
Me)His]-NHz (SEQ ID NO:167); abo

Ac-[Pen]-N-T-[W(7-Me]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcun)]-[2-Nal]-[A-Me-Lys]-[Lys(Ac)]-N-[3Pal]-
[(D)NMeTyr]-NHz (SEQ ID NO:168);

Oe nenTUAHWM iHribITOp UMKMIi3yeTbCa 3a [ONOMOrol aucynbdigHoro 3B'a3ky Pen-Pen; abo 3a
ponomoroto TioedipHoro 3B's3ky Abu-C.

Y [esiknx noB'A3aHuX BapiaHTax 34incHeHHst meToaiB nikyBaHHA 33K, Hanpuknag BMpasKoBOro KOmiTy
abo xBopobu KpoHa, mentugHum iHribitop MicTuTb abo cknagaeTbCsi 3 OyAb-AKOI 3 aMiHOKMCITOTHUX
nocnigoBHOCTEW, NepepaxoBaHNX HkYe; abo noro papmMaueBTUYHO NPUNHATHY Cifb:

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
NH:z (SEQ ID NO:80);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:104);

Ac-[Pen]-N-T-[W(7-Me)]-Q-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:108);

Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NHz
(SEQ ID NO:110);

Ac-[Abu]-Q-T-[W(7-Me)]-[Cit]-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2z (SEQ ID NO:112);

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3-Quin]-[Sarc]-NH2
(SEQ ID NO:118);

Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[2-Nal]-[ THP]-E-S-[3Pal]-[Sarc]-NH2
(SEQ ID NO:124); abo



Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-S-[3Pal]-[Sarc]-NH:
(SEQ ID NO:125);

e nenTuaHuMK iHriGITOp UMKNI3yeTbCa 3a [ONOMOrol AucynbdigHoro 3B'asky Pen-Pen; abo 3a
ponomoroto TioedipHoro 38'a3ky Abu-Cys.

Y Oesiknx noB'si3aHMX BapiaHTax 34iNcHeHHst meToAiB nikyBaHHa 33K, Hanpuknag BMpasKoBOro KomniTy
abo xBopobu KpoHa, nentugHuin iHribitop MictTute abo cknagaetbcs 3 Oyab-SKOI 3 aMiHOKUCIOTHUX
NoCniAOBHOCTEN, NepepaxoBaHUX HMKYE; abo Moro hapmaueBTUYHO MPUNHATHY Cinb:

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokecK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NO:105);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:106);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2 (SEQ ID NO:117);

Ac-[Pen]-N-T-[W(7-Ph)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz (SEQ ID
NO:126);

Ac-[Pen]-N-T-[W(7-Ph)]-Q-[Pen]-Phe[4-(2-amiHoeTokcw)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz (SEQ ID
NO:127);

Ac-[Abu]-Q-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:134);

Ac-[Abu]-Q-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokcw)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:135);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2 (SEQ ID NO:136);

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-aunnamiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NO:137); abo

Ac-[Pen]-E-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2 (SEQ ID NO:139);

Ae nenTUAHWA iHribiTop UMKNI3yeTbCca 3a AOMoMOorol AucynbdigHoro 3B'sisky Pen-Pen; abo 3a
ponomoroto TioedpipHoro 3B's3ky Abu-C.

Y pesiknx nos'A3aHuX BapiaHTax 3dincHeHHs MeTtoAiB nikyBaHHA 33K, Hanpuknazg BMpasKoBOro Konity
abo xBopobu KpoHa, nentugHwui iHribiTop MmicTuTe abo cknagaeTbca 3 OyAb-SKOi 3 aMiHOKMCIIOTHUX
nocnigoBHOCTEW, NepepaxoBaHNX HbkYe; abo noro papmMaueBTUYHO MPURHATHY Cinb:

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:139);

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2  (SEQ ID
NOs:158, 162, 284);

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:163);

Ac-[Pen]-N-T-W-[Cit]-[Pen]-Phe[4-(2-amiHoeToKcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:523);

Ac-[Pen]-N-T-W-Q-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID NO:524);

Ac-[Abu]-Q-T-W-Q-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz (SEQ ID NO:525);

Ac-[Abu]-Q-T-W-Q-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NHz  (SEQ
ID NO:526);

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH:
(SEQ ID NO:163);

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-aunnamiHoeTokem)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH2 (SEQ ID NO:527); abo

Ac-[Pen]-E-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:528);

4e NenTUOHWA iHribiTOp UMKNi3yeTbCa 3a JONOMOrok AucynbdigHoro 3B'a3ky Pen-Pen; abo 3a
gonomoroto TioedipHoro 3B'a3ky Abu-C.

Y Oesiknx noB'A3aHuX BapiaHTax 34incHeHHs meTtoAiB nikyBaHHA 33K, Hanpuknazg BMpasKoBOro KOniTy
abo xBopobu KpoHa, nentugHwui iHribiTop MictTuTe abo cknagaetbcs 3 Oyab-siKOi 3 aMiHOKMCIOTHMX
NocnigoBHOCTEWN, NEpepaxoBaHNX HkYe; abo noro hapmMaueBTUYHO MPUNRHATHY Cinb:

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[aMeLeu]-E-N-[(D)Lys]-
[(D)NMeTyr]-NHz (SEQ ID NO:201),

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[aMeLeu]-E-N-[(D)His]-
[(D)NMeTyr]-NHz (SEQ ID NO:202),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToken)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Orn]-
[((D)NMeTyr]-NHz (SEQ ID NO:203),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Ser]-



[(D)NMeTyr]-NHz (SEQ ID NO:204),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Phe]-
[(D)NMeTyr]-NHz (SEQ ID NO:205),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-H-[(D) Tyr]-
NH2z (SEQ ID NO:206),
Ac-[Pen]-N-T-[W(7-Me)]-[(D) Tyr]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[(D)NMeTyr]-NHz (SEQ ID NO:207),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-H-P-NH:
(SEQ ID NO:208),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-H-[(D)Pro]-
NHz (SEQ ID NO:209),
Ac-[Pen]-N-T-[W(7-Me)]-[Phe(4-CONH2)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[(D)NMeTyr]-NHz (SEQ ID NO:210),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[Acvc]-E-N-(D)Phe[4-NHz]-
[Sarc]-NH2 (SEQ ID NO:211),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-NHz (SEQ
ID NO:212),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-
N(H)Me (SEQ ID NO:213),
Ac-[Pen]-N-T-[W(7-Me)]-[Phe(4-NH(Ac))]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
[(D)Lys]-[(D)NMeTyr]-NHz (SEQ ID NO:214),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D) Tyr]-
[(D)NMeTyr]-NHz (SEQ ID NO:215),
Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[aMeLeu]-[Lys(Ac)]-N-[(D)Lys]-
[(D)NMeTyr]-NHz (SEQ ID NO:216),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)His]-
[(D)NMeTyr]-NHz (SEQ ID NO:217),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[bAla]-
[(D)NMeTyr]-NHz (SEQ ID NO:218),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[bAla]-
[(D)NMeTyr]-NHz (SEQ ID NO:219),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[bAla]-
[(D)NMeTyr]-NHz (SEQ ID NO:220),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-E-N-H-
N(H)Me (SEQ ID NO:221),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[THP]-P-NH2
(SEQ ID NO:222),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[THP]-
[(D)Pro]-NHz (SEQ ID NO:223),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[Acvc]-E-N-[bAla]-
[Sarc]-NHz (SEQ ID NO:224),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-[(D)Val]-
[Sarc]-NHz (SEQ ID NO:225),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[Acvc]-E-N-[(D)Arg]-
[Sarc]-NH2 (SEQ ID NO:226),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[Acvc]-E-N-[Hph]-
[Sarc]-NH: (SEQ ID NO:227),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[Acvc]-E-N-Phe[4-NH:]-[Sarc]-
NHz (SEQ ID NO:228),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-Phe[4-NHz]-
[Sarc]-NHz (SEQ ID NO:229),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[Acvc]-E-N-F-[Sarc]-
NH2 (SEQ ID NO:230),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[Acvc]-E-N-[THP]-
[Sarc]-NHz (SEQ ID NO:231),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[Acvc]-E-N-[(D)Leu]-
[Sarc]-NHz (SEQ ID NO:232),
Ac-[(D)Arg]-[Cys]-N-T-[W(7-Me)]-[Lys(Ac)]-[aMeCys]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[Acvc]-E-N-H-
[Sarc]-NH2z (SEQ ID NO:233),
Ac-[(D)Arg]-[Cys]-N-T-[W(7-Me)]-[Lys(Ac)]-[aMeCys]-Phe[4-(2-amiHoeTokecu)]-[2-Nal]-[Acvc]-E-N-
[(D)Leu]-[Sarc]-NHz (SEQ ID NO:234),
Ac-[(D)Arg]l-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[Acvc]-E-N-[3Pal]-



[Sarc]-NHz (SEQ ID NO:235),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[bAla]-
[Sarc]-NH2 (SEQ ID NO:236),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D) Val]-
[Sarc]-NH2z (SEQ ID NO:237),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Arg]-
[Sarc]-NH2z (SEQ ID NO:238),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Hph]-
[Sarc]-NHz (SEQ ID NO:239),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D) Tyr]-
[Sarc]-NH2 (SEQ ID NO:240),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D) Tyr]-
[Sarc]-NH2 (SEQ ID NO:241),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[4Pal]-NH:
(SEQ ID NO:242),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Phe(4-
CF3)]-[Sarc]-NH2 (SEQ ID NO:243),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-
Tyr_CHF2-[Sarc]-NHz (SEQ ID NO:244),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[THP]-P-
NH2 (SEQ ID NO:245),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[(D)NMeTyr]-NHz (SEQ ID NO:246),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-
[Sarc]-NH: (SEQ ID NO:247),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[4Pal]-
[Sarc]-NHz (SEQ ID NO:248),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[Phe(2-
amiHomeTun)]-[Sarc]-NH2 (SEQ ID NO:249),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[ THP]-E-N-[3Pal]-
[Pro(4,4diF)]-NH2 (SEQ ID NO:250),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[ THP]-E-N-[3Pal]-
[aMePro]-NHz (SEQ ID NO:251),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Aib]-
NH: (SEQ ID NO:252),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[His(3-
Me)]-[Sarc]-NHz (SEQ ID NO:253),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[His(3-Me)]-
[Sarc]-NHz (SEQ ID NO:261),
Ac-[(D)Arg]-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-[His(3-Me)]-[Sarc]-
NH2z (SEQ ID NO:262),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[ THP]-E-N-[3Pal]-
[Sarc]-NHz (SEQ ID NO:266),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-[3Pal]-
N(H)Me (SEQ ID NO:267),
[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[ THP]-E-N-[3Pal]-[Sarc]-
NH: (SEQ ID NO:270),
Ac-[(D)Arg]-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[ THP]-E-N-[3Pal]-[Sarc]-NH:
(SEQ ID NO:271),
Pr-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-(N-nponioHinamiHo)eTokcu)]-[2-Nal]- [ THP]-E-
N-[3Pal]-[Sarc]-NHz (SEQ ID NO:272),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-(N-(4-rinpokcu-3-
MeTundeHin)nponioHinamiHo)etokeu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID NO:273),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[ THP]-E-N-[3Pal(5-
Me)]-[Sarc]-NHz (SEQ ID NO:276),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[ THP]-E-N-[3Pal(5-
NH2)]-[Sarc]-NHz (SEQ ID NO:277),
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[His(3-Me)]-N(H)Me
(SEQ ID NO:278),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-[3Pal]-
[(D)NMeTyr]-NHz (SEQ ID NO:279),
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-



[Gly(N-umknorekcunmeTun)]-NHz (SEQ ID NO:280),

Ac-[(D)Arg]l-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-
[Gly(N-izo6yTnn)]-NHz (SEQ ID NO:281),

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[ THP]-E-N-[3Pal(3-
Me)]-NHz (SEQ ID NO:282),

Ac-[(D)Arg]-[aMeCys]-N-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-amiHoeTokecn)]-[2-Nal]-[THP]-E-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NO:283),

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:284),

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[Acvc]-E-N-[3Pal]-[Sarc]-NH2  (SEQ ID
NO:285, 159),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:286),

Ac-[Pen]-[Gly(anin)]-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Tyr(O-anin)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NHz (SEQ ID NO:287),

Ac-[Pen]-[Gly(anin)]-D-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Tyr(O-anin)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NHz (SEQ ID NO:288),

Ac-[Pen]-[Gly(anin)]-T-(W(4-F)]-[Lys(Ac)]-[Pen]-[Tyr(O-anin)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:289),

Ac-[Pen]-N-D-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-[3Pal]-[Sarc]-NH:
(SEQ ID NO:290),

Ac-[Pen]-L-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH:
(SEQ ID NO:291),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-
NH: (SEQ ID NO:299),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-F-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NHz (SEQ ID NO:308),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[(D) Tyr]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2> (SEQ ID
NO:309),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-OMe)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2 (SEQ
ID NO:310),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:311),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTtnn-N-nponin)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-
[3Pal]-[Sarc]-NHz (SEQ ID NO:332),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTnn-N-6yTtunn)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-
[3Pal]-[Sarc]-NHz (SEQ ID NO:333),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTnn-N-izobytnn)]-[Pen]-Phe[4-(2-amiHoeToKkcK)]-[2-Nal]-[THP]-E-N-
[3Pal]-[Sarc]-NHz (SEQ ID NO:334),

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTnn-N-6eH3un)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-
[3Pal]-[Sarc]-NH2 (SEQ ID NO:335),

Ac-[Pen]-L-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-Nal]-[a-MeLeu]-E-N-[3Pal]-[Sarc]-NH2 (SEQ
ID NO:339),

Ac-[Pen]-L-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-OMe)]-[2-Nal]-[aMeLeu]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:347) abo

Ac-[Abu]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-aminoeToken)]-[2-Nal]- [ THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:373),

Oe nenTUAHWM iHribITOp UMKMIi3yeTbca 3a [ONOMOrol aucynbdigHoro 3B'a3ky Pen-Pen; abo 3a
ponomoroto TioedipHoro 38'a3ky Abu-C.

Y [Oesiknx noB'sA3aHuMX BapiaHTax 34iNCHEHHs meTogdiB NikyBaHHs 33K, Hanpuknag BUPas3KOBOro KOMITy
abo xBopobu KpoHa, nentugHwui iHribiTop MictTuTe abo cknagaetbcs 3 Oyab-siKOi 3 aMiHOKMCIOTHMX
nocnigoBHOCTEW, NepepaxoBaHNX HbkYe; abo noro papmMaueBTUYHO MPURHATHY Cinb:

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:104),

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:106),

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NOs:158, 162, 284),

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]- [ THP]-E-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NOs:247, 266),

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[ THP]-E-N-[His(3-Me)]-
[Sarc]-NHz (SEQ ID NO:261) a6bo

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-



N(H)Me (SEQ ID NO:267),

Ae nenTuaHu iHribiTop UMKNi3yeTbCa 3a AONOMOrot AucynbdigHoro 3s'a3ky Pen-Pen.

Y pesiknx noB'a3aHuX BapiaHTax 34incHeHHst meToaiB nikyBaHHA 33K, Hanpuknag BMpasKoBOro KOniTy
abo xBopobu KpoHa, nentmgHui iHribitop MictTute abo cknagaetbcs 3 Oyab-SKOI 3 aMiHOKUCIOTHUX
MoCnigoBHOCTEN, NepepaxoBaHNX HUXKYE; abo Moro hapmaueBTUYHO MPUNHATHY Cinb:

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
(SEQ ID NO:104),

Ae NenTUOHWA iHridiTop LUMKMI3yeTbCS 3a AOMNOMOrot aucynbdigHoro 3B'a3ky Pen-Pen.

Y Oesiknx noB'si3aHMX BapiaHTax 34iNCHEHHs1 MeToAiB nikyBaHHs 33K, Hanpuknag BMPa3KOBOro KOSMITy
abo xBopobu KpoHa, nmentugHum iHribitop mictute abo cknagaetbCs 3 Oyadb-AKOI 3 aMiHOKMCIIOTHUX
NoCnigoOBHOCTEN, NepepaxoBaHNX HUX4Ye; abo Noro papmaLeBTUYHO NPUNHATHY Cinb:

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcwn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH:
(SEQ ID NO:106),

Ae nenTuaHun iHribiTop UMKNi3yeTbCa 3a AONOMOrot aucynbdigHoro 3s'a3ky Pen-Pen.

Y pesiknx noB'A3aHuX BapiaHTax 34incHeHHst meTtoAiB nikyBaHHA 33K, Hanpuknag BMpasKoBOro KOniTy
abo xBopobu KpoHa, nentugHum iHribitop Mictutb abo cknagaetbcsi 3 Oyab-AKOi 3 aMiHOKMCIOTHUX
MoCniAoOBHOCTEN, NepepaxoBaHNX HUXKYeE; abo 1Moro hapmaueBTUYHO NPUNHATHY Cinb:

Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 (SEQ ID
NO:158),

Ae NenTUOHWA iHridiTop UMKMI3yeTbCs 3a AONOMOroto aucynbdigHoro 3e'a3ky Pen-Pen.

Y pgesiknx noB'a3aHux BapiaHTax 34incHeHHst meTtoaiB nikyBaHHA 33K, Hanpuknag BMpasKoBOro KomniTy
abo xBopobu KpoHa, nentugHum iHribitop mictute abo cknagaetbca 3 Oyab-AKOI 3 aMiHOKMCITOTHWUX
nocnigoBHOCTEW, NepepaxoBaHnNX HkYe; abo noro papmaueBTUYHO MPUNRHATHY Cinb:

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-
[Sarc]-NH2 (SEQ ID NO:247),

Ae nenTuaHun iHribiTop UMKNI3yeTbCa 3a AONOMOrO AMCcynbdigHoro 3s'a3ky Pen-Pen.

Y Oesiknx noB'si3aHMX BapiaHTax 3ailcHeHHst meToaiB nikyBaHHa 33K, Hanpuknag BMpasKkoBOro KOniTy
abo xBopobu KpoHa, nentugHui iHribitop MictTutb abo cknagaetbcsl 3 Oyab-AKOI 3 aMiHOKMCIOTHUX
NMocniaoBHOCTEN, NepepaxoBaHNX HUXKYe; abo horo hapmaueBTUHHO MPUAHATHY Cinb:

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-Nal]-[ THP]-E-N-[His(3-Me)]-
[Sarc]-NH2z (SEQ ID NO:261),

e nenTuaHui iHribiTop UUKNi3yeTbes 3a Aonomorot aucynbdigHoro 3s'a3ky Pen-Pen.

Y pgesiknx noB'a3aHux BapiaHTax 34iNcHeHHst meTtoaiB nikyBaHHA 33K, Hanpuknaz BMpasKoBOro KOniTy
abo xBopobu KpoHa, mentugHum iHribitop micTuTb abo cknagaeTbCss 3 OyAb-AKOI 3 aMiHOKMCIIOTHUX
nocnigoBHOCTEW, NepepaxoBaHnNX HkYe; abo noro papmaLeBTUYHO NPUNRHATHY Cinb:

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-
N(H)Me (SEQ ID NO:267),

Ae nenTuaHun iHribiTop UMKNI3yeTbCa 3a AoNomorot aucynbdigHoro 3s'a3ky Pen-Pen.

Y Oesiknx MoB'si3aHMX BapiaHTax 34iNCHEHHS AaHUIM BUHaxig NpomnoHye crnocid BMGIpKOBOrO MpPUrHiYeHHs
curHanbHoro wnsxy IL-23 abo IL-23R (abo 3B'asyBaHHA IL-23 3 IL-23R) y cy6'ekTa, sakuii noTpebye LbOro,
Wwo nepenbavae BBeOeHHsI CyD'ekTy MenTUOHOro iHribiTopa gaHoro BuMHaxody. Y KOHKPETHUX BapiaHTax
3[iICHEHHS1 JaHWU BUHAXig NpornoHye cnocib BMBIpKOBOro NpUrHideHHs curHansHoro wnaxy IL-23 abo IL-23R
(abo 3B'sdyBaHHA IL-23 3 IL-23R) y WKT cyb'ekta, sikun notpebye uboro, o nepenbayae nepoparnbHe
BBedeHHA cyb'ekTy nenTugHoro iHribitopa gaHoro BuHaxody. Y KOHKPETHWX BapiaHTax 34iMCHEHHS
KOHUEHTpaLjis BBeAEeHOro nentuaHoro iHribitopa B TkaHuHax LUKT (Hanpuknag y TOHKOMY KuwevHuKy abo
TOBCTIA Kuwui) woHanmmeHwe B 10 pasiB, woHanmeHwe B 20 pasiB, WoHanmeHwe B 50 pasiB abo
woHanveHwe B 100 pasiB Ginble 3a MOro KOHLEHTPaUilo B KPOBi. ¥ KOHKPETHMX BapiaHTax 34iMCHEHHS
OaHuM BuWHaxig nponoHye cnocibé BMOIPKOBOrO MpUrHideHHs curHanbHoro wngaxy 1L23 abo IL23R (abo
3B'a3yBaHHA IL23 3 IL23R) y WKT cy6'ekta, gkun notpebye uboro, wo nepenbavae BBeAEHHSA CyO'ekTy
nenTuaHoro iHriditopa, e NenTMaHUN iHribiTop He Grokye B3aemopilo Mix IL-6 Ta IL-6R abo aHTaroHizye
curHanbHui wnsax IL-12. Y nogatkoBomy NoB'A3aHOMY BapiaHTi 34iNCHEHHS AaHWIA BUHAXi4 NPOMNOHYE Crnocio
MPUrHiYEHHs1 3ananeHHs KulevHuka Ta/abo iHdinbTpauii HeWTpodpiniB y KuWeYHWK, WO nepenbadvae
BBeAEHHSA cyb'exTy, skMi noTpebye LbOro, NENTUOHOrO iHribGiTopa gaHOro BMHaxody. Y Oeskux BapiaHTax
3[iiCHEHHs1 cnocobu JaHoro BMHaxody nepenbayaloTb BBeAEHHS NMENTUAHOrO iHribiTopa AaHoOro BMHaxody
(Hanpuknag nepLioro TepaneBTUYHOrO 3acoby) cyb'ekTy, sikmii notpebye Lboro, y kombiHauii 3 apyrum
TepaneBTMYHUM 3acobom. Y Oesikux BapiaHTax 34IMCHEHHS] ApYrni TepaneBTUYHWUIA 3acib BBOASTb CYD'eKkTy
00 BBefeHHs1 Ta/abo ogHo4acHO 3 BBeAeHHsM Ta/abo nicna BBeAeHHS NMenTUAHOro iHribitopa cyb'ekty. Y
OEesKMX BapiaHTax 34iMCHEHHSA OpYrMiA TepaneBTUYHUIA 3acib sBnsie coboo npoTudananbHui 3acib. Y aeskux
BapiaHTax 3A4iNICHEHHS OPYrMn TepaneBTUYHWMIA 3acib siBnsie cobo HeCTepoigHMI MNpoTu3ananbHUM,
cTepoigHun abo iMyHoMOoAyniowYMiA 3acib. Y aesikux BapiaHTax 34iNCHEHHs cnocid nepenbavae BBeOEHHS
cyb'ekTy TpeTbOro TepaneBTMYHOrO 3acoby. Y gesknx BapiaHTax 34iMCHEHHS APYrMi TepaneBTUYHUIA 3acid
saBnse coboto aHTUTINO, sike 3B'A3yeTbes 3 IL-23 abo IL-23R.



GAPMALIEBTUYHI KOMMO3WLIIT

Y KOHKPETHMX BapiaHTax 34iMCHEHHA NnenTuaHuK iHribitop abo dapmaueBTU4YHa KOMNO3MLUid, WO MICTUTb
nenTuaHWMM iHriGiTOop, CycneHAoOBaHi B MaTtpuui 3 YMNOBINbHEHUM BUBINbHEHHAM. Y KOHTEKCTI LbOro
OOKYMEHTa, mMaTpuus 3 YMNOBiNlbHEHUM BWBIMIbHEHHAM SABMAsSE coboio MaTpuul 3 maTtepianiB, 3a3Buyan
noniMepis, SKi PO3LLENIIIOTLCA LWIAXOM ¢depMeHTaTUBHOIO abo KMCNMOTHO-OCHOBHOMO rigponisy abo
po34nHeHHS. icna BBeAEHHSA B OpraHiam, Ha MaTpULI0 MNOYMHAKOTL AIATU PepMEHTU Ta PiaNHN OpraHismy.
MaTtpuusi 3 ynoBifibHEHMM BUBINTbHEHHSIM NEPEBaXXHO 0OpaHa 3 BiocyMiCHMX MaTepianiB, Takux siK finocomu,
noninaktuan (NoniMosoYHa kucnoTa), nonirnikonia (monimep rnikoneeBoi KUCNOTK), cononiMepu noninakrnay
Ta rnikonigy (cononiMepy MOJSOYHOI KUCROTK Ta [MiKONEBOI KMCNOTW), noniaHrigpuan, noni(opto)edipw,
noninenTuaun, rianypoHoBa KUCNOTA, KonareH, XOHApPOITMHCYNbdaT, KapOOHOBI KUCMOTM, >XUPHI KUCMOTH,
docdoninign, nonicaxapuan, HyKNeiHOBI KUCMOTK, NOMiIaMIHOKACNOTWN, aMiHOKUCIIOTH, Taki AK dpeHinanaHiH,
TMPO3WH, i30NeNuUnH, MNOoniHyKNeoTuaW, NoniBiHINNponineH, noniBiHiNNiponigoH i cunikoH. OauH BapiaHT
34iNcHeHHs Biopo3knagaHoi maTpuui aBnse cobo MaTpuLto, WO MICTUTb OAWH MoninakTug, nonirnikonig
abo cononimep noninaktTuay Ta rnikonigy (cononiMep MOMOYHOI KMCNOTKU Ta [MiKONeBOI KUCMOTH).

Y peakunx BapiaHTax 34iMCHEHHS OaHUI BUHAXig NponoHye dhapMmaueBTMYHI KOMMNO3KLIT, WO MICTATb OAWH
abo Ginble nenTUaHUX iHriGiTOpiB AaHOro BMHaxoAy i papmMaueBTUYHO MPUAHATHUIA HOCIN, PO3YMHHUK abo
OOMOMIKHY pedoBMHY. PapMaUeBTUYHO MNPUAHATHUA HOCIN, PO3YMHHMK abo [OoMnoMiKHA pedoBUHA
BIOHOCATBCS [0 HETOKCUYHOrO TBEpOoro, HanisTBepgoro abo pigkoro HamoBHIOBaya, PO34YMHHMKA,
iHKancyno4yoro Matepiany abo A4onoMikHOI pedoBMHU Byab-sikoro Tvny. BnnuBy MikpoopraHiamiB MoXHa
3anobirTn  WIAXOM BKIIOYEHHS pPIi3HMX aHTMOakTepianbHUX Ta nNpoTUrpMbKoBuX 3acobiB, Hanpwukniag
napabeHy, xnopbyrtaHony, ¢eHoNcopBiHOBOI KMCNOTW TOWO. Takox Moxe OyTn OGaxaHum BKITHOYEHHS
i30TOHIYHMX areHTiB, TaKMUX K LYKOP, XITOpUA, HaTpito TOLLO.

Y  peskux  BapiaHTax  34INCHEHHsT  KOMMO3wuuii  BBOAATb  NepoparnbHO,  NapeHTeparnbHO,
iHTpaumMcTepHarnbHO, iHTpaBariHanbHO, iHTPanepuTOHearnbHO, PeKTanbHO, MICLEeBO (y BWUrMs4i MOPOLLKIB,
Masen, kpanernb, Cyno3nTopiiB abo TpaHcaepManbHOro NacTupy), WSAXoM iHransauii (Hanpuknag y sBurnsai
iHTpaHasanbHOro cnpes), 4Yepes odi (Hanpuknag, BHYTPILWHbOOYHUM CMocobom) abo OykkanbHO. TepmiH
"napeHTepanbHO", BUKOPUCTOBYBAHUM Y LbOMY [OOKYMEHTI, BiAHOCUTbCA OO crnocobiB BBeAEHHS, SKi
BKMOYaOTb BHYTPILWHbOBEHHY, BHYTPILLHbOM'A30BY, iHTpPanepuToHeanbHy, iHTpacTepHarnbHy, MigLWKIpHY,
BHYTPILLUHbOLLKIPHY Ta BHYTpIlWHbOCYrNoboBY iH'ekuito Ta iHdysito. BignosigHo, y [Oesknx BapiaHTax
3[iiCHEHHS1 KOMMO3WLi CKNagatoTb A8 AOCTaBKM OyAb-sIKMM i3 LMX CNOCO6iB BBEAEHHS.

Y pesknx BapiaHTax 34iiCHEeHHS hapMaueBTUYHI KOMNO3ULIT ANsi napeHTepanbHUX iH'EKLi BKOYaOTb
dhapMaLeBTUYHO NPUNHSATHI CTEpUnbHI BoAHI abo HEBOAHI po3ynHuW, aucnepcii, cycneHsii abo emynbcii abo
CTepwWrbHi MOPOLLKN AMs PO3BEAEHHSA B CTEPUIbHUX iH'EKLINHMX po3ymHax abo gucnepcisax 6esnocepeqHb0
nepeg 3actocyBaHHAM. [Mpuknagm npugaTHMX BOOHWX Ta HEBOOHWX HOCIIB, PO3YMHHUKIB, pO3pigXKyBadis abo
Hecyymx cepefoBuMLl BKMOYaOTb BOAY, €TaHon, nonionn (Taki 9K  rhiuepuH, NponineHrnikonb,
nonieTUneHrnikonb ToLwo), KapbokcumeTunuenonody Ta ix BignoBigHI Cymiwi, B-LMKNOAEKCTPUH, POCHMHHI
onii (Taki Ik onNMBKOBa 0Nisl) Ta iH'EKUiNHI opraHiyHi edipn, Taki Sk eTunoneart. BignosigHy NAVHHICTE MOXHAa
3abe3neyunTu, Hanpuknag, WNAXoM 3acTOCYBaHHA MaTepianis Ansi NOKPUTTS, TakMX SIK NeUUTUH, 36epexkeHHs
GaxaHOro po3Mipy 4acTMHOK y BMNaAKy OUCMEpPCi Ta 3aCTOCYBaHHSA MOBEPXHEBO-aKTMBHUX Pe4oBUMH. Lli
KOMNO3uLil TakoX MOXYTb MICTUTM af'loBaHTW, TaKi SK KOHCEPBAHTW, 3BOJIOXKYHOYi 3acoOu, eMynbrytodi
3acobu Ta gucneprytodi 3acobu. [JoBroTpmBane BCMOKTYBaHHS iH'EKLINHOI bapmaueBTUYHOI hOpMM MOXE
OyTU OOCATHYTO BKIHOYEHHSM 3aco0iB, L0 YNOBINbHIOITL BCMOKTYBaHHS, TakuX sIK antOMiHii MOHOCTeapar i
XenaTuH.

IH'eKUinHI Aeno-copMu BKNOYaDTbL POpMU, OTPUMAHI MPU YTBOPEHHI MIKPOiIHKaNCyrboBaHUX MaTpulb
nenTuaHoro iHribitopa B ogHomy abo Ginble GioposknagHux NoniMepis, Taknx K NoninakTMa-nonirnikonia,
noni(optoedipw), noni(aHrigpuamn) Ta (nonijrnikoni, Taki sk PEG. 3anexHo Big cniBBigHOWEHHS nenTugy Ao
noniMepy Ta NPUpPOAN KOHKPETHOrO MOfiMepy MOXHa KOHTPOMBATU LUBUAKICTb BUBINBHEHHSA MENTUOHOMO
iHribiTopa. IH'ekuinHi Aeno-chopmMM TakoX OTPUMYIOTb 3aXOMMEHHSAM MEeNTUAHOrO iHribiTopa B minocomun abo
MiKPOEMYnbCil, CyMICHi 3 TKAGHUHaMM1 OpraHiamy.

IH'eKUiHI hopMM MOXHa CTepunidyBaTu, Hanpuknag, WnsxoM dinbTpadii Yepes GakTepianbHUn inbTp
abo BKMOYEHHS cTepwuni3younx 3acobiB y copMi TBEpOUX CTEPUNBHUX KOMMO3ULUIK, AKi MOXYTb OyTu
po34MHeHi abo gucneproBaHi y CTepunbHii BoAi abo iHWOMY CTepurbHOMY iH'EKLIHOMY CcepeaoBULL
6e3nocepedHbO Nepes 3acToCyBaHHSAM.

MicueBe BBeEHHS BKIIOYAE BBEOEHHS Ha LIKipy abo cnn3oBi 0OOMOHKK, Y TOMY YUCTTi MOBEPXHi NereHb
Ta oka. Komnosuuii ana micueBoro nereHeBoro BBEAEHHSA, Y TOMY 4YMCRi KOMMOo3uuii Ansa iHranauii Tta
iHTpaHasanbHi KOMMNO3KLUil, MOXYTb BKMOYATM PO34YMHU Ta CyCneHsil y BOOHUX i HEBOAHUX hopmax 1 MOXYTb
OyTVM oTpuMMaHi y BUIMSAAI CyXOro MOpOLUKY, KM Moxe nepebyBatn abo He nepebyBatu nig TUCKOM. Y
MOPOLLUKOBMX KOMMO3MUiAX, WO He nepebyBatoTb Mig TUCKOM, aKTUBHWIA iHIPEdIEHT MOXe SBMsTM coboHo
ApibHogucnepcHy dopMy i MOXe 3aCTOCOBYBAaTUCS B CyMilli 3 BENUKOPO3MIpHMM hapMaueBTUYHO
NPUAHATHUM IHEPTHUM HOCIEM, WO MICTUTb YaCTUHKMN po3mipy, Hanpuknag, 4o 100 mikpomeTpiB y giameTpi.
MpunpaTHi iIHepTHI HOCIT BKIOYalOTb LYKPU, TaKi SIK NakTosa.

B anbTepHaTMBHOMY BapiaHTi 34INCHEHHS KOMMNO3WLiA Moxe nepebyBaTu nig TUCKOM i MICTUTU CTUCNNIA



ras, Takui sik a3ot abo 3pigxeHun rasz-nponeneHt. CepeosulLe 3piaKeHOro NnponeneHTy Ta akTu4HO BCH
KOMMOo3uLig Moxe OyTM Takow, L0 aKTUBHUW IHFPEediEHT He PO3YMHSETLCA B AKOMY-Hebyab CYTTEBOMY
BigHOLWEHHI. Komnoauuis, wo nepebyBae nig TUCKOM, MOXE TaKoX MICTUTM NMOBEPXHEBO-aKTUBHY PEYOBUHY,
Taky Sk pigky abo TBepay HEiOHOreHHY MOBEPXHEBO-aKTUBHY PEYOBUHY, abo MOxe ABMNSATU cobow TBepay
aHIOHHY NOBEPXHEBO-aKTUBHY peyvyoBuMHY. BaxaHo BMKOPUCTOBYBaTU TBEPAY aHiOHHY MOBEPXHEBO-aKTUBHY
pevoBMHY Y bOpMi HaTpieBOI CONi.

[opaTkoBolo ¢hopMOK0 MiCLIEBOrO BBEAEHHS € BBEAEHHS B OKO. [MenTuaHui iHribiTop BUMHaxogy Moxe
Oyt pgoctaBneHun apmMaueBTUYHO MPUAHATHUM OTaNbMOSOMNYHUM HECYYUM CepedoBULLEM Takum
YMHOM, WO NENTUAHUIA iHriGiTOp 3anMIWaTUMETbCA B KOHTAKTi 3 MOBEPXHEH OKa MPOTSiIroM Mepioay 4acy,
OoCcTaTHbOro Ang 3abes3neyeHHs NPOHMKHEHHST NMeNTUAHOrO iHribiTopa B poriBkOBi Ta BHYTpILLIHI o6nacTi oka,
Hanpuknag nepeaHlo kamepy, 3afHI0 Kamepy, ckrnonogibHe Tino, BOASHUCTY BOMOry, CKronoaibHy sonory,
poriBky, pangyxky/umniapHe Tino, KpuwTanuk, CyauHHY OBOmnoHKy/CiTKiBKy abo cknepy. dapmaueBTUHHO
NPUAHATHUM O(PTanbMOMOriYHUM HECyYum cepefoBulleM Moxe OyTu, Hanpuknag, Masb, onia abo
iHKancynounn maTepian. B anbTepHaTMBHOMY BapiaHTi 34iNCHEHHS NenTuaHi iHribiTopn BMHaxoay MOXHa
BBOAWTM BesnocepedHbo B cknonogibHy abo BoosgHMCTY Borory.

Komnoauuii ans pektanbHoro abo BariHanbHOro BBEAEHHS1 BKMOYAKOTb CYMO3UTOPII, SKi MOXYTb OyTu
OTPUMaHi 3MilWyBaHHSAM MNENTUMAHMX iHrOITOPIB gaHOro BMHaxody 3 BiAMOBIAHMMW HamnoBHioBaYaMu abo
HOCISIMW, TaKUMK SIK MAcro Kakao, nonieTUNeHrnikonb abo cyno3nTopHUI BICK, SIKi € TBEpAMMM NPU KIMHaTHIN
TemnepaTtypi, ane piakMmun 3a TemnepaTtypu Tina i, TakumMm YMHOM, PO3UYUHAOTLCA B MOPOXHUHI MPSMOT KULLKN
abo MixBM Ta BUBINbHAOTb aKTUBHY CMOMYKY.

MenTuaHi iHriGiTopn AaHOro BMHaxody TakoX MOXHa BBOAWTM B Ninocomax abo iHWKUX HOCIAX Ha OCHOBI
ninigis. Ak BigOMO B Ui ranysi, ninocomyn 9K NpaBuno oTpumyloTb 3 docdoninigie abo iHWMX ninigHnx
peyoBuH. Jlinocomn yTBOpPIOKOTLCA i3 OAHO- abo 6GaraTowapoBuMx PigKUX rigpaToBaHWX KpucTanis,
AvcneproBaHnx y BogHoMy cepegosulli. Moxe ByTn BUKOPUCTaHUN Byab-aKMA HETOKCUYHUI, i3ioNoriyHo
NMPUNHATHUIA Ta meTabonisoBaHui ninia, 3gaTtHWIA yTBOPOBaTH Ninocomu. MNMpUCyTHI KOMNO3uLii B NiNOCOMHIN
dopMi  MOXYTb MICTUTU KpiM MNenTMAHOro iHribiTopy gaHoro BuHaxogy, cTabinisatopu, KOHCepBaHTW,
HanoBHiOBa4i ToWoO. Y [esiknx BapiaHTax 34iNCHEHHsa ninign MicTaTe docdoninian, y TOMY 4Yuchi
dochaTnannxoniHn (NEUNTUHN) Ta CEPUHW, SIK NPUPOAHI, TaK i CUHTETUYHI. Y Uil ranysi Bigomi cnocobwu
YTBOPEHHS NiNoCoM.

dapmaLeBTUYHI KOMMO3ULi, Lo NiANAraTb 3aCTOCYBaHHIO Y BUHaXOAi, NpuaaTHi Ans napeHTepanbHoro
BBEEHHS, MOXYTb MICTUTU CTEpUIbHI BOAHI po34MHM Ta/abo cycneHsii nenTugHux iHribiTopis, oTpuMaHi
i30TOHIYHMMI MO BIAHOLLEHHIO A0 KPOBIi peLunieHTa, sk NpaBuro, 3a JONOMOrow Xnopuay HaTtpito, riuepuHy,
rNIOKO3M, MaHiTony, copbiTony ToLo.

Y pesikmx acnektax BWHaxig nponoHye apMaueBTUYHMI KOMMO3WULID Ans nepopanbHOi JOCTaBKu.
Komnoauuii Ta nenTuaHi iHribiTopu AaHOro BMHaxody MoOXyTb ByTn oTpumaHi AN nepopanbHOro BBEAEHHS
BignoBigHO 0o 6yab-akoro 3i cnocobiB, MeToauk Ta/abo 3a 4ONOMOrow 3acobiB AOCTaBKKU, ONMUCAHUX Y LibOMY
AokyMeHTi. Kpim Toro, daxisuto B Ui ranysi Oyae 3po3ymino, WO nenTuaHi iHribitopu gaHoro BuHaxogy
MOXYTb OyTn MoamdikoBaHi abo iHTerpoBaHi B cuctemy abo cepefoBuLle OOCTaBKWU, HE OMUCAaHI B LbOMY
OOKYMEHTI, He3BaXato4n Ha Te, L0 BOHM € Ao0pe BiJOMUMMU Y Uil ranysi Ta CyMiCHMMMK Afsi 3aCTOCYBaHHSA Y
nepoparbHii gocTaBui nenTuais.

Y peskux BapiaHTax 34iMCHEHHs opMU ANS fepopanbHOro BBEAEHHS MOXYTb MICTUTUM aa'loBaHTU
(Hanpuknag pe3opLmHu Ta/abo HEiIOHOreHHi NoBEpPXHEBO-aKTUBHI peyvoBuHN, Taki SK
noniokcueTuneHoneinosun ecdip Ta n-rekcageuunnonieTuneHosun edip) Ana WTY4HOro niaBULLEHHS
MPOHMKHOCTI CTIHOK KMLIEYHUKa Ta/abo depMeHTaTuBHI iHribiTopu (Hanpuknag iHribiTopu TpUNcuHy
nigwnyHKoBOi 3anosu, guisonponindtopdocdat (DFF) abo Tpasunon) Ans NpuUrHiyeHHss hepmMeHTaTMBHOIO
pO3LLENMEHHs. Y OesKknx BapiaHTax 34iMCHEeHHS NenTUAHUA iHriGITop y TBepain nikapcbKi 4030BaHii opmi
ONs nepoparibHOro BBEAEHHS MoXe 6yTu 3MillaHui LoHaNMeHLLIE 3 OgHieo 06aBKOK, TaKoK SK caxaposa,
nakTosa, uennosa, MaHiTon, Tperanosa, padiHo3a, ManbTUTOM, AEKCTpaH, Kpoxmani, arap, anbriHaTw,
XiTUHW, XiTO3aHW, MEKTUHK, TparakaHTOBa Kameb, apaBilicbka Kamenpb, XXenaTuH, KorareH, KaseiH, anbbymi,
CUHTETUYHUI abo HaniBCUHTETUYHWUIA nonimep abo rniuepua. Li nikapceki 4o3oBaHi hopMy TakoxX MOXYTb
MICTUTM iHWI TUNM OoGaBOK, HaNpPWKNag, HeaKTUBHUM PO3YMHHUK, MACTUIbHWUIA 3acib, Takuin sk cTeapar
MarHito, napabeH, KOHCepBaHT, Takui Sk copbiHoBa kucrnoTta, ackopbiHoBa KucroTa, anbda-Tokodepon,
aHTUOKCUOAHTK, TaKi SK UMUCTEiH, po3nyllyBadi, 3B'A3yBalibHi PEYOBUHW, 3arycHuKW, OydepHi areHTw,
perynaTopu KUCAOTHOCTI, NiACONOAXYBadi, CMakoapoMaTU4Hi areHTu Ta apoMaTusaTopu.

Y KOHKpPEeTHWX BapiaHTax 3AiiCHEeHHs1 nikapcbki [Oo3oBaHi ¢opmu abo oaHopasoBi O03M  Ans
nepopanbHOro 3aCTOCyBaHHS, CYMICHI 3 NENTUAHMMM iHrGITOpaMy AaHOro BUHAxXody i MOXYTb MiCTUTU CYMiLll
3 NEeNTUAHOrO iHrBITOPY Ta HeNikapCbKMX KOMMOHEHTIB abo HamMoOBHIOBAuiB, a TaKOX iHWI HenpuaaTHi ans
MOBTOPHOrO BMKOPUCTAHHSI Martepianu, dki MoXHa po3rnsgatM abo sk iHrpegieHT, abo sk OOOMOHKYy.
Komnosuuii ana nepopasnbHOro 3acTOCyBaHHA MOXYTb BKIOYATM LOHAMMEHLLE OAHY 3 pPiakux, TBepauX i
HaniBTBepAMX IiKapCbKMX A030BaHUX (OopM. Y [Oeskux BapiaHTax 34iIMCHEHHS MPOMOHYETbCA fikapcbka
JosoBaHa opma Ans nepopanbHOro 3acTOCYBaHHSA, WO MICTUTb e(eKTMBHY KiNbKICTb MNEenTMAHOro
iHribiTopa, oe nikapcbka opMa MICTUTb LOHANMEHLLEe OAHe i3 nirynku, TabneTku, kancynu, rento, nactu,



Hanoto, cupony, Masi abo cyno3unTopito. Y aeaknx Bunagkax NpornoHyeTbCA Nnikapcbka fo30BaHa hopMa ans
nepopanbHOro 3acToCyBaHHS, 9ka po3pobrieHa Ta cnpsMoBaHa Ha AOCATHEHHS YNOBINbHEHOrO BUBINbHEHHS
NenTUAHOrO iHribiTopa y TOHKOMY KMLWEYHWUKY Ta/abo TOBCTIM Kl cyb'ekTa.

Y pesiknx BapiaHTax 34iMCHEeHHA dhapMaueBTMYHaA KOMMO3WUUiS ANs NepopanbHOro 3acTOCyBaHHS, LLO
MICTUTb MENTUAHWA iHriBITOp AaHOro BMHAXOA4Y, MICTUTb KULLIKOBOPO3YMHHY OOOMOHKY, po3pobneHy 3 METO
CMOBINbHEHHST BUBINIbHEHHSA NENTUMAHOIO iHribiTopa B TOHKOMY KULUEYHUKY. Y OesiIKMX BapiaHTax 34iNCHEHHS
NPOMOHYETBLCA (hapmMaLeBTUYHA KOMMO3WLIS, sika Y nNikapcbkii oopMi 3 yNoBifIlbHEHUM BUBISIbHEHHAM MICTUTb
nenTuaHWIM iHribiTop AaHoro BMHaxody Ta iHribiTop npoTeasu, TakM siK anpoTWMHIH. Y OesKnx BapiaHTax
30iNCHEHHsT hapMaLeBTUYHI KOMMO3ULii 4aHOro BUHAXo4y MICTSITb KULWKOBOPO34YMHHY OOOSOHKY, PO34MHHA Y
LWUNYHKOBOMY COKy npu pH npubnmsHo 5,0 abo Buwe. Y wWoHaMMeHLe OAHOMY BapiaHTi 3AiNCHEHHSA
NPONoHyeTbCs papMaLeBTUYHA KOMMO3ULA, WO MICTUTb KMLLKOBOPO3YMHHY OBOMOHKY, LLIO MICTUTbL nonimep,
WO MICTUTb  AMcouiioBaHi  KapOoOKCWMbHI  rpynu, Taki 9K  NOXiAHI  UEeninosun,  BKMAYaluu
rigpokcunponinmeTunuentonosm ¢ranar, uentonosn auetatdranar i Uenno3u aueTaTTpuMmenitat Ta
noAibHi NoxigHi Lentnosu, a TakoX iHWi ByrneBogHi nonimepu.

Y pgesiknx BapiaHTax 34iINCHEHHS MPOMOHYETbCA (hapMaueBTUYHaA KOMMO3WLid, WO MICTUTb NenTUaHWUn
iHriGITOp AaHOro BMHAXo4y B KULLKOBOPO3YMHHIN OOOSOHLI, A€ KMLWKOBOPO34MHHA 0OOsoHKa po3pobneHa 3
METOI0 3aXMCTy Ta BUBINIbHEHHSA papMaLEeBTUYHOI KOMMO3ULIT KOHTPOSTbOBAHNUM YMHOM Y HWKHBbOMY Biggini
LUSTYHKOBO-KMLLKOBOrO TPaKTY i ANSA YHUKHEHHSI CUCTEMHUX MOGIYHUX edekTiB. KpiM KMLKOBOPO3UMHHUX
000MoHOK, NEenTMAHI iHridiTopM OaHOro BMHAXOAy MOXYTb OyTW iHKancynboBaHi, MOKPWUTI, yknageHi abo
iHLUMM YMHOM MOB'A3aHi 3 Oyab-sIKOK CYMICHOIO CUCTEMOK abo KOMMOHEHTOM ASisi MepoparnbHOi OOCTaBKM
nikapcbkmx npenapariB. Hanpuknag, y Aeskux BapiaHTax 34iIMCHEHHS NPOMOHYETLCHA MEenTUAHUNA iHribiTop
AaHOro BMHaxoAdy, BKIMIOYEHWMA Yy CUCTEMY-HOCIA Ha OCHOBI Minigy, WO MICTUTb LWOHanWMeHLWwe ofHe i3
noniMepHuX rigporenis, HAHOYACTMHOK, MiKpocdep, mMiuen Ta iHWKUX NiNigHNX CUCTEM.

[ns 3anobiraHHA po3wennieHH0 nenTuay B TOHKOMY KWULIEYHWKY, AesKi BapiaHTW 34iNCHEHHSA OaHOoro
BMHaxoA4y MICTATb CUCTEMY-HOCI Ha OCHOBI riApOreneBoro noniMepy, B Ky BKNIOYEHWUA NeNTUAHUA iHribiTop
AaHOro BWHaxody, Ae rigporenesun nomimep 3axuwae nenTMaHWIM iHribiTop Big MpoTeonidy B TOHKOMY
K/WeYHMKy Ta/abo TOBCTIM kuwui. Komnosuuis nentuaHux iHriGiTopie gaHoro BuHaxogy Moxe Oytwu
004aTKOBO 3MiHEHa ANs MOXINMBOCTI CYMICHOIO 3aCTOCYBaHHSA i3 CUCTEMOIO-HOCIEM, PO3POBIIEHO 3 METOI
NiABULLEHHSA KIHETUKM PO3YMHEHHS | MOCWUMEHHST BCMOKTYBaHHA nNentuay B KuwevHuky. Lli cnocobu
BKITHOYAOThb 3aCTOCYBaHHA NiNOCOM, Miler i HaHOYaCTUHOK AN NiABULLEHHS NPOoHUKHOCTI nentuais y LWKT.

Ons oTpuMMaHHs nepoparnbHoro apmaueBTUMYHOro 3acoby 3 opgHum abo OGinble nenTugHUM
iHribiTOpaMyn [aHoOro BMHaxoQy TakOX MOXyTb OyTW noegHaHi pisHi GiocnpuiHATNMBI cucTtemun. [Ons
OTPUMaHHA TepaneBTUYHOro 3acoby And nepopanbHOrOo BBEOEHHS Yy AEAKUX BapiaHTax 34iACHEHHS
nenTMaHWM iHribiTop AaHoro BMHAxXody BWKOPWUCTOBYHOTb Yy KOMOGiHaUIl 3 GiOCNPUAHATAMBOK CUCTEMOID,
TaKolo K rigporeni Ta MykoagresvsHi nonimepu 3 rpynamu, Wo 3abesnevyoTb YTBOPEHHS BOAHEBMX 3B'A3KIB
(vanpuknag PEG, noni(metakpunosa)kucnota [PMAA], uentonosa, Eyaparit (Eudragit®), xito3aH Ta
anbriHaT). |HWi BapiaHTW 3AiINCHEHHA MPOMOHYITL CNocid onTumidauii abo 36iMblEeHHA Yacy YTPUMaHHS
npenapaTy NenTUAHOrO iHribiTopa, ONMCaHOro B LUbOMY AOKYMEHTI, A€ NOBEPXHI nenTuagHoro iHribitopa
MOAMMDIKYIOTb 3 BKIIOYEHHAM MyKOaAresvBHUX BNacTUBOCTEN 3@ AOMOMOrol BOOHEBUX 3B'A3KiB, NoniMepiB 3i
3B'A3aHMMN MyuUuHamu Ta/abo rigpodobHux B3aemogin. Lli mogndikoBaHi nenTuaHi MOMeKynu MOXYTb
OEeMOHCTpyBaTK 36iNblUeHHS Yacy YTpMMaHHA npenapaty B cyO'eKTi 3rigHO 3 GakaHOK 03HAKOK LbOro
BMHaxoay. Kpim Toro, uinboBi MykoaaresmBHi CUCTEMU MOXYTb cneundivyHo 3B'A3yBaTUCS 3 peLientTopamun Ha
NoBEepXHAX eHTepouuTiB Ta M-kniTWH, [0AAaTKOBO MiABULLYIOMM MOMMMHAHHA YacTUMHOK, WO MICTATb
NenTUAHWN iHribiTop.

I[HWi BapiaHTK 34iNCHEHHSA MPOMOHYITL CMOCIO nNepopanbHOi AOCTaBKM NEenTMAHOro iHribiTopy AaHoro
BMHaxo4y, Ae NenTuMOHUM iHribiTop BBOAATH Cy0'ekTy B KOMOGiHaAuii 3 nigcunioBavyamu MPOHUKHOCTI, SKi
CMpUsOTb TPAHCNOPTY NENTUAIB Yepes CrM3oBy 0OOMOHKY KMLLEYHUKA LUIISIXOM MOCUNEHHS NapaLentonsipHol
abo TpaHCUEennsapHOi NPOHMKHOCTI. Pi3Hi nigcmmioBadi NPOHMKHOCTI Ta cnocobu nepopanbHOi A0CTaBKU
TepaneBTM4HMX 3acobiB onucaHi B Brayden, D.J., Mrsny, R.J., 2011. Oral peptide delivery: prioritizing the
leading technologies. Ther. Delivery 2 (12), 1567-1573.

Y pesikux BapiaHTax 34iMCHEHHA dapMaueBTUYHI KOMMNO3uUil Ta nikapcbki popMM JaHOro BUHaxody
MICTATb MEeNTUAHUIA iHriGiTOp AaHOro BMHaxody Ta oAvH abo Ginblie nigcmnoBay NpPoHUKHOCTI. Mpuknaan
nigcunioBadis adbcopbuii MOXyTb BKIHOYATU, HAaNpUKNaz, *KOBYHI COMi, XXUPHi KMCINOTK, NOBEPXHEBO-AKTUBHI
peyvYoBMHN (aHIOHHI, KaTiOHHI Ta HeaHioHHi) xenatopu, TokcuHu ZOT, edpipn, UUKNOAEKCTPUH, OEKCTpaH
cynbdaT, as3oH, KpayH-eTepu, eTuneHgiamiHTeTpaouTtoBy kucrnoty (EDTA), edipn caxaposm Ta
dochoTngunxoniH. Xova nigcuntoBadi abcopbuii cami No cobi 3a3BuYal He € HOCIAMW, BOHWU LLUMPOKO
BMKOPUCTOBYIOTBCS Y NOEAHAHHI 3 iHLUMMMW HOCISIMM [Ns1 NMOKPALLEHHS nepopanbHOi 0i040CTYNHOCTI LWISXOM
TpaHcnopTy nenTugis i 6inkiB Yepes cnM3oBy 0OONOHKY KULIEYHUKA. Taki pe4oBUHN MOXYTb ByTW gogaHi go
nikapcbkoi popMn B SIKOCTi AOMOMIKHUX peyoBMH abo Ans 3abesneveHHs HecneumdivyHuxX B3aemopnin 3
BiONOBIOHUM NENTUAHMM iHriGITOPOM.

LieTMYHI KOMNOHEHTM Ta/abo iHWI PEeYoBUHM MNPUPOOHOTO MOXOMXKEHHS, NIATBEPKEHi SK Taki, Lo
NOCUMIOIOTE MPOHUKHICTL Yepes LWUiNbHI KOHTakTM Ta BU3HaHi B uinomy 6esnevyHumn (GRAS), BkniovaioTb,



Hanpuknag, rniuepuan, auunkapHiTUHW, XKOBYHI COMi Ta cepeaHbONaHUroBi XUpHi kucnotu. Coni HaTpito
cepeaHboNaHUlroBmx XupHux kucnot (MCFAS) Takox 6ynu 3anponoHoBaHi B AKOCTI NiACMMOBadiB
NPOHMKHOCTI. Hanbinbw wupoko sBuByeHnm MCFAS € kanpaT HaTpito, Ciflb KanpuMHOBOI KACMNOTU, sika MICTUTb
2-3% O>KMPHMX KMCMOT y MOMOYHOMY >XUpi. Ha CbOrogHiWHin OeHb KanpaT HaTpilo B OCHOBHOMY
BMKOPUCTOBYETbLCA SIK OOMOMiKHA pedvoBMHA Y cknagi cynosutopiie (Doktacillin™) ans nokpalleHHs
pekTanbHoi abcopbuii amniumniHy. NMpoHWKHI BnacTnBocTi iHworo gietndHoro MCFAS, kanpunaty HaTpito (8-
BYrmeLeBoro), 6ynvM HWXYMMK in Vitro NOpiBHAHO 3 kanpaTom HaTpito. Kanpunat HaTtpito Ta nentugHun
npenapaT Oynu npurotoBaHi y oopmi Cymilli 3 iHLIMMWN JONOMIKHUMM PEeYOBUHAMW B Macri AN OTPUMaHHS
MacnsiHucToi cycneHsii (MC), wo nocunioBana npoHukHicTb (Tuvia, S. et al., Pharmaceutical Research, Vol.
31, No. 8, pp. 2010-2021 (2014).

