MepenymoBu CTBOPEHHSI BUHAXOA4y

[0001] HagHupkoBi 3ano3n € NpUpogHUM axeperiom rrtokokopTukoigy (GC) kopTtusony. Koptuson Bupobnserbes i
BUAINSETLCA HaQHWPKOBMMM 3ano3aMu Yy BiAnoBiAb Ha agpeHoKopTukoTponHui ropmoH (ACTH), skuii BuainseTbcs
rinogisom. PiBeHb KOPTU30My 3MiHIOETLCS NPOTArOM [HSA i HOYi, MOrO MOXHa BUMIPSITU B KPOBI (Hanpuknag, y cuposaTLi,
nnasmi abo UinbHin KpoBi), a TakoxX BpaHLi (Konu piBeHb KOPTWU30My 3a3Buyai € HanBuwmM). PiBeHb KOPTU30My TakoX
MOXHa BMMIpATM B cedi (Hanpuknag, BMMIpHOBaHHSA KOPTM30My B cedi 3a 24 rof., MoXe 3abe3nevyvT BUMIpIHOBaHHS
KOPTWU30MY, Ha AKMIN MeHLUe BMnMBae Yac Jobu, konu nposoamecs BiAdip), CnuHi (Hanpuknag, KopTU30n Y CAWHI Ni3HO
BHOMIi, KOMKW piBEHb KOPTM30MY, SK NPaBWIio, HANHWKYMI) i IHWKWX piaMHax opraHiamy (Hanpuknag, cnbosu i nit). PiBeHb
KOPTU30MYy MOXHa TakoX BUMIPATU NICNA TECTY Ha MPUrHiMeHHs OekcameTas3oHy, B SIKOMY KopTu3on 3abesnevye
BMMIPIOBaHHS BiAMNOBIAI OCi rinoTanamyc-rinodis-HagHWPKOBI 3an03un Ha rMIOKOKOPTMKOIAN, SKi BBOAATHLCHA 30BHILLHBO, Taki
AK-OT [eKCaMeTas0H.

[0002] MigBuweHa rntokokopTukoigHa (GC) akTMBHICTb, Hanmpuknag "Hagnulok KopTusony" abo "HagnuvLLIKOBWNA
KOpTMn3on", He3BaXkaruun Ha Te, O MOro BaXXKO TOYHO BM3HAYWUTU, BUKOPWUCTOBYETLCA Y nmaTodisionorii 6aratbox Tvnis
paky. MNMpubrnm3Ho y NOMOBWMHU MauiEHTIB 3 agpeHOKOpTUKanbHoW KapunHomot (ACC) BUSABNAIOTBCA ABHI KMiHIYHI i
BioxiMiyHi o3Hakn cuctemHoro Hagnuwky GC (GC+), WO € yHiKanbHUM TeCTOM AN OUiHKM kopensaTiB akTueHocTi GC.
LLnpokuii imyHocynpecuBHuii edoekt GC mMoxe 0BMeXunTn iMmyHHy BiAMOBIAb NYXMMHU i ePeKTUBHICTL iHribiTopa iMyHHOT
KoHTponbHoi Toukm (ICI).

[0003] EchekTMBHICTL iHFBITOPIB KOHTPONBLHUX TOYOK aHTUTIN oBMexeHa Npu agpeHoKopTMKanbHin kapueHomi (ACC).
MpubnusHo y nonoeuHM xBopux Ha ACC cnocrtepiraeTbCs CUCTEMHUI Hagnuwok kopTtmsony (GC+). Hagnuwok
KOpTM30My BUKNUKae cuHapom KylimHra i iHwi posnagu. Kpim Toro, KopTuson Mae iMyHocynpecusHy Aito. MNpurHiyeHHs
iMyHiTeTy noB'asaHe 3i cnabkol BigNoBioAl Ha iHriGITOpU KOHTPONbHUX TOYoK. CneumdiyHi iMyHocynpecuBHi edbektn
kopTnsony npu ACC HeBigomi. Takox HeBigomi i imyHHi ecdpektn SGRM npu GC+ACC.

[0004] B ui ranysi icHye notpeba B 3abesneveHHi Ginbl edekTMBHUX MeTodiB nikyBaHHA ACC, BKkn4aro4m
notpeby B nocuneHHi edekTiB NiKyBaHHS iHrGiTOpaMu KOHTPOSbHMX TOMOK aHTUTIN ANS NauieHTiB, SKi CTpaxaaloTb Big
ACC.

KOPOTKWIN OMNC BUHAXOOY

Byna npoaHanizoBaHa [0005] MynbTroMika agpeHoKopTMKanbHOi kapumHomu (ACC) Ansa BU3HAYEHHSA MOMEKYNAPHUX
HacnigkiB akTMBHOCTI rniokokopTukoigie (GC) i ouiHkm OBrpyHTYBaHHsi MOEAHAHHSA pPEenakopuraHTy, aHTaroHicta
TTIOKOKOPTUKOIAHMX peuenTopiB (GR), 3 iHriGiTopom iMyHHMX koHTponbHMX To4ok (ICl) B agpeHoKopTUKanbHi KapLuMHOMI
3 [MHOKOKOPTUKOIAHUM HaanuwkoM (GC+ACC). 3asiBHUK NpoaHanidyBaB 3aranbHOOOCTYMHI AaHi NPO TPaHCKPUNLilo reHa
nyxnuHn ACC i GC Hagnuwky (Hanpuknag, HaguwKky KopTusony).

[0006] MeToau nikyBaHHS BKMOYalOTb BBEAEHHS CENEKTVBHOrO MoAynsatopa [MIOKOKOPTUKOIOHWMX peuenTopis
(SGRM) i iHriGiTOpa KOHTPONBHUX TOYOK AHTUTIN MALEHTY, AKUA CTpaXaae Ha aapeHoKopTukanbHy kapuuHomy (ACC) i
Ma€ HaONMLIOK KOpTM3oMy. Y nauieHTa CrnocTepiraeTbCs HaAMMLIOK KOPTU30My, SIKWO piBEHb KOPTU30MYy Y HbOro
nepeBuLLYE HOPMarnbHWI Aianas3oH, Hanpuknag, NepeBuLllyE BEPXHI0O MEXy HOpMarnbHOro KopTu3ony. Y BapiaHTax
3aCTOCYBaHHSA HaAJMLLOK KOPTU30MY iAEHTUdIKYETLCSA, KOMNM PiBHI KOPTM30My nauieHTa AOpiBHIOE abo NepeBULLYHOTb
npmbnusHo y nisTopu (1,5) pasn HopmanbHU piBEHb KOpTU30ny, abo OopiBHIOE abo nepeBwLLye NpUGNU3HO yaBIYi (2)
HOpManbHUA piBEHb KOpPTM30My. Y BapiaHTax 3acTOCyBaHHA HaAMMWLIOK KOPTM30My BU3HA4YaeTbcA TaM, [e
crnocTepiraeTbCs HETUMNOBE NiABULLEHHS JOOOBOrO pUTMY KOPTU30IY Y NauieHTa.

[0007] Hacnigkv Hagnuwky KOPTM30My MOXYTb BKMYaTW, Hanpuknag, MOCUMNEHHS BMMMBY KOPTU3OMy Ha iMyHHi
BiOMNOBIAI B MyXNWMHI i Ha NyxnNuHy (Hanpuknag, NPUrHiYEHHSA IMYHITETY B NyXnuHi, nimdaTtnyHmx Bysnmax Towo). Y
BapiaHTax 3acTtocyBaHHA BBeAeHHs SGRM y noegHaHHi 3 iHFGITOPOM KOHTPOMBHOI TOYKM aHTUTIN Moxe OyTn
edeKTMBHUM ANS 3MeHLeHHst abo ycyHeHHs eddekTiB HaauLKy kopTusony y nauieHta 3 ACC 3 Hagnuwkom KopTusony i
MoXe OyTu edeKTMBHUM Ansi 3MEeHLUEHHs HaBaHTaxeHHs nyxnuHun ACC y nauieHTa. Y BapiaHTax 3acToOCyBaHHS
BBeAeHHss SGRM y noegHaHHi 3 iHFGITOPOM KOHTPOMNBHOT TOYKM aHTUTIN MOXe OyTU eheKTUBHUM Ansi 3MEHLUEHHs abo
YCYHEHHs1 edeKTiB HagnuLLKy KopTusony y nauieHta 3 ACC 3 HagnuwKkoMm KopTusony i Moxe 6yTn edekTuBHuM ans
BigHOBNEHHs1 T-kniTMH i npupoaHux knituH-kinepie (NK) curHanbHux wnsaxiB y nauieHta. Y BapiaHTax 3acToCyBaHHS
BBegeHH SGRM y noegHaHHi 3 iHFGITOPOM KOHTPOMBLHOI TOYKM aHTUTIN Moxe ByTu edhekTMBHUM AN 3MeHLeHHs abo
YCYHEHHS1 epeKTiB HaanNuLWKy kopTusony y naudieHta 3 ACC 3 HaanuwwKoMm KopTu3ony i Moxe OyTn edekTuBHUM Ong
36inbweHHsa T-knitvH | npupogHux knitnH-kinepiB (NK) iHdineTpauii B nyxnmHy ACC y nauieHta. Y BapiaHTax
3acTocyBaHHA BBeAeHHs SGRM y noegHaHHi 3 iHriGiTOpOM KOHTPONBHOI TOYKU aHTUTIN Moxe OyTn edekTmBHuUM Ans
3MeHLUEHHs1 abo yCyHeHHs1 eddekTiB HaanNuLWKy KopTusony y nauieHTa 3 ACC 3 HaanuvwKkom KopTusony i Moxe GyTtu
eeKTMBHMUM ANs 3MEHLLEHHS iHinbTpauii HenTpodinis B nyxnmHy ACC y nauieHTa.

[0008] B peskmx Bunagkax GRM (Hanpuknag, SGRM) € HecTtepoigHOK CMONyKow, fika MICTUTb KOHAEHCOBaHy
CTPYKTYpPY asagekaniHy, B ki KOHOeHCOBaHa CTPYKTypa asafekaniHy onucaHa i poskpuTta B naTeHtax US 7,928,237 i B
nateHTi US 8,461,172, NnOBHUIA 3MiCT 000X NaTeHTiB NOBHICTIO BKIMIOYEHUI B LIE OMNUC LLNSXOM MOCUMaHHS.

[0009] B peskmx Bunagkax GRM (Hanpuknag, SGRM) € HecTepoigHOK CMoMyKkow, sfika MICTUTb retepoapun
KETOHOBY KOHOEHCOBaHy CTPYKTYpy asagekarniHy, MpuyoMy retepoapurni KeTOHOBa KOHAEHCOBaHa CTPyKTypa
asapgekaniHy, onucaHa i poskputa B naTteHTi US 8,859,774, NOBHWMIA BMICT SIKOTO BKIOYEHWUIA B LIEW OMUC LUMISIXOM
NoCWraHHs.

[0010] B pesikmx Bunagkax GRM (Hanpuknag, SGRM) e HecTepoigHOW Crnonykow, sika MICTUTb OKTarigpo
KOHOEHCOBaHY CTPYKTYpy asafjekaniHy, Mpu4omy CTPyKTypa OKTarigpo KOHOEHCOBaHOro asajekaniHy € Tako, sika
onucaHa i poskputa B nateHTi US 10 047 082, NOBHUIA BMICT SIKOTrO BKIMOYEHWUI B e OMNUC LLMSAXOM NOCUNAHHS. ..

[0011] B geskux sunagkax GRM (Hanpuknag, SGRM, Takui sik HecTepoigHuin SGRM) BBoaaTb nepopansHo.

[0012] Ui cnocobu 3abeanedvytoTb MNOKpalleHi cnocobu nikyBaHHA adpeHOKOpTUKanbHOi kapumHomu (ACC).
BBaxaeTbcs, WO cnocobu, poskpuTi B LbOMY AOKYMEHTI, 3abe3nevyloTb TepaneBTUYHI nepeBarn ANsi MauieHTiB, ki
cTpaxgatoTb Ha ACC, npuyomy Ui TepaneBTUYHI NepeBary BKMIOYaKTb, HaMpuKniag, 3MEHLIEHHS HaBaHTaXeHHS Ha
nyxnvHy ACC; BiOHOBNEHHS curHanbHUX Wwnaxie T-KNiTuH i kNiTuH npupogHux kinepie (NK); 30inbweHHs T-KNiTUHHOT i



NK-kniTuHHOT iHdinbTpauii B nyxnuHy ACC; 3MeHLWweHHs iHdinbTpauii HerTpodinie B nyxnuHy ACC y nauieHTa; Ta iHLi
TepaneBTWUYHI Nepesaru.

KOPOTKW OMNWC ®IrYP

[0013] @ir. 1 nokasye BigmiHHOCTI B LnAxax TpaHckpunuii y Bunagkax GC+ACC ("GC+" Bka3ye Ha nauieHTiB 3 ACC,
y sikMx cnocTtepiraetbca Hagnuwok GC). MoHwxkeHa perynsuisa BigHOCUTbLCA OO0 WnsAXiB, HWKYMX y Bunagkax GC+ACC,
ToAi AK NiABULLEHa perynsuia CTOCyeTbCA WNAXiB, niasuLLeHnx y Bunagkax GC+ACC.

[0014] ®ir. 2 noka3ye BENWKY KifbKiCTb cneumdivyHnx Tunie iMyHHUX KNiTH B nyxnuHax ACC. KinekicTb nimcouuTis
Byna HWx4Yoto (NiBopyY), TOAI K KiNbKICTb Me3eHXiManbH1X cToBOYPOBUX KMITUH | HeMTpodinie Gyna BuULLOIO (NpaBopyY)
y Bunagkax GC+.

[0015] @ir. 3A. Knacudikauis nyxnmH ACC 3a ropMmoHanbHum ctatycoM. Cepef 4 npoBeaeHNX NOpPiBHAHL HAsBHICTb
abo BigcyTHicTb Hagnuwky GC (GC+/-) 6yna nos'asaHa 3 HanbINbLLIOK KiNbKiCTIO cyTTEBO pi3HMX reHis B ACC (ge "GC-"
Bkasye Ha nauieHTiB 3 ACC, y akux He cnocTepiraetbcs Hagnuwky GC).

[0016] ®ir. 3B TpaHckpunuinHi edektn Hagnuwky GC. Byno BusBneHo, wo Hagnmuwok GC 3HayHO BNMMBaEe Ha
ekcnpecito 858 reHiB. 'eHn 3 BuLLOKO ekcnpecieto y Bunagkax GC+ (P<0,05 i >2-kpaTHa 3miHa ekcnpecii nopiBHAHO 3 GC-)
nokasasi npasopyd. Ti BUNaakv B SKUX HUXYa ekcnpecis y Bunagkax GC+ nokasaHi nisopyu.

[0017] ®ir. 4. Bnnue GC Ha meTunioBaHHA npomoTopa. binblia KinbkicTb reHiB 6yna 3Ha4yHO rinomeTunboBaHa
(P<0,05, A 6eta <-0,2), Hix rinepmeTunboBaHa (P<0,05, A 6eta>-0,2) B nyxnuHax GC+. 3HayeHHs1 6eTa npeacTaBnaTb
BiICOTOK METUMNIOBAHHS B IEHi.

[0018] ®ir. 5. HekoHTponboBaHa knactepusalis HopmanizoBaHoi ekcnpecii reHis ana 2 wnaxis KEGG. Noka3saHi
LAAXM BKNOYaOTb CUrHanisauito T-KMiTUHHUX peuenTopiB i ULMTOTOKCUYHICTb, onocepeakoBaHy NPUPOAHUMU KIiTUHAMM-
Kinepamu. [0Ba BepxHix psagku BkasyloTb Ha GC i 3aranbHUI rOPMOHANbHUIM CTaTyC ONA KOXHOI MyXNUHW (YOPHWNA:
GC+/H+, 6inui: GC-/H-), BiATIHKM CMHbOro/4epBOHOrO (MoKasaHi B rpajauisx ciporo) nokasylTb HOpMani3oBaHy
€KCMPEeCito FeHiB ANA KOXHOI MNyXnuWHW, Npu LpoMy OBinbll TEMHO-CUHIM Komip BignoBigae Hwxuin ekcnpecii. MNpu
Knactepu3adii 3a ekcnipecieto reHis Bunagkn GC+ 3'aBnsoTbeca npasopyd Big dirypu, ge 6arato reHiB 4eMOHCTPYOTh
HUX4y ekcnpecito. ("H+" Bkadye Ha HasiBHICTb rOpMOHy, a "H-" Bkasye Ha BiACYTHICTb TOPMOHY.)

[0019] ®ir. 6. KoHTponboBaHa knactepu3salisi HopMmani3oBaHoi ekcnpecii renie ans 2 wnaxise KEGG, nokasaHux Ha
@ir. 5. Y Bunagkax GC+ (knactep npaBopyy) B LMX LUNAXaxX AOMIHYE HDKYa €KCNPECis reHiB (TEMHO-CUHIN).

[0020] ®ir. 7. MigBULLEHHA HaBaHTaXeHHst myTauii nyxnuHun B GC+ACC. Y Bunagkax GC+ cnocrepiranocs 6inbLue
MiCCEHC- i HOHCEHC-MYyTaUi nopiBHsIHO 3 GC-.

[0021] @ir. 8. OuiHka aktmBHOCTi GR Ansa pi3Hux TvniB nyxnuH i nigMHoxuH ACC. ACC npoaeMoHCTpyBaB BUCOKY
GR-kepoBaHy reHHy aKkTMBHICTb MOPIBHAHO 3 iHWMMW NyXNIMHAMW | He3amneXHOo Big FoOpMOHanbHOro craTtycy (avB.
BCTaBKy).

[0022] ®ir. 9. BuBeaeHHs reHHOi curHaTypu, sika po3pisHse Bunagkm GC+/- ACC metogom Bunagkooro nicy. NLRP1
i ZNF683 (Buaineni) 6ynun igeHTUdIKOBaHI K BaXKnMBi KOMMOHEHTU curHatypu. [okasaHo nve curHaTypHi reHu, sKi
nepeBuLLyOTb noporoee 3HaveHHs1 0,0028 (ge "a.u." o3Hayae WTYYHi OONHMLI BaXITMBOCTI ANsl KOXHOIO reHa).

[0023] @ir. 10A. 3actocyBaHHs curHaTypu reHa ACC o nyxnuH TCGA. 3BepHiTb yBary, wWwo Aaxi npo nyxnmHun ACC
BigobpaxatoTbca B 060X KpaiHix niBux nonsax (nosHadeHi cmyroto Hag MiTkoo "ACC"). ToukM gaHux ons nawieHTiB 3
ACC 6e3 Hagnmwky GC (GC-) i nauieHTiB 3 Hagnuwkom GC (GC+) okpemo Mo3HauyeHi CTpinkamv Hag, BignoBigHWMK
kBagpatamu. MNepenbayaetbes, wo yeeanbHa (UVM) i wkipHa menaHomu wkipy (SKCM) matoTb HamBumuly 4acToTy
nyxnuH, ski Haragytots GC+ACC.

[0024] @ir. 10B. lNMporHo3oBaHa 4YacToTa BUMNaAkKiB NyxsnH, cxoxumx Ha GC+ACC. lMepepbavaeTtbes, WO yBeansHa
(UVM) i wkipHa menaHomm wkipn (SKCM) matoTb HavBuLLy YacToTy NyxnuH, Ski HaragytoTs GC+ACC.

[0025] ®ir. 11A. Bnnue ctumynsdii IL-2, koptusonom i/abo penakopunaHTom Ha idonboBaHi NK-kmiTuHM nioguHm in
vitro. [lonaBaHHsA penakopunaHTy 3Ha4HO MOKPaLLMIIO akTMBaLito NnpupoaHunx KnitnH-kinepis (NK) y Bignosigp Ha IL-2.

[0026] ®ir. 11B. Bnnue ctumynsdii IL-2, kopTusonom i/abo penakopunaHTom Ha idonboBaHi NK-KMiTMHM noguHm in
vitro. [logaBaHHA penakopunaHTy 3HayHO nokpawumno nponigepauito NK-knituH y Bignosigb Ha IL-2.

[0027] ®ir. 12A. Bnnue ctumynsauii IL-2, kopTnsonom i/abo penakopunaHTOM Ha CEKpeLilo LIMTOKIHIB i30/1b0BaHMX
NK-knitTuH nognHn i ekcnpecito reHiB. [logaBaHHs penakopunaHTy nokpawuno cekpeuito iHTepdepoHy y (IFNy)
nopiBHsHO 3 NK-kniTnHamun, o06pobneHnmm nuiie KopTU3onom.

[0028] @ir. 12B. Bnnue ctumynsdii IL-2, kopTn3onom i/abo penakopunaHToM Ha CEeKpeLito LIMTOKIHIB i305IbOBaHMX
NK-kniTmH noanHn i ekcnpecito rediB. [logaBaHHA penakopuiaHTy MOoKpalmmno Cekpelito aktopa Hekposy MnyxXmuH
(TNFa) nopiBHsiHO 3 NK-kniTuHamu, 06pobrneHnmu nuile KopTU3onom.

[0029] @ir. 12C. Bnnue ctumynsuii IL-2, kopTu3onom i/abo penakopurnaHTOM Ha CEKpeLilo LIMTOKIHIB i30MbOBaHMX
NK-kniTyH ntognHn i ekcnpecito reHis. [logaBaHHA penakopunaHTy NoKpaLLmnio cekpeuito opraHiamy A nopiBHsHO 3 NK-
KniTMHamm, o6pobneHnMm nmLe KOPTU3OIOM.

[0030] ®ir. 12D. Bnnue ctumynsuii IL-2, kopTnsonom i/abo penakopunaHTOM Ha eKCMpecito reHiB isonboBaHmnx NK-
kniTnH nogunHn. TpaHckpunuis IFNG (skun kogye IFNy) TakoX MOKpallyeTbCA penakopurnaHToM pas3oM 3 iHLLIUMHK
knoyoBumMuy perynatopamu aktmsHocTi NK, Bkrtovatoun LAG3 i IL2RA (skun kogye peuenTop iHTepnevikiny 2 (IL2)).