Hanpuknag, y Aeskux BapiaHTax 34iMCHEHHSA NiACUNIOBa4Y MPOHUKHOCTI MOEAHYOTb i3 MEeNnTUOHUM
iHribiTopom, ge nigcunioBady MNPOHUKHOCTI MICTUTb LLUOHAWMEHLLE OOHE i3 CepeaHbONaHLIOrOBOI KMUPHOT
KMCNOTW, OOBroSIaHLOrOBOI XXMPHOT KMCMOTU, XKOBYHOI coni, aMmdichinibHOT NOBEPXHEBO-aKTUBHOI PEYOBUHN Ta
XenaTyl4oro areHta. Y aesikux BapiaHTax 34iiCHEHHS Coni cepeHbONMaHLOroBUX XXUPHUX KUCIOT CNpUsAoTh
BCMOKTYBAHHIO LUMISIXOM MOCWUMNEHHST MapauentonspHoOi MNPOHUMKHOCTI  KMLUKOBOro eniTenito. Y aeskux
BapiaHTax 34iMCHEHHsT NiACMITIOBaY MPOHMKHOCTI, Wwo MicTuTb N-[rigpokcnbeH3oin)amiHolkanpunaT HaTpito,
3aCTOCOBYHOTb 41151 YTBOPEHHS cnabkoi HekoBaneHTHOT acouiauii 3 NenTUaHUM iHriGiTopomM AaHoro BUHaxoA4y,
Ae nigcuntoBad NPOHUKHOCTI cnpusie MeMbpaHHOMY TpaHCMOPTY Ta A0A4ATKOBI Aucouiauii Npu OOCATHEHHI
KPOBOTOKY. Y [Oesikux BapiaHTax 34iNCHEeHHsI NenTUAHWIA iHribiTop AaHoro BMHAXOA4y KOH'IOrOBaHUM 3
oniroapriHiHoM, TUM caMUM NIABULLYIOYN KIITUHHY MPOHUKHICTb NenTugy B Pi3Hi Tunm KnituH. Kpim TOro,
LOHaNMeHLe OAMH BapiaHT 34IMCHEHHS NPOMOHYE HEKOBAaneHTHWM 3B'A30K MK MEenTUAHWUM iHribGiTopom
AaHOro BMHaxody Ta NiAcMoBayYem NPOHMKHOCTI, BUOpaHUM 3 rpynu, Wo BKYae uuknogekctpuH (CD) Ta
AeHapumepw, Ae NigcunoBay NPOHUKHOCTI 3MEHLLYE arperawito nenTuais i NiABULLYE CTINKICTb W PO3YMHHICTb
MONEKyn NenTMaHOro iHribiTopa.

Y peskux BapiaHTax 3gincHeHHs papmaueBTUYHa koMno3suuis abo nikapcebka opma MICTUTb NENTULHWUIA
iHriBiTOp AaHOro BUHaxoAy Ta NigcuItoBadi TpaH3nTopHoOI NpoHukHocTi (TPE). ng nigBuweHHs nepopanbHoi
GiogoCTYNHOCTI NenTUAHOrO iHribiTopa MOXyTb OYTU BUKOpPUCTaHI nigcunioBadi NpoHMKHocTi Ta TPE. OgHum
i3 npuknagie TPE, saknin moxe B6yTu BUKOPUCTaAHWUIA, € MacnsiHACTa CYCMeH3is, sika Anucneprye nopoLuok, Lo
MICTMTb KanpumnaT HaTpito i TepaneBTMYHMI 3acid (Tuvia, S. et al., Pharmaceutical Research, Vol. 31, No. 8,
pp. 2010-2021 (2014).

Y Oesikux BapiaHTax 34iICHEHHS hapmMaueBTUYHa KoMNo3uuis Ta doopMa MOXYTb BKMAOYATU NENTUOHWUIA
iHribiTop AaHoro BnHaxody Ta oguH abo Ginblie nigcuntoBadie abcopbuii, hepmeHTaTUBHUX iHriGiTOpiB abo
MyKoaare3snBHUX rnosimepis.

Y KOHKpEeTHWX BapiaHTax 34iNCHEeHHA MenTWUAHi iHribiTopM AaHOro BUMHaxOAy BKMIOYEHi Yy cepenoBuLle
OOCTaBKM, Lo ABMAsE cObOo0, Hanpuknag, eMynbscito, ninocomy, mikpocdepy abo HaHOHaCTUHKN.

[HWi BapiaHTW 3[iMCHEHHS BMHaxo4y MPOMOHYKTb Cnocib nikyBaHHA cyb'ekTa nenTUAHWM iHriGiTopom
JaHoro BMHaxody, WO Mae MnogoBXeHWW nepiod HaniBBMBeAeHHA. B ogHOMY 3 acnekTiB JaHuMK BUHaxig
NPOMOHYE MENTUMAHMN iHriGITOp 3 NepiogoM HaniBBUBEAEHHS, WO CTAHOBUTL LUOHAWMEHLUE Bif OEKINbKOX
roavH o ogHiei godwu in vitro abo in vivo (Hanpuknag nNpv BBeOEHHI MIOAWHI), | € AOCTaTHIM ANA BBEAEHHS
TepaneBTMYHO edeKTUBHOI 03K WwoaHs (g.d.) abo agivi Ha geHb (b.i.d.). Y geskux BapiaHTax 3AiNCHEHHS
nenTUaHWN iHriGiTop Mae nepiog HaniBBMBEAEHHS, WO CTAaHOBUTb Tpy AHi abo OoBlle, i € gocTaTHIM Ans
BBELEHHA TepaneBTUYHO emdeKTMBHOI [03U pa3 Ha TWxKAeHb (q.W.). Y [OesKknx BapiaHTax 34iNCHEHHs
nenTUAHWK iHriGiTop Mae nepiod HaniBBUBEAEHHS, LLO CTAaHOBUTL BiciM AHIB abo AoBLe, i € gocTaTHIM Ans
BBELEHHSA TepaneBTMYHO eqeKTMBHOI O03n ABiYi Ha TwkaeHb (b.iw.) abo pa3 Ha micaub. Y geskux
BapiaHTax 34iNCHEHHsI NENTUAHWIA iHMOITOp AepuBaTU30BaHUN abo MoAMMIKOBAHUA TakKMM YMHOM, LLO BiH
Mae OinblW TpvBanuiA nNepiog HaniBXWMTTS MNOPIBHAHO 3 HegepuBaTM3oBaHUM abo HemoandikoBaHWM
NenTUAHMM iHriGITOpoOM. Y Oesikux BapiaHTax 34INCHEHHsI MenTUOHWW iHriGITop MIiCTUTL OgHY abo OinbLue
XiMiYHUX MogMdikaLin ona NoOBXEHHS nepioay HaniBBMBe4EHHS CUPOBATKU.

Y pasi BUKOPUCTAHHSA LLOHAMEHLLE B OAHOMY i3 cnoco0iB NikyBaHHS abo CMCTEM AOCTaBKW, ONUCAHUX Y
LbOMY JOKYMEHTI, NenTUAHWI iHriGiTop JaHOro BMHaxo4y MOXHa BUKOPUCTOBYBATM B OYMLLEHIA hopmi abo,
SKLLO Taki hOpMU iCHYIOTb, Y hapMaLeBTUYHO NPUMHATHIN CONbOBIN hopMi.

3aranbHa goboBa fo3a NenTUAHMX iHMGITOPIB i KOMNO3MLIA JAHOro BMHAxXody Moxe OyTu BM3Ha4eHa
nikapem 3a pe3ynbTaToM Meau4yHoi OuiHKA. KOHKpPETHMI piBeHb TepaneBTUYHO eheKkTUBHOI J03n Ansa Oyab-
AIKOro KOHKpPETHOro cyb'ekta 3anexaTtume Big OeKinNbkox hakTopiB, BKMHOYAKO4M: a) po3nag, Wo nignarae
NiKyBaHHIO, Ta WNOro TSXKKICTb;, b) aKkTUBHICTb BUKOPUCTOBYBAHOI CMONYKW; C) CKNaj BUKOPUCTOBYBaHOI
KOMMo3uuii, Bik, Macy Tina, 3aranbHui CTaHy 3[00POB's, CTaTb Ta pauioH nauieHTa; d) yac BBeAEHHS!, LUNAX
BBELEHHSA Ta LUBMAKICTb EKCKpeLii BUKOPUCTOBYBAHOIO MENTUAHOrO iHribiTopa; €) TpmBanicTb IikyBaHHs; f)
nikapcbki 3acobu, WO 3acTOCOBYHOTbCA B KOMOiHaUii abo chinbHO i3 BMKOPUCTOBYBaHMM MNENTUAHUM
iHribiTopom, i NogibHi dakTopu, Aobpe BigoMi B ranysi MeauLMHM.

Y KOHKpPeTHWX BapiaHTax 3AiNCHEeHHs 3aranbHa [goboBa [o3a NEenTUMAHMX iHriGITOpiB BUHaxody,
npusHadeHa ans BBEAEHHS NMoAMHI abo iHWOMY CCaBUO Yy BUrMsAi ogHopa3oBMx abo po3gineHnx o3, Moxe
cTaHoBuTK, Hanpuknag, sig 0,0001 go 300 mr/kr macu Tina abo Big 1 go 300 mr/kr macu Tina woagHs.



HEIHBA3VBHE BUABJITEHHA KNLWKOBOIO 3AMAJIEHHA

MentugHi iHriGiTopn BMHaxoO4y MOXHa BUKOPUCTOBYBATU AN BUSIBNEHHS, OUIHKWM Ta [AiarHOCTUKU
3ananeHHs KuleyHuka wwnsaxom Mmikpo-MNET Bidyanisauii, ge nentuaHui iHriGITOp MIiTATE XenaTyu4or
rpynot abo MIiTKO, SIKy MOXITMBO BUSIBUTWU, B paMKax HeiHBa3WMBHOI AiarHOCTUYHOI npoueaypu. Y Oeskux
BapiaHTax 3AiNCHEHHs NenTUAHWA IHribiTop KOH'toroBaHWi 3 OidyHKUiOHANBbHUM XenaTopom. Y Oeskux
BapiaHTax 34iACHEHHA NenTug NomivalTb pagioakTMBHUM i3oTonoM. MivyeHurn nenTugHwun iHribiTop notim
BBOAATb CyD'ekTy nepopanbHO abo pekTanbHO. Y [OesikMX BapiaHTax 3AINCHEHHSA MiYeHWA nenTUuaHun
iHridiTOp goaatoTb y NUTHY BoAy. llicnsa nornmHaHHA nenTugHoro iHribitopa, mMikpo-PET Bisyanisauito MoxHa
BMKOPUCTOBYBATM ANS Bidyanisauii 3ananeHHsi No BCbOMY KULIEYHMKY | TpPaBHOMY TpaKTi cy0'eKTa.

MPUKITAON

CUHTES BAMIWEHNX TPUNTO®AHIB

CuHTes 7-meTuntpuntodaHy

7-metuntpuntodaH 6yno npuabaHo y KomepuinHoro mkepena. Kpim Toro, cnonyka moxe 06yTu
CVHTEe30BaHa BignoBigHO 4O OOHOrO 3i CNocobiB, ONUCAHNX HXKYE.

CuHTes 7-eTuntpuntodaHy

7-eTuntpuntodaH Oyno cMHTE30BaHO 3a METOAOM, 300paXKeHM Ha cxemi 1:

Cxema 1
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CuHTe3s 7-izonponinpuntocdany
7-izonponinpuntodaH 6yno cMHTe30BaHO 3a METOAOM, 300paXXeHMM Ha cxemi 2:
Cxema 2
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Mopsagok gin ansa 7-isonponiny:
Peakuisa cnonydeHHs Cyaayki:



Ho posuunHy (S)-metun-3-(7-6pom-1H-ingon-3-in)-2-((tpeT-6yTokcmkapboHin)amiHo)nponaHoaty (5,0 T,
12,6 Mmonb) B H-MponaHoni y repmeTudHin konbi gojdarwTb idonpeHinTpudptopbopaT kanito (2,2 r, 15,1
MMoOnb) i npodyeBatoTb asoTom. [lo BuwesragaHoi cymiwi gogatoTe Tpuetunamin (3,5 mn, 25,5 mmoneb), a
notim kartanizatop [1,1'-Oic(andeHindocdiHo)depoueH]anxnopnanagii (II), komnnekc 3 AUXITOPMETaHOM
(0,72 r, 0,88 mmonb), NnpoayBatoTb a3oToM npoTsiroMm 10 xBuNuH i HarpiatoTb 4o 100 °C npoTsiroM Houi.
PO34MH KOHLEHTPYIOTb A0 OTPMMAHHS 3anuLKy, SIKMA po3vMHAOTL B eTunaueTaTi (150 mn), npoMuBaloTb
BOOOK Ta CONSHUM po34MHOM. OpraHiYHMM LWap KOHUEHTPYKTb | HEOUYMULLEHWA MNPOAYKT O4YMalTb Yy
BUNapHin konoHi (3,2 r, 71 %) 0o oTpUMaHHS rycToi NiHUCTOI TBEPAOT PEYOBUHM.

TpaHcepHa rigporeHisauis:

o PO34MHY (S)-meTun-2-((Tpet-6yToKcukapboHin)amiHo)-3-(7-(prop-1-en-2-in)-1H-iHgon-3-
in)nponaHoary (3,1 r, 8,6 mmonb) B etaHoni (40 mn) gogatts 10 % Pd/C (100 mr, BonoricTe kaTanizatopa
50 %), a noTim gopatoTb dopmat amoHito (1,6 r, 25,3 MMonb) i HarpiBatoTb OTpMMaHy cymiw go 65-70 °C
npotarom 2 roavH. PeakuiiHy cymill KOHLEHTPYKOTb, [0 3anuuiky [oAalTb BOAY Ta eKCcTparylTb
etunauetatom (2 x 100 mn). OpraHiyHui Wwap NpomMMBaloTb BOAOK Ta COMSHUM po3dnHOM. OTpumaHuin
nNpoAykT (3,1 1, KiNbKiCHWUI) BUKOPUCTOBYIOTH B3 [0AaTKOBOIo OYMLLEHHS AN HAaCTYMHOI peakuii.

laponis:

Ho posunHy (S)-mMeTun 2-((tpet-6yTokcmkapboHin)amiHo)-3-(7-isonponin-1H-iHgon-3-in)nponaHoaty (3,6
r, 10,0 mmonb) B TTP/MeOH/Boai (4:1:1) gopatoTth rigpokeug niTito (1,26 r, 30,0 mmone) i nepemiwyoTb
NPOTAroM HoYi. PO34MH KOHLEHTPYIOTb AN BUAANEHHS PO3YMHHMKIB, PO3BOAATHL BOAOK Ta okncnoTb 10 %
BOLHOK JIMMOHHOK KMCNOTOK. BoaHwi wap 3 npogykToM ekcTparyloTb etunagetratom (2 x 100 wmn).
OpraHiyHni Wwap npommBaloTb BOAOK Ta COMAHMM PO3YMHOM, cywaTb Hag NaxSOs i KOHUEHTPYTb A0
oTpyMaHHA 6axaHoro npoaykty (2,8 r, 94 %) y Burnagi ryctoro macna. HeouuweHun npogykt
BMKOPMWCTOBYIOTb HA HACTYMHOMY eTani 6e3 NoganbLIOro OYMLLIEHHS.

BuganeHHs 3axucHoi Boc-rpynu:

[o xonogHoro posunHy (S)-2-((TpeT-byTokcmkap6boHin)amiHo)-3-(7-izonponin-1H-ingon-3-in)nponioHoBoi
knenotm (2,8 r, 8,0 mmonb) B auxnopmetaHi (12 wmn) gogatoTe TpudTopouToBy kucnoty (6 mn) i
nepemiyoTb OTPUMAHUIKA PO3YUH MPOTArOM 5 roguMH 3a KiMHaATHOI TemnepaTtypwu. Po3unH BMnNapoBylOTb
Hacyxo, MOBTOPHO pPO34MHATL B auxnopmeTadi (10 mn), o6pobnsioTe HCl/edipom i KOHUEHTPYOTb.
HeouuweHy rigpoxnopugHy cinb cycneHgyiTs B MTBE (25 wmn), nepewmiwyotb npotarom 30 XBUNWH i
diNbTPYOTb A0 OTpUMaHHA rigpoxnopuay (S)-2-amiHo-3-(7-isonponin-1H-iHaon-3-in)nponioHoBOT K1CNoTH
(1,31, 68 %) y BUrnsAai TBepaoi pevoBuHU marbke 6inoro konbopy (rirpocKomnivHoT).

3axuct Fmoc-rpynoto:

Ho posuunHy rigpoxnopuay (S)-2-amiHo-3-(7-izonponin-1H-ingon-3-in)nponioHosoi kucnotn (1,3 r, 4,6
mmone) B TT®/Boai (33 mn: 10 mn) gogatote GikapboHat HaTpito (1,55 1, 18,4 mMonb), a NoTiM YacTuHamm N-
(9-cbnyopeHinmeTokcmkapboHinoken)cykumHimia (1,55 r, 4,6 Mmonb). OTpumaHy CyMill MepemilyoTb
MPOTArOM HOMi Ta KOHUEHTPYIOTb And BuganeHHs TI®. 3anuwok po3soasTb Bogow, okucnowTb 2N HCI Ta
eKkcTparyioTb etunauetratoMm (2 x 75 mn). OpraHiyHMin wap NpoOMMBAKTb BOAOK Ta COMSHUM PO3YUHOM,
cywatb Hag Na:SO4 Ta KOHUEHTPYHOTb OO OTPUMAHHS MPOAYKTY Y BUrMAA NiIHUCTOI HU3bKOMNNAaBKoi TBEpPAoi
peyosuHK (1,85 T, 86 %).

CuHTe3 7-heHin-samiweHnx TpuntodaHis

7-deHin-3amiweHnin TpuntodaH 6yno abo MoxHa CMHTE3yBaTU 3a METOAOM, 300paXeHUM Ha cxeMi 3:

Cxema 3. 7-heHin-samiweHi Tpuntodanm
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Peakuis cnonyyeHHs Cyasyki 3 BUKOPUCTaHHAM apunbopoHOBOi KUCAOTH

(S)-metun-3-(7-6pom-1H-iHgon-3-in)-2-((TpeT-6yToKcukapboHin)amiHo)nponaHoart (4,0 r, 10,0 mmorb) B
cyxomy Tonyoni (30 mn) npogysatoTb azoTom npotarom 10 xB. JoaatoTe K2COs (2,0 1, 15,0 mmonb) B 10 mn
BOAM, NOTiM beHinbopoHoBy kucnoTy (1,47 r, 12,0 mmonb) i NpoAyBaloTb peakuinHy CyMill a30TOM NPOTAroM
10 xB. Oopatotb Pd(dppf)Clz, AXM (0,58 r, 0,71 mmonb), etaHon (10 mn) i TT® (20 mn) i HarpiBaloTb
peakuinHy cymiw go 100 °C, nocTinHO nepemiwyiodn, NpoTsaroM 8 roauH. PeakuinHy Cymill KOHLEHTPYIOTb Y
BaKyyMmi, a 3anuwok posuunHaTb y OXM (200 mn). OpraHiyHui wap npomMmuBalTb BOAOK Ta COMAHUM
PO34YMHOM, CyLLIaTb Haf CynbdaToM HaTPIlO | KOHLEHTPYITb. HeoumLeHnn NpoayKT OYULLYIOTL KOFIOHKOBO
Xpomatorpadieto Ha cunikareni 3a AOMNOMOrol CiTKM 3 KoMipkamu po3mipom 60-120 mew Oo oTpuMaHHs
npoaykTy (3,6 r, 90 %) y Burnsai TBepAoi NiHNCTOI pe4OBUHMN.

laponis:

Ho posuuHy (S)-meTtnn-2-((TpeT-6yTokcmkapboHin)amiHo)-3-(7-deHin-1H-iHgon-3-in)nponaxoaty (3,6 T,
9,1 mmone) B TId/MeOH/Boai (4:1:1) popatotb rigpokeug niTito (1,15 1, 27,3 MMonb) i nepemiwyoTb
NPOTAromM Houi. PO34MH KOHUEHTPYIOTh AN BUAANeHHA PO3YMHHUKIB, PO3BOAATL AOCTATHLO KiSbKICTIO BOAN
Ta okucnooTb 10 % NMMOHHOK K1cnoTol. BogHun wap 3 npoaykTom ekcTparytoTb eTunavertatom (2 x 10
m1). OpraHiyHWiA Wwap NPoMmMBaloTbL BOAOK Ta COMAHUM PO3YMHOM, cyllaTb Had Na2SOa4 i KOHUEHTPYIOTL A0
OTpUMaHHA baxxaHoro npoaykTy (3,3 r, 95 %).

BupaneHHsa 3axucHoi Boc-rpynu:

Ho oxonomxkeHoro nboaoM (S)-2-((TpeT-6yTokcnkapboHin)amiHo)-3-(7-deHrin-1H-ingon-3-in)nponioHoBoi
kncnotm (3,3 r, 8,6 mmonb) B guxnopmetaHi (13 mn) gogatoTb TpudTOpOUTOBY KUCHOTY (6,6 M) i
nepeMilyioTe OTPUMaHUA PO3YMH NPOTAroM 6 roauH 3a KiMHaTHOI TemnepaTypu. Po3uvH BvnapoByloTb
Hacyxo, MOBTOPHO PO34MHATb B AnxnopmetaHi (10 mn), o6pobnsiote HCl/edipom i koHUeHTpytoTb. Cupy
rigpoxnopugHy cinb cycnengytote B MTBE (25 mn), nepemiwytote npotarom 30 xBunuH i inbTpytoTb Ans
OTpyMaHH4 rigpoxnopugy (S)-2-amiHo-3-(7-deHin-1H-ingon-3-in)nponioHosoi kncnotu (1,8 r, 66 %).

3axuct Fmoc-rpynoto:

Ho posumHy rigpoxnopugy (S)-2-amiHo-3-(7-dbeHin-1H-ingon-3-in)nponioHosoi kucnotn (1,8 r, 5,7
mMmonb) B TT®/Boai (45 mn: 13 mn) gogatoTb GikapboHat HaTpito (1,92 1, 22,8 mMorb), a NoTiM YacTuHamm N-
(9-cbnyopeHinmeTokcmkapboHinoken)cykumHimia (1,92 r, 5,7 Mmonb). OTpumaHy CyMill MepeMilyoTb
NPOTAroM HOYi Ta KOHUEHTPYOTb AN BuaaneHHa TId. 3anvwok po3BoasaTb AOCTATHBLO KiNbKICTIO BOAM,
okucnototb 2N HCI Ta ekcTtparytoTe eTunagetatom (2 x 100 mn). OpraHiyHun wap NnpoMmnBatoTb BOAOK Ta
COMSIHUM PO34YUHOM, cywwaTb Hag Na2SO4 i KOHLEHTPYIOTb, a 3anuwok cycnenayoTtb B 20 % MTBE/rekcaHax
00 OTpUMaHHA BaxxaHoro NpoaykTy (2,6 r, 92 %).

CwuHTe3 7-reTepoapun-3amilleHnx TpuntodaHise

7-reTepoapun-3amilleHi Tpuntogann 6yno abo MoXxHa CMHTe3yBaTh 3a METOA0M, 300paKEeHNM Ha CXEMi
4:

Cxema 4. 7-reTepoapun-3amillieHi TpuntodaHn
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e R aBnse coboto retepoapws, HesamiweHun abo 3aMiHEHWA ranorpyrnot, arnkinbHOW rpynoto,
LiaHorpynoto, ranoarkifibHOK rpynoto, rigpoKCUbHOK rpynoto abo ankoKCcUrpyrnoto.

KoHKpeTHi penpeseHTaTMBHi R-rpynn BubOMpaloTb i3 TiEHINbHOI  rpynn, NipUAWIBLHOT  rpymnu,
NiNepUAVHINBHOT rPyny Ta MOPdONiHINBHOT rpynu.

CwvHTe3 7-TieHin (TiodpeHin)-3amiweHnx TpuntodaHis

7-TieHin (TiodeHin)-3amilleHi TpunTodaHn 6yno abo MoXHa CMHTE3yBaTh 3a METOAOM, 3006pakeHNM Ha
cxemi 5:

Cxewma 5. 7-TiodheHin-3amiwleHi Tpuntodanu
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Peakuito kpoc-cnonyyeHHs Cyasyki-Misypy BUKOHyBanu 3 BUMKOPUCTAHHAM MoamdpikoBaHOro nigxony,
onucaHoro Frese et al. (ChemCatChem 2016, 8, 1799-1803), BukopuctoBytoun Na:PdCls B sikocTi mpxepena
Pd y noegHaHHi 3 SPhos-niraHgom byxsanbga. Lia cuctema Bigoma Tum, WO BiAMIHHO KaTanisye cknagHi
koMOiHaLii cybcTpaTiB HaBiTb 3a HU3bKUX TEMNepaTyp. Y HaWoMy BUNaaKy Kpoc-cnonyveHHs Cyaayki-Misypu
7-6pom-Trp Ta BOPOHOBOI KUCMOTW A03BOMMIA OTPMMATU OaXaHW NPOAYKT, AKUA MW 3rogoM 3axvcTuIun
rpynoto Fmoc-OSu.

L-7-(TiocbeH-3-in)-TpuntodaH: 7-6pom-L-TpuntodhaH (0,283 r, 1 mmonb), TiocdeH-3-60poHoBa KucnoTta
(0,383 r, 3,00 mmonb, 3 ekB.) i K2COz (10 ekB.) nomictunu y konby i npogynu N2. [lerazoaHa Boga: 1-
6ytaHon (9:1, 30 mn) gogawTb wnpuuom i nepemiwyote npu 95 °C. Ong iHiuiloBaHHA peakuii y cymil
pogatote SPhos (6,2 mr, monspHa 4yactka 15 %) i Na2ClsPd (15,2 mr, mongpHa uvacTtka 5 %) nicns
nonepenHbOro HarpieaHHsi coni Pd Ta nirangy npotsarom 10 xBunuH 3a Temnepatypu 40 °C.

Micns 3aBepLUeHHsT peakuii BOAHUA po3unH po3Bogate H20 (20 mn) ta okucnotots Ao pH 1,0 wnsaxom
KpannuHHoro aogasaHHa 1 M HCI. OcapxeHy nanafieBy YepHb BUAaNATb LWNAsSXoM inbTpadii (pinbtpom
Batmana, posmip nop 20 mkm) Ta nioginisytoTe inbTpaTt. HapewTi, oTpMaHuin HEeOoYULLEeHUI MNPOLYKT
OuMLLYIOTE 3a JOMOMOroK npenapaTtuBHOT 3BOPOTHO-(ha30BOi BMCOKOEMEKTUBHOI PiANHHOI XpomaTtorpadil
(89-BEPX) 3 konoHkoto C18 (5 mkm, 250 x 50 mm) Ta wemakicTio notoky 50 mn/xB. Po3aineHHs gocsaranu 3a
Jonomoroto niHinHuX rpagieHTis 6ydepis B B A (Bycep A: 0,05 % BogHa TOK; 6ycep B: 0,043 % TPK, 90 %
aLeToHITpun y Bofi). AHanis NpoBoaunu nig KOHTPONEM i3 BUKOPUCTaHHAM KOMoHku C18 (3 MkmMm, 50 X 2 Mm)



Ta wBunakictio notoky 1 mn/xs. ®pakuii, WO MICTATb YUCTUIA NPOAYKT, NOTIM BUCYyLWyBanu cybnimadieto Ha
niocpinizatopi. Buxig ctaHosutb 104 mr (36 %). Mac-cnektp (IEP) m/z 287,08 [M+H] + (pospax. ans
C15H1502NS 287,12).

Fmoc-L-7-(tiodpeH-3-in)-TpuntodaH: AmiHokucrnoty, L-7-(Tiodpen-3-in)-tpuntocpan (31,5 wr, 0,11
MMOJ1b), PO34YMHUNK Yy Boai Ta BikapboHaTi HaTpito (2 ekB.), ogHOYacHo nepemiwyoyn. OTpuMaHUn Po3ymH
oxonoaunu go 5 °C i noinbHo goganu Fmoc-Osu (44,53 wmr, 1,05 ekB.) y BUrMa4i po3ymHy B AiOKCaHi.
OTpuMaHy cymilw nepemiwytoTb 3a Temnepatypu 0° npotsiroM 1 roanHu i 3anMwarTb Ha Hiv HarpiBaTucsa oo
KiMHaTHOI Temnepatypwu. NoTim gogaoTb BoAy, a BOAHMIA Wwap 2 pa3un ekctparytoTb EtOAc. OprariyHni wap
OBiYi eKCTparyTb HAaCU4YEHMM PO34YMHOM OikapboHaTy HaTpito. 3MmiliaHi BoAHi wapu okucntowTe Ao pH 1,0
3a ponomoroto 10 % HCI, a notim 3 pasu ekctparytote EtOAc. 3miwaHi opranidHi wapu cywatb (Hag
cynbcaTom HaTpito), PiNbTPyOTh | BUNApoBYHOTh in vacuo. OTpMMaHWi 3anuLLIOK OYMLLYIOTb 3a JOMOMOroH
dneww-xpomatorpadii (SiO2) 3 BukopuctaHHam Tonyony, etunakreaty (1:1) Ta 1 % outoBoi kucnotu. Buxia
ctaHoBuTb 50 Mr (89 %). Mac-cnektp (IEP) m/z 509,10 [M+H] + (po3pax. gna C15H1502NS 508,59).

CuHTe3 goaaTkoBUX 7-3aMillleHuX TpunTodaHis

HopaTtkoBi 7-3amilleHi TpuntodaHn 6yno abo MoxHa CMHTE3yBaTM 3a METOOOM, 300paKeHMM Ha CXeMi
3:
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MPUKNAQL 1: CUHTE3 NENTNOHNX MOHOMEPIB

MenTnaHi MOHOMEpWU OaHOro BMHAxXo4y CUMHTE3yBanu 3a AOMOMOrow MeTOAUK TBepAodasHOro CUHTE3y
Meppidinga Ha 6araTokaHanbHOMYy cuHTe3aTopi Symphony BupoGHuuTBa Protein Technology. Mentugu
cknaganu 3a pornomoroto HBTU (O-6eH3otpuason-N,N,N',N'-TeTpameTunypoHinrekcacdptopgocdarty) B
ymoBax 3B's3yBaHHSA 3 AuisonponinetunamiHom (DIEA). 3B'a3yBaHHS OesKkuX amiHOKMCNOT BUKOHyBanu B
ymoBax 3 PyAOP (rekcadtopdocdaTty (7-azabeHsoTpmason-1-inokeun)tpuniponiguHodgocdoHio) ta DIEA.
AwmigHy cmony MBHA Pinka (100-200 mew, 0,57 mmonb/r) BukopuctoByBanu ans nentugis 3 C-kiHUeBUMHU
amigamu, a nonepedHbLO 3aBaHTaxeHy cmony BaHnra 3 N-a-Fmoc-3axuwieHolo amMiHOKUCMNOTO
BUYKOpUcTOoBYBanu Anga nentuay 3 C-kiHUeBMMU kucnotamu. 3B'd3yBanbHi peareHTU (monepeaHbo 3MillaHi
HBTU ta DIEA) oTpumyBanu B KOHUeHTpaLil, wo ctaHoButb 100 Mmornb. AHanoriYyHUM YMHOM OTpUMyBanu
PO34YMHN aMiHOKMCIIOT Yy KOHLeHTpauii, wo craHoBuTb 100 Mmonb. MNenTugHi iHribiTopy gaHoro BuHaxogy
ineHTMdiKyBanM Ha niacrasi pe3ynbTaTtiB onTMMi3auii kniHiYHOI Gioximii Ta/abo charoBoro BigoGpaXkeHHs i
nigoaBanu  CKPUHIHTY 3 MeTow  igeHTudpikauii  iHribiTopie 3  Kpawwmmy  3B's3yBanbHUMK  Ta/abo
NPUrHivyBanbHUMM BNAacTUBOCTAMMU.

CknapaHHsa

MenTnam cknaganu 3 BMKOPUCTaHHAM 3aranbHOMPUIHATUX MpOToKoMiB Ans Symphony. [NentugHi
NOCMiJOBHOCTI CKraganu HacTynHUM YvMHoM: cMony (250 wr, 0,14 MMOrb) y KOXHIN peakuinHin konbi agivi
npommBanu 3a gonomorowo 4 mn OM®A ta obpobnsnm 2,5 mn 20 % 4-metvnninepuanHy (BuganeHHs
3axucHoi Fmoc-rpynu 3axucty) npotssrom 10 xB. [loTim cmony @inbTpyBanu i ABi4i npomuBanu 3a
ponomoroto JM®A (4 mn) Ta obpobnsanu N-meTtunninepngnHom npotsarom we 30 xBurnmH. CMony NoBTOPHO
Tpudi npommnBanu 3a gonomoroto AM®A (4 mn) i gogasanu 2,5 mn amiHokucnoTtu Ta 2,5 mn cymiwi HBTU-
DIEA. Yepes 45 xB yacTux CTpyLLyBaHb CMOMY Tpudi inbTpyBanu i npommeanu 3a gonomoroto AM®A (ro 4
M KOXHOro pasy). [na TvnoBoro nentvay AaHOro BMHaxody MNpoBOAMNM MNOABiNMHe 3B'A3yBaHHA. [licns
3aBEepLUEHHsT peakuil 3B'A3yBaHHA cMony Tpudi npoMuBanu 3a gonomoroto AM®A (no 4 mn KoXHoro paasy)
nepLU HXX NPUCTYNUTK A0 3B'sA3YBaHHS HACTYMHOI aMiHOKUCMOTMW.



Peakuia meTaTesu i3 3aMUKaHHAM KinbLS ANg OTPMMaHHS onegiHis

Cwmony (100 mkmonb) npommBanu 3a gonomoroto 2 mn XM (3 x 1 xB) i notim 3a gonomoroto 2 mn OXE
(3 x 1 xB) nepen 06pobkoto 2 mn po3umHoM 6 MM po3unHy katanidaTopa 'pabbca nepiuoro nokoniHHA OXE
(4,94 mr mn™'; monsipHa yacTka 20 % Mo BigHOLIEHHIO A0 3aMmicHUKa cmonu). Mepen 3NMBaHHSAM PO34YMH
HarpiBanm 3i 3BOPOTHUM XONOANIIbHUKOM NPOTSAroM Houi (12 rod.) B a3oTHin atmocdepi. Nepeq cywiHHaAM Ta
BigLLENSIEHHSM CMOIy Tpudi npoMmmnBanu 3a gonomoroto JM®A (no 4 mn koxxHoro pasy) Ta OXM (4 mn).

BigwenneHns

Micns 3aBepweHHs CcKNagaHHA nenTtuay Woro  BigwennioBanyM  Bid CMOMM  LUASIXOM  0OpoOKu
BiALLEeNnnoBanbHMM peareHTom, TakuMm sk peareHT K (82,5 % TpudTtopouToBoi kucnotn, 5 % Boan, 5 %
TioaHizony, 5 % deHony Ta 2,5 % 1,2-etaHguTiony). BigwennioBanbHuiA peareHT Mir yCnilHO BiawenuTu
nenTua Bi4 CMOMK, a TAKOX Bif PeLUTU 3aXMCHUX rpyn BGiYHOro naHutora.

BigwenneHi nentuaM ocagxyBanu B XONoAHOMY AieTunoBomy edipi Ta ABiY4i npomMuBanu eTurnoBuM
edipom. PinbTpaT 3nuBanwu, gogasanu Apyry anikBoTy xornogHoro edipy i nosToptoBanv npouenypy.
HeouuwieHnn nentua po3umHAnM B po3uunHi aueToHiTpun:soga (7:3 3 1 % TOK) i dinetpyBanu. lNMepen
OYULLIEHHAM SIKICTb MIHIMHOrO MenTuay MOTiM MNepeBipsinM 3a AOMOMOro Mac-CrnekTpoMeTpii 3 ioHi3auieto
enektpopo3nuneHHsam (IEP-MC) (Micromass/Waters ZQ).

YTBOpPEHHSA AnNCYnbdigHOro 3B'A3KY LLUIAXOM OKMCHEHHS

MenTna, Wwo micTuTb BiNbHWIA Tion (Hanpuknag diPen), cknaganu Ha amigHin cmoni MBHA PiHka nicns
3aranbHoi  npoueaypu Fmoc-SPPS. T[lentva  BigwennioBanu  Big  CMONM  LIMASXOM  0Bpo6GKM
BigwenntoBanbHMm peareHTom (90 % TpudpTopouToBOi KMcroTn, 5 % Boau, 2,5 % 1,2-etaHauTiony T1a 2,5 %
TpuisonponincunaHy). BigwenneHi nentuau ocagxkyBanuM B XONOAHOMY dieTunoBoMmy edpipi Ta ABiui
npommBanu etunoBuM ecdpipoMm. dinbTpat 3nuBanu, gogasanu Apyry aniksoTy xonogHoro edipy i
noBTOpPIOBanu npouenypy. HeounwieHnn nentng po3dmHANn B po3unHi aueToHiTpun:eoga (7:3 3 1 % TOK) i
dinbTpyBanu 4o OTPUMaHHSA HEObXiAHOrO HEOKMCMEHOTO HEOUULLIEHOTO NENTUaY.

Heouunwenunn BigwenneHni nentug 3 X4 ta X9, wo mictutb Cys, Pen, hCys, (D)Pen, (D)Cys a6o
(D)hCys, posunHanu B 20 mn cymiwi Boga:aueHToHiTpun. oTiM No Kpannsax, OAHOYACHO MepeMiLlyoyun,
jopaBann HacuYeHWn nog B OUTOBIM KUCMOTI OO OTPMMaHHS XXOBTOrO KONbopy. Po3unH nepemiwyBanu
npotarom 15 xB Ta KOHTPOMOBaNM peakuilo 3a gornomMmoroto aHanitnyHoi BEPX ta PX-MC. Mo 3aBepLUeHHi
peakuii gogaBanu TBepay ackopObiHOBY KUCMOTY, MOKM PO3YMH He cTaBaB npo3opuM. [loTiM cymilw
PO3YMHHUKIB O4MLLLany CnoYaTKy 3a AOMOMOrol pO3BEAEHHSA BOAOK, a MOTIM 3aBaHTaXEHHS B anapart Ans
3BOpoOTHO-(hasosoi BEPX (konoHka Luna C18, 10 mkm, 100 A, pyxoma c¢asa A: Boga, wo mictutb 0,1 %
TOK, pyxoma ¢asa B: auetoHitpun (ACN), wo mictute 0,1 % TOK, rpagieHT nodnHaBca 3 5 % B i
3miHoBaBcsa Ao 50 % B npotarom 60 xBunuH 3a WBMAKOCTI NOTOKY 15 Mn/xB). Ppakuii, WO MICTATb YNCTUI
npoaykT, NoTiM BUCYyLWYyBanu cybnimauieto Ha niodinisatopi.

YTBOpEHHSA TioedipHOro 3B'A3Ky

Mentna, wo mictutb BinbHWW Tion (Hanpuknag Cys) Ta hSer(OTBDMS), cknaganu Ha amigHii cmoni
MBHA Pinka nicns 3araneHoi npouegypn Fmoc-SPPS. XnopyBaHHSA BMKOHYBanu Wissxom obpobku cmonu
3a gonomoroto PPhs (10 eks.) i CIsCCN (10 eks.) B8 XM npoTsarom 2 rog. lNentua sBigwennoBanuy Big cMonm
wrsaxom obpobku BigwennoBaneHUM peareHtoM (90 % TpudTopouToBoi kucrotn, 5 % Boan, 2,5 % 1,2-
eTaHguTiony Ta 2,5 % TpuisonponincunaHy). BigwenneHi nentuan ocagxysanu B XONogHOMY AieTUNOBOMY
edipi Ta ABivi npoMuBanu etunosum edipoM. dinbTpat 3nuBanu, goAaBanu ApYyry anikBoTy XOMNoAHoro
edipy i nosToptoBanu npouenypy. HeouneHnn nentng po3ynHANM B po3ynHi aueToHiTpun:eoga (7:33 1 %
TOK) Ta dinbTpyBanu 4o oTpMMaHHSA HEOOXigHOIo HELUKMIZ0BAHOTO HEOYMLLIEHOTO NENTUAY.

HeouuweHnnin nentma, wo MictuTb BinbHUM Tion (Hanpuknag Cys, Pen, hCys, (D)Pen, (D)Cys a6o
(D)hCys) Ta ankinranoreHig (hSer(Cl)) abo B nonoxeHHax X4 i X9, abo B nonoxeHHsax X9 i X4, po3ynHAnm B
0,1 M Tris-6ycepi 3 pH 8,5. 3abesnedyBanu moxnueicte RT-uyukniszauii npotarom Houi. MoTim cymiw
PO34YMHHMKIB OYMLLANKM CNoYaTKy 3a JOMOMOro ABOPA30BOro pO3BEAEHHS BOAOK, @ NOTIM 3aBaHTaXXEHHS B
anapat gns 3BopoTHo-da3oBoi BEPX (konoHka Luna C18, 10 mkm, 100 A, pyxoma ¢asa A: Boga, Lo
mictuTb 0,1 % TPK, pyxoma cpasa B: auetoHiTpun (ACN), wo mictute 0,1 % TOK, rpagieHT nodunHascs 3 5 %
B i amiHoBaBcsa o 50 % B npotarom 60 XxBuUnuH 3a WBMAKOCTI NOTOKY 15 mMn/xB). ®pakuii, Lo MIicTATb
YUCTUIA NPOAYKT, MOTIM BUCYLLYBanNu cybnimadieto Ha niodinisaTopi.

OuuLeHHsA

AHaniTu4Hy 3BOPOTHO-ha30BY BUCOKOEEKTUBHY pianHHY Xpomatorpadito (BEPX) BukoHyBanu Ha
konoHui Gemini C18 (4,6 mm x 250 mm) (Phenomenex). HaniBnpenapatuBHy 3BOpOTHO-chazoBy BEPX
BMKOHYBanu Ha konoHui Gemini 10 mkm C18 (22 mm x 250 mm) (Phenomenex) abo Ha konoHui Jupiter 10
mMkm, 300 A C18 (21,2 mm x 250 mm) (Phenomenex). Po3gineHHss gocsdranyn 3a OOMOMOroOK MiHIMHUX
rpagieHTiB 6ydepa B B A (pyxoma ¢asa A: Boga, wo mictute 0,15 % TOK, pyxoma dasa B: aueToHiTpun
(ACN), wo mictute 0,1 % T®K), weugkicte notoky 1 Mn/xe (aHaniTuyHa) Ta 15 Mn/xB (MpenapaTuBHa).
Po3spineHHs gocsiranuy 3a 4oNOMOror niHiMHUX rpagieHTiB 6ydepa B B A (pyxoma ¢asa A: Boga, Lo MiCTUTb
0,15 % T®K, pyxoma casa B: auetoHitpun (ACN), wo mictute 0,1 % TPK), wemakicte notoky 1 Mn/xB
(aHaniTnyHa) Ta 15 mn/xe (npenapaTtuBHa).

MPUKNAL 1A: AOOATKOBWMN PEMPE3EHTATVBHUW CUHTES NENTUOHNX MOHOMEPIB



MenTuaHi MOHOMEPWU OaHOro BMHaxXoAy CUMHTe3yBanu 3a LOMOMOrol MeTOAMK TBepaodasHoro cuHTesy
Fmoc Ha mikpoxsunboBomy nentugHomy cuHtesatopi CEM Liberty Blue™ Bupo6bHuuTsa Protein Technology.
Mentnamn cknaganu 3 BUKOPUCTaHHAM Oxyma/DIC (etun
LiaHorigpokcuimiHoaueTat/gmisonponinkapboauimia) B ymoBax MiKpOXBUIIbOBOrO HarpiBaHHsi. AMigHYy cMony
Pinka (100-200 meww, 0,66 mMMonb/r) BUKOpMCTOBYBanu Anst nentugie 3 C-kiHUeBMMU amigamn, a nonepegHbo
3aBaHTaxeHy cmony BaHra 3 N-a- MBHA-Fmoc-3axuieHo aMiHOKMCNOTOK BMKOPUCTOBYBanNuW AN nentuay
3 C-kiHueBnMKn kucnotamm. Oxyma npurotyBanm y surnagi 1 M posunny B JM®A 3 0,1 M DIEA. DIC
npurotyBanu y surngagi 0,5 M posumHy B JM®A. AMiHOKMCRIOTU npuroTyBanu B KoHueHTpadii 200 mM.
MentugHi iHribiTopn paHoro BuHaxopy ioeHTU(iKyBanM Ha niacTaBi pes3ynbTaTiB ONTMMI3aUii KMiHIYHOT
Gioximii Ta/abo charoBoro BigOOpaKeHHS i nigaaBanu CKPUHIHTY 3 MeTolo igeHTudikadii iHriGiTopis 3 kpalmmm
3B'A3yBanbHUMM Ta/abo NpUrHivyBanbHMMN BNAaCTUBOCTAMM.

CknagaHHs

Mentugm cknaganu 3 BUKOPUCTaHHAM 3aranbHonpuiHAaTUX npotokonis ansa CEM Liberty Blue™.
MenTuaHi nocnigoBHOCTI cknaganu HacTynHum YnHom: Cmony (400 wmr, 0,25 mmone) cycneHagysanu B 10 mn
50/50 po3uunHi AMOA/OXM. Cmony noTiM NnepeHocUnn B peakuiiHy konby B MiKpOXBUIbOBI kamepi. MNentug
cknaganv 3 BUKOPWUCT@HHSAM MOBTOPIOBAHWX LMKIIB BMAANEHHS 3axMcHOi Fmoc-rpynyu Ta 3B'A3yBaHHS
Oxyma/DIC. [nsa BuaaneHHs 3axUCHUX Fpyn B peakuiiHy konby gogasanu 20 % 4-meTunninepuavHy B
OM®A T1a Harpianu go 90 °C npotarom 65 cekyHg. Po3uvH onsi BuganeHHs 3axMCcHWUX rpyn 3nuveanu, a
cmony Tpudi npommBanu 3a gonomoroto OM®PA. [Ona 6inbwocTi aMiHOKMCNOT, B peakuiiHy Konby notim
popasanu 5 eksiBaneHTiB amiHokucrotn, Oxyma ta DIC Ta 3a 4ONOMOro MiKpOXBUIIbOBOrO OMPOMIHEHHS
WBMAKO HarpiBanu peakuito 3MmiwyBaHHA o 90 °C npoTtdrom 4 xB. [ns 3anuwikiB apriHiHy Ta rictugnHy
BMKOPMCTOBYBanucs M'skiwi ymosu 3a Temnepatyp 75 1a 50 °C signosigHo npotsrom 10 xB Ans 3anobiraHHs
pauemisauii. PigkicHi Ta gopori amiHOKUCIOTW 4acTo 3B'A3yBanv BPYYHY MPOTArOM HOYi 3a KiMHAaTHOI
TemnepaTypu, BUKOpPUCTOBYIOUM nmwe 1,5-2 ekB. peareHTiB. [Ina cknagHux 3B'A3yBaHb npoueaypy 4acto
nostoptoBanu npotarom 2 x 4 x8 npu 90 °C. [Micnga 3B'a3yBaHHA cmony npomusanu 3a gonomoroo JMOA i
NMOBTOPIOBaNu BECb LUK 40 OTPMMaHHSA BaxkaHoro nentuay.

Peakuisi meTaTean i3 3aMUKaHHAM Kinbus 4519 OTPMMaHHA onegiHis

Cwony (100 mkmorb) npomuBanu 3a gonomoroto 2 mn XM (3 x 1 xB) i noTim 3a gonomoroto 2 mn OXE
(3 x 1 xB) nepen obpobko 2 Mn po3dmMHOM 6 MM po3umHy kaTtanisatopa [pabbca (Grubbs Catalyst®)
nepLworo nokoniHHA OXE (4,94 mr mn1; monsapHa vactka 20 % no BiAHOLWEHHKO A0 3amicHuKa cmonn). Mepen
3MMBaHHSAM PO3YMH HarpiBanu 3i 3BOPOTHUM XOMNOAUIBLHUKOM MPOTAroM Hodi (12 r) B a3oTHiN atMocdepi.
Mepen cywiHHAM Ta BigLlenneHHAM cMmony Tpudi npomusanu 3a gonomoroo AM®A (no 4 mn KoXHoro pasy)
Ta OXM (4 mn).

BigwenneHns

Micns 3aBepLUEeHHA cKagaHHA NenTuay Noro BiALenoBany Big CMONK WNAXOM 00po6Ku cTaHAapTHUM
BigwenntoBanbHUM po3dynHoMm 91:5:2:2 TOK/H O/TIPS/DODT npoTsarom 2 roguH. Y BMNagKy MPUCYTHOCTI
GinbLe ogHoro 3anuuky Arg(pbf), BiawenneHHs NpogoBXKyBany NPOTAroM Lie OAHIET FOANHMN.

BigwenneHi nentugn ocagxysanu B XOMNogHOMY AdieTunosomy edipi. ®inbTpat 3nusanu, gogasanmu
Apyry anikBoTy xonogHoro edipy i noBToptoBanu npouenypy. MNepea ounweHHAM AKICTb MiHIMHOrO nenTuay
noTiM nepeBipsiny 3a AOMNOMOrold Mac-CrekTpoMeTpil 3 ioHi3auieto enekTpoposnuneHHam (IEP-MC) (Waters®
Micromass® ZQ™).

YTBOpEHHS AnCYNbdigHOro 3B'A3KY LUNISAXOM OKUCHEHHS

Mentua, wo MictuTb BinbHMNM Tion (Hanpuknag diPen), cknaganu Ha amigHin cmoni MBHA Pinka nicns
3aranbHoro TBepaodasHoro cuHTesy Fmoc-SPPS, BiglenneHHs Ta isonsuii, Sk onncaHo BuLle.

HeounwieHunn, BigwenneHmi nentug, wo mictutb Tion Ta Cys, Pen, hCys, (D)Pen, (D)Cys a6o (D)hCys,
posdnHanu y ~2 mr/mn 50/50 cymiwi aueHToHiTpun/Boga. lNMoTiM MO Kpannsx, OgHOYACHO MepeMillyoyn,
Jofasann HacuMYeHW oA B OUTOBIM KUCNOTI OO OTPUMAaHHS XOBTOro Komnbopy. Po3uvH nepemiwysanu
NPOTAroM AEKINbKOX XBUITMH Ta KOHTPOMOBaNM peakLuilo 3a gonomoroto aHanitudHoi BEPX ta PX-MC. To
3aBepLUEHHi peakuii gogaBanu TBepay ackopbiHOBY KUCIOTY, MOKM PO3YMH He cTaBaB Mpo3opuM. [1oTim
CYMill PO34YMHHUKIB OuYMLLanM crnoyatky 3a [JOMOMOrow [BOPAa30BOr0 pPO3BEAEHHST BOAOK, a MoTiM
3aBaHTaXeHHs B KOMOHKY Ans 3BoOpoTHo-¢a3oBoi BEPX (konoHka Luna® C18, 10 mkm, 100 A, pyxoma dasa
A: Boga, wo mictutb 0,1 % TOK, pyxoma ¢asza B: auetoHiTpun (ACN), wo mictute 0,1 % TOK, rpagieHT
nounHascs 3 15 % B i 3amiHtoBaBcs o 50 % B npotarom 60 xBunuH 3a WwWBMAKoCTi NoToky 15 mn/xB). dpakuii,
LLIO MICTSITb YACTMIA NPOAYKT, MOTIM BUCYLLYBanu cybnimauieto Ha nioginisatopi.

YTBOpEHHS TioedipHOro 3B'A3Ky

Mentua, Wwo mictuTh BiNbHWIA Tion (Hanpuknag Cys) Ta hSer(OTBDMS), cknaganu Ha amigHin cmoni
MBHA PiHka nicnst 3aranbHoi npoueaypn Fmoc-SPPS. XnopyBaHHs BUKOHYBanu LWASXOM 06pobku cmonm
anxnopTpudeHindgocdgopaHom (5 eks., 0,5 M) 3 niHeHom (0,875 M) Ta TioaHizonom (0,375 M) 3a kKiMHaTHOI
TemnepaTtypu NpoTArom 2 roguH. Xnop-nentuau BidllensntoBanu Big4 CMONM Ta ocamkyBanu, 9K ONMCaHo
BULLE.

HeounwieHnin nentmna, wo MictuTb BinbHMIA Tion (Hanpuknag Cys, Pen, hCys, (D)Pen, (D)Cys ab6o
(D)hCys) Ta ankinranorenia (hSer(Cl)), posunHsnu B 1:1 podunHi ACN/Bogu i possoamnu 3a gonomoroto 0,2



M Tris-6ycbepy 3 pH 8,4. Lmknisauito BUKOHyBanuM nNpOTArOM HOYi 3a KiMHATHOI Temnepatypwu. [loTim
peakuiHy CyMill ovuLLany cnovaTky 3a AOMOMOrol po3BefeHHs BOOO, a NOTiM 3aBaHTaXEHHS B KOJNTOHKY
ansa 3sopoTtHo-dasoBoi BEPX (konoHka Luna® C18, 10 mkm, 100 A, pyxoma dasa A: Boaa, L0 MICTUTb
0,1 % T®K, pyxoma dasa B: auetoHitpun (ACN), wo mictute 0,1 % TPK, rpagieHT nounHascs 3 15 % B i
3MiHtoBaBcs 0o 50 % B npoTsarom 60 xBUnnH 3a WBMAKOCTI NoToky 20 Mn/xB). ®pakuii, Lo MiCTATb YNCTUI 3a
pesynbtatamun 3O-BEPX npoaykT, noTim BUcyLwyBanu cybnimadieto Ha niodinisaTtopi.

OuunLleHHs

AHaniTM4yHy 3BOPOTHO-YA30BY BUMCOKOEMEKTUMBHY piAuHHY Xpomatorpadiito (BEPX) BukoHyBanu Ha
konoHui Gemini® C18 (4,6 mm x 250 mm) (Phenomenex). HaniBnpenapaTtnBHy 3BOpoTHO-thbasoBy BEPX
BMKOHYBanu Ha konoHui Gemini® 10 mkm C18 (22 mm x 250 mm) (Phenomenex) abo Ha konoHui Jupiter® 10
mkm, 300 A C18 (21,2 mm x 250 mm) (Phenomenex). Po3gineHHs pocdrann 3a OOMOMOrow MiHiMHUX
rpagieHTiB 6ydepa B B A (pyxoma chasa A: Boga, wo mictutb 0,15 % TOK, pyxoma cdasa B: aueToHiTpun
(ACN), wo mictutb 0,1 % TPK), weumakicte NoToky 1 Mn/xe (aHanitnyHa) Ta 20 mn/xe (NnpenapaTueHa).

MPUKNAL 1B: OOOATKOBWA PEMPESEHTATMBHWW CUHTE3 MENTUOHWMX MOHOMEPIB -
CUHTE3 NEMTUAY Ac-[Pen]*-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]*-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3-
Pal]-Sarc-NH2 (*Pen-Pen YTBOPIOKOTb ANCYNb®IAHNA 3B'A30K) (SEQ. ID. No. 104) (MEMTWA Ne 104)

Mentng Ne 104 cMHTe3yoTb 3a 4ONOMOro MeToaMK TBepaodasHoro cuHTedy Fmoc.

Mentng Ne 104 KoHcTpyoTb Ha amigHin cmoni MBHA PiHka 3a AOMOMOrow CTaH4apTHOrO CUHTE3Y
Fmoc B ymoBax, onucaHux y nitepaTtypi. CKOHCTpynoBaHWiA NenTug i3oNtThb Big CMONKU Ta rpyn 3axucTy
LWMAXOM BifLLENMEHHss CWUMbHOK KUCIMOTOK Ta nodanblioro ocagkeHHs. OKWCHEHHS 3 YTBOPEHHSIM
ancynbdigHOro 3B'A3Ky BUKOHYKOTb 3 MOAanblUMM ouulieHHaM wnsxom 3O-BEPX ta obmiHoM npoTuioHiB.
3a gonomoroto niodpinizauii ounweHnx dpakuii OTpUMYIOTb KiHLEBWI NPpoAayKT, nentug Ne 67.

HabyxaHHns cmonu: 10 r TBepaodasHoi cmonu MBHA PiHka (HaBaHTaxeHHs 0,66 mmonb/r) nepeHocaTb y
250 mn nentugHy konby i3 binbTpyBanbHMM piTOM, 3'€gHAHHAM 3i WiIOBaAHOrO ckna Ta BaKyyMHUM
6i4yHMM Baxkenem. Cmony NpoMmBaloTb TpK pasu 3a gonomoroo MDA,

ETtan 1. 3B'asyBaHHa Fmoc-Sarc-OH: BMaaneHHs 3B'A3aHOi CMOMOK 3axXMCHOI FmocC-rpyny BUKOHYHIOTb
Waxom gogaBaHHA 2 ob6'emiB wapy cmonm 20 % po3dunHy 4-metunninepuguHy B OM®A go Habpsiknoi
CMOINN, OOHOYACHO CTPYLUYOYM NpoTarom 3-5 xB neped 3NMBaHHSAM, | MOBTOPHOro AodaBaHHsA 2 06'emiB
Wwapy CMONM pPO34MHY 4-MeTunninepuavHy, ogHodacHo cTpywykodn npotarom we 20-30 xB. [Micna
BYAanNeHHs cMorny npomusarTb 3 pasu 3a gonomoroo AM®A, ogHouvacHo cTpyuytoun. Fmoc-Sarc-OH (3
ekB., 6,2 r) posumHsaoTe y 100 mn OM®A pasom 3 Oxyma (4,5 ekB., 4,22 r). [Nepen pogaBaHHAM [0
He3axuLLIEHOT CMOMN BUKOHYIOTb MOMEPEaHI0 akTMBaLilo KUCHOoTK wnsaxom gogasaHHa DIC (3,9 eks., 4 mn),
OAHOYaCcHO cTpylwytoum npotarom 15 xB. Yepes ~15 xB micna novaTky peakuii 4O Hel AoAalTb OOAATKOBY
anikegoty DIC (2,6 eks., 2,65 mn). Xig peakuii 38'a3yBaHHSI KOHTPOSIOIOTE 32 AOMNOMOrOK KONTIOPUMETPUYHOTO
Tecty Kamsepa. [llicna 3aBeplueHHs peakuii i A0 noyaTKy HACTYNMHOrO LMKy BWOANEHHS 3axUCHOI
rpynu/3B'a3yBaHHs CMOMy NpomMuBatoTb 3 pa3u 3a gonomoroo AM®PA, ogHOYaCHO CTPyLLYyOYMN.

Etan 2. 3B'agyBaHHa Fmoc-3Pal-OH: BuganeHHsa 3axucHoi Fmoc-rpynn 3HOBY BUKOHYETLCH LUISAXOM
nocnigoBHOro aogaeaHHA 2 ob6'emiB wapy cmonu 20 % po3yunHy 4-metunninepugnHy 8 JM®A, oguH pas Ha
3-5 xBunuH i gpyruin pas Ha 20-30 XBUNKUH, 3NUBAKOYN PO3YMH MiX onepauisMu. MoTiM cmony npoMuBaTb 3
pasu nepen 3B'A3yBaHHAM i3 3axuweHum 3-nipugun-anadiHom (3Pal). Fmoc-3Pal-OH (3 ekB., 7,8 1)
po3uunHaTe Yy OM®PA pasom 3 Oxyma (4,5 ekB., 4,22 r). lNepen gogaBaHHAM [O Sarc-amigHOI cMmonwu
BMKOHYIOTb MonepefHio aktusauio 3a gornomoroto DIC (3,9 ekB., 4 mn) npotarom 15 xsunuH. Yepes 15
XBUMWH A0 peakuii gogatoTe aoaatkoy aniksoTy DIC (2,6 eks., 2,65 mn). lNicnsa 3aBeplueHHsa peakuil, Lo
BM3Ha4alTb 3a Jonomorow TecTy Kamsepa, i OO noyaTKy HACTYMHOrO UWKNY BUAANEHHS 3axXUCHOI
rpynu/3B'a3yBaHHsi CMOMy 3HOBY NPOMMBaIOTh 3 pa3u 3a gonomoroo MDA,

Etan 3. 3B's3dyBaHHa Fmoc-Asn(Trt)-OH: Fmoc BupanswoTe 3 N-kiHus 3B'A3aHoro cmonoto 3Pal i
NPOMMBAIOTb, SIK ONMCaHo paHiwe. Fmoc-Asn(Trt)-OH (2 eks., 8 r) po3uuHstoTe y 100 mn JM®PA pasom 3
Oxyma (3 eks., 2,81 r). 3a ~15 xBunuH nepen popaBaHHsam fo 3Pal-Sarc-amigHoi cmonu [o peakuii
popatote DIC (2,6 ekB., 2,65 mn) ana nonepeaHboi akTuBauii kucnotu. Yepes ~15 xBunuH [o peakuii
popatoTe gopatkosy aniksoty DIC (1,4 eks., 1,43 mn). lMicna 3aBeplueHHA peakuii, WO BM3Ha4YaloTb 3a
gonomoroto Tecty Kansepa, i 4O noyaTKy HaCcTyMHOro UMKy BUAANEHHSA 3aXUCHOI rpynn/3B'a3yBaHHs cMony
npomuBatoTb 3 pasu 3a gonomoroto JMOA.

ETan 4. 3s'asyBaHHsa Fmoc-Glu(OtBu)-OH: Fmoc BuaansatoTb 3 N-KiHLS 3B'A3aHOr0 CMOIIOK0 acnaparidy i
npommBaloTb cmony 3a gonomorotd OM®A, sk onucaHo paHiwe. Fmoc-Glu(OtBu)-OH (2 eks., 5,91 1)
po3uuHaTe Yy 100 mn OM®A pasom 3 Oxyma (3 ekB., 2,81 r). 3a ~15 xBunuH nepen AoAaBaHHAM [0
Asn(Trt)-3Pal-Sarc-amigHoi cmonu go peakuii gogatote DIC (2,6 ekB., 2,65 mn) ang nonepeaHboi akTuBadii
kncnotn. Yepes ~15 xBunuH Oo peakuii gogatotb gogatkoy anikeoty DIC (1,4 eks., 1,43 mn). lMicns
3aBepLUeHHA peakuii, Wo BM3Ha4yalTb 3a Aornomorok TecTy Kansepa, i O nodaTKy HACTYMHOrO UMKIY
BMAANEHHs1 3aXMCHOI rpynu/3B'si3yBaHHS CMOJTY NPOMMBatoTh 3 pasu 3a gornomoroto [JMOA.

Etan 5. 3B'asyBaHHs Fmoc-THP-OH: Fmoc BugansiooTb 3 N-KiHUSA 3B'A3aHOro cMorsow nentugy i
NPOMMBAOTL CMOJly, SIK onmucaHo padiwe. Fmoc-THP-OH (3 ekB., 7,36 1) posunHsatotb y 100 mn JMOA
pasom 3 Oxyma (4,5 ekB., 4,22 r). 3a ~15 xBunvH nepen gogasaHHAM Ao Glu(OtBu)-Asn(Trt)-3Pal-Sarc-



amigHoi cmonn fo peakuii gogatoTte DIC (3,9 ekB., 4 mn) ana nonepeaHboi akTusadii kucnotun. Yepes ~15
XBUNWH OO0 peakuii gogatTb gogatkosy aniksoty DIC (2,6 eks., 2,65 mn). MNicns 3aBeplUeHHs peakuil, Wwo
BM3Ha4alTb 3a JornomMoroto TecTy Kanmsepa, i OO novaTKy HaCTYMHOrO LMKIY BMAANEHHS 3axUCHOI
rpynu/3B'a3yBaHHs CMOY NPOMUBAOTL 3 pasu 3a gonomorot JMOA.

ETan 6. 3B'a3yBaHHa Fmoc-L-Ala(2-HadpTnn)-OH (Nal): Fmoc BugansioTb 3 N-KiHLUSA 3B'A3aHOr0 CMOSOH
nenTuay i NPOMMBAOTb CMOY, sk onucaHo paHiwe. Fmoc-L-Ala(2-HadTun)-OH (3 ekB., 8,66 r) po3umHsaoTb
y 100 mn OM®A pasom 3 Oxyma (4,5 ekB., 4,22 r). 3a ~15 xBunuH nepepg gogaeaHHam go THP-Glu(OtBu)-
Asn(Trt)-3Pal-Sarc-amigHoi cmonu go peakuii gogatote DIC (3,9 ekB., 4 Mn) onsi nonepeaHboOi akTuBauii
kncnotn. Yepes ~15 xBunuH gopatoTb gopaTkoBy aniksoty DIC (2,6 eks., 2,65 wmn). lMicns 3aBepLUeHHsI
peakuii, WO BM3HA4yaloTb 3a Aonomoroto TecTy Kawnsepa, i A0 MoYaTKy HACTYMHOrMO LUMKNY BUOAMNEHHS
3axMCHOI rpynun/3B'a3yBaHHSA CMOMyY 3HOBY NpomMuBaoTb 3 pasu 3a gonomorowo JMOA.

Etan 7. 3B'a3yBaHHsa Fmoc-4-[2-(Boc-amiHo-eTokewn)]-L-dbeHinanaHiH (Fmoc-AEF): Fmoc BugansioTs 3
N-KiHUS 3B'A3aHOr0 CMOMOK MEeNnTuay i NpoMMBalOTb CMOMY, SIK onMcaHo padiwe. Fmoc-4-[2-(Boc-amiHo-
eTokem)]-L-cbeHinanaHiH(3 exs., 10,8 r) posumHsaoTb y 100 mn AM®A pasom 3 Oxyma (4,5 exs., 4,22 r). 3a
~15 xBunuH nepen popasaHHaM Ao Nal-THP-Glu(OtBu)-Asn(Trt)-3Pal-Sarc-amigHoi cmonu o peakuii
popatote DIC (3,9 ekB., 4 Mn) onsa nonepenHboi akTuBaLii kKucnotu. Yepes ~15 xBunuH o peakuii gogartb
popatkoBy aniksoty DIC (2,6 eks., 2,65 mn). [Nicns 3aBeplueHHs peakLii, WO BM3HaYyalTb 3a 4OMNOMOro
TecTy Kansepa, i 4O noyaTKy HACTYMHOTO LIMKIY BUAANEHHST 3aXUCHOI rpyni/3B'a3yBaHHS CMOITY NPOMUBAOTh
3 pasu 3a gonomoroto IM®PA,

ETtan 8. 3B'a3yBaHHa Fmoc-Pen(Trt)-OH: Fmoc BugansioTe 3 N-kiHUS 3B'3aHOr0 CMOIO nentuay i
NpoOMMBAOTb CMOIY, ik onncaHo paxiwe. Fmoc-Pen(Trt)-OH (3 eks., 12,14 r) posumHaoTs y 100 mn AMPA
pasom 3 Oxyma (4,5 ekB., 4,22 r). 3a ~15 xBunuH nepeq gogasaHHAM o AEF-Nal-THP-Glu(OtBu)-Asn(Trt)-
3Pal-Sarc-amigHoi cmonu o peakuii gogatots DIC (3,9 eks., 4 Mn) Ans nonepeaHbOi akTMBauii KMCNOTW.
Yepes ~15 xBunuH Jo peakuii gogatwTb gogatkoBy aniksoty DIC (2,6 eks., 2,65 mn). Nicna 3aseplueHHs
peakuii, WO BM3HA4yaloTb 3a gonomorot TecTy Kawnsepa, i 40 MOYaTKy HACTYMHOrO LUMKMNY BuAANEHHS
3axXMCHOI rpynu/3B'a3yBaHHA CMOMy 3HOBY NpoMMBatoThb 3 pasu 3a gornomoroto JMOA.

Etan 9. 3B'asyBaHHA Fmoc-Lys(Ac)-OH: Fmoc BuaanstoTb 3 N-kiHUS 3B'A3aHOro CMOSo nentuay i
NPOMMBaOTb CMOIy, sk onmcaHo paHiwe. Fmoc-Lys(Ac)-OH (2 eks., 5,4 1) po3unHsaoTb ¥y 100 mn pa3om 3
Oxyma (3 ekB., 2,81 r). 3a ~15 xBunuH nepen gogasaHHAM o Pen(Trt)-AEF-Nal-THP-Glu(OtBu)-Asn(Trt)-
3Pal-Sarc-amigHoi cmonu o peakuii gogatote DIC (2,6 exs., 2,65 mn) onsg nonepeaHbOi akTuBaLii KUCNOTW.
Uepes ~15 xBunuH Oo peakuii gogatotb gogatkoBy aniksoTy DIC (1,4 eks., 1,43 mn). [Micna 3aBepLueHHS
peakuil, WO BW3HayaloTb 3a gornomoroto Tecty Kansepa, i OO novaTKy HACTYNHOrO UMKNY BUAANEHHs
3aXMCHOI rpynun/3B'a3yBaHHSA CMOIY 3HOBY NpoMuBaoTb 3 pasu 3a gonomorow JMOA.

ETtan 10. 3B'a3yBaHHa Fmoc-7-Me-Trp-OH: Fmoc BugansaoTe 3 N-KiHUSA 3B'SI3aHOr0 CMOSOK NenTuay i
NPOMMBAIOTb CMONY, K onMcaHo paHiwe. Fmoc-7-Me-Trp-OH (2 eks., 5,81 r) po3unHaoTe y 100 mn pa3om 3
Oxyma (3 exs., 2,81 r). 3a ~15 xBunuH nepen gogasaHHAM o Lys(Ac)-Pen(Trt)-AEF-Nal-THP-Glu(OtBu)-
Asn(Trt)-3Pal-Sarc-amigHoi cmonu go peakuii gogatoTe DIC (2,6 eks., 2,65 mn) ana nonepeaHboi akTmBaLii
kncnotn. Yepes ~15 xBunuH po peakuii gogatoTe gopgatkoy aniksoty DIC (1,4 eks., 1,43 mn). [licna
3aBepLUeHHsa peakuii, Wo BM3HavyaTb 3a Jornomoroto Tecty Kamsepa, i 0O noyaTKy HACTYNHOro LMKy
BUAANeHHs 3aXMCHOI rpynu/3B'a3yBaHHSA CMONY 3HOBY NPOMMUBAIOTL 3 pa3u 3a gonomoro JMOA.

Etan 11. 3B'adyBaHHa Fmoc-Thr(tBu)-OH: Fmoc Buaganstotb 3 N-KiHUA 3B'A3aHOro cMonot nentugy i
NpoOMMBalOTbL CMONY, SIK onucaHo paHiwe. Fmoc-Thr(tBu)-OH (4 eks., 10,5 r) posunHsatoTb y 100 Mn pasom 3
Oxyma (6 eks., 5,62 r). 3a ~15 xBunuH nepen gogasaHHAM o 7-Me-Trp-Lys(Ac)-Pen(Trt)-AEF-Nal-THP-
Glu(OtBu)-Asn(Trt)-3Pal-Sarc-amigHoi cmonun (SEQ ID NO:529) po peakuii gogatots DIC (5,2 eks., 5,3 mn)
Ons nonepegHboi akTuBaLii kucnotu. Yepes ~15 xBunvH 0o peakuii gogatoTs gogatkoBy anikeoty DIC (2,6
ekB., 2,65 mn). lNicns 3aBepleHHsA peakuii, WO BU3HaYyaTb 3a gonomorol TecTy Kamnsepa, i o nmoyatky
HaCTYMHOTO LMKy BUAANEHHS 3aXUCHOI rpynn/3B'a3yBaHHS CMOMYy 3HOBY MPOMUBAaOTb 3 pasu 3a JOMOMOro
OMOA.

Etan 12. 3B'asyBaHHa Fmoc-Asn(Trt)-OH: Fmoc BngansatoTe 3 N-kiHUSA 3B'S3aHOro CMOMOK nentugy i
NPOMMBAIOTL CMONY, SK onucaHo paHiwe. Fmoc-Asn(Trt)-OH (4 eks., 15,8 r) posunHsaoTe ¥ 100 mn pasom 3
Oxyma (6 exs., 5,62 r). 3a ~15 xBunuH nepepn gogasaHHam Ao Thr(tBu)-7-Me-Trp-Lys(Ac)-Pen(Trt)-AEF-Nal-
THP-Glu(OtBu)-Asn(Trt)-3Pal-Sarc-amigHoi cmonu (SEQ ID NO:530) go peakuii gogatote DIC (5,2 exs., 5,3
M) AN nonepeaHbOol akTMBalil kucnotu. Yepes ~15 xsunuH go peakuii gogatoTe gogaTtkoBy aniksoTy DIC
(2,6 eks., 2,65 mn). [Nicnsa 3aBepLUeHHs peakLil, Lo BU3HaAYaOTb 3a Jonomoroto TecTy Kansepa, i 40 novaTtky
HaCTYMHOrO LMKINY BUAANEHHS] 3aXUCHOI rpyni/3B'a3yBaHHA CMOSY 3HOBY MPOMUBAIOTL 3 pasu 3a JOMNOMOro
OMODA,

ETtan 13. 3B'asyBaHHa Fmoc-Pen(Trt)-OH: Fmoc BupganstoTb 3 N-KiHUS 3B's3aHOr0 CMOIo nentugy i
NPOMMBAOTL CMOJY, SIK ONUcaHo paHiwe. Fmoc-Pen(Trt)-OH (2 exs., 8,1 r) po3unHaoTe y 100 mn JMOA
pa3om 3 Oxyma (3 ekB., 2,81 r). 3a ~15 xBunuH nepen aogasaHHAM go Asn(Trt)-Thr(tBu)-7-Me-Trp-Lys(Ac)-
Pen(Trt)-AEF-Nal-THP-Glu(OtBu)-Asn(Trt)-3Pal-Sarc-amigHoi cmonu (SEQ ID NO:531) go peakuii goaatTb
DIC (2,6 eks., 2,65 mn) ana nonepedHboi akTuBaUil kucnotn. Yepes ~15 xBunuH 00 peakuii gogalTb
popatkosy aniksoty DIC (2,6 eks., 2,65 mn). Nicns 3aBeplUeHHsA peakuii, Wo BU3Ha4aloTb 3a AOMNOMOro



Tecty Kansepa, i 4O noyaTKy OCTaTOYHOrO BUOANEHHSA 3aXUCHOI rpynu Ta KemnyBaHHS CKOHCTPYMOBAHOro
nenTuay OLTOBOK KMCNOTOK CMOIMY 3HOBY NPOMUBAOTL 3 pasu 3a gonomoroto JMOA.

Etan 14. KenyBaHHs aueTunbHot rpynoto: Fmoc sugansioTe 3 N-kiHUS 3B'A3aHOr0 CMOIOK Nentuay i
NPOMMBAKOTL CMOJSly, $IK onucaHo paHiwe. 150 mn peareHTy ana kenyBaHHa A (TI®/ouTtoBuii
aHrigpua/nipyavH, 80:10:10) popatoTb A0 CKoHcTpyroBaHoi Pen(Trt)-Asn(Trt)-Thr(tBu)-7-Me-Trp-Lys(Ac)-
Pen(Trt)-AEF-Nal-THP-Glu(OtBu)-Asn(Trt)-3Pal-Sarc-amigHoi cmonn (SEQ ID NO: 532) i crpywyoTb
npotarom 30 xB. Cmony npomuBatoTe 3 pa3u 3a gonomoroto OM®A, notim 5 pasiB 3a gonomoroto OXM.
Cwmony po3ginstotbe Mixk 5-50 Mn ueHTprUdyxkHMMK NpobipkamMuy Ta NomiwarTb y BakyyM Ha 1,5 roguHu nepea
posLlensieHHaM 3a gonomoroto TOK,

Etan 15. Po3wenneHHa TOK Ta ocagxeHHs ecbipom: roTytoTe 200 mn BigwennoBanbHOro po3ynHy TOK
(90/5/2,5/2,5 TOK/Bogu/Tips/DODT). 40 Mn po3udvMHy AoAalTb [0 KOXHOI i3 5 npobipok, wWwo MictaTtb
3axXULLEHUA 3B'A3aHM  CMOMOK NEenTud, i CTPyWwylTb NPOTAroM [ABOX roauH. BukopuctanHy cmony
BiOINbTPOBYIOTh, @ inbTpaT pPiBHOMIPHO po3ainaTb Mk 18-50 mn ueHTpudyxHMMKU npobipkamn ang
ocagkeHHs. Y KOXHY npobipky AoAalTb XONogHUN AieTunoBun edip, Wo yTBoptoe 6inui ocaad, Skuin noTim
ueHTpndyryoTb. Edip 3nmBatoTb Ta BUKOHYIOTh e 2 NPOMUMBAHHA 0cagy 3a gonomoroto edipy. OTpumanHnin
Ginnn ocag cywaTb NPOTArOM HOMi y BUTSKHIN Waddi AN OTpMMaHHS HEOYMLLEHOIO BiAHOBIEHOrO NenTuay.

Etan 16. OKUCHEHHS 3 YTBOPEHHSIM AUCYIbMIQHOIMO 3B'A3KY: HEOYULLEHWMIA NENTUA OKUCHIOTb Ta
ouMLLYIOTE YoTMpMa napTisMu no 1 n. ~2,5 r HeouuwieHoro nentnay po3yunHsoTe B 1 1 20 % posdnHy
ACN/Bogn. Jo 1 n NenTMAHOro PoO34YMHY MO Kpannsix, OAHOYACHO Mepemillyroydn, 0oOalTb HaCUYeHWUi
PO34YMH OAY B OLTOBIN KMCNOTi/MeTaHoMi 40 TUX Nip, MOKN HE OTPUMAIOTb XXOBTUW/KOPUYHEBWUIA KOTip I2, WO
He Oyge 3HukaTWu. CBITNO-)KOBTOMY PO34YMHY [Al0Th BIiACTOSTUCA MPOTAroM 5 xB, Micns 4oro Hagnuwok |2
racsitb 3a JOMOMOTOHO LUiNKM ackopBiHOBOI KMCNOTK.

Etan 17. OunweHHs 3a gonomoroto 3P-BEPX: OunweHHsa 3a gonomoroto 3®-BEPX BUkOHYOTbL 0apasy
nicns KOXHOro OKUCHEHHs 12. MNpenapaTuBHy KOMOHKY Ans ounweHHs (Phenomenex, Luna, C18(2), 100 A,
250 x 50 MM) ypiBHOBaXyloTb Ha LBWMAKOCTI NoToky 70 mn/xB Ta BukopuctoBytoun 20 % MPB B MPA
(MPA=0,1 % T®K/Boga, MPB=0,1 % T®K B ACN). 1 n norawieHoro OKMCHeHOro NenTuay 3aBaHTaXxyloTb B
YPIiBHOBa)KEHY KOJTOHKY 3i LBKnAkKicTio notoky 70 mn/xB. lNMicns entooBaHHA PPOHTY pO34MHHMKA NpoTarom 60
XBUIIMH BUKOHYIOTb Mporpamy rpagieHta 25-45 % MPB npu 70 mn/xB. Baxanwuii maTepian i3ontoloTb Y
dpakUisx, KOXHY 3 SKMX aHani3ylTb 3a gonomorot aHaniTuyHoi 3P-BEPX. YucTi dpakuii ycix 4oTmpbox
ouneHb 06'egHYIOTE Ta Niodini3yloTb AN OTPUMaHHA odneHoi coni TOK, rotoBoi Ans 06MiHy NpoTHioOHIB.

Etan 18. OOMiH npoTMiOHIB Ha nNpoOTMiOHM aueTtaTty: Ty camy npenapaTtMBHy KonoHky 3®-BEPX
ypiBHOBaxytoTb BuKopucTtoBytoun 5 % MPB B MPA Ha wswngkocTi notoky 70 mn/xs (MPA=0,3 % AcOH vy
Boai, MPB=0,3 % AcOH B ACN, MPC=0,5 M NH40Ac y Bogi). OuuweHy cine TOK nentngy po3vmHsATh Y
50/50 posuunHi ACN/Bogmn Ta po3soaaTb 40 15 % ACN. Po3uuH 3aBaHTaxylTb B YPIBHOBAXEHY KOMOHKY 3i
wenakictTio 70 MN/xB Ta enioTb PPOHT PO3UMHHMKA. 3axonneHnn nentug npomueaoTs 5 % MPB B MPA
npotarom 5 xB. [NoTiM 3axonneHun nentug npommsaoTb 5 % MPB B MPC npoTtarom 40 xB npu 70 mn/xB gns
0BMiHY NPOTMIOHIB Ha NPOTUIOHW aueTaTy. 3axonneHun nentug npommsatoTs 5 % MPB B MPA npu 70 mn/xs
npotarom 10 xB, wo6 Buganutn Bci 3anuwkun NH4OAc i3 cuctemu. HapewrTi, nentug enowTh i3
rpagieHToM 5-70 % MPB B MPA npoTtsirom 60 xBunuH i 3dupatots y dopakii.

Etan 19. OcratoyHa niodinizauis Ta aHani3: 3ibpaHi dpakuii aHani3ytoTb 3a AOMOMOrOK aHamniTU4HOI
30-BEPX, a Bci dpakuii 3 uncrotoo >95 % ob'egHytoTb. 3a gornomMororo niodinisauii ounweHnx dpakuin
oTpumytoTb nentug Ne 104 y Burnagi 6inoro nopoLky 3 yuctoTor >95 %, Bu3HaveHow 3a gonomoroto 3P-
BEPX. lgeHTuuHicTe nentuay nigTBepaxytoTb 3a gonomoroo PX-MC ounweHoro nentuay Ne 104 3
OTPUMaHHAM 2 3apsapKeHux cTaHiB nentuay, M+2/2 3 atomHOW macow, Wo ctaHoBuTb 950 a.o.M. Ta
MOMEKYSAPHOro ioOHYy 3 aTOMHOK Macoto, Wo ctaHoBuTb 1899 a.o.m.

MNPUKNAL 1C: OOOATKOBWMIA PEMPE3EHTATUMBHUM CWMHTE3 NENTUOHMX MOHOMEPIB -
CUHTE3 MNENTUNAY Ac-[Pen]*-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]*-Phe[4-(2-amiHoeTokcn)]-[2-Nal]-[THP]-E-N-[3-
Pal]-Sarc-NH2 (*Pen-Pen YTBOPIOIOTb ANCYNb®IOHNIN 3B'A30K) (SEQ. ID. No. 106) (MEMNTWO Ne 106)

Mentng Ne 106 cMHTe3y0Tb 3a 4ONOMOro MeToAMK TBepaogasHoro cuHTedy Fmoc.

Mentug Ne 106 koHcTpytoTb Ha amigHin cmoni MBHA PiHka 3a gonomorow ctaHgapTHOro CUHTEe3y
Fmoc B ymoBax, onucaHux y nitepatypi. CKOHCTpynoBaHWU NenTug i3ontoThb Bid CMONW Ta rpyn 3axucty
LWMAXOM  BIifLLENMEHHS CWUMbHOK KUCIOTOK Ta noAdanblioro ocamkeHHs. OKUCHEHHs 3 YTBOPEHHSIM
ancynb@igHOro 3B'A3Ky BMKOHYKOTb 3 MoAanblinMm ouneHHam wnsaxom 3P-BEPX ta obmiHOM npoTuioHiB.
3a ponomoroto niodinisauii ounleHnx dpakuin oTPUMYIOTb KiHLeBMI npoaykT, nentug Ne 433.

HabyxaHHs cmonu: 10 r TBepaodasHoi cmonu MBHA PiHka (HaBaHTaxeHHs 0,66 MMonb/r) nepeHocsAThb y
250 mn nentugHy konby i3 dinbTpyBanbHUM ¢piToM, 3'€gHaHHAM 3i WihOBAHOIO CKkna Ta BaKyyMHUM
6iyHuM Baxkenem. Cmorny npoMuBalTb TpU pasu 3a gornomoroto JMOA.

ETtan 1. 3B'adyBaHHA Fmoc-Sarc-OH: BMaaneHHs 3B'A3aHOi CMOJO 3aXMCHOI Fmoc-rpyny BUKOHYHOTb
Wsaxom gogaBaHHA 2 ob6'emiB wapy cmonm 20 % posuunHy 4-metunninepuguHy B OM®A go Habpsiknoi
CMOJNN, OOHOYACHO CTPYLUYOYM NMpoTarom 3-5 xB nepep 3MNMBaHHAM, i MOBTOPHOro AoAdaBaHHA 2 ob'emis
Wwapy CMOMNM pPO34YMHY 4-MeTunninepuanHy, ogHodacHo cTpywyodn npotarom we 20-30 xB. [Micna
BYAaneHHs cMony npomusarTb 3 pasu 3a gonomoro AM®A, ogHovacHo cTpywytodn. Fmoc-Sarc-OH (3



ekB., 6,2 r) posumHsaoTe ¥ 100 mn OM®A pasom 3 Oxyma (4,5 ekB., 4,22 r). lNepen gogaBaHHAM [0
He3axuLLIEHOT CMOMNM BUKOHYIOTb MOMEPEaHI0 akTMBaLilo KUCNoTu wnsaxom gogasaHHa DIC (3,9 exs., 4 mn),
ofHoYacHo cTpylwytoum npotarom 15 xB. Yepes ~15 xB nicna novaTky peakuii 4O Hel AoaalTb OOAATKOBY
anikeoty DIC (2,6 ekB., 2,65 mn). Xig peakuii 3B'si3yBaHHS KOHTPOJTIOKOTb 3a AOMOMOIrOK KOJIOPUMETPUYHOIO
Tecty Kansepa. [licns 3aBeplueHHs peakuii i OO0 noyaTKy HACTYMHOro LUMKIY BUAANEHHS 3axXWUCHOI
rpynu/3B'a3yBaHHs CMOIY NpoMMBaOThL 3 pasu 3a gonomoroto [M®PA, ogHO4aCHO CTPYLLYOYM.

Etan 2. 3B'sdyBaHHA Fmoc-3Pal-OH: BuganeHHs 3axucHoi Fmoc-rpynn 3HOBY BMKOHYETLCS LUSIXOM
nocnigosHoro gogaeaHHs 2 o6'emis wapy cmonu 20 % po3uunHy 4-metunninepyuanHy B IM®A, oamH pas Ha
3-5 xBunuH i gpyrnin pa3 Ha 20-30 XBWNKWH, 3nNnBatoYM Po3vnH Mk onepauisamu. NoTim cmony npommsaroTb 3
pasn nepen 3B'A3yBaHHAM i3 3axuweHum 3-nipugun-anadiHom (3Pal). Fmoc-3Pal-OH (3 ekB., 7,8 1)
po3uunHaTe Yy OM®A pasom 3 Oxyma (4,5 eks., 4,22 r). [Nepen gogaBaHHAM OO Sarc-amigHOi cMmonm
BMKOHYIOTb nonepeaHio aktmeauito 3a gonomorot DIC (3,9 eks., 4 mn) npotarom 15 xBunuH. Yepes 15
XBUNWH OO0 peakuii gogatTb gogatkosy aniksoty DIC (2,6 eks., 2,65 mn). Nicns 3aBeplueHHs peakuil, Wo
BM3Ha4alTb 3a JornoMorow TecTy Kansepa, i OO noyvaTKy HaCTYNHOro UWKMY BWOAMNEHHSA 3aXUCHOI
rpynu/3B'adyBaHHs CMOMy 3HOBY NMPOMMBaIOTL 3 pa3u 3a gonomorowo JAMOA.

Etan 3. 3B'sdyBaHHa Fmoc-Asn(Trt)-OH: Fmoc BupansioTb 3 N-kiHus 3B'A3aHoro cmonoto 3Pal i
NpoOMMBalOTh, SIK onucaHo paHiwe. Fmoc-Asn(Trt)-OH (2 eks., 8 r) po3uuHsioTe y 100 mn JM®A pasom 3
Oxyma (3 eks., 2,81 r). 3a ~15 xBunuMH nepep popaBaHHsaM go 3Pal-Sarc-amigHoi cmonu go peakuii
popatote DIC (2,6 ekB., 2,65 mn) ona nonepeaHboi akTuBauii kucnotn. Yepes ~15 xBUNUH O peakuil
popatoTe gogatkosy aniksoty DIC (1,4 ekB., 1,43 mn). [Micna 3aBeplueHHA peakuii, WO BU3Ha4YalTb 3a
gonomoroto Tecty Kansepa, i 4O novaTKy HAacCTyMHOrO LMKy BUAANEHHSA 3aXUCHOI rpynn/3B'a3yBaHHS cMony
npommnBatoTb 3 pasu 3a gonomoroto JAMOA.

Etan 4. 3s'asyBaHHs Fmoc-Glu(OtBu)-OH: Fmoc BugansatoTe 3 N-KiHLS 3B'A3aHOr0 CMOJIOK acnaparidy i
npommBaloTb cmony 3a gonomoroo OM®A, sk onucaHo padiwe. Fmoc-Glu(OtBu)-OH (2 eks., 5,91 r)
posdnHsaoTe y 100 mn OM®A pasom 3 Oxyma (3 ekB., 2,81 r). 3a ~15 xBunMH nepen gogaBaHHAM [0
Asn(Trt)-3Pal-Sarc-amigHoi cmonu go peakuii gogatote DIC (2,6 eks., 2,65 mn) ana nonepeaHboi akTuadii
kucnotu. Yepes ~15 xBunuH go peakuii gogatoTe gopatkoBy aniksoty DIC (1,4 eks., 1,43 mn). lNicns
3aBEepLUEHHs peakuii, Wo BM3Ha4yalTb 3a gornomoroto TecTy Kansepa, i 4O noyaTky HaCTynHOro UMKy
BMAANeHHs1 3aXMCHOI rpynu/3B'sisyBaHHS CMOIY NPoMMBatoThb 3 pa3u 3a gornomoroto JMOA.

Etan 5. 3B'asyBaHHa Fmoc-THP-OH: Fmoc BupgansiooTs 3 N-kiHUSA 3B'd3aHOro cmonow nentugy i
npoMmBaloTb CMOfy, SIK onucaHo padiwe. Fmoc-THP-OH (3 eks., 7,36 1) posunHsatoTe y 100 mn JMOA
pasom 3 Oxyma (4,5 ekB., 4,22 r). 3a ~15 xBunvH nepeq gogasaHHAM Ao Glu(OtBu)-Asn(Trt)-3Pal-Sarc-
amigHoi cmonu go peakuii gogatote DIC (3,9 ekB., 4 mn) ana nonepenHboi akTueadii kucnotun. Yepes ~15
XBUNWH A0 peakuii gogatwTb godaTtkoBy aniksoty DIC (2,6 eks., 2,65 mn). licna 3aBeplieHHsA peakuii, LWo
BM3Ha4alTb 3a JonomMorot TecTy Kanmsepa, i OO nodvaTKy HACTYNHOrO UWKMY BWOAMNEHHSA 3aXUCHOI
rpynu/3e'asyBaHHs CMOY NpoMmUBaTb 3 pasu 3a gonomoro JMOA.

Etan 6. 3B'asyBaHHa Fmoc-L-Ala(2-HadpTun)-OH (Nal): Fmoc Bugansiote 3 N-KiHUSA 3B'S3aHOro CMOIoo
nenTuay i NPOMMBAOTb CMONY, SK onMcaHo paHiwe. Fmoc-L-Ala(2-HacdpTun)-OH (3 exs., 8,66 r) po34mHAOTbL
y 100 mn OM®A pasom 3 Oxyma (4,5 exB., 4,22 r). 3a ~15 xBunuH nepepn gogasaHHam go THP-Glu(OtBu)-
Asn(Trt)-3Pal-Sarc-amigHoi cmonu go peakuii gogatote DIC (3,9 eks., 4 Mn) ons nonepeaHbol akTusaLil
kucnotn. Yepes ~15 xsunuH gopatoTb gogatkosy aniksoTy DIC (2,6 eks., 2,65 mn). lNicna 3aBepLueHHS
peakuii, WO BW3HayaloTb 3a gornomorot Tecty Kansepa, i 0O noyaTKy HacCTYMHOro UWKMAY BuOANEHHA
3axXMCHOI rpynun/3B'a3yBaHHSA CMOIY 3HOBY NpoMuBaoTb 3 pasu 3a gonomoroto JMOA.

Etan 7. 3B'a3yBaHHs Fmoc-4-[2-(Boc-amiHo-eTokewn)]-L-deHinanaHiH (Fmoc-AEF): Fmoc BugansioTts 3
N-KiHUS 3B'A3aHOr0 CMOJIOK MENTuAy i MPOMMBAKOTb CMOJSy, SIK ONMUCAHO paHiwe. Fmoc-4-[2-(Boc-amiHo-
eTokem)]-L-dpeHinanaHiH(3 exs., 10,8 r) posumHsaoTs y 100 mn AM®A pasom 3 Oxyma (4,5 ekB., 4,22 1). 3a
~15 xBunuH nepen popaBaHHaM Ao Nal-THP-Glu(OtBu)-Asn(Trt)-3Pal-Sarc-amigHoi cmonu o peakuii
popatotb DIC (3,9 ekB., 4 Mn) Anga nonepegHbOl akTMBauii kucnotn. Yepes ~15 xBunvH o peakuii 4ogarTb
popatkoBy aniksoty DIC (2,6 eks., 2,65 mn). lNicns 3aBeplleHHsA peakuii, WO BU3Ha4aloTb 3a 4OMOMOro
TecTty Kansepa, i 4O noyaTKy HACTYNHOro LMKNY BUAAMNEHHS 3aXMCHOI rpynu/3B'a3yBaHHS CMONY NPpOMMBaOTb
3 pasu 3a gonomoroto IM®PA,

ETtan 8. 3B'agyBaHHa Fmoc-Pen(Trt)-OH: Fmoc BugansioTe 3 N-kiHUA 3B'S3aHOr0 CMOMOK nentuay i
NpPOMMBAIOTL CMONY, SK onucaHo paHiwe. Fmoc-Pen(Trt)-OH (3 eks., 12,14 r) posunHsaoTb ¥ 100 mn MDA
pasom 3 Oxyma (4,5 ekB., 4,22 r). 3a ~15 xBunuH nepen gogasaHHsam 0o AEF-Nal-THP-Glu(OtBu)-Asn(Trt)-
3Pal-Sarc-amigHoi cmonu go peakuii gogatote DIC (3,9 ekB., 4 Mn) Ana nonepeaHbOl akTuBaLil KUCNOTW.
Yepes ~15 xBuUnNuH go peakuii gogatoTb gogatkoBy anikeoTy DIC (2,6 ekB., 2,65 mn). [Micna 3aBepLueHHs
peakuii, WO BM3Ha4yalTb 3a gonomorot TecTy Kamnsepa, i 40 nodaTKy HACTYMHOrO LUMKAY BuAaneHHs
3aXMCHOI rpynu/3B'a3yBaHHSA CMOJTY 3HOBY NpOMUBAtOTh 3 pasu 3a gonomorow [MOA.

Etan 9. 3B's3yBaHHa Fmoc-Lys(Ac)-OH: Fmoc BuganstoTb 3 N-kKiHUSA 3B'A3aHOro CMOSIOK nentuay i
NPOMMBAOTbL CMOJY, K OnNucaHo paniwe. Fmoc-Lys(Ac)-OH (2 eks., 5,4 r) posunHstotb y 100 mn pasom 3
Oxyma (3 exs., 2,81 r). 3a ~15 xBunuH nepep gogaBaHHaM o Pen(Trt)-AEF-Nal-THP-Glu(OtBu)-Asn(Trt)-
3Pal-Sarc-amigHoi cmonu go peakuii gogatotb DIC (2,6 ekB., 2,65 Mn) Ana nonepeaHbOl akTuBaLii KUCNOTH.



Yepes ~15 xBunuH Jo peakuil gogatTb gogatkoBy aniksoTty DIC (1,4 eks., 1,43 mn). Nicna 3aeeplueHHs
peakuii, o Bu3HayaloTb 3a gonomoroto Tecty Kawsepa, i OO novaTky HACTYNHOrO LUMKNY BUAANEHHSs
3axXMCHOI rpynun/3B'a3yBaHHsA CMOMy 3HOBY NpomMuBatoTb 3 pasu 3a gonomoroto JMOA.

Etan 10. 3B'a3yBaHHss Fmoc-7-Phe-Trp-OH: Fmoc BugansioTb 3 N-KiHUsI 3B'I3aHOr0 CMOIO nentuay i
NPOMMBALOTL CMOJ1Y, SIK onmncaHo padiwe. Fmoc-7-Ph-Trp-OH (2 ekB., 5,81 r) posunHstotb y 100 mn pasom 3
Oxyma (3 ekB., 2,81 r). 3a ~15 xBunuH nepepn gogaBaHHaM 00 Lys(Ac)-Pen(Trt)-AEF-Nal-THP-Glu(OtBu)-
Asn(Trt)-3Pal-Sarc-amigHoi cmonu go peakuii gogatote DIC (2,6 ekB., 2,65 mn) ansg nonepeaHboi akTuBadii
kncnotn. Yepes ~15 xBunuH go peakuii gogatoTb gopgatkoBy anikeoty DIC (1,4 ekB., 1,43 wmn). licna
3aBepLUEeHHs peakuii, Wo BM3Ha4yalTb 3a Aornomorok TecTy Kansepa, i O nodaTKy HACTYMHOrO LMKy
BMAAINEHHS 3aX1CHOI rpynu/3B'a3yBaHHA CMOMY 3HOBY NpomMuBatoTb 3 pasum 3a gonomoroto JMOA.

Etan 11. 3B'asyBaHHa Fmoc-Thr(tBu)-OH: Fmoc BugansioTte 3 N-kiHUA 3B'A3aHOr0 CMONOK Nentugy i
NPOMMBAIOTb CMONY, sk onucaHo paHiwe. Fmoc-Thr(tBu)-OH (4 eks., 10,5 r) po3unHstots y 100 mn pasom 3
Oxyma (6 ekB., 5,62 r). 3a ~15 xBunuH nepen gopaBaHHAM A0 7-Ph-Trp-Lys(Ac)-Pen(Trt)-AEF-Nal-THP-
Glu(OtBu)-Asn(Trt)-3Pal-Sarc-amigHoi cmonu o peakuii gogatote DIC (5,2 eks., 5,3 mn) ona nonepegHbol
akTmBauii knucnotu. Yepes ~15 xBunuH fo peakuii gogatotb gopgatkosy anikeoty DIC (2,6 eks., 2,65 mn).
Micna 3aBepLleHHs peakuii, Wo BM3Ha4YaoTbh 3a gonomoroto Tecty Kansepa, i 40 noyaTKy HACTYMHOro LMKy
BMAANeHHs1 3aXMCHOI rpynu/3B'si3yBaHHS] CMOIY 3HOBY NPOMUBAlOTb 3 pasu 3a gonomoro IMOA.

ETtan 12. 3B'a3yBaHHA Fmoc-Asn(Trt)-OH: Fmoc Bugansitote 3 N-KiHUS 3B'\3aHOro cMonot nentuay i
NPOMMBAOTb CMOIY, sIK ONncaHo paHiwe. Fmoc-Asn(Trt)-OH (4 eks., 15,8 r) po3umHaoTs y 100 mn pasom 3
Oxyma (6 ekB., 5,62 r). 3a ~15 xBunuH nepeq gogasanHam 8o Thr(tBu)-7-Ph-Trp-Lys(Ac)-Pen(Trt)-AEF-Nal-
THP-Glu(OtBu)-Asn(Trt)-3Pal-Sarc-amigHoi cmonm (SEQ ID NO:533) go peakuii gogatots DIC (5,2 eks., 5,3
MIT) ANS nonepeaHbol akTmeauil kuenotu. Yepes ~15 xBunuH go peakuii gogatote gogatkosy aniksoTy DIC
(2,6 eks., 2,65 mn). MNicnsa 3aBepLIeHHS peakLii, LWo BM3HA4YaoTb 3a gornomoroto Tecty Kansepa, i 4o novatky
HaCTYMHOrO LMKINY BUAANEHHS 3aXUCHOI rpyni/3B'a3yBaHHs CMOMy 3HOBY MPOMMBAIOTL 3 pasu 3a 4OMOMOro
OMOA.

Etan 13. 3B'asyBaHHa Fmoc-Pen(Trt)-OH: Fmoc Bugansatote 3 N-KiHUA 3B'A3aHOr0 CMonow nentugy i
NpPoOMMBaOTb CMOJY, SIK onmcaHo padiwe. Fmoc-Pen(Trt)-OH (2 eks., 8,1 r) po3unHsaiote y 100 mn JMOA
pasom 3 Oxyma (3 eks., 2,81 r). 3a ~15 xBunuH nepea gogasanHAM go Asn(Trt)-Thr(tBu)-7-Ph-Trp-Lys(Ac)-
Pen(Trt)-AEF-Nal-THP-Glu(OtBu)-Asn(Trt)-3Pal-Sarc-amigHoi cmonu (SEQ ID NO:534) no peakuii gogawTb
DIC (2,6 ekB., 2,65 mn) ana nonepedHbol akTuBauii kucnotu. Yepes ~15 xBunuH o peakuii gopatroTb
popatkosy aniksoty DIC (2,6 eks., 2,65 mn). lNicna 3aBepLueHHs peakLil, Lo BU3Ha4aloTb 3a AONOMOrow
Tecty Kansepa, i 4O noyaTKy OCTaTOYHOrO BWOANEHHSA 3aXUCHOI rpynu Ta KenyBaHHS CKOHCTPYMOBAaHOro
nenTuay OLTOBOK KACIOTOK CMOSY 3HOBY NpoMuBatoTh 3 pasu 3a gornomoroto JMOA.

Etan 14. KenyBaHHs aueTunbHoto rpynot: Fmoc BugansioTe 3 N-kiHUS 3B'A3aHOr0 CMOIOK Nentuay i
NpoOMMBaKTb CMOMy, $SK onucaHo paHiwe. 150 wmn peareHTy ansa kenyBaHHa A (TId/ouTtosun
aHrigpug/nipuanH, 80:10:10) gopgatTs 0 ckoHcTpywoBaHoi Pen(Trt)-Asn(Trt)-Thr(tBu)-7-Ph-Trp-Lys(Ac)-
Pen(Trt)-AEF-Nal-THP-Glu(OtBu)-Asn(Trt)-3Pal-Sarc-amigHoi cmonm (SEQ ID NO: 535) i cTpywytoTb
npotarom 30 xB. Cmony npomuBatTe 3 pa3u 3a gonomoroto OM®A, notim 5 pasis 3a gonomoroto OXM.
Cwmony po3ginstoTe Mix 5-50 Mn LeHTpUdyKHUMK NpobipkaMuK Ta NomiwaTb y Bakyym Ha 1,5 roamHu nepeg
posLlensieHHaM 3a gonomoroto TOK,

ETan 15. PoswenneHHa TOK Ta ocagxeHHs edipom: roTyioTb 200 Mn BigwennoBanbHOro pos3yunHy TOK
(90/5/2,5/2,5 TOK/Boan/Tips/DODT). 40 mn po3uvMHy JodalwTb A0 KOXHOI i3 5 nmpobipok, Wo MicTaTb
3axvLEeHnn 3B'A3aHWA CMOMOK nenTua, | CTPYWYyTb MPOTAroM [ABOX roauH. BukopuctaHy cmony
BiAinbTpOBYIOTE, @ biNbTpaT piBHOMIPHO po3ainsalTe Mk 18-50 mn ueHTpudyxHUMKU Npobipkamn Ons
ocamkeHHs1. Y KOXHY npobipky 4OAalTb XONOOHUIM JieTunoBun edip, WO yTBOpOE Binui ocad, siKuin NoTim
ueHTpudyrytots. Edip 3nuBatoTe Ta BUKOHYIOTH LWe 2 NPOMMBAaHHA ocady 3a gonomoroto edipy. OtpumanHui
Ginun ocapg cywaTb NPOTArOM HOMI Yy BUTSDKHIN Wadi ANg OTPMMaHHSA HEOUYMLLEHOIO BiAHOBIIEHOrO NenTuay.

Etan 16. OKWCHEHHs1 3 YTBOPEHHAM AWNCYNbMIAHOTO 3B'A3KY: HEOYULLEHWA NEenTuh OKUCHIOTb Ta
OYMLYOTE YoTMpMa napTismMu no 1 n. ~2,5 r HeouuweHoro nentuay po3dnHsaTs B 1 N 20 % posdnHy
ACN/Bogn. o 1 n nenTMOHOro Po34MHYy MO Kpannsx, OAHOYACHO Mnepemillyroydn, OoOalTb HacUyeHuin
PO34YMH MOAY B OUTOBIN KUCMOTI/MeTaHoMi A0 TUX Nip, MOKU HE OTPUMAIOTb XXOBTUW/KOPUYHEBUIA KOTip |2, WO
He Oyge 3HMKaTu. CBIiTNO-XXOBTOMY PO34MHY AaloTb BiACTOSTUCHA NPOTAroM 5 xB, MiCns Yoro Hag MoK Iz
racsiTb 3a 4OMNOMOrOH0 LLiNKKM ackopbiHOBOI KUCMOTMW.

Etan 17. OuunweHHs 3a gonomoroto 3®-BEPX: OuniieHHsa 3a gonomoroto 3®-BEPX BUKOHYIOTL 0apa3sy
nicnsi KOXXHOrO OKMUCHEHHSA 2. MNMpenapaTuBHY KONMOHKY Ansa ouvneHHa (Phenomenex, Luna, C18(2), 100 A,
250 x 50 mMm) ypiBHOBaXxylOTb Ha WBWMAKOCTI MoToky 70 mn/xB Ta Bukopuctosytoum 20 % MPB B MPA
(MPA=0,1 % T®K/Boga, MPB=0,1 % T®K B ACN). 1 51 noralieHoro OKMCHeHOro NenTuay 3aBaHTaXylTb B
YPIBHOBa)XEHY KOJTOHKY 3i LUBUAKICTIO NOTOKy 70 mn/xB. icnsa entoBaHHS OPOHTY po3ymMHHMKA NpoTsirom 60
XBUIIMH BUKOHYIOTb Mporpamy rpagieHta 25-45 % MPB npun 70 mn/xe. BaxaHnuin maTepian i3onooTb y
dpakuisx, KOXHY 3 SIKMX aHani3ytoTb 3a gornomorot aHanitmdHoi 3O-BEPX. YucTi dpakuii ycix 4yoTnpbox
ounLLeHb 06'eaHYOTE Ta NiogIini3yloTb ANA OTPMMaHHSA ouumweHoi coni TOK, rotoBoi gnst 0GMiHy NPOTMIOHIB.

Etan 18. OBMiH nNpoTMiOHIB Ha nNpOTMiOHM aueTaTty: Ty camy npenapaTuBHy konoHky 3®-BEPX



ypiBHOBaXxyl0Tb BukopuctoBytoun 5 % MPB B MPA Ha wewngkocti notoky 70 mn/xs8 (MPA=0,3 % AcOH y
Boai, MPB=0,3 % AcOH B ACN, MPC=0,5 M NH40Ac y Bogi). OuuweHy cinb TOK nentnay po3ymHaATh Y
50/50 posuunHi ACN/Boamn Ta po3sogsaTtb 40 15 % ACN. Po3uuH 3aBaHTaxyloTb B YPIBHOBAXEHY KOMOHKY 3i
wBwuakicTio 70 MN/XB Ta entoTb PPOHT PO3YMHHMKA. 3axonneHu nentug npommusaote 5 % MPB B MPA
npotarom 5 xB. [NoTiM 3axonneHun nentug npommeaoTb 5 % MPB B MPC npoTtsarom 40 xB npu 70 mn/xB gns
0OMiHY MPOTMIOHIB Ha NPOTMIOHM aueTaTy. 3axonneHun nentug npommsatTs 5 % MPB B MPA npu 70 mn/xB
npotarom 10 xB, wo6 Bupganutu Bci 3anuwkn NH4OAc i3 cuctemu. HapewrTi, nentug enowTh i3
rpagieHToM 5-70 % MPB B MPA npoTtsrom 60 xBunuH i 3dmpatots y dopakuii.

ETtan 19. Octato4yHa nioginisauia Ta aHani3: 3ibpaHi pakuii aHani3yloTb 3a AONOMOIroK aHaniTUYHOI
3®-BEPX, a Bci dpakuii 3 unctotoro >95 % o6'egHytotb. 3a gonomoroto niodpinizauii ounieHmnx dpakLin
oTpumytoTb nentug Ne 106 y Burnsagi 6inoro nopouuky 3 ynctotoro >95 %, BM3HaveHow 3a gonomorotn 3d-
BEPX. lpeHTuuHicTe nentuay nigTBepaxyoTb 3a gonomorod PX-MC ounmweHoro nentuay Ne 106 3
OTPUMaHHAM 2 3apakeHux cTaHiB nentuay, M+2/2 3 atomHoO Maco, wo craHoBuTb 981 a.o.Mm. Ta
MOJEKYNSIPHOrO iOHY 3 aTOMHOK Macolo, Lo cTaHOBUTL 1961 a.o.m.

MPUKNAL 2: XAPAKTEPUCTUKN NPUMHIYEHHSA MENTUOOM 3B'A3YBAHHSA IHTEPNEMKIHY-23 3
PELIENTOPOM IHTEPNEWKIHY-23

byna BukoHaHa onTuMi3auis nenTuaiB Ans igeHTudikauil nenTuaHnx iHridiTopie curHanbHoro wnsxy IL-
23, aKTMBHMX 3a@ HM3bKMX KOHUeHTpaui (Hanpuknag ICso <10 HM). Mentugm Gynu npoTtecToBaHi Ans
ideHTUikauii nenTugie, SAKi - NPUrHiYYyOTb  3B'A3yBaHHA [L-23 3 IL-23R  noguHM Ta MpUrHivyloTb
dyHKUiOHanNbHY akTuBHICTb IL-23/IL-23R, sIKk onncaHo HMXYe.

Bynu npoBegeHi aHanian AnNa BU3HAYEHHS aKTUBHOCTI NenTugiB, K OMMCaHO HWXYe, i pesynbTatn LuxX
aHanisiB npegcrtasneHi B Tabnuui E1A i tabnuui E1B. I®PA niogvHm BigHOCUMTBCA OO0 aHanisy MeToaom
KOHKypeHTHoro 3B'a3yBaHHs 1L23 3 IL23R, onucaHoro Huxye, I®A wypiB BiAHOCMTBLCS OO aHanisy Metoaom
KOHKYpPeHTHOro 3B'asyBaHHs IL-23R wwypiB, onucaHoro Hwx4e, a HTRF-aHanis pSTAT3 BigHocutbcs Ao
KniTuHHoro aHanisy IL-23R-pSTAT3 y DB-knituHax, onucaHoro Hwk4e. [Nentngn, onucadi B Tabnuui E1A i
Tabnuui E1B, uuknizoBaHi 3a gonomorow AMCynbdigHOro MiCTKa, YTBOPEHOro MK ABOMa LMUCTEIHOBUMMU
3anvMwkamn B umx nentuagax. Nentuaun, onucaHi B Tabnuui E2, umknizoBaHi 3a Oonomorow TioedipHOro
3B'AI3KY, YTBOPEHOr0 MiXK BKa3aHMMW aMiHOKUCIOTHMMM 3anuuwkamu. Y Tabnuui E2 npegcrtaBneHa
iNlocTpaTMBHA CTPYKTYpa, WO OMWCYE UMKMi3auUilo 3a AO0MOMOrok TioedipHOro 3B'A3Ky, Ky B Tabnuui
HasnBalTb TEPMIHOM "UMKIIO" i SIka MO3HAYae UMKNIYHY AiNsHKY B AyXkax 6e3nocepeHbo nicrs TepMiHy. Y
Jeskux nentuais 3anuwok Abu NPUCYTHINA Y BKazaHOMY MOJSIOXEHHI, TOAi SK B iHWMX BapiaHTax 34iMCHEHHS,
Hanpwuknag noB'A3aHnX i3 HELMKMi3oBaHO opMoto, 3anuwwok Abu moxe ByTn nosHadeHun sk Ser(Cl) abo
homoSer.

I®A MeToOOM KOHKYPEHTHOrO 3B'A3yBaHHs 1L23 3 IL23R

MnaHweT Immulon® 4HBX nokpusanu 50 Hr IL23R_huFC Ha nyHky Ta iHKyOyBanu npoTsarom Houi 3a
TemnepaTypu 4 °C. JlyHkn npommuBanu 4oTvpu pasu 3a gonomoroto PBST, 6nokysanu 3a gonomoroi PBS,
wo Mictutb 3 % 3HEXMPEHOro Morioka, NPoTaAroM 1 rogvHM 3a KiMHATHOI Temnepatypu Ta MOBTOPHO
npomMmMBanu 4oTupw pasu 3a gonomorot PBST. Y koxHy nyHKy gogasanu cepilHi po3BeAeHHsI TeCTOBaHMX
nenTuais pasom 3 IL-23 B KiHLEBIN kOHUEHTpaLii 2 HM, po3BefeHi B aHaniTnuHomy 6ydepi (PBS, wo mictntb
1 % 3HeXxvpeHOro Morioka), Ta iHKyOyBanM npoTdArom 2 roguMH 3a KiMHaTHOI TemnepaTtypu. [licna
NPOMMBAHHS NMYHOK 3B'A3aHUi |IL-23 BUSBNSANM LWASXOM iHKYOyBaHHSA 3a gonomMoroto 50 Hr NoniknoHanbHMX
aHTuTIn ko3n go p40 (R&D Systems, Ne AF309), po3BeaeHux B aHaniTM4HOMY Oydepi y KOXHIR NnyHuj,
npoTtaroMm 1 roguHM 3a KiMHaTHoI TemnepaTtypu. JIyHKM MOBTOPHO MpOMMBanNu 4YOTWPK pasu 3a 4OMNOMOrow
PBST. MNoTim gogaBanu BTOPWMHHI aHTUTING, koH'toroBaHi 3 HRP aHTuTtina ocna go 1gG ko3m (Jackson
ImmunoResearch Laboratories, Ne 705-035-147), po3BefeHi y cniBBigHoweHHi 1:5000 B aHanitMdHomy
Oydbepi, Ta iHkybyBanu npotarom 30 XBMIMH 3a KiMHATHOI TemnepaTypu. B KiHUi nnaHweT npomuBanu, sk
onuncaHo Buue. CurHanu BisyanisyBanu 3a JOMNOMOrOK O4HOKOMMOHEHTHOro membpaHHoro cybetpaty HRP
Ha ocHoBi TMB, racunu 2 M cip4aHOK KXCIOTOK Ta CNEeKTPOOTOMETPUYHO 3umTyBann 3a 450 HM.
3HaueHHs1 ICso ons pisHMX TECTOBAHUX NENTUAIB, BU3HAYEHI HA MiACTaBi LMX JaHWUX, NpeacTaBneHi B Tabnuui
E1A i Tabnuui E1B.