[0031] ®ir. 13A. TTIIOKOKOPTMKOIAM MPUTHIYYIOTh 3HULLEHHS NyXNMHHUX KNiTuH NK-knituHamu mogmHun in vitro.
3HuweHHsa knitmH K562 npu pisHMX CniBBiAHOWEHHAX €(PeKTOP:KNITUHU MyXIMHA B YMOBAaXx iKyBaHHS, 3a3Ha4yeHuX Y
nereHai. Libomy npoTtugie penakopunaHr.

[0032] @ir. 13B. MIOKOKOPTMKOIAN MPUTHIYYIOTb 3HULWEHHS NYXIMHHUX KNiTuH NK-kniTMHamu nogudm in vitro. Mpu
CNiBBIAHOLIEHHI ePeKTOP:KMITUHN NYXNNHU 5:1 3HaYHE 3HWKEHHS 3HULLEHHS MYXIUHHUX KNiTUH Y NPUCYTHOCTI KOPTU30My
HEWTPaniayeTbCsi penakopunaHToM.

OETANbHWW Onnc

a. Bctyn

[0033] 3asBHMK nMpoaHarnidyBaB TPaHCKPUMLID reHa NyxnnHW agpeHokopTukanbHoi kapuuHomu (ACC); pani 6ynu
CKpUWHIHroBaHi aAns igeHTndikauii Takoi TpaHckpunuii reHiB y nauieHtiB 3 ACC 3 Hagnuwkom rntokokopTtukoigi (GC) i



nauieHTis 6e3 HbOro (Hampuknag, HaafnuWKoM KopTu3ony). 3asiBHUK BUSBMB, WO HAAMMWLLIOK KOPTM30My 3MiHIE
ekcnpecito 858 reHiB B agpeHokopTukanbHii kapuuHomi (ACC). 3okpema, reHu, 3anyyeHi [0 LUTOTOKCUYHOCTI,
onocepeakoBaHoi npupogHumu kinepamun (NK), andepenuiadii knituH Tu17, nepepadi curHanie peuentopiB T-KIiTUH,
andepeHuiadii TH1/2, a Takox npouecuHry i npeseHTauii aHTureHy Oynu 3HwxkeHi B nyxnnHax ACC y naudieHTiB 3
Hagnuwkom kopTtmsony (GC+; gme. ®ir. 1). Moganblwi BIAMIHHOCTI TakoX MokasaHi Ha ®ir. 1 i B iHWKMX Micuax UpOro
OOKyMeHTa.

[0034] 3asBHWK TakoX BMSABMB, LIO HASBHICTb ChneuMdivYHMX iIMyHHUX KniTMH Byna pisHoto B nyxnuHax ACC 3
HaanuLKoMm kopTu3ony abo 6e3 Hboro. HaiBHi i kniTuHn nam'ati CD4+, CD8+, CD8+ ueHTpanbHi KNiTUHW nam'aTi i
npupodHi T-knituHn-kinepn (NKT) 6ynn Hwxkuumn y Bunagkax GC+ (gms. ®ir. 2). Hasnaku, nyxnvMHoacouinoBaHi
HenTpodinu (TAN) 6ynu Buwmmm y nauieHTie 3 ACC i3 GC+.

[0035] KniHiyHa BignoBigb MauieHTa Ha iHribiTopy KOHTPONBHUX TOYOK @HTWUTIN 3aneXwTb Big iMyHHOI CUMCTEMMW.
3okpema, pyHKUis T-KNiTUH | Npe3eHTauis aHTUreHy € KpUTUYHUMW NS KiHIYHOT e EKTUBHOCTI iHMBITOPIB KOHTPONMBHUX
ToYoK aHTuTIn. Kpim TOro, iHdinbTpauis iMyHHUX KNiTMH B MyXMMHY MOB'A3aHa 3 KIiHIYHOK edEKTMBHICTIO iHribiTopiB
KOHTPOSIbHUX TOYOK aHTUTIN. MyXnMHM 3 HU3BbKMM 4Ymcnom T-kniTMH abo 3 BUCOKOK iHQiNbTpauieto HenTpodinie, sk
npaBuno, NOraHo pearyroTb Ha iHriGITOPU KOHTPONBbHMUX TOHOK aHTUTI.

[0036] 3asBHWK po3KpuBaE TYT, L0 BBEAEHHS iHriGiTOpa KOHTPOMbLHOI TOYKM aHTUTINa pa3om 3 BBeAeHHAM SGRM,
ae BeegeHHs SGRM € edpekTMBHMM AN 3MeHLLEeHHS abo 3BOPOTHOro BNAMBY HAAMMULLKY KOPTM30ny y nauieHta 3 ACC 3
HaOULLIKOM KOPTM30My, MOXe MOKpalMTM BIAMOBiAb LbOr0 nauieHTa Ha BBEAEHHS iHrGITOpa KOHTPOMbHOI TOYKM
aHTUTINa, TMM camMUM MOKpaLlyodM nikyBaHHA nauieHta 3 ACC 3 Hagnuwkom KopTusony. Y BapiaHTax 3acTOCYyBaHHS
BBeAeHHss SGRM y noegHaHHi 3 iHFGITOPOM KOHTPOMNBHOI TOYKM aHTUTIN MoXe ByTn eheKTUBHUM ANns 3MeHLUEHHS abo
YCYHEHHs eeKTiB HagnuLLKy KopTusony y nauieHta 3 ACC 3 HagnuwKoMm KopTusony i Moxe 6yTn edekTuBHuM ans
3MEHLLEHHs1 HaBaHTaxeHHs nyxnuHn ACC y nauieHTa.

[0037] 3asBHMK 0OOATKOBO PO3KpMBAE TYT BBEOEHHS iHrGiTOpa KOHTPOMNBHOI TOYKM aHTUTINA pa3oM i3 BBEOEHHAM
SGRM, ge BBefeHHss SGRM € edekTMBHUM AN BiAHOBMNEHHA curHanbHux wnaxie T-knitmH i NK-kniTvH y nadieHTa
(skntovatoun nyxnuHy ACC uboro nauieHta). Take BIiOHOBMEHHS curHanbHuxX wnsxis T-knituH i NK-knitnH moxe
NOKPALUMTU peakLilo nalieHTa Ha BBEAEHHS iHribiTopa KOHTPOMbHOT TOYKM aHTUTIN i, TAKMM YMHOM, NOKPALLMUTM NiKyBaHHA
nauieHTta 3 ACC 3 HagnmLwkoM kopTu3ony. Y BapiaHTax 3actocyBaHHsi BBeaeHHAa SGRM, ecekTnBHOro ansi BigHOBNEHHS
curHanbHux wnaxie T-knituH i NK-kniTH y nadieHta (Bkmtovatoun nyxnuHy ACC y uboro nauieHTta), moxe OyTtu
eeKTMBHUM A5 3MEHLLEHHS HaBaHTaxeHHs nyxnuHn ACC y nauieHTa.

[0038] 3asBHUK OOOATKOBO PO3KpMBAE TyT BBEOEHHS iHrOITOpa KOHTPOMbLHOI TOYKM aHTWUTINA pasoMm i3 BBEAEHHAM
SGRM, npuyomy BBefeHH SGRM € edektuBHUM ans nocuneHHs iHdinbTpadii T-knitnH i NK-knituH B nyxnuHy ACC y
nauieHta. Taka nigsuweHa iHdinbTpauia T-kniTuH i NK-kniTMH MOXe nOoKpawmTh peakuito nauieHTa Ha BBeAEHHS
iHriGiTOpa KOHTPONBHUX TOYOK aHTUTIM i, TAKUM YMHOM, NOKPALUMTK FiKyBaHHSA nauieHta 3 ACC 3 HagnuMWKom KOpTU3ory.
B BapiaHTax 3actocyBaHHs BBegeHHs SGRM, edektmBHoro and 36inbleHHs iHinbTpauii T-knituH i NK-knituH B
nyxnuHy ACC y nauieHTa, moxe 6yTn e(eKTUBHUM AN 3MEHLLEHHS HaBaHTaxeHHs Ha nyxnuHy ACC y nauieHTa.

[0039] 3asBHUK fOOATKOBO PO3KPMBAE TYT BBEAEHHS iHrGITOpa KOHTPOMbHOI TOYKU aHTUTINAa pasoMm i3 BBEAEHHSM
SGRM, pe BBegeHHs SGRM € edekTBHUM ONs 3MEHLIEHHs iHdinbTpauii HenTpodinie B nyxnuHy ACC y nauieHTa.
Take 3HWXKeHHs iHdiINbTpauii HeMTpodiniB MoXe MOKpalMTX peakuilo nauieHTa Ha BBeAEHHS iHrbiTopa KOHTPONbHOI
TOYKM @HTUTIN i, TaKMM YMHOM, MNOKPaLMTU niKyBaHHS nauieHTa 3 ACC 3 HagnuwikoM kKopTusony. B BapiaHTax
3acTtocyBaHHA BBeAeHHS SGRM, edektuBHOro Ans 3ameHLwweHHs iHdinbTpadii HerTpodinie B nyxnuHy ACC y nauieHTa,
MOXe OyTV epeKTMBHUM ANs 3MEHLLEHHS HaBaHTaXeHHs Ha nyxnuHy ACC y naujeHTa.

b. BU3HayeHHs

[0040] TepmiH "nMpMGNM3HO" NpM BMKOPUCTaAHHI CTOCOBHO MOMEPEHbO BM3HAYEHOrO 3HAYEHHSI O3HA4a€E AianasoH,
KM oxonntoe nntoc abo miHyc 10 % nonepeaHbLO BU3HAYEHOTO 3HAYEHHS.

[0041] IHcbopmaLito Npo pak MoOxHa 3HaWTW, Hanpuknag, B Atnaci reHomy paky (TGCA). Ooctyn go TGCA moxHa
3HaNTH Ha Beb6-canTi HauioHanbHoro iHCTUTYTY  paky  (www.cancer.gov) Ha  cTopiHUi  "about-
nci/organization/ccg/research/structural-genomics/tcga". HacTynHi CKOpOYeHHS1 BUKOPUCTOBYIOTLCS TYT A5 NO3HaYeHHSA
Pi3HUX TUMIB paky:

ACC AfOpeHokopTuKarnbHa KapuMHoMa

BLCA YpoTenianbHa KapLuMHOMa Ce40oBOoro Mixypa
BRCA IHBa3MBHa KapLMHOMa MOJSIOYHOI 3ano3m
CESC [NOCKOKNITUHHUI paK LUMIAKN MaTKW | eHOoLEepBiKanbHa ageHokapLumMHoMa
CHOL XonaHriokapunHoma

LIHC [enaTouentonapHa KapuMHOMa NevdiHku
LUAD AfeHokapunHoma nereHi

LGG [nioma HM3bKOro CTyneHs 3nosiKiCHOCTI
LUSC [NOCKOKNITUHHMI paK nereHb

ov CeposHa uncTageHoKapLmMHOMa SIEYHNKA
PAAD AdeHokapuMHoMa MigLWnyHKOBOI 3ar03u
PRAD AfneHokapunHoma npocTaTu

SKCM MenaHoma wikipu

UVM YBearnbHa menaHoma

[0042] TepmiHu "nyxnuHa" i "pak”, siki BUKOPUCTOBYOTLCS B LIbOMY JOKYMEHTI, BUKOPUCTOBYHOTLCS SIK B3aEMO3aMIiHHi i
obuaBa CTOCYOTbCA aHOMarbHOIMO POCTY TKAHWHM, SKUIA € pe3ynbTaToM HaaMIpHOro noginy knitwH. MNyxnvHa, ska
Bpa)ka€ HaBKOMUWLUHI TKaHUHWM i/abo MoXe MeTacTasyBaTuh, Ha3MBaeETbCs "3nosikicHoOK". MyxnuHa, sika He Jae MeTacTasiB,
Ha3nBaeTbCs "0OOPOSIKICHOK".


https://www.cancer.gov/about-nci/organization/ccg/research/structural-genomics/tcga
https://www.cancer.gov/about-nci/organization/ccg/research/structural-genomics/tcga

[0043] TepmiH "apgpeHokopTukanbHa kapumHoma" i akpoHiM "ACC" BUKOPWUCTOBYIOTLCA SK B3aEMO3aMiHHI Ans
No3HaYeHHs1 aApeHOKaPLIMHOM HAaHUPKOBUX 3as103.

[0044] BukopucToByBaHuii TyT TepMiH "npupogHa knituHa-kinep" i abpesiatypu "NK-knitnHa", "NKT-knitnHa" Towo,
BKMOYaUM i OpMU IXHBOI MHOXWHW, BUKOPUCTOBYIOTLCSH, SIK BiAOMO B LW ranysi, AN NO3HaYeHHS LUTOTOKCUYHWUX
nimMcounTiB iIMyHHOI CUCTEMMU.

[0045] BwukopuctoByBaHui TyT TepMiH "T-kniTuHa" BMKOPWCTOBYETLCH, SK BiJOMO B Uil ramnysi TexHiku, Ans
Nno3HayeHHs nimdoumTiB, ogepxaHnx 3 TUMyca, SKi BigirpaloTb BaXXNUBY POrib B iIMYHHIN BiAnosigi.

[0046] BukopucToByBaHWA TYT TEepMiH "HeNTpodin" BMKOPUCTOBYETLCH, AK BIAOMO B LN ranysi TexHiku, Ans
NO3HaYeHHs1 HaMMOLLMPEHILLIOro TUMY BinnX KPOB'SHUX KMITUH, SKi € HAaWNOLUMPEHIWMM TUNOM rpaHynoumTIiB y cCaBLiB.
Hentpodpinu Takox iHoAi Ha3usatoTb "HenTpouuTamn'.

[0047] BukopucToByBaHuUiA TyT TepMiH "iH(iNbTpauis" cTocyeTbecsa iHBa3ii i 3aceneHHst TKaHUHK (Takoi AK nyxnmnHa
ACC) kniTuHamu, siKi BUHVKIM B OKPEMII TKaHWHI, Takii Ak-oT T-knitnHu, NK-kniTnHn abo Hentpodinu.

[0048] BukopucToByBaHWiA TYT TEPMiH "MauieHT" BiAHOCUTLCS OO NIOAMHW, Sika odepxye abo ogepxyBaTume, abo
ofepXKyBana MeaunyHy LONoMory 3 NpMBOAY 3axBOpoBaHHSA abo cTaHy.

[0049] BwukopuctoByBaHi TyT TepMiHM "npusHayeHHs", "BBedeHHsa", "BBegeHun" abo "HagaHHs ponomorun”
CTOCYIOTbCHA BBEAEHHSA cyb'ekTy abo nauieHTy cnonykv abo komnosuuii (Hanpuknag, onucaHoi TyT). Hanpuknag, cnonyku
abo komMno3uLii MOXXHa BBOAWTW NaLiEHTy NnepoparibHO.

[0050] BwukopuctoByBaHi TyT TepMiHM "npusHayeHHs", "BBegeHHsa", "BBegeHmn" abo "HagaHHs ponomorn”
CTOCYHOTbCA HapaHHsA cyb'ekTy abo nauieHTy cnonyku abo komnosuuii (Hanpuknag, onucaHoi TyT). BBeaeHHs moxe
3[iMiCHIOBATMCS LUMSIXOM MepopanbHoro BBeAeHHs (To6To cyb'ekT omepxkye crnomnyky abo komnoawuuilo 4epes poT y
BUrMsAAi Tabnetku, kancynu, piavHn abo B iHWIA dopmi, NpuaaTHin Ans BBeAEHHs Yepes poT). [NepopanbHe BBeAEHHSA
Moxe ByTn OykanbHVMM (Konu cronyka abo KoMMo3uuis YyTPUMYETbCA B POTi, Hanpuknag, nig s3MKOM, i BCMOKTYETbCS
Tam). BBegeHHs1 MOXe 34iMCHIOBATUCS LUNAXOM iH'ekuil, TO6TO AocTtaBkm crnonykn abo koMnosuuii 3 4ONOMOroK rorku,
MIKpOronku, iH'ektopa nig TMckom abo iHWMM cnocobom NPOKOMOBaHHS LLKipY abo CMNOBOro NPOXOAXeHHs cnonyku abo
KOMnMo3uuii Kpisb WKipy cyb'ekta. IH'exuia moxe OyTn BHYTPILUHLOBEHHOW (TOBTO y BEHy); BHYTPiLUHbOApTEpianbHO
(TobTO B apTepi); BHYTPILULHBOOYEPEBMHHOKW (TOOTO B OYEPEBUHY); BHYTPILLHBOM'A30BOK (TOOTO B M'A3); abo iHWMM
LNAXOM BBeAeHHs. LLUnaxn BBeAeHHS TaKoX MOXYTb BKNOYATU pEKTanbHWWA, BariHanbHWWA, TpaHcaepmanbHui, Yyepes
nereHi (Hanpuknag, WAsSXoM iHransuii), nigwkipHuii (Hanpuknag, LWNsaxXoM BCMOKTYBaHHS B LUKIpY 3 iMMnaHTaTy, sKWR
MICTUTb CronyKy abo KoMMno3auLito), abo iHLWMM LLAXOM.

[0051] BukopucToByBaHWiA TyT TepMiH "agpeHokopTukoTponHui ropmoH" (ACTH) BigHocuTbCS OO NENnTUAHOro
rOPMOHY, SIKUIA BUPOBNSIETLCS | CEKPETYETHCA NEpPEAHbOI0 AONEt0 rinodisa, SKMN CTUMYIIOE KOPY HagHWPKOBKX 3arno3 A0
CeKpeLii TMHOKOKOPTUKOIAHMX TFOPMOHIB, SIKi JomOoMaralTb KNiTMHaM CUHTe3yBaTW [MoKo3y, kaTabonidyBatu Ginku,
MoGinidyBaTM BiMbHI XUPHI  KUCMOTWM | NPWrHiYylOTb 3ananeHHs npu  aneprivHnx peakudisx. OgHum 3 Takux
NIOKOKOPTMKOIAHNX TOPMOHIB € KOPTW30r, KM perynioe obmiH ByrneBoaiB, xupis i 6inkis. Y 340poBKx ccaBLiB cekpeLis
ACTH »xopcTko perynioetbed. Cekpeuia ACTH nosnTuBHO perynioeTbCs KOPTUKOTPONIH penisiHr ropmoHom (CRH), axkui
BuAainsieTbea rinotanamycom. Cekpeuiss ACTH HeraTMBHO perynoeTbCst KOPTU30SIOM i iHLLIMMM FHKOKOPTUKOIAaMMU.

T[0052] epmiH "BumiptoBaHHsi piBHA" B koHTekcTi ACTH, kopTusony abo iHWOro aHanity o3Hayae BU3HAYEHHS,
BUABMNEHHA abo KinbKiCHE BM3HAYEHHS KiNbKOCTI, piBHs abo koHUeHTpalii, Hanpuknaga, koptusony, ACTH abo iHworo
cTepoify B 3pasky, oAepxaHoMy Bif cyb'ekta. 3pasok moxe OyTu, Hanpuknag, 3pa3kom KpoBi, 3pa3koM CMUHW, 3pa3koM
cevi abo iHWKM 3pa3kom, ofepXaHuMm Big nauieHTa. PiBeHb MOXHa BMMIpATM 3 YacTuHW 3paska. Hanpwvknag, piBeHb
(ACTH abo kopTusony) MmoxHa BUMIpATK y bpakLii nna3mu 3paska KpoBi; MOXHa BUMIPATH Y ddpakuii cMpoBaTk/ 3paska
KpoBi; abo y BapiaHTax 3aCTOCyBaHHS, MOXHa BUMIPATW B LiNbHI KPOBi; MOXHa BMMIPATU B CMWHI; MOXHAa BUMIPATU B
ceui; abo BUMIpPSATU B iHLLUX pigMHAaxX OpraHiamy.

TepmiH "kopTuson" BiQHOCMTBECSA 4O NPUPOSHOrO FMHOKOKOPTMKOIAHOIO rOPMOHY (TakoX BiJOMOrO SIK ri4pOKOPTU30H),
KU BUPOBSIETLCA NYYKOBOK 30HOK HAaAHUPKOBOT 3ano3un. KopTuson mae Taky CTPYKTypy:

0]

[0053] TepmiH "saranbHui KOpTM30N" CTOCYETBCS KOPTWU30My, 3B'S3AHOr0 3 KOPTU30M3B'A3yBaribHMM rnobyrniHOM
(CBG abo TpaHCKOPTUHOM), i BINbHOrO KOPTM30My (KOPTM30My, KU He 3B's3aHui 3 CBG). TepmiH "BinbHuMi kopTnson"
BiJHOCWTBCA [0 KOPTU305y, SKUA He 3B'A3aHW 3 KOPTM30Mn3B'adyBanbHuM rnobyniHom (CBG abo TpaHcKopTMHOM).
BukoprcToByBaHuUiA TyT TEPMIH "kOpTU30Nn" BiZHOCUTBLCH A0 3ararnibHOro KOPTU301y, BiflbHOro KopTu3ony i/abo kopTu3ony,
3B'agaHoro 3 CBG.