I®A MeTo4OM KOHKYPEHTHOrO 3B'a3yBaHHs IL-23R wwypis

MnaHweT gnsa aHanisy nokpmeanu 300 Hr IL-23R_huFC wypiB Ha nyHKy Ta iHKyOyBanM NpoTArom Houi 3a
TemnepaTtypu 4 °C. JlyHkM npomuBanu, OrnokyBanuM Ta NpoMMBanM MOBTOPHO. Y KOXHY NYHKY gogaBanu
CEepilHi po3BefEeHHs1 TecToBaHUX nentuaiB pasom 3 IL-23 B KiHUEBIN KoHUeHTpauii 7 HM Ta iHkyOyBanm
NpoTAroM 2 roguH 3a KiMHaTHOI Temnepatypu. [licns npoMmBaHHA NyHOK 3B'A3aHui IL-23 BusBnanu 3a
[OMNOMOrOI0 NOMIKMOHaNbHMX aHTUTIN Ko3n Ao p40 i3 3acTocyBaHHAM KoH'toroBaHux 3 HRP aHTuTin ocna go
IgG ko3u. CurHanu BidyanisyBanu 3a LOMOMOIOK OLHOKOMMOHEHTHOrO MembpaHHoro cybctpaty HRP Ha
ocHoBi TMB, racunun 2 M cipyaHoto kucnotor. 3HaveHHs [Cso Anst pisHUX TECTOBaAHWX NENnTUAiB, BU3HAYEHI
Ha MigcTaBi UMX AaHux, npeacTtaeneri B Tabnuui E1A-E3B.

KnitnHHui ananis IL23R-pSTAT3 y DB-knitnHax

IL-23 Bigirpae ronoBHy porsb Yy NigTpuMUi Ta 36epexeHHi agndepeHuitoBaHHa Th17 in vivo. BeaxaeTtbcs,
Lo LUer npouec ornocepeakoBaHUA MepeBaXHO nepefaBayvyeM CUrHamy Ta akTMBaTOPOM TpaHcKpunuii 3



(STAT3), npu ubomy doccopunioBaHHa STAT3 (3 ytBopeHHaM pSTAT3) npu3BoauTb A0 NiABULLIEHHSA
ekcnpecii RORC Tta nposanansHoro IL-17. JaHum kniTuHHUM aHanisom nepesipstoTbed piBHi pSTAT3 B IL-
23R-ekcnpecytouunx DB-knitTuHax y pasi ctumynsuii IL-23 B NpUCYTHOCTI TECTOBAHUX CMOMYK. Y KOXHY FTYHKY
96-NyHKOBOro MnnaHweTy Ana TKaHuHHUX KynbTyp (Corning, Ne CLS3894) popaBanu cepiliHi po3BeaeHHs
TecToBaHuX nentuaiB pasom 3 IL-23 (Humanzyme, Ne HZ-1261) B kiHUeBin koHLeHTpauii 0,5 HM. DB-kniTuHu
(ATCC, Ne CRL-2289), kynbtuBoBaHi B cepegoBuwli RPMI-1640 (Thermo Scientific, Ne 11875093),
ponosHeHoMy 10 % FBS, BuciBanu y kinbkocTi 5 x 10E5 KNiTUH y KOXHY NyHKY Ta iHKybyBanu npotsirom 30
XBUNWH 3a Temnepatypu 37 °C y 3BonoxeHoMy iHkybaTopi B cepegoBuLli 5 % CO2. 3miHM piBHiB docdo-
STAT3 y KNiTUHHUX ni3aTax BUMABNSANM 3a LONOMOrok Habopy Ans KnitTHHoro aHanisy pSTAT3 (Tyr705)
wnaxom HTRF BupobHuutea Cisbio (Cisbio, Ne 62AT3PEH) BignosigHo go npotokony BupobHuKa
ABonnaHweTHoro aHanisy. 3HayeHHst ICso, BU3HaYeHi Ha niacTasi UMX gaHux, npeactaBneHi B Tabnuui E1A i
Tabnuui E1B. "H/3" abo "0" o3Havae, Wwo AaHi we He BU3Ha4YeHo.

PBMC-anani3 pSTAT3

KpiokoHcepBOBaHi MOHOHYKNeapHi kniTnHu nepudpepuyHoi kposi (PBMC) Big 3gopoBux [oOHOpIB
po3MOpOXyBanu Ta ABiYMi NpoMmBanuM B cepefoBulli Ans po3MHOXeHHS T-knituH ImmunoCult-XF  (XF-
TCEM), gonoBHeHOMy aHTuarperatHumM po3dmHom CTL. KnituHu nigpaxoByBanu, NOBTOPHO cycrneHayBanv B
KinbkocTi 2 x 10° kniTuH Ha mn cepegosuwa XF-TCEM, gonoBHeHoro neHiyuniHom/ctpentoMiunHom i 100
Hr/mn IL-1B3 (BioLegend, 579404), Ta KynbTuByBanu B konbax Anst TKAHWHHUX KynbTyp, NOKPUTUX aHTU-CD3
aHTuTinamun (eBioscience, 16-0037-85 abo BD Pharmingen, 555329) 3a temnepatypu 37 °C B cepeaoBuLLi
5 % CO2. Ha 4 peHb kynbTypn PBMC 36upanwu, ggivi npommuanu B cepegouili RPMI-1640, nonoBHeHOMY
0,1 % BSA (RPMI-BSA), Ta inkybyBanu B cepegosuwi RPMI-BSA y BepTukanbHux konbax Ans TKaHWMHHUX
KynbTyp npoTtarom 4 roguH 3a Temnepatypu 37 °C B cepegosuwi 5 % COz. lMicnsa uboro "ronogyBaHHs" 6 x
10* knituH y 30 mkn RPMI-BSA nepeHocunu B KOXHY NyHKy 384-myHKOBOro nnadweTa 3 nonepeaHbo
HaHeceHuM nentugom abo AMCO. KnituHu iHkyGyBanu npotarom 30 xBUNvH nepeq gogaBaHHaM IL-23 B
KIHLEBIN KOHueHTpauii 5 Hr/mn. KnitmHum ctumynioBany umTtokiHOM npotarom 30 xBUNUH 3a TemnepaTypwu
37 °C B cepegoBuLli 5 % CO2, nepeHocunu Ha nig Ha 10 xBunuH Ta nisysanu. Jlisatn knituH 36epiranu 3a
TemnepaTypu -80 °C o BumMiptoBaHHs dpocdopunboBaHoro STAT3 3a 4oNoMOrow naHenbHoro Habopy ans
BM3Ha4veHHst poco-STAT (Meso Scale Discovery, K15202D).

Tabnuusa E1A

IC50c poaaTkoBUX iNOCTpPATUBHUX NENTUAIB AAHOro BUHaxoay

HTRF- PBMC-

SEQ ID NO. / Ne Hocni —_ aHanis aHanis

nentugy OCTMIAOBHICTL pSTAT3 pSTAT3
(HM) (HM)

1 Ac-[(D)Arg]-[Abu]-Q-T-[W(7-Ph)]-[Lys(Ac)]-[Cys]-Phe[4-(2- 123
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-dK-[Sarc]-NH2 '
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

2 amiHoeTokcm)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu)]- 0,742
[Sarc]-NH:2

3 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.456
amiHoeTokcm)]-[3-Quin]-[THP]-E-N-[(D)Lys]-[Sarc]-NH: '
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

4 amiHoeTokcu)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[(D)His]- 0,722
[Sarc]-NH:2

5 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.209 26
amiHoeTokcm)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NH2 ' '

6 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.405 4.4
amiHoeTokcm)]-[3-Quin]-[THP]-E-N-[(D)Leu)]-[Sarc]-NH2 ' '
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

7 amiHoeTokcm)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]- 0,877
[Sarc]-NH2

8 Ac-[(D)Arg]-[Abu]-Q-T-W-Q-[Cys]-Phe[4-(2-amiHoeToKcwH)]-[2- 1
Nal]-[THP]-E-N-N-[(D)NMeTyr]-NHz;

9 Ac-[(D)Arg]-[Pen]-Q-T-W-Q-[Pen]-Phe[4-(2-amiHoeToKkcK)]-[2- o4
Nal]-[THP]-E-N-N-[(D)NMeTyr]-NHz;




10

Ac-[(D)Arg]-[Pen]-Q-T-W-Q-[Peni-Phe(4-(2-amitoeTokcn)]-2-
Nall-[THP]-[aMeGlu]-N-F-[(D)NMeTyr]-NHz;

4,3

11

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[3-Quin]-[THP]-E-N-[(D)Lys]-[Sarc]-NHz;

0,433

54

12

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokeu)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[Sarc]-NHz;

0,519

10

13

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[3-Quin]-[THP]-E-N-[(D)Leu]-[Sarc]-NHz;

0,319

14

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-
[Sarc]-NHz;

0,573

15

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[3-Quin]-[THP]-E-N-H-[Sarc]-NHz;

0,264

2,2

16

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokem)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NHz;

0,156

19

17

Ac-[Abu]-Q-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-[Sarc]-
NH2;

0,791

18

Ac-[Abu]-Q-T-[W(7-Ph)]-[Lys(Ac)]-[Cys]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-[Sarc]-
NHz;

11

19

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-
[NMeLeu]-NHz;

3,24

20

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-[Sarc]-
NHz;

0,391

21

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-[Sarc]-
NHz;

0,542

22

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz;

0,166

0,51

23

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NHz;

0,234

0,78

24

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[(D)Leu]-[Sarc]-NHz;

0,446

25

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-[Sarc]-
NHz;

0,487

26

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Gly)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz;

0,224

0,95

27

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Gly)]-[Pen]-Phe[4-(2-
amiHoeTtokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NHz;

0,334

28

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Gly)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[(D)Leu]-[Sarc]-NHz;

0,358

29

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Gly)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-[Sarc]-
NH2;

0,974

30

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(bAla)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz;

0,207

31

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(bAla)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NHz;

0,42

32

Ac-[Pen]-N-T-[W(7-Et)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz;

0,171

14




33

Ac-[Pen]-N-T-[W(7-Et)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokeu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NHz;

0,251

2,2

34

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokem)]-[W(7-Et)]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NHz;

6,92

35

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcu)]-[W (4-Me)]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NH2;

51,3

36

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokem)]-[W(6-Me)]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NH2;

11

37

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[W (4-OMe)]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NHz;

196

38

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcn)]-[W (7-i1-Pr)]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NHz;

21,7

39

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcu)]-[W(7-nPr)]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NHz;

40

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[W(7-OMe)]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NHz;

3,8

41

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[W(6-Cl)]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NHz;

0,304

42

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[W(5-OMe)]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NHz;

5,82

43

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokem)]-[W(3-MePh)]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NH2;

5,39

44

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokem)]-[W(6-Ph)]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NH2;

9,26

45

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[W(6-Et)]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NHz;

2,43

46

Ac-[Pen]-N-T-[W(7-(2-FPh)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NHz;

0,373

47

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Leu]-
[(D)NMeTyr]-NHz;

0,497

1,9

48

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[(D)NMeTyr]-NHz;

0,679

1,7

49

Ac-[Pen]-N-T-[W(7-(2-OMePh)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NHz;

0,853

50

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokem)]-[W(7-Ph)]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-
NH2;

2,97

51

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NHz;

0,114

0,87

52

Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz;

0,076

0,34

53

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[3-Quin]-[THP]-E-N-H-[Sarc]-NHz;

0,175

1,8




Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

54 amiHoetokcu)]-[2-Nal]-[THP]-E-S-H-[Sarc]-NHz; 0,358

55 Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.203
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz; '

56 Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0674
amiHoeTokcu)]-[2-Nal]-[THP]-E-S-H-[Sarc]-NHz; '

57 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.26
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[(D)NMeTyr]-NHz; ’
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

58 amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-F-[(D)NMeTyr]- 19
NH2;

59 Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.359
amiHoetoken)]-[2-Nal]-[THP]-E-S-H-[Sarc]-NHz; '

60 Ac-[Pen]-S-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.264
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz; '

61 Ac-[Pen]-S-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.391
amiHoetokcn)]-[2-Nal]-[THP]-E-S-H-[Sarc]-NHz; '

62 Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.151
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[(D)NMeTyr]-NHz; '

63 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 3923
amiHoetokcu)]-[2-Nal]-[THP]-E-[(D)Asn]-H-[Sarc]-NHz; '

64 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.604
amiHoeTokcm)]-[2-Nal]-[THP]-E-G-H-[Sarc]-NHz; '

65 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.288
amiHoetokcu)]-[2-Nal]-[THP]-E-[h(Ser)]-H-[Sarc]-NHz; '

66 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.205
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-P-NHz; '

67 Ac-[Pen]-N-T-[W(7-(2-Nal))]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.199
aminoeTokcu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz; '

68 Ac-[Pen]-N-T-[W(7-3BiPh)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.798
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz; '

69 Ac-[Pen]-N-T-[W(7-(peHaHTpeH-5-in))]-[Lys(Ac)]-[Pen]- 319
Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz; '

70 Ac-[Pen]-N-T-[W(7-(4-aHTpaueH-5-in))]-[Lys(Ac)]-[Pen]- 78.3
Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz; '

71 Ac-[Pen]-N-T-[W(7-(1-Nal))]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0533
aminoeTokcu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz; '

72 Ac-[Pen]-N-T-[W(7-(4BiPh))]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0594
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz; '

73 Ac-[Pen]-N-T-[W(7-(3,5-t-Bu-Ph))]-[Lys(Ac)]-[Pen]-Phe[4-(2- 6.24
aminoeTokcu)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz; '

74 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2- 142
Nal]-[THP]-E-N-H-[Sarc]-NHz; '

75 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-OMe)]-[2- 0.291
Nal]-[THP]-E-N-H-[Sarc]-NHz; '

78 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 736
amiHoeTokem)]-[3-Quin]-[a-MeLys]-[Lys(Ac)]-N-[2Pal]-NHz; '

79 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 1091
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[2Pal]-NHz; '

80 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.0688
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-NHz; '

81 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0123

amiHoeTokem)]-[2-Nal]-[THP]-[Lys(Ac)]-N-H-[Sarc]-NHz;




Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

82 amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[(D)NMeTyr]- 0,98
NH2;

83 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 17
amiHoeTokem)]-[2-Nal]-[a-MeLys]-E-N-H-[(D)NMeTyr]-NHz; '
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

84 amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-Phe[4- 13
amiHomeTun]-[(D)NMeTyr]-NHz;

85 Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTOKCK)]- 3
[2-Nal]-[aMeLeu]-[Lys(Ac)]-N-[(D)His]-NHz;

86 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 79
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)His]-NHz; '

87 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 2000
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[(D)His]-[(D)NMeTyr]-NHz;

88 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 52000
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-N-[(D)NMeTyr]-NHz;
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

89 amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-N-[(D)NMeTyr]- 6,9
NH2;

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

90 amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Val]- 7,1
[(D)NMeTyr]-NHz;
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

91 amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D) Thr]- 14
[(D)NMeTyr]-NHz;

92 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 28
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[(D)His]-NHz; '

93 Ac-[Abu]-N-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTOKCK)]-[3- 0418
Quin]-[THP]-E-N-H-[Sarc]-NHz; '

94 Ac-[Abu]-N-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeToKCK)]-[3- 0917
Quin]-[THP]-E-N-H-[Sarc]-NHz; '

95 Ac-[Abu]-N-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTOKCK)]-[2- 0.0818
Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NHz; '

96 Ac-[Abu]-N-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTOKCK)]-[2- 0143
Nal]-[THP]-E-N-H-[Sarc]-NH; '

97 Ac-[Abu]-N-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-[Sarc]-NHz;

08 Ac-[Abu]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Cys]-Phe[4-(2- 0134
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz; ’

99 Ac-[Abu]-N-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2- 0.684
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz; ’

100 Ac-[(D)Arg]-[Abu]-S-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2- 151
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz; ’

101 Ac-[(D)Arg]-[Abu]-N-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2- 0238
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[(D)Leu]-[Sarc]-NHz; ’

102 Ac-[(D)Arg]-[Abu]-N-T-[W(7-Me)]-[Cit]-[Cys]-Phe[4-(2- 0155
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[Sarc]-NHz; ’
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

103 amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]- 0,0442 0,00775
NH2;

104 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0,022 0,00515

amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz;




Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

105 amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]- 0,146 0,019
NH2;
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

106 amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH:; 0,044 | 0,0087
Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeToKCH)]-

107 [2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz; 0,029
Ac-[Pen]-N-T-[W(7-Me)]-Q-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-

108 Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH:: 0,022
Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-

109 Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH:: 0,041

110 Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokeK)]-[2- 0.018
Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NHz; '

111 Ac-[Abu]-Q-T-[W(7-Me)]-[Cit]-[Cys]-Phe[4-(2-amiHoeToKCH)]- 0.014
[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz; '

112 Ac-[Abu]-Q-T-[W(7-Me)]-[Cit]-[Cys]-Phe[4-(2-amiHoeTOKCH)]- 0025
[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NHz; '
Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-

113 Nal]-[THP]-E-N-[3Pal]- [bA]-NH:; 0,057
Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTokcK)]-[2-

114 Nall-[THP]-E-S-[3Pal]-[bA]-NHz; 0,035

115 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.023
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[4Pal]-[Sarc]-NH2 '

116 Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.029
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[bA]-NH2 '

117 Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.02
amiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2 '

118 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.057
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3-Quin]-[Sarc]-NH: '
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

119 amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[7-Aza-TpunTodaH]-[Sarc]- 0,672
NH2
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

120 amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]- 0,066
[(D)NMeTyr]-NH:2

121 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.043
amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[3Pal]-[(D)NMeTyr]-NHz '
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

122 amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]- 0,144
[(D)NMeTyr]-NH2

123 Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.019
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[(D)NMeTyr]-NH2 ’

124 Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0023
amiHoeTokcm)]-[2-Nal]-[THP]-E-S-[3Pal]-[Sarc]-NH2 ’

125 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.04
amiHoeTokcm)]-[2-Nal]-[THP]-E-S-[3Pal]-[Sarc]-NH2 ’
Ac-[Pen]-N-T-[W(7-Ph)]-[Cit]-[Pen]-Phe[4-(2-amiHOoeTOKcW)]-

126 [2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH: 0,054
Ac-[Pen]-N-T-[W(7-Ph)]-Q-[Pen]-Phe[4-(2-amiHoeTokcn)]-[2-

127 Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH: 0,0324

130 Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.066
amiHoeTokeu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[bA]-NH2 ’

131 Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal]-[bA]-NH2




Ac-[Pen]-S-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

132 amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 0,054

133 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.06
amiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2 '
Ac-[Abu]-Q-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokCcH)]-[2-

134 Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH: 0,038

135 Ac-[Abu]-Q-T-[W(7-Ph)]-Q-[Cys]-Phe[4-(2-amiHoeTokCcH)]-[2- 0.169
Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2 '

136 Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0011
amiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2 '
Ac-[Pen]-N-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

137 aumnamiHoeTtokem)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]- 0,06 0,012
NH2

138 Ac-[Pen]-E-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.054
amiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2 '

139 Ac-[Pen]-E-T-[W(7-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.077
amiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2 '
Ac-[Abu]-Q-T-[W(7-Me)]-Q-[Cys]-Phe[4-(2-amiHoeTOKkcH)]-[2-

140 Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH: 0,791

141 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.889
amiHoeTokcm)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2 '

142 Ac-[Pen]-N-T-[W(7-(3-kapbokcamigdeHin))]-[Lys(Ac)]-[Pen]- 0.09
Phe[4-(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 '

143 Ac-[Pen]-N-T-[W (7-nipumigunn-5-in)]-[Lys(Ac)]-[Pen]-Phe[4- 0.94
(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH: '

144 Ac-[Pen]-N-T-[W(7-imigasonipugunin)]-[Lys(Ac)]-[Pen]-Phe[4- 0316
(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH: '
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

145 amiHoeTokem)]-[2-Nal]-[NMe(Lys)]-[Lys(Ac)]-N-[His_3Me]- 0,029 0,12
NH2;

146 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.036
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[His_3Me]-NHz; '
Ac-[Pen]-N-T-[W(7-(4-Quin))]-[Lys(Ac)]-[Pen]-Phe[4-(2-

147 amiHoeTokem)]-[2-Nal]-[THP]-E-N-[3Pal-[Sarc]-NH: 0,0429
Ac-[Pen]-N-T-[(W(7-(3-nipa3on-1-in))]-[Lys(Ac)]-[Pen]-Phe[4-

148 (2-amiHoeTokeH)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH: 0,0682
Ac-[Pen]-N-T-[(W(7-(5-Et)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

149 amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 0,0239

150 Ac-[Pen]-N-T-[W(5-Ph)]-[Lys(Ac)]-[Pen]-Phe[4-(2- >10
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
Ac-[Pen]-N-T-[(W(7-(3-nipa3on-1-in))]-[Lys(Ac)]-[Pen]-Phe[4-

151 (2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH: 00615
Ac-[Pen]-N-T-[W(7-iHga3on-5-in)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

152 amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 0,0766
Ac-[Pen]-N-T-[W(4-F)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

153 amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 0,0402

154 Ac-[Pen]-N-T-[W(5-CN)]-[Lys(Ac)]-[Pen]-Phe[4-(2- >10
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2
Ac-[Pen]-N-T-[W(7-CN)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

155 amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 0,0405
Ac-[Pen]-N-T-[W(4-OMe)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

156 amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 0,0852

157 Ac-[Pen]-N-T-[W(4-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.0432

amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2




Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToKcK)]-[2-

158 Nall-[THP]-E-N-[3Pall-[Sarc]-NHz 00491 | 0011
Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToKcK)]-[2-

159 Nal-[Acvc]-E-N-[3Pal]-[Sarc]-NH: 0.17 0,017

160 Ac-[Pen]-N-T-[W(5-Ca)]-[Lys(Ac)]-[Pen]-Phe[4-(2- >10
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2

161 Ac-[Pen]-N-T-[Trp_4Aza]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.222
amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 ’
Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToKcn)]-[2-

162 Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH: 0,0436

163 Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeToKch)]-[2- 0.017
Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2 '

164 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.011
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[(5Pyal)]-NH2 '
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

165 amiHoeTokcm)]-[2-Nal]-[a-Me-Lys]-[Lys(Ac)]-N-[(5Pyal)]-NHz 0,0053

166 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 8.9
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[(1-Me)His]-NHz '

167 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 14
amiHoeTokcu)]-[2-Nal]-[aMeLys]-[Lys(Ac)]-N-[(1-Me)His]-NH2
Ac-[Pen]-N-T-[W(7-Me]-[Lys(Ac)]-[Pen]-Phe[4-(2-

168 amiHoeTokcm)]-[2-Nal]-[a-Me-Lys]-[Lys(Ac)]-N-[3Pal]- 0,019
[(D)NMeTyr]-NH2
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

169 amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Aib]-[(D)Thr]- 0,534
NHz;

170 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0.388

amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[(D)Pro]-NHz;

* ne Cys i Cys, abo Pen i Pen yTBOptotoTb AncynbdigHun 38'a30k; a Abu i Cys abo Abu i Pen
YTBOPIOIOTb TioedipHMI 3B'A30K.

Tabnuusa E1B

ICs0C 4OAATKOBMX iNOCTPATUBHUX NENTUAIB AaHOro BUHaxody

HTRF- PBMC-
SEQ ID NO. / Hocni . aHani3 aHania
Ne nentugy OCTIACBHICTL pSTAT3 | pSTATS3
(HM) (HM)

201 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-
amiHoeTokcu)]-[2-Nal]-[aMeLeu]-E-N-[(D)Lys]-[(D)NMeTyr]-NH:

202 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[aMeLeu]-E-N-[(D)His]-[(D)NMeTyr]-NH:
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

203 amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Orn]- 2,9
[(D)NMeTyr]-NH2
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

204 amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Ser]- 6,4
[(D)NMeTyr]-NH2
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

205 amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Phe]-

[(D)NMeTyr]-NH2
206 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0,78




amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[(D)Tyr]-NH:

207

Ac-[Pen]-N-T-[W(7-Me)]-[(D)Tyr]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[(D)NMeTyr]-NH2

3,3

208

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokem)]-[2-Nal]-[THP]-E-N-H-P-NH:z

209

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-[(D)Pro]-NHz

0,97

210

Ac-[Pen]-N-T-[W(7-Me)]-[Phe(4-CONH2)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[(D)NMeTyr]-NH2

6,8

211

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokem)]-[2-Nal]-[Acvc]-E-N-(D)Phe[4-NHz]-[Sarc]-NH2

3,2

212

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-H-NH:2

1,2

213

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-H-N(H)Me

214

Ac-[Pen]-N-T-[W(7-Me)]-[Phe(4-NH(Ac))]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Lys]-
[(D)NMeTyr]-NH2

57

215

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Tyr]-
[(D)NMeTyr]-NH:2

7,3

216

Ac-[Pen]-N-T-[W(7-Me)]-[Cit]-[Pen]-Phe[4-(2-amiHoeTOKCK)]-[2-
Nal]-[aMeLeu]-[Lys(Ac)]-N-[(D)Lys]-[(D)NMeTyr]-NH2

1,8

217

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)His]-
[(D)NMeTyr]-NH:2

4,2

218

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[bAla]-
[(D)NMeTyr]-NH:2

15

219

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[bAla]-
[(D)NMeTyr]-NH:2

14

220

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[bAla]-
[(D)NMeTyr]-NH:2

8,4

221

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-E-N-H-N(H)Me

0,49

222

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoetokcu)]-[2-Nal]-[THP]-E-N-[THP]-P-NH2

8,1

223

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[THP]-[(D)Pro]-NH2

13

224

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-[bAla]-[Sarc]-NH:

8,7

225

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-[(D)Val]-[Sarc]-NH:

12

226

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-[(D)Arg]-[Sarc]-NH:

1,7

227

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-[Hph]-[Sarc]-NH2

8,2

228

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcK)]-[2-Nal]-[Acvc]-E-N-Phe[4-NH:z]-[Sarc]-NH:

17

229

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

51




amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-Phe[4-NHz]-[Sarc]-NH2

230

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-F-[Sarc]-NH2

9,8

231

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-[THP]-[Sarc]-NH:

9,9

232

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-[(D)Leu]-[Sarc]-NH2

7,7

233

Ac-[(D)Arg]-[Cys]-N-T-[W(7-Me)]-[Lys(Ac)]-[aMeCys]-Phe[4-(2-

amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-H-[Sarc]-NH2

4,3

234

Ac-[(D)Arg]-[Cys]-N-T-[W(7-Me)]-[Lys(Ac)]-[aMeCys]-Phe[4-(2-

amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-[(D)Leu]-[Sarc]-NH2

16

235

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[Acvc]-E-N-[3Pal]-[Sarc]-NH:

0,01

236

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[bAla]-[Sarc]-NH:

17

237

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Val]-[Sarc]-
NH:2

49

238

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D)Arg]-[Sarc]-
NH2

8,9

239

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Hph]-[Sarc]-NH:

76

240

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokem)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D) Tyr]-[Sarc]-
NH:2

40

241

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[(D) Tyr]-[Sarc]-
NH2

13

242

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[4Pal]-NH:z

243

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[Phe(4-CF3)]-
[Sarc]-NH:2

244

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-Tyr_CHF2-[Sarc]-

NH2

245

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokeu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[THP]-P-NH2

246

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[3Pal]-
[(D)NMeTyr]-NH2

0,33

247

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2

0,0043

248

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[4Pal]-[Sarc]-NH2

249

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[Phe(2-amiHomeTun)]-[Sarc]-
NH2

250

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Pro(4,4diF)]-NH2

0,024

251

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[aMePro]-NH2

0,0055

252

Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

0,046




amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Aib]-NH2

Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

253 amiHoeTokcu)]-[2-Nal]-[a-MeLys]-[Lys(Ac)]-N-[His(3-Me)]-
[Sarc]-NH2
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

261 amiHoeToKeH)]-[2-Nal]-[THP]-E-N-[His(3-Me)]-[Sarc]-NH: 0046 | 0084

262 Ac-[(D)Arg]-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2- 029
amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[His(3-Me)]-[Sarc]-NH2 '

266 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 081
amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 '

267 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0027
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-N(H)Me '

270 [(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2

271 Ac-[(D)Arg]-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2

279 Pr-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-(N-
nponioHinamiHo)etokcun)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH:
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-(N-

273 (4-rigpokcmn-3-meTundeHin)nponioHinamiHo)etokcu)]-[2-Nal]-
[THP]-E-N-[3Pal]-[Sarc]-NH2

274 [N3_Acid]-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-
(2-amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH:
[FPrpTriazoleMe_Acid]-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-

275 [Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokem)]-[2-Nal]-[THP]-E-N-
[3Pal]-[Sarc]-NH2

276 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal(5-Me)]-[Sarc]-NH2

277 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal(5-NHz)]-[Sarc]-NH2

278 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[His(3-Me)]-N(H)Me

279 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[(D)NMeTyr]-NH2
Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

280 amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Gly(N-
umknorekcunmeTunn)]-NHz

281 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Gly(N-i3o0yTnn)]-NH2

282 Ac-[(D)Arg]-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal(3-Me)]-NH2

283 Ac-[(D)Arg]-[aMeCys]-N-T-[W(7-Me)]-[Lys(Ac)]-[Cys]-Phe[4-(2-
amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2

284 Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-
Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2

85 Ac-[Pen]-N-T-W-[Lys(Ac)]-[Pen]-Phe[4-(2-amiHoeTokcK)]-[2-
Nal]-[Acvc]-E-N-[3Pal]-[Sarc]-NH2
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-

286 Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH: 0,0274
Ac-[Pen]-[Gly(anin)]-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Tyr(O-anin)]-

287 [2-Nall-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH: 0,0285

288 Ac-[Pen]-[Gly(anin)]-D-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Tyr(O- 0.062
anin)]-[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2 ’

289 Ac-[Pen]-[Gly(anin)]-T-(W(4-F)]-[Lys(Ac)]-[Pen]-[Tyr(O-anin)]- 0,059




[2-Nal]-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH:

Ac-[Pen]-N-D-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

290 | amiHoeToken)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NHz 0,033
Ac-[Pen]-L-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2-

291 aminoeToken)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 0,0318
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-

29 | Nall-[a-MeLys}-[Lys(AC)-N-[3Pal]-[Sarcl-NH; 0.0442
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-F-[2-Nal]-[THP]-

308 [Lys(AC)]-N-[3Pal]-[Sarc]-NH: 0,0298
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[(D)Tyr]-[2-Nal]-[THP]-

309 [Lys(Ac)]-N-[3Pal]-[Sarc]-NH: 00618
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-OMe)]-[2-Nal]-

310 [THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH. 00438
Ac-[Pen]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-

311 Nal-[THP]-[Lys(Ac)]-N-[3Pal]-[Sarc]-NH2 00319

332 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTtnn-N-nponin)]-[Pen]- 0.0449
Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 '

333 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTtun-N-6ytun)]-[Pen]- 0.0494
Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 '

334 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTun-N-izobytun)]-[Pen]- 0.0516
Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 '

335 Ac-[Pen]-N-T-[W(7-Me)]-[Lys(N-aueTun-N-6eH3un)]-[Pen]- 0.0447
Phe[4-(2-amiHoeTokeu)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2 '
Ac-[Pen]-L-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-CONH2)]-[2-

339 Nal]-[aMeLeu]-E-N-[3Pal]-[Sarc]-NHz 00399
Ac-[Pen]-L-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-[Phe(4-OMe)]-[2-Nal]-

347 [aMeLeu]-E-N-[3Pal]-[Sarc]-NH2 0,0459

373 Ac-[Abu]-N-T-[W(7-Me)]-[Lys(Ac)]-[Pen]-Phe[4-(2- 0,0412

amiHoeTokcm)]-[2-Nal]-[THP]-E-N-[3Pal]-[Sarc]-NH2

MPUKNAL 3: AHAJI3 HA OCHOBI NK-KNITUH

MpupogHi kinepHi (NK-kniTuHK), oumnwieHi 3 nepmdepnyHOi KpoBi 340POBMX AOHOPIB MIOAMHU LUFISIXOM
HeraTmsHoOI cenekuii (Miltenyi Biotech, Cat Ne 130-092-657), kynbTuByBanu y noBHoMmy cepegosuii (RPMI
1640, wo mictutb 10 % FBS, L-rnyTtamiH Ta cTpenTtomiumH) B npucyTHocTi IL-2 (RnD, Cat Ne 202-IL-010/CF)
y KOHUeHTpauil 25 Hr/mn. Yepes 7 OHIB KMiTUHM LEeHTpUdyrysanu Ta NoBTOPHO CycneHayBanu y NoBHOMY
cepenoBULLI B KOHUeHTpauii 1E6 knituH/mn. PekombGiHaHTHUI IL-23 i3 3a3ganerigb Bu3HavyeHuMu ECso - ECrs
Ta IL-18 (RnD, Cat Ne B003-5) y koHueHTpauii 10 Hr/Mn 3MilwyBany 3 pisHUMU KOHUEHTpauigaMu nentTuais i
nonasanu Ao NK-kniTuH, nocisHux y kinbkocti 1E5 kniTnH Ha nyHKy. Yepes 20-24 roguH BU3Hayanu KinbkicTb
IFNy y cynepHaTaHTi 3a gonomoroto Habopis ana I®A Quantikine (RnD, Cat Ne DIF50). 3HaueHHs ICso,
BM3HA4YeHi Ha MigcTaBi UMX AaHuX, npeacTtaeneHi B Tadbnuui E2A i Tabnumui E2B. "H/3" o3Hauvae, Wwo gaHi we
He BU3Ha4eHo.

Tabnuusa E2

Cso intocTpaTMBHUX NENTUOHUX iHrIGITOPIB Y
NEePBUHHIN KNITUHHIN NiHiT (aHani3 NK-kniTuH)

SEQ ID NO. / Ne nentngy

AHaniz NK-knituH
(HM)

H/3

2,11

2,05

5,81

0,785

2,46

2,62

0N IWIN(F

H/3




9 H/3
10 H/3
11 1,73
12 1,91
13 2,37
14 2,8
15 0,963
16 0,779
17 2,63
18 6,52
19 H/3
20 2,88
21 2,04
22 0,774
23 0,706
24 H/3
25 H/3
26 0,587
27 H/3
28 H/3
29 H/3
30 0,896
31 H/3
32 1,3
33 1,32
34 H/3
35 H/3
36 H/3
37 H/3
38 H/3
39 34,1
40 H/3
41 1,51
42 H/3
43 H/3
44 H/3
45 H/3
46 1,39
47 1,7
48 1,01
49 H/3
50 H/3
51 0,627
52 0,46
53 0,812
54 1,64
55 1,14
56 4,33
57 1,68
58 H/3
59 1,68
60 0,973
61 2,23
62 2,1
63 28,1
64 1,42
65 1,8
66 0,878
67 0,771




68 1,07
69 9,99
70 H/3
71 2,88
72 1,81
73 8,1
74 1,82
75 1,84
78 256
79 2,68
80 0,0515
81 H/3
82 H/3
83 H/3
84 H/3
85 H/3
86 H/3
87 H/3
88 H/3
89 H/3
90 H/3
91 H/3
92 H/3
93 H/3
94 H/3
95 H/3
96 H/3
97 H/3
98 H/3
99 H/3
100 H/3
101 H/3
102 H/3
103 0,0277
104 0,0192
105 0,0523
106 0,0325
107 H/3
108 H/3
109 H/3
110 H/3
111 H/3
112 H/3
113 H/3
114 H/3
115 H/3
116 H/3
117 0,0281
118 H/3
119 H/3
120 0,0512
121 0,04
122 0,079
123 0,042
124 0,0874
125 0,1
126 H/3
127 H/3
130 H/3




131 H/3
132 0,0456
133 H/3
134 H/3
135 H/3
136 H/3
137 0,0177
138 H/3
139 H/3
140 H/3
141 H/3
142 H/3
143 H/3
144 H/3
145 H/3
146 H/3
147 H/3
148 0,025
149 H/3
150 H/3
151 H/3
152 H/3
153 H/3
154 H/3
155 0,049
156 H/3
157 H/3
158 0,0258
159 0,0416
160 H/3
161 H/3
162 0,029
163 H/3

MPUKNAL 4: CTIMKICTb NMENTUAOHUX IHMBITOPIB Y WTYYHOMY KULLKOBOMY COKY (SIF),
LTYYHOMY WNYHKOBOMY COKY (SGF) TA B OKMCHO-BIOHOBHNX YMOBAX

[nsi ouiHKK CTIMKOCTI B LUNYHKY NENTUAHUX iHriGiTOpiB AaHOro BMHaxody 6ynv NpoBeAeHi AOCHIOKEHHS Y
LWITY4HOMY KuLiKoBOMY coky (SIF) Ta wTy4yHomy wnyHkoBoMy coky (SGF). Kpim Toro, 6ynu npoBeaeHi
OOCNIDKEeHHSA NS OUiHKW CTINKOCTI NeNTUAHUX iHribIiTOpiB JaHOro BUHAaxo4y A0 OKMCHO-BIOHOBHMX peaKLii.

SIF oTpumyBanu gogaBaHHAM 6,8 r MoHoGa3oBoro dgocdaTty kanito Ta 10,0 r naHkpeatnHy go 1,0 n
Boawn. licna posunHeHHa pH posoaunu oo 6,8 3a gonomoroto NaOH. [Ing TecTtoBaHWX Cnonyk cno4vaTky
rotyBanu poboui posunHn OMCO (2 mM). AnikBoTu posumHie OMCO popaBanu gosamm y 6 Okpemumx
npo0bipok, koxHa 3 skmx Mictuna 0,5 mn nonepegHbo Harpitoro go 37 °C SIF. KiHueBa koHUeHTpauis
TecToBaHoi crnonyku ctaHoBuna 20 mkM. lMpoTtarom ekcnepumeHTy npobipku 36epirann y HacTinbHOMY
npunagi Thermomixer®. Y KoxHin yacosi Touui (0, 5, 10, 20, 40, 60, 360 xBunuH abo 24 roguHun) Ans
3aBepLUEHHs peakuii B oauH dnakoH gogasanu 1,0 mn aueToHiTpuny, Wo MicTutb 1 % MypallnHOi KUCTOTW.
o kiHUS ekcnepumeHTy 3pasku 306epiranu 3a Temnepatypu 4 °C. lNicns Bigbopy 3pas3ka y KiHUeBi 4acoBin
Touui npobipkn nepemiwyBanu Ta ueHTpudyrysanu npu 3000 06./xB npoTtarom 10 xB. AniKBOTK
cynepHaTaHTy BUAansnu, po3dasnsany y chiBBigHoWeHHi 1:1 y ANCTUNLOBaHIN BOAi, WO MICTUTb BHYTPILLHIN
cTaHgapT, Ta aHanisysanu 3a gonomoroto PX-MC/MC. BigcoTok, Lo 3anuiaBcs y KOXHIA 4acoBiin TouLi,
po3paxoByBanuM Ha MiAcTasi BiAHOLWEHHS 3HayeHb MMOWi Mika TEeCTOBaHOI CMOMyKW A0 BHYTPIWHBLOro
cTaHgapTy. 3HavyeHHs B HynboBiv Touli npupisHioBanu 4o 100 %, a 3HayYeHHs y BCiX iHLINX YacOBUX TOYKaXx
po3paxoByBanu BiQHOCHO 3HayeHHs B HynboBiW Touui. [lepiogM HaniBBMBEOEHHS pO3paxoByBanwu,
NigraHsloun PIiBHSAHHA EKCMOHEHLUIMHOro cnagy nepworo nopsigky 3a gonomorot GraphPad. 3HadeHHs
CTiVKOCTi 3a pe3ynbTaTamu aHanisis y SIF npeacrtasneHi B Tabnmusx E9 i E10.

SGF otpumyBanu gogaBaHHaM 20 mr NaCl, 32 mr nencuHy 3i cnn3oBoi 060MOHKM WyHKa ceuHern (MP
Biochemicals, Ne 02102599) ta 70 mkn HCI go 10 mn Bogu (kiHueBui piseHb pH=2). Aniksotn SGF (0,5 mn
KOXXHa) nonepeaHbo Harpieanu 3a temnepatypu 37 °C. [Ina nodartky peakuii 1 Mkn nentugHoro pobo4doro
po3unHy (10 mM OMCO) gomasanu go 0,5 mn SGF i peTenbHO 3miwyBanu TakumM YMHOM, LLO KiHLEBa
KOHUeHTpauia nentuay craHosuna 20 MkM. PeakuinHi cymiwi iHkybyBanu 3a Temnepatypu 37 °C, ogHo4acHO



obepexHo cTpywytoun. [ns raciHHa peakuii y koxHin Yacosin Ttouui (0, 15, 30, 60 xB) Bugananu 50 mkn
anikeoT i gopjasanu go 200 mkn aueTtoHitpuny, wo Mictute 0,1 % MypawwmHoi kucrnotn. Lo KiHus
ekcnepumeHTy 3pasku 36epiranu 3a Temnepatypu 4 °C i ueHtpudpyrysanm 3a 10 000 06./xB npotsrom 5
XBUMWH. AniKBOTM CynepHaTaHTy BMAansnu, po30aenanu y chiBBigHOLWEHHI 1:1 y AMCTUNbOBaHIN BOAi, WO
MICTUTb BHYTPILLHIA cTaHAapT, Ta aHanisyBanu 3a gonomoroto PX-MC/MC. BigcoTok, wo 3anuwascs Y
KOXHi YacoBiln TouLi, po3paxoByBanu Ha NiACTaBi BigHOLWEHHS 3HaYeHb NAOLLi Nika TeCTOBaHOI CONYKM 0
BHYTPILUHLOrO CTaHAapTy. 3Ha4YeHHs B HyNboOBiW Touui npupiBHoBanu 0o 100 %, a 3Ha4YeHHs y BCiX iHLINX
4acoBMX TOYKax poO3paxoByBanuM BIAHOCHO 3HA4YeHHA B HynboBiA Touui. [lepiogM HaniBBMBEAEHHSA
po3paxoByBarnu, NiaraHsuM PiBHAHHSA €KCMOHEHLIMHOro cnagy nepLuoro nopsaky 3a gonomorot GraphPad.
3HayeHHs1 CTINKOCTI 3a pesynbTaTamu aHanisis y SGF npeacrasneHi B Tabnuui E3.

Tabnuua E3
Crinkictb nenTugHux iHribiTopiB y WTY4YHOMY KMLLIKOBOMY cOKy (SIF) Ta
LUTYYHOMY LUITYHKOBOMY cOKy (SGF)
o SGF t1/2 SIF t1/2
SEQ ID NO. / Ne nentugy (ron.) § (ron) §
1 H/3 22,4
2 H/3 >24,0
3 H/3 >24,0
4 H/3 >24.0
5 >24,0 >24,0
6 H/3 >24,0
7 H/3 >24,0
8 H/3 H/3
9 H/3 H/3
10 H/3 H/3
11 H/3 >24,0
12 H/3 >24,0
13 H/3 >24,0
14 H/3 >24,0
15 >24,0 >24,0
16 >24,0 >24.,0
17 H/3 6,4
18 H/3 15,1
19 H/3 H/3
20 H/3 >24,0
21 H/3 >24,0
22 >24,0 >24.,0
23 >24,0 >24,0
24 H/3 >24,0
25 H/3 >24,0
26 >24,0 20,3
27 H/3 >24,0
28 H/3 >24,0
29 H/3 >24,0
30 >24,0 >24,0
31 H/3 >24,0
32 H/3 >24,0
33 H/3 >24,0
34 H/3 >24,0
35 H/3 >24,0
36 H/3 >24,0
37 H/3 >24,0
38 H/3 >24,0
39 H/3 >24,0
40 H/3 >24,0
41 H/3 >24,0
42 H/3 >24,0




43 H/3 >24.0
44 H/3 >24.0
45 H/3 >24,0
46 H/3 >24,0
47 >24,0 20,1
48 >24,0 13,9
49 H/3 23,8
50 H/3 >24,0
51 >24.0 >24.0
52 >24.0 >24.0
53 >24,0 21,6
54 >24.0 >24.0
55 H/3 21,4
56 H/3 24,1
57 H/3 >24,0
58 H/3 H/3
59 H/3 >24.,0
60 >24.0 >24.0
61 H/3 >24.,0
62 H/3 >24.,0
63 H/3 >24.,0
64 H/3 >24.,0
65 H/3 >24.,0
66 >24,0 21,8
67 >24.0 >24.0
68 H/3 >24,0
69 H/3 >24,0
70 H/3 >24.0
71 H/3 >24.0
72 H/3 >24.0
73 H/3 >24.0
74 H/3 14,6
75 H/3 15,4
78 H/3 H/3
79 H/3 0,3
80 >24,0 0,1
81 H/3 11,9
82 H/3 H/3
83 H/3 H/3
84 H/3 H/3
85 H/3 H/3
86 H/3 H/3
87 H/3 H/3
88 H/3 H/3
89 H/3 H/3
90 H/3 H/3
91 H/3 H/3
92 H/3 H/3
93 H/3 >24.0
94 H/3 >24.0
95 H/3 >24.0
96 H/3 >24.0
97 H/3 6,6
98 H/3 >24.0
99 H/3 10,8
100 H/3 >24.0
101 H/3 >24.0
102 H/3 17,9
103 >24.,0 >24,0




104 >24,0 >24,0
105 >24,0 >24,0
106 >24,0 >23,0
107 H/3 20,9
108 H/3 >24,0
109 17 14,1
110 H/3 15
111 H/3 8,5
112 H/3 10
113 H/3 10
114 H/3 10,7
115 H/3 >24,0
116 H/3 22,5
117 >24,0 >24,0
118 H/3 >24,0
119 H/3 19,6
120 H/3 >24,0
121 H/3 >24,0
122 H/3 >24,0
123 H/3 >24,0
124 H/3 18,5
125 H/3 24,5
126 H/3 >24,0
127 H/3 >24,0
130 H/3 0,2
131 H/3 H/3
132 H/3 >24,0
133 >24,0 13,8
134 >24,0 >24,0
135 >24,0 11,7
136 H/3 H/3
137 >24,0 22,7
138 >24,0 9
139 >24,0 16,4
140 H/3 H/3
141 H/3 H/3
142 >24,0 >24,0
143 >24,0 >24,0
144 >24,0 >24,0
145 >24,0 >24,0
146 >24,0 >24,0
147 H/3 >24,0
148 H/3 >24,0
149 H/3 >24,0
150 H/3 >24,0
151 H/3 >24,0
152 H/3 >24,0

§ BukopuctoByBaHa matpuus sBnsie coboto 100-kpaTHe po3BeaEeHHsI CTaHAAPTHOT KoHLeHTpauii SIF.

MPUKNAL 5: CTIMKICTb MENTUOHUX IHTIBITOPIB Y ®EKANIAX NIOANHN TA ABAHCBKMX MAKAK

Ons ouiHKM CTINKOCTI NenTUAHWX iHribITOpiB 4aHOrO BUHAxXOAy Y LUNYHKOBO-KULLKOBOMY TpakTi Gynu
NpoBeeHi AOCNIAXXEHHSA B roMoreHaTi doekanin NoanHn Ta sBaHCbKUX Makak.

"omoreHaT dekanin (20 %) rotysanu goaaBaHHAM 4 M cepefoBuLLa ANst BUPOLLYBaHHSA (1 niTp MicTUTb
2 1 NopoLLKy NenTOHHOT BoaW, 2 r apixmkosoro ekctpakty, 0,1 r NaCl, 0,04 r KH2PO4, 0,01 r CaClz-6H-0,
0,01 r MgS04-7H20, 2 mn Tween 80, 0,5 r xxoB4HMX conen, 0,5 r L-umcteid HCI, 2 r NaHCO3 ta 10 mkn
BiTamiHy K, 3 pH 6,8 i cTrepunizoBaHe dinbTpyBaHHSAM 4depe3 inbTp 0,22 MKM) Ha KOXHUIA rpam doekanin
(o6'egHaHi cBixko3ibpaHi dekanii noguHN abo sBaHCbkoi Makaku). CycrneH3ilo nepemiwyBanu BUXPOBUM
crnocobom, wob po3butn Benuki rpyakn, i rOMOreHisyBanm 3a OOMOMOro romoreHizatopa 3 GicepHum



MnvHoM. [omoreHat ueHTpudpyrysanu npu 2800 06./xB npotsarom 15 xB. CynepHataHT BigbupaloTb i
BMKOPUCTOBYIOTb AN iHKyBauii. [na TectoBaHMX Cronyk cnoyatky rotysanu pobodi posunHm OMCO (10
MM). IHkyGauii BMKOHyBanu B aHaepobHii kamepi 3a Temnepatypu 37 °C. Aniksotu posumHis JMCO
po3ginanm Ha 1,0 mn anikeotn 20 % romoreHaTty dpekanii, nonepegHeo nigirpitoro go 37 °C. KiHuesa
KOHLIEHTpaujis TecToBaHoi crnonyku ctaHoBuna 20 MKM. Y koxHin 4acosin Touui (0, 20 xB, 1, 3, 6 abo 24
roanHn) Bigdbupanu 100 MKn anikBOTKM KOXHOI iHKyOaUinHOT cymiwi i gogaBann B okpemi npobipku, Lo
mictate 300 mkn 50 % aueToHiTpuny/50 % meTaHony i BHYTPILWHIA CTaH4apT ONS 3aBEpLUEHHsT peakLii.
3pasku BMAManu 3 aHaepobHoi kamepwu i 3bepiranu 3a TemnepaTypu 4 °C 0o 3aKiHYEHHS] eKCMepPUMEHTY.
Micns Bigbopy 3paska y KiHUEeBin 4acoBin Touui Npobipky nepeMiwyBanu Ta ueHTpudyrysanu npu 3000
06/x8 npotarom 10 xB. AnIKBOTM CynepHaTaHTy Bugansanu, posbaBnsanu y cniBeBigHOWeHHi 1:1 y
ONCTUNBLOBAaHIM Bogi, Wwo Mictutb 0,1 % MypawwnHOI KUCNoTKU, Ta aHanidyeanu 3a gonomoroto PX-MC/MC.
BigcoTok, Wo 3anvwaBca y KOXHIi YacoBil TOYLi, po3paxoByBanu Ha NigcTaBi BiAHOWEHHSA 3Ha4YeHb Mo
nika TeCTOBaHOI CNONYKN 4O BHYTPILLIHLOrO CTaHAApTY. 3HA4YeHHSA B HYyNbOBIM TouLi npupisHioBanu 4o 100 %,
a 3HaYeHHs Yy BCiX iHLIMX YacOBMX TOYKAX pO3paxoByBanu BiAHOCHO 3HAYEHHSA B HyMbOBiN Touui. MNepioan
HaniBBUBEAEHHS PO3paxoByBanu, MiAraHAYM PIBHAHHS EKCMOHEHLINHOrO cnagy nepLuoro nopsiaky 3a
ponomoroto GraphPad abo Excel. 3HauyeHHs1 CTiKOCTi 3a pesynbTaTamMy aHanisiB y romoreHati dpekaniin
npeacTaeneHi B Tabnmusx.

MPUKNAL 6: CTIMKICTb MENTUAHMX IHMBITOPIB Y MMNA3MI LLYPIB

Mentnam (20 mMkM), WO cTaHOBNATL iHTepec, iHKyOyBanu 3 nonepegHbO MidirpiTol MNasmMol Lypis
(wypw ninii Cnper-Hoyni, 3miwaHoi ctati, EDTA, dinbTpoBaHa 4epes 0,22 mkm ¢inbTp, BioreclamationlVT)
3a Temnepatypu 37 °C. AnikBoTu Bigbupanu y pisHi 4acosi Toukn 0o 24 roguH (Hanpuknag y 0, 0,25, 1, 3,6 i
24 roguHu) Ta Bigpasy racunucs 4 06'emamu opraHiyHOro po3vmHHKKa (aueToHiTpun/metanon (1:1) Ta 0,1 %
MypalmMHa KucnoTta, wo Mictute 1 MKM BHYTPIWHBOro craHgapTty). 3araweHi 3pasku 30epiranu 3a
TemnepaTypu 4 °C o KiHUA ekcnepumeHTy i ueHTpudyrysanu npm 4 000 06./xB npotarom 10 XBUNWH.
CynepHataHT po3baBnsanu y cniBeBigHOLWeEHHI 1:1 geioHI30BaHOI BOAOI Ta aHanidyBanu 3a gonomorow PX-
MC. BigcoTok, Wo 3anuwiaBcsa y KOXHIN YacoBi Touui, po3paxoByBanu Ha MigcTasi 3HA4YeHb MNrowi nika
(aHaniTy NOpPIBHSAHO 3 BHYTPIWHIM CTaHOAPTOM) BiAHOCHO BWXIQHOMO PiBHA B HYIMbOBIM 4acoBi TouUi.
Mepioan HaniBBUBEAEHHS PO3paxoByBasnu, NigraHAYN PiBHAHHS €KCNOHEHLUIMHOMO cnagy nepLuoro nopsigky
3a gonomoroto GraphPad.

Tabnuusa E4

CrivikicTb nenTuaHKUX iHribiTopiB y dekanisx noanHu, ekanisx sBaHCbKMX Makak Ta nnasmi Lwypis

SEQ ID NO. / Ne t1/2: cdekanii nogmHn B t1/2: cbekanii makak B t1/2: nnasma wypis B
nentnay aHaepobHin kamepi (rog.) | aHaepobHin kamepi (roa.) EDTA (roa.)
1 >24,0 >24,0 >24,0
2 >24,0 >24,0 >24,0
3 >24,0 >24,0 10,9
4 >24.0 >24.0 >24.0
5 >24,0 15,8 >24,0
6 >24,0 >24,0 13,9
7 >24,0 >24,0 >24,0
8 H/3 H/3 H/3
9 H/3 H/3 H/3
10 H/3 H/3 H/3
11 >24,0 >24,0 12,5
12 >24,0 >24,0 >24,0
13 >24,0 >24,0 7,6
14 >24,0 >24,0 >24,0
15 >24,0 >24,0 >24,0
16 >24,0 20,8 >24,0
17 24,5 11,1 >24,0
18 >24,0 19,6 >24,0
19 H/3 H/3 H/3
20 >24,0 >24,0 20,6
21 >24,0 22,7 >24.,0
22 >24,0 7,6 >24.,0
23 >24,0 15,8 >24.,0

24 >24,0 >24,0 1




25 >24.,0 >24.,0 >24,0
26 4.4 5,3 >24,0
27 4.4 11,6 >24,0
28 5,6 19,2 1
29 5,7 17,5 22,2
30 7,7 9,6 >24,0
31 5,4 17 >24,0
32 21,1 10,2 >24,0
33 25,7 18,1 >24,0
34 >24.0 >24.0 >24.0
35 >24.0 >24.0 >24.0
36 >24,0 14,8 >24,0
37 >24.0 23,5 >24,0
38 >24.0 >24.0 >24.0
39 23,4 24 >24,0
40 >24.0 19,9 >24,0
41 21,5 15,4 >24,0
42 >24.0 15,7 >24,0
43 23,9 24 >24,0
44 22,7 23,2 >24,0
45 >24.0 18,4 >24,0
46 >24.0 >24.0 >24.0
47 >24.,0 >24.,0 >24,0
48 >24.0 >24.0 >24.0
49 >24.0 >24.0 >24.0
50 >24,0 24,1 >24,0
51 >24.0 24,6 >24,0
52 >24.0 19,5 >24,0
53 17,7 >24.0 >24,0
54 9,4 14,5 >24,0
55 13 19,5 >24,0
56 7,9 12,6 >24,0
57 >24.0 >24.0 >24.0
58 H/3 H/3 H/3
59 20,7 19,9 >24,0
60 >24.0 21,4 >24,0
61 19,5 15,7 >24,0
62 >24.0 >24.0 >24.0
63 >24.0 >24.0 >24.0
64 13,3 14 >24,0
65 14,7 12,5 >24,0
66 4 4.7 >24,0
67 >24.0 >24.0 >24,0
68 >24.0 >24.0 >24,0
69 >24.0 >24.0 >24,0
70 >24.0 >24.0 >24,0
71 >24.0 >24.0 >24,0
72 >24.0 >24.0 >24,0
73 >24.0 23,2 >24,0
74 6,1 17,5 >24,0
75 7,2 17 16,1
78 H/3 H/3 H/3
79 22,9 19 H/3
80 >18,1 14,8 >24,0
81 17,5 18,3 >24,0
82 H/3 H/3 H/3
83 H/3 H/3 H/3
84 H/3 H/3 H/3
85 H/3 H/3 H/3




86 H/3 H/3 H/3
87 H/3 H/3 H/3
88 H/3 H/3 H/3
89 H/3 H/3 H/3
90 H/3 H/3 H/3
91 H/3 H/3 H/3
92 H/3 H/3 H/3
93 1,3 8,4 H/3
94 1,2 9,9 H/3
95 13,3 17,3 >24.0
96 15 8,6 H/3
97 51 8 H/3
98 6,8 14,1 H/3
99 2,3 8,8 H/3
100 1,6 54 H/3
101 1,8 8,1 H/3
102 1,2 4,2 H/3
103 >24.0 >24.0 >24.0
104 >24.0 >24.0 >24.0
105 >24.0 >24.0 >24.0
106 >24.0 >24.0 >24.0
107 19,7 9 >24.0
108 17,3 12,9 >24.0
109 3 12,6 >24.0
110 10,6 20,1 >24.0
111 2 12,8 H/3
112 10,9 17 >24.0
113 1,1 3,4 H/3
114 0,8 2,7 H/3
115 H/3 H/3 >24.0
116 H/3 H/3 >24.0
117 H/3 H/3 >24.0
118 H/3 H/3 >24.0
119 H/3 H/3 >24.0
120 H/3 H/3 >24.0
121 H/3 H/3 >24.0
122 H/3 H/3 >24.0
123 H/3 H/3 >24.0
124 H/3 H/3 >24.0
125 H/3 H/3 >24.0
126 H/3 H/3 >24.0
127 H/3 H/3 >24.0
130 H/3 H/3 >24.0
131 H/3 H/3 H/3
132 H/3 H/3 >24.0
133 H/3 H/3 >24.0
134 H/3 H/3 >24,0
135 H/3 H/3 >24.0
136 H/3 H/3 H/3
137 >24.0 >24.0 >24.0
138 >24.0 >24.0 >24.0
139 >24.0 >24.0 >24.0
140 H/3 H/3 H/3
141 H/3 H/3 H/3
142 >24,0 >24,0 >24.,0
143 >24,0 >24,0 >24.,0
144 >24,0 >24,0 >24.,0
145 >24,0 19,3 H/3
146 10,3 14,2 H/3




147 >24,0 >24,0 H/3
148 >24,0 >24,0 H/3
149 >24,0 >24,0 H/3
150 >24,0 >24,0 H/3
151 >24,0 >24,0 H/3
152 >24,0 >24,0 H/3

Yci Buwesragani nateHtn CLUA, onybnikoBaHi 3asBku Ha Bupaady nateHTiB CLUA, 3asBkn Ha Buaavy
nateHTiB CLUA, iHO3eMHi naTeHTu, iHO3eMHi 3asiBKM Ha BMAauvy naTeHTiB Ta nyGnikauii, Wo He CTOCYTbCs
naTeHTiB, 3rafjaHi y AaHoMy onuci Ta/abo HaBedeHi B iHbOpMaLiiHOMY MUCTKY 3asiBKW, BKMOYEHI B AaHWUI
OOKYMEHT B MOBHOMY 0DCA3i LUNSXOM MOCUITaHHS.