[0054] PiBeHb KOpTM30My MOXHa BMMIpHOBaTW B KpOBi (Hanpuknag, cuposaTui abo nnasmi), cedi, CnuHi i iHWKux
piaMHax opraniamy. BinbHuin kopTtnuson B cedi (UFC, mipa kopTu3ony B ceudi, fAka BUAINAETbCA NPOTArom 24 rof.) - ue
MOLUMPEHNI MeToA BUMIPIOBAHHSA PiBHA KOPTU30MY, KU Mackye [060Bi KONMBaHHS KOPTM30ny, noTpebytoun npobu 3a
[oby. KopTuson B nnasmi (MOKasHUK PiBHA KOPTU30y Mid 4Yac B3SATTA 3paska KPOBi) YacTO BUKOPUCTOBYETLCHA AnS
TECTYBaHHS Ha MPUrHIYEHHSA [eKcameTa3oHOM (SKUIM MepeBipsie peakuilo nauieHTa Ha LWBUAKE MiOBULLEHHS pPiBHA



rnokokopTurkoigie). Kpim Toro, piBeHb KOPTMU30My TakoX MOXHa BUMIPATW B 3pasKy cMpoBaTKM BiAnoBigHO OO MeToAiB,
BiOMMX Y Ui ranysi TexHiku. TakoX MOXHa BUMIPSATU piBeHb KOPTU30MY B CrMHI. YMCrOBE 3HAYEHHS PiBHSA KOPTM30ny
BiOpi3HAETbCA B Pi3HMX MeToOax BMMIpPIOBaHHS; TOOTO piBHI kOpTM30My B KpOBi (Hanpuknag, piBHi y cupoBartui abo y
nnasmi) 3pa3ok KOpTU30Iy Mg Yac B3ATTS 3pa3ka KpoBi, YMCENBHO BiApi3HAETLCS Bif PiBHA KOPTU30My B CNWHI (3pa3ok
KOpPTWU30Ny Mig Yac B3ATTA 3paska CMWHW) i YMCENbHO BIOPI3HAETLCS BiO PiBHS KOPTM30MYy B Cevi piBEHb BiNbHOrO
KOPTW301Yy (KU Hagae piBeHb KOPTU30IY NPOTAroM 24-roavHHOro nepioay).

[0055] Yucnose 3Ha4eHHs piBHSA KOPTU3ONY BiAPI3HAETLCA B Pi3HUX METOAAX BUMIPIOBaHHS; TOGTO piBHI KOPTM30ny B
KpoBi (Hanpwknag, piBHi cupoBaTkm abo nnasmu) 3pas3ok KOPTM30My nig Yac B3ATTA 3pas3ka KpoBi, 4MCenbHO
BiOPI3HAETLCA Bif PiBHA KOPTU3ONY B CNWHI (3pa3oK KOPTM30My Mif Yac B3ATTA 3paska CrvHW) i YNCENbHO BiOpi3HAETHCA
Bif PiBHA KOPTU30MNy B Ceui piBEHb BiflbHOTO KOPTU30My (SKMN NpeacTaBnsie piBeHb KOPTU30NY NPOTAroM 24-roguHHoOro
nepiogy). Y nepeBaxHWX BapiaHTax 3AiNCHEHHS piBHIi KOPTM30My BUMIPIOIOTbL 3 BUKOpUCTaHHAM LC-MS/MS, sk,
Hanpwuknag, Bupobnexuin Quest Diagnostics (Secaucus, N.J. 07094).

[0056] TepmiH "HOopManbHUI piBEHb" BIAHOCUTLCS OO0 CEPEAHbOrO PIBHA aHaniTy, BM3HA4YEHOro BMMIPOBAHHSAMMU
3paskiB, OAepKaHMX Bif KiNlbKOX 300poBux cyb'ekTiB. [1ns nopiBHAHHA HEOOXiAHO MOpIBHIOBATK Ti camMi TMMW BUMIpIOBaHb
(Hanpuknag, nnasma abo cuposaTka; crnvHa abo ceva).

[0057] TepmiH "HopManbHWIA piBeHb KOPTM30MYy" BIAHOCUTLCH A0 CepedHbOro pPiBHSA KOPTM30My, BU3HAYEHOro
LUNAXOM BMMIpIOBaHHA 3paskiB (Hanpwknag, 3paskiB CcupoBaTku), OAepXaHuX BiO KiMbKOX 300pOBUX CYG'eKTiB.
Hanpuknag, sk nosigomnsatoTe Putignano et al. (European Journal of Endocrinology 145:165-171 (2001)), HopmansHuia
piBEHb KOPTU30My B Mra3mi 30OpPOBUX XIHOK cTaHOBMB 6nm3bko 420 HaHOMoOnNb Ha NiTp (HMonb/n) o 8 paHky (BpaHui);
6nu3bko 250 Hmonb/n 0 17:00 (Beuip); | 6Gnmabko 90 HMonb/n 0 12 Houi (nisHo BBeYepi). BumiptoBaHHSA piBHS KOpTU3ony B
CINVHI Yy UMX XIHOK CTaHOBUIO NpubnnaHo 14 HMonb/n o 8 paHKy (BpaHLUi); 6rmabko 7 HMonb/n o 17:00 (Beuyip); i 6nnsbko
5 Hmonb/n 0 12 Houi (ni3HO BBeYepi). PiBeHb BiNbHOrO KOPTM30My B CEYi, BUMIPSHWUIA Yy LMX 300POBMX >XiHOK, CTAHOBUB
npmbnusHo 130 Hmonb Ha 24 roa. (HMomnb/24 rop.). PiBeHb KOPTM30My MPUrHIYYETbCA TECTOM Ha MNPUrHiYeHHS
AekcameTtadoHoMm (DST), Ha wo Bkasdye piBeHb KOpTM30My B nnasmi npubnuaHo 24 Hmonb/n nicna DST i piBeHb
KOpPTM30My B CNUHI Npubnu3Ho 4 Hmvonw/n nicnst DST.

[0058] 3asBHUK BUABMB, LLO BUMIPIOBAHHSA PiBHIB KOPTU30Ny Yy nauieHta 3 nyxnuHoto ACC aossonse igeHTudikysatu
TUX nauieHTiB, Akum Byae KopucHo kombiHoBaHe nikyBaHHA SGRM i iHriGITOPOM KOHTPOMBLHOI TOYKM aHTUTIN, LUMASXOM
BMU3HAYEHHSI TOTO, UM € Y NauieHTa Haa IULLOK KOpTU3oy.

[0059] BukopuctoByBaHMI TYT TEpPMiH "HAONMLIOK KOPTM30MYy" CTOCYETbCS PIiBHIB KOPTU30My, He3anexHo Big
BMMIPIOBaHHS, ki nepeBuLLytoTb nNpubnuaHo B 1,5 pasu abo nepeBuytoTb NpuMbNu3HO B 2 pasu piBHi KOpTusony,
BUMIpSIHi y 300poBUX Cy0'eKTiB (MpMYOMYy piBHI KOPTU30IMY Y 300POBMX CYy6'EKTIB BUMIPIOIOTLCA TUMWU CaMUMKU METOLaMM,
Lo i KOPTU30M Yy nauieHTa). Hanpvknaga, BUKOPMCTOBYIOYM PaHKOBI PiBHI KOPTKU30My B nnasmi Putignano Ta iH., HaanULIOK
KopTusony Oyae BM3HAYEHUW, SKWO NauieHT MaB PaHKOBUW piBEHb KOPTM3ony B nna3mi npmbnusHo 630 Hmonk/n abo
Ginbwe, abo npnbnusHo 840 HMonb/n abo GinbLue. BukopmcToByOUM paHKOBWIA piBEeHb KOpTM3oMy B cnuHi Putignano Ta
iH., MOXHa 6yno 6 BU3HAYUTWM HAAMMWLLIOK KOPTU30MY, SKWO PaHKOBMI piBEHb KOPTU30MYy B CMMWHI MauieHTa CTaHOBMB
npmbnusHo 21 HMonb/n abo Ginblwe, abo npnbnmaHo 28 HMonb/n abo Ginblie. BukopuctoByoun 24-rogMHHUIA piBEHb
BinNbHOro koptnsony B cedi Putignano Ta iH., Hagnuwok kopTusony 6yae BM3HAYEHO, SKWO NauieHT MaB 24-roavHHWNA
piBeHb KOpTM30ny B cevi npubnunsHo 195 Hmone/24 roa. abo GinbLie, abo npubnuaHo 260 HMonb/24 roa. abo GinbLue.

[0060] Y BapiaHTax 34iicCHEHHSI KOMGIHOBaHI KpUTepii MOXyTb OyTW BUKOpWUCTaHi Ans igeHTudikauil nauieHTis 3
Hagnuwkom koptusony. Hanpuknap, gsa abo Ginbwe, abo Bci, abo Taki kpuTepii MOXyTb OyTn BMKOpUCTaHi Ans
BM3HAYEHHS TOro, Yn CTpaXaae nauieHT Big HaanuLWKy KOpPTU30ny:

1. BinbHuin kopTtnson B cevi (UFC) nepeuLlye BepxHo mexy Hopmu (ULN)

2. Koptuson y cnuHi ni3Ho BHoui (LNSC) nepesuiye DST npoTtarom 2 Hovewn

3. TecT Ha npurHiyeHHs gekcameTtaszoHoM (DST) 3 piBHeM kopTusony noHaz 1,8 mkr/an (ug/dL)

4. AppeHokopTukoTponHuii ropMoH (ACTH) meHLwwe 10 nikorpamiB Ha mininitp (nr/mn)

[0061] TepmiH "cTaHOAPTHUIA KOHTPONbL", KN BUKOPUCTOBYETHCS B LIbOMY OOKYMEHTI, BIQHOCUTLCA OO0 3paska, Skun
MICTUTb Hanepen BW3HaA4eHy KinbkicTb aHanity (takoro sik ACTH abo kopTuson), npugaTHOrO ANs BUKOPWUCTaHHS B
3aCTOCYBaHHi LibOro BUHaxoay, Wwob Cny>XnTM OCHOBOK MOPIBHAHHA ANs HaAaHHA NOKa3aHb, BifHOCHA KifbKiCTb aHanity
(Hanpuknag, ACTH abo kopTu3ony), Skui NPUCYTHIN B AOCMiOXyBaHOMY 3pasky. 3pasoK, KU CMyXuTb CTaHOAPTHUM
KOHTponem, 3abe3nedye CepedHIo KinbkicTb aHaniTy, Takoro sik ACTH abo kopTuson, siknui € penpe3eHTaTUBHUM Ansi
neBHOro TUMy 3paska (Hanpwknag, nrasma, cupoBaTka, crmHa abo ceva), B3ATOro B neBHWM yac Jobw (Hanpuknag, o 8
paHKy) Bi 3BUYaiHOI NOAMHWY, sika He cTpaxaae abo He Mae MiABULLEHOTO PU3KKY PO3BUTKY rinokaniemii abo 6yab-skoro
NOB'A3aHOr0 3 HEHD POo3rafy Yv YCKMaAHEHHs i Skin 6yno npusHaveHo Take came nikyBaHHs GRM. BukopuctoByBaHuUi B
LibOMY [IOKYMEHTI, "3pa3ok KpoBi" Moxe 6yTu 3pa3koM LinbHOI KPOBi, 3pa3koM CypoBaTKU, 3pa3kom nnasMu abo 3paskom
KNITUH KPOBi BiAMOBIOHO A0 BWMIPIOBAHHA PIiBHA aHanity BigoMumu B Ui ranysi Metogamu 3rigHO 3 TpaguuiiHum
BUKOPUCTaHHAM. [MoaibHMM YnHOM, "piBeHb KpOBI" KOHKPETHOrO aHamnity Moxe OyTu piBHEM aHamiTy B UiNbHIiN KPOBi,
cupoBarTui, nnasmi abo kniTMHax KpoBi. Hanpwknag, piBeHb kanito, ACTH abo kopTusony B KpoBi Moxe OyTu piBHEM
KOXXHOrO aHaniTy B 3pa3Ky cmpoBaTtkv abo nnasmu, B3STOMY y AOCHiAXyBaHOro cy6'exra.

[0062] TepmiH "cepeaHin", SkuiA BUKOPWUCTOBYETLCS B KOHTEKCTi OMMcy ocobu (0cobnmBoO nioavHW), Ska He mae
3aXBOPIOBAHHS | HE Ma€ MiABULLEHOrO PU3MKY PO3BMTKY rinokaniemii abo Gyab-Akoro 3B'a3aHOro ctaHy 4vm posnagy Ao
nikyBaHHs GRM, BigHOCMTbCA 4O NEBHUX XapaKTEPUCTUMK, Takux SIK-OT piBeHb abo KinbkicTe aHanity (Hanpuknag, ACTH
abo kopTu3ony), NPUCYTHBOrO B 3pas3ky, B3ATOMY Yy ocobu, fka He opepxyBana nikyBaHHs GRM, ski €
penpeseHTaTMBHUMKU ANs CepefdHboi  KinbkocTi abo piBHA aHaniTy, 3HalngeHoro y BUMAOKOBO BMOpaHin rpyni
iHOMBigQyyMmiB, y sikMx He Oyno giarHocTtoBaHO rinokanieMito un Oyab-ski NOB'A3aHi 3 HEl0 3axXBOPIOBaHHS, abo cTaHu He
CXWNbHI OO Hei, i TOMy MOXYyTb CNYXUTU "cepefHiM HopManbHUM 3HayYeHHAM" abo "CTaHAApPTHUM KOHTPOSbHUM
3HaYeHHsIM" ONnSa KOHKPeTHoro aHanity go nikyBaHHs GRM. Lla BigibpaHa rpyna noBWHHa cknagatucs 3 OOCTaTHbOI
KifbKOCTi 0cCi0 (Hanpwuknag, npuHanmHi 200 abo 500 abo GinbLue), Wob cepeaHe 3HayYeHHs (TOOTO piBeHb abo KiNbKiCTb)
aocrnigxyBaHoi pevoBuHun (Hanpuknag, ACTH abo kopTusony), ouiHeHe ceped uux ocib, Bigobpaxano, 3 AOCTaTHLOK



TOYHICTIO, BIANOBIAHWUIA piBeHb abo KiNbKiCTb aHaniTy, BMSIBNEHOrO B 3aranbHii nonynsuii ocid 6e3 rinokaniemii 6e3
BiJOMOro pusmnky posnagy abo nos'sa3aHux cTaHiB nicns nikysaHHa GRM. B gesikux Bunapgkax BigibpaHa rpyna ocib, sik
npaBuno, Mae OJHaKOBY cTaTb, NoAibHMIA BiK (Hampuknag, y mexax 5- abo 10-piyHOi pi3HUUi OAMH Big OA4HOro), mae
nofibHe eTHiYHe | MeanYHe NOXOAXKEHHS. 3anexHo BiA aHaniTy MoXxe 3HagobUTUCS BM3HAYMTU cepefHe 3HayveHHs abo
CTaHAapTHE KOHTPOMbHE 3HAYEHHsI Ha OCHOBI 3pa3kiB, B3ATMX Y LMX OCIO NpMGNn3HO B OAMH i TOW camuii Yac NpoTsirom
AHsa (Hanpuknag, 6:00, 8:00, 12:00, 16:00 a6o 18:00). CepenHe abo cTaHOapTHE KOHTPOIbHE 3HAYeHHS Oyab-sKoro
KOHKPETHOrO aHaniTy TakoX MOXe 3MIHIOBaTUCA 3anexHo Bif KOHKPETHOro aHanidy abo cgopmaTty aHanisy (Bkntodaroum
KOHKpETHI peareHTn), ski BUKOPUCTOBYIOTLCA AN KifbKICHOrO BMMIpIOBaHHA aHaniTy, i Tomy moxe 6yt goctynHum abo
LUNIAXOM eKcrnepuMeHTy, abo Wnaxom aHanisy iHdopmaldii Big BUpobHuka.

[0063] Tepmin "rntokokopTtukoctepoig" ("GC") abo "rniokokopTMKoig" BiGHOCMTBECA OO CTEPOIAHOrO FOPMOHY, SKWN
3B'A3YETbCA 3 PELLEeNTOPOM [MOKOKOPTUKOIZY. [NIOKOKOPTMKOCTEPOIAN 3a3BNYal XapakTepusyoTbCs HasBHICTIO 21 aToma
BYyrneu, a,B3-HeHacu4eHoro KeToHy B Kinbui A i 0-KeTOnbHOI rpynu, npuegHaHoi go kinbua D. BoHu BigpisHsoTbeA
cTyneHem okcureHadii abo rigpokcunioBaHHs B C-11, C-17, i C-19; gme. Rawn, "BiocuHTes i TpaHcnopTyBaHHS
mMembpaHHUX ninigiB i yTBOpeHHSA noxigHMx xonectepuHy”, y Biochemistry, Daisy et al. (eds.), 1989, pg. 567. Koptuson €
rNIOKOKOPTMKOCTEPOIAOM.

[0064] MiHepanokopTukoigHun peuentop (MR), Takox BigoMui sk rrokokopTukoigHuin peuentop Tuny | (GR 1),
aKTUBYETbCS anb4OCTEPOHOM Y Moaen.

[0065] BukopuctoByBaHui TyT TepMiH "rmokokopTukoigHui peuentop” ("GR") BiaHocutbes go GR Tuny I, civencTsa
BHYTPILLUHBOKIMITUHHUX peLenTopiB, Ak cneumdivyHo 3B'A3y0TbCS 3 KOPTM30MOoM i/abo aHanoramu KOpTU3ony, TakuMu K
JekcameTasoH (auB., Hanpuknag, Turner & Muller, J. Mol. Endocrinol. October 1, 2005 35 283-292). MMoKOKOPTUKOIAHWUIA
peLenTop TakoX Ha3MBalOTb peLenTopoM KopTusony. TepmiH Bkrtodae isodhopmmn GR, pekombiHaHTHUI GR i myToBaHuiA
GR.

[0066] TepmiH "mogynaTop rntoKoKopTUKoigHoro peuentopa” (GRM) BigHocuTbca OO0 Oyab-AKOi Cnonyku, sika
mMoayne Oyab-aky GionoriyHy Bignoeiab, NOB'A3aHy 3i 3B'a3yBaHHsAM GR 3 arodictom. Hanpuknag, GRM, skun gie sk
aroHiCT, TakMi AK AeKcaMeTasoH, NiABWLLYE aKTMBHICTb TUpo3uHaMmiHoTpaHcdepasn (TAT) B knituHax HepG2 (niHisa
KNITWUH renaTouentonapHoi kapumMHomu neviHkm nioanHn; ECACC, BenukobputaHisa). GRM, skuii gie Sk aHTaroHicT, Takui
AK MidenpuCTOH, 3HWKYE aKkTMBHICTb TUpo3uHaMmiHoTpaHcdepasun (TAT) B knituHax HepG2. AktusHicte TAT moxHa
BUMIpATY, K 3a3HadeHo B niTepatypi A. Ali et al., J. Med. Chem., 2004, 47, 2441-2452.

[0067] BukopucToByBaHWIA TyT TEPMIH "CENEKTUBHWA MOAYNATOP [MHKOKOpPTUKoigHoro peuentopa” (SGRM)
BigHOCMTbCA OO0 Oyab-akoi koMnosuuii abo cnomnyku, sika mopynioe Oyab-siky GionoridHy BignoBigb, MoB'A3aHy i3
3B'A3yBaHHAM GR 3 aroHictoM. 3 "cenekTnBHMM" npenapaToM nepeBaxHo 3B'A3yeTbca 3 GR, a He 3 iHWKMMK aaepHUMK
peuenTtopamu, TakMMu sK-0T peuentop nporectepoHy (PR), peuentop miHepanokopTukoigis (MR) abo peuentop
aHgporeHiB (AR). lMepeBaxHO, W06 CeneKkTMBHWMIN MOAQYNATOP [NIOKOKOPTMKOIQHOrO peuentopa 3B'a3yBaB GR i3
cnopigHeHicTio, sika B 10 pasis nepesuwye (1/10 3Ha4eHHa Kq), Hixx noro cnopigHeHrictb Ao MR, AR a6o PR, sk MR, Tak i
PR, sk MR, Tak i AR, i AR, i PR, abo go MR, AR i PR. Y Ginbl nepeBaxHOMy BapiaHTi 3A4iINCHEHHS CENEKTUBHUN
MOZYNSTOpP FMHOKOKOPTMKOIAHOrO pelenTtopa 3B'a3ye GR i3 cnopigHeHicTio, sika B 100 pasis nepesuiye (1/100 3HaveHHs
Ka), Hix oro cnopigHeHictb oo MR, AR ab6o PR, sk MR, Tak i PR, sk MR, Tak i AR, sik AR, Tak i PR, a6o go MR, AR i PR.
B iHWoOMY BapiaHTi 30iMCHEHHSI CENEKTUBHUIA MOAYNSTOP FMIOKOKOPTUKOIAHOrO peuenTopa 3B'A3ye GR i3 cnopigHeHicTio,
sika B 1000 pasis nepesutye (1/1000 3HaveHHs Kqg), HiX Moro cnopigHeHictb Ao MR, AR abo PR, sk MR, Tak i PR, sk
MR, Tak i AR, i AR, i PR, abo go MR, AR i PR. PenakopunaHt ue SGRM (HOBITHiA aHTUIIIIOKOKOPTMKOIL AWB.
Relacorilant-Wikipedia).

[0068] "AHTaroHicT rntokokopTukoigHoro peuenTtopa” (GRA) BigHocutbes A0 Oyab-AKOi cnomnyku, sika iHridye Oyab-
AaKky 6GionoriyHy BignNoBiAb, MOB'A3aHy 3i 3B's3yBaHHAM GR 3 aronictom. BignosigHo, GR aHTaroHictm moxHa
ineHTUdIKyBaTK LUNAXOM BMMIPIOBAHHA 34AaTHOCTI CMOMyKW iHribyBaTu Ail0 AekcameTasoHy. AKTMBHICTb TAT MoxHa
BUMIpATY, SIK 3a3HadveHo B nitepatypi A. Ali et al., J. Med. Chem., 2004, 47, 2441-2452. AHTaroHicT — ue crnonyka 3 |Cso
(nonoBuHa MakcuManbHOI KOHUEHTpaLii iHribyBaHHs) meHwe 10 mikpomonen. [Oue. Mpuknag 1 nateHty U.S. Ne
8,859,774, NoBHWIA 3MICT SIKOTO BKITHOYEHO CHOAM LUMSIXOM MOCUNAaHHS Y NOBHOMY 06cs3i.

[0069] BwukopucTtoByBaHWI TyT TepMiH "CENMEKTUBHWIA aHTaroHIiCT TNIOKOKOPTMKOIgHMX peuenTopiB” (SGRA)
BifHOCUTBCA [0 Oyab-sikoi komnosuuii abo cnonyku, sika iHridye Oyab-aky 6GionoriyHy BignoBigb, MNOB'A3aHy 3i
3B'a3yBaHHAM GR 3 aroHictom (ge iHribyBaHHS BM3Ha4aeTbCa BIOHOCHO BIAMNOBIAI 3a BIiACYTHOCTI cronyku). 3
"cenekTMBHUM" MpenapaTom nepeBaxHO 3B'a3yeTbcd 3 GR, a He 3 iHWWMMK sgepHUMK peuenTopamu, TakMMU SK-OT
peuentop nporectepoHy (PR), peuenTtop miHepanokopTukoigis (MR) abo peuentop aHaporeHis (AR). MNepeBaxHo, o6
CEeneKkTUBHUIN MOOYNATOP FMOKOKOPTUKOIAHOrO pelenTtopa 3B'a3yBaB GR i3 cnopigHeHicTio, sika B 10 pasiB nepesuilye
(1/10 3HauveHHs Ka), Hix roro cnopigHericTe 8o MR, AR a6o PR, sk MR, Tak i PR, sk MR, Tak i AR, i AR, i PR, abo go
MR, AR i PR. Y 6inbll nepeBaHOMy BapiaHTi 34iNCHEHHSI CENEKTUBHUIA MOLYNATOP TMIOKOKOPTMKOIAHOMO peLentopa
3B'a3ye GR i3 cnopigHeHicTio, sika B 100 pasiB nepesuiye (1/100 3HaveHHs Ka), Hix noro cnopigHeHictb 4o MR, AR a6o
PR, gk MR, Tak i PR, a9k MR, Tak i AR, sk AR, Tak i PR, abo go MR, AR i PR. B iHwomy BapiaHTi 3aiNCHEHHS
CENEKTUBHUIN MOAOYNATOP TMHOKOKOPTMKOIAHOIO peuenTtopa 3B'a3ye GR i3 cnopigHeHicTio, sika B 1000 pasiB nepesulye
(1/1000 3HaueHHs Kq), Hix roro cnopigHeHicTe 4o MR, AR a6o PR, sk MR, Tak i PR, sk MR, Tak i AR, i AR, i PR, a6o go
MR, AR i PR. PenakopunaHt (CORT125134) ue SGRA.

[0070] BwukopuctoByBaHa B UbOMY [AOKYMeEHTi, dpasa "He npusHayeHWn And nikyBaHHA MOZynsaTOpoM
TTIIOKOKOPTUKOIOHUX peLenTopiB” BiAHOCUTbLCS [0 nNauieHTa, siKMA He cTpaxaae Big Oyab-sIKOro 3axBOPHOBaHHS,
BW3HAHOrO MELMYHUM CMiBTOBAapMCTBOM SIK Take, WO MNiggaeTbcsl edgeKTUBHOMY NiKyBaHHI —aHTaroHictammu
rMHOKOKOPTUKOIAHMX peLenTopiB, 3a BUHATKOM nedviHkoBoro cteatody. CtaHu, BigoMmi B Ui ranysi i NpUNHATI MeanyHo
CMiNbHOTOI K Taki, WO eeKTUBHO NigAatTbCs MiKyBaHHIO aHTaroHiCTaMu rMIOKOKOPTUKOIOHMX peLenTopiB, BKIOYaIOTh:
Nncuxos, MOB'A3aHUN 3 Tepaniet iHTepdepoHOM-a, BENMKY McuxonaTuyHy Aenpecio, OeMeHLilo, CTpecosi posnagu,
aBTOIMYHHi 3aXBOPIOBaHHSA, NMOLUKOOXKEHHSI HEPBOBOI cMCTEMM i cuHApom KylumHra.

[0071] TepmiH "iMyHHa BignoBigb" BiAHOCUTLCA OO Ail, Hanpuknag, NiMAOUUTIB, aHTUrEHNPE3EHTYUNX KIiTWH,



arounTyouMX KniTWH, rpaHynoumTiB i pPO34YMHHUX MaKpOMOSEKy, siki BUpOBNsTLCS BULLE3a3HAYEHUMM KNiTMHaMn abo
NeYiHKOI (BKIMOYAYM aHTUTINA, LUMTOKIHU i KOMNNEMEHT), WO NPU3BOAUTL A0 CENEKTUBHOMO MOLUKOOXKEHHS, 3HULLEHHS
abo yCyHeHHs 3 opraHiamy noavHU MaToreHiB, KNiTMH abo TkaHWH, iHMIKOBaHMX naTtoreHamu, pakoBux KnituH abo, y
BMNagkax aBTOiIMyHHOro abo naTonoriYyHoro 3ananeHHs, HoOpMarbHUX KITiTUH abo TKaHUH NI0ANHMN.

[0072] BukopucToByBaHuUi TyT TEPMiH "4yTNMBMIA OO iHriGiTopa KOHTPONbHOI TOYKM pak" BiZHOCUTLCS A0 paky, KN
pearye Ha iHriGiTopu KOHTPOMbHOI TOYKM. BBEeAeHHS ogHOro abo KifbKOX iHrOITOPIB KOHTPOMBbHUX TOYOK NauieHTaMm i3
Tako MyXNMHOI NpuU3Bede 00 3MEHLUEHHS HaBaHTaXeHHs Ha nyxnuHy ACC, BIQHOBMEHHSI CUrHanNbHUX WNAXIB T-KNiTUH
i npupogHux knituH-kinepis (NK), 36inbweHHs iHdinbTpauii T-knitiH B nyxnuHy ACC, i 3MeHLWeHHs iHdinbTpauii
HenTpogpinie B nyxnuHy ACC y nauieHta abo iHWMN GaxaHWn CNpUATAMBUANA KNiHIYHWIA pesynbTaT, MNoB'a3aHui i3
NOKpaLLLEHHSAM paky.

[0073] BukopuctoByBaHuI TyT TepMiH "edekTMBHa KinbkicTb" abo "TepaneBTMYHA KinbKiCTb" BiOHOCUTBCA [0
KiNbKOCTi hapMakonoriyHoro areHTa, eeKTUBHOro Ans fiKyBaHHsi, YCYHEHHs abo MOM'AKLWEHHS NpuWHaWMHI OOHOro
CMNTOMY 3aXBOPIOBaHHSA, sike MikyloTb. B gesiknx Bunagkax "tepaneBTMYHO edeKTMBHA KinbKicTh" abo "edekTmBHa
KINbKICTE" MOXe CTOCyBaTWUCSl KiNbKOCTI (DYHKLiOHanbHOro areHTa abo dapmaueBTUYHOI KOMMO3WLii, KOpUCHOI Ans
nposiBy BUSIBNEHOro TepaneBTUYHoro abo iHribytovoro edekty. Ecdekt MoxHa BusaBMTH 3a gonomorn Byab-sKkoro metogy
aHanigy, Bigomoro B Ui ranysi. EdekTMBHa KinbkiCTb MOXe OyTW KinbKiCTIO, edeKkTMBHOW AnA  ofepXxaHHA
NPOTUNYXNUHHOI BignoBidi. EdpekTnBHa KinbkicTb MOXe OyTU KinNbKiCTIO, eEeKTUBHOK ANS BUKIMKAHHS TepaneBTUYHO
CnpuSTNMBOI BIAMOBIAI (Hanpuknag, MNPOTUMNYXMMHHOI, FymopanbHOi i/abo KNiTMHHOI iIMyHHOI Bignosidi) y cy6'ekTa-
peumnieHTa, HanpyKnazg Takoi, Lo NpM3BOAUTbL A0 NPUrHiYeHHs pocTy abo 3armbeni KniTWH-milweHen. Ons uinen uboro
po3KpUTTS edekTMBHa KinbkicTlb SGRM abGo edpektuBHa KinbKicTb iHriGiTopa KOHTponbHOI Touku aHTuTina (i,
Heob0B'A3KOBO, XiMiOTEpaneBTUYHOrO 3acoby) € KiNbKiCTio, Ska 3MEHLUUTbL HaBaHTaXeHHs Ha nyxnuHy ACC, BigHOBUTb
T-kniTvHM | npupogHi kniTnHu-kinepn (NK) curHanbHi wnsxu, 36inbwyoTe iHdinbTpadito T-knituH i NK-kniTH B nyxnuHy
ACC, 3meHwWwyoTb iHGINbTpadito HenTpodinie B nyxnnHy ACC y nauieHTa abo 3abesnevytoTb iHWI 6axaHi cnpuaTnuei
KNiHiYHi pesynbTaTty, NoB'a3aHi 3 pakom.

[0074] BwukopuctoByBaHa TyT dpasa "KinbKiCTb, eMeKTMBHa Ans MOCUMNEHHs Aii" CTOCYeETbCA  KiMbKOCTI
dapMakonoriyHoro areHta, eeKTMBHOIO A MOCUNEHHS aKTUBHOCTI IHLWOro TepaneBTUYHOrO areHTa npu nikyBaHHi,
YyCyHeHHi abo MNOM'AKLIEeHHi NpWMHaiMHI OAHOrO CUMMMTOMY 3axBOPHOBaHHSA, ske nikyeTbcd. Hanpuknag, edextmBHa
KinbkicTe SGRM, wWwo BBOAMTLCA B KOMOiHAUIT 3 iHMGITOPOM KOHTPOMBHOI TOUKM aHTUTINA, € Takoto KinbkicTio SGRM, ska
nokpaLlye TepaneBTUYHY Bi4MNOBiAb HA LW iHribIiTOp KOHTPOMNbHOI TOYKM aHTUTING. AreHT, KU BUKOPUCTOBYETLCS ANA
NOCWIEHHS aKTUBHOCTI iHLIOro, Moxe ByTn edbekTMBHUM abo HeedeKTUBHMM MpK JiKyBaHHI, YCyHEHHI abo nocnabneHHi
CUMMTOMIB CaMOro 3axBOploBaHHS. B geskux Bunagkax nigcunoBanbHU areHT € He edPeKTUBHUM, | eddeKT NocuneHHs
MOXe NPOSABNATUCA NIABULLEHNUM CTyNeHem MOonerweHHs CMMATOMY B pe3ynbTaTi NikyBaHHA KOMOiHaLielo ABOX areHTiB
NMOPIBHAHO 3 NiKyBaHHAM nule TepaneBTUYHWM areHTom. B gedkux Bunagkax nigcunioBanbHU areHT cam no cobi
edeKTMBHMI MNpU TiKyBaHHI CUMMTOMIB, NiACUNIOBaNbHUN edeKkT MOoXe MPOSBASATUCS CUHEPriYHUM edEKTOM MK
nigcunioBanbHMM areHToM i TepaneBTUYHUM areHToM. [ns uinew uboro po3kputta SGRM gie gk nigcunioBanbHWM areHT
ONsi MOCUNEHHS aKTUBHOCTI iHFBITOPIB KOHTPONBHUX TOYOK NpW MiKyBaHHI paKy, He3anexHo Big Toro, yn oyne SGRM
edeKTMBHMM MNpU NiKyBaHHI paky, KO NOro BBOAUTU OKpeMo. B aeskmx BapiaHTax MOXHa AOCArTU edeKTy NOCUMEHHSs
Big 10 % po 1000 %. B peskux BapiaHTax peanisauii SGRM BBoASATb y KiNbKOCTI, sika pobuTb MyxnuHY YyTNUBOK [0
iHriGiTOpa KOHTPONBLHOI TOYKM, TOOTO [AEMOHCTPYE 3MEHLUEHHS HaBaHTaXeHHs Ha nyxnvHy ACC, BigHOBMEHHS
CUrHanbHuX WaxiB T-kNiTuH i npupogHux knituh-kinepis (NK), nigsuwieHHs iHdinbTpauii T-knitvH i NK-KniTUH B nyxnunHy
ACC, 3meHweHHs iHdinbTpauii Hentpodpinie B nyxnuHy ACC y nauieHTa abo iHwWi noB's3aHi KniHiYHi nepesaru, dAki
iHaKLWe He BUHUKIKN 6, SKLLO NyXNMHY NiKylTb iHMBGITOPOM KOHTPONBHOI TOYKM aHTUTIN 3a BigcyTHocTi SGRM.

[0075] BukopuctoByBaHuW TyT TepMiH "kOMGiHOBaHa Tepanisa" CTOCYeTbCA BBEOEHHA MNPUHaAVMHI  OBOX
apMaueBTUYHMX areHTiB cyb'ekTy ONns MikyBaHHs 3axBOpPHOBaHHA. [lBa areHTM MOXHa BBOAMTW OfHOYacHo abo
nocnifgoBHo, y 6yab-sKoMy MOPSIAKY, NPOTAroM BCbOro abo YacTvHW nepiody nikyBaHHsA. [IBa areHT! MOXHa BBOOUTH,
OOTPUMYOUNCh OfHaKoBMX abo pi3HMX Cxem [O03yBaHHS. B geskux BuMnagkax oguH areHT BBOAATb Bi4noBigHO [0
3annaHoBaHOi cxemMu, ToAi AK iHWWI NpenapaT BBOAATL 3 nepepBamu. B gesiknx Bunagkax obmasa npenapati BBOAATH 3
nepepsamu. B gesikux BapiaHTax 3acToCcyBaHHS OAMH hapMaueBTUYHMIA areHT, Hanpuknag, SGRM, BBOAATb LWOAEHHO,
a iHWu dapmMaueBTUYHUIA areHT, Hanpuknag, iHribiTop KOHTPOMbHOI TOYKM aHTUTING, BBOAATb KOXHI ABa, Tpu abo
YoTMpK OHi, abo pa3 Ha TwxkaeHb, abo pa3 Ha ABa TWXHI.

[0076] BukopuctoByBaHui TyT TEPMiH "cninbHe BBeAEHHS" O3Hayae BBEAEHHS OBOX KOMMO3WULN ogHo4yacHo abo
NPOTSAroM KOPOTKOrO MPOMIXKKY Yacy ofHa Bif o4HOI, Hanpuknag, npubnusHo B mexax 0,5, 1, 2, 4, 6, 8, 10, 12, 16, 20,
abo 24 roa. ogHa BiA 0gHOI.

[0077] BukopucToByBaHWiA B LIbOMY OOKYMEHTI, TEPMiH "GiNOK KOHTPOMbHOI TOYkM" BigHOCMTbCA A0 Ginka, sSKui
NPUCYTHIN Ha NOBEPXHi NEBHUX TUNIB KNiTUH, Hanpuknag T-KNiTUHW | NEBHI KMITUHW NYXNNUHW, @ TaKoX MOXYTb iHAYKyBaTh
CUrHanbHi LUMAXW KOHTPOSIbHMX TOYOK | MPM3BOAMTU OO MPUTHIYEeHHA iMyHHOI Bignosigi. 3aranbHoBigomi 6inku
KOHTPONbHUX To4Yok BkntovawoTe CTLA4, PD-1, PD-L1, LAG3, B7-H3, B7-H4, TIM3, CD160, CD244, VISTA, TIGIT i
BTLA. (Pardoll, 2012, Nature Reviews Cancer 12:252-264; Baksh, 2015, Semin Oncol. 2015 Jun;42(3):363-77). Cepen
Hux CTLA4, PD-1 i PD-L1 € HanGinbw gobpe BMBYEHUMU, a Tepanii, HauineHi Ha Ui Binku, kniHiyHO Ginbl NPOrpecuBHi,
Hi>X Tepanii, HaLineHi Ha iHLWi GirKkn KOHTPONMBHUX TOYOK.

[0078] BukopuctoByBaHuin TyT TepmiH "PD-1" cTocyeTbcst Binka nporpamoBaHOi KNiTUHHOT cMepTi 1 (Takox BigomMoro
sk CD279), 6inka KniTMHHOT NoBepxHi MembpaHu cyneppoanHu imyHornobyniHie. PD-1 ekcnpecyetbest B-knituHamu, T-
kniTnHamu i NK-knituHamn. OcHoBHa ponb PD-1 nonsirae B 0GMeXeHHi akTMBHOCTI T-KNiTUH B NnepudepruyHnX TKaHMHax
nig yac 3ananeHHs y BiAnoBidb Ha iHdekujlo, a Takox B oOMexeHHi aBToiMyHiTeTy. Ekcnpecia PD-1 iHaykyeTbcst Ha
aKTMBOBaHUX T-KNiTMHax, a 3B's3yBaHHA PD-1 3 ogHUM i3 MOro eHOoreHHUX niraHaiB MpurHiyye aktveauito T-KniTWH
LUNSXOM iHriGyBaHHS cTMMynooumnx kiHas. PD-1 Takox npurHivye "cton-curHan" TCR. PD-1 cunbHO eKkcrnpecyeTbecs Ha
knitTmHax Treg (perynatopHux T-kniTMHax) i Moxe 36inblyBaTtu ix nponidepadito B npucyTHocTi nirangy (Pardoll, 2012,
Nature Reviews Cancer 12:252-264).



[0079] BukopuctoByBaHui TyT, TepmiH "PD-L1" cTocyeTbcsa niraHgQy 1 nporpamoBaHoOi KNiTUHHOI cmepTi 1 (Takox
Bigomoro sk CD274 i B7-H1), niraHo gns PD-1. PD-L1 BuSIBNSETbCA Ha akTUBOBaHMX T-KNiTMHax, B-knituHax,
MIENOIAHNX KNiTUHaX, Makpodarax i NyX"IMHHMX KniTMHaX. Xoya iCHye ABa eHporeHHux niraHam ana PD-1, PD-L1 i PD-
L2, npotunyxnunHHa Tepanis cdokycoBaHa Ha aHTU-PD-L1. Komnnekc PD-1 i PD-L1 npurHivyye nponicdepauiio CD8+ T-
KNiTWH i 3HWXKye iMyHHY Bignosiap (Topalian et al., 2012, N. Engl J. Med. 366:2443-54; Brahmer et al., 2012, N. Engl J.
Med. 366:2455-65).

[0080] BukopuctoByBaHuin TyT TepMiH "CTLA4" cTOCyeTbCA LMTOTOKCUMYHOrO T-niMPOUUTHOrO aHTureHy 4 (Takox
Bigomoro sk CD152), uneHa HagpoAvHW iIMYHOrMOGYNIHIB, SKMN EKCNPecyeTbCa BUKMIOYHO Ha T-knitmHax. £k
nosigomnsetscs, CTLA4 npurHidye aktmBauito T-KniTWH, iHMOye aKTUBHICTL AOMNOMIKHUX T-KNiTUH | nocunoe
iMyHOCYNpPECUBHY aKTUBHICTb PerynatopHux T-kmiTMH. Xoya TouHui MexaHiam pfii CTL4-A 3anuwaeTtbca wWe He
pocnigkeHnm, 6yno npunyLieHo, Wo BiH NpuUrHidye aktueadito T-kniTvH, Bunepeaxatoun CD28 y 3B'azyBaHHi 3 CD8O i
CD86 Ha aHTUreHnpes3eHTYIUUX KITiTUHaX, a TakoX aKTUBHO AOCTaBNA4M iHribiTOpHi curHanu go T-knituH (Pardoll,
2012, Nature Reviews Cancer 12:252-264).

[0081] BwukopuctoByBaHuIi TyT TepMiH "iHFIGITOP KOHTPOMbHOI TOYKM" BiAHOCUTLCS OO OyOb-SKUX MOMEeKyn,
BKITIOYAoOYM aHTUTINa i Mani monekynu, siki 6nokytoTb WNsSX iMyHocynpecii, iHAyKoBaHuin ogHUM abo kinbkoma Ginkamm
KOHTPOnbHOI TOYkK. Tepanito, sika BUKOPUCTOBYE iHMBITOP KOHTPONBLHOI TOYKM ANS NiKyBaHHSA po3najy, Takoro sk pak,
MOXHa Ha3BaTu Tepani€to iHribGiTOPOM KOHTPOMBHOT TOYKWN iIMYHHOT cucTemMm; akpoHiM "ICI" o3Hayae iHribiTop KOHTPOMBHOT
TOYKM iMyHHOI cucTemn. Y BapiaHTax peanisauii ICl Tepanis BUKOPUCTOBYE iHMGITOPM KOHTPOMBHUX TOYOK aHTUTIM, Aka
BKITHOYA€E BBEEHHS iHrOITOPIB KOHTPOMbHMX TOYOK aHTUTIN nauieHTy, skMin noTpebye Takoi Tepanii, ska moxe 6yTn
KombiHoBaHoO Tepanieto, sika Bknovae GRM, SGRM, GRA abo SGRA B kombGiHauii 3 iHrGITOpOM KOHTPONbHMX TOYOK
aHTUTIN. Y BapiaHTax peanisadii ICl Tepanis BMKOPUCTOBYE HW3bKOMOSEKYNSAPHI iHMGITOPU KOHTPONMBHUX TOYOK, sika
BKITHOYa€E BBEOEHHSA HWU3bKOMOIEKYNAPHOrO iHribiTopa KOHTPOMbHUX TOYOK MauieHTy, Skui noTpebye Takoi Tepanii, sika
moxe 6yTn kombiHoBaHolO Tepanieto, ka Bkniovae GRM, SGRM, GRA a6o SGRA y noegHaHHi 3 HU3bKOMOMNEKYNAPHUM
iHrBGITOPOM KOHTPOMNBHMNX TOYOK.