3 BULLIEBUKNAOEHOrO Crig PO3yMiTH, WO XO4a KOHKPETHI BapiaHTU 34iNCHEHHST BUHaxody Oynu onucaHi y
LUbOMYy OOKYMEHTI 3 MEeTO intocTpauii, MOXyTb OyTM BMKOHaHi pi3Hi Moamdikauii 6e3 BigxuneHHs Big
CYTHOCTI Ta obcsary BuHaxony. BignoBigHo, BMHaxig He OOMEXEeHUN HiuuMm, OKpiM opMynn BUHaxody, LLUO

JoJaeTbecs.
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Xaa sieise coboro W(7-Ph)

OCOBJIMBA O3HAKA
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(14)..(14)
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Arg Xaa GIn Thr Xaa Lys Cys Phe Xaa Lys Lys Asn Xaa Xaa
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1)--(1)
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OCOBJIMBA O3HAKA

(5)..(5)
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OCOBJIBA O3HAKA
(--(7)

Xaa siBisie co6oro Phe[4-(2-aminoerokcn)]

OCOBJIBA O3HAKA
(8).-(8)

Xaa sisie coboro 3-Quin

OCOBJINBA O3HAKA



<222> (9)..(9)

<223> Lys sBinse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)
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<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Leu sBiste coboro (D)Leu

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa aBise coboro Sarc

<400> 2

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Leu Xaa
1 5 10
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<213> Illty4yHa MOCiTOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS
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<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa aBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sise co6oro W(7-Me)



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
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<222>
<223>

<220>
<221>
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<223>
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<221>
<222>
<223>
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<222>
<223>

<220>
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<222>
<223>

<400>

OCOBJIMBA O3HAKA

(5)-(5)
Lys sBisie coboro Lys(Ac)

OCOBJIUBA O3HAKA
(6)..(6)

Xaa sBiste coboro Pen

OCOBJIMBA O3HAKA
(7)-.(7)

Xaa siBisie coboro Phe[4-(2-aminoeTokcn)]

OCOBJIBA O3HAKA
(8)--(8)

Xaa sBisie co6oro 3-Quin

OCOBJIVIBA O3HAKA
(9)--(9)

Xaa gBisge coboro THP

OCOBJIMBA O3HAKA
(12)..(12)
Lys sBisie coboro D(LYS)

OCOBJIVBA O3HAKA
(13)..(13)

Xaa sBisie coboro Sarc

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Lys Xaa

1

5 10



<210> 4
<211> 13
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa gBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sise coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBiste coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa gBisie coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe siBnste cob6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa siBisie coboro 3-Quin

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)



<223> Lys sBinse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBise co6oro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<222> (12)..(12)

<223> His sBmse coboro (D)His

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa gBisie coboro Sarc

<400> 4

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His Xaa
1 5 10

<210> 5
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa aBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise co6oro W(7-Me)



<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBinsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa gBiste coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBiste coboro Phe[4-(2-aminoeTokcwn)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa asuse coboro 3-Quin

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys sBinsie coboro a-MeLys

<220>

<221> OCOBJIVIBA O3HAKA
<222> (10)..(10)

<223> Lys sBiste coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co00r0 Sarc

<400> 5

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His Xaa
1 5 10

<210> 6



<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

13
PRT

ITyyHa nocIiA0BHICTh

CHHTETHYHA KOHCTPYKITiS

OCOBJIBA O3HAKA
1))

Xaa sBiste coboro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa ssisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(5)..(5)
Lys sBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(6).-(6)

Xaa gBise coboro Pen

OCOBJIMUBA O3HAKA
(7)-.(7)

Phe sieiste co6oro Phe[4-(2-aminoeTokcu)]

OCOBJIBA O3HAKA
(8)--(8)

Xaa sisie coboro 3-Quin

OCOBJIBA O3HAKA
(9)--9)

Xaa gsisge coboro THP



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIBA O3HAKA
(12)..(12)

Leu sBaste co6oro (D)Leu

OCOBJIBA O3HAKA
(13)..(13)

Xaa saBisge coboro Sarc

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Leu Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

5 10

7
13
PRT

[ITy4na mOCTiTOBHICTh

CHHTETHYHA KOHCTPYKIis

OCOBJIMUBA O3HAKA
-1

Xaa sBiste coboro Pen

OCOBJINBA O3HAKA

(4)..(4)
Xaa ssisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBisie coGoro Lys(Ac)



<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa gBisie coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBise coboro Phe[4-(2-aminoerokcn)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBisie coboro 3-Quin

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Lys sBnsie coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Lys siBnse coboro (D)Lys

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic cob0ro0 Sarc

<400> 7

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Lys Xaa

1 5 10

<210> 8
<211> 14



<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

PRT

[ITyuna nociizoBHICTh

CHHTEeTHYHA KOHCTPYKITiS

OCOBJIMBA O3HAKA

-1
Arg aBisie coboro (D)Arg

OCOBJIMBA O3HAKA
(2).(2)

Xaa saBisie coboro Abu

OCOBJIBA O3HAKA
(8)--(8)

Phe sBsie co6oro Phe[4-(2-aminoeToKCH) ]

OCOBJIBA O3HAKA
(9)--(9)

Xaa sasiste co6oro 2-Nal

OCOBJIMBA O3HAKA
(10)..(10)

Xaa saBisie coooro THP

OCOBJIMBA O3HAKA
(14)..(14)
Tyr sBisie codoro (D)NMeTyr

Arg Xaa GIn Thr Trp GIn Cys Phe Xaa Xaa Glu Asn Asn Tyr

1

5 10



<210> 9
<211> 14
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBisie co6oro (D)Arg

<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBuse co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Xaa saBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOeTOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa ssise co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBiuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA



<222> (14)..(14)
<223> Tyr sBiuste coboro (D)NMeTyr]

<400> 9

Arg Xaa GIn Thr Trp GIn Xaa Phe Xaa Xaa Glu Asnh Asn Tyr
1 5 10

<210> 10
<211> 14
<212> PRT

<213> IlltyyHa MOCTiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBisie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Xaa saBisie co0oro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa saBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie co6oto Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa ssise co6oro 2-Nal



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIBA O3HAKA
(10)..(10)

Xaa saBisie coooro THP

OCOBJIBA O3HAKA
(11)..(11)

Glu sBise co6oro aMeGlu

OCOBJIMBA O3HAKA
(14)..(14)
Tyr sBnsie coboro (D)NMeTyr

10

Arg Xaa GIn Thr Trp GIn Xaa Phe Xaa Xaa Glu Asn Phe Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

5 10

11
13
PRT

TyuHa nocIizoBHICTh

CuHTETHYHA KOHCTPYKILis

OCOBJIBA O3HAKA
1)--(1)

Xaa sBise co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa sBisie co6oro [W(7-Ph)]



<221> OCOBJIMBA O3HAKA
<222> (5)..(5)
<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOCTOKCH)]

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa sBise coboro 3-Quin

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBnse coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Lys sBise coboro (D)Lys

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic cob0ro0 Sarc

<400> 11

Xaa Ash Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Lys Xaa

1 5 10

<210> 12
<211> 13



<212> PRT

<213> IlTy4Ha NOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuste co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Ph)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBiste coboro Lys(Ac)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOeTOKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBisie coboro 3-Quin

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Lys sBmse coboro a-MeLys



<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Lys siBnsie coboro (D)Lys

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 12

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Lys Xaa
1 5 10

<210> 13
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTEeTUYHA KOHCTPYKIIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Ph)

<220>
<221> OCOBJIMBA O3HAKA



<222> (5)..(5)
<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBnsie co6oto Phe[4-(2-amiHoeToKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBise coboro 3-Quin

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Leu sBnsie coboro (D)Leu

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co00ro0 Sarc

<400> 13

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Leu Xaa
1 5 10

<210> 14
<211> 13
<212> PRT



<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

ITyuna nocnigoBHICTh

CuHTETHYHA KOHCTPYKILiS

OCOBJIUBA O3HAKA
1))

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBistie coboro W(7-Ph)

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBisie coboro Lys(Ac)

OCOBJIVIBA O3HAKA
(6).-(6)

Xaa sBisge co6oro Pen

OCOBJIMUBA O3HAKA
(7)-.(7)

Phe siBsie co6oro Phe[4-(2-aminoeTokCH)]

OCOBJIBA O3HAKA
(8)--(8)

Xaa sBisie co6oro 3-Quin

OCOBJIBA O3HAKA
(9)--09)

Lys siBiste coboro a-MeLys



<221> OCOBJIMBA O3HAKA
<222> (10)..(10)
<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Leu sBnse coboro (D)Leu

<220>
<221> OCOBJIUBA O3HAKA
<2225 (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 14

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Leu Xaa
1 5 10

<210> 15
<211> 13
<212> PRT

<213> Illty4yHa MOCHiI0BHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Ph)

<220>
<221> OCOBJIMBA O3HAKA
<222> (5)..(5)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(6)..(6)

Xaa sBisie co6oro Pen

OCOBJIBA O3HAKA
(7)-(7)

Phe siBisie coboro Phe[4-(2-amiHoeTOKCH)]

OCOBJIMBA O3HAKA
(8)..(8)

Xaa siBiste coboro 3-quin

OCOBJIBA O3HAKA
(9)--(9)

Xaa saBisie coooro THP

OCOBJIBA O3HAKA
(13)..(13)

Xaa siBiIste co00r0 Sarc

15

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Ash His Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

5 10

16
13
PRT

ITyuHa nocigoBHICTh

CuHTEeTHYHA KOHCTPYKITiS



<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBiste coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBnsie coboro W(7-Ph)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuse co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBisie coboro 3-Quin

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Lys sBmse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA



<222> (13)..(13)

<223> Xaa sBise coboro Sarc

<400> 16

Xaa Ash Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His Xaa
1 5 10

<210> 17
<211> 13
<212> PRT

<213> IlltyyHa MOCTiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7).(7)

<223> Phe sBisie co6oto Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssise co6oro 2-Nal



<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Lys sBnse coboro (D)Lys

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisaec coboro Sarc

<400> 17

Xaa GIn Thr Xaa Lys Cys Phe Xaa Lys Lys Asn Lys Xaa

1 5 10

<210> 18
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic coboro Abu

<220>



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBiisie coboro W(7-Ph)

OCOBJIMBA O3HAKA

(5)-.(5)
Lys siBiste co6otro Lys(Ac)

OCOBJIBA O3HAKA
(7)-(7)

Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH) ]

OCOBJIVIBA O3HAKA
(8)--(8)

Xaa sBise coooro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Lys siBiste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(12)..(12)
Lys siBisie coboto (D)Lys

OCOBJIBA O3HAKA
(13)..(13)

Xaa saBisie coboro Sarc

18

Xaa GIn Thr Xaa Lys Cys Phe Xaa Lys Lys Asn Lys Xaa



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10
19
13
PRT
ITyyna mOCTiOBHICTH

CuHTETHYHA KOHCTPYKILiS

OCOBJIMBA O3HAKA
-1

Xaa aBistie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(5)-.(5)
Lys sBisie co6oro Lys(Ac)

OCOBJIMUBA O3HAKA
(6)..(6)

Xaa saBisie coboro Pen

OCOBJIBA O3HAKA
(--(7)

Phe siBisie co6oro Phe[4-(2-aminoerokcn)]

OCOBJIBA O3HAKA
(8).(8)

Xaa asiste co6oro 2-Nal



<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Lys sBnsie coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Leu sBuse coboro (D)Leu

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Leu saBuse cob6oro NMeLeu

<400> 19

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Leu Leu
1 5 10

<210> 20
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA



<222> (4)..(4)
<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise cob6oro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuste co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe siBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys saBmse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Leu sBisie co6oro (D)Leu

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic coboro0 Sarc



<400> 20

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Leu Xaa
1 5 10

<210> 21
<211> 13
<212> PRT

<213> Illty4yHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>



<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnse coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Lys sBiuse coboro (D)Lys

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 21

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Lys Xaa
1 5 10

<210> 22
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBasie coboto Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa sBisie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBnse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 22

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>

23
13
PRT

ITyyna mOCTiOBHICTH

CHHTETHYHA KOHCTPYKITiS

OCOBJIMBA O3HAKA
1)--(1)

Xaa saBisie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie co6oro W(7-Me)

OCOBJIMBA O3HAKA

(5)..(5)
Lys sBisie co6oro Lys(Ac)

OCOBJIMBA O3HAKA
(6)..(6)

Xaa saBisie coboro Pen

OCOBJIBA O3HAKA
(--(7)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |

OCOBJIBA O3HAKA
(8).(8)

Xaa sBuse coboro 2-Nal

OCOBJINBA O3HAKA



<222> (9)..(9)

<223> Lys sBnsie coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBise cob6oro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 23

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His Xaa
1 5 10

<210> 24
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHa KOHCTPYKI[is

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)



<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBusie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe snsie co6oto Phe[4-(2-amiHoeToKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie co6oro 2-Nal

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisae coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Leu sBnsie coboro (D)Leu

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 24

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Leu Xaa
1 5 10

<210> 25
<211> 13
<212> PRT

<213> IlltyyHa MOCHiTOBHICTh



<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

CuHTETHYHA KOHCTPYKILiS

OCOBJIUBA O3HAKA
1).(1)

Xaa sBisie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(6)..(6)

Xaa saBisie coboro Pen

OCOBJIBA O3HAKA
("--(7)

Phe siBisie co6oro Phe[4-(2-aminoeToKCH)]

OCOBJIVIBA O3HAKA
(8)--(8)

Xaa asiste co6oro 2-Nal

OCOBJIBA O3HAKA
(9)--09)

Lys siBisie coboro a-MeLys

OCOBJIVIBA O3HAKA
(10)..(10)



<223> Lys sBisie coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Leu sBnse coooro (D)Leu

<220>
<221> OCOBJIMBA O3HAKA
<2225 (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 25

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Ash Leu Xaa
1 5 10

<210> 26
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBnsie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys aBuse cob6oro Lys(Gly)



<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe siBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie coboro 2-Nal

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBise coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro0 Sarc

<400> 26

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Ash His Xaa
1 5 10

<210> 27
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTMYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

1.1

Xaa sBisie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa sBiise coboro W(7-Me)

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBsie coboro Lys(Gly)

OCOBJIBA O3HAKA
(6)..(6)

Xaa aBnste co6oro Pen

OCOBJIMBA O3HAKA
(7)-.(7)

Phe sBsie co6oro Phe[4-(2-aminoeToKCH) ]

OCOBJIBA O3HAKA
(8)--(8)

Xaa asiste co6oro 2-Nal

OCOBJIMUBA O3HAKA
(9)-.(9)

Lys siBiste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJIVBA O3HAKA
(13)..(13)

Xaa siBiIste co00r0 Sarc



<400> 27

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His Xaa
1 5 10

<210> 28
<211> 13
<212> PRT

<213> Illty4yHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBise coboro Lys(Gly)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA
(8).(8)

Xaa sBise coooro 2-Nal

OCOBJIUBA O3HAKA
(9)-(9)

Xaa saBisie coooro THP

OCOBJIBA O3HAKA
(12)..(12)

Leu sBnse co6oro (D)Leu

OCOBJIUBA O3HAKA
(13)..(13)
Xaa sBisie coooro SARC

28

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Leu Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

5 10

29
13
PRT

I Ty4Ha MOCTiTOBHICTH

CHHTETHYHA KOHCTPYKIis

OCOBJIMBA O3HAKA
1))

Xaa saBistie co6oro Pen

OCOBJIVBA O3HAKA
(4)--(4)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

Xaa siBnisie co6oro W(7-Me)

OCOBJIMBA O3HAKA

(5)-.(5)
Lys siBiste co6otro Lys(Gly)

OCOBJIBA O3HAKA
(6)..(6)

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-aminoeToKCH) ]

OCOBJIBA O3HAKA
(8)--(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Lys siBiste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJIVBA O3HAKA
(12)..(12)

Leu sBisie co6oro (D)Leu

OCOBJIBA O3HAKA
(13)..(13)

Xaa siBiIste co00r0 Sarc



<400> 29

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Leu Xaa
1 5 10

<210> 30
<211> 13
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBnsie coboro Lys(bAla)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie co6oto Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIMBA O3HAKA



<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBise coboro THP

<220>
<221> OCOBJIIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 30

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Ash His Xaa
1 5 10

<210> 31
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHa KOHCTPYKI[is

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys saBusie coboro Lys(bAla)



<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBusie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe snsie co6oto Phe[4-(2-amiHoeToKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie co6oro 2-Nal

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Lys sBnsie coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 31

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His Xaa
1 5 10

<210> 32
<211> 13
<212> PRT

<213> IlltyyHa MOCHiTOBHICTh



<220>

<223> CuHTEeTUYHA KOHCTPYKLis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Et)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie coboro Phe[4-(2-amiHoeTOKCH)]

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssise co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..09)

<223> Xaa sBiuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)



<223> Xaa gBisie coboro Sarc

<400> 32

Xaa Ash Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 33
<211> 13
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBiste coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(7-Et)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa aBiste co6oro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]



<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa sasige co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..09)

<223> Lys sBnsie coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiusaec coboro Sarc

<400> 33

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His Xaa
1 5 10

<210> 34
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

(4)..(4)
Xaa siBise coboro W(7-Me)

OCOBJIMBA O3HAKA

(5)-.(5)
Lys siBiste co6otro Lys(Ac)

OCOBJIBA O3HAKA
(6)..(6)

Xaa aBiste co6oro Pen

OCOBJIBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |

OCOBJIMBA O3HAKA

(8)..(8)
Xaa siBiste coboro W(7-Et)]

OCOBJIBA O3HAKA
(9)--(9)

Lys siBiste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys sBisie co6oro Lys(Ac)

OCOBJIVIBA O3HAKA
(13)..(13)

Xaa saBisie coboro Sarc

34

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His Xaa

1

5 10



<210> 35
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>

<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBiste coboro W(4-Me)

<220>



<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Lys sBnsie coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBise cob6oro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 35

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His Xaa
1 5 10

<210> 36
<211> 13
<212> PRT

<213> Illty4yHa MOCHiI0BHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (5)..(5)



<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7).(7)

<223> Phe sBnsie co6oto Phe[4-(2-amiHoeTokCH)]

<220>

<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBisie coboro W(6-Me)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)
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<221> OCOBJIMBA O3HAKA
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<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIVIBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)
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<220>
<221> OCOBJIMBA O3HAKA



<222> (8)..(8)

<223> Xaa saBise co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiusac coboro Sarc

<400> 51

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His Xaa
1 5 10

<210> 52
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Ph)



<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBuse cob6oro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBasie coboro Phe[4-(2-aminoeTokcH)]-

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe siBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBnse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic coboro0 Sarc

<400> 52

Xaa Ash Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10



<210> 53
<211> 13
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste co6oro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa siBisie coboro 3-Quin

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)



<223> Xaa sBise coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co0oro Sarc

<400> 53

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 54
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKLIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIVIBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen



<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe siBnsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiusaec coboro Sarc

<400> 54

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Ash His Xaa
1 5 10

<210> 55
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA



<222> (4)..(4)
<223> Xaa siBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise cob6oro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuste co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe siBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa siBnsie coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co00ro0 Sarc

<400> 55

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 56
<211> 13
<212> PRT



<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

TyuHa nociigoBHICTh

CuHTETHYHA KOHCTPYKILiS

OCOBJIUBA O3HAKA
1))

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBisie coboro Lys(Ac)

OCOBJIVIBA O3HAKA
(6).-(6)

Xaa sBisge co6oro Pen

OCOBJIMUBA O3HAKA
(7)-.(7)

Phe siBsie co6oro Phe[4-(2-aminoeTokCH)]

OCOBJIBA O3HAKA
(8)--(8)

Xaa asisie coooro 2-Nal

OCOBJIBA O3HAKA
(9)--09)

Xaa sBiste coboro THP



<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 56

Xaa Ash Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 57
<211> 13
<212> PRT

<213> Illty4Ha MOCTiIOBHICTH

<220>

<223> CuHTEeTUYHA KOHCTPYKLIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>

<221> OCOBJIVIBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)



<223> Phe sBnsie co60to Phe[4-(2-amiHoeToKCH)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBuse co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr aBisie coboro (D)NMeTyr

<400> 57

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Tyr
1 5 10

<210> 58
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBistie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)



<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuse coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys saBmse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>

<221> OCOBJIVIBA O3HAKA

<222> (13)..(13)

<223> Tyr sBnse coboro (D)NMeTyr

<400> 58

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Phe Tyr

1 5 10

<210> 59



<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

13
PRT

ITyuHa nocnizoBHICTh

CHHTETHYHA KOHCTPYKITiS

OCOBJIBA O3HAKA
1))

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie co6oro W(7-Ph)

OCOBJIMBA O3HAKA

(5)..(5)
Lys siBiste cobotro Lys(Ac)

OCOBJIBA O3HAKA
(6).-(6)

Xaa sBi1se co6oro Pen

OCOBJIMUBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |

OCOBJIBA O3HAKA
(8).(8)

Xaa sBuse coboro 2-Nal

OCOBJIBA O3HAKA
(9)--9)

Xaa sBiste co6oro THP



<220>
<221> OCOBJIBA O3HAKA
<2225 (13)..(13)

<223> Xaa sBisie co0oro Sarc

<400> 59

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 60
<211> 13
<212> PRT

<213> IlltyyHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKLIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Ph)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA
(7)-(7)

Phe siisie co6oro Phe[4-(2-aminoeTokcn)]

OCOBJIUBA O3HAKA
(8).(8)

Xaa sBisie co6oro 2-Nal

OCOBJIBA O3HAKA
(9)-09)

Xaa saBisie coooro THP

OCOBJIIBA O3HAKA
(13)..(13)

Xaa sBise coboro Sarc

60

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Ash His Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

5 10

61
13
PRT

I Ty4Ha MOCTiTOBHICTH

CHHTETHYHA KOHCTPYKIis

OCOBJIBA O3HAKA
1))

Xaa saBistie co6oro Pen

OCOBJIVBA O3HAKA
(4)--(4)



<223> Xaa siBisie coboro W(7-Ph)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie coboro 2-Nal

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisie coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 61

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 62
<211> 13
<212> PRT

<213> IlltyyHa MOCHiTOBHICTh



<220>

<223> CuHTEeTUYHA KOHCTPYKIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBuse coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Ph)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBnse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa saBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOeTOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssise co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..09)

<223> Xaa sBiuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA



<222> (13)..(13)
<223> Tyr sBiuste coboro (D)NMeTyr

<400> 62

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Tyr
1 5 10

<210> 63
<211> 13
<212> PRT

<213> IlltyyHa MOCTiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]



<220>
<221> OCOBJIIBA O3HAKA
<222> (8)..(8)

<223> Xaa sBnse co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (11)..(11)

<223> Asn sBise cob6oro (D)Asn

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa aBise coboro Sarc

<400> 63

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 64
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>



<221> OCOBJIMBA O3HAKA
<222> (4)..(4)
<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise cob6oro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe siBmsie co6oto Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssirie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisie coboro THP

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic cob0ro0 Sarc

<400> 64

Xaa Ash Thr Xaa Lys Xaa Phe Xaa Xaa Glu Gly His Xaa

1 5 10

<210> 65
<211> 13



<212> PRT

<213> IlltyyHa moCiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuste co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro [W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBiste coboro Lys(Ac)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOeTOKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssie co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisic coboro THP



<220>
<221> OCOBJIUBA O3HAKA
<222> (11)..(11)

<223> Ser sBuse coboro h(Ser)

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 65

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Ser His Xaa
1 5 10

<210> 66
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA



<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIUBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH)]

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<2225 (9)..(9)

<223> Xaa sBusc coboro THP

<400> 66

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Pro
1 5 10

<210> 67
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(7-(2-Nal))



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA

(5)-.(5)
Lys siBiste co6otro Lys(Ac)

OCOBJIUBA O3HAKA
(6)..(6)

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA
(7)-.(7)

Phe sBsie co6oro Phe[4-(2-aminoeToKCH) ]

OCOBJIBA O3HAKA
(8)--(8)

Xaa sBise coooro 2-Nal

OCOBJIVIBA O3HAKA
(9)--(9)

Xaa sBisge co6oro THP

OCOBJIMBA O3HAKA
(13)..(13)

Xaa sBisie coboro Sarc

67

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa

1

<210>
<211>
<212>
<213>
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68
13
PRT

[ITyyna mOCHiIOBHICT



<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

CuHTETHYHA KOHCTPYKILiS

OCOBJIUBA O3HAKA
1).(1)

Xaa sBisie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-3BiPh)

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(6)..(6)

Xaa saBisie coboro Pen

OCOBJIBA O3HAKA
("--(7)

Phe siBisie co6oro Phe[4-(2-aminoeToKCH)]

OCOBJIVIBA O3HAKA
(8)--(8)

Xaa asiste co6oro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Xaa sasisie coooro THP

OCOBJIVIBA O3HAKA
(13)..(13)



<223> Xaa sBise coboro Sarc

<400> 68

Xaa Ash Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 69
<211> 13
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBiste coboro Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBise coboro W(7-(benanrpen-5-yl))

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]



<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa sasige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 69

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 70
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa siBisie coboro W(7-(4-antpauen-5-yl))

<220>
<221> OCOBJIMBA O3HAKA



<222> (5)..(5)
<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe siBnsie co6oto Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co00r0 Sarc

<400> 70

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Ash His Xaa
1 5 10

<210> 71
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS



<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBusie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBnsie coboro W(7-(1-Nal))

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBise cob6oro Lys(Ac)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa gBise co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssirie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisic coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic coboro0 Sarc

<400> 71



Xaa Ash Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

5 10

72
13
PRT

ITyyHa NOCIiAOBHICTH

CuHTETHYHA KOHCTPYKILiS

OCOBJIVIBA O3HAKA
1)--(1)

Xaa aBnse co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBistie coboro W(7-(4BiPh))

OCOBJIMBA O3HAKA

(5)-.(5)
Lys siBisie coboro Lys(Ac)

OCOBJIVIBA O3HAKA
(6).-(6)

Xaa sBiste co6oro Pen

OCOBJIBA O3HAKA
(.7

Phe siBisie co6otro Phe[4-(2-aminoerokcn)]

OCOBJIVBA O3HAKA
(8)--(8)



<223> Xaa ssie co6oro 2-Nal

<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa sBise coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<2225 (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 72

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Ash His Xaa
1 5 10

<210> 73
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>

<221> OCOBJIVIBA O3HAKA

<222> (4)..(4)

<223> Xaa sBnsie coboro W(7-(3,5-t-Bu-Ph))

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)



<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe siBnsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie coboro 2-Nal

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBise coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro0 Sarc

<400> 73

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 74
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTMYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA



<222> (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBise co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBise coboro Phe(4)

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisie coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sgBisie coboro Sarc

<400> 74

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10



<210> 75
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa aBiste coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie co6oro Phe(4-OMe)

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa ssise co6oro 2-Nal

<220>



<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co0oro Sarc

<400> 75

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 76

<400> 76
000

<210> 77

<400> 77
000

<210> 78
<211> 12
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (4)..(4)



<223> Xaa siBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuste co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa sBisie coboro 3-Quin

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Lys saBmuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa saBise coboro 2-Pal

<400> 78

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa
1 5 10



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>

79
12
PRT

ITyyna mOCTiOBHICTH

CHHTETHYHA KOHCTPYKITiS

OCOBJIMBA O3HAKA
1)--(1)

Xaa saBisie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBiisie co6oro W(7-Me)

OCOBJIMBA O3HAKA

(5)..(5)
Lys sBisie co6oro Lys(Ac)

OCOBJIMBA O3HAKA
(6)..(6)

Xaa aBisie coboro Pen

OCOBJIBA O3HAKA
(--(7)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |

OCOBJIBA O3HAKA
(8).(8)

Xaa sBuse coboro 2-Nal

OCOBJINBA O3HAKA



<222> (9)..(9)

<223> Lys sBnsie coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBise cob6oro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBige coboro 2-Pal

<400> 79

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa
1 5 10

<210> 80
<211> 12
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIVIBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIBA O3HAKA
(6)..(6)

Xaa sBisie co6oro Pen

OCOBJIUBA O3HAKA
(7)-(7)

Phe siBisie co60ro Phe[4-(2-aminoeTokcn)]

OCOBJIMBA O3HAKA
(8)..(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Lys siBnsie coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(20)
Lys sBisie co6oro Lys(Ac)

OCOBJIMBA O3HAKA
(12)..(12)

Xaa sBste coboro 3-Pal

80

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa

1

<210>
<211>
<212>
<213>

5 10

81
13
PRT

[ITyyna mOCHiIOBHICT



<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

CuHTETHYHA KOHCTPYKILiS

OCOBJIUBA O3HAKA
1).(1)

Xaa sBisie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(6)..(6)

Xaa saBisie coboro Pen

OCOBJIBA O3HAKA
("--(7)

Phe siBisie co6oro Phe[4-(2-aminoeToKCH)]

OCOBJIVIBA O3HAKA
(8)--(8)

Xaa asiste co6oro 2-Nal

OCOBJIBA O3HAKA
(9)--09)

Xaa saBisie coooro THP

OCOBJIVIBA O3HAKA
(10)..(10)



<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co0oro Sarc

<400> 81

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Lys Asn His Xaa
1 5 10

<210> 82
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTEeTUYHA KOHCTPYKLIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIVIBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen



<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe siBnsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<2225 (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBiste coboro (D)NMeTyr

<400> 82

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His Tyr
1 5 10

<210> 83
<211> 14
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTMYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA



<222> (1)..(1)
<223> Arg sBusie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Xaa sBisie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa sBistie coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa ssie co6oro 2-Nal

<220>

<221> OCOBJIVIBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Tyr siste coboro (D)NMeTyr



<400> 83

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Glu Asn His Tyr
1 5 10

<210> 84
<211> 13
<212> PRT

<213> Illty4yHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> xaa sBiste co0or Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>



<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Phe sBmnsie coboro Phe[4-amiHomeTnn]

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr saBisie coboro (D)NMeTyr

<400> 84

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Phe Tyr
1 5 10

<210> 85
<211> 12
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<2225 (5)..(5)

<223> Xaa sBuse co6oro Cit

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBasie coboto Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Leu sBiuse coboro a-MelLeu

<220>

<221> OCOBJIVIBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> His sBnsie coboro (D)His



<400> 85

Xaa Asn Thr Xaa Xaa Xaa Phe Xaa Leu Lys Asn His
1 5 10

<210> 86
<211> 12
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie co6oto Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIMBA O3HAKA



<222> (8)..(8)

<223> Xaa sBise co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> His sBiste coboro (D)His

<400> 86

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His
1 5 10

<210> 87
<211> 14
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIVIBA O3HAKA
<222> (1)..(1)

<223> Arg saBise codoro (D)Arg

<220>
<221> OCOBJIUBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBisic co60r0 Pen



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA

(5)-(5)
Xaa sBiise coboro W(7-Me)

OCOBJIMBA O3HAKA

(6)..(6)
Lys siBisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(7)-.(7)

Xaa aBistie co6oro Pen

OCOBJIBA O3HAKA
(8)--(8)

Xaa siBisie co60t0 Phe[4-(2-aminoeTokcn)]

OCOBJIVIBA O3HAKA
(9)--(9)

Xaa asiste co6oro 2-Nal

OCOBJIUBA O3HAKA
(10)..(10)

Xaa saBisie coooro THP

OCOBJIVBA O3HAKA
(13)..(13)

His sBnsie coboro (D)His

OCOBJIMBA O3HAKA
(14)..(14)
His sBnsie co6oro (D)NMeTyr

87



Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

5 10

88
14
PRT

ITyuHa nocnizoBHICTh

CuHTETHYHA KOHCTPYKILiS

OCOBJIMBA O3HAKA

1)..(1)
Arg sBiste coboro (D)Arg

OCOBJIBA O3HAKA
(2).(2)

Xaa saBisie coboro Pen

OCOBJIMBA O3HAKA

(5)-(5)
Xaa siBisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(6)..(6)
Lys siBiisie co6oro Lys(Ac)

OCOBJIMBA O3HAKA
(.7

Xaa saBistie co6oro Pen

OCOBJIVBA O3HAKA
(8)--(8)



<223> Phe sBnsie co60t0 Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBuse coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr aBisie coboro (D)NMeTyr

<400> 88

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Asn Tyr
1 5 10

<210> 89
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)



<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuse coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys saBmse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>

<221> OCOBJIVIBA O3HAKA

<222> (13)..(13)

<223> Tyr sBuse coboro (D)NMeTyr

<400> 89

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Ash Tyr

1 5 10

<210> 90



<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

13
PRT

ITyuHa nocnizoBHICTh

CHHTETHYHA KOHCTPYKITiS

OCOBJIMBA O3HAKA
1))

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBiisie co6oro W(7-Me)

OCOBJIMBA O3HAKA

(5)..(5)
Lys siBiste cobotro Lys(Ac)

OCOBJIBA O3HAKA
(6).-(6)

Xaa sBi1se co6oro Pen

OCOBJIMUBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |

OCOBJIBA O3HAKA
(8)--(8)

Xaa sBuse coboro 2-Nal

OCOBJIBA O3HAKA
(9)--9)

Lys siBiste co6oro a-MeLys



<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse cob6oro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Val sBnsie coboro (D)Val

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr aBisie coboro (D)NMeTyr

<400> 90

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Val Tyr
1 5 10

<210> 91
<211> 13
<212> PRT

<213> IllTy4yHa mOCIiI0BHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA

(5)-(5)
Lys siisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(6)..(6)

Xaa saBsie co6oro Pen

OCOBJIBA O3HAKA
(7)-(7)

Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH) ]

OCOBJIMBA O3HAKA
(8)--(8)

Xaa sBise coooro 2-Nal

OCOBJIMBA O3HAKA
(9)--(9)

Lys siBiste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(12)..(12)
Thr sBrsie coboro (D)Thr

OCOBJIMBA O3HAKA
(13)..(13)
Tyr sBisie codoro (D)NMeTyr

91

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Thr Tyr



<210> 92
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKLis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBisie co6oto (D)Arg

<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBiste coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]



<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sasige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBuse coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> His sBnse coboro (D)His

<400> 92

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His
1 5 10

<210> 93
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic coboro Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Ph)

<220>
<221> OCOBJIMBA O3HAKA



<2225 (7).(7)

<223> Phe sBisie co60t0 Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa asise coboro 3-Quin

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiusac coboro Sarc

<400> 93

Xaa Asn Thr Xaa GIn Cys Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 94
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie co6or0 Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)



<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH)]

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa sBise coboro 3-Quin

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisaec coboro Sarc

<400> 94

Xaa Asn Thr Xaa GIn Cys Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 95
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic coboro Abu

<220>



<221> OCOBJIMBA O3HAKA
<222> (4)..(4)
<223> Xaa siBnsie coboro W(7-Ph)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie coboro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Lys sBnsie coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 95

Xaa Asn Thr Xaa GIn Cys Phe Xaa Lys Lys Asn His Xaa
1 5 10

<210> 96
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS



<220>
<221> OCOBJIUBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBnsie coboro W(7-Ph)

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie coboro 2-Nal

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisie coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 96

Xaa Asn Thr Xaa GIn Cys Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 97
<211> 13
<212> PRT

<213> IlltyyHa MOCHiTOBHICTh



<220>

<223> CuHTEeTUYHA KOHCTPYKIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBise co6oro Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssirie co6oro 2-Nal

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Lys sBmse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA



<222> (13)..(13)

<223> Xaa sBise coboro Sarc

<400> 97

Xaa Asn Thr Xaa Lys Cys Phe Xaa Lys Lys Asn His Xaa
1 5 10

<210> 98
<211> 13
<212> PRT

<213> IlltyyHa MOCTiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Ph)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7).(7)

<223> Phe sBisie co6oto Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssise co6oro 2-Nal



<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBise coboro THP

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 98

Xaa Asn Thr Xaa Lys Cys Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 99
<211> 13
<212> PRT

<213> IlltyyHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie co60r0 Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)

<220>



<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe siBnsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBie coboro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiusaec coboro Sarc

<400> 99

Xaa Asn Thr Xaa Lys Cys Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 100
<211> 14
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBusie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

Xaa saBisie coboro Abu

OCOBJIMBA O3HAKA

(5)..(5)
Xaa sBiise co6oro W(7-Me)

OCOBJIBA O3HAKA
(8).(8)

Phe siBisie co60ro Phe[4-(2-aminoeTokcn)]

OCOBJIMBA O3HAKA
(9)--(9)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(10)..(10)

Xaa saBisie coooro THP

OCOBJIBA O3HAKA
(13)..(13)

Xaa siBiIste co00r0 Sarc

OCOBJIMBA O3HAKA
(14)..(14)

Xaa MOXe SBIISITH CO00F0 Oy/b-SIKY IPUPOJHY aMiHOKHCIIOTY

100

Arg Xaa Asn Thr Xaa GlIn Cys Phe Xaa Xaa Glu Asn His Xaa

1

<210>
<211>
<212>
<213>

5 10

101
14
PRT

[ITyyna mOCHiIOBHICT



<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>

CuHTETHYHA KOHCTPYKILiS

OCOBJIMBA O3HAKA

M-
Arg aBisie coboro (D)Arg

OCOBJIMBA O3HAKA
(2)--(2)

Xaa saBisie coboro Abu

OCOBJIMBA O3HAKA

(5)-(5)
Xaa siBiisie co6oro W(7-Me)

OCOBJIBA O3HAKA
(8)-.(8)

Phe siBisie co6oro Phe[4-(2-amiHoeToKCH) |

OCOBJIMBA O3HAKA
(9)-.(9)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(10)..(10)

Xaa sBiste coboro THP

OCOBJIBA O3HAKA
(13)..(13)

Leu sBisie coboro (D)Leu

OCOBJINBA O3HAKA



<222>
<223>

<400>

(14)..(14)

Xaa saBisie coboro Sarc

101

Arg Xaa Asn Thr Xaa GIn Cys Phe Xaa Xaa Glu Asn Leu Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10

102
14
PRT

[ITyyna mOCTiTOBHICTh

CuHTeTHYHA KOHCTPYKIis

OCOBJIMBA O3HAKA

1)..(1)
Arg sBisie coboro (D)Arg

OCOBJIBA O3HAKA
(2)--(2)

Xaa siBiiste coboro Abu

OCOBJIMBA O3HAKA

(5)..(5)
Xaa sBisie coboro W(7-Me)

OCOBJIBA O3HAKA
(6)--(6)

Xaa saBiste co6oro Cit

OCOBJIBA O3HAKA
(8)--(8)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |



<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBnse co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (10)..(10)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisie coboro Sarc

<400> 102

Arg Xaa Asn Thr Xaa Xaa Cys Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 103
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA

(5)-(5)
Lys siisie coboro Lys(Ac)

OCOBJIUBA O3HAKA
(6)..(6)

Xaa sBisie co6oro Pen

OCOBJIBA O3HAKA
(7)-(7)

Phe sBisie co6oro Phe[4-(2-amiHoeToKCH)]

OCOBJIVIBA O3HAKA
(8)--(8)

Xaa sBise coooro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Lys siBiste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie co6oro Lys(Ac)

OCOBJIIBA O3HAKA
(12)..(12)

Xaa siBnsie co6oro 3-Pal

OCOBJIBA O3HAKA
(13)..(13)

Xaa saBisie coboro Sarc

103

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa Xaa



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10
104
13
PRT
ITyyna mOCTiOBHICTH

CuHTETHYHA KOHCTPYKILiS

OCOBJIMBA O3HAKA
-1

Xaa aBistie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-Me)

OCOBJIBA O3HAKA
(5)--(5)

Xaa siBisie co6oro Lys(Ac)

OCOBJIMUBA O3HAKA
(6)..(6)

Xaa saBisie coboro Pen

OCOBJIBA O3HAKA
(--(7)

Phe sBisie coboro Phe[4-(2-amiHoeTOKCH)]

OCOBJIBA O3HAKA
(8).(8)

Xaa asiste co6oro 2-Nal



<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 104

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 105
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Ph)

<220>
<221> OCOBJIMBA O3HAKA



<222> (5)..(5)
<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBnsie co6oto Phe[4-(2-amiHoeToKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>
<221> OCOBJIUBA O3HAKA
<2225 (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBise coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa aBisie coboro Sarc

<400> 105

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa Xaa
1 5 10



<210> 106
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(7-Ph)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa aBiste co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa ssise co6oro 2-Nal

<220>



<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBnse coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<2225 (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 106

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 107
<211> 13
<212> PRT

<213> Illty4yHa MOCHiI0BHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (5)..(5)



<223> Xaa sBuse coboro Cit

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBnsie co6oto Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie coboro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 107

Xaa Asn Thr Xaa Xaa Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 108
<211> 13
<212> PRT

<213> IlltyyHa MOCHiTOBHICTh



<220>

<223> CuHTEeTUYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBuse coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuse co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssirie co6oro 2-Nal

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisic coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA



<222> (13)..(13)

<223> Xaa sBise coboro Sarc

<400> 108

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 109
<211> 13
<212> PRT

<213> IlltyyHa MOCTiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBie co6oro 2-Nal

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisic coboro THP



<220>
<221> OCOBJIBA O3HAKA
<222> (12)..(12)

<223> Xaa sBnse coboro 3-Pal

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 109

Xaa GIn Thr Xaa GIn Cys Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 110
<211> 13
<212> PRT

<213> IlltyyHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie co60r0 Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>



<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa ssige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 110

Xaa GIn Thr Xaa GIn Cys Phe Xaa Lys Lys Asn Xaa Xaa
1 5 10

<210> 111
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<2225 (5)..(5)

<223> Xaa sBuse co6oro Cit

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa saBie coooro 2-Nal

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisie coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 111

Xaa GIn Thr Xaa Xaa Cys Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>

112
13
PRT

ITyyna mOCTiOBHICTH

CHHTETHYHA KOHCTPYKITiS

OCOBJIMBA O3HAKA
1)--(1)

Xaa saBisie coboro Abu

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBiisie co6oro W(7-Me)

OCOBJIBA O3HAKA
(5)-.(5)

Xaa sBiste coboro Cit

OCOBJIMBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-aminoeToKCH)]

OCOBJIBA O3HAKA
(8)--(8)

Xaa aBiste co6oro 2-Nal

OCOBJIBA O3HAKA
(9)--09)

Lys siBisie coboro a-MeLys

OCOBJINBA O3HAKA



<222> (10)..(10)
<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBnse cob6oro 3-Pal

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 112

Xaa Gln Thr Xaa Xaa Cys Phe Xaa Lys Lys Asn Xaa Xaa
1 5 10

<210> 113
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Me)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]



<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa sBnse co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBiric coboro 3-Pal

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisec co0oro Oera-anaHid

<400> 113

Xaa GIn Thr Xaa GIn Cys Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 114
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic coboro Abu

<220>



<221> OCOBJIMBA O3HAKA
<222> (4)..(4)
<223> Xaa sBise coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie coboro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBise coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co00r0 OeTa-anaHiH

<400> 114

Xaa GIn Thr Xaa GIn Cys Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 115
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

OCOBJIBA O3HAKA
1).(1)

Xaa sBisie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie co6oro W(7-Me)

OCOBJIMBA O3HAKA

(5)..(5)
Lys siBisie co6otro Lys(Ac)

OCOBJIBA O3HAKA
(6)--(6)

Xaa aBistie co6oro Pen

OCOBJIBA O3HAKA
("--(7)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |

OCOBJIMBA O3HAKA
(8)-.(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Xaa sasisie coooro THP

OCOBJIBA O3HAKA
(12)..(12)

Xaa sBiste coboro 4-Pal



<220>
<221> OCOBJIBA O3HAKA
<2225 (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 115

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 116
<211> 13
<212> PRT

<213> IlltyyHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKLIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIVIBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Ph)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA



<2225 (7).(7)

<223> Phe sBisie co60t0 Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBuse co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sasise coooro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa ssige coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co00r0 OeTa-anaHiH

<400> 116

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 117
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

OCOBJIMBA O3HAKA

(4)..(4)
Xaa sBiise coboro W(7-Ph)

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(6)..(6)

Xaa sBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(--(7)

Phe siBisie coboro Phe[4-(2-amiHoeToKCH)]

OCOBJIVIBA O3HAKA
(8)--(8)

Xaa asiste co6oro 2-Nal

OCOBJIMUBA O3HAKA
(9)-.(9)

Xaa saBisie coooro THP

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie co6oro Lys(Ac)

OCOBJIBA O3HAKA
(12)..(12)

Xaa siBnsie co6oro 3-Pal



<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 117

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Lys Asn Xaa Xaa
1 5 10

<210> 118
<211> 13
<212> PRT

<213> Illty4Ha MOCTiIOBHICTH

<220>

<223> CuHTEeTUYHA KOHCTPYKLIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>

<221> OCOBJIVIBA O3HAKA
<222> (4)..(4)

<223> Xaa sBirsie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)



<223> Phe sBnsie co60t0 Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBuse co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie coboro 3-Quin

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 118

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 119
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen



<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ace)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe siBmsie co6oto Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBnse coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie coboro 7-Aza-tpuntodan

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 119



Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10

120
13
PRT

ITyyna mOCTiOBHICTh

CuHTETHYHA KOHCTPYKILiS

OCOBJIBA O3HAKA
-1

Xaa aBnste co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(5)-.(5)
Lys sBisie co6oro Lys(Ac)

OCOBJIMUBA O3HAKA
(6)..(6)

Xaa sBi1se co6oro Pen

OCOBJIBA O3HAKA
()--(7)

Phe siBisie co6oro Phe[4-(2-aminoerokcn)]

OCOBJIBA O3HAKA
(8)--(8)

Xaa asiste co6oro 2-Nal



<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBiric coboro 3-Pal

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBnse coboro NMeTyr

<400> 120

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa Tyr

1 5 10

<210> 121
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>



<221> OCOBJIMBA O3HAKA
<222> (4)..(4)
<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise cob6oro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe siBmsie co6oto Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssirie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBnse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa siBisie co6oro 3-Pal
<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBisie coboro NMeTyr

<400> 121

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Tyr



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10
122
13
PRT
ITyyna mOCTiOBHICTH

CuHTeTHYHA KOHCTPYKILis

OCOBJIMBA O3HAKA
-1

Xaa aBistie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBiste coboro W(7-Ph)

OCOBJIMBA O3HAKA

(5)-.(5)
Lys sBisie co6oro Lys(Ac)

OCOBJIMUBA O3HAKA
(6)..(6)

Xaa saBisie coboro Pen

OCOBJIBA O3HAKA
(--(7)

Phe siBisie co6otro Phe[4-(2-aminoerokcn)]

OCOBJIBA O3HAKA
(8).(8)

Xaa asiste co6oro 2-Nal



<220>
<221> OCOBJIIBA O3HAKA
<222> (9)..(9)

<223> Lys sBnsie coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBuse coboro NMeTyr

<400> 122

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa Tyr
1 5 10

<210> 123
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA



<222> (4)..(4)
<223> Xaa siBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise cob6oro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuste co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe siBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisie coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBise coboro 3-Pal

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBisie coboro NMeTyr

<400> 123

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Tyr
1 5 10



<210> 124
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa ssise co6oro 2-Nal

<220>



<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBnse coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<2225 (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 124

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 125
<211> 13
<212> PRT

<213> Illty4yHa MOCHiI0BHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (5)..(5)



<223> Lys siBisie co6oro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBnsie co6oto Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie coboro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 125

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 126
<211> 13
<212> PRT

<213> IlltyyHa MOCHiTOBHICTh



<220>

<223> CuHTEeTUYHA KOHCTPYKIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBuse coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Ph)

<220>
<221> OCOBJIUBA O3HAKA
<222> (5)..(5)

<223> Xaa sBuse co6oro Cit

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa saBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOeTOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssise co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..09)

<223> Xaa sBiuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA



<222> (12)..(12)

<223> Xaa saBise coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co0oro Sarc

<400> 126

Xaa Asn Thr Xaa Xaa Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 127
<211> 13
<212> PRT

<213> IlTy4Ha NOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Ph)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]



<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa sBnse co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBiric coboro 3-Pal

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisaec coboro Sarc

<400> 127

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Xaa Glu Asn Xaa Xaa

1 5 10

<210> 128

<400> 128
000

<210> 129

<400> 129
000

<210> 130
<211> 13
<212> PRT

<213> IlltyyHa MOCHiTOBHICTh



<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

CuHTETHYHA KOHCTPYKILiS

OCOBJIUBA O3HAKA
1).(1)

Xaa saBsie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBiste coboro W(7-Ph)

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(6)..(6)

Xaa saBisie coboro Pen

OCOBJIBA O3HAKA
("--(7)

Phe siBisie co6oro Phe[4-(2-aminoeToKCH)]

OCOBJIVIBA O3HAKA
(8)--(8)

Xaa asiste co6oro 2-Nal

OCOBJIBA O3HAKA
(9)--09)

Lys siBisie coboro a-MeLys

OCOBJIVIBA O3HAKA
(10)..(10)



<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBnse coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<2225 (13)..(13)

<223> Xaa sBise co0oro Oera-anaHiH

<400> 130

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa Xaa
1 5 10

<210> 131
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Ph)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIBA O3HAKA
(6)..(6)

Xaa aBiste co6oro Pen

OCOBJIUBA O3HAKA
(7)-(7)

Phe siBisie co6oro Phe[4-(2-aminoeTokcn)]

OCOBJIMBA O3HAKA
(8)--(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Xaa asnse coooro THP

OCOBJIMBA O3HAKA
(12)..(12)

Xaa siBnste co6oro 3-Pal

OCOBJIMBA O3HAKA
(13)..(13)

Xaa saBisie co0010 Oera-aJlaHin

131

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>

5 10

132
13
PRT

[ITyuna mocigoBHICTh



<223> CuHTETUYHA KOHCTPYKLis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7).(7)

<223> Phe sBisie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssise co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..09)

<223> Xaa sBiuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBise coboro 3-Pal



<220>
<221> OCOBJIBA O3HAKA
<2225 (13)..(13)

<223> Xaa sBisie co0oro Sarc

<400> 132

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 133
<211> 13
<212> PRT

<213> IlltyyHa MOCTiIOBHICTH

<220>

<223> CuHTEeTUYHA KOHCTPYKLIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa gBise co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>



<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe siBnsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBnse co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 133

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Lys Asn Xaa Xaa
1 5 10

<210> 134
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS



<220>
<221> OCOBJIUBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBnsie coboro W(7-Ph)

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie coboro 2-Nal

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisie coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 134

Xaa GIn Thr Xaa GIn Cys Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>

135
13
PRT

ITyyna mOCTiOBHICTH

CHHTETHYHA KOHCTPYKITiS

OCOBJIMBA O3HAKA
1)--(1)

Xaa saBisie coboro Abu

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siByisie coboro W(7-Ph)

OCOBJIBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-amiHoeToKCH) |

OCOBJIMBA O3HAKA
(8)-.(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Lys siBiste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJINBA O3HAKA



<222> (12)..(2)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa MOXXe SBIATH c00010 OyIb-SIKy MPUPOIHY aMiHOKHCIIOTY

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 135

Xaa GIn Thr Xaa GIn Cys Phe Xaa Lys Lys Asn Xaa Xaa
1 5 10

<210> 136
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Ph)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)



<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBusie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe siBnsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie co6oro 2-Nal

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisae coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa saBise codoro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic coboro0 Sarc

<400> 136

Xaa Ash Thr Xaa Lys Xaa Phe Xaa Xaa Lys Asn Xaa Xaa
1 5 10



<210> 137
<211> 13
<212> PRT

<213> IlltyyHa MOCHiIOBHICT

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBiste coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBie coboro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)



<223> Xaa sBise coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<222> (12)..(12)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 137

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Lys Asn Xaa Xaa
1 5 10

<210> 138
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)



<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuse coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisie coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBise coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 138



Xaa Glu Thr Xaa Lys Xaa Phe Xaa Xaa Lys Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10

139
13
PRT

ITyyna mOCTiOBHICTh

CuHTETHYHA KOHCTPYKILiS

OCOBJIBA O3HAKA
-1

Xaa aBnste co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBiste coboro W(7-Ph)

OCOBJIMBA O3HAKA

(5)-.(5)
Lys sBisie co6oro Lys(Ac)

OCOBJIMUBA O3HAKA
(6)..(6)

Xaa sBi1se co6oro Pen

OCOBJIBA O3HAKA
()--(7)

Phe siBisie co6otro Phe[4-(2-aminoerokcn)]

OCOBJIBA O3HAKA
(8)--(8)

Xaa asiste co6oro 2-Nal



<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa siBisie coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBiric coboro 3-Pal

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisaec coboro Sarc

<400> 139

Xaa Glu Thr Xaa Lys Xaa Phe Xaa Xaa Lys Asn Xaa Xaa
1 5 10

<210> 140
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic coboro Abu

<220>



<221> OCOBJIMBA O3HAKA
<222> (4)..(4)
<223> Xaa sBiste coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBise coooro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBise coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 140

Xaa GIn Thr Xaa GIn Cys Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 141
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

OCOBJIBA O3HAKA
1).(1)

Xaa sBisie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie co6oro W(7-Me)

OCOBJIMBA O3HAKA

(5)..(5)
Lys siBisie co6otro Lys(Ac)

OCOBJIBA O3HAKA
(6)--(6)

Xaa aBistie co6oro Pen

OCOBJIBA O3HAKA
("--(7)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |

OCOBJIMUBA O3HAKA
(8)-.(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Xaa sasisie coooro THP

OCOBJIMBA O3HAKA
(10)..(10)
Lys sBiisie co6oro Lys(Ac)



<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 141

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Lys Asn Xaa Xaa
1 5 10

<210> 142
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (4)..(4)

<223> Xaa sBiste coboro W(7-(3-kapOokcaminodenun))

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA



<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIUBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH)]

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<2225 (9)..(9)

<223> Xaa sBusc coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa ssirie co6oro 3-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co00ro0 Sarc

<400> 142

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Ash Xaa Xaa
1 5 10

<210> 143
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS



<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBusie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (4)..(4)

<223> Xaa sBnsie co6oro W(7-mipumigua-5-yl)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBise cob6oro Lys(Ac)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuse co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssirie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisic coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBise coboro 3-Pal

<220>



<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa gBiste coboro Sarc

<400> 143

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 144
<211> 13
<212> PRT

<213> Illty4Ha MOCTiIOBHICTH

<220>

<223> CuHTEeTUYHA KOHCTPYKLIis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W (7-iMiga301mipuIiuHi)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)



<223> Phe sBnsie co60t0 Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBuse co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sasise coooro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 144

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 145
<211> 12
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen



<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe siBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys siBnsie coboro NMe(Lys)

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> His sBiste coboro 3MeHis

<400> 145



Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10

146
13
PRT

ITyyna mOCTiOBHICTh

CuHTETHYHA KOHCTPYKILiS

OCOBJIMBA O3HAKA

1)..(1)
Arg sBnsie coboro (D)Arg

OCOBJIMUBA O3HAKA
(2).(2)

Xaa aBistie co6oro Pen

OCOBJIMBA O3HAKA

(5)-(5)
Xaa sBisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(6)..(6)
Lys sBisie co6oro Lys(Ac)

OCOBJIBA O3HAKA
()--(7)

Xaa saBistie co6oro Pen

OCOBJIBA O3HAKA
(8)--(8)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |



<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa sBnse co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (10)..(10)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> His sBiste coboro 3MeHis

<400> 146

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His
1 5 10

<210> 147
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBise coboro W(7-(4Quin))

<220>



<221> OCOBJIMBA O3HAKA
<222> (5)..(5)
<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOCTOKCH)]

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBnse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic cob0ro0 Sarc

<400> 147

Xaa Ash Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa

1 5 10

<210> 148
<211> 13



<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

PRT

[ITyuna nociizoBHICTh

CHHTEeTHYHA KOHCTPYKITiS

OCOBJIBA O3HAKA
1))

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-(3-mipazoun-1-yl))

OCOBJIMBA O3HAKA

(5)-.(5)
Lys siBisie cobotro Lys(Ac)

OCOBJIBA O3HAKA
(6).-(6)

Xaa sBise co6oro Pen

OCOBJIMUBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-aminoeToKCH)]

OCOBJIBA O3HAKA
(8)--(8)

Xaa sBuse coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Xaa sBiste coooro THP



<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 148

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 149
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-(5-Et))

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA



<222> (6)..(6)

<223> Xaa gBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH)]

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<2225 (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co00ro0 Sarc

<400> 149

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Ash Xaa Xaa
1 5 10

<210> 150
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS



<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBusie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBnsie coboro W(5-Ph)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBise cob6oro Lys(Ac)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuse co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssirie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisic coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBise coboro 3-Pal

<220>



<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 150

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 151
<211> 13
<212> PRT

<213> Illty4Ha MOCTiIOBHICTH

<220>

<223> CuHTEeTUYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>

<221> OCOBJIVIBA O3HAKA

<222> (4)..(4)

<223> Xaa siBisie coboro W(7-(3-mipazon-1-yl))

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)



<223> Phe sBnsie co60t0 Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBuse co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 151

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 152
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen



<220>
<221> OCOBJIUBA O3HAKA
<2225 (4)..(4)

<223> Xaa sBiste coboro W(7-iuaazon-5-yl)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe siBmsie co6oto Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBnse coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBise coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 152



Xaa Ash Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10

153
13
PRT

Tyyna mOCTiTOBHICT

CuHTETHYHA KOHCTPYKILiS

OCOBJIBA O3HAKA
-1

Xaa aBnste co6oro Pen

OCOBJIMBA O3HAKA

4)..(4)
Xaa sBisge coboro W(4-F)

OCOBJIMBA O3HAKA

(5)-(5)
Lys sBisie co6oro Lys(Ac)

OCOBJIMUBA O3HAKA
(6)..(6)

Xaa sBi1se co6oro Pen

OCOBJIBA O3HAKA
()--(7)

Phe siBisie co6otro Phe[4-(2-aminoerokcn)]

OCOBJIBA O3HAKA
(8)--(8)

Xaa saBiste coooro 2-Nal



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIBA O3HAKA
(9)-09)

Xaa saBisie coooro THP

OCOBJIBA O3HAKA
(12)..(12)

Xaa sBsie coboro 3-Pal

OCOBJIMBA O3HAKA
(13)..(13)

Xaa saBisie coboro Sarc

153

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

5 10

154
13
PRT

TyuHa nocIizoBHICTh

CuHTETHYHA KOHCTPYKILis

OCOBJIBA O3HAKA
1)--(1)

Xaa siBiste co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa sBisie cob6oro W(5-CN)



<221> OCOBJIMBA O3HAKA
<222> (5)..(5)
<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOCTOKCH)]

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBnse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic cob0ro0 Sarc

<400> 154

Xaa Ash Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa

1 5 10

<210> 155
<211> 13



<212> PRT

<213> Illty4yHa mOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuste co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-CN)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBise coboro Lys(Ac)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOeTOKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssie co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisic coboro THP



<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa gBiste coboro Sarc

<400> 155

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 156
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(4-OMe)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA



<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH)]

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa siBisie coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co00ro0 Sarc

<400> 156

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Ash Xaa Xaa
1 5 10

<210> 157
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS



<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBusie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie co6oro W(4-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBise cob6oro Lys(Ac)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuse co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssirie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisic coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBise coboro 3-Pal

<220>



<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 157

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 158
<211> 13
<212> PRT

<213> Illty4Ha MOCTiIOBHICTH

<220>

<223> CuHTEeTUYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7).(7)

<223> Phe sBisie co6oto Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)



<223> Xaa ssie co6oro 2-Nal

<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa sBise coboro THP

<220>
<221> OCOBJIBA O3HAKA
<222> (12)..(12)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 158

Xaa Asn Thr Trp Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 159
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIBA O3HAKA
(6)..(6)

Xaa aBiste co6oro Pen

OCOBJIUBA O3HAKA
(7)-(7)

Phe siBisie co60r0 Phe[4-(2-aminoeTokcn)]

OCOBJIMBA O3HAKA
(8)--(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Xaa siBisie c00010 1-aMiHOIMKIIONIEHTAHKAPOOHOBA KUCIIOTa

OCOBJIMBA O3HAKA
(12)..(12)

Xaa siBnste co6oro 3-Pal

OCOBJIMBA O3HAKA
(13)..(13)

Xaa sBisie coboro Sarc

159

Xaa Asn Thr Trp Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>

5 10

160
13
PRT

IITyyHa mOCTiIOBHICTh



<223> CuHTETUYHA KOHCTPYKLis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(5-Ca)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7).(7)

<223> Phe sBisie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..09)

<223> Xaa sBiuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBise coboro 3-Pal



<220>
<221> OCOBJIBA O3HAKA
<2225 (13)..(13)

<223> Xaa sBisie co0oro Sarc

<400> 160

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 161
<211> 13
<212> PRT

<213> IlltyyHa MOCTiIOBHICTH

<220>

<223> CuHTEeTUYHA KOHCTPYKLIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro Trp 4Aza

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>



<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBnsie co6oto Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBiae coboro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa ssige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 161

Xaa Asn Thr Trp Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 162
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuste co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie coboro 2-Nal

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisie coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 162

Xaa Asn Thr Trp Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>

163
13
PRT

ITyyna mOCTiOBHICTH

CuHTeTHYHA KOHCTPYKITis

OCOBJIMBA O3HAKA
1)--(1)

Xaa saBisie co6oro Pen

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(6)..(6)

Xaa sBisge co6oro Pen

OCOBJIMBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-aminoeToKCH)]

OCOBJIBA O3HAKA
(8)--(8)

Xaa aBiste co6oro 2-Nal

OCOBJIBA O3HAKA
(9)--09)

Xaa sasisie coooro THP

OCOBJIMBA O3HAKA



<222> (10)..(10)
<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBnse cob6oro 3-Pal

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 163

Xaa Asn Thr Trp Lys Xaa Phe Xaa Xaa Lys Asn Xaa Xaa
1 5 10

<210> 164
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBnse co6oto (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA

(6)..(6)
Lys siBiste co6otro Lys(Ac)

OCOBJIUBA O3HAKA
(-7

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA
(8)..(8)

Phe sBsie co6oro Phe[4-(2-aminoeToKCH) ]

OCOBJIBA O3HAKA
(9)--(9)

Xaa sBise coooro 2-Nal

OCOBJIBA O3HAKA
(10)..(10)

Xaa siBiste coooro THP

OCOBJIMBA O3HAKA
(13)..(13)

Xaa sBisie coboro SPyal

164

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa

1

<210>
<211>
<212>
<213>

5 10

165
12
PRT

ITyyna noCHiIOBHICTh



<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

CuHTETHYHA KOHCTPYKILiS

OCOBJIUBA O3HAKA
1).(1)

Xaa sBisie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(5)-.(5)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(6)..(6)

Xaa saBisie coboro Pen

OCOBJIBA O3HAKA
("--(7)

Phe siBisie co6oro Phe[4-(2-aminoeToKCH)]

OCOBJIVIBA O3HAKA
(8)--(8)

Xaa asisie coooro 2-Nal

OCOBJIBA O3HAKA
(9)--09)

Lys siBisie coboro a-Me-Lys

OCOBJIVIBA O3HAKA
(10)..(10)



<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie coboro SPyal

<400> 165

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa
1 5 10

<210> 166
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKLIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg saBisie codoro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<2225 (2).(2)

<223> Xaa sBistie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa siBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBise coboro Lys(Ac)



<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe siBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<2225 (9)..(9)

<223> Xaa sBirie coboro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (10)..(10)

<223> Xaa sBise coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> His snsie coboro (1-Me)His

<400> 166

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His
1 5 10

<210> 167
<211> 12
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTMYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

1.1

Xaa saBistie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa sBise co6oro W(7-Me)]

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(6)..(6)

Xaa aBnste co6oro Pen

OCOBJIMUBA O3HAKA
(7)-.(7)

Phe sBsie co6oro Phe[4-(2-aminoeToKCH) ]

OCOBJIMBA O3HAKA
(8)--(8)

Xaa asiste co6oro 2-Nal

OCOBJIMUBA O3HAKA
(9)-.(9)

Lys siBste coboro aMeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJIVBA O3HAKA
(12)..(12)

His siBiste co6oro (1-Me)His



<400> 167

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His
1 5 10

<210> 168
<211> 13
<212> PRT

<213> Illty4yHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>



<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys sBise coboro a-Me-Lys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa ssige coboro 3-Pal

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr saBisie coboro (D)NMeTyr

<400> 168

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa Tyr
1 5 10

<210> 169
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste cob6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBasie coboto Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIVIBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisic co6oro Aib



<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co6oro (D)Thr

<400> 169

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa Thr
1 5 10

<210> 170
<211> 13
<212> PRT

<213> IlltyyHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKLIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie co6010 Pen

<220>

<221> OCOBJIVIBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

(7)-.(7)

Phe siBisie co6oro Phe[4-(2-aminoerokcn)]

OCOBJIUBA O3HAKA
(8).(8)

Xaa sBisie co6oro 2-Nal

OCOBJIBA O3HAKA
(9)-09)

Xaa asiste coooro THP

OCOBJIMBA O3HAKA
(13)..(13)

Pro siBnsie co6oro (D)Pro

170

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Pro

1

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>

5 10

171

171

172

172

173

173

174

174



000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

175

175

176

176

177

177

178

178

179

179

180

180

181

181

182

182



<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

183

183

184

184

185

185

186

186

187

187

188

188

189

189

190

190

191



<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

191

192

192

193

193

194

194

195

195

196

196

197

197

198

198

199

199



<210> 200

<400> 200
000

<210> 201
<211> 14
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBnse co6oro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<2225 (2).(2)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIVIBA O3HAKA
<222> (5)..(5)

<223> Xaa sBisie coboro W(7-Me)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie coboro Cit

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA



<222> (8)..(8)

<223> Phe sBnsie co6oro Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (10)..(10)

<223> Leu aBise coboro aMelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Lys snse coboro (D)Lys

<220>

<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Tyr aBise coboro (D)NMeTyr

<400> 201

Arg Xaa Asn Thr Xaa Xaa Xaa Phe Xaa Leu Glu Asn Lys Tyr
1 5 10

<210> 202
<211> 14
<212> PRT

<213> IllTy4Ha HOCIiIOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBise co6oro (D)Arg



<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBusie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa siBnsie co6oro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBise coboro Cit

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Xaa sBuse co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie cob6oto Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa ssirie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Leu aBasge co6oro aMelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> His saBusie coboro (D)His

<220>



<221> OCOBJIMBA O3HAKA
<222> (14)..(14)
<223> Tyr sBiuste coboro (D)NMeTyr

<400> 202

Arg Xaa Asn Thr Xaa Xaa Xaa Phe Xaa Leu Glu Asn His Tyr
1 5 10

<210> 203
<211> 13
<212> PRT

<213> Illty4Ha MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKLIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>

<221> OCOBJIVIBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)



<223> Phe sBnsie co60t0 Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBuse co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys siBnsie coboro a MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie co6oro (D)Orn

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBisie coboro (D)NMeTyr

<400> 203

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa Tyr
1 5 10

<210> 204
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILis



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>

OCOBJIBA O3HAKA
1))

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie co6oro W(7-Me)

OCOBJIMBA O3HAKA

(5)..(5)
Lys siBiste cobotro Lys(Ac)

OCOBJIMBA O3HAKA
(6)--(6)

Xaa aBnse co6oro Pen

OCOBJIBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-amiHoeToKCH) |

OCOBJIMBA O3HAKA
(8)-.(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Lys siBiste co6oto a MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJINBA O3HAKA



<222> (12)..(12)

<223> Ser sBisie coboro (D)Ser

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr asuse coboro (D)NMeTyr

<400> 204

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Ser Tyr
1 5 10

<210> 205
<211> 13
<212> PRT

<213> IllTy4Ha mOCIiIOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen



<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH)]

<220>
<221> OCOBJIIBA O3HAKA
<222> (8)..(8)

<223> Xaa sasige co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys sBiste coboro a MeLys

<220>

<221> OCOBJIVIBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Phe sBinsie co6oro (D)Phe

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr saBisie coboro (D)NMeTyr

<400> 205

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Phe Tyr
1 5 10

<210> 206
<211> 14
<212> PRT

<213> IlltyyHa MOCHiTOBHICTh



<220>

<223> CuHTEeTUYHA KOHCTPYKLis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBisie coboto (D)Arg

<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7).(7)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)



<223> Xaa sBise coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Tyr sBnse codoro (D)Tyr

<400> 206

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Tyr
1 5 10

<210> 207
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKLIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIVIBA O3HAKA
<222> (5)..(5)

<223> Tyr sBiste codoro (D) Tyr

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen



<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe siBnsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<2225 (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Lys saBnsie coboro (D)Lys

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBisie coboro (D)NMeTyr

<400> 207

Xaa Asn Thr Xaa Tyr Xaa Phe Xaa Lys Lys Asn Lys Tyr
1 5 10

<210> 208
<211> 14
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>



<223> CuHTETUYHA KOHCTPYKLis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBisie coboto (D)Arg

<220>
<221> OCOBJIUBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBuste co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBnse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7).(7)

<223> Phe sBisie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa ssie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..09)

<223> Xaa sBiuse coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (10)..(10)

<223> Xaa Moxe SBJISATH 00010 OYb-SIKY PUPOIHY aMiHOKUCIIOTY



<400> 208

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Pro
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<210> 209
<211> 14
<212> PRT

<213> Illty4yHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBnse co6oro (D)Arg

<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa sBisic co60r0 Pen

<220>



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA
(8).(8)

Phe siBisie coboro Phe[4-(2-amiHOeTOKCH)]

OCOBJIUBA O3HAKA
(9)-(9)

Xaa sBisie co6oro 2-Nal

OCOBJIBA O3HAKA
(10)..(10)

Xaa saBisie coooro THP

OCOBJIIBA O3HAKA
(14)..(14)

Pro siBnsie co6oro (D)Pro

209

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Pro

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

5 10

210
13
PRT

I Ty4Ha MOCTiTOBHICTH

CHHTETHYHA KOHCTPYKIis

OCOBJIBA O3HAKA
1))

Xaa saBistie co6oro Pen

OCOBJIVBA O3HAKA
(4)--(4)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

Xaa sienisie co6oro W(7-Me)

OCOBJIMBA O3HAKA

(5)-(5)
Phe sBsie co6oro Phe(4)

OCOBJIBA O3HAKA
(6)..(6)

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-aminoeToKCH) ]

OCOBJIMBA O3HAKA
(8)--(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Lys siBnste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(12)..(12)
Lys siBisie coboro (D)Lys

OCOBJIMBA O3HAKA
(13)..(13)
Tyr sBisie coboro (D)NMeTyr



<400> 210

Xaa Asn Thr Xaa Phe Xaa Phe Xaa Lys Lys Asn Lys Tyr
1 5 10

<210> 211
<211> 13
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie co6oto Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIMBA O3HAKA



<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBrsie co0010 1-aMiHOIMKIIONICHTaHKapOOHOBA KHCIOTA

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiuse coboro Sarc

<400> 211

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Phe Xaa
1 5 10

<210> 212
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBnse coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)



<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBuse cob6oro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOCTOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa sasie co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (10)..(10)

<223> Xaa sBisie coboro THP

<400> 212

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His
1 5 10

<210> 213
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>



<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnse coboro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBise co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHoeTOKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssirie co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Lys sBinsie coboto a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)



<223> Xaa sBisie coooro N(H)Me

<400> 213

Xaa Ash Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His Xaa
1 5 10

<210> 214
<211> 13
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBiste coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA

<222> (5)..(5)

<223> Phe sBusie cob6oro Phe(4-NH(AC))

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe siBiste co6otro Phe[4-(2-aminoeTokcn)]



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIBA O3HAKA
(8).(8)

Xaa sBise coooro 2-Nal

OCOBJIUBA O3HAKA
(9)--(9)

Lys siBisie coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie co6oto Lys(Ac)

OCOBJIMBA O3HAKA
(12)..(12)
Lys siBiste coboro (D)Lys

OCOBJIMBA O3HAKA
(13)..(13)
Tyr sBisie coboro (D)NMeTyr

214

Xaa Asn Thr Xaa Phe Xaa Phe Xaa Lys Lys Asn Lys Tyr

1

<210>
<211>
<212>
<213>

<220>

<223>

<220>
<221>
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215
13
PRT

IITyyHa mOCTiIOBHICTh

CuHTETHYHA KOHCTPYKILis

OCOBJINBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

1.1

Xaa saBistie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa sBisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(6)..(6)

Xaa aBnste co6oro Pen

OCOBJIMUBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-aminoeTokCH)]

OCOBJIBA O3HAKA
(8)--(8)

Xaa asiste co6oro 2-Nal

OCOBJIMUBA O3HAKA
(9)-.(9)

Lys siBiste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(13)..(13)
Tyr sBisie coboro (D)NMeTyr



<400> 215

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Tyr Tyr
1 5 10

<210> 216
<211> 13
<212> PRT

<213> Illty4yHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro Cit

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>



<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Leu sBuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnse coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Lys sBsie coboro (D)Lys

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBnse coboro (D)NMeTyr]

<400> 216

Xaa Asn Thr Xaa Xaa Xaa Phe Xaa Leu Lys Asn Lys Tyr
1 5 10

<210> 217
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTMYHA KOHCTPYKIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBasie coboto Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys sBisie coboro [a-MeLys]

<220>

<221> OCOBJIVIBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (11)..(11)

<223> Lys saBinsie coboro (D)Lys



<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> His sBise coboro (D)His

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBiuste coboro (D)NMeTyr

<400> 217

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His Tyr
1 5 10

<210> 218
<211> 13
<212> PRT

<213> IlTy4Ha NOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

(6)..(6)

Xaa saBistie co6oro Pen

OCOBJIUBA O3HAKA
(7)-(7)

Phe sBisie co60ro Phe[4-(2-aminoeTokcu)]

OCOBJIBA O3HAKA
(8).(8)

Xaa sBisie coo6oro 2-Nal

OCOBJIBA O3HAKA
(9)-.(9)

Lys siBnsie coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBiste cobotro Lys(Ac)

OCOBJIBA O3HAKA
(12)..(12)

Ala sBiste co0or0 OeTa-anaHiy

OCOBJIMBA O3HAKA
(13)..(13)
Tyr sBisie coboro (D)NMeTyr

218

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Ala Tyr

1

<210>
<211>
<212>
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219
13
PRT



<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

ITyyHa nociioBHICTh

CuHTETHYHA KOHCTPYKILiS

OCOBJIUBA O3HAKA
1))

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(5)-.(5)
Lys siBisie co6oto Lys(Ac)

OCOBJIVIBA O3HAKA
(6).-(6)

Xaa sBisge co6oro Pen

OCOBJIMUBA O3HAKA
(7)-.(7)

Phe siBsie co6oro Phe[4-(2-aminoeTokCH)]

OCOBJIBA O3HAKA
(8)--(8)

Xaa aBiste co6oro 2-Nal

OCOBJIBA O3HAKA
(9)--09)

Lys siBiste coboro a-MeLys



<221> OCOBJIMBA O3HAKA
<222> (10)..(10)
<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Ala sBasie cob6oro OeTa-anaHiH

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr aBisie coboro (D)NMeTyr

<400> 219

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Ala Tyr
1 5 10

<210> 220
<211> 13
<212> PRT

<213> Illty4yHa MOCHiI0BHICTh

<220>

<223> CuHTeTHYHa KOHCTPYKIIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (5)..(5)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(6)..(6)

Xaa sBisie co6oro Pen

OCOBJIBA O3HAKA
(7)-(7)

Phe siBisie co60ro Phe[4-(2-aminoeTokcn)]

OCOBJIMBA O3HAKA
(8)..(8)

Xaa sBise coboro 2-Nal

OCOBJIMBA O3HAKA
(9)--(9)

Lys siBiste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(20)
Lys sBisie co6oro Lys(Ac)

OCOBJIMBA O3HAKA
(12)..(12)

Ala saBisie co60r0 OeTa-araHin

OCOBJIMBA O3HAKA
(13)..(13)
Tyr sBisie codoro (D)NMeTyr

220

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Ala Tyr

1
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<210> 221
<211> 14
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBisie co6oro (D)Arg

<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Xaa sBisic co60r0 Pen

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie co6oto Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIMBA O3HAKA



<222> (9)..(9)

<223> Xaa sasie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisie coooro N(H)Me

<400> 221

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Glu Asn His Xaa
1 5 10

<210> 222
<211> 14
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBnse co6oto (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA

(6)..(6)
Lys siBiste co6otro Lys(Ac)

OCOBJIUBA O3HAKA
()-(7)

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA
(8)..(8)

Phe sBsie co6oro Phe[4-(2-aminoeToKCH) ]

OCOBJIBA O3HAKA
(9)--(9)

Xaa sBise coooro 2-Nal

OCOBJIUBA O3HAKA
(10)..(20)
Xaa sBiste coooro THP

OCOBJIMBA O3HAKA
(13)..(13)

Xaa saBisie coooro THP

222

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Pro

1

<210>
<211>
<212>
<213>

5 10

223
14
PRT

[ITyyna mOCTiIOBHICT



<220>

<223> CuHTEeTUYHA KOHCTPYKLis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBisie coboto (D)Arg

<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7).(7)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)



<223> Xaa sBise coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBise coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (14)..(14)

<223> Pro sBisie coboro (D)Pro

<400> 223

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Pro
1 5 10

<210> 224
<211> 14
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBisie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)



<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Xaa sBuse coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie coboro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa sasie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa siBisie c00010 1-aMiHONMKIIONCHTAHKAPOOHOBA KHCIIOTA

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Ala sBasie co060r0 OeTa-anaHiH

<220>
<221> OCOBJIUBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisic coboro0 Sarc

<400> 224

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Ala Xaa

1 5 10

<210> 225



<211> 14
<212> PRT

<213> IlltyyHa MOCiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBusie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<2225 (2).(2)

<223> Xaa sBise co6oro Pen

<220>

<221> OCOBJIVIBA O3HAKA
<222> (5)..(5)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Xaa saBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie co60to Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa ssise co6oro 2-Nal



<220>
<221> OCOBJIBA O3HAKA
<222> (10)..(10)

<223> Xaa sBrsie co0010 1-aMiHOIMKIIONICHTaHKapOOHOBA KHUCIOTA

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Val sBanste coboro (D) Val

<220>
<221> OCOBJIUBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisie coboro Sarc

<400> 225

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Val Xaa
1 5 10

<210> 226
<211> 14
<212> PRT

<213> IllTy4yHa mOCiI0BHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBise co6oto (D)Arg

<220>
<221> OCOBJIUBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBisic co60r0 Pen

<220>



<221> OCOBJIMBA O3HAKA
<222> (5)..(5)
<223> Xaa siBisie co6oro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBise cob6oro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Phe siBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIUBA O3HAKA
<2225 (9)..(9)

<223> Xaa ssirie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBisie co00r0 1-aMiHOIMKIIONICHTaHKapOOHOBA KHCIOTA

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Arg sBisge coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisie coboro Sarc

<400> 226

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Arg Xaa



<210> 227
<211> 14
<212> PRT

<213> IlTy4Ha NOCITiIOBHICTH

<220>

<223> CuHTeTHYHa KOHCTPYKIIiS

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBisie coboro (D)Arg

<220>
<221> OCOBJIUBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBiste coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]



<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa sasige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa siBisie c000r0 1-aMiHONMKIIONICHTaHKapOOHOBA KHCIIOTA

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(3)

<223> Xaa sBise coboro 3,4-mumeTokcH-L-roMmodeninananin

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa MOXe SIBJIATH COO0I0 OyIb-sKY IPUPOIHY aMiHOKUCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisie coboro0 Sarc

<400> 227

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 228
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTMYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA



<222> (1)..(1)

<223> Xaa gBisie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBise co6oro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa siBisie c00010 1-aMiHONMKIIONCHTaAHKapOOHOBA KK CIIOTa

<220>

<221> OCOBJIVIBA O3HAKA
<222> (12)..(12)

<223> Phe sBnsie coboro Phe[4-NH2]

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic coboro0 Sarc



<400> 228

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Phe Xaa
1 5 10

<210> 229
<211> 14
<212> PRT

<213> Illty4yHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBnse co6oro (D)Arg

<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa gBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa sBisic co60r0 Pen

<220>



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA
(8).(8)

Phe siBisie co60r0 Phe[4-(2-aminoeTokcn)]

OCOBJIUBA O3HAKA
(9)-(9)

Xaa sBisie co6oro 2-Nal

OCOBJIBA O3HAKA
(10)..(10)

Xaa siB1sI€ C00010 1'aMiHOLII/IKJ'IOHeHTaHKap6OHOBa KHUCJIOTa

OCOBJIMBA O3HAKA
(13)..(13)
Xaa siBisie co6oto Phe[4-NH2]

OCOBJIMBA O3HAKA
(14)..(14)

Xaa sBisie coboro Sarc

229

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Phe Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

5 10

230
14
PRT

IITyyHa mOCTiIOBHICTh

CuHTETHYHA KOHCTPYKILis

OCOBJIVBA O3HAKA
1)--(1)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

Arg aBiste coboro (D)Arg

OCOBJIBA O3HAKA
2).(2)

Xaa sBisie co6oro Pen

OCOBJIMBA O3HAKA

(5)-(5)
Xaa siBisie co6oro W(7-Me)

OCOBJIMBA O3HAKA

(6)..(6)
Lys siBisie co6otro Lys(Ac)

OCOBJIBA O3HAKA
(--(7)

Xaa saBisie co6oro Pen

OCOBJIBA O3HAKA
(8)--(8)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |

OCOBJIMUBA O3HAKA
(9)-.(9)

Xaa sBise coboro 2-Nal

OCOBJIVBA O3HAKA
(10)..(10)

Xaa siBsI€ C00010 1-aMiHOHI/IKHOHCHTaHKap60HOBa KHUCJI0Ta

OCOBJIBA O3HAKA
(14)..(14)

Xaa siBiIste co00r0 Sarc



<400> 230

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Phe Xaa
1 5 10

<210> 231
<211> 14
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBnse co6oro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<2225 (2).(2)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIVIBA O3HAKA
<222> (5)..(5)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

(8)..(8)

Phe sBisie coboro Phe[4-(2-amiHoeTokcH)]

OCOBJIUBA O3HAKA
(9)--(9)

Xaa sBisie co6oro 2-Nal

OCOBJIBA O3HAKA
(10)..(10)

Xaa sBsi€ c00010 1-aMiHOHHKJ’IOHeHTaHKapGOHOBa KHCJI0Ta

OCOBJIMBA O3HAKA
(13)..(13)

Xaa sBisge codoro THP

OCOBJIMBA O3HAKA
(14)..(14)

Xaa saBisie coboro Sarc

231

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

5 10

232
14
PRT

IITyyHa mOCTiIOBHICTh

CuHTETHYHA KOHCTPYKILis

OCOBJINBA O3HAKA

M-
Arg sBinse coboro (D)Arg



<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBusie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBise cob6oro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Xaa sBuse co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa ssirie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBisie c00010 1-aMiHOIMKIIONIEHTAaHKApOOHOBA KHCIIOTA

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Leu sBnsie coboro (D)Leu

<220>



<221> OCOBJIUBA O3HAKA
<222> (14)..(14)

<223> Xaa sBiuse coboro Sarc

<400> 232

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Leu Xaa
1 5 10

<210> 233
<211> 14
<212> PRT

<213> Illty4Ha MOCTiIOBHICTH

<220>

<223> CuHTEeTUYHA KOHCTPYKLIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBisie coboro (D)Arg

<220>

<221> OCOBJIVIBA O3HAKA
<222> (5)..(5)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBise coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Cys sBuse coboro a-MeCys

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)



<223> Phe sBnsie co60t0 Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa siBisie co000r0 1-aMiHONMKIIONICHTaHKapOOHOBA KHCIIOTA

<220>
<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisie coboro Sarc

<400> 233

Arg Cys Asn Thr Xaa Lys Cys Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 234
<211> 14
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIVIBA O3HAKA
<222> (1)..(1)

<223> Arg sBusie coboro (D)Arg

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)



<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBnsie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Cys sBusie coboro a-MeCys

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie coboro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa sasie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa siBisie c00010 1-aMiHONMKIIONCHTAHKAPOOHOBA KHCIIOTa

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Leu sBase coooro (D)Leu

<220>
<221> OCOBJIUBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisic coboro0 Sarc

<400> 234

Arg Cys Asn Thr Xaa Lys Cys Phe Xaa Xaa Glu Ash Leu Xaa

1 5 10

<210> 235



<211> 14
<212> PRT

<213> IlltyyHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBusie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<2225 (2).(2)

<223> Xaa gBnse co6oro Pen

<220>

<221> OCOBJIVIBA O3HAKA
<222> (5)..(5)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Xaa saBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie co6oto Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa ssise co6oro 2-Nal



<220>
<221> OCOBJIBA O3HAKA
<222> (10)..(10)

<223> Xaa sBisie co0010 1-aMiHONMKIIONICHTaHKapOOHOBA KHCIIOTa

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisie coboro Sarc

<400> 235

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 236
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA

(5)-(5)
Lys siisie coboro Lys(Ac)

OCOBJIUBA O3HAKA
(6)..(6)

Xaa sBisie co6oro Pen

OCOBJIBA O3HAKA
(7)-(7)

Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH) ]

OCOBJIVIBA O3HAKA
(8)--(8)

Xaa sBise coooro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Lys siBiste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJIIBA O3HAKA
(12)..(12)

Ala sBise coboro OeTa-anaHiu

OCOBJIBA O3HAKA
(13)..(13)

Xaa saBisie coboro Sarc

236

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Ala Xaa



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10
237
13
PRT
ITyyna mOCTiOBHICTH

CuHTETHYHA KOHCTPYKILiS

OCOBJIMBA O3HAKA
-1

Xaa aBistie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coooro W(7-Me)

OCOBJIMBA O3HAKA

(5)-.(5)
Lys sBisie co6oro Lys(Ac)

OCOBJIMUBA O3HAKA
(6)..(6)

Xaa saBisie coboro Pen

OCOBJIBA O3HAKA
(--(7)

Phe siBisie co6otro Phe[4-(2-aminoerokcn)]

OCOBJIBA O3HAKA
(8).(8)

Xaa asiste co6oro 2-Nal



<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Lys sBnsie coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Val sBasie codoro (D)Val

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiusaec coboro Sarc

<400> 237

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Val Xaa
1 5 10

<210> 238
<211> 13
<212> PRT

<213> IlTy4Ha mOCIiIOBHICTH

<220>

<223> CuHTeTHYHa KOHCTPYKIS

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA



<222> (4)..(4)
<223> Xaa siBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise cob6oro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuste co6oro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe siBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys saBmse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>

<221> OCOBJIVIBA O3HAKA
<222> (12)..(12)

<223> Arg sBiste codoro (D)Arg

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic coboro0 Sarc



<400> 238

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Arg Xaa
1 5 10

<210> 239
<211> 13
<212> PRT

<213> IllTy4Ha NOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBiste coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>



<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa saBiuse coboro Hph

<220>
<221> OCOBJIMUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 239

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa Xaa
1 5 10

<210> 240
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTeTHYHa KOHCTPYKIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBasie coboto Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssie co6oro 2-Nal

<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIVIBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic coboro0 Sarc



<400> 240

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Tyr Xaa
1 5 10

<210> 241
<211> 13
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie co6oto Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIMBA O3HAKA



<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiusac coboro Sarc

<400> 241

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Tyr Xaa
1 5 10

<210> 242
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIVIBA O3HAKA
<222> (1)..(1)

<223> Arg sBusie coboro (D)Arg

<220>
<221> OCOBJIUBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBisic co60r0 Pen



<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBise coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Phe siBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa ssie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa isTHP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBise coboro 4-Pal

<400> 242

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa
1 5 10



<210> 243
<211> 13
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa aBiste co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)



<223> Lys sBnsie coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Phe sBnsie co6oro Phe(4-CF3)

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 243

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Phe Xaa
1 5 10

<210> 244
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBisie coboro Lys(Ac)

OCOBJIUBA O3HAKA
(6)..(6)

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA
(--(7)

Phe siBisie co6oro Phe[4-(2-aminoeTokCH) ]

OCOBJIBA O3HAKA
(8)--(8)

Xaa sBise coooro 2-Nal

OCOBJIBA O3HAKA
(9)-.(9)

Lys siBnste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(12)..(12)
Tyr sBnse coboro Tyr CHF2

OCOBJIBA O3HAKA
(13)..(13)

Xaa saBisie coboro Sarc

244



Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Tyr Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10

245
13
PRT

ITyyna mOCTiOBHICTh

CuHTETHYHA KOHCTPYKILiS

OCOBJIBA O3HAKA
-1

Xaa aBnste co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(5)-.(5)
Lys sBisie co6oro Lys(Ac)

OCOBJIMUBA O3HAKA
(6)..(6)

Xaa sBi1se co6oro Pen

OCOBJIBA O3HAKA
()--(7)

Phe siBnste co6oro Phe[4-(2-aminoeTokcu)]

OCOBJIBA O3HAKA
(8)--(8)

Xaa asiste co6oro 2-Nal



<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBuse coboro THP

<400> 245

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa Pro
1 5 10

<210> 246
<211> 13
<212> PRT

<213> Illty4yHa MOCiOBHICTS

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBnsie coboro Lys(Ac)

OCOBJIUBA O3HAKA
(6)..(6)

Xaa sBisie co6oro Pen

OCOBJIBA O3HAKA
(7)-(7)

Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH) ]

OCOBJIVIBA O3HAKA
(8)--(8)

Xaa sBise coooro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Lys siBiste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJIIBA O3HAKA
(12)..(12)

Xaa siBnsie co6oro 3-Pal

OCOBJIMBA O3HAKA
(13)..(13)
Tyr sBisie codoro (D)NMeTyr

246

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn Xaa Tyr



<210> 247
<211> 14
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHa KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBisie coboro (D)Arg

<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBiste coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]



<220>
<221> OCOBJIIBA O3HAKA
<222> (9)..(9)

<223> Xaa sasige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (14)..(14)

<223> Xaa sBiusaec coboro Sarc

<400> 247

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 248
<211> 14
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBusie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

2)..(2)

Xaa saBistie co6oro Pen

OCOBJIMBA O3HAKA

(5)..(5)
Xaa sBiise coboro W(7-Me)

OCOBJIMBA O3HAKA

(6)..(6)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(7)-.(7)

Xaa aBnste co6oro Pen

OCOBJIMUBA O3HAKA
(8)..(8)

Phe sBsie co6oro Phe[4-(2-aminoeToKCH) ]

OCOBJIBA O3HAKA
(9)--(9)

Xaa asiste co6oro 2-Nal

OCOBJIMBA O3HAKA
(10)..(10)

Xaa sBisge co6oro THP

OCOBJIVBA O3HAKA
(13)..(13)

Xaa sBise coboro 4-Pal

OCOBJINBA O3HAKA
(14)..(14)

Xaa siBiIste cob0r0 Sarc



<400> 248

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 249
<211> 14
<212> PRT

<213> Illty4yHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBnse co6oro (D)Arg

<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBiste coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa sBisic co60r0 Pen

<220>



<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Phe sBnsie co6oto Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Phe sBmnsie coboro Phe(2-aminomeTrn)

<220>
<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisie coboro Sarc

<400> 249

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Phe Xaa
1 5 10

<210> 250
<211> 14
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

Arg aBiste coboro (D)Arg

OCOBJIBA O3HAKA
2).()

Xaa sBisie co6oro Pen

OCOBJIMBA O3HAKA

(5)-(5)
Xaa siBisie co6oro W(7-Me)

OCOBJIMBA O3HAKA

(6)..(6)
Lys siBisie co6oro Lys(Ac)

OCOBJIBA O3HAKA
(--(7)

Xaa aBistie co6oro Pen

OCOBJIBA O3HAKA
(8)--(8)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |

OCOBJIMUBA O3HAKA
(9)-.(9)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(10)..(10)

Xaa sasisie coooro THP

OCOBJIBA O3HAKA
(13)..(13)

Xaa siBnsie co6oro 3-Pal



<220>

<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Pro siesie co6oro Pro(4,4diF)

<400> 250

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Pro
1 5 10

<210> 251
<211> 14
<212> PRT

<213> IlltyyHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKLIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBnse co6oro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Xaa sBisie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA



<2225 (7).(7)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH)]

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBusc coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Pro aBasge co6oro a-MePro

<400> 251

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Pro
1 5 10

<210> 252
<211> 14
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

OCOBJIMBA O3HAKA

-1
Arg siBisie coboro (D)Arg

OCOBJIUBA O3HAKA
).

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA

(5)..(5)
Xaa siBisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(6)..(6)
Lys siBisie coboro Lys(Ac)

OCOBJIVIBA O3HAKA
(--(7)

Xaa sBisge co6oro Pen

OCOBJIMUBA O3HAKA
(8)-.(8)

Phe siBsie co6oro Phe[4-(2-aminoeTokCH)]

OCOBJIBA O3HAKA
(9)--(9)

Xaa aBiste co6oro 2-Nal

OCOBJIBA O3HAKA
(10)..(10)

Xaa siste coooro THP



<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Pro siBiste coboro Aib

<400> 252

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 253
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)



<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIUBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeToKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<2225 (9)..(9)

<223> Lys sBuse coboro a-MeLys

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBnsie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> His sBisie coboro His(3-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 253

Xaa Ash Thr Xaa Lys Xaa Phe Xaa Lys Lys Asn His Xaa

1 5 10

<210> 254

<400> 254
000



<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>
<211>
<212>
<213>

<220>

<223>

<220>
<221>

255

255

256

256

257

257

258

258

259

259

260

260

261
14
PRT

ITyyna moCTiTOBHICT

CuHTETHYHA KOHCTPYKILis

OCOBJINBA O3HAKA



<222> (1)..(1)
<223> Arg sBusie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Xaa sBisie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa sBistie coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa ssie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBiuse coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBise coboro His(3-Me)



<220>
<221> OCOBJIBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisie co0oro Sarc

<400> 261

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 262
<211> 14
<212> PRT

<213> IlltyyHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKLIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBnse co6oro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Xaa sBisie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBise co6oro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa sBisic co60r0 Pen

<220>



<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Phe sBnsie co6oto Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBnse co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBuse coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> His sBnse coboro His(3-Me)

<220>

<221> OCOBJIMBA O3HAKA

<222> (14)..(14)

<223> Xaa sBisie co0010 Sarc

<400> 262

Arg Xaa Asn Thr Trp Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 263

<400> 263
000

<210> 264

<400> 264
000

<210> 265



<400> 265
000

<210> 266
<211> 14
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHa KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBisie coboro (D)Arg

<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBiste coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]



<220>
<221> OCOBJIIBA O3HAKA
<222> (9)..(9)

<223> Xaa sasige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (14)..(14)

<223> Xaa sBiusaec coboro Sarc

<400> 266

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 267
<211> 14
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBusie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

2)..(2)

Xaa saBistie co6oro Pen

OCOBJIMBA O3HAKA

(5)..(5)
Xaa sBiise coboro W(7-Me)

OCOBJIMBA O3HAKA

(6)..(6)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(7)-.(7)

Xaa aBnste co6oro Pen

OCOBJIMUBA O3HAKA
(8)..(8)

Phe sBsie co6oro Phe[4-(2-aminoeToKCH) ]

OCOBJIBA O3HAKA
(9)--(9)

Xaa asiste co6oro 2-Nal

OCOBJIMBA O3HAKA
(10)..(10)

Xaa sBisge co6oro THP

OCOBJIVBA O3HAKA
(13)..(13)

Xaa sBiste coboro 3-Pal

OCOBJIMBA O3HAKA
(14)..(14)
Xaa sBisie co6oro N(H)Me



<400> 267

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 268

<400> 268
000

<210> 269

<400> 269
000

<210> 270
<211> 14
<212> PRT

<213> IlltyyHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBisie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(1)

<223> Xaa sBisic co60r0 Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (2)..(2)

<223> Xaa MoXe SBJISATH 00010 Oyb-SIKY MPUPOIHY aMiHOKHUCIIOTY

<220>



<221> OCOBJIMBA O3HAKA
<222> (5)..(5)
<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBise cob6oro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Xaa sBise coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Phe siBmsie co6oto Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<2225 (9)..(9)

<223> Xaa ssirie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBnse coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBise coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisie coboro Sarc

<400> 270

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa



<210> 271
<211> 14
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKLis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBisie coboro (D)Arg

<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie co6oto Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa ssise co6oro 2-Nal



<220>
<221> OCOBJIBA O3HAKA
<222> (10)..(10)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisie coboro Sarc

<400> 271

Arg Xaa Asn Thr Trp Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 272
<211> 15
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie COOO0IO TPOITiT

<220>

<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Arg sBusie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

3)-(3)

Xaa saBistie co6oro Pen

OCOBJIMBA O3HAKA

(6)..(6)
Xaa sBiise coboro W(7-Me)

OCOBJIMBA O3HAKA

(7).(7)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(8)..(8)

Xaa aBnste co6oro Pen

OCOBJIMUBA O3HAKA
(9)--(9)

Phe siBisie co6oro Phe[4-(2-(N-nmpomioninamino)eTokcH)|

OCOBJIBA O3HAKA
(10)..(10)

Xaa asiste co6oro 2-Nal

OCOBJIMBA O3HAKA
(11)..(11)

Xaa sBisge co6oro THP

OCOBJIMBA O3HAKA
(14)..(14)

Xaa sBiste coboro 3-Pal

OCOBJIVBA O3HAKA
(15)..(15)

Xaa siBiIste co00r0 Sarc



<400> 272

Xaa Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10 15

<210> 273
<211> 14
<212> PRT

<213> Illty4yHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBnse co6oro (D)Arg

<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa sBisic co60r0 Pen

<220>



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA
(8).(8)

Phe siBisie co6oto Phe[4-(2-(N-(4-rigpokci-3-MeTundeHuI)-IpomioHiTaMiHO)

OCOBJIUBA O3HAKA
(9)-(9)

Xaa sBisie co6oro 2-Nal

OCOBJIBA O3HAKA
(10)..(10)

Xaa saBisie coooro THP

OCOBJIIBA O3HAKA
(13)..(13)

Xaa sBisie co6oro 3-Pal

OCOBJIMBA O3HAKA
(14)..(14)

Xaa sBisie coboro Sarc

273

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

5 10

274
15
PRT

IITyyHa mOCTiIOBHICTh

CuHTETHYHA KOHCTPYKILis

OCOBJIVBA O3HAKA
1)--(1)



<223> Xaa siBisie coboro N3_Acid

<220>

<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Arg sBisie coboto (D)Arg

<220>
<221> OCOBJIBA O3HAKA
<222> (3)..(3)

<223> Xaa sBuste co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie coooro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Lys siBise coboro Lys(Ac)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa sBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Phe sBisie coboro Phe[4-(2-amiHOeTOKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa ssie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (11)..(11)

<223> Xaa asmise coboro THP



<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Xaa sBiuse coboro Sarc

<220>
<221> OCOBJIMBA O3HAKA
<222> (15)..(15)

<223> Xaa MOXe SBISITH 00010 OyIb-SIKy MPUPOIHY aMiHOKHCIIOTY

<400> 274

Xaa Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10 15

<210> 275
<211> 15
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA

<222> (1)..(1)

<223> Xaa sBisie coboro FPrpTriazoleMe Acid

<220>

<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Arg sBusie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

3)-(3)

Xaa saBistie co6oro Pen

OCOBJIMBA O3HAKA

(6)..(6)
Xaa sBiise coboro W(7-Me)

OCOBJIMBA O3HAKA

(7).(7)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(8)..(8)

Xaa aBnste co6oro Pen

OCOBJIMUBA O3HAKA
(9)--(9)

Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH) ]

OCOBJIBA O3HAKA
(10)..(10)

Xaa asiste co6oro 2-Nal

OCOBJIMBA O3HAKA
(11)..(11)

Xaa sBisge co6oro THP

OCOBJIMBA O3HAKA
(14)..(14)

Xaa ssise coboro 3-Pal

OCOBJIVBA O3HAKA
(15)..(15)

Xaa siBiIste co00r0 Sarc



<400> 275

Xaa Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10 15

<210> 276
<211> 14
<212> PRT

<213> Illty4yHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBnse co6oro (D)Arg

<220>
<221> OCOBJIBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa sBisic co60r0 Pen

<220>



<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Phe sBnsie co6oro Phe[4-(2-amiHoeToKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBnse co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBuse coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBise coboro 3Pal(5-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisie coboro Sarc

<400> 276

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 277
<211> 14
<212> PRT

<213> Illty4yHa MOCIiTOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

Arg aBiste coboro (D)Arg

OCOBJIBA O3HAKA
2).()

Xaa sBisie co6oro Pen

OCOBJIMBA O3HAKA

(5)-(5)
Xaa ssisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(6)..(6)
Lys siBisie co6otro Lys(Ac)

OCOBJIBA O3HAKA
(--(7)

Xaa aBistie co6oro Pen

OCOBJIBA O3HAKA
(8)--(8)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |

OCOBJIMUBA O3HAKA
(9)-.(9)

Xaa sBise coboro 2-Nal

OCOBJIVBA O3HAKA
(10)..(10)

Xaa sasisie coooro THP

OCOBJIBA O3HAKA
(13)..(13)

Xaa siBisie coboro 3Pal(5)



<220>
<221> OCOBJIUBA O3HAKA
<222> (14)..(14)

<223> Xaa sBiuse coboro Sarc

<400> 277

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Ash Xaa Xaa
1 5 10

<210> 278
<211> 13
<212> PRT

<213> IlltyyHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHa KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIVIBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA



<2225 (7).(7)

<223> Phe sBisie co60t0 Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBuse co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> His sBnsie coboro His(3-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisge coooro N(H)Me

<400> 278

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn His Xaa
1 5 10

<210> 279
<211> 14
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBise co6oro (D)Arg



<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Xaa sBusie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBise cob6oro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Xaa sBuse co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa ssirie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBisic coboro THP

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBise coboro 3-Pal

<220>



<221> OCOBJIMBA O3HAKA
<222> (14)..(14)
<223> Tyr sBiuste coboro (D)NMeTyr

<400> 279

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Tyr
1 5 10

<210> 280
<211> 14
<212> PRT

<213> Illty4Ha MOCTiIOBHICTH

<220>

<223> CuHTEeTUYHA KOHCTPYKLIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Arg sBisie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Xaa sBistie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

Xaa gBisie coboro Pen

OCOBJIBA O3HAKA
(8).(8)

Phe sBisie co6or0 Phe[4-(2-aminoeTokcu)]

OCOBJIBA O3HAKA
(9)-09)

Xaa sBise coooro 2-Nal

OCOBJIMBA O3HAKA
(10)..(10)

Xaa saBisie coooro THP

OCOBJIBA O3HAKA
(13)..(13)

Xaa sBise coboro 3-Pal

OCOBJIMBA O3HAKA
(14)..(14)

Xaa siBisie 00010 Gly(N-IIHKJIOTEeKCHIMETHI)

280

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Gly

1

<210>
<211>
<212>
<213>

<220>
<223>

5 10

281
14
PRT

ITyuHa nocigoBHICTh

CuHTEeTHYHA KOHCTPYKITiS



<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBusie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Xaa sBuse coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Xaa sBasic co60r0 Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOeTOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Xaa ssise co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBiuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA



<222> (13)..(13)

<223> Xaa sBige coboro 3-Pal

<220>

<221> OCOBJIMBA O3HAKA

<222> (14)..(14)

<223> Gly sBnse coboro Gly(N-i300yTm)

<400> 281

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Gly
1 5 10

<210> 282
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Arg sBnse co6oto (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<2225 (2).(2)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa siBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBise coboro Lys(Ac)



<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Xaa sBusie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Phe siBnsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIMBA O3HAKA
<2225 (9)..(9)

<223> Xaa sBirie co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (10)..(10)

<223> Xaa sBisae coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro 3Pal(3-Me)

<400> 282

Arg Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa
1 5 10

<210> 283
<211> 14
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIis

<220>



<221> OCOBJIMBA O3HAKA
<222> (1)..(1)
<223> Arg sBusie coboro (D)Arg

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Xaa sBisie coboro a-MeCys

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie coboro Phe[4-(2-amiHoeTOKCH)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa ssise co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Xaa sBiuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)



<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (14)..(14)

<223> Xaa sBisie co0oro Sarc

<400> 283

Arg Cys Asn Thr Xaa Lys Cys Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 284
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTEeTUYHA KOHCTPYKIIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]



<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa sasige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiusaec coboro Sarc

<400> 284

Xaa Asn Thr Trp Lys Xaa Phe Xaa Xaa Glu Ash Xaa Xaa
1 5 10

<210> 285
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA



<222> (5)..(5)
<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBnsie co6oto Phe[4-(2-amiHoeToKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>
<221> OCOBJIUBA O3HAKA
<2225 (9)..(9)

<223> Xaa sBmsie co00r0 1-aMiHOIUKIONECHTaAHKAPOOHOBA KHCIOTA

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBise coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co00ro0 Sarc

<400> 285

Xaa Asn Thr Trp Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 286
<211> 13
<212> PRT



<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

ITyuna nocnigoBHICTh

CuHTETHYHA KOHCTPYKILiS

OCOBJIUBA O3HAKA
1))

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-Me)

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBisie coboro Lys(Ac)

OCOBJIVIBA O3HAKA
(6).-(6)

Xaa sBisge co6oro Pen

OCOBJIMBA O3HAKA

(7)..(7)
Phe sBisie co6or0 Phe(4)

OCOBJIBA O3HAKA
(8)--(8)

Xaa aBiste co6oro 2-Nal

OCOBJIBA O3HAKA
(9)--09)

Xaa sBiste coboro THP



<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co0oro Sarc

<400> 286

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 287
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0OBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Gly aBnse coboro Gly(amin)

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (5)..(5)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(6)..(6)

Xaa sBisie co6oro Pen

OCOBJIBA O3HAKA
(7)-(7)

Tyr sBisie codoro Tyr(O-anin)

OCOBJIMBA O3HAKA
(8)..(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Xaa saBisie coooro THP

OCOBJIMBA O3HAKA
(10)..(20)
Lys sBisie co6oro Lys(Ac)

OCOBJIMBA O3HAKA
(12)..(12)

Xaa sBste coboro 3-Pal

OCOBJIVBA O3HAKA
(13)..(13)

Xaa saBisie coboro Sarc

287

Xaa Gly Thr Xaa Lys Xaa Tyr Xaa Xaa Lys Asn Xaa Xaa

1

5 10



<210> 288
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Glys sBusie codoro Gly(amin)

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Tyr sBnse coboro Tyr(O-amin)

<220>
<221> OCOBJIMBA O3HAKA



<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBise coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa ssige coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 288

Xaa Gly Asp Xaa Lys Xaa Tyr Xaa Xaa Lys Asn Xaa Xaa
1 5 10

<210> 289
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

OCOBJIBA O3HAKA
).