[0082] BukopuctoByBaHWU TYT TEPMIH "iHMGITOP KOHTPONBHOT TOYKM AHTUTINA" BIQHOCUTLCA OO aHTUTIN, AKi BNOKYOTb
LWNAX iMyHOCYnpecii, iHgyKOBaHUA ogHuM abo Aekinbkoma 6inkamMu KOHTPONbHOI TOYkM. Tepanis, sika BUKOPUCTOBYE
iHrBITOp KOHTPOMBLHOI TOYKM ANS fiKyBaHHS posnagy, Takoro Sk pak, Moxe OyTu HasBaHa, Hanpuknag, Tepanieto
iHrBGITOPOM KOHTPONBHOI TOYKM aHTUTINA. Y BapiaHTax 3acToCyBaHHS Teparis iHriGiTOpoM KOHTPOSbHOI TOYKM aHTUTINa
BKIMHOYAE BBEEHHS iHMGiToOpa KOHTPOMNbHOI TOYKM aHTWTINA nauieHTy, skui notpebye Takoi Tepanii, gka moxe 6yTn
KoMmbiHoBaHol Tepanieto, ska Bknodae GRM, SGRM, GRA a6o SGRA y kombGiHauii 3 iHriGiTOpOM KOHTPOSbHOI TOYKK
aHTUTINa.

[0083] BukopuctoByBaHUA TyT TepMiH "aHTUTINO, edekTnBHe MpoTK Binka KOHTPOMbLHOI TOYKM" BiQHOCWMTBCA A0
aHTUTING, sIke MOXe 3B'A3yBaTMCA 3 BINIKOM KOHTPOSbHOI TOYKM i @aHTaroHidyBatn (OYHKUi0 Ginka KOHTPOIbHOI TOYKM Y
npuWrHiveHHi imyHHoi Bignosigi. Hanpwknaa, aHtutino npotn PD-1 BigHOCWUTBCS A0 aHTWUTING, Sike MOXe 3B'A3yBaTvcs 3
PD-1 i 6rnokyBatu iHribiTopHy cyHkuito PD-1 BigHOCHO iMyHHOI BigMOBIAi, Hanpuknagd, Wwnsaxom 6roKyBaHHSA B3aemogii
mik PD-1 i PD-L1. B gesikmx BuMnagkax aHTUTIIO MOXe AissTM NPOTU ABOX OinkiB KOHTPOSNbHMX TOYOK, TOBTO maTu
30aTHICTb 3B'A3yBaTUCst 3 ABOMA GinkaMu KOHTPONBHUX TOYOK i MPUrHivyBaTW iXHIO pyHKUit0. "AHTUTINO, edeKkTuBHE
npoTu Giflka KOHTPObHOI TOYKKN" € "iHFBITOPOM KOHTPOMNBHOT TOUKM aHTUTINA".

[0084] BwukopucToByBaHWA TyT TepMmiH "aHTUTINO" TakoX BKMOYAE MOBHO PO3MIpHE aHTUTINO, a TaKoX
"aHTUreHs3B's3yBanbHy YacTuHy" aHTuTina. TepMiH "aHTureHsB'asyBanbHa YacTnHa", K BiH BUKOPUCTOBYETBLCSA B LIbOMY
OOKYMEHTI, BIigHOCMTBCS OO0 ogHoro abo KinbKOX (parMeHTiB aHTUTIna, ski 36epiraloTe 3gaTHICTb  crneundivyHo
3B'A3yBaTMCA 3 aHTureHom (Hanpuknag, PD-1). Tlpuknagn 3B'd3yBanbHUX parmMeHTiB, OXOMNMEHUX TEepMiHOM
"aHTUreHs3B's3yBanbHa YacTMHa" aHTuTina, BKMoYvatThb (i) oparmeHT Fab, ogHoBaneHTHUI bparMeHT, SKUA CKNaaaeTbes
3 pomeHiB VL, VH, CL i CH1; (ii) doparmeHT F(ab')2, nBoBaneHTHWU cbparMeHT, SKMn MiCTUTb ABa dparmeHTn Fab,
3'egHaHi aAMcynbMiaHUM MICTKOM Y LiapHipHin obnacrti; (iii) dparmeHT Fd, sikui cknapaetbcst 3 gomeris VH i CH1; (iv)
pparmeHT Fv, siknin cknagaetbcs 3 gomeHiB VL i VH ogHoro nnedva aHtuTina, (v) dpparmeHt dAb (Ward et al., (1989)
Nature 341:544-546), akun cknapaetbest 3 gomeHy VH; i (vi) isonboBaHa obnacTb, sika BU3HA4Yae KOMMMIMEHTapHICTb
(CDR). Kpim Toro, xo4ya gBa gomenu dparmeHta Fv, VL i VH, KogyloTbCa OKpeMyMMM reHamu, ix MoxHa 3'egHatw,
BUKOPUCTOBYOUM PEKOMOIHAHTHI MeToaM, 3a AOMOMOrOK CUHTETUYHOrO MiHKepa, SKUA Oae 3Mory 3pobutn ix eguHUM
6inkoBum naHutorom, y skomy VL i obnacti VH o6'egHyloTbCs, YTBOPKOWOYM OAHOBANEHTHI Morekynu (Bigomi §K
opHonaHutorosi Fv (scFv); ame., Hanpuknag, Bird et al. (1988) Science 242:423-426; i Huston et al. (1988) Proc. Natl.
Acad. Sci. USA 85:5879-5883; i Osbourn et al. 1998, Nature Biotechnology 16: 778). Taki ogHonaHulrosi aHTuTINa
TakoX OXOMMKTbCA TEepMIHOM "aHTuUreHss'adyBanbHa 4acTuHa" adtuTina. byab-aki nocnigosHocti VH i VL
cneundivyHoro scFv moxyTtb 6yTn nos'asaHi 3 k[OAHK koHcTaHTHOI o6nacTi imyHornobyniHy noavHn abo reHoOMHUMU
nocnigoBHOCTAMY, LWOG reHepyBaTK eKCNpeCiviHi BEKTOpU, siki KoayrTb MOBHI Monekynu IgG a6o iHwi isotunu. VH i VI
TaKOX MOXKHa BUKOPWCTOBYBaTU ANns oaepxaHHsa Fab, Fv abo iHwnx oparmeHTiB iMyHOrnobyniHiB 3 BUKOPUCTaHHAM XiMii
6inka abo TexHonorii pekoMbiHaHTHOI [IHK. Takox oxonnoTbCs i iHWi opMU OOQHOMAHLIOTOBUX aHTUTIN, Taki SK-OT
niaTina. [iatina — ue pABoBaneHTHi, bGicneundivyni aHTuTINa, B Aknx gomenn VH i VL ekcnpecyioTbcsi B 0gHOMY
noninenTMaHOMY NaHU03i, ane 3 BUKOPUCTAHHAM fiHKepa, SKUW € HAATO KOPOTKMM ANS YTBOPEHHS napwu MiX ABOMa
OOMEHaMM B OOHOMY FaHL03i, TakKMM YMHOM 3MYLUYHOYM OOMEHM CMapoBYBaTUCS 3 KOMMMEMEHTAPHUMM OOMeEHaMu1
iHLWoOro naHutora i CTBOpIOBaTU ABa BY3Nnu 3B'A3yBaHHA aHTUreHy (auB., Hanpuknag, Holliger, P., et al. (1993) Proc. Natl.
Acad. Sci. USA 90:6444-6448; Poljak, R. J., et al. (1994) Structure 2:1121-1123).

[0085] AHTMTINA MOXyTb OyTM nNOMIKNOHANbLHUMU ab0 MOHOKIOHANBHUMMK; KCEHOreHHUMMW, arnoreHHUMu abo
CUHreHHMMM; abo ix moaudikoBaHi opmu, Hanpuknag rymaHizoBaHi, XMMepHi Towo. AHTUTING LbOro BUHaxoady
3B'A3Y0TbCA creuundiyHo abo 3HayHOK Mipok cneundiyHo 3 ogHMM abo Aekinbkoma GirlkamMu KOHTPOMbHOI TOYKMW.
TepMiH "MOHOKNOHanbHI aHTUTINA" CTOCYETbCA MONYMAUl MOMEKyn aHTUTIN, AKi MICTATb nvwe OAWH Pi3HOBUA
aHTUreH3B'A3yBarbHOI AiNSHKW, 30aTHOI iMyHOopearyBaTh 3 NEBHUM €MiTONOM aHTUreHy, TOAi Ik TEPMiHM "NOniKNoHarnbHi
aHTMTINa" i "KOMNO3uuis NONIKNOHANbHUX aHTUTIN" CTOCYTLCA MOMYNAUIS MOMEKYn aHTUTIA, SKi MICTATb Kifbka BuUAiB



CanTiB 3B'A3yBaHHA aHTUreHy, 34aTHUX B3aEMOLISATU 3 NEeBHUM aHTUreHoM. Komnosuuiss MOHOKMNOHAanbLHOro aHTuTIna
3a3BMYart AEMOHCTPYE €AUHY adiHHICTb 3B'A3yBaHHA 3 NEBHUM aHTUIEHOM, 3 SIKMM BOHa iMyHOpearye.

[0086] BukopucToByBaHWi TyT, TEpMiH "KOMMO3UUIA" NPU3HAYEeHWA [ANs OXOMMEHHS MNPOJYKTY, SKUA MIiCTUTb
3a3HayeHi iHrpedieHTn, Taki AK-0T 3a3HayeHi CNonyku, ix TayTomepHi popmu, iX NoxigHi, iX aHanoru, ix crepeoisomepu, ix
nonimopcu, ix AenTtepoBaHi BMAMW, iX hapMaueBTUYHO MPURHSTHI coni, cknagHi edipu, npocTi edipu, meTadonity,
cymili i3omepiB, iX hapmMaueBTUYHO MNPUMHATHI conbBaTW i hapmMaueBTUYHO MNPUMHATHI KOMNO3WUIl B 3a3HaYeHunx
KINbKOCTAX, a Takox OyOb-aKuiA NpoAYyKT, KWW € pesynbTatoM, npamo abo onocepeakoBaHo, KOMOGiHaUii 3a3HaveHnx
iHrpedieHTiB B 3a3HaY€HNX KiNbKOCTAX. Takuin TepMiH No BiAHOLLUEHHIO A0 hapMaueBTUYHOT KOMMO3uLii Npu3HaYeHun ang
OXOMMEHHA NPOAYKTY, AKUA MICTUTb aKTUBHWWA(-i) iHrpedieHT(-n) i iHepTHWI(-i) iHrpedieHT(-n), AKi cknagalwTb HOCin, a
TakoX OyOb-sIKMA NPOAYKT, SIKMA Npu3BoAUTb, NpsiMo abo onocepegkoBaHO, B KOMOiHaUji, KOMMMEKCOTBOPEHHS un
arperauii 6yap-sknx aBox abo Oinblwe iHrpeaieHTiB, abo BHacnigok aucouiauii ogHoro yv Binblie iHrpegieHTiB, abo
BHACNIOK iHWKMX TUNIB peakui Y B3aemopii ogHoro abo Ginblue iHrpeaieHTiB. BignosigHo, dhapmaueBTUYHI KoMNo3uuii
LbOro BUHaxody OXOMMIOKTb Oy[Ab-AKy KOMMO3WLi0, oAepXaHy LUMSIXOM 3MillyBaHHA CMOMyK LbOro BMHaxody i ix
hapmMaueBTUYHO NPUAHATHUX HOCIIB.

[0087] B peskmx BapiaHTax peanisauii TepMmiH "cknagaeTbca no cyTi 3" BiAHOCUTLCHA A0 KOMMO3MLii B peuenTypi,
€OVHUM aKTUBHUM iHIPEOIEHTOM SKOI € 3a3HaYEeHU aKTUBHWUI IHTPEAIEHT, OAHAK MOXYTb OYTWU BKMIOYEHI iHLLI CNOMNYKK, SKi
npusHadeHi Ansa crabinisadii, 36epexeHHs komno3uuii ToWo, ane He BigirpawTb 6Ge3nocepeaHbOi y4yacTi B
TepaneBTUYHOMY edbekTi 3a3HaveHoi Aitoyoi pevyoBuHU. B feakux BapiaHTax 3acToCyBaHHSA TEPMiH "Mo CyTi CknagaeTbes
3" MOXe CTOCyBaTUCA KOMMO3WUIN, SKi MICTATb aKTUBHWUIN IHrpedieHT i KOMMOHEHTW, SKi MOnerwyTb BUBIMIbHEHHSA
aKTMBHOTO iHrpefieHTa. Hanpuknag, Komnosuuis mMoxe MIicTUTM ogmH abo Ginblue KOMMOHEHTIB, siki 3abe3nevyroTb
NPOIIOHroBaHe BMBINIbHEHHSI aKTUBHOIO iHrpefdieHTa ans cyb'ekta npoTarom yacy. B gesikmx BapiaHTax 3acTocyBaHHS
TepMiH "o cknagaeTbes" BIAHOCUTLCA A0 KOMMNO3WLT, SKka MICTUTb aKTUBHWUI IHIPEdIEHT i hapmaueBTUYHO NPUAHATHUI
HoCin abo HanoBHIOBaY.

[0088] BukopuctoByBaHUA TyT TepMiH "crnomyka" BMKOPWUCTOBYETLCH AN NO3HAYEHHS MONEKYNAPHOi 4acTUHU
YHiKanbHOI XiMiYHOT CTPYKTYpu, siKy MOXHa igeHTudikysaTn. MonekynspHa nonosuHa ("cronyka") mMoxe icHyBatn y
BiNbHIN popmi, B AKih BOHA He 3B'A3aHa 3 iHWKMMKM Monekynamu. Crnonyka TakoX Moxe iCHyBaTh Ak 4YacTuHa binbLioro
arperaty, B SIkOMy BOHa 3B'A3aHa 3 iHLIOK(-UMU) Monekyrnow(-amu), ane, He3Baxawum Ha ue, 36epirae CBOK XiMiYHy
ineHTnyHicTb. ConbBaT, y sIKOMY MOMEKynsipHa 4YacTvHa BM3HAYeHOo! XiMmidHOi cTpykTypu ("crnonyku") nos'a3aHa 3
Monekynot(-amn) po34nHHMKA, € NPUKNagoM Takoi acouinoBaHoi dopmu. FigpaT - ue conbBat, B SIKOMY acouiioBaHUM
PO34YMHHMKOM € BoAa. TepMiH "crnonyka" CTOCyeTbCs CaMoi MONEKYNSIPHOI YacTUHU (NepeniyeHoi CTPYKTYpw), He3anexHo
Bif, TOro, Yn icHye BOHa Y BinbHii abo B acoujinoBaHi hopmi.

[0089] Tam, ge rpynu 3amiCHUKIB BM3HaYEHi iX 3BUYANHUMUK XiMiYHUMU DOpMynamu, HanucaHMMK 3fiBa Hanpaeo,
BOHW OOHAKOBO OXOMMIOKTb XiMIYHO iOEHTUYHI 3aMiCHUKW, SiKi BUHWKNK 6 y pe3ynbTaTi 3anucy CTPYKTypu cnpasa Haniso,
Hanpwuknag, -CH20- eksiBaneHTHO -OCH>-.

[0090] Tam, ge rpynu 3amiCHUKIB BM3HaYEHi iX 3BMYAWHUMW XiIMiYHMMUK (DOpMyramu, HannMcaHumm 3niBa Hanpaso,
BOHW OJHAKOBO OXOMMOKTb XiMIYHO iAEHTUYHI 3aMiCHMKNM, SIKi BUHMKNN 6 y pe3ynbTaTi 3anucy CTPYKTypu cnpasa Haniso,
Hanpuknag, -CH20- ekBiBaneHTHO -OCH:-.

[0091] "Ankin" BigHOCUTbCS OO0 MpsIMOro abo po3ranyXXeHoro, Hacu4eHoro anipaTM4HOro paguvkana, sikui mae
3a3HayeHy KiNnbKiCTb aToMmiB ByrreLo. Arkin Moxe MicTUTK Byab-siky KinbkicTe atomis Byrneuto, Hanpuknag Ci-z2, Ci-3, Ci-
4, C15, C16, C1-7, C1-8, C1.9, C1-10, C2:3, C2-4, C2-5, C2:6, C3-4, C3.5, C3.6, Ca5, Cas, i Cs6. Hanpuknag, Ci-6 ankin Bknioyae,
ane He OOMeXyeTbCsi HMMM, MeTur, €Tun, nponin, isonponin, ©ytvn, i306yTun, BTOP-OyTMN, TPeT-OyTMN, NeHTun,
i3oneHTun i rekcun.

[0092] "Arnkokeu" BiBHOCUTLCHA OO ankKinbHOI rPynu, ka Mae aToOM KUCHIO, SKUW 3'€dHYE ankinbHy rpyny 3 TOYKOH
npueaHaHHa: ankin-O-. CTOCOBHO ankinbHOI rpynu, ankokCUrpynu MoXyTb Matu Oyab-sKy NPUAHSATHY KiNbKiCTb aToMiB
Byrneuto, Hanpuknag Ci-6. ANKOKCUrpynu BKIKOYaKThb, HANPUKNaa, METOKCU, ETOKCHU, MPOMOKCH, i30Mponokcu, ByToken, 2-
6yTOKCK, i306yTOKCK, BTOP-OYTOKCH, TPETOYTOKCH, MEHTOKCH, FEKCOKCU TOLLO.

[0093] "Tanoren" BigHOCUTBLCA A0 TOPY, XNopy, Opomy i noay.

"lanoankin" BigHOCUTLCA A0 ankiny, sk BU3HAYEHO BULLE, B SKOMY Aesiki abo BCi aTOMKU BOOHIO 3aMilleHi aToMamu
ranoreHy. CTOCOBHO ankinbHOi Fpynu, ranoreHankinbHi rpynM MOXyTb mMatu OyAb-AKy BiANOBIgHY KiNbKiCTb aToMiB
Byrneuto, Hanpuknag Ci-s, i BKNIOYaKOTh TPUPTOPMETUIT, PTOPMETUIT TOLLO.

[0094] TepmiH "nepdpTop" MOXHa BWKOPWUCTOBYBAaTW ANS BU3HAYEHHS crnonyku abo pagukany, B Skl BCi aTtomMu
BOHIO 3aMmilLeHi pTopom. Hanpuknag, nepdpropmeTaH Bkntodae 1,1,1-tpucptopmetun.

[0095] "Tanoankokcu" BiAHOCUTLCS [0 ANKOKCUIPYnu, B sKi Oesiki abo BCi aToMy BOAHIO 3aMilleHi atomamu
ranoreHy. CTOCOBHO arkifnbHOi rpynu, ranoankokCMrpynu MoxyTb Matu 6yab-siky BignoBigHy KinbKiCTb aToOMIB ByrneLto,
Hanpuknag Ci-s. ANKOKCUrpynu MoxyTb 6yTun 3amileHi 1, 2, 3 abo BinbLUoto KiNbKiCTo ranoreHis. Konu Bci atToMu BOAHO
3aMilleHi ranoreHom, Hanpuknag, OTOpoM, CNOSiykM nepesamilleHi, Hanpuknag, nepdTopoBaHi. [anoreHankokcu
BKITHOYAE, ane He 0OMeXyeTbCA LM, TP TOPMETOKCH, 2,2,2-TPUPTOPETOKCH | NepTOPETOKCH.

[0096] "Unknoankin" o3Ha4yae HacnyeHy abo 4YacTKOBO HEHaCUM4eHy, MOHOUMKIIYHY, KOHAEHCOBaHY BiuukniyHy abo
MICTKOBY MOMILMKNIYHY KiNbLEBY CTPYKTYPY, WO MIiCTUTb Big 3 A0 12 kinbueBux aTomiB abo 3a3HayveHy KinbKiCTb aTOMIB.
Linknoankin moxe mictutn Oyab-siKy KinbkicTb atomiB Byrneuto, Hanpuknag Cs.s, Cas-s, Cs.6, C3.8, Ca-g, Cs8, Ces, C3-9, Ca.
10, Cza1, i Cs12. HacuueHi MOHOLMKMIYHI LMKNOanKinbHi Kinbus BKMOYaTb, Hanpuknag, UMKnonponin, uuknobytun,
LMKMONEHTUN, LMKIOreKCun i LUWKNOOKTUN. HacudeHi GiumknivHi i noniuukniyHi UMKnoankinbHi Kinbus BKMOYaloThb,
Hanpwuknag, HopbopHaH, [2.2.2] GiunknookTaH, AekarigpoHadTaniH i agamaHTaH. LinknoankinbHi rpynu TakoX MOXYTb
OyTM 4acTKOBO HEHacu4yeHVMM, Marouu oamH abo kinbka noABIMHWMX abo NOTPIMHWMX 3B'A3KIB Yy Kinbui. TUMOBI
LMKIoankinbHi rpynu, $ki € 4YacTKOBO HEHACWYEHUMW, BKIOYaOTb, ane He OOMEeXylTbCs HUMU  LMKIOOYTEH,
LIMKINOMEHTEH, UWKIOrekceH, uuknorekcagieH (1,3- i 1,4-i3omepu), UMKNOrenTeH, UMKNOrenTagieH, LWKITOOKTEH,
umknooktagieH (1,3-, 1, 4- i 1,5-i3omepwn), HoOpOopHeH i HopGopHaaieH. Konn umknoankin € HacCU4YeHNM MOHOLIMKITIYHUM
Cs-s LUMKIOAnKinoM, TUMOBI rpynu BKIOYaKTb, ane He OOMEeXylTbCs LMM, LUKIONPOMin, LUKMOOYTWM, LUKIONeHTun,



UMKnorekcun, uuknorenTun i uuknooktun. Konn uuknoankin € Hacu4yeHMmM MOHoOUMKMNIYHUM Caz.s LIMKNOAnKinom, TUNoBi
rpynu BKINOYaTb, ane He 06MeXYHTbLCA HUMW LIMKNONPONiN, LMKNOOYTUM, LUKITONEHTMUIT i LMKIOreKCus.