Glys siBnsie coboro Gly(ain)

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBysie co6oto W (4-F)

OCOBJIMBA O3HAKA

(5)..(5)
Lys siBiste co6otro Lys(Ac)

OCOBJIBA O3HAKA
(6)--(6)

Xaa aBnse co6oro Pen

OCOBJIMBA O3HAKA

(7).(7)
Tyr sBisie co6oro Tyr(O-amin)

OCOBJIMUBA O3HAKA
(8)-.(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Xaa sBiste coboro THP

OCOBJIMBA O3HAKA
(10)..(20)
Lys sBiisie co6oro Lys(Ac)



<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)
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355

355

356

356

357

357

358

358



000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

359

359

360

360

361

361

362

362

363

363

364

364

365

365

366

366



<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>

367

367

368

368

369

369

370

370

371

371

372

372

373

13

PRT

IITyyHa mOCTiIOBHICTh

CuHTETHYHA KOHCTPYKILis

OCOBJIVBA O3HAKA
1)--(1)



<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBise coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssie co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBnse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBire coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic coboro0 Sarc



<400> 373

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 374

<400> 374
000

<210> 375

<400> 375
000

<210> 376

<400> 376
000

<210> 377

<400> 377
000

<210> 378
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

(4)..(4)
Xaa siBnisie co6oro W(7-Me)

OCOBJIMBA O3HAKA

(5)-.(5)
Lys siBiste co6otro Lys(Ac)

OCOBJIBA O3HAKA
(6)..(6)

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA

(1)..(7)
Phe siBnsie co6oro Phe(4)

OCOBJIMUBA O3HAKA
(8)..(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Xaa sBisge co6oro THP

OCOBJIMBA O3HAKA
(10)..(10)
Lys sBisie co6oro Lys(Ac)

OCOBJIBA O3HAKA
(12)..(12)

Xaa sBiste coboro 3-Pal

OCOBJIVBA O3HAKA
(13)..(13)

Xaa siBiIste co00r0 Sarc



<400> 378

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Lys lle Xaa Xaa
1 5 10

<210> 379
<211> 13
<212> PRT

<213> Illty4yHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe aBmnse cob6oro Phe(4)

<220>



<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBise coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa ssige co6oro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Leu sBase coooro (D)Leu

<400> 379

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Lys Ile Xaa Leu
1 5 10

<210> 380
<211> 13
<212> PRT

<213> Illty4yHa MOCTiTOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

Xaa saBistie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa sBiise co6oro W(7-Me)

OCOBJIMBA O3HAKA

(5)-(5)
Lys siBisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(6)..(6)

Xaa aBistie co6oro Pen

OCOBJIMBA O3HAKA

(7).(7)
Phe sBsie co6o10 Phe(4)

OCOBJIBA O3HAKA
(8)--(8)

Xaa sasiste co6oro 2-Nal

OCOBJIMBA O3HAKA
(9)-.(9)

Xaa saBisie coooro THP

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(12)..(12)

Xaa siBnsie co6oro 3-Pal



<220>
<221> OCOBJIBA O3HAKA
<2225 (13)..(13)

<223> Leu sBiuse coboro a-MeLeu

<400> 380

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Lys lle Xaa Leu
1 5 10

<210> 381
<211> 13
<212> PRT

<213> IlltyyHa MOCTiIOBHICTH

<220>

<223> CuHTEeTUYHA KOHCTPYKIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIVIBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA



<222> (7)..(7)
<223> Phe sBisie cob6oro Phe(4)

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBuse co6oro 2-Nal

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa asise coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sasise coooro aMe-Nle

<400> 381

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Lys lle Xaa Xaa
1 5 10

<210> 382
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

OCOBJIBA O3HAKA
1))

Xaa sBisie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie co6oro W(7-Me)

OCOBJIMBA O3HAKA

(5)..(5)
Lys siBiste co6otro Lys(Ac)

OCOBJIBA O3HAKA
(6)--(6)

Xaa aBisie coboro Pen

OCOBJIMBA O3HAKA

(N-(7)
Phe sBisie co6oro Phe(4)

OCOBJIMUBA O3HAKA
(8)-.(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Xaa sBiste coboro THP

OCOBJIMBA O3HAKA
(10)..(20)
Lys sBiisie co6oro Lys(Ac)



<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co0oro Sarc

<400> 382

Xaa lle Thr Xaa Lys Xaa Phe Xaa Xaa Lys lle Xaa Xaa
1 5 10

<210> 383
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)



<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie co6oro Phe(4)

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBnse coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Leu sBase coooro (D)Leu

<400> 383

Xaa lle Thr Xaa Lys Xaa Phe Xaa Xaa Lys lle Xaa Leu
1 5 10

<210> 384
<211> 13
<212> PRT

<213> IlltyyHa MOCHiTOBHICTh



<220>

<223> CuHTEeTUYHA KOHCTPYKIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBuse coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBise coboro Phe(4)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssise co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..09)

<223> Xaa sBiuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA



<222> (10)..(10)
<223> Lys siBnsie coboro Lys(Ac)

<220>

<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBise coboro 3-Pal
<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Leu sBase coboro a-Me-Leu
<400> 384

Xaa lle Thr Xaa Lys Xaa Phe Xaa Xaa Lys lle Xaa Leu
1 5 10

<210> 385

<400> 385
000

<210> 386

<400> 386
000

<210> 387

<400> 387
000

<210> 388

<400> 388
000

<210> 389

<400> 389



000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

390

390

391

391

392

392

393

393

394

394

395

395

396

396

397

397



<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

398

398

399

399

400

400

401

401

402

402

403

403

404

404

405

405

406



<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

406

407

407

408

408

409

409

410

410

411

411

412

412

413

413

414

414



<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

415

415

416

416

417

417

418

418

419

419

420

420

421

421

422

422

423



<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>

423

424

424

425

425

426

426

427

427

428

428

429

429

430

430

431

431



000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

432

432

433

433

434

434

435

435

436

436

437

437

438

438

439

439



<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>

<400>
000

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

440

440

441

441

442

442

443

443

444

444

445
13
PRT

I Ty4Ha MOCTiTOBHICTH

CHHTETHYHA KOHCTPYKIis

OCOBJIBA O3HAKA
1.1

Xaa saBistie co6oro Pen

OCOBJIVBA O3HAKA
(4)--(4)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

Xaa siBnisie co6oro W(7-Me)

OCOBJIMBA O3HAKA

(5)-.(5)
Lys siBiste cobotro Lys(Ac)

OCOBJIBA O3HAKA
(6)..(6)

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA

(7)..(7)
Phe sBsie co6oro Phe(4-OMe)

OCOBJIBA O3HAKA
(8)--(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Lys siBnste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJIVBA O3HAKA
(12)..(12)

Xaa sBiste coboro 3-Pal

OCOBJIBA O3HAKA
(13)..(13)

Xaa siBiIste co00r0 Sarc



<400> 445

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Lys Lys Ala Xaa Xaa
1 5 10

<210> 446
<211> 13
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBnsie co6oro Phe(4-OMe)

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

(8)..(8)

Xaa sBise coboro 2-Nal

OCOBJIUBA O3HAKA
(9)--(9)

Lys siBiste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(20)
Lys sBnsie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(12)..(12)

Xaa sBisie co6oro 3-Pal

OCOBJIMBA O3HAKA
(13)..(13)

Xaa saBisie coboro Sarc

446

Xaa Ala Thr Xaa Lys Xaa Phe Xaa Lys Lys Ala Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10

447
20
PRT

IITyyHa mOCTiIOBHICTh

CuHTETHYHA KOHCTPYKILis

447

Asn Trp GIn Pro Trp Ser Ser Pro Phe Val His GIn Thr Ser GIn Glu

1

5 10 15



Thr Gly Lys Arg
20

<210> 448
<211> 13
<212> PRT

<213> IlltyyHa MOCiIOBHICTh

<220>

<223> CuHTEeTMYHA KOHCTPYKIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBiusae coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBiste coboro HezamimeHy Trp ab6o Trp, 3amimieHy HiaHOTPYIIO, TATIOTPYIIOK, aTKUTBHOIO TPYIIOL,
TaJ0ANKIIBHOI TPYIOI0, TiIPOKCHIBHOIO TPYIOI0, AJKOKCHIPYIOIO, 3aMIIEHO0 a00 HE3aMIIeHOI apHIbHOIO

rpymnoo abo 3aMillIeHO a00 HE3aMIIICHOIO TeTePOapUIIbHY IPYIIOI0

<220>

<221> OCOBJIMBA O3HAKA

<222> (7)..(7)

<223> Xaa saBnse coboro Tyr abo 3amimeny Tyr, HesamimeHy Phe a6o Phe, 3amimeHy ramorpymnoro, ankibHOO
IPYIOK, TANOAIKIJIBHOK TPYIOK, TiIPOKCHIBHOI TI'PYMOK, AlKOKCHIPYIOH, LiaHOIPYIOK, HHUKIOAJIKIJIBHO

IpyIoI0, KapOOKCUIILHOIO IPYIIOH0, KapOOKCaMiIHOIO IPYIIOI, 2-aMiHOETOKCH a00 2-aleTHIaMiHOETOKCH

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp ab6o Trp, 3aMmilieHy HiaHOTPYIOIO, I'aJOrPYNOI0, AIKUIBHOIO TPYIO0, TaIOaJKUIFHOIO TPYIOI0,

T1JIPOKCHIIBHOIO TPYIOI0 200 aJIKOKCUTPYIIOI0

<220>
<221> OCOBJIMBA O3HAKA



<222> (9)..09)

<223> Xaa sBuse coboro 4-amiHo-4-kapOokcu-terpariapomnipan (THP), Acvc, anspa-MeLys, anpha-Meleu,
anba-MeArg, anbda-MePhe, anbda-MeLeu, anbda-MeLys, anpha-MeAsn, ansdpa-MeTyr, Ala, nukiorekcun-Ala,
Lys a6o Aib

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(11)

<223> Xaa sBisie co0010 Oyb-sIKY aMiHOKUCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie coboro Pal

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa siBisie c00010 Oy/Ib-sIKYy aMiHOKUCIIOTY

<400> 448

Xaa Asn Thr Xaa GIn Cys Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10

<210> 449
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie co6or0 Abu

<220>
<221> OCOBJIMBA O3HAKA



<222> (4)..(4)
<223> Xaa sBisie coboro HesaminieHy Trp aGo Trp, 3amilieHy LiaHOTPYIOO, IajlOrpyIol0, alKUILHOIO TPYIOIO,
rajJoajKiIbHOI TPYNOI0, TiAPOKCHWIBHOIO TPYINOK, aJKOKCHUTPYIOIO, 3aMileHOI0 ab0 He3aMilIeHOK apHJIbHOO

IPyIor abo 3aMilIeHO a00 HE3aMIIIICHO reTePOAPIIIHLHY TPYIIO0

<220>

<221> OCOBJIMBA O3HAKA

<222> (7)..(7)

<223> Tyr ab6o 3amimieny Tyr, Hezamimeny Phe a6o Phe, 3amimeHy ramorpymnor, aikiIbHOW TPYIOL0,
raJl0aJKUIBHOK TPYIOI, TiIPOKCHILHOK TPYIIOK, AIKOKCUTPYIIOKW, IIaHOTPYIO, NUKIOANKIILHOK TPYIIOH,

KapOOKCHIIBHOIO IPYIIO0, KapOOKCaMiIHOIO TPYIOI0, 2-aMiHOETOKCH 200 2-alleTHIIaMiHOETOKCH

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa sBise coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-numerokcn), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amilieHy iaHOTPYIIOH, TAJOTPYIIO0, AIKUIBHOK TPYIOI, TAIOAJIKITHHOK TPYIIOL,

FiAPOKCHIIBHOIO TPYIOI0 200 AIKOKCUTPYIIOI0

<220>

<221> OCOBJIMBA O3HAKA

<222> (9)..09)

<223> Xaa sBisge cobor 4-amiHo-4-kapOokcu-terparimpomipan (THP), Acve, ampda-MeLys, ampha-MeLeu,
anmspa-MeArg, anbha-MePhe, anpda-MeLeu, anspa-MeLys, anspa-MeAsn, anspa-MeTyr, Ala, rukinorexkcun-Ala,
Lys abo Aib

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(11)

<223> Xaa sBisie c00010 OyIb-SIKy aMiHOKUCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic coboro0 Sarc

<400> 449



Xaa Asn Thr Xaa GlIn Cys Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10

<210> 450
<211> 13
<212> PRT

<213> IlltyyHa MOCiIOBHICTh

<220>

<223> CuHTEeTMYHA KOHCTPYKIIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBise co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBiste coboro HezamimeHy Trp ab6o Trp, 3amimieHy HiaHOTPYIIO, TATIOTPYIIOK, aTKUTBHOIO TPYIIOL,
rajJoaJKUIbHOK TIPYIOI0, TIAPOKCHIBHOI TPYIION0, AJKOKCHUIPYIIOK, 3aMIIICHO ab0 HE3aMIICHOK apIIIbHOI0

rpymoo abo 3aMilIeHO0 a00 HE3aMIII[CHOO TeTePOAPIILHY TPYIIO0

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (7)..(7)

<223> Tyr abo 3amimeny Tyr, He3amimeny Phe abo Phe, 3amimieHy ranorpymnorw, ajikiJIbHOIO TPYIIOIO,
TaJl0AJKUIEHOK TPYIOI, TiIPOKCHIEHOK TPYIIOK, AIKOKCUTPYIOK, IIaHOTPYIO, NUKIOAIKIIEHOK TPYIIOH,

KapOOKCHIILHOIO IPYTIOI0, KapOOKCaMiIHOIO TPYIOI0, 2-aMiHOETOKCH 200 2-alleTHIIaMiHOeTOKCH

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)



<223> Xaa siBiste coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-numerokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp ab6o Trp, 3amilieHy HiaHOTPYNOIO, IajOrPyNOI0, AIKUIBHOIO IPYINO0, TaI0aJKUIBHOIO TPYIOI0,

TJPOKCHIBHOIO IPYIOI0 200 aIKOKCUIPYIIOO

<220>

<221> OCOBJIMBA O3HAKA

<222> (9)..09)

<223> Xaa sBise coborw 4-amino-4-kapbokcu-terparigpomipan (THP), Acve, ampda-MeLys, amppa-Meleu,
anba-MeArg, anbda-MePhe, anbda-MeLeu, anbda-MeLys, anpha-MeAsn, ansdha-MeTyr, Ala, nukinorexcun-Ala,
Lys a6o Aib

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(11)

<223> Xaa sBisie c00010 Oyab-sIKy aMiHOKUCIIOTY

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa siBisie c00010 Oy/Ib-sIKY aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBiste coboro (D)NMeTyr

<400> 450

Xaa Asn Thr Xaa GIn Xaa Xaa Xaa Xaa Xaa Xaa Xaa Tyr
1 5 10

<210> 451
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>



<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse coboro Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa siBise coboro HesamimeHy Trp abo Trp, 3amimeHy HiaHOTPYIIOI, TAJIOTPYIIO0, aIKITBHOIO TPYIIOL,
rajJoajKiIbHOI TPYNOI0, TiAPOKCHIIBHOI T'PYIOI0, AJKOKCHIPYIOIO, 3aMillleHOI0 ab0 HEe3aMillleHOK apHIIbHOO

IPyIor abo 3aMilIeHO0 a00 HE3aMIII[CHOI IeTePOAPIIIHLHY TPYIIO0

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (7)..(7)

<223> Tyr abo 3amimeny Tyr, He3amimeny Phe ab6o Phe, 3amimieHy ranorpynow, ajiKiIbHOK TIPYIIOL0,
TaOANKITBHOIO TPYIIOK0, TiAPOKCHIGHOIO TPYIOK, aJKOKCHTPYIIOK, I[aHOTPYION, UKIOATIKIIBHOI TPYIIOL,

KapOOKCHIIFHOIO TPYIIOR0, KapOOKCaMiTHOO TPYIIO0, 2-aMiHOETOKCH a00 2-aleTHIaMiHOETOKCH

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHny Trp abo Trp, 3amimieHy HiaHOTPYIIOI, TAJOTPYIO0, ANKUTFHOI TPYIIOI0, TANTOATKIIHPHOI TPYIIO,

T1JIPOKCHIIBHOIO TPYIOI0 200 aJIKOKCUTPYIIOI0

<220>

<221> OCOBJIMBA O3HAKA

<222> (9)..09)

<223> Xaa sBige cobor 4-amiHo-4-kapbokcu-terparigpomnipan (THP), Acvc, amsda-MeLys, amppa-Meleu,
anspa-MeArg, anbha-MePhe, anpda-MeLeu, anspa-MeLys, anspa-MeAsn, anspa-MeTyr, Ala, nuxnorekcun-Ala,
Lys a6o Aib

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(11)

<223> Xaa sBisie c00010 OY/Ib-SKY aMiHOKHCIIOTY



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIIBA O3HAKA
(12)..(12)

Xaa siBisie c00010 OYIb-SIKYy aMiHOKUCIIOTY

OCOBJIMBA O3HAKA
(13)..(13)
Tyr sBnsie coboro (D)NMeTyr

451

Xaa GlIn Thr Xaa GIn Xaa Xaa Xaa Xaa Xaa Xaa Xaa Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10

452
13
PRT

TyuHa nociigoBHICTh

CuHTETHYHA KOHCTPYKIIiS

OCOBJIMBA O3HAKA
-1

Xaa sBisie coboro Abu

OCOBJIBA O3HAKA
(4)--(4)

Xaa sBnsge coboro Hesamimneny Trp abo Trp, 3amimieHy IiaHOTPYIO0, TaJOrPyIO, AIKUIBHOIO TPYIIOL,

TATOAIKUIBHOIO TPYMOI0, TiIPOKCHILHOIO TPYIOI0, aJKOKCUTPYIIOK, 3aMillleHOI a00 He3aMillleHO0 apUIIbHOIO

TPYIIoI0 ab0 3aMIIIeHO0 200 HE3aMIIICHOIO reTePOAPIIIBLHY TPYIIO0

<220>
<221>
<222>

OCOBJIBA O3HAKA
(7)-(7)



<223> Tyr abo 3amimeny Tyr, ne3amimeHy Phe a6o Phe, 3amimeHy ranorpymnor, ajkiIbHOIO TpYyIOIO,
rajJoalKiIbHOIO TPYIOK, TiIPOKCHIBHOIO TPYIOI, alKOKCUIPYIOIO, LiaHOTPYIOIO, IHUKIOAIKIJIBHOI TIPYIOI0,

KapOOKCHIIBHOIO IPYIIO0, KapOOKCaMiIHOIO TPYIOI0, 2-aMiHOETOKCH 200 2-alleTHIIaMiHOeTOKCH

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa sBise coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumeTokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp abo Trp, 3amilieHy HiaHOTPYNOIO, IajOrPYNOI0, AIKUIBHOIO IPYINO0, Tal0ajKUIBHOIO TPYIOI0,

TJPOKCHUIBHOIO IPYIOI0 200 aIKOKCUTPYIIOO

<220>

<221> OCOBJIMBA O3HAKA

<222> (9)..(9)

<223> Xaa sBise coborw 4-amiHo-4-kapbokcu-terparimpomipan (THP), Acve, ampda-MeLys, amppa-MeLeu,
ansa-MeArg, anpha-MePhe, anpda-MeLeu, ansdpa-MeLys, anspa-MeAsn, anspa-MeTyr, Ala, rukinorexkcun-Ala,
Lys abo Aib

<220>
<221> OCOBJIUBA O3HAKA
<222> (10)..(11)

<223> Xaa sBisie c00010 Oyab-sIKy aMiHOKUCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBisie coboro (D)NMeTyr

<400> 452

Xaa Ash Thr Xaa GIn Cys Xaa Xaa Xaa Xaa Xaa Xaa Tyr

1 5 10

<210> 453
<211> 13
<212> PRT



<213> Illty4yHa mOCHiIOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKLis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBiste coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa siBise coboro HesamimeHy Trp ab6o Trp, 3amimeHy HiaHOTPYIIO, TATIOTPYIIO, aJKUTBHOIO TPYIIOL,
TaJOANKIIEHOK TPYIOK, TiIPOKCHUIBHOKI TPYIO, aJKOKCHIPYIOI, 3aMIIICHOI a00 HEe3aMiLICHOK AapHIIBHOIO

rpymoo abo 3aMilIeHO a00 HE3aMIII[CHO TeTePOAPHILHY TPYIIO0

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (7)..(7)

<223> Tyr abo 3amimeny Tyr, Hesamimieny Phe ab6o Phe, 3amiiieHy ramorpymnow, aakiIbHOK TIPYIIO,
TaIOANKITEHOK TPYIIO0, TiAPOKCHIEHOK TPYIOK, alKOKCHTPYIIOK, I[aHOTPYIION, MUKIOAJIKIIBHOK TPYIOL,

KapOOKCHIIFHOIO TPYIIOR0, KapOOKCaMiTHOO TPYIIO0, 2-aMiHOETOKCH a00 2-alleTHIIaMiHOETOKCH

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcu), 2-Quin, 3-Quin, 1-Nal,
HezamimeHny Trp abo Trp, 3amilieHy IiaHOTPYIIOI0, TaJOTPYIOI0, ANKIILHOK TPYIO0, Tal0alKiIBbHOI TPYIIOL,

T1JIPOKCHIIBHOIO TPYIOI0 200 aJIKOKCUTPYIIOI0

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)



<223> Xaa sBnse coborw 4-amiHo-4-kapOokcu-terparinponipan (THP), Acve, amsda-MeLys, ansda-Meleu,
anba-MeArg, anbda-MePhe, anpda-MeLeu, anbda-MeLys, anpha-MeAsn, ansdpa-MeTyr, Ala, nukiorexcun-Ala,
Lys a6o Aib

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(11)

<223> Xaa sBisie c00010 Oyab-sIKy aMiHOKUCIIOTY

<220>
<221> OCOBJIBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 Oyab-SIKy aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBnse coboro (D)NMeTyr

<400> 453

Xaa GIn Thr Xaa GIn Xaa Xaa Xaa Xaa Xaa Xaa Xaa Tyr
1 5 10

<210> 454
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (4)..(4)



<223> Xaa sBusie coboro HesamimieHy Trp abo Trp, 3aMilieHy IiaHOIPYIIOI0, TaJIOTPYIOI0, AIKUILHOIO IPYIIOI0,
rajJoajKiIEHOIO0 TPYNOI0, TiIIPOKCWILHOIO TPYIOK, aJKOKCHUTPYIOIO, 3aMillleHOI0 a00 He3aMilIEHOI apHJIbHOIO

IPyIor abo 3aMilICHO a00 HE3aMIII[CHO TeTePOAPHIBLHY TPYIIO0

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOCTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa sBisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amilieHy HiaHOTPYIOIO, TaJIOTPYIO0, AIKUILHOK TPYIOI0, TalIOAlKiIbHOI IPYIIOLH,

FiAPOKCHIIBHOIO TPYIOI0 200 AIKOKCUTPYIIOH0

<220>

<221> OCOBJIMBA O3HAKA

<222> (9)..09)

<223> Xaa sBiuse coboro 4-amiHo-4-kapOokcu-tetpariapomnipan (THP), Acve, anbpa-MeLys, anbpa-Meleu,
anmsa-MeArg, anbha-MePhe, anpda-MeLeu, anspa-MeLys, anspa-MeAsn, anspa-MeTyr, Ala, rukinorexkcun-Ala,
Lys abo Aib

<220>
<221> OCOBJIUBA O3HAKA
<222> (10)..(11)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa ssirie coboro 2-Pal, 3-Pal, or 4-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie c00010 OY/Ib-SKY aMiHOKHCIIOTY



<400> 454

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10

<210> 455
<211> 13
<212> PRT

<213> Illty4yHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa siBiste cob6or0 HesamimieHy Trp ab6o Trp, 3amilieHy [IaHOTPYIOI, TAIOrPYIO, AIKIIBHOK TPYIIOL,
rajoaNKiJIbHOK TPYIIOH, TiIPOKCHIBHOI TPYIO, ATKOKCHIPYIOI, 3aMillleHO a00 HEe3aMilleHO apuiIbHOI0

rpymoo abo 3aMillIeHO0 a00 HE3aMIIICHOO TeTePOAPIILHY TPYIIO0

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa saBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7).(7)

<223> Phe sBisie co6oto Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIVBA O3HAKA
<222> (8)..(8)



<223> Xaa siBiste coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-numerokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp ab6o Trp, 3amilieHy HiaHOTPYNOIO, IajOrPyNOI0, AIKUIBHOIO IPYINO0, TaI0aJKUIBHOIO TPYIOI0,

T1IPOKCHIIBHOIO TPYIOI0 200 aJIKOKCUTPYIOI0

<220>

<221> OCOBJIMBA O3HAKA

<222> (9)..09)

<223> Xaa sBise coborw 4-amino-4-kapbokcu-terparigpomipan (THP), Acve, ampda-MeLys, amppa-Meleu,
anba-MeArg, anbda-MePhe, anbda-MeLeu, anbda-MeLys, anpha-MeAsn, ansdpa-MeTyr, Ala, nukiorekcun-Ala,
Lys a6o Aib

<220>

<221> OCOBJIMBA O3HAKA

<222> (10)..(11)

<223> Xaa sBise coborw 4-amiHo-4-kapbokcu-terparimpomipan (THP), Acve, ampda-MeLys, amppa-MeLeu,
ansa-MeArg, anpha-MePhe, anpda-MeLeu, ansdpa-MeLys, anspa-MeAsn, anspa-MeTyr, Ala, rukinorekcun-Ala,
Lys abo Aib

<220>

<221> OCOBJIMBA O3HAKA

<222> (12)..(12)

<223> Xaa sBisie coboro 2Pal, 3Pal a6o 4Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<400> 455

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10

<210> 456
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS



<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBise cobor HesamimeHy Trp ab6o Trp, 3amilieHy HIaHOTPYIIOI, TATOTPYIIOK, ATKITBHOI TPYIIOH,
raJl0aJKUILHOK TPYIOI0, TIAPOKCHIBHOK TPYIO, ATKOKCHUTPYIO, 3aMilleHO ab0 HE3aMINICHOK apHIbHOIO

IPyIor abo 3aMilIeHO a00 HE3aMIIEHO TeTePOAPUIILHY TPYIIOK0

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe siBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa sBise coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-numerokcn), 2-Quin, 3-Quin, 1-Nal,
HesamimeHny Trp abo Trp, 3amimieHy HiaHOTPYIIOI, TAJOTPYIO0, ANKUTFHOI TPYIIOI0, TANTOATKIIHPHOI TPYIIO,

T1IPOKCHUIIBHOIO TPYIIOI0 200 aIKOKCUTPYIIO0

<220>

<221> OCOBJIMBA O3HAKA

<222> (9)..(9)

<223> Xaa sBisge cobor 4-amiHo-4-kapOokcu-terparimpomipan (THP), Acvce, ampda-MeLys, ampha-MeLeu,
ansa-MeArg, anpha-MePhe, anpda-MeLeu, ansda-MeLys, anspa-MeAsn, anspa-MeTyr, Ala, rukinorexcun-Ala,
Lys a6o Aib

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(11)

<223> Xaa sBisie co0010 Oy/b-sIKY aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA

<222> (12)..(12)

<223> Xaa sBuse coboro 2Pal, 3Pal ado 4Pal



<220>
<221>
<222>
<223>

<400>

OCOBJIIBA O3HAKA
(13)..(13)

Xaa siBisie c00010 OYIb-SIKYy aMiHOKUCIIOTY

456

Xaa Ash Thr Xaa GIn Cys Phe Xaa Xaa Xaa Xaa Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>
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457
13
PRT

[ITy4na mOCTiTOBHICTh

CuHTeTHYHA KOHCTPYKIIiS

OCOBJIBA O3HAKA
-1

Xaa siBiiste coboro Abu

OCOBJIMBA O3HAKA
(4)..(4)

Xaa sBisie coboro HesamimeHy Trp abo Trp, 3amilieHy HiaHOTPYIIOK, TaJOTPYIIO0, aJKUTBHOIO TPYIIOL,

raJoalKiIBHOIO TPYIOI0, TiIAPOKCWIFHOIO TPYIO0, aJKOKCHUTPYIOIO, 3aMileHO0 ab0 He3aMilIeHOK apHIIbHOIO

TpyIIoI0 200 3aMilIeHOr0 a00 HE3aMIIEHOIO TeTePOAPILTHLHY TPYIIO0

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

OCOBJIBA O3HAKA
(6)..(6)

Xaa saBistie co6oro Pen

OCOBJIBA O3HAKA
(7)-(7)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |



<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumeTokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amimieHy HiaHOTPYIIOIO, TAJOTPYIOI0, ANKITFHOIO TPYIIOI0, TANOANKIIHPHOIO TPYIIOL,

TiIPOKCHIIBHOIO TPYTIO0 a00 aTKOKCHTPYIIOI0

<220>

<221> OCOBJIMBA O3HAKA

<222> (9)..(9)

<223> Xaa sBuse coboro 4-amiHo-4-kapOokcu-tetpariapomnipan (THP), Acvc, anbpa-MeLys, anbpa-Meleu,
anba-MeArg, anbda-MePhe, anbha-MeLeu, anbda-MeLys, anpha-MeAsn, ansdpa-MeTyr, Ala, nukiorexcun-Ala,
Lys a6o Aib

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(11)

<223> Xaa siBisie c00010 Oy/Ib-sIKYy aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA

<222> (12)..(12)

<223> Xaa sBisie coboro 2Pal, 3Pal a6o 4Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie c00010 OyIb-SIKy aMiHOKUCIIOTY

<400> 457

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10

<210> 458
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS



<220>
<221> OCOBJIUBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa siBise cobor HesamimeHy Trp ab6o Trp, 3amilieHy HIaHOTPYIIOI, TATOTPYIIOK, ATKITBHOI TPYIIOH),
raJl0aJKUILHOK TPYIOI0, TIAPOKCHIBHOK TPYIO, ATKOKCHUTPYIO, 3aMileHO ab0 HE3aMINICHOK apHIbHOIO

TPYII0I0 200 3aMilIeHOr0 a00 He3aMiIEHOI0 TeTePOAPMIBEHY TPYIION0

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBise co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHoeTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa sBiste coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcn), 2-Quin, 3-Quin, 1-Nal,
HesamimeHny Trp abo Trp, 3amimieHy HiaHOTPYIIOI, TAJOTPYIO0, ANKUTFHOI TPYIIOI, TANTOATKIIBHOI TPYIIOL,

T1JIPOKCHIIBHOIO TPYIOI0 200 aJIKOKCUTPYIIOI0

<220>

<221> OCOBJIMBA O3HAKA

<222> (9)..(9)

<223> Xaa sBige coborw 4-amiHo-4-kapbokcu-terparigpomnipan (THP), Acvc, ampda-MeLys, amppa-Meleu,
anba-MeArg, anbda-MePhe, anpda-MeLeu, anbda-MeLys, anpha-MeAsn, ansdpa-MeTyr, Ala, nukiorexcun-Ala,
Lys a6o Aib

<220>
<221> OCOBJIUBA O3HAKA
<222> (10)..(11)

<223> Xaa sBisie c00010 OY/Ib-SKY aMiHOKHCIIOTY



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIBA O3HAKA
(12)..(12)

Xaa sBisie co0010 Oyab-SIKy aMiHOKUCIIOTY

OCOBJIBA O3HAKA
(13)..(13)

Xaa saBisie coboro Sarc

458

Xaa Asn Thr Xaa Gln Xaa Phe Xaa Xaa Xaa Xaa Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>
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459
13
PRT

[ITy4na mOCTiTOBHICTh

CHHTETHYHA KOHCTPYKIis

OCOBJIMUBA O3HAKA
-1

Xaa sBisie co6oro Pen

OCOBJIBA O3HAKA
(4)--(4)

Xaa sBnsge coboro Hesamimneny Trp abo Trp, 3amimeHy IiaHOTPYIOK0, TaJorpyIo, AIKUIBHOIO TPYIIOL,

raJoaJKiIBHOIO TPYIOI0, TiIAPOKCWIFHOIO TPYIOK, aJKOKCHUTPYIOIO, 3aMillleHO0 ab0 He3aMilIeHOI apHIIbHOIO

TPyIor0 abo 3aMIIIeHO0 a00 HE3aMIMCHOIO TeTePOAPHIBHY TPYIIO0

<220>
<221>
<222>
<223>

OCOBJIBA O3HAKA
(6).-(6)

Xaa siBisge co6oro Pen



<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp abo Trp, 3amilieHy HiaHOTPYIOIO, IaJOrPYNOI0, AIKUIBHOIO TPYINO0, Tal0ajKUIBHOIO TPYIOI0,

TJPOKCHIBHOIO IPYIOI0 200 aIKOKCUTPYIIOO

<220>

<221> OCOBJIMBA O3HAKA

<222> (9)..09)

<223> Xaa sBisge coborw 4-amino-4-kapbokcu-terparigpomipan (THP), Acve, amsda-MeLys, anbha-MeLeu,
anmspa-MeArg, anbha-MePhe, anpda-MeLeu, ansha-MeLys, anspa-MeAsn, anspa-MeTyr, Ala, rukiaorexkcun-Ala,
Lys abo Aib

<220>

<221> OCOBJIMBA O3HAKA

<222> (10)..(11)

<223> Xaa sBiuse coboro 4-amiHo-4-kapOokcu-tetpariapomnipan (THP), Acvc, anbpa-MeLys, anbpa-Meleu,
anmspa-MeArg, anbha-MePhe, anpda-MeLeu, anspa-MeLys, anspa-MeAsn, anspa-MeTyr, Ala, rukinorexkcun-Ala,
Lys abo Aib

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 OyIb-SIKy aMiHOKUCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 459

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10



<210> 460
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBise coboro HesaminieHny Trp ado Trp, 3amillieHy I[IaHOTPYIIOK, TaJOTPYIIO0, ANKIIEHOI TPYIIOH0,
rajJloaJKUILHOK TPYIOI0, TIAPOKCHIBHOK TPYIO0, ATKOKCHIPYIOH, 3aMilleHO ab0 HE3aMIIICHOK apHIbHOIO

TPYIIOI0 200 3aMilIeHOr0 a00 HE3aMIIEHOIO TeTePOAPILTHLHY TPYIIO0

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie co6oro Phe[4-(2-aminoeTokcn)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa sBise coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-numerokcn), 2-Quin, 3-Quin, 1-Nal,
uesamimeny Trp abo Trp, 3amilieHy MiaHOTPYIIOI, TaJOTPYIO0, AIKUIBHO PO, TaTOAJKIIBHOK TPYIIOH,

T1JIPOKCHUIIBHOIO TPYIOI0 200 AIKOKCUTPYIIO0

<220>

<221> OCOBJIMBA O3HAKA

<222> (9)..09)

<223> Xaa sBuse coboro 4-amiHo-4-kapOokcu-tetpariapomnipan (THP), Acvc, anspa-MeLys, anbpa-Meleu,
anba-MeArg, anbda-MePhe, anpda-MeLeu, anbda-MeLys, anpha-MeAsn, ansdpa-MeTyr, Ala, nukiorexcun-Ala,
Lys a6o Aib

<220>



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIIBA O3HAKA
(10)..(11)

Xaa siBisie c00010 OYIb-SIKYy aMiHOKUCIIOTY

OCOBJIMBA O3HAKA
(12)..(12)

Xaa sBisie co0010 OyIb-SIKy aMiHOKUCIIOTY

OCOBJIBA O3HAKA
(13)..(13)

Xaa saBisie coboro Sarc

460

Xaa Asn Thr Xaa GIn Cys Phe Xaa Xaa Xaa Xaa Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10

461
13
PRT

TyuHa nocIizoBHICTh

CHHTETHYHA KOHCTPYKIis

OCOBJIVIBA O3HAKA
1)--(1)

Xaa siBiiste coboro Abu

OCOBJIBA O3HAKA
(4)-(4)

Xaa sBisie coboro HesamimeHy Trp a6o Trp, 3amilieHy IiaHOTPYIOIO, TalOTPYIOI0, AIKUTBHOK TPYIIOI,

raJoaJKiIBHOIO TPYIOI0, TiIAPOKCWIFHOIO TPYIOK, aJKOKCHUTPYIOIO, 3aMileHO0 ab0 He3aMilIEHOI apHIIbHOIO

rpymnor abo 3amileHor abo He3aMilIeHOI0 TeTePOAPUITBHY TPYIIO0

<220>



<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBise coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa sBise coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-numetokcn), 2-Quin, 3-Quin, 1-Nal,
He3amimeny Trp abo Trp, 3amimieHy HiaHOTPYIIOIO, TAJOTPYIO0, ANKITFHOI TPYIIOI0, TANTOATKIIBPHOIO TPYIIOL,

T1IPOKCHIIBHOIO TPYIOI0 200 aIKOKCUTPYIIOI0

<220>

<221> OCOBJIMBA O3HAKA

<222> (9)..09)

<223> Xaa sBuse coboro 4-amiHo-4-kapOokcu-tetpariapomnipan (THP), Acve, anpda-MeLys, anbpa-Meleu,
ansa-MeArg, anpha-MePhe, anpda-MeLeu, anspa-MeLys, anspa-MeAsn, anspa-MeTyr, Ala, rukinorexkcun-Ala,
Lys a6o Aib

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(11)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 461

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10



<210> 462
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKIis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa siBise cobor HesamimieHy Trp a6o Trp, 3amillieHy IIaHOTPYIOIO, TAJIOrPYIION, aJKIILHOK TPYIIOH,
TaJOANKITLHOKO TPYIIOI0, TiIPOKCHIBHOI0 TPYIIO, ATKOKCHTPYIOI0, 3aMIICHOI0 a00 HE3aMillleHOK ApHIBHOI0

TPYIIOI0 200 3aMilIeHOr0 a00 HE3aMIIEHOIO TeTePOAPILTHLHY TPYIIO0

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa saBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie co6oro Phe[4-(2-aminoeTokcn)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp abo Trp, 3amilieHy HiaHOTPYNOIO, IajOrPyHol0, AIKUIBHOIO TPYINO0, TaIOaJKUIBHOIO TPYIOI0,

T1JIPOKCHIIBHOIO TPYIOI0 200 aJIKOKCUTPYIIOI0

<220>
<221> OCOBJIMBA O3HAKA



<222> (9)..09)

<223> Xaa sBuse coboro 4-amiHo-4-kapOokcu-terpariapomnipan (THP), Acvc, anspa-MeLys, anbpa-Meleu,
anba-MeArg, anbda-MePhe, anbda-MeLeu, anbda-MeLys, anpha-MeAsn, ansdpa-MeTyr, Ala, nukiorekcun-Ala,
Lys a6o Aib

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(11)

<223> Xaa sBisie co0010 Oyb-sIKY aMiHOKUCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 OyIb-SIKy aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBnse coboro (D)NMeTyr

<400> 462

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Xaa Xaa Xaa Xaa Tyr
1 5 10

<210> 463
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA



<222> (4)..(4)
<223> Xaa sBisie coboro HesamimeHy Trp a6o Trp, 3amilieHy HiaHOTPYHOIO, TAIOTPYIIO0, ANKIJIBHOIO IPYIIO0,
rajJoajKiIbHOI TPYNOI0, TiAPOKCHWIBHOIO TPYINOK, aJKOKCHUTPYIOIO, 3aMileHOI0 ab0 He3aMilIeHOK apHJIbHOO

IPyIor abo 3aMilIeHO a00 HE3aMIIIICHO reTePOAPIIIHLHY TPYIIO0

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuse coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOETOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amilieHy HiaHOTPYIOIO, TAJIOTPYIO0, AIKUILHOK TPYIOI0, TalTOAIKiIBHOI TPYIIOL,

T1IPOKCHIIBHOIO TPYIIOI0 200 aIKOKCUTPYIIOI0

<220>

<221> OCOBJIMBA O3HAKA

<222> (9)..09)

<223> Xaa sBiuse coboro 4-amiHo-4-kapOokcu-tetpariapomnipan (THP), Acve, anbpa-MeLys, anbpa-Meleu,
anmspa-MeArg, anbha-MePhe, anpda-MeLeu, anspa-MeLys, anspa-MeAsn, anspa-MeTyr, Ala, rukinorexkcun-Ala,
Lys a6o Aib

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(11)

<223> Xaa sBisie c00010 OYIb-SKY aMiHOKHCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie co0010 Oy/b-sIKY aMiHOKUCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)



<223> Tyr sBiuste coboro (D)NMeTyr

<400> 463

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Xaa Xaa Xaa Xaa Tyr
1 5 10

<210> 464
<211> 13
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa siBiste cobOor0 HesamimieHy Trp ab6o Trp, 3amilieHy [IaHOTPYIOI, TAJIOrPYIO0, AIKIIBHOK TPYIIOL,
rajoaNKiJIbHOK TPYIIOK0, TiIPOKCHIBHOI TPYIO, ATKOKCHTPYIOI, 3aMIIeHOI ab0 HEe3aMilleHOK apHIIBHO0

TpyII0I0 200 3aMilIeHOr0 a00 HE3aMIMEHOIO TeTePOapUIIEHY TPYIIOH0

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp abo Trp, 3amilieHy HiaHOTPYNOIO, IajOrPyHol0, AIKUIBHOIO TPYINO0, TaOaJKUIBHOIO TPYIOI0,

T1IPOKCHUIIBHOIO TPYIOI0 200 AIKOKCUTPYIIO0

<220>



<221> OCOBJIMBA O3HAKA

<222> (9)..09)

<223> Xaa sBuse coboro 4-amiHo-4-kapOokcu-tetpariapomnipan (THP), Acvc, anpda-MeLys, anbpa-Meleu,
anba-MeArg, anbda-MePhe, anbda-MeLeu, anbda-MeLys, anpha-MeAsn, ansdpa-MeTyr, Ala, nukiorexcun-Ala,
Lys abo Aib

<220>
<221> OCOBJIBA O3HAKA
<222> (10)..(11)

<223> Xaa saBisie co0010 Oy/b-sIKY aMiHOKUCIIOTY

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 Oyab-sIKy aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr saBnse coboro (D)NMeTyr

<400> 464

Xaa Asn Thr Xaa GIn Cys Phe Xaa Xaa Xaa Xaa Xaa Tyr
1 5 10

<210> 465
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic coboro Abu

<220>



<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBise cobOoro HesamimeHy Trp a6o Trp, 3amillieHy HiaHOTPYIIOK, TaJOrPYIO, aJKiIBHOK TPYIIOH),
raJl0aJKUIEHOK TPYIOI0, TIAPOKCHIBHOK TPYIO, ATKOKCHUTPYIO, 3aMilleHO ab0 HE3aMINICHOK apHIbHOIO

TPyIIoI0 200 3aMilIeHO0 a00 HE3aMIII[EHOI0 TeTePOAPIUIHLHY TPYIIO0

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOCTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amimieHy HiaHOTPYIIOIO, TAJOTPYIO0, ANKITFHOI TPYIIOI, TANTOANKIIBPHOIO TPYIIOL,

T1IPOKCHIIBHOIO TPYIIOI0 200 aIKOKCUTPYIIOI0

<220>

<221> OCOBJIMBA O3HAKA

<222> (9)..09)

<223> Xaa sBiuse coboro 4-amiHo-4-kapOokcu-tetpariapomnipan (THP), Acve, anbpa-MeLys, anbpa-Meleu,
ansa-MeArg, anpha-MePhe, anpda-MeLeu, ansda-MeLys, anspa-MeAsn, anspa-MeTyr, Ala, rukinorexkcun-Ala,
Lys a6o Aib

<220>
<221> OCOBJIUBA O3HAKA
<222> (10)..(11)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie co0010 Oy/b-SIKY aMiHOKUCIIOTY

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<400>

(13)..(13)
Tyr sBisie codoro (D)NMeTyr

465

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Xaa Xaa Xaa Xaa Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>
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466
13
PRT

[ITyyna mOCTiTOBHICTh

CuHTeTHYHA KOHCTPYKIis

OCOBJIMUBA O3HAKA
-1

Xaa aBistie co6oro Pen

OCOBJIBA O3HAKA
(4)--(4)

Xaa siByisie cobor0 HesaminieHy Trp ab6o Trp, 3amilieHy [IaHOTPYIIOI, TATOrPYIOK, ATKIIHHOK TPYIIOL,

raJoalKiIBHOIO TPYIOI0, TiIAPOKCWIFHOIO TPYIO, aJKOKCHUTPYIOIO, 3aMileHO0 ab0 He3aMilIeHOK apHIIbHOIO

TpyIIoI0 ab0 3aMilIeHOr0 a00 HE3aMIIMIEHOIO TeTePOAPIITBHY TPYIIO0

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>

OCOBJIBA O3HAKA
(6)..(6)

Xaa sBiste co6oro Pen

OCOBJIBA O3HAKA
(.7

Phe siBisie co6oro Phe[4-(2-aminoerokcn)]

OCOBJINBA O3HAKA



<222> (8)..(8)
<223> Xaa siBiste coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-numerokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp abo Trp, 3amilieHy HiaHOTPYNOIO, IajOrPYNOI0, AIKUIBHOIO IPYINO0, Tal0ajKUIBHOIO TPYIOI0,

TJPOKCHUIBHOIO IPYIOI0 200 aIKOKCUTPYIIOO

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Leu sBuse coboro a-MeLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (11)..(11)

<223> Xaa siBisie c00010 Oy/Ib-sIKYy aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA

<222> (12)..(12)

<223> Xaa sBisiec coboro 2Pal, 3Pal abo 4Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie c00010 OyIb-SIKy aMiHOKUCIIOTY

<400> 466

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Leu Lys Xaa Xaa Xaa
1 5 10

<210> 467
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

CuHTETHYHA KOHCTPYKIIiS

OCOBJIUBA O3HAKA
1).(1)

Xaa sBisie co6oro Pen

OCOBJIBA O3HAKA
(4)-(4)

Xaa siBisie coboro HesamimieHy Trp abo Trp, 3amilieHy LiaHOTPYIIOIO, rajlOrpyIOl0, aKUIBHOIO TPYIIOIO,

raJoagKiIBHOIO TPYNOI0, TiIAPOKCWIFHOIO TPYINO0, aJKOKCHUTPYIOIO, 3aMIIIEHO0 ab0 HEe3aMIlIEHOI apHIIbHOIO

TPYII0I0 200 3aMiIIeHOr0 a00 He3aMIMIEHOIO TeTePOAPILTHHY TPYIIO0

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

OCOBJIBA O3HAKA
(6)--(6)

Xaa siBiste co6oro Pen

OCOBJIBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-amiHoeToKCH) |

OCOBJIMBA O3HAKA

(8)..(8)
Xaa sBisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-gqumerokcn), 2-Quin, 3-Quin, 1-Nal,

HesamimeHny Trp abo Trp, 3amimieHy HiaHOTPYIIOI, TAJOTPYIO0, ANKUTFHOI TPYIIOI, TANTOATKIIHPHOI TPYIIOL,

T1JIPOKCHIIBHOIO TPYIOI0 200 aJIKOKCUTPYIIOI0

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

OCOBJIBA O3HAKA
(9)--(9)

Leu saBiste co6oro a-MelLeu

OCOBJIMBA O3HAKA
(10)..(20)
Lys sBiisie co6oro Lys(Ac)



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIIBA O3HAKA
(11)..(11)

Xaa siBisie c00010 OYIb-SIKYy aMiHOKUCIIOTY

OCOBJIMBA O3HAKA
(12)..(12)
Xaa siBsie coboto 2Pal, 3Pal a6o 4Pal

OCOBJIMBA O3HAKA
(13)..(13)

Xaa sBisie c00010 OyIb-SIKy aMiHOKUCIIOTY

467

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Xaa Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>
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468
13
PRT

TyuHa nocIizoBHICTh

CuHTETHYHA KOHCTPYKILis

OCOBJIBA O3HAKA
1)--(1)

Xaa siBiiste coboro Abu

OCOBJIBA O3HAKA
(4)-(4)

Xaa sBisie coboro HesamimeHy Trp abo Trp, 3amilieHy HiaHOTPYIIOK, TaJOTPYIIOK, adKUTBHO TPYIIOL,

TATOAIKIBHOIO TPYMOI0, TiAPOKCHILHOIO TPYIMOI0, AJIKOKCHUTPYIIOID, 3aMIleHO0 a00 HEe3aMillleHO apHIIbHOIO

rpymnoro abo 3amileHor abo He3aMilIeHOI0 TeTePOAPUIBHY TPYIIO0



<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe siBnsie co6oro Phe[4-(2-aminoeTokcn)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumeTokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp ab6o Trp, 3amilleHy HiaHOTPYNOIO, IajOrPYNOI0, AIKUIBHOIO IPYINO0, Tal0ajKUIBHOIO TPYIOI0,

T1IPOKCHIIBHOIO TPYIOI0 200 aIKOKCUTPYIIOI0

<220>
<221> OCOBJIMBA O3HAKA
<2225 (9)..(9)

<223> Leu sBuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBise coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (11)..(11)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<220>

<221> OCOBJIMBA O3HAKA

<222> (12)..(12)

<223> Xaa sBisie coboro 2Pal, 3Pal a6o 4Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co0010 Oy/b-sIKY aMiHOKUCIIOTY

<400> 468

Xaa Asn Thr Xaa GIn Cys Phe Xaa Leu Lys Xaa Xaa Xaa
1 5 10



<210> 469
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBise coboro HesamimeHy Trp ab6o Trp, 3amileHy HIaHOTPYIOI, TAIOIPYIOK0, aTKIIBHOK TIPYIIOH,
rajJloaJKUILHOK TPYIOI0, TIAPOKCHIBHOK TPYIO0, ATKOKCHIPYIOH, 3aMilleHO ab0 HE3aMIIICHOK apHIbHOIO

TPyII0I0 200 3aMiIIeHOr0 a00 HE3aMIIIEHOIO TeTePOAPIITBEHY TPYIIO0

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOeTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp abo Trp, 3amilieHy HiaHOTPYNOIO, IajOrPyHol0, AIKUIBHOIO TPYINO0, TaIO0aJKUIBHOIO TPYIOI0,

T1JIPOKCHIIBHOIO TPYIOI0 200 aJIKOKCUTPYIIOI0

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)



<223> Leu sBase coboro a-MeLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<222> (11)..(11)

<223> Xaa saBisie co0010 Oy/b-sIKY aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA

<222> (12)..(12)

<223> Xaa aBiste co6oro 2Pal, 3Pal abo 4Pal

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie c00010 Oyab-SIKy aMiHOKUCIIOTY

<400> 469

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Xaa Xaa Xaa
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<210> 470
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen



<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBise cobor HesamimeHy Trp abo Trp, 3amilieHy HiaHOTPYIOI, TaJOrPYIOK, aJKiTBHOK TPYIIOH),
TaJIOANKUIEHOIO TPYIOI0, TiIAPOKCHIBHOIO TPYIO0, alKOKCHUTPYIOI0, 3aMilleHO0 ab0 He3aMIIIeHO apHiIbHOIO

TPyIIOI0 200 3aMilIeHO0 a00 HE3aMIIIIEHOIO TeTePOAPIUTHLHY TPYIIO0

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa gBuse co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOETOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa sBise coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-numetokcn), 2-Quin, 3-Quin, 1-Nal,
He3amimeny Trp abo Trp, 3amimieHy HiaHOTPYIIOIO, TAJOTPYIO0, ANKITFHOI TPYIIOI0, TANOANKIIHPHOIO TPYIIOL,

T1JIPOKCHIIBHOIO TPYIOI0 200 aJIKOKCUTPYIIOI0

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Leu sBiuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (11)..(12)

<223> Xaa sBisie co0010 Oy/b-sIKY aMiHOKUCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)



<223>

<400>

Xaa saBisie coboro Sarc

470

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Leu Lys Xaa Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10

471
13
PRT

ITyuHa nocnizoBHICTh

CuHTeTHYHA KOHCTPYKIis

OCOBJIBA O3HAKA
1)--(1)

Xaa aBistie co6oro Pen

OCOBJIBA O3HAKA
(4)--(4)

Xaa siByisie cobor HesaminieHy Trp ab6o Trp, 3amilieHy [IaHOTPYIIOI, TAIOrPYIOK, ATKIIBHOK TPYIIOL,

rajoaNKiJIbHOK TPYIIOK0, TiIPOKCHIBHOI TPYIO, ATKOKCHTPYIOI, 3aMIIeHOI ab0 HEe3aMilleHOK apHIIBHO0

TPyII0I0 200 3aMilIeHO0 a00 HE3aMIIMEHOIO TeTePOAPIITBHY TPYIIO0

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

OCOBJIVIBA O3HAKA
(6).-(6)

Xaa sBiste co6oro Pen

OCOBJIBA O3HAKA
(.7

Phe siBisie co6otro Phe[4-(2-aminoerokcn)]

OCOBJIVBA O3HAKA
(8)--(8)



<223> Xaa sBisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumeroxcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp ab6o Trp, 3amilieHy HiaHOTPYNOIO, IajOrPyNOI0, AIKUIBHOIO IPYINO0, TaI0aJKUIBHOIO TPYIOI0,

TJPOKCHIBHOIO IPYIOI0 200 aIKOKCUTPYIIOO

<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Leu sBuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnse coboro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<2225 (11)..(12)

<223> Xaa siBisie c00010 Oy/Ib-sIKYy aMiHOKUCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 471

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Xaa Xaa Xaa
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<210> 472
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa siBise coboro HesamimeHy Trp abo Trp, 3amimeHy HiaHOTPYIIO, TAJIOTPYIIO0, aIKITBHOIO TPYIIOL0,
TaJIOANKUIEHOIO TPYIOI0, TiIAPOKCHIBHOIO TPYIOI0, ATKOKCHUTPYIOK, 3aMIlIeHO0 abo HE3aMIIIeHOI0 apIUIFHOI0

TPyIIOI0 200 3aMilIeHO0 a00 HE3aMIIMIIEHOI0 TeTePOAPIUIHLHY TPYIIO0

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOCTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amilieHy HiaHOTPYIOIO, TaJIOTPYIO0, AIKUILHOK TPYIOI0, TalIOAlKiIbHOI IPYIIOLH,

FiAPOKCHIIBHOIO TPYIOI0 200 AIKOKCUTPYIIOH0

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Leu aBase coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (11)..(12)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic coboro0 Sarc

<400> 472



Xaa Ash Thr Xaa GIn Cys Phe Xaa Leu Lys Xaa Xaa Xaa
1 5 10

<210> 473
<211> 13
<212> PRT

<213> IlltyyHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHa KOHCTPYKIIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBiusae coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBiste coboro HezamimeHy Trp ab6o Trp, 3amimieHy HiaHOTPYIIO, TATIOTPYIIOK, aTKUTBHOIO TPYIIOL,
rajJoaJKUIbHOK TIPYIOI0, TIAPOKCHIBHOI TPYIOK, AJKOKCHIPYIOK, 3aMIIIEHO ab0 HE3aMIICHOK apHIbHOIO

rpymoo abo 3aMilIeHO0 a00 HE3aMIII[CHOO TeTePOAPIILHY TPYIIO0

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcu), 2-Quin, 3-Quin, 1-Nal,
HezamimeHny Trp abo Trp, 3amileHy IiaHOTPYIIOI0, TaJOrPYIOl0, aJKUIBHOIO TPYIO0, TajloalKiIbHOI TPYIIOIO,

T1IPOKCHUIIBHOIO TPYIOI0 200 AIKOKCUTPYIIOI0



<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Leu sBuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (11)..(12)

<223> Xaa sBisie c00010 Oyab-sIKy aMiHOKUCIIOTY

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisaec coboro Sarc

<400> 473

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Xaa Xaa Xaa
1 5 10

<210> 474
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>



<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBise coboro HesamimeHy Trp abo Trp, 3amillieHy HiaHOTPYIIOK, TaJOrPYIO0, alKiIBHOK TPYIIOL,
raJl0aJKUIEHOK TPYIOI0, TIAPOKCHIBHOK TPYIO, ATKOKCHUTPYIO, 3aMilleHO ab0 HE3aMINICHOK apHIbHOIO

TPyIIoI0 200 3aMilIeHO0 a00 HE3aMIII[EHOI0 TeTePOAPIUIHLHY TPYIIO0

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOCTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amimieHy HiaHOTPYIIOIO, TAJOTPYIO0, ANKITFHOI TPYIIOI, TANTOANKIIBPHOIO TPYIIOL,

T1IPOKCHIIBHOIO TPYIIOI0 200 aIKOKCUTPYIIOI0

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Leu aBase co6oro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (11)..(12)

<223> Xaa sBisie co0010 Oy/b-sIKY aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr siste coboro (D)NMeTyr



<400> 474

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Leu Lys Xaa Xaa Tyr
1 5 10

<210> 475
<211> 13
<212> PRT

<213> Illty4yHa MOCiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa aBnse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa siBiste cob6or0 HesamimieHy Trp ab6o Trp, 3amilieHy [IaHOTPYIOI, TAIOrPYIO, AIKIIBHOK TPYIIOL,
raJoaNKiJIbHOK TPYIIOH, TiIPOKCHIBHOI TPYIO, ATKOKCHIPYIOI, 3aMIIllCHOI ab0 HEe3aMill[eHOK apHibHOO

rpymoo abo 3aMillIeHO0 a00 HE3aMIIICHOO TeTePOAPIILHY TPYIIO0

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa saBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7).(7)

<223> Phe sBisie co6oto Phe[4-(2-amiHoeTokcH)]

<220>
<221> OCOBJIVIBA O3HAKA
<222> (8)..(8)



<223> Xaa siBiste coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-numerokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp ab6o Trp, 3amilieHy HiaHOTPYNOIO, IajOrPyNOI0, AIKUIBHOIO IPYINO0, TaI0aJKUIBHOIO TPYIOI0,

T1IPOKCHIIBHOIO TPYIOI0 200 aJIKOKCUTPYIIOI0

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Leu sBuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnse coboro Lys(Ac)

<220>
<221> OCOBJIBA O3HAKA
<2225 (11)..(12)

<223> Xaa siBisie c00010 OY/Ib-sIKY aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr saBisie coboro (D)NMeTyr

<400> 475

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Xaa Xaa Tyr
1 5 10

<210> 476
<211> 13
<212> PRT

<213> IlltyyHa NOCiA0BHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBise coboro HesamimeHy Trp abo Trp, 3amimeHy miaHOTPYIIOI0, TANIOTPYIIOK0, AJIKUIEHOI TPYIIOL,
TaJIOANKUIEHOIO TPYIOIO, TiIAPOKCHIBHOIO TPYIOI0, alKOKCHUTPYIOI0, 3aMilleHO0 ab0 He3aMIIIeHO apHiIbHOIO

TPyIIOI0 200 3aMilIeHO0 a00 HE3aMIIMIIEHOI0 TeTePOAPIUIHLHY TPYIIO0

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOCTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amilieHy HiaHOTPYIOIO, TaJIOTPYIO0, AIKUILHOK TPYIOI0, TalIOAlKiIbHOI IPYIIOLH,

TiAPOKCHIIBHOIO TPYIOI0 200 aIKOKCHUTPYIIOH0

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Leu aBase coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (11)..(12)

<223> Xaa sBisie c00010 OyIb-SKY aMiHOKHCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBnse coboro (D)NMeTyr

<400> 476



Xaa Asn Thr Xaa GIn Cys Phe Xaa Leu Lys Xaa Xaa Tyr
1 5 10

<210> 477
<211> 13
<212> PRT

<213> IlltyyHa MOCiIOBHICTh

<220>

<223> CuHTEeTMYHA KOHCTPYKIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBiusae coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBise cobor HesamimeHy Trp ab6o Trp, 3amimeHy HiaHOTPYIIOIO, TAJIOTPYIION, ANKIIHFHOI TPYIIOL,
TaJ0ANKIIBHOI TPYIOI0, TiIPOKCHIBHOIO TPYIOI0, AJKOKCHIPYIOIO, 3aMIIEHO0 a00 HE3aMIIeHOI apHIbHOIO

rpymoo abo 3aMilIeHO0 a00 HE3aMIII[CHOO TeTePOAPIILHY TPYIIO0

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcu), 2-Quin, 3-Quin, 1-Nal,
HezamimeHny Trp abo Trp, 3aMinieHy MiaHOTPYIOIO, TaJOTPYIOI0, AIKUIBHOIO TPYIO0, TalOalKiIbHOI TPYIIOIO,

T1IPOKCHUIIBHOIO TPYIOI0 200 AIKOKCUTPYIIOI0



<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Leu sBuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (11)..(12)

<223> Xaa sBisie c00010 Oyab-sIKy aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr saBnse coboro (D)NMeTyr

<400> 477

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Xaa Xaa Tyr
1 5 10

<210> 478
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>



<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBise cobor HesamimeHy Trp ab6o Trp, 3amilieHy HIaHOTPYIOI, TATOTPYIIOK, ATKITBHOI TPYIIOH,
raJl0aJKUIEHOK TPYIOI0, TIAPOKCHIBHOK TPYIO, ATKOKCHUTPYIO, 3aMilleHO ab0 HE3aMINICHOK apHIbHOIO

TPyIIOI0 200 3aMiIIeHOr0 a00 HE3aMIII[EHOI0 TeTePOapUIIEHY TPYIION0

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOCTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amimieHy HiaHOTPYIIOIO, TAJOTPYIO0, ANKITFHOI TPYIIOI, TANTOANKIIBPHOIO TPYIIOL,

T1IPOKCHIIBHOIO TPYIIOI0 200 aIKOKCUTPYIIOI0

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Leu aBase co6oro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA

<222> (12)..(12)

<223> Xaa sBisie coboro 2Pal, 3Pal abo 4Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa siBisie c00010 OYAb-IKY aMiHOKHCIIOTY



<400>

478

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10

479
13
PRT

ITyuHa nocizoBHICTh

CuHTeTHYHA KOHCTPYKIIiS

OCOBJIBA O3HAKA
1)--(1)

Xaa aBnse co6oro Pen

OCOBJIVIBA O3HAKA
(4)--(4)

Xaa siByisie co0or0 HesamimieHy Trp ab6o Trp, 3amilieHy IaHOTPYIIOI, TAIOIPYIO, ATKIIBHOK TPYIIOL,

rajJoajKIbHOK TIPYIOI0, TIAPOKCHIBHOI TPYION, AJKOKCHUIPYIIOH, 3aMIIIEHO ab0 HE3aMIlICHOK apHIIbHO0

rpymoo abo 3aMillIeHO0 a00 HE3aMIIICHOO TeTePOAPIILHY TPYIIO0

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

OCOBJIMUBA O3HAKA
(6)..(6)

Xaa sBi1se co6oro Pen

OCOBJIBA O3HAKA
()--(7)

Phe siBisie co6oro Phe[4-(2-aminoerokcn)]

OCOBJIBA O3HAKA
(8)--(8)



<223> Xaa siBiste coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-numerokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp ab6o Trp, 3amilieHy HiaHOTPYIOIO, rajOrpyIolo, ajIKUIBHOI IPYIOI0, TaJIOANKIJIBHOK TIPYIIO0,

TJPOKCHIBHOIO IPYIOI0 200 aIKOKCUTPYIIOO

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Leu sBuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnse coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA

<222> (12)..(12)

<223> Xaa sBise coooro 2Pal, 3Pal abo 4Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie c00010 OyIb-SIKy aMiHOKUCIIOTY

<400> 479

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 480
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBisge coboro HesamimeHy Trp abo Trp, 3amilieHy LiaHOTPYIIOI, TAJIOTPYIION, AJKITEHOIO TPYIIOH,
TaJIOANKUIEHOIO TPYIOIO, TiIAPOKCHIBHOIO TPYIOI0, alKOKCHUTPYIOI0, 3aMilleHO0 ab0 He3aMIIIeHO apHiIbHOIO

TPyIIOI0 200 3aMilIeHO0 a00 HE3aMIIMIIEHOI0 TeTePOAPIUIHLHY TPYIIO0

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOCTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
uesamimeny Trp abo Trp, 3amilieHy IiaHOTPYIOK, TaJOTPYION0, ANKIIFHOK TPYIOI, TaTOATKIIHBHOI TPYIIOH,

FiAPOKCHIIBHOIO TPYIOI0 200 AIKOKCUTPYIIOH0

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Leu aBase coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA

<222> (12)..(12)

<223> Xaa sBse coboro 2Pal, 3Pal ado 4Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<400> 480



Xaa Ash Thr Xaa GIn Cys Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 481
<211> 13
<212> PRT

<213> IlltyyHa MOCiIOBHICTh

<220>

<223> CuHTEeTMYHA KOHCTPYKIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBiusae coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBiste coboro HezamimeHy Trp ab6o Trp, 3amimieHy HiaHOTPYIIO, TATIOTPYIIOK, aTKUTBHOIO TPYIIOL,
TaJ0ANKIIBHOI TPYIOI0, TiIPOKCHIBHOIO TPYIOI0, AJKOKCHIPYIOIO, 3aMIIEHO0 a00 HE3aMIIeHOI apHIbHOIO

rpymoo abo 3aMilIeHO0 a00 HE3aMIII[CHOO TeTePOAPIILHY TPYIIO0

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcu), 2-Quin, 3-Quin, 1-Nal,
HezamimeHny Trp abo Trp, 3amilleHy IiaHOTPYIIOI0, TaJOTPYIOI0, ANKIILHOI TPYIOI0, TaloalKiIbHOI TPYIIOL,

T1IPOKCHUIIBHOIO TPYIOI0 200 AIKOKCUTPYIIOI0



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIBA O3HAKA
(9)-09)

Leu sBnste co6oro a-MelLeu

OCOBJIMBA O3HAKA
(10)..(20)
Lys siBisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(12)..(12)
Xaa saBisie co6oro 2Pal, 3Pal abo 4Pal

OCOBJIBA O3HAKA
(13)..(13)

Xaa siBiisie c00010 OY/b-sIKYy aMiHOKUCIIOTY

481

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>

5 10

482
13
PRT

I Ty4Ha MOCTiTOBHICTH

CuHTEeTHYHA KOHCTPYKITiS

OCOBJIMBA O3HAKA
1))

Xaa sBiste co6oro Pen



<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBise cobor HesamimeHy Trp ab6o Trp, 3amilieHy HIaHOTPYIOI, TATOTPYIIOK, ATKITBHOI TPYIIOH,
TaJ0AJKUIEHOK TPYIOI0, TIAPOKCHIBHOK TPYIO0, ATKOKCHUTPYIIO, 3aMIIIEHO a00 HE3aMil[CHOK apUIILHOO

TPyIIoI0 200 3aMilIeHO0 a00 HE3aMIII[EHOI0 TeTePOAPIUIHLHY TPYIIO0

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOCTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amimieHy HiaHOTPYIIOIO, TAJIOTPYIOI0, ANKUIHFHOK TPYIIOI0, TAIOATIKITHHOI TPYIOIO,

T1IPOKCHIIBHOIO TPYIIOI0 200 aIKOKCUTPYIIOI0

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Leu aBase co6oro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa siBisie co0010 OyIb-IKy aMiHOKHCIIOTY

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic coboro0 Sarc



<400>

482

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10

483
13
PRT

ITyuHa nocizoBHICTh

CuHTeTHYHA KOHCTPYKIIis

OCOBJIBA O3HAKA
1)--(1)

Xaa aBnse co6oro Pen

OCOBJIVIBA O3HAKA
(4)--(4)

Xaa siBiisie cobor HesamimieHy Trp abo Trp, 3amilieHy iaHOTPYIIOI, TaJOrPyIo0, aJKIIFHOK IPYIOL0,

rajoaNKiJIbHOK TPYIIOI0, TiIPOKCHIBHOI TPYIOK, ATKOKCHTPYIOH, 3aMIIeHOI ab0 HEe3aMill[eHOK apUIIBHOI0

rpymoo abo 3aMillIeHO0 a00 HE3aMIIICHOO TeTePOAPIILHY TPYIIO0

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

OCOBJIMUBA O3HAKA
(6)..(6)

Xaa siBiste coboro Pen

OCOBJIBA O3HAKA
()--(7)

Phe siBisie co6otro Phe[4-(2-aminoerokcn)]

OCOBJIBA O3HAKA
(8)--(8)



<223> Xaa siBiste coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-numerokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp abo Trp, 3amilieHy LiaHOTPYNOIO, I'ajOrPyNOI0, AIKUIBHOIO IPYINO, TaI0aJKUIBHOIO TPYIOI0,

TJPOKCHIBHOIO IPYIOI0 200 aIKOKCUTPYIIOO

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Leu sBuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBiste coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa siBisie c00010 Oy/Ib-sIKYy aMiHOKUCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 483

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 484
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa siBise coboro HesamimeHy Trp abo Trp, 3amimeHy HiaHOTPYIIO, TAJIOTPYIIO0, aIKITBHOIO TPYIIOL0,
TaJIOANKUIEHOIO TPYIOIO, TiIAPOKCHIBHOIO TPYIOI0, alKOKCHUTPYIOI0, 3aMilleHO0 ab0 He3aMIIIeHO apHiIbHOIO

TPyIIOI0 200 3aMilIeHo0 a00 HE3aMIIIEHOI0 TeTePOapUIIEHY TPYIION0

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOCTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumeTokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amilieHy HiaHOTPYIOIO, TaJIOTPYIO0, AIKUILHOK TPYIOI0, TalIOAlKiIbHOI IPYIIOLH,

FiAPOKCHIIBHOIO TPYIOI0 200 AIKOKCUTPYIIOH0

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Leu aBase coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic coboro0 Sarc

<400> 484



Xaa Ash Thr Xaa GIn Cys Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 485
<211> 13
<212> PRT

<213> IlltyyHa MOCiIOBHICTh

<220>

<223> CuHTEeTMYHA KOHCTPYKIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBiusae coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBiste coboro HezamimeHy Trp ab6o Trp, 3amimieHy HiaHOTPYIIO, TATIOTPYIIOK, aTKUTBHOIO TPYIIOL,
TaJ0ANKIIBHOI TPYIOI0, TiIPOKCHIBHOIO TPYIOI0, AJKOKCHIPYIOIO, 3aMIIEHO0 a00 HE3aMIIeHOI apHIbHOIO

rpymoo abo 3aMilIeHOr0 a00 He3aMIIEHO TeTePOAPHILHY TPYITO0

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa sBisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-nqumerokcu), 2-Quin, 3-Quin, 1-Nal,
HezamimeHny Trp abo Trp, 3amilleHy IiaHOTPYIIOI0, TaJOTPYIOI0, ANKIILHOI TPYIOI0, TaloalKiIbHOI TPYIIOL,

T1IPOKCHUIIBHOIO TPYIOI0 200 AIKOKCUTPYIIOI0



<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Leu sBuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 Oyab-sIKy aMiHOKUCIIOTY

<220>
<221> OCOBJIBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisaec coboro Sarc

<400> 485

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 486
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>



<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBise cobor HesamimeHy Trp ab6o Trp, 3amilieHy HIaHOTPYIOI, TATOTPYIIOK, ATKITBHOI TPYIIOH,
raJl0aJKUILHOK TPYIOI0, TIAPOKCHIBHOI TPYIOK, AKOKCUTPYIOK, 3aMIIICHO ab0 HE3aMIIICHO apIIIbHOI0

TPyIIoI0 200 3aMilIeHO0 a00 HE3aMIII[EHOI0 TeTePOAPIUIHLHY TPYIIO0

<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBasie coboro Phe[4-(2-amiHOETOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amimieHy HiaHOTPYIIOIO, TAJIOTPYIOI0, ANKUIHFHOK TPYIIOK, TaJOANKITFHOI TPYIIOI,

T1IPOKCHIIBHOIO TPYIIOI0 200 aIKOKCUTPYIIOI0

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Leu aBase co6oro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie co0010 Oy/b-sIKY aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr siste coboro (D)NMeTyr



<400>

486

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10

487
13
PRT

ITyuHa nocizoBHICTh

CuHTeTHYHA KOHCTPYKIIis

OCOBJIBA O3HAKA
1)--(1)

Xaa aBnse co6oro Pen

OCOBJIVIBA O3HAKA
(4)--(4)

Xaa siByisie cobor HesamimieHy Trp a6o Trp, 3amilleHy IIaHOTPYIOI, TAaJOrPYIO0, aIKIILHOK TPYIIOH,

rajoaNKiJIbHOK TPYIIOI0, TiIPOKCHIBHOI TPYIOK, ATKOKCHTPYIOH, 3aMIIeHOI ab0 HEe3aMill[eHOK apUIIBHOI0

rpymoo abo 3aMillIeHO0 a00 HE3aMIIICHOO TeTePOAPIILHY TPYIIO0

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

OCOBJIMUBA O3HAKA
(6)..(6)

Xaa sBi1se co6oro Pen

OCOBJIBA O3HAKA
()--(7)

Phe siBisie co6otro Phe[4-(2-aminoerokcn)]

OCOBJIBA O3HAKA
(8)--(8)



<223> Xaa siBiste coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-numerokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp ab6o Trp, 3amilieHy HiaHOTPYNOIO, IajOrPyNOI0, AIKUIBHOIO IPYINO0, TaI0aJKUIBHOIO TPYIOI0,

TJPOKCHIBHOIO IPYIOI0 200 aIKOKCUTPYIIOO

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Leu sBuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa siBisie c00010 Oy/Ib-sIKYy aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBnse codoro (D)MeTyr

<400> 487

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asnh Xaa Tyr
1 5 10

<210> 488
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa siBise coboro HesamimeHy Trp abo Trp, 3amimeHy HiaHOTPYIIO, TAJIOTPYIIO0, aIKITBHOIO TPYIIOL0,
TaJIOANKUIEHOIO TPYIOIO, TiIAPOKCHIBHOIO TPYIOI0, alKOKCHUTPYIOI0, 3aMilleHO0 ab0 He3aMIIIeHO apHiIbHOIO

TpyTIoI0 ab0 3aMilIeHOr0 a00 HE3aMIIEHOI0 TeTePOAPIITHHY TPYIIO0

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOCTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amilieHy HiaHOTPYIOIO, TaJIOTPYIO0, AIKUILHOK TPYIOI0, TalIOAlKiIbHOI IPYIIOLH,

FiAPOKCHIIBHOIO TPYIOI0 200 AIKOKCUTPYIIOH0

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Leu aBase coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBnse coboro (D)MeTyr

<400> 488



Xaa Asn Thr Xaa GlIn Cys Phe Xaa Leu Lys Asn Xaa Tyr
1 5 10

<210> 489
<211> 13
<212> PRT

<213> IlltyyHa MOCiIOBHICTh

<220>

<223> CuHTEeTMYHA KOHCTPYKIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBiusae coboro Abu

<220>

<221> OCOBJIMBA O3HAKA

<222> (4)..(4)

<223> Xaa sBiste coboro HezamimeHy Trp ab6o Trp, 3amimieHy HiaHOTPYIIO, TATIOTPYIIOK, aTKUTBHOIO TPYIIOL,
TaJIOANKITBHOI TPYIOI0, TiIPOKCHUIBHOIO TPYIOI0, aJKOKCHIPYIOIO, 3aMIIICHOI0 a00 HE3aMILeHOI0 apHIbHOIO

rpymoo abo 3aMilIeHO0 a00 HE3aMIII[CHOO TeTePOAPIILHY TPYIIO0

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcu), 2-Quin, 3-Quin, 1-Nal,
HezamimeHny Trp abo Trp, 3amilleHy IiaHOTPYIIOI0, TaJOTPYIOI0, ANKIILHOI TPYIOI0, TaloalKiIbHOI TPYIIOL,

T1IPOKCHUIIBHOIO TPYIOI0 200 aIKOKCUTPYIIO0



<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Leu sBuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 Oyab-sIKy aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr saBnse coboro (D)NMeTyr

<400> 489

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Tyr
1 5 10

<210> 490
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKILis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic co60r0 Pen

<220>



<221> OCOBJIMBA O3HAKA
<222> (4)..(4)
<223> Xaa sBiste coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOCTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amilieHy HiaHOTPYIOIO, TaJIOTPYIO0, AIKUILHOK TPYIOI0, TalIOAlKiIbHOI IPYIIOLH,

FiAPOKCHIIBHOIO TPYIOI0 200 AIKOKCUTPYIIOH0

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Leu aBase coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA

<222> (12)..(12)

<223> Xaa sBse coboro 2Pal, 3Pal ado 4Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<400> 490



Xaa Asn Thr Xaa GlIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 491
<211> 13
<212> PRT

<213> IlltyyHa MOCiIOBHICTh

<220>

<223> CuHTEeTMYHA KOHCTPYKIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBise co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHy Trp abo Trp, 3amilieHy HiaHOTPYNOIO, IajOrPyHol0, AIKUIBHOIO TPYINO0, TaOaJKUIBHOIO TPYIOI0,

T1IPOKCHUIIBHOIO TPYIOI0 200 aIKOKCUTPYIIOI0

<220>



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA
(9)--09)

Leu saBiste coboro a-MelLeu

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBiste co6otro Lys(Ac)

OCOBJIMBA O3HAKA
(12)..(12)
Xaa saBisie co6oro 2Pal, 3Pal abo 4Pal

OCOBJIIBA O3HAKA
(13)..(13)

Xaa siBisie c00010 OY/Ib-SIKYy aMiHOKUCIIOTY

491

Xaa GlIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

5 10

492
13
PRT

I Ty4Ha MOCTiTOBHICTH

CHHTETHYHA KOHCTPYKIis

OCOBJIBA O3HAKA
1))

Xaa saBisie coboro Abu

OCOBJIVBA O3HAKA
(4)--(4)



<223> Xaa siBisie coboro W(7-Me)

<220>
<221> OCOBJIUBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeToKCH)]

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe siBnsie co6oro Phe[4-(2-aminoeTokcn)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa sBise coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-numetokcn), 2-Quin, 3-Quin, 1-Nal,
Hesamimmeny Trp abo Trp, 3amilieHy HiaHOTPYIOI, TaJIOTPYIO, AIKUIBHOK TPYIOI0, TalTOAIKiIBHOI TPYIIOL,

FiAPOKCHIIBHOIO TPYIOI0 200 AIKOKCUTPYIIOI0

<220>
<221> OCOBJIMBA O3HAKA
<2225 (9)..(9)

<223> Leu sBiuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA

<222> (12)..(12)

<223> Xaa sBse coboro 2Pal, 3Pal ado 4Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co0010 Oy/b-sIKY aMiHOKUCIIOTY

<400> 492

Xaa Asn Thr Xaa GIn Cys Phe Xaa Leu Lys Asn Xaa Xaa



<210> 493
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKLis

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie co6oro Abu

<220>

<221> OCOBJIVIBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>
<221> OCOBJIVIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie cob6oro Phe[4-(2-amiHOETOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimieHy Trp ab6o Trp, 3amilieHy HiaHOTPYIOIO, rajlOrpyIol0, AJIKUIBHOI IPYMOI0, TaJIoANKIJIBHOI TIPYIIO0,

T1JIPOKCHIIBHOIO TPYIOI0 200 aJIKOKCUTPYIIOI0

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)



<223> Leu sBise coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA

<222> (12)..(12)

<223> Xaa sBisie coboro 2Pal, 3Pal abo 4Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie c00010 OyIb-SIKy aMiHOKUCIIOTY

<400> 493

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 494
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)



<220>
<221> OCOBJIBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiste coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe snsie co60oto Phe[4-(2-amiHoeTokCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa sBise coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-numerokcn), 2-Quin, 3-Quin, 1-Nal,
He3amimeny Trp abo Trp, 3amimieHy HiaHOTPYIIOIO, TAJOTPYIO0, ANKITFHOI TPYIIOI0, TANOATKIIHPHOIO TPYIIOL,

T1IPOKCHIIBHOIO TPYIOI0 200 aIKOKCUTPYIIOI0

<220>
<221> OCOBJIVIBA O3HAKA
<222> (9)..(9)

<223> Leu sBase coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 OyIb-SIKy aMiHOKUCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa aBisie coboro Sarc

<400> 494

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10



<210> 495
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa saBisie co0oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBiste coboro Phe[4-(2-aminoeTokcH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcu), 2-Quin, 3-Quin, 1-Nal,
HezamimeHny Trp abo Trp, 3amileHy IiaHOTPYIIOI0, TaJOrPYIO, ATKUILHOK TPYIOI, TaJoajKiIbHOI TPYIIOI0,

T1JIPOKCHIIBHOIO TPYIOI0 200 aJIKOKCUTPYIIOI0

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Leu saBasec co6oro a-MelLeu



<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie co0010 Oyb-sIKY aMiHOKUCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 495

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 496
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic coboro Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA



<2225 (7).(7)

<223> Phe sBisie co60t0 Phe[4-(2-amiHoeTokCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa sBise coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumerokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amimieHy HiaHOTPYIIO, TAJOTPYIO0, ANKITFHOIO TPYIIOI0, TATOANKIIFHOIO TPYIIOL0,

TJPOKCHIBHOIO IPYIOI0 200 aIKOKCUTPYIIOO

<220>
<221> OCOBJIMBA O3HAKA
<2225 (9)..(9)

<223> Leu sBuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 496

Xaa Asn Thr Xaa GIn Cys Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 497
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>



<223> CuHTETUYHA KOHCTPYKLis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBsie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBise co6oro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOETOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
HesamimeHny Trp abo Trp, 3amimieHy HiaHOTPYIIOI, TAJOTPYIO0, ANKUTFHOI TPYIIOI0, TANTOATKIIHPHOI TPYIIO,

T1JIPOKCHIIBHOIO TPYIOI0 200 aJIKOKCUTPYIIOI0

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Leu saBase coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA



<222> (12)..(12)

<223> Xaa sBisie co0010 Oy/b-sIKY aMiHOKUCIIOTY

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co0oro Sarc

<400> 497

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 498
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]



<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa sBise coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumeTokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amilieHy HiaHOTPYIIOIO, TaJOTPYIO0, ANKUIFHOIO TPYIIOI, TANOANKIIBHOIO TPYIIOH,

TiAPOKCHIIBHOIO TPYTIO0 a00 aTKOKCHTPYIIO0

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Leu sBiuse coboro a-MeLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys aBnse coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 Oyab-sIKy aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBisie coboro (D)NMeTyr

<400> 498

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Tyr
1 5 10

<210> 499
<211> 13
<212> PRT

<213> Illty4Ha nociiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKILiS



<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBusie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe siBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
uesamimeny Trp abo Trp, 3amilieHy HiaHOTPYIOI, TaJIOTPYIO0, AIKUILHOK IPYIOI0, TalIOAIKIIBHOI TPYIIO,

TiIPOKCHIIBHOIO TPYIIOI0 260 aTKOKCUTPYIIOH0

<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Leu aBase co6oro a-MelLeu

<220>

<221> OCOBJIVIBA O3HAKA
<222> (10)..(10)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 OY/Ib-SKY aMiHOKHCIIOTY



<220>
<221>
<222>
<223>

<400>

OCOBJIMBA O3HAKA
(13)..(13)
Tyr sBnse coboro (D)NMeTyr

499

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10

500
13
PRT

ITy4na mOCTiOBHICTh

CuHTETHYHA KOHCTPYKIIis

OCOBJIVIBA O3HAKA
1)--(1)

Xaa siBiiste coboro Abu

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-Me)

OCOBJIBA O3HAKA
(--(7)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |

OCOBJIMBA O3HAKA

(8)-(8)
Xaa siBisie co6oro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-nqumerokcu), 2-Quin, 3-Quin, 1-Nal,

HezamimeHny Trp abo Trp, 3amileHy IiaHOTPYIIOI0, TaJOrPYIO, ATKUIFHOIO TPYIOI0, TAIOAIKUIBHOIO T'PYIIOIO,

T1IPOKCHUIIBHOIO TPYIOI0 200 AIKOKCUTPYIIOI0



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIBA O3HAKA
(9)-09)

Leu sBnste co6oro a-MelLeu

OCOBJIMBA O3HAKA
(10)..(20)
Lys siBisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(12)..(12)

Xaa sBisie c00010 OyaB-SIKYy aMiHOKUCIIOTY

OCOBJIMBA O3HAKA
(13)..(13)
Tyr siBisie coboro (D)NMeTyr

500

Xaa Asn Thr Xaa GIn Cys Phe Xaa Leu Lys Asn Xaa Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>

5 10

501
13
PRT

I Ty4Ha MOCTiTOBHICTH

CuHTEeTHYHA KOHCTPYKITiS

OCOBJIBA O3HAKA
1))

Xaa siBiiste coboro Abu



<221> OCOBJIMBA O3HAKA
<222> (4)..(4)
<223> Xaa sBiste coboro W(7-Me)

<220>
<221> OCOBJIUBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOCTOKCH)]

<220>

<221> OCOBJIMBA O3HAKA

<222> (8)..(8)

<223> Xaa smisie coboro 2-Nal, Phe(2-Me), Phe(3-Me), Phe(4-Me), Phe(3,4-mumetokcu), 2-Quin, 3-Quin, 1-Nal,
Hesamimeny Trp abo Trp, 3amilieHy HiaHOTPYIOIO, TaJIOTPYIO0, AIKUILHOK TPYIOI0, TalIOAlKiIbHOI IPYIIOLH,

FiAPOKCHIIBHOIO TPYIOI0 200 AIKOKCUTPYIIOH0

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Leu aBase coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr sBnse coboro (D)NMeTyr

<400> 501



Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Tyr

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

5 10

502
13
PRT

ITyuHa nocnizoBHICTh

CuHTETHYHA KOHCTPYKILiS

OCOBJIVIBA O3HAKA
1)--(1)

Xaa aBnse co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-Me)

OCOBJIBA O3HAKA
(6).-(6)

Xaa saBisie coboro Pen

OCOBJIVIBA O3HAKA
("--(7)

Phe siBisie co6oro Phe[4-(2-amiHOoeTOKCH) |

OCOBJIBA O3HAKA
(8).(8)

Xaa sBuse coboro 2-Nal

OCOBJIVBA O3HAKA
(9)--9)



<223> Leu sBise coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBuse coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA

<222> (12)..(12)

<223> Xaa sBisie coboro 2Pal, 3Pal abo 4Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie c00010 OyIb-SIKy aMiHOKUCIIOTY

<400> 502

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 503
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sisie co6oro W(7-Me)



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIBA O3HAKA
(6)..(6)

Xaa aBiste co6oro Pen

OCOBJIUBA O3HAKA
(7)-(7)

Phe siBisie co60r0 Phe[4-(2-aminoeTokcn)]

OCOBJIMBA O3HAKA
(8)--(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Leu sBnsie co6oro a-MelLeu

OCOBJIMBA O3HAKA
(10)..(10)
Lys sBisie co6oro Lys(Ac)

OCOBJIMBA O3HAKA
(12)..(12)
Xaa sBise coboro 2Pal, 3Pal a6o 4Pal

OCOBJIBA O3HAKA
(13)..(13)

Xaa sByIsie c00010 OY/Ib-SKY aMiHOKHCIIOTY

503

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa

1

<210>

5 10

504



<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

13
PRT

TyuHa nocnigoBHICTh

CHHTETHYHA KOHCTPYKITiS

OCOBJIBA O3HAKA
1))

Xaa saBisie coboro Abu

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBiisie co6oro W(7-Me)

OCOBJIMUBA O3HAKA
(7)-.(7)

Phe sBsie co6oro Phe[4-(2-aminoeToKCH) ]

OCOBJIBA O3HAKA
(8)--(8)

Xaa asiste co6oro 2-Nal

OCOBJIMUBA O3HAKA
(9)-.(9)

Leu sBnsie co6oro a-MelLeu

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBysie coboro Lys(Ac)

OCOBJIVBA O3HAKA
(12)..(12)

Xaa siBiiste coboro 2Pal, 3Pal a6o 4Pal



<220>
<221> OCOBJIBA O3HAKA
<2225 (13)..(13)

<223> Xaa sBisie c00010 Oyab-sIKy aMiHOKUCIIOTY

<400> 504

Xaa Asn Thr Xaa GIn Cys Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 505
<211> 13
<212> PRT

<213> IlltyyHa MOCTiIOBHICTH

<220>

<223> CuHTEeTHYHA KOHCTPYKLIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie coboro Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisic co60r0 Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>



<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Leu sBuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBnse coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA

<222> (12)..(12)

<223> Xaa sBise coboro 2Pal, 3Pal abo 4Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie c00010 OyIb-SIKy aMiHOKUCIIOTY

<400> 505

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 506
<211> 13
<212> PRT

<213> IlltyyHa MOCTiTOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

Xaa saBistie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa sBiise co6oro W(7-Me)

OCOBJIBA O3HAKA
(6)..(6)

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-aminoeToKCH) ]

OCOBJIBA O3HAKA
(8)--(8)

Xaa sBise coboro 2-Nal

OCOBJIBA O3HAKA
(9)--(9)

Leu sBnsie co6oro a-MelLeu

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJIVBA O3HAKA
(12)..(12)

Xaa sBirsie c00010 OyIb-SIKYy aMiHOKUCIIOTY

OCOBJIBA O3HAKA
(13)..(13)

Xaa siBiIste co00r0 Sarc



<400> 506

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 507
<211> 13
<212> PRT

<213> Illty4yHa MOCHiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBie co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA



<222> (9)..(9)

<223> Leu sBise coboro a-MeLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBise cob6oro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie co0010 Oyb-sIKY aMiHOKUCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiusac coboro Sarc

<400> 507

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Xaa
1 5 10

<210> 508
<211> 13
<212> PRT

<213> Illty4yHa MOCTiIOBHICTH

<220>

<223> CuHTeTHYHA KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie co6or0 Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIBA O3HAKA
(7)-(7)

Phe sBisie co60ro Phe[4-(2-aminoeTokcn)]

OCOBJIUBA O3HAKA
(8).(8)

Xaa sBnse coooro 2-Nal

OCOBJIBA O3HAKA
(9)-.(9)

Leu sBnste co6oro a-MelLeu

OCOBJIMBA O3HAKA
(10)..(20)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(12)..(12)

Xaa siBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

OCOBJIMBA O3HAKA
(13)..(13)

Xaa sBisie coboro Sarc

508

Xaa Asn Thr Xaa GIn Cys Phe Xaa Leu Lys Asnh Xaa Xaa

1

<210>
<211>
<212>
<213>

5 10

509
13
PRT

[ITyyna mOCHiIOBHICT



<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

CuHTETHYHA KOHCTPYKIIS

OCOBJIUBA O3HAKA
1).(1)

Xaa sBisie coboro Abu

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBisie coboro W(7-Me)

OCOBJIVIBA O3HAKA
(6)--(6)

Xaa aBnse co6oro Pen

OCOBJIBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-aminoeToKCH)]

OCOBJIBA O3HAKA
(8)--(8)

Xaa sBise coboro 2-Nal

OCOBJIVIBA O3HAKA
(9)--(9)

Leu sBnsie co6oro a-MelLeu

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBisie coboro Lys(Ac)

OCOBJIVIBA O3HAKA
(12)..(12)



<223> Xaa sBisie co0010 Oy/b-sIKY aMiHOKUCIIOTY

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie co0oro Sarc

<400> 509

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Ash Xaa Xaa
1 5 10

<210> 510
<211> 13
<212> PRT

<213> Illty4yHa MOCiI0BHICTh

<220>

<223> CuHTEeTUYHA KOHCTPYKLIis

<220>
<221> OCOBJIBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBmsie co6oto Phe[4-(2-aminoeTokcn)]



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIBA O3HAKA
(8).(8)

Xaa sBise coooro 2-Nal

OCOBJIUBA O3HAKA
(9)--(9)

Leu saBiste coboro a-MelLeu

OCOBJIMBA O3HAKA
(10)..(10)
Lys siBiste cobotro Lys(Ac)

OCOBJIBA O3HAKA
(12)..(12)

Xaa siBisie c00010 OYIb-SIKYy aMiHOKUCIIOTY

OCOBJIMBA O3HAKA
(13)..(13)
Tyr sBisie coboro (D)NMeTyr

510

Xaa Asn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Tyr

1

<210>
<211>
<212>
<213>

<220>

<223>

<220>
<221>

5 10

511
13
PRT

IITyyHa mOCTiIOBHICTh

CuHTETHYHA KOHCTPYKILis

OCOBJINBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

1.1

Xaa saBistie co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa sBiise coboro W(7-Me)

OCOBJIBA O3HAKA
(6)..(6)

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA
(7)-.(7)

Phe siBisie coboro Phe[4-(2-amiHoeTOKCH) |

OCOBJIMBA O3HAKA
(8)..(8)

Xaa sBise coboro 2-Nal

OCOBJIMBA O3HAKA
9)--(9)

Leu sBnsie co6oro a-MelLeu

OCOBJIMBA O3HAKA
(10)..(10)
Lys sBisie co6oro Lys(Ac)

OCOBJIVIBA O3HAKA
(12)..(12)

Xaa sBisie c00010 OyIb-SIKYy aMiHOKUCIIOTY

OCOBJIMBA O3HAKA
(13)..(13)
Tyr sBisie coboro (D)NMeTyr



<400> 511

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Tyr
1 5 10

<210> 512
<211> 13
<212> PRT

<213> IllTy4Ha mOCIiIOBHICTh

<220>

<223> CuHTeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBiusae coboro Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBiste coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOeTOKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa ssise co6oro 2-Nal

<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Leu saBase co6oro a-MelLeu

<220>



<221> OCOBJIMBA O3HAKA
<222> (10)..(10)
<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 Oyab-sIKy aMiHOKUCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr aBisie coboro (D)NMeTyr

<400> 512

Xaa Asn Thr Xaa GIn Cys Phe Xaa Leu Lys Asn Xaa Tyr
1 5 10

<210> 513
<211> 13
<212> PRT

<213> IllTy4yHa mOCiI0BHICTh

<220>

<223> CuHTeTHYHa KOHCTPYKIIS

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBisic coboro Abu

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa siBisie coboro W(7-Me)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)



<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBisie co6oro Phe[4-(2-amiHoeToKCH)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa ssige co6oro 2-Nal

<220>
<221> OCOBJIUBA O3HAKA
<2225 (9)..(9)

<223> Leu sBuse coboro a-MelLeu

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys siBise coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBisie c00010 OYy/Ib-SIKY aMiHOKHCIIOTY

<220>

<221> OCOBJIMBA O3HAKA
<222> (13)..(13)

<223> Tyr saBisie coboro (D)NMeTyr

<400> 513

Xaa GIn Thr Xaa GIn Xaa Phe Xaa Leu Lys Asn Xaa Tyr
1 5 10

<210> 514
<211> 14
<212> PRT

<213> IllTy4yHa MOCIiIOBHICTh



<220>

<223> CuHTeTHYHa KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa BifcyTHS a00 sIBIIsiE CO00I0 OYAb-SKY aMiHOKHCIIOTY

<220>
<221> OCOBJIMBA O3HAKA
<2225 (2).(2)

<223> Xaa sBistie coboro Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (5)..(5)

<223> Xaa sBise coboro HesamimeHy Trp a6o Trp, 3amillieHy HiaHOTPYIIOI, TaJOrPYIO0, aJKiIBHOI IPYIIO),
rajJloaJKUILHOK TPYIOI0, TIAPOKCHIBHOK TPYIO0, ATKOKCHIPYIOH, 3aMilleHO ab0 HE3aMIIICHOK apHIbHOIO

TPYIIOI0 200 3aMilIeHOr0 a00 HE3aMIIEHOIO TeTePOAPILTHLHY TPYIIO0

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa sBistie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(14)

<223> Xaa saBisie co0010 Oy/1b-IKY aMiHOKHCIIOTY SIK BU3HAYEHO Y ITyHKTI 1

<400> 514

Xaa Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

515
14
PRT

ITyyna mocTiTOBHICT

CuHTeTHYHA KOHCTPYKITis

OCOBJIMBA O3HAKA
1)--(1)

Xaa BimcyTHs abo sBIsE COO0F0 OYIb-IKY aMiHOKUCIIOTY

OCOBJIMBA O3HAKA
(2)--(2)

Xaa aBnse co6oro Pen

OCOBJIMBA O3HAKA
(5)-.(5)

Xaa siByisie cobor Hesamimieny Trp abo Trp, 3aMmilieHy IiaHOTPYIO0, TaJOTPYIO0, AIKIIHLHOK IPYIIOL0,

rajoaNKiJIbHOK TPYIIOI0, TiIPOKCHIBHOI TPYIO, ATKOKCHTPYIOI, 3aMIIeHOI ab0 He3aMilleHOK apUIBHO0

rpymoo abo 3aMillIeHOr0 a00 HE3aMIIICHOO TeTePOAPIILHY TPYIIO0

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

OCOBJIMBA O3HAKA

(6)..(6)
Lys siBisie coboro Lys(Ac)

OCOBJIBA O3HAKA
(--(7)

Xaa saBistie co6oro Pen

OCOBJIMBA O3HAKA
(8).(8)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |



<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa sasige co6oro 2-Nal

<220>
<221> OCOBJIMBA O3HAKA
<222> (10)..(14)

<223> Xaa sBise co0010 Oy/b-IKY aMiHOKHCIIOTY SIK BU3HAUEHO Y IMyHKTI 1

<400> 515

Xaa Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10

<210> 516
<211> 14
<212> PRT

<213> IllTy4yHa mOCIiIOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa BincyTHs abo sABIsE€ COO0I0 OYAb-IKY aMiHOKUCIIOTY

<220>
<221> OCOBJIUBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBisic co60r0 Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (5)..(5)

<223> Xaa sBiste coboro HesamimeHy Trp a6o Trp, 3amilieHy HiaHOTPYIIOH, TATOTPYIIOK, aTKUTBHOIO TPYIIOH),
TATOAIKUIBHOIO TPYMOI0, TiIPOKCHILHOIO TPYIMOI0, AJIKOKCHUTPYIIOKD, 3aMIIeHO0 a00 HEe3aMilleHOK apHIIHHOIO

rpymnoro abo 3amileHor abo He3aMiIeHOI0 TeTePOAPUITBHY TPYIIOI0



<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Xaa sBuse coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie coboro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIBA O3HAKA
<222> (9)..(9)

<223> Xaa sasie co6oro 2-Nal

<220>
<221> OCOBJIUBA O3HAKA
<222> (10)..(10)

<223> Xaa sBisie coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (11)..(14)

<223> Xaa sBisie c000r0 Oy/Ib-SIKY aMiHOKHCIIOTY SIK BU3HAYCHO Y IMyHKTI 1

<400> 516

Xaa Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10

<210> 517
<211> 14
<212> PRT

<213> IllTy4Ha MOCIiJOBHICTh

<220>



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

CuHTETHYHA KOHCTPYKIIis

OCOBJIMBA O3HAKA
1).(1)

Xaa BifcyTHS a0o0 sBIsE CO000 OYIb-IKY aMiHOKHUCIIOTY

OCOBJIMBA O3HAKA
).

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA
(5)-.(5)

Xaa sBisie coboro HesamimeHy Trp abo Trp, 3aMilieHy 1iaHOTPYIIO, TaJOrPYIO0, aAlKIILHOK IPYIIOL0,

rajJl0aJKUILHOK TPYIOI0, TIAPOKCHIBHOK TPYIO0, AJKOKCHIPYIOH, 3aMilleHO ab0 HE3aMIICHOK apHIbHOIO

rpymoro abo 3aMilIeHO0 a00 HE3aMIII[CHOO TeTePOAPIIBLHY TPYIIO0

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>

OCOBJIMBA O3HAKA

(6)..(6)
Lys sBisie co6oro Lys(Ac)

OCOBJIMBA O3HAKA
(7)-.(7)

Xaa saBisie coboro Pen

OCOBJIMBA O3HAKA
(8)--(8)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |

OCOBJIMBA O3HAKA
(9)--09)

Xaa siBisie coboro 2-Nal

OCOBJIMBA O3HAKA



<222> (10)..(10)
<223> Xaa sBise coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(14)

<223> Xaa sBisie c00010 OyIb-IKy aMiHOKHCIIOTY SIK BU3HAYCHO Y ITyHKTI 1

<400> 517

Xaa Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Xaa Xaa Xaa
1 5 10

<210> 518
<211> 14
<212> PRT

<213> IllTy4Ha mOCIiIOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa BincyTHs abo0 sBJsiE COO0K0 OYb-IKY aMiHOKUCIIOTY

<220>
<221> OCOBJIUBA O3HAKA
<2225 (2).(2)

<223> Xaa saBisie co0oro Pen

<220>

<221> OCOBJIMBA O3HAKA

<222> (5)..(5)

<223> Xaa sBiise coboro HesamimeHy Trp a6o Trp, 3amilieHy HiaHOTPYIIOH, TATOTPYIIOK, aTKUTBHOIO TPYIIOH),
TaJl0AJKUTEHOK TPYIOI0, TIAPOKCHIBHOI TPYIO0, ATKOKCHUTPYIOK, 3aMilleHO ab0 HE3aMINICHOK apHIIbHOIO

TPYyIoI0 200 3aMIIIeHO0 a00 HE3aMIMICHOIO reTePOAPIIBHY TPYIIO0

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

(6)..(6)
Lys siisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(7)-(7)

Xaa sBisie co6oro Pen

OCOBJIMBA O3HAKA
(8).(8)

Phe siBisie co60ro Phe[4-(2-aminoeTokcn)]

OCOBJIMBA O3HAKA
(9)-.(9)

Xaa sBise coooro 2-Nal

OCOBJIMBA O3HAKA
(10)..(10)

Xaa saBisie coooro THP

OCOBJIBA O3HAKA
(13)..(14)

Xaa siBiisie 00010 Oy/b-Ky aMiHOKHCIIOTY SIK BU3HAYEHO y MyHKTI 1

518

Xaa Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

5 10

519
14
PRT

ITyuHa mociigoBHICTh

CuHTeTHYHA KOHCTPYKITist



<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa BincyTHs a0o sABIsE€ COO0I0 OYAb-IKY aMiHOKHCIIOTY

<220>
<221> OCOBJIUBA O3HAKA
<2225 (2)..(2)

<223> Xaa sBiste coboro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Lys siBisie coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa sBisie co60r0 Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Phe sBisie coboro Phe[4-(2-amiHOeTOKCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa ssise co6oro 2-Nal

<220>
<221> OCOBJIUBA O3HAKA
<222> (10)..(10)

<223> Xaa sBisic coboro THP

<220>



<221> OCOBJIUBA O3HAKA
<222> (13)..(14)

<223> Xaa sBisie co0010 Oy/b-KY aMiHOKHCIIOTY SIK BU3HA4EHO Y IMyHKTI 1

<400> 519

Xaa Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 520
<211> 13
<212> PRT

<213> Illty4Ha mOCIiIOBHICTH

<220>

<223> CuHTeTHYHa KOHCTPYKIIiS

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBistie co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Xaa sBisie coboro W(7-Me)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBise coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

Phe siBisie co6oro Phe[4-(2-aminoerokcn)]

OCOBJIMBA O3HAKA
(8).-(8)

Xaa sBisie co6oro 2-Nal

OCOBJIMBA O3HAKA
(9)-09)

Xaa aBiste coooro THP

OCOBJIMBA O3HAKA
(12)..(13)

Xaa sBisie c00010 Oyap-sIKy aMiHOKHCIIOTY SIK BU3HAUEHO y MYHKTI 1

520

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10

521
13
PRT

[TyuHa MOCIiAOBHICTh

CuHTEeTHYHA KOHCTPYKIIis

OCOBJIMBA O3HAKA
1)--(1)

Xaa saBistie coboro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa sBisie coboro W(7-Me)



<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys siBnsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBuse coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisie coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie c00010 OY/Ib-SIKY aMiHOKHCIIOTY

<400> 521

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa

1 5 10

<210> 522



<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

13
PRT

ITyyHa mocIiA0OBHICTH

CuHTeTHYHA KOHCTPYKITis

OCOBJIMBA O3HAKA
1))

Xaa aBiste co6oro Pen

OCOBJIMBA O3HAKA

(4)..(4)
Xaa siBiisie co6oro W(7-Me)

OCOBJIMBA O3HAKA

(5)..(5)
Lys siBiste cobotro Lys(Ac)

OCOBJIMBA O3HAKA
(6).-(6)

Xaa sBi1se co6oro Pen

OCOBJIMBA O3HAKA
(7)-.(7)

Phe siBisie co6oro Phe[4-(2-amiHoeTOKCH) |

OCOBJIMBA O3HAKA
(8).(8)

Xaa sBuse coboro 2-Nal

OCOBJIMBA O3HAKA
(9)--9)

Xaa sBiste co6oro THP



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

OCOBJIUBA O3HAKA
(12)..(12)

Xaa sBisie co0010 Oyap-sIKy aMiHOKHCIIOTY SIK BU3HAUEHO y MyHKTI 1

OCOBJIBA O3HAKA
(13)..(13)

Xaa saBisie coboro Sarc

522

Xaa Asn Thr Xaa Lys Xaa Phe Xaa Xaa Glu Asn Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

5 10

523
13
PRT

[ITyyra mocmiTOBHICTH

CuHTeTHYHA KOHCTPYKITist

OCOBJIUBA O3HAKA
-1

Xaa saBisie coboro Pen

OCOBJIMBA O3HAKA
(5)--(5)

Xaa siBiiste coboro Cit

OCOBJIMBA O3HAKA
(6)..(6)

Xaa sBiste co6oro Pen



<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBnsie co6oto Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBnse co6oro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa ssige coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 523

Xaa Asn Thr Trp Xaa Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 524
<211> 13
<212> PRT

<213> IllTy4Ha MoCIiJOBHICTh

<220>

<223> CuHTeTHYHa KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)



<223> Xaa sBisie coboro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Phe sBnsie co6oto Phe[4-(2-amiHoeTokCH)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa sBirie coboro 2-Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisie coboro Sarc

<400> 524

Xaa Asn Thr Trp GIn Xaa Phe Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 525
<211> 13
<212> PRT

<213> IllTy4yHa MOCIiIOBHICTh



<220>

<223> CuHTeTHYHa KOHCTPYKIIis

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBise co6oro Abu

<220>
<221> OCOBJIMBA O3HAKA
<2225 (7).(7)

<223> Phe sBisie coboro Phe[4-(2-amiHOETOKCH)]

<220>
<221> OCOBJIBA O3HAKA
<222> (8)..(8)

<223> Xaa sasie co6oro 2-Nal

<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa sBisie coboro THP

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBisic coboro0 Sarc

<400> 525

Xaa GIn Thr Trp GlIn Cys Phe Xaa Xaa Glu Asn Xaa Xaa

1 5 10

<210> 526



<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

13
PRT

ITyyHa mocIiA0OBHICTH

CuHTeTHYHA KOHCTPYKITis

OCOBJIMBA O3HAKA
1))

Xaa saBisie coboro Abu

OCOBJIMBA O3HAKA
(7)-.(7)

Phe siBisie coboro Phe[4-(2-amiHoeTOKCH) |

OCOBJIMBA O3HAKA
(8)..(8)

Xaa sBise coboro 2-Nal

OCOBJIMBA O3HAKA
(9)--(9)

Lys siBiste coboro a-MeLys

OCOBJIMBA O3HAKA
(10)..(10)
Lys sBisie co6oro Lys(Ac)

OCOBJIVIBA O3HAKA
(12)..(12)

Xaa sBiste coboro 3-Pal

OCOBJIVBA O3HAKA
(13)..(13)

Xaa siBiIste co00r0 Sarc



<400> 526

Xaa GIn Thr Trp GlIn Cys Phe Xaa Lys Lys Asn Xaa Xaa
1 5 10

<210> 527
<211> 13
<212> PRT

<213> IllTy4Ha mOCIiIOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Xaa sBuse co6oro Pen

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Lys sBuse coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (7)..(7)

<223> Phe sBmsie co6oro Phe[4-(2-aminoeTokcn)]

<220>
<221> OCOBJIUBA O3HAKA
<222> (8)..(8)

<223> Xaa ssise co6oro 2-Nal

<220>



<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa sBuse coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (10)..(10)

<223> Lys sBiste coboro Lys(Ac)

<220>
<221> OCOBJIUBA O3HAKA
<222> (12)..(12)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (13)..(13)

<223> Xaa sBiusaec coboro Sarc

<400> 527

Xaa Asn Thr Trp Lys Xaa Phe Xaa Xaa Lys Asn Xaa Xaa
1 5 10

<210> 528
<211> 13
<212> PRT

<213> IlTy4Ha mOCIiIOBHICT

<220>

<223> CuHTeTHYHa KOHCTPYKIIiS

<220>
<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Xaa sBisie co6oro Pen

<220>
<221> OCOBJIMBA O3HAKA
<222> (5)..(5)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

Lys siBisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(6)..(6)

Xaa sBisie co6oro Pen

OCOBJIMBA O3HAKA
(7)-(7)

Phe siBisie co60ro Phe[4-(2-aminoeTokcn)]

OCOBJIMBA O3HAKA
(8)..(8)

Xaa sBiste coboro 2-Nal

OCOBJIMBA O3HAKA
(9)--(9)

Xaa saBisie coooro THP

OCOBJIMBA O3HAKA
(10)..(20)
Lys sBisie co6oro Lys(Ac)

OCOBJIMBA O3HAKA
(12)..(12)

Xaa sBste coboro 3-Pal

OCOBJIVIBA O3HAKA
(13)..(13)

Xaa saBisie coboro Sarc

528

Xaa Glu Thr Trp Lys Xaa Phe Xaa Xaa Lys Asn Xaa Xaa

1

5 10



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>

529
10
PRT

ITyyna mocTiTOBHICT

CuHTeTHYHA KOHCTPYKITis

OCOBJIMBA O3HAKA

1)..(1)
Trp sBrsie coboro 7MeTrp

OCOBJIMBA O3HAKA

2).(2)
Lys siBisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
3)-3)

Xaa siisie coboro Pen(Trt)

OCOBJIMBA O3HAKA
(4)..(4)

Xaa saBisie coooro AEF

OCOBJIMBA O3HAKA
(5)--(5)

Xaa siBiisie co6oro Nal

OCOBJIMBA O3HAKA
(6)..(6)

Xaa sasisie coooro THP

OCOBJIMBA O3HAKA



<222> (7)..(7)
<223> Glu sBnse coboro Glu(OtBu)

<220>
<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Asn sBise coboro Asn(Trt)

<220>
<221> OCOBJIUBA O3HAKA
<222> (9)..(9)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIUBA O3HAKA
<222> (10)..(10)

<223> Xaa gBise coboro Sarc

<400> 529

Trp Lys Xaa Xaa Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 530
<211> 11
<212> PRT

<213> IlTy4Ha mOCIiIOBHICT

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Thr sBisie coboro Thr(tBu)

<220>

<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Trp sBisie coboro 7MeTrp



<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

OCOBJIMBA O3HAKA

3)-(3)
Lys siBiste co6otro Lys(Ac)

OCOBJIMBA O3HAKA
(4)-(4)

Xaa siBisie coboro Pen(Trt)

OCOBJIMBA O3HAKA
(5)-.(5)

Xaa saBisie coooro AEF

OCOBJIMBA O3HAKA
(6)--(6)

Xaa sBase cob6oro Nal

OCOBJIMBA O3HAKA
("--(7)

Xaa sBisge co6oro THP

OCOBJIMBA O3HAKA

(8)..(8)
Glu sByiste co6oro Glu(OtBu)

OCOBJIMBA O3HAKA
(9)--(9)

Asn sBisie coboro Asn(Trt)

OCOBJIBA O3HAKA
(10)..(10)

Xaa siBnsie co6oro 3-Pal



<221> OCOBJIUBA O3HAKA
<222> (11)..(11)

<223> Xaa sBiuse coboro Sarc

<400> 530

Thr Trp Lys Xaa Xaa Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 531
<211> 12
<212> PRT

<213> Illty4Ha mOCIiIOBHICTH

<220>

<223> CuHTeTHYHa KOHCTPYKIIiS

<220>
<221> OCOBJIUBA O3HAKA
<2225 (1)..(1)

<223> Asn sBise co6oro Asn(Trt)

<220>

<221> OCOBJIMBA O3HAKA
<222> (2)..(2)

<223> Thr sBasie codoro Thr(tBu)

<220>

<221> OCOBJIMBA O3HAKA
<222> (3)..(3)

<223> Trp sBisie coboro 7MeTrp

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Lys sBinsie coboro Lys(Ac)

<220>
<221> OCOBJIMBA O3HAKA
<222> (5)..(5)



<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

Pen sBisie coboro Pen(Trt)

OCOBJIMBA O3HAKA
(6)..(6)

Xaa saBisie coboro AEF

OCOBJIMBA O3HAKA
(7)-(7)

Xaa saBisie coooro Nal

OCOBJIMBA O3HAKA
(8)..(8)

Xaa saBisie coooro THP

OCOBJIMBA O3HAKA

(9)-(9)
Glu sBiste coboro Glu(OtBu)

OCOBJIBA O3HAKA
(10)..(10)

Asn siBisie co6oro Asn(Trt)

OCOBJIMBA O3HAKA
(11)..(11)

Xaa sBste coboro 3-Pal

OCOBJIVIBA O3HAKA
(12)..(12)

Xaa saBisie coboro Sarc

531

Asn Thr Trp Lys Xaa Xaa Xaa Xaa Glu Asn Xaa Xaa

1

5 10



<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>

532
13
PRT

ITyyna mocTiTOBHICT

CuHTeTHYHA KOHCTPYKITis

OCOBJIMBA O3HAKA
1)--(1)

Xaa siBnsie co6oro Pen(Trt)

OCOBJIMBA O3HAKA
(2)--(2)

Asn siBnsie co6oto Asn(Trt)

OCOBJIMBA O3HAKA

3)-(3)
Thr siBisie codoro Thr(tBu)

OCOBJIMBA O3HAKA

(4)..(4)
Trp sBisie coboro 7MeTrp

OCOBJIMBA O3HAKA

(5)-.(5)
Lys sBiisie co6oro Lys(Ac)

OCOBJIMBA O3HAKA
(6)..(6)

Xaa siBisie coboto Pen(trt)

OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

(7)-.(7)

Xaa saBisie coooro AEF

OCOBJIMBA O3HAKA
(8).(8)

Xaa saBisie coboro Nal

OCOBJIMBA O3HAKA
(9)-09)

Xaa asiste coooro THP

OCOBJIMBA O3HAKA
(10)..(10)
Glu sBiste coboro Glu(OtBu)

OCOBJIMBA O3HAKA
(11)..(11)

Asn sBnsie coooro Asn(Trt)

OCOBJIBA O3HAKA
(12)..(12)

Xaa snste co6oro 3-Pal

OCOBJIMBA O3HAKA
(13)..(13)

Xaa siBiIste co00r0 Sarc

532

Xaa Asn Thr Trp Lys Xaa Xaa Xaa Xaa Glu Asn Xaa Xaa

1

<210>
<211>
<212>

5 10

533
11
PRT



<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>

ITyyHa nociioBHICTh

CuHTETHYHA KOHCTPYKIIis

OCOBJIMBA O3HAKA
1))

Thr sBisie coboro Thr(tBu)

OCOBJIMBA O3HAKA

2).2)
Trp sBisie coboro 7PhTrp

OCOBJIMBA O3HAKA

3)-(3)
Lys siBisie coboro Lys(Ac)

OCOBJIMBA O3HAKA
(4)--(4)

Xaa sBinse coboro Pen(Trt)

OCOBJIUBA O3HAKA
(5)-.(5)

Xaa saBisie coooro AEF

OCOBJIMBA O3HAKA
(6)..(6)

Xaa siBiisie co6oro Nal

OCOBJIMBA O3HAKA
()--(7)

Xaa sBiste coboro THP



<221> OCOBJIMBA O3HAKA
<222> (8)..(8)
<223> Glu sBnsie coboro Glu(OtBu)

<220>
<221> OCOBJIMBA O3HAKA
<222> (9)..(9)

<223> Asn sBise co6oro Asn(Trt)

<220>
<221> OCOBJIUBA O3HAKA
<222> (10)..(10)

<223> Xaa sBirie coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (11)..(11)

<223> Xaa sBiusaec coboro Sarc

<400> 533

Thr Trp Lys Xaa Xaa Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 534
<211> 12
<212> PRT

<213> IlTy4Ha mOCIiIOBHICT

<220>

<223> CuHTeTHYHa KOHCTPYKIIiS

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..(1)

<223> Asn sBisie coboro Asn(Trt)

<220>
<221> OCOBJIMBA O3HAKA
<222> (2)..(2)



<223> Thr sBisie codoro Thr(tBu)

<220>

<221> OCOBJIMBA O3HAKA
<222> (3)..(3)

<223> Trp sBisie coboro 7PhTrp

<220>

<221> OCOBJIMBA O3HAKA
<222> (4)..(4)

<223> Lys siBnsie coboro Lys(Ac)

<220>

<221> OCOBJIMBA O3HAKA
<222> (5)..(5)

<223> Xaa sBisie co6oro Pen(Trt)

<220>

<221> OCOBJIMBA O3HAKA
<222> (6)..(6)

<223> Xaa sBiuse coboro AEF

<220>
<221> OCOBJIUBA O3HAKA
<2225 (7).(7)

<223> Xaa sBisie coboro Nal

<220>

<221> OCOBJIMBA O3HAKA
<222> (8)..(8)

<223> Xaa sBnse coboro THP

<220>

<221> OCOBJIMBA O3HAKA
<222> (9)..09)

<223> Glu sBnse coboro Glu(OtBu)

<220>
<221> OCOBJIUBA O3HAKA
<222> (10)..(10)

<223> Asn saBinsie co6oro Asn(Trt)



<220>
<221> OCOBJIUBA O3HAKA
<222> (11)..(11)

<223> Xaa sBige coboro 3-Pal

<220>
<221> OCOBJIMBA O3HAKA
<222> (12)..(12)

<223> Xaa sBiuse coboro Sarc

<400> 534

Asn Thr Trp Lys Xaa Xaa Xaa Xaa Glu Asn Xaa Xaa
1 5 10

<210> 535
<211> 13
<212> PRT

<213> IllTy4yHa mOCIiIOBHICTh

<220>

<223> CuHTEeTHYHA KOHCTPYKIIis

<220>

<221> OCOBJIMBA O3HAKA
<222> (1)..()

<223> Xaa sBisie co6oro Pen(Trt)

<220>
<221> OCOBJIBA O3HAKA
<222> (2).(2)

<223> Asn sBisie co6oro Asn(Trt)

<220>

<221> OCOBJIMBA O3HAKA
<222> (3)..(3)

<223> Thr sBisie coboro Thr(tBu)

<220>
<221> OCOBJIMBA O3HAKA



<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

(4)..(4)
Trp siBsie coboro 7PhTrp

OCOBJIMBA O3HAKA

(5)-.(5)
Lys siBiste co6oto Lys(Ac)

OCOBJIMBA O3HAKA
(6)..(6)

Xaa siBisie cobotro Pen(Trt)

OCOBJIMBA O3HAKA
(7)-.(7)

Xaa sasiste coooro AEF

OCOBJIMBA O3HAKA
(8)..(8)

Xaa saBisie co6oro Nal

OCOBJIMBA O3HAKA
(9)--(9)

Xaa sBisge co6oro THP

OCOBJIMBA O3HAKA
(10)..(10)
Glu sBiste co6oro Glu(OtBu)

OCOBJIVIBA O3HAKA
(11)..(11)

Asn sBisie coboro Asn(Trt)

OCOBJIVBA O3HAKA
(12)..(12)

Xaa siBnsie co6oro 3-Pal



<220>
<221>
<222>
<223>

<400>

OCOBJIUBA O3HAKA
(13)..(13)

Xaa saBisie coboro Sarc

535

Xaa Asn Thr Trp Lys Xaa Xaa Xaa Xaa Glu Ash Xaa Xaa

1

<210>
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

5 10

536
13
PRT

[ITyyna mocTiTOBHICT

CuHTETHYHA KOHCTPYKIIist

OCOBJIMBA O3HAKA
1)--(1)

Xaa siBiiste coboro Abu

OCOBJIMUBA O3HAKA
(4)..(5)

Xaa sBisie co0010 OyIb-SIKYy aMiHOKHCIIOTY SIK BU3HAYCHO Y IMYHKTI 1

OCOBJIVBA O3HAKA
(7)..(12)

Xaa siB1sie co0010 OyAb-Ky aMiHOKHCIIOTY SIK BU3HAYEHO Y ITyHKTI |

OCOBJIMBA O3HAKA
(13)..(13)
Tyr sBiste co6oro (D)NMeTyr

536



Xaa Asn Thr Xaa Xaa Cys Xaa Xaa Xaa Xaa Xaa Xaa Tyr
1 5 10