[0097] "T'eTepoumknoankin" BigHOCUTLCA A0 HAaCUYEHOI KiNbLEBOi CMCTEMMU, WO MICTUTb Big 3 A0 12 uneHiB Kinbus i
Big 1 0o 4 retepoatomie N, O i S. [JogaTkoBi retepoatoMy TakoX MOXYTb OYyTU KOPUCHUMMW, BKIOYakuu, ane He
obmexytounce HUMK B, Al, Sii P. FeTepoaTomu Takox MOXyTb ByTW OKUCHEHI, Taki Sk, ane He obMexeHi HuMu -S(O)- i -
S(O)2-. MeTepoumknoankinbHi rpynu MoXxyTb BKMoYaT Oyab-AKy KinbKiCTb aTOMIB Yy KinbLi, Hanpvknag Big 3 oo 6, Big 4
bo 6, Big 5 po 6, Big 3 oo 8, Big 4 oo 8, Big 5 0o 8, Big 6 0o 8, Bia 3 no 9, Big 3 o 10, Biga 3 oo 11 abo Big 3 4o 12 uneHis
Kinbusa. Byab-sika BignoBigHa KinbKiCTb reTepoaTtoMiB Moxe OyTu BKMoYeHa 00 reTepouMKoankineHUX rpyn, Hanpuknag
1,2, 3 abo 4, abo 1-2, 1-3, 1-4, 2-3, 2-4 abo 3-4. [eTepounknoankinbHa rpyna Moxe BKIOYaTN Taki rpynu, SK asupuanH,
aseTnavH, niponiauH, ninepyuauvH, asenad, asokaH, XiHykniguH, nipasoniguH, imigasoniguvH, ninepaswH (1,2-, 1,3- i 1,4-
i3omepu), oOKcupaH, OKceTaH, TeTparigpodypaH okcaH (TeTparigponipaH), oOkcenaH, TiipaH, TieTtaH, TionaH
(TeTparigpoTiocheH), TiaH (TeTparigpoTionipaH), OKcasoniguvH, i3okcaniguH, TiasoniguH, i30Tia3oniauH, OioKconaH,
avTionaH, MopdoniH, TiomopdoniH, AiokcaH abo guTtiaH. eTepouuknoankineHi rpynu TakoX MOXYTb OyTu 3muTi 3
apoMaTUYHUMK abo HeapoMaTUYHUMK  KibLEBMMM CUCTEMAMM 3 YTBOPEHHSIM UJNIEHIB, BKMKYaluWM, ane He
0OMEeXYUNCh HUM IHOOMIH.

[0098] Konwu reTepouuknoankin Bknoyae Big 3 Ao 8 uneHis kinbus i Big 1 Ao 3 retepoaToMmis, penpes3eHTaTuBHI
UYneHn BKIHOYaOTb, ane He OOMEeXyHTbCs HUMM NiponiavH, ninepuavH, TeTparigpodypaH, OKcaH, TeTparigpoTiodeH,
TiaH, nipasonigvH, imigasoniguH, ninepasuH, OKCa3omMiauH, i30KCa3oniavH, Tia3oniauH, i30TiasoniavH, MopdoniH,
TiomopdoniH, AiokcaH i AuTiaH. [eTepouuMKnoankin TakoX MoXe YTBOpHBaTW Kinbue 3 5-6 uneHamm kinbus i 1-2
retepoaToMamMu, 3 pernpe3eHTaTUBHMMMK YreHaMu, BKYaluK, ane He oOMeXyluucb HUMK MiponiauH, ninepuawvi,
TeTparigpodypaH, TeTparigpoTiodeH, nipasonigunH, iMigasoniguH, ninepasvH, OKca3onifguH, i30Kca3oniguH, Tias3oniavH,
i3oTiazonianH i MopdoniH.

[0099] "Apun" BigHOCKTBLCA 4O apOMaTUYHOI KiNbLEBOI cucTeMm, ka Mae Byab-aKy NPUAHATHY KiNbKiCTb KinbLEBKX
aToMmiB i ByAb-sKy NPUAHATHY KINbKICTb Kinewb. ApUnbHi rpynn MOXyTb BKMoYaTn 6yab-sKy BiAMOBIAHY KiNbKiCTb aTOMIB Y
Kinbui, Hanpuknag 6, 7, 8, 9, 10, 11, 12, 13, 14, 15 abo 16 aTomiB y kinbLi, a Takox Big 6 Ao 10, Big 6 oo 12, abo Big 6 Oo
14 uyneHiB Kinbusa. ApunbHi rpynn MoXyTb ByTW MOHOLMKIYHMMM, KOHOEHCOBaHWMMK 3 YTBOPEHHSAM OiumkniyHnx abo
TPUUMKNIYHMX rpyn abo 3'egHaHMMKM 3B'A3KOM 3 YTBOpPEHHAM OGiapunbHOi rpynu. [peacTtaBHUKM apunibHUX Fpyn
BKIMHOYaoTb heHin, HadpTun i GideHin. IHWi apunbHi rpynn BkMoYaoTb 6EH3UN, SKMI Mae METUINEHOBY CrOMYYHy rpyny.
Oeski apunbHi rpynn matoTb Big 6 00 12 yneHiB Kinbugd, Taki Sk-0T deHin, HadTun abo GideHin. [Hwi apunbHi rpynn
MatoTb Bif 6 Ao 10 uneHiB kinbus, Taki Ak-oT deHin abo HadpTun. Oeski iHWi apunbHi rpynM mMawTe 6 YNeHiB Kinbus,
Hanpuknag deHin. ApunbHi rpynyM MoxyTb OyTu 3amieHumMn abo He3aMileHMuU.

[0100] "TeTtepoapun" BIAHOCMTBCS [0 MOHOUMKIIIMHOIO, KOHAEHCOBAHOrO GiuMkniyHOro abo TPULMKMIYHOrO
apoMaTUYHOrO Kinbus, WO MiCTUTb Big 5 A0 16 aTomiB y KinbLi, B gkomy Bigd 1 40 5 aTOMIB Y KinbLji € reTepoaTtoMom,
Takmm gk-0T N, O abo S. [logaTkoBi reTepoaToMy TakoX MOXYTb OYTU KOPUCHUMMW, BKIIOYAKYX, ane He 0OMeXyl4umchb
Humun B, Al, Si i P. l'eTepoatomn Takox MOXyTb OYyTW OKUCHEHI, Taki SK-0T, ane He obmexytoumcb Humn N-okeug, -S(O)-, i
-S(0)2-. MeTepoumknoankineHi rpynu MoxyTb BKtovaTy Byab-siKy KinbkicTe aTOMIB Yy Kinbui, Hanpuknag Big 3 oo 6, Big 4
0o 6, Bia 5 oo 6, Bin 3 oo 8, Bin 4 no 8, Bia 5 go 8, Bia 6 no 8, Big 3 4o 9, Bia 3 oo 10, Big 3 Ao 11 abo Bia 3 4o 12 YneHiB
Kinbusa. Byab-sika BignoBigHa KinekicTb retepoaToMiB Moxe OyTu BKINOYEHa B reTepoapunbHi rpynu, Taki sk-ot 1, 2, 3, 4
abo 5; abo Big 1 oo 2, Big 1 go 3, Bin 1 no 4, Big 1 no 5, Big 2 oo 3, Big 2 Ao 4, Big 2 no 5, Big 3 go 4 a6bo Big 3 go 5.
eTepoapunbHi rpynn MOXyTb MaTu Big 5 0o 8 uneHiB kinbus i Bia 1 4o 4 retepoatomis, abo Big 5 Ao 8 uneHiB Kinbus i
Big 1 0o 3 reTepoartomis, abo Big 5 40 6 yneHiB kinbus i Big 1 0o 4 retepoartomis, abo Bia 5 0o 6 uneHis kinbug i Big 1 4o
3 retepoaTtomiB. ['eTepoapunbHa rpyna Moxe BKMOYaTW Taki rpynu, SK nipon, nipuauH, iMigason, nipason, Tpuason,
TeTpason, nmipasuH, NipumiguH, nipugasvH, Tpuasvd (1,2,3-, 1,2,4- i 1,3,5-i3omepn), TiodheH, dypaH, Tiason, i3oTiason,
okcason i isokcason. ['eTepoapunbHi rpynu Takox MoXyTb OyTU 3nNWUTi 3 apOMaTUYHUMK KiNbLEBUMU CUCTEMAMU, TAKUMMN
AK-0T (PEHINbHE KinbLie, 3 YTBOPEHHSAM YIEHIB, BKMOYao4uK, ane He obMexyruncb HUMKU 6eH3oniponu, Taki sik-oT iHgon i
i3oiHgon, 6eH3onipnanHK, Taki AK-OT XiHOMIH i i30xiHOMiH, ©GeH3onipa3uH (xiHokcaniH), 6eH3onipMMianMH (xiHa3oniH),
6eH3onipuaasvHn, Taki SK-0T gTanasuH i umMHoniH, 6eH3oTiodeH i 6eH3odypaH. IHWI reTepoapunbHi rpyny BKHOYaOTb
retepoapwnbHi Kinbls, NOB'A3aHi 3B'A3KOM, Taki Sk-OT GinipuauH. [eTepoapunbHi rpynn MoxyTe GyTn 3amiweHumn abo
He3aMilLleHUMMN.

[0101] FeTepoapwunbHi rpynyu MoxyTb ByTu 3B'a3aHi Yepe3 byab-sike NONOXEHHS B Kinbui. Hanpuknag, nipon Bkrovae
1-, 2- i 3-nipon; nipuanH BktoYae 2-, 3- i 4-nipuauH; imigason Bkntovae 1-, 2-, 4- i 5-imigason; nipason Bknt4yae 1-, 3-, 4- i
5-nipason; Tpuason Bkno4ae 1-, 4- i 5-Tpuason; TeTpason Bknoyae 1- i 5-teTpason; nipumiguH BkNovae 2-, 4-, 5- i 6-
nipumignH; nipugasuH Bknodae 3- i 4-nipyaasvH; 1,2,3-TpMasuH Bknodae 4- i 5-tpuasun; 1,2,4-tpnasvH Bknoyae 3-, 5- i
6-TpuasuH; 1,3,5-TpmasnH Bknovae 2-TpuasuH; TiodeH Bknoyae 2- i 3-TiodeH; dypaH Bknovae 2- i 3-gypaH; Tiason
BKtoyae 2-, 4- i 5-tiason; isoTiazon Bknto4ae 3-, 4- i 5-i3oTia3on; okcason BKIto4ae 2-, 4- i 5-okcaso71; i3okcason BKoYae
3-, 4- i 5-i3okcason; iHgon Bkntoyae 1-, 2- i 3-ingon; i3oiHaon BKMoYae 1- i 2-i30iHaon; XiHONiH BkNo4Yae 2-, 3- i 4-xiHOMIH;
i3oxiHoniH BkMto4Yae 1-, 3- i 4-i30xiHONIH; XiHA30MiH BKMOYae 2- i 4-xiHOA30niH; UWHOMIH BkMtoyYae 3- i 4-UMHONIH;
OGeH30TiogeH BkNtoyae 2- i 3-6eH30TiodheH; | 6eH3odypaH Bkntovae 2- i 3-6eH3odypaH.

[0102] Oeski reTepoapunbHi rpynu mictathb Big 5 oo 10 uneHis kinbus i Big 1 4o 3 atomiB y kinbui, Bknoyatoum N, O
abo S, Taki Ak-0T nipon, NipMauH, imigason, nipason, TpMason, nipasviH, NipUMigWH, NipyaasuH, Tpuasud (1,2,3-, 1,2,4- i
1,3,5-i3omepu), TiodbeH, ypaH, Tiazon, i30Tia3on, okcason, i3okca3on, iH4onM, i30iH4O0N, XiHOMIH, i30XiHONIH, XiHOKCaniH,
xiHa3oniH, dpTanasuH, LuHoniH, 6eH3oTiodeH, | 6eH3odypaH. IHLWi reTepoapunbHi rpyny BKNKOYaTb rPYNU, WO MICTATb
Bi4 5 Ao 8 uneHiB kinbus i Big 1 4o 3 reTepoaToMiB, Taki AK-OT nipon, NipuauH, imigason, nipason, Tpuason, nipa3suH,
nipumiavH, nipygasud, Tpnasud (1,2,3-, 1,2, 4- i 1,3,5-i3omepu), TiodpeH, dypaH, Tiason, i3oTiaszon, okcason i i3okcason.
[Jesiki iHWi reTepoapunbHi rpyny BKMYATb FPYynK, WO MicTaTb Big 9 4o 12 uneHis kinbus i Big 1 4o 3 retepoartomis, Taki
SK-OT iHAON, i30iHAOM, XiHOMiH, i30XiHOMiH, XiHOKCaniH, XiHa3oniH, dTanasvH, UWHOMIH, GeH30TiodeH, GeH3odypaH i
GinipnanH. MpoTe iHWIi reTepoapunbHi rpyny BKAKYAKTL FPYMK, WO MIcTATb Big 5 0o 6 yneHiB kinbus i Big 1 go 2
retepoaTomiB y kinbui, Bktoyaoum N, O abo S, Taki sk-OT nipon, nipuawH, imigason, nipason, nipasuH, NipUMIAWH,



nipugasviH, TiodeH, dypaH, Tia3on, i30Tia3or, okca3on i i3ookcasorn.

[0103] Oeski reTepoapunbHi rpynu BkNtoYaroTb Big 5 Ao 10 4neHis kinbus i nuwe retepoaTtoMu asoTy, Taki SK-OT
nipon, nmipuauH, imigason, nipason, Tpuason, nipa3vH, NipuMiavH, nipuaasuvH, Tpuasud (1,2,3-, 1,2,4- i 1,3,5-isomepu),
iHOon, i30iHAONM, XiHONIH, i30XiHONMIH, XiHOKCaniH, XiHa3oMiH, dTanasuH i UWMHOMIH. |HWIi reTepoapunbHi rpynu BKNOYaoTb
Big 5 f0 10 uneHiB KinbLs i TINbKM reTepoaToMu KUCHIO, Taki SK-0T dypaH i 6eH3odypaH. [leski iHLwi reTepoapunbHi rpynu
MicTaTb Big 5 go 10 uneHiB kinbus i nNuwe retepoaToMmn Cipku, Taki AK-OT TiodeH i GeH3oTiogeH. [MpoTe iHwWi
reTepoapunbHi rpynu BkmoYaTb Big 5 4o 10 uneHiB Kinbus i WOHaMMeHLe ABa retepoatoMu, Taki SK-OT imigason,
nipason, Tpuason, nipasuH, NipuMiguH, nipugasvH, TpuasuH (1,2,3-, 1,2,4- i 1,3,5-isomepwm), Tiaszon, i3oTiason, okcason,
i3okcason, XiHokcaniH, xiHa3oniH, TanasuH i LMHOMIH.

[0104] "TeTepoaTtomn” BigHOocATLCS Ao O, S abo N.

[0105] "Cinb" BigHOCMTBCA 00 KACMOTHMX abo OCHOBHMX CONEN Cromnyk, Ski BUKOPUCTOBYHOTBHCA B crocobax Lporo
BMHaxo4y. IniocTpaTMBHMMU Npuknagamy apMaueBTUYHO MPUIHATHUX COMNEN € COrMi MiHepanbHUX KUCMOT (COonsHol
KMCNoTN, BGPOMMCTOBOAHEBOI KUCINOTW, POCKOPHOI KUCMOTU TOLLO), COMi OpraHiyHMX KucroT (OLTOBOI KUCMOTW,
NPONiOHOBOI KWUCIOTKW, FMYyTamiHOBO| KUCIMOTKW, NIMMOHHOI KUCMOTW TOLWO) i COMi YeTBEPTUHHOIO aMoHil0 (MeTunnoaua,
eTunnoauna Towwo). 3po3ymino, Wwo dpapmaLeBTUYHO NPUNHATHI CONi HETOKCUYHI. [logaTkoBy iHGOpMaLilo Npo BigNOBIAHI
dapmaLeBTUYHO NPUNHATHI coni MoxHa 3HanTn B Remington's Pharmaceutical Sciences, 17th ed., Mack Publishing
Company, Easton, Pa., 1985, ake Bkno4eHO ctoau LUNSAXOM NOCUMAHHS.

[0106] TepmiH "izomepmn" 03Ha4Yae Cnonykn 3 OOHaKOBOK XiMiYHOKO (DOPMYIOLD, ane CTPYKTYPHO BiAMIHHI.

[0107] "TayTomep" BiogHOCUTbLCA 0O OA4HOrO 3 ABOX abo Binblue CTPYKTYpHWUX i30MepiB, SKi iCHYIOTb Y piBHOBA3i i siKi
Nerko nepeTBOPIOOTLCS 3 OAHIET (POPMU Ha iHLLY.

[0108] Onucm cnonyk Lboro BUHaxoA4y obmexXeHi MpuHUMnamMmn xiMmidHoro 3B'a3Ky, BiJOMMMM daxiBUAM Yy Ui ranysi.
BignosigHo, skwo rpyna moxe 6yTu 3amillieHa ogHUM abo Aekinbkoma 3aMiCHUKamu, Taki 3amiHn BUbMpatTbes Tak, Wwob
BignoBigaT NpUHLMNaM XiMiYHOro 3B'A3Ky i yTBOPIOBaTW CMOMNYKK, SKi MO CYTTi He € HecTabinbHuMn — i/abo 6ynu 6 Bigomi
3BMYaNHOMY haxiButo B Ui ranysi, imoBipHO, 6yae HecTabinbHMM B yMOBax HaBKOMULLHBLOrO CepefoBULLa, TakMX SK
BOAHi, HenTparnbHi abo isionoriyHi ymoBu.

[0109] HectepoigHi crnonykm SGRM Bkmoyawote SGRM, wWwo mawTb 3nuTMA  a3agekaniHoBuA  OCTOB,
reTepoapunkeToHOBUA  3NUTWUIA  as3afekaniHoBUMM OCTOB | OKTarigpo3nuTMn asagekaniHoBun ocTtoB. [lpuknagm
MOOYNATOPIB FMIIOKOKOPTUKOIAHNX peuenTopiB, SKi MaloTb 3MUMTUA asagekaniHoBMI OCTOB, BKIHOYAOTb OMUCaHi B
nateHTax US Ne 7928237 i Ne 8461172. MNpuknaan mMoaynsiTopiB rMOKOKOPTUKOIAHUX PeLenTopiB, WO MakTb OCTOB
asajekaniHy, 3NMTOro 3 reTepoapuikeToHOM, BKIoYaTe onucaHi B nateHTi US Ne 8,859,774. MNpuknaan moaynsitopis
rMIOKOKOPTUKOIOHMX PELLENnTOpIB, O MaloTb OKTarigpo3nuTuiA asagekaniHoBUA OCTOB, BKINOYalOTL onucaxi B nateHTi US
Ne 10,047,082.

[0110] "®apmMaueBTUYHO NPUAHATHUIA HanoBHIOBaY" i "dapMaueBTUYHO NMPUNHATHUIA HOCIN" CTOCYHOTLCA PEYOBUHW,
sika CNpUsie BBEAEHHIO aKTMBHOIO areHTa Cy0'eKTy i MOro MornuHaHH Ccy6'eKToM i Moxe OyTu BKIHOYEHA A0 KOMMO3WLii
LbOro BMHaxXody, He CMPUYUHSAKYM 3HAYHOTO HECMPUATIMBOIO TOKCMKOSONYHOrO BNAMBY Ha nauieHTa. BukopucTtoByBaHi
B LbOMY [OOKYMEHTi, Ui TepMiHM npu3HayveHi Ans BKMOYEHHS Oy[b-sIKMX PO3YMHHUKIB, AWUCNEpCiiHUX cepeaoBwL,
NOKPUTTIB, aHTMOaKTepianbHMX i NPOTUrPUOKOBUX areHTiB, aHTUOKCMAAHTIB, i30TOHIKIB i areHTiB, siki CMOBIMbHIOTb
BCMOKTYBaHHSl, i Tomy nogibHoro, cymicHoro 3 cpapmaueBTU4HUM BBedeHHAM. HeobmexyBanbHi npuknagu
bapMaueBTUYHO NPUNRHATHUX JOMOMIKHMX peyoBUH BkNtovaoTe Boay, NaCl, 3Bu4anHi conboBi po3unHu, nakrat PiHrepa,
3BUYANHY Caxapo3y, 3BUYAMNHY [TOKO3Y, 3B'A3yBarbHi PEYOBUHW, HAMOBHIOBAYi, AE3iHTErpaHTW, iHKanCysoowYi areHTu,
nnactudikaTopu, mactuna, NOKpUTTS, NiACONoAXyBadi, apomatusaTtopm i 6apBHukY, i im nogibHe. PaxiBuUio B Ui ranysi
Oyae SCHO, LWO iHWi hapMaLeBTUYHI HAaNOBHIOBAYi € KOPUCHUMW B LIbOMY BUHaxofi. 3aCTOCYyBaHHsSI Taknux cepenoBuLy i
areHTiB Ana hapmMaueBTUYHO aKTUBHUX PEYOBUH J0Ope BiZOMO B Ui ranysi. 3a BUHATKOM TUX BUMNAAKIB, KONu Byab-sii
3BMYalHi cepepoBula abo areHTU HECYMICHI 3 aKTUBHOK CMOYKOK, nepeabdaqacTbest iX BUKOPUCTAHHS B KOMMO3ULLSIX.
[dopaTkoBi akTMBHI CMOMNYKM TakoX MOXyTb OyTW BKMOYeHi B komnoauuii. ®axiButo B Ui ranysi 6yae sCHO, WO iHWi
capmaLeBTUYHI HAaNOBHIOBaYi € KOPUCHUMW B LbOMY BUHAXOAI.

[0111] Tyt onucaHi cnocobu nikyBaHHs nyxnvH ACC y nauieHTiB 3 HaAnMLLIKOM KOPTWU30My LUMSXOM JliKyBaHHS
kombiHaujeto nikyBaHHa SGRM i nikyBaHHSA iHFiGITOPOM KOHTPOMNBHOI TOYKM aHTUTIN. Y BapiaHTax 3acTOCyBaHHS pak €
YyTAMBMM [0 iHriBiTOpa KOHTPONBLHOI TOYKM pakoM. Y BapiaHTax 3aCTOCyBaHHS pak, YyTIMBUIA A0 iHribiTopa KOHTPONBHOI
TOYKM, a TakoXk € pakom GR+.

[HiarHocTuka paky

[0112] OaHi cnocobu cnpsimoBaHi Ha NiKyBaHHSA MNaLieHTIB, SKi CTpaXaalTb agpeHOKOPTUKANBbHOK KapLMHOMOK
(ACC). PakoBi 3axBOptOBaHHS XapaKTepu3ytTbCs HEKOHTPONLOBAHMM POCTOM i/abo NOLWMPEHHSIM aHOMarbHUX KMiTWH.
3asBuyan bepeTtbcst Gioncis, a kniTMHa abo TkaHuHa Big Gioncii gocnimkyeTbea nig mikpockonom, wo6 nigTBEPAUTH
nigo3proBaHni cTaH. B gesikux Bunagkax ons nigTBepa)KeHHs giarHo3dy noTpibHO NpoBecTV 40OAaTKOBI TECTU KMITUHHUX
oinkie, AHK i PHK.

BusiBneHHs paky, YyTnMBOro Ao iHribiTopa KOHTPOMBHOI TOYKN

[0113] B pesiknx BapiaHTax 3aCcTOCYBaHHsi BUHaxody BMKOPUCTOBYIOTLCH CMOCOOWM Ans MiKyBaHHS MauUieHTIB, SAKi
CTpaxaaloTb NPVHaVMHI Ha OAMH YYTNUBUIA A0 iHribiTOpa KOHTPOMBHOI TOYKM pak. PakoBi 3axBOploBaHHA, YyTNuBi OO
iHrBITOPIB KOHTPONBHUX TOYOK, L Ti, AKi pearyloTb Ha iHribiTopy KOHTPONMbHUX TOYOK, TOGTO BBeAeHHA opHoro abo
KiNbKOX iHriGITOPiB KOHTPOMBbHMX TOHOK MOXE 3MEHLUNTU HaBaHTaxeHHs Ha nyxnuHy ACC abo gocartu cnpuatnmemx abo
GakaHUX KNiHiYHUX pe3ynbTaTiB, NOB'A3aHMX i3 NOKpaLLleHHsaM paky. Hanpuknag, BBeAeHHS iHribiTopa KOHTPOMbHOT TOYKN
MOXe NPU3BECTU 40 OAHOro abo KiNbKOX i3 TAKOrO: 3MEHLLUEHHS! KiNTIbKOCTi PAKOBUX KMiTWUH; 3MEHLLEHHS PO3MIpY NyXIUHU;
iHribyBaHHa (TOOTO MEBHOK MIPOK YMOBIMbHEHHS /abo NPUNUHEHHS) iHMINbTPauUil pakoBuX KNITUH y nepudepuydHi
opraHu; iHribyBaHHA (TOGTO NEBHOK MIPOK YMOBINMbHEHHS i/abo 3yNUHKY) MeTacTasdyBaHHsl MyXJIMHW; MPUrHIYEHHS,
NEBHOI MIPOKD, POCTY NYyXNMHK; i/abo MnonerweHHs MeBHOK Mipo oAHoro abo Ginblie CUMMMTOMIB, MOB'A3aHMX 3
pO3ragoM; 3MEHLUEHHSA PO3MIpPiB MyXSIMHU; 3MEHLUEHHS CUMMTOMIB 3aXBOPHOBAHHS; NIABULLEHHS SIKOCTi XUTTA XBOPUX;
3MEHLUEHHS [O03M iHWWX npenapartiB, HeobxigHUX [AOna  niKyBaHHSA 3axBOPHBAHHSA; 3aTpyMMKa MpOrpecyBaHHs



3axBOPIOBaHHS; i/abo NPOJOBXEHHS BUXXMBAHHS NaLEHTIB.

[0114] YyTnmei go iHriGITOPIB KOHTPOMBHMUX TOYOK MYXMMHW 4YacTO MakoTb BMCOKY EKCMpECilo nirangis, Hanpuknag,
PD-L1 a6bo B7, ski 3B'A3ytoTbcs 3 Binkamy KOHTponbHMX To4ok, PD-1 abo CTLA-4 BignosigHo. Lli B3aemogii npurHivyoTb
iMyHHY BignmoBiab NpoTu KNiTMH NyxnuHu. Ha gopatok Ao ACC, HeoOmexyBarnbHi NpyKnagn YyTnueBux OO iHribiTopis
KOHTPOSbHNX TOYOK NyXSMH BKIOYAOTb pak fereHiB, pak MeviHKW, pak SEYHWKIB, paK LUMAKM MaTku, pak LUKipW, pak
CeY4oBOro Mixypa, pak TOBCTOI KWLLKM, pak MOMOYHOI 3anosu, riioMy, KapuumHOMY HUPKMK, pak LUMYHKY, pak cTpaBoxody,
NMOCKOKMITUHHUA PpaK POTOBOI MOPOXHWHKW, paK ronoBW/WKI, MEeNnaHoMmy, CapKoOMy, HUPKOBO-KMITUHHY MYyXMWHY,
renaTouentonapHy nyxnvHy, rniobnactomy, HeWpOeHAOKPWHHY MyXMWHY, pak CevyoBOro Mixypa, pak MiawnyHKoBol
3an03u, pak X0BYHOTO Mixypa, pak LUMyHKY, pak NnpocTaTtu, pak eHAoOMeTpilo, pak WWUTOBUAHOI 3an03n | Me3oTeniomy.

[HriGiTOPM KOHTPONBHNX TOHOK

[0115] PoskpuTtuiA TyT crnocidé BUKOPWUCTOBYE, LWoHaMeHwe oavH SGRM B kombGiHauji i3, LOHaMeHLle OAHUM
iHriBGITOPOM KOHTPONbBHOI TOYKM ANA MiKyBaHHs paky. B geskux BapiaHTax 3acToCyBaHHS iHMGITOP KOHTPONBHOI TOYKM €
aHtuTinom ("CIA") npoTu, NpuHanMHi ogHoOro Ginka KOHTPOMNbHOI TOYkU. B geskux BapiaHTax 3acTocyBaHHS iHriGiTop
KOHTPONbHOI TOYKM siBNsie coboro Many monekyny, HebinkoBy crnonyky ("CIC"), ska 6rokye wnax imyHocynpecii,
iHAyKOBaHU oaHMM abo kinbkoma GirlkaMy KOHTPOMNBHOI TOYKM.

AHTUTING Jo iHribiTopiB KOHTponbHUX ToYvok ("CIA", a Takox "iHFiGITOPN KOHTPOMBbHMX TOYOK aHTUTIN")

[0116] B ogHOMy BapiaHTi 34iCHEHHSA cnocib nikyBaHHA paky Bkntoyae BeegeHHs SGRM y noegHaHHi 3 aHTUTINOM-
iHriBGITOPOM KOHTPOMNbLHOI TOYKW. Take aHTUTINO Moxe BrokyBaTV iIMyHOCYNPECUBHY aKTUBHICTb Binka KOHTPOSbHOI TOYKMN.
Heski Taki aHTWTINA BXXe Noka3anu cBoto eddEKTUBHICTb Y NiKyBaHHI paKy, Hanpuknag, aHtutina npotn PD-1, CTLA4 i PD-
L1.

[0117] AHTuTINna aHTM-PD-1 BMKOpPUCTOBYBanNucs Ans NikyBaHHA MenaHoMu, HeApPiOHOKMITUHHOIO paky fnereHis, paky
CEevyoBOro Mixypa, paky nepeamixypoBoi 3aro3un, KonopekTarnbHOro paky, paky rofosu i LWKi, NOTPIMHOrO HeraTuBHOIro
paky MOSOYHOI 3anosu, nemnkemii, NiMOMM i HUPKOBO-KMITUHHOTO paky. MNpuknagyn aHtuTin aHTM-PD-1 BKkNtovawTb
nembponidymab (paniwe nambponisymab; MK-3475, MERCK), HiBonymab (BMS-936558, BRISTOL-MYERS SQUIBB),
AMP-224 (MERCK) i niginisyma6 (CT-011, CURETECH LTD.).

[0118] AHTuTina aHTM-PD-L1 BMKOpuCTOBYBanucs Ans NikyBaHHA HeApPiOHOKNITMHHOrO paky nereHis, MenaHomw,
KOMOPEKTanbLHOro paky, HUPKOBO-KMITUHHOIO paky, paky MigLlnyHKOBOI 3ano3u, paky LWAYHKY, paky SEYHUKIB, paky
MOJIOYHOI 3ano3u i remaTonoriyHUX 3M0sIKICHUX HOBOYTBOPEeHb. lNMpuknagn aHtuTin aHTn-PD-L1 BkniovatoTe MDX-1105
(MEDAREX), MEDI4736 (MEDIMMUNE), atesonisymab (MPDL3280A; GENENTECH), aypsanyma6b (AstraZeneca) i
BMS-936559 (BRISTOL-MYERS SQUIBB).

AHTN-CTLA4 aHTUTINa BUKOPWCTOBYBANMUCS B KNiHIYHUX BUNPOOYBaHHSX NS NikyBaHHA MenaHOMM, paky npocrartu,
APIGHOKMITUHHOTO paky nerexis, HeApPiOHOKMITUHHOrO paky nereHiB. Baxnmeoto ocobnusicTio aHTU-CTL4A € kiHeTuka
NPOTUNYXITMHHOTO egeKTy 3 nepiogoM 3aTpMMKM A0 6 MicsLiB MiCNA No4YaTKOBOro fiKyBaHHS, HeobxigHum ang
(isionoriyHoi BignoBigi. B geskux Bunagkax MyxXnyMHW MOXYTb (PakTU4YHO 36iMbliyBaTUCHA B po3Mipax Nicns noyaTtky
NiKyBaHHSA, NepLU Hi>XX MOXHa NomiTuTK 3meHweHHs (Pardoll, 2012, Nature Reviews Cancer 12:252-264). IMpuknagn aHTu-
CTLA4 CIA skntovatoTh ininimyma6 (Bristol-Myers Squibb) i Tpemenimymab (PFIZER).

[0119] CIA npoTw iHWKX BinkiB KOHTPONBHMX TOYOK, TakuXx sik, Hanpuknad, LAG-3 (reH aktuBauii nimcouyutis-3), B7-
H3 (B7 romonor 6inok 3), B7-H4 (romonor B7 6inok 4), TIM-3 (T-KNiTUHHWIA iMyHOrNoGYyniH i MyLMHOBWUIA OOMEH-3),
CD160, CD244, VISTA (V-pomeH Ig cynpecop aktuBauii T-knituH), TIGIT (T-knitTuHHWIA imyHorno®yniH i gomeH ITIM) i
BTLA (B i T-kniTMHHUI aTeHoaTop NiMcounTiB) Takox MOXHa BUKOpPUCTOBYBaTK B KOMOiHauii 3 SGRM, onucaHumm TyT,
ANs nikyBaHHS paky. Hanpuknag, aHtuTina, ski npurHivyiote LAG-3, BknovatoTe IMP321/Eftilagimod alpha (Immutep),
Relatlimab (BMS-986016, Bristol Myers Squibb (BMS)), LAG525 (Novartis) i MK-4280 (Merck). AHTuTIna, €Ki
npurivylote B7-H3, BkniovaoTs eHo6nitysaymab /MGA271 (MacroGenics), MGD009¢ (MacroGenics), 131-8H9
/ombypTamab (Y-mAbs) i $241-8H9 /omburtamab (Y-mAbs). AHTUTINa, siki iHribytoTe TIM-3, BkntodatoTb LY3321367 (Takox
Bigomun Ak LY332; Eli Lilly and Company), TSR-022 (Tesaro), MBG453 (Novartis), Sym023 (Symphogen), INCAGN2390
(Incyte), BMS-986258 (BMS), RO7121661 (Roche) i SHR-1702 (Jiangsu HengRui); LY3321367, Hanpuknag, noka3as
6araToobiustodi pe3ynbTaTh B paHHiX KNiHiYHUX BUNPOOYBaHHSX, y TOMY 4MUChi NPW BUKOPUCTaHHI B KOMOiHauii 3
iHriGiTopamu KoHTponbHUx Toyok PD-L1. AHTuTina, Aki npurHivyote VISTA, BkniovatioTe JNJ-61610588 (Johnson &
Johnson) i CA-1709 (Curis). AuTuTina, ki npurHidyiote  TIGIT, Bkmovaots  MK-7684  (Merck),
Tiragolumab/MTIG7192A/RG-6058 (Genentech), Etigilimab /OMP-313 M32 (OncoMed), BMS-986207 (BMS), AB-154
(Arcus Biosciences) i ASP-8374 (Potenza).

[0120] CIA, siki BUKOPUCTOBYIOTLCSI B LIbOMY OMKUCi, MOXYTb 6yTW KoMbGiHauieto pisHux CIA, ocobnuBo sKLLO LinboBi
GinNKkn KOHTPOMbHUX TO4YOK, Hanpuknag, PD-1 i CTLA4, npurHidytoTb iMyHHY BiANOBiAb Yepes pi3Hi CUrHamnbHi LUNsXu.
Takum umHoM, kombGiHauis CIA npotu OGyab-sikoro 3 6inkiB KOHTponbHWX Tovok abo oauH CIA npoTn o6ox 6Ginkis
KOHTPOSbHNX TOYOK MOXe 3abe3neunT NocuneHy iMyHHy BiAnoBiab.

OpepxanHst CIA

[0121] CIA moxHa po3pobuTu 3 BUKOPUCTaHHAM MeTogiB, 4obpe BigoMum B Ui ranysi. [lus., Hanpuknag, Kohler and
Milstein, Nature 256: 495 (1975) i Coligan et al. (eds.), CURRENT PROTOCOLS IN IMMUNOLOGY, VOL. 1, pages
2.5.1-2.6.7 (John Wiley & Sons 1991). MOHOKMOHanbHi aHTMTINa MOXyTb OyTW ogepaHi LUMSXOM iH'eKuii muiiam
KOMMO3ULii, sika MICTUTb aHTUreH, Hanpuknag KOHTPOnbHMI Oinok abo Moro eniton, BMAANEHUA 3 CenesiHkM ang
ofepXaHHa B-nimdouuntiB, 3nuTTs B-nimdoumnTiB 3 KnNiTMHAMWM MIiENOMKM ANs ofepXaHHSA ribpuaom, KNoHYyBaHHS
ripnaoM, Biabip NO3UTUBHUX KMOHIB, siKi BUPOONSAOTL aHTUTINA OO aHTUreHy, KyNbTUBYBaAHHS KIOHIB, siki BUPOONsoThL
aHTUTINa 40 aHTUreHy i BUAINEHHS aHTUTIN i3 ribpMaoMHMX KynbTyp.

[0122] OpepkaHi MOHOKMOHANbHI @HTUTING MOXHA BUAINUTM | OYUCTUTM 3 KynbTyp rGPUAOM 3 [OMNOMOrOH
pi3HOMaHITHMX AoOpe BigOMMX MeToauK. Taki MeToau BUAINEHHS BKIOYalTb adiHHY XpomaTtorpadito 3 cedhaposoto
npoTeiHy-A, eKCKknto3iiHy xpomartorpacdito i ioHoobMiHHY xpomaTorpadpito. OmB., Hanpuknag, Coligan at pages 2.7.1-
2.7.12 pages 2.9.1-2.9.3. Takox agmB. Baines et al., "Purification of Immunoglobulin G (IgG),” in METHODS IN
MOLECULAR BIOLOGY, VOL. 10, pages 79-104 (The Humana Press, Inc. 1992). MNicns nepBMHHOIO BUBELEHHSI



aHTUTIN 00 Girnka KOHTPOSbLHOT TOYKM aHTUTiNa MOXHa CEKBEHyBaTW i 3rofOM OAEPXKYBaTU 32 AONOMOIN pekoMGiHaHTHUX
mMeTopaiB. MN'yMaHi3auis i xumepusauis Muwadmx aHTuTIn i parMeHTiB aHTUTIN Aobpe Bigomi daxiBuam B Ui ranysi. [ue.,
Hanpwknag, Leung et al. Hybridoma 13:469 (1994); US20140099254 A1.

[0123] Jogceki aHTUTING MOXHa BMPOONATM 3 BMKOPUCTAHHSAM TPAHCTEHHWX MULLERN, siKi Oynu reHeTU4Ho
CKOHCTpyMOBaHi Ana BMpOOHULTBA cCneundiyHMX NIOACbKMX aHTWUTIN Yy BiAMOBiAb Ha aHTUIEHHWA BUKIMK 3
BUKOPUCTaHHsIM Oinka koHTponbHoi Toukn. [ue. Green et al., Nature Genet. 7: 13 (1994), Lonberg et al., Nature 368:856
(1994). oackki aHTUTINa NpoTU Binka KOHTPOMbHOI TOYKM TaKOX MOXHa CKOHCTpylBaTV MeTodamu reHeTudHoi abo
XPOMOCOMHOI TpaHcdekuii, TexHonorieto darosoro gucnnes abo akTuBoBaHWMM in vitro B-knitTnHamu. [ns., Hanpuknag,
McCafferty et al., 1990, Nature 348: 552-553; U.S. Pat. Ne 5, 567,610 i Ne 5, 229,275.

Moaudikauis CIA

[0124] CIA Takox MOXyTb BYTU CTBOPEHI LUMNSXOM BBEAEHHSI KOHCEpBaTMBHUX MoandikaLii BigHOCHO icHyrouux CIA.
Hanpuknag, moangikoBaHa CIA Moxe BKrtodaTy BapiabenbHi AiNsHKM BaXXKOro i nerkoro naHutorie i/abo obnacte Fc, siki
€ rOMOJIOriYHNMM [OMNOBHIOBa4YaMmn aHTUTING, ogepxaHoro euwe. MoaudikosaHe CIA, ke MOXHa BUKOPUCTOBYBaTK OIS
onuncaHoro TyT cnoco®y, mae 36epiratn GaxaHi yHKLiOHanbHi BNacTMBOCTI 34aTHOCTI GnoKyBaTW CUrHamnbHUA LUNSX
KOHTPOMBHOT TOYKM.

[0125] CIA Takox MOxXyTb OyTu ofepxaHi LwWNAXOM 3MiHM cantiB Mogudikauii 6inka. Hanpwuknap, cantu
rNiKO3UNIOBAHHA aHTUTIa MOXYTb OyTW 3MiHEHi Ana oAepXaHHS aHTuTina 6e3 rniko3unBaHHs, | TOMy MoAuUdikoBaHi
Taknm ynHom CIA 3a3Buyan matoTb NigBULLEHY CMOPIAHEHICTb aHTUTINA A0 aHTUreHy. AHTUTINAG TakoX MOXHa nerinsaTn
wnsxoM B3aemogii 3 nonietunedrnikonem (PEG) B ymoBax, 3a skux ogHa abo 6inbwe rpyn PEG npuegHyoTbca A0
aHTuTina. [lerinoBaHHs Moxe 36inbwnTk  GionoriyHWA  nepiog  HaniBpo3nagy aHtutina. AHTUTINA 3  Takumu
MoaMIKaLi MU TakoX MOXHa BUKOPWUCTOBYBATM B KOMOiHaLii 3 cenektnBHuM GR MogynsiTopom, onucaHum y LboMy
OOKYMEHTI, 3@ YMOBM, LU0 BiH 36epirae 6axaHi oyHKUiOHanbHi BNacTMBOCTI GNTOKYBaHHSI LUMSAXIB KOHTPObHUX TOYOK.

iii. OuiHka dyHKUiOHaNbHNX BNACTMBOCTEN NOTEHUIVHNX iHMBITOPIB KOHTPONBHUX TOYOK

[0126] Huska gobpe BigoMux aHanisiB Moxe OyTn BMKOpUCTaAHA ANSA OUIHKM TOro, Yu € kaHauaat, ToO6TO aHTuTINo,
CTBOPEHE LUMSAXOM iMYHi3aLii TBApMHU AHTUreHOM, sike MICTUTb OiNOK KOHTPONbHOI TOYKW, eniTon Girnka KOHTPOMbHOI
TOo4kn abo TeCTOBY Cronyky 3 komGiHaTOpHUX 6ibGnioTek, AK onncaHo BULLE, € iHMBITOPOM KOHTPOIbHOI TOYKM aHTUTINA.
Heobmexylodi TMNOBI aHani3n BKMOYaloTb aHanian 3B'a3yBaHHs, Taki AK-0T ddepMeHTHi iMyHocopbeHTHi aHanisn (ELISA),
pagioimyHHi aHaniau (RIA), aHani3 KMiTMHHOrO copTyBaHHA 3a gonomoroto dnyopecueHuii (FACS), KniTUHHI aHanisu i
aHanism in vivo.

AHani3 3B'A3yBaHHS

[0127] B ogHoMy BapiaHTi 34iMCHEHHSI aHani3 € aHani3oM NpPAMOro 3B'A3yBaHHSA. Binok KOHTPONbHOI TOYKM MOXHa
3'egHaTn 3 pagioisoTonHo abo hepmMeHTaTUBHOK MITKOK Tak, LWo6 3B'A3yBaHHA Ginka KOHTPONbHOI TOYKM | kKaHAuaaTa
MOXHa Oyno BM3HAYMTW LUNAXOM BUSIBIIEHHS MivyeHOro Oinka KOHTPONbHOI TOYKM B Kommnekci. Hampuknag, 6inok
KOHTPOIbHOI TOYKM MOxe 6yTn nomideHwin pagioisotonamu 129, 35S, 14C a6o 3H npsimo abo onocepeakosaHo, a
pagioizoTon mMoxe 6yTn BUSBNEHWUN LUMAXOM NPSMOro MNiApaxyHKy pagioBUNPOMiHIOBaHHS abo migpaxyHKy CUMHTUNALIN.
BusHayeHHs1 3gaTHOCTI KaHOMAaTiB 3B'A3yBaTW CBill CMopigHEHUA OGiNok KOHTPOMNbHOI TOYKM MOXHA 34INCHUTH,
Hanpuknag, LNASXOM BUMIPIOBAHHSI MPSIMOro 3B'A3yBaHHsi. AnNbTepHATUBHO, OinKkoBi MOMNEKYNU KOHTPOSbHOI TOYKM
MOXYTb ByTV hepMeHTaTMBHO NMOMIYeHi, HanpuKnaza, Nepokcuaa3o XpoHy, NyxHo docdaTasot abo nioumdgepasoto,
a 3B'A3yBaHHA KaHAMAATIB 3 LinboBUM OiNKOM KOHTPOSbHOI TOYKM BM3HAYaETLCS LUMAXOM MEPEeTBOPEHHS BiAMnoBigHOIo
cybcTpaTty Ha NpoaykKT.

[0128] PepmeHTHUI imyHOCOpOeHTHWMI aHania (ELISA) 3asBunyalii BMKOPUCTOBYETLCA ANA OLHKM CNeuudivHOCTI
3B'agyBaHHA ClA-kaHamnaaTa 3 uinboBMM BirlkoM KOHTPONbHOI TOYkM. B TMnoBomy aHanisi naHeni Ans MikpoTUTPyBaHHSA
NOKpMBaTb BINIKOM KOHTPOMBLHOI TOYKM LUNSXOM MOKPUTTA NPOTArom Houi npy 37°C 5 mkr/mn 6inka KOHTPOMBHOT TOYKM.
3pas3ku cuposaTku, Aki MictaTb ClA-kaHgupartie, po3sogatb y PBS, 5 % cuposatku, 0,5 % Tween-20 i iHkyOytoTb y
nyHkax npotarom 1 rod. npu KivMHaTHIA Temnepatypi 3 noganbwvM gopasaHHsAM IgG Fc aHtu-nmoguHm i IgG F(ab’)
nepokcmaasy XpoHy B TOMY CaMOMYy PO34YMHHMKY. Yepe3 1 rod. npu KiMHaTHIM TemnepaTtypi akTUBHICTb DepMeHTy
OL|iHIOKOTb LWNAXOM AofaBaHHs cybetpaTy ABTS (Sigma, St. Louis Mo.) i 3untytoTb Yyepes 30 xB Ha 415-490 HMm.

[0129] KiHeTuky 3B'A3yBaHHsA (Hanpuknag, adiHHICTb 3B'A3yBaHHSA) KaHAUAATIB TakoX MOXHA OUIHWTK 3a 4ONMOMOru
CTaHOapPTHMX aHanisiB, BiQOMUX B Ui ranysi TexHiku, Takmx siK-OT aHani3 Biacore (Biacore AB, Uppsala, Sweden). B
OAHOMY MpUKNai aHanidy OYnLLIEHNI PEKOMBIHAHTHMI GiNOK KOHTPOSBHOT TOYKM MOAMHU KOBANEHTHO 3B'A3aHUN i3 Yinom
CM5 (4inom, nokputum KapboKCUMETUNAEeKCTPaHOM) 4Yepe3 MepBUHHI amiHW, BUKOPUCTOBYIOYM CTaHOApPTHY XiMito
3B'sI3yBaHHSA aMiHiB i Habip, HagaHun Biacore. 3B'A3yBaHHsI BUMIPIOIOTH LLNSIXOM BBeAEHHS kaHauaaTie B 6ycdep HBS EP
(HapaeTbca koMmnaHielo Biacore AB) B koHueHTpauii 267 HM 3i wsugkicTio notoky 50 mkn/xB. lMpotarom 3 xB
crnocTepiranu 3a kiHeTukoto acouiauii 6inok-kaHaAMaaT KOHTPOSbHOI TOYKW, a 3a KiHeTUKOH Aucouiauil npoTsarom 7 XB.
Kpusi acouijauji i gucouiauii nigraHanuce Ao mogeni 3B'sa3dyBaHHsA JleHrmiopa 1:1 3 4ONOMOrOK OLHKM MPOrpamHoro
3abes3neyeHHs BIA (Biacore AB). LLlo6 miHiMisyBaTy BNnMB aBigHOCTI Ha OLIHKY KOHCTaHT 3B'A3yBaHHS, ON1S MiArOHKM
BUKOPUCTOBYETLCA NKLLE MOYATKOBUIN CENMEHT AaHMX, AKMIN BignoBigae ¢asam acouiadii i gucoudiadii. MoxHa BUMIpATH
3HayeHHs1 B3aemogii Kp, Kon i Koft. MepeBaxHi iHFiGiTOpy KOHTPONBbHOI TOYKM MOXYTb 3B'A3yBaTuCS 3i CBOIM LiNbOBUM
6inkom KoHTponbHOT Toukn 3 Kd 1x107 M abo meHLue.

[0130] Ons 6inkiB KOHTPOMbBHOI TOYKM, AKi GNOKYIOTb IMYHHI BiANOBIAi LWNAXOM 3B'A3yBaHHSA 3 NiraHOoM, MOXYTb OyTu
BMKOPUCTaHI JOAaTKOBI aHanian 3B'A3yBaHHs, Wob nepeBipuMTy 3aaTHICTb kaHauaaTa GrokyBaTu 3B's3yBaHHS niraHaiB 3
GiNKOM KOHTPOMbHOI TOYkM. B ogHOMy npuknagi aHamidy nNpoToYHa LMTOMETpisi BUKOPUCTOBYETLCA AONsl NeEpeBipku
6nokyBaHHs 3B'si3yBaHHA niraHay (Hanpuknag, PD-L1) 3 Ginkom KOHTponbHOi Touku (Hanpuknag, PD-1), ekcnpecoBaHUm
Ha TpaHcdikoBaHux kniTnHax CHO. o cycneHsii kniTvH, sika ekcnpecyoTb BiNOK KOHTPOSMbHOI TOYKW, A0AAlThb Pi3Hi
KOHLIeHTpaUii kaHauaara i iHkybytoTb npu 4 °C npoTtarom 30 xB. He3s'A3aHui iHribiTop 3ammnBatoTh, a FITC-MivueHni Binok-
nirang gopatoTb Y npobipku i iHkyOytoTb npu 4 °C npoTtarom 30 xB. AHani3a FACS BUKOHYETLCSA 3 JONMOMOrOK NPOTOYHOIO
umtometpa FACScan (Becton Dickinson, CaH-Xoce, KanidopHis). CepegHsi iHTeHcuBHICTb chnyopecueHuii (MFI)
tapbyBaHHA KNiTUH BKa3ye Ha KinbKiCTb niraHay, 3B'a3aHOro 3 GinkaMu KOHTPOMbHOI TOYkn. 3HmkeHun MFI B 3pa3sky, Ao



SIKOr0 [04aHO KaHauaaT, BKasye Ha Te, WO kaHauaaT € eddekTUBHUM Yy GrokyBaHHI 3B'S3yBaHHS niraHgy 3 LiNbOBUM
GiNKOM KOHTPOIbHOT TOYKN.

[0131] AwHanis 3B'a3yBaHHA 3 FOMOreHHoOK riyopecLeHLieo 3 po3ainbHol 3aaTHicTio B yaci (HTRF), Takun sk
onucanuni y nybnikauii PCT WO 2015034820, TakoxX MOXHa BMKOPUCTOBYBaTW ONA aHanidy 34aTHOCTI KaHauaaTa
6nokyBaTtu B3aemogito Ginka-niraHgy KOHTPoOrbHOI Touku. B ogHomy BapiaHTi 3aiicHeHHs CIC, siki BUKOPUCTOBYIOTBCS B
cnocobi, MoXyTb iHribyBaTu B3aemogito PD-1/PD-L1 3i 3HayeHHaMM [Cso go 10 nM abo meHwe, Hanpuknag, 0,01-10 nM,
nepesaxHo 1 NnM abo meHwe, Hanpuknag, 0,01-1 M, sk BUMIpAHO 3 OOMOMOrol0 aHanidy 3B'A3yBaHHS FOMOreHHOI
dnyopecLeHLii 3 po3aginbHot 3aaTHicTio B Yaci (HTRF).

KniTuHHMIA aHani3

[0132] B iHwomy BapiaHTi 34iMCHEHHS aHani3 Ans OuiHKW TOro, Y4 € KaHauaaT iHribiToOpoOM KOHTPOMbHOI TOYKM
aHTUTINa, € KNITMHHWIA aHania. TecT Ha 3miwaHy peakuito nimgpoumTie (MLR), sk onvcanmn B nateHTi US Ne 8008449,
3a3BMYali BUKOPWCTOBYETBCS AN BUMIpIOBaHHS nponidepauii T-kniTvH, npogykyeatu IL-2 i/abo IFN-Y. B ogHomy
npvknagi aHanisy T-kniTuHW noguHy ouunwaoTb Big PBMC 3 gonomoroto konoHku anst 3baradeHHst nioaceknx CD4+ T-
kniTnH (cuctemun R&D). KaHampaTt gogatoTb A0 KinbKoX KynbTyp T-KNiTWH B Pi3HMX KOHUEHTpaUisX. KniTuHM KynbTUBYHOTb
npotarom 5 ai6 npun 37 °C i 3 koxHOi KynbTypu 6epyts 100 Mkn cepepoBuLla ANA BUMIPOBaHHS LMTOKIHIB. PiBHi IFN-
ramMa i iHWKWX LMUTOKIHIB BUMIpIOIOTE 3a fJonomoru Habopis OptEIA ELISA (BD Biosciences). Knituiu mitatb 3H-
TUMIAMHOM, KynbTuBYIOTb We 18 rod. i aHanisyloTb Ha KNiTWMHHY nponidepadito. Pesynbtatn, ki nokasykoTb, O
NMOPIBHAHO 3 KOHTPOMeM KynbTypa, fka MICTUTb KaHAwuaaT, nokasye niasBuwieHy nponidepauito T-kniTuH, nigBulieHe
BUpo6bHMUTBO IL-2 i/abo IFN-ramma, siki Bka3yloTb Ha Te, WO KaHaMaaT € edhekTMBHUM Y BOKyBaHHi iHriGyBaHHsA Ginkom
KOHTPONbHOT TOYKM iIMyHHOT Bignosigi T-KniTUH.

AHaniau in vivo

[0133] B iHwoMy BapiaHTi 34iICHEHHS aHamni3oM, SKUA BUKOPUCTOBYETbLCHA AMA OLiHKM TOro, Yn € KaHguaar
iHriBGITOPOM KOHTPOSBHOI TOYKM aHTMTINa, € aHani3 in vivo. B ogHoMy npuknagi aHanidy camok muwen AJ Bikom 6-8
TwkHiB (Harlan Laboratories) paHaomisytoTe 3a Baroto Ha 6 rpyn. Muwam iMnnaHTyloTb NiglwkipHo B npasui Gik 2x108
KniTnH dibpocapkomu SA1/N, podunHeHux y 200 mkn cepeposuwa DMEM B geHb 0. Muweri o6pobnsiote PBS-Hociem
abo kaHouaaToMm y Hanepepn BM3HAYeHin Jo3i. TBapvHam BBOASATb BHYTPILHbOOYEPEBUHHY A03Yy npnbnuaHo 200 mkn
PBS, saka mictute kaHgmaaT abo Hocin, Ha 1, 4, 8 i 11 pobu. MNMpoTarom NpMbAM3HO 6 TWXKHIB MULIEN ABIidi HA TUXOEHb
crocTepirany 3a pocToM NMyXMMHW. 3 ONMOMOroK eNeKTPOHHOIO LWTAHFEHUMUPKYNA BUMIPIOOTE MYXMMHW B TPbOX BUMIpax
(BucoTta x WwmpuHa x goBxuHA) i obuncnioloTe 06'em nyxnuHU. Mulien niggatoTb eBTaHasii, Konv NyxnnHU JocsAratTb
KiHUeBOT Touku nyxnmHu (1500 mm3) a6o muLwi nokasyroTb Ginblue Hix 15 % BTpaTu Baru. Pe3ynbTaT, skuil nokasye, Lo
NOBIMbHILWMIA PiCT NyXMWMHW B TPyni KaHOWAATIB, sKi OAepXyBanu MiKyBaHHsi, MOPIBHSHO 3 KOHTPONbHOK rpynot, abo
JOBLUMA CcepemHin Yac ONnA AOCATHEHHs KiHueBoro ob'emy nyxnuHu (1500 mMM3) € 03HaKoK TOro, WO KaHauoaT Mae
AKTUBHICTb Yy MPUrHIYEHHI POCTY paky.

Moaynsatopwu rnokokopTukoigHux peuentopis (GRM)

[0134] Ak npaBuno, nikyBaHHA KapuuHOMM Kopu HagHupkoBux 3ano3 (ACC) y nauieHTiB 3 HaanuLLKOM
TTIIOKOKOPTUKOIAIB  MOXHa 3abe3neynT LUNSIXOM BBEAEHHS e(EKTUBHOI KiNbKOCTi  CEeNeKTUBHOro Moaynatopa
TTIOKOKOPTUKOIAHNMX peuenTopiB (SGRM), skuii Mae KoHOeHcoBaHy CTPYKTYpy asajekaniHy, retepoapuriKeTOHHY
KOHOEHCOBaHy CTPYKTYpy asajekaniHy abo oKkTagpoKOHAEeHCOBaHy CTPYKTYpY a3azekarniHy i iHribiTop KOHTPONbHOT TOYKN
aHTUTIN. Y BapiaHTax 3acTOCYBaHHsi iHFGITOP KOHTPOMbHOI TOYKM aHTUTING eEKTMBHUA NPOTU KMiTUH | NyXNuH
ekcrnpecye oanH abo Ginbwe aHtureHie PD-1, CTLA-4, PD-L1 abo PD-L2. Y BapiaHTax 3acTOCyBaHHHA TakoX MOXHa
BBOAWNTU XiMiOTEepaneBTMYHUI 3acié npoTu paky. XimioTepaneBTWYHMI areHT MpoTWM paky Moxe OyTu, Hanpuknag,
0obpaHui i3 TakcaHiB, ankinylunx areHTiB, iHrbiTopiB TONoi3oMepasun, areHTiB, AKi iIHAYKYIOTb CTPEC eHAOoMIa3mMaTnyHOro
peTuKynymy, aHTMmMeTaboniTiB, iHribITOpiB MiTO3Y i iX KOMBIHALIN.

[0135] Cnonyku cenekTMBHMX MOAYNATOPIB IMIOKOKOPTUKOIAHMX peuenTopiB (SGRM) Bkno4valoTb CroOMyku, SKi
MICTATb CTPYKTYpY asajekaniHy, KOHOEHCOBaHOro 3 reTepoapuiikeToHamy (sIKy TaKoX MOXHa Ha3BaTu OCTOBOM
asajekaniHy, KOHOEHCOBaHOro 3 retepoapunketoHamm). 3paskosi cnonykn SGRM, ski MiCTATb CTPYKTYpy asagekariHy,
KOHOEHCOBAHOI0O 3 reTepoapunkeToHoM, BKIoYaTb onucaHi B nateHTi US Ne 8859774; y naTtenTi US Ne 9,273,047; B
nateHTi US Ne 9,707,223; i B natenTi US Ne 9,956,216. Bci naTeHTn, naTeHTHi nybnikauii i naTeHTHi 3asBku, poO3KpUTi B
LLbOMY JOKYMEHTI, MOBHICTIO BKIIOYEHI B LIV JOKYMEHT LUNAXOM MOCUNAHHS.

[0136] B peskmx Bunagkax octoBom GRM € koHoeHcoBaHMW asapekaniH. B pgeskux Bunagkax GRM mae
KOHAEHCOoBaHWI asapekaniHoBuii octoB € SGRM i moxe 6yt GRA abo SGRA. B gesikux Bunagkax KOHOEHCOBaHWUM
asajekaniH € Crnomnykoto, sika Mae Taky opmyny:

ne L' i L? € uneHamu, HesanexHo BUBpaHUMM i3 3B'A3KY i HesamilleHoro ankineHy; R! € uneHom, BuMGpaHUM i3
HesaMilLeHoro arnkiny, HesamilleHoro reTepoarkiny, HeaamillleHoro retepouuknoankiny, -OR, NRCR!P, -C(O)NRICR?P
i -C(O)OR!A, B sxomy R!# € uneHom, BUGpaHUM i3 BOAHIO, He3aMilLleHOro ankiny i HesamileHoro retepoarnkiny; R1¢ i R1P
€ YrieHamu, He3anexHo BMOpaHMMK 3 He3aMilLleHOro arkiny i HesaMillleHoro retepoarikiny, i HeoboB'sI3KOBO 3'€AHaHi 3
YTBOPEHHSIM He3aMillleHOro Kinbus 3 aToMOM a30Ty, [0 $IKOTO BOHM NPUEdHAHi, MPUYOMY 3asHayeHe Kinbue



HeobOoB'A3KOBO MICTUTb 4OAATKOBUI aTOM a30Ty B KinbLi. R? Mmae dhopmyny:

R2G )
t

Je R?C e uneHoMm, BuUGpaHWM i3 BOAHIO, ranoreHy, He3aMmilleHOro arnkuny, HesaMilleHoro reTepoarnkiny,
He3aMilLleHOoro Luknoankiny, HesamiweHoro retepouuknoankiny, -CN i -CFz; J € cdeHninom; t € uinum yncnom Big 0 go 5;
X aBnsie coboto -S(0O2)-; i R® siBnsie coboto eHin, HeoGoB'A3KOBO 3amileHnit 1-5 rpynamun 3 R, e R5* gBnsie coGoto
uneH, BUGpaHuii 3 BoAH0, ranoreHy, -OR5AL, S(O2)NR®4?R5A3 -CN i HesamileHoro ankiny, a R%! aense cobot uneH,
BMOpaHWiA 3 BOAHIO i He3aMmileHoro ankiny, a R%?2 i R%3 e yneHamu, He3anexHo BMOpPaHUMK 3 BOAHIO i He3aMilleHoro
ankiny, abo ix conen i isomepis. Npuknagn Takux cnonyk poskputi B US 7,928,237 i US 8,461,172 obuaga 3 siKux €
naTeHTamu BKMOYEHMMM MOBHICTIO CHOAM LUNSAXOM MOCUMNAHHS.

[0137] Y BapiaHTax peanisauii koHgeHcoBaHu asagekaniH SGRM ¢ CORT108297, Tobto (R)-(4a-eTokcumeTwn-1-
(4-dbTopdheHin)-6-(4-TpndpTopmeTun-6eH3oncynbdoHin)-4,4a,5,6,7,8-rekcarigpo-1H, 1,2,6-Tpiasa -
uuknoneHTalb]HadpTanin, kM mae Taky CTPYKTypy:

CF

[0138] B peskmx Bunagkax GRM OCTOBOM € KOHOEHCOBAaHUM reTepOoapunikeTOHOBUIM alagekaniH abo okrarigpo
KOHAEHCOBaHWI a3agekaniH. B geskux Bunagkax GRM maloTb KOHOEHCOBaHWIA reTepoapunKkeToHoBUI a3zagekaniH abo
KOHOEHCOBaHWUI oKTariapo aszagekaniHosuii octoB € SGRM i moxe 6yt GRA abo SGRA.

[0139] 3paskoBi GRM, siki MiCTATb CTPYKTYpy asagekaniHy, KOHOEHCOBaHOro 3 reTepoapurikeTOHOM, BKITHOYakoTb Ti,
wo onucaxi B nateHTi US 8 859 774, ski moxyTb ByTn ofepKaHi, ik ONMcaHO B HbOMY, i SIKi, TaKMM YMHOM, BKITHOYEH B
Len AOKyMeHT noBHicTio. Taki 3paskoBi GRMs moxyTbs 6yt SGRMs. B geskmx Bunagkax GRM, ki MicTaTe CTpyKTypy
asagekaniHy, KOHOEHCOBAHOro 3 reTepoapuIikeTOHOM, Mae Taky CTPYKTYpY:

R o)
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\//
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\
N
1s
B SKiN

R! aense coboto retepoapunbHe Kinble, ke MiCTUTL Big 5 00 6 YneHiB Kinbusa i Big 1 40 4 reTepoaToMiB, KOXeH
HesanexHo BMGpaHuw i3 rpynu, sika cknagaetbed 3 N, O i S, Heo60B'sI3kOBO 3amillieHnX 1-4 rpynamu, KOXHa He3anexHo
BMGpaHa 3 R,

koxxeH R HesanexHo obpaHuii i3 rpynu, sika cknagaeTbea 3 BoaHo, Cie ankiny, ranorey, Cis ranoreHankiny, Cis
ankoken, Ci1.e ranoankokeun, -CN, N-okemay, Ca-g uuknoankiny i Cs.g rerepoumknoankiny;

Kinbue J BMOpaHo 3 rpynu, sika CKNnagaeTbCs 3 LMKIOAnKiNbHOro KinbLUd, reTepoLMKoankinbHOro KinbLs, apunbHOro
KinbUs | reTepoapunbHOro Kinblsi, B IKOMY reTepouumknoarnkineHe i rerepoapunbHe Kinbus MatoTb Big 5 0o 6 uneHis
KinbLs i Big 1 8o 4 reTepoaToMmiB, KOXEH He3anexHo BUbpaHux i3 rpynu, sika cknagaetscsa 3N, O S;

koxeH R? He3anexHo obpaHui i3 rpynu, sika cknagaeTbca 3 BogHto, Cie ankiny, ranoreny, Cie ranoreHankiny, Cie
arnkokeu, Ci6 ranoankokcu, Ci6 ankin-Cis ankokcu, -CN, -OH, -NR?2R%°, -C(O)R?2, -C(O)OR?%, -C(O)NR%R?, -SR?2, -
S(O)R?3, -S(0)2R??, Czg umknoankin i Czs retepouvknoarskin, npuYoMy reTepoLUKIIoankinbHi rpynM HeoboB'S3KOBO



3amilleHi 1-4 rpynamm R2C;

anbTepHaTMBHO, ABI rpynu R?, NoB'A3aHi 3 TUM camum ByrneLeM, 06'eaHY0TLCS 3 YTBOPeHHsIM okcorpyniu (=0);

anbTepHaTMBHO, ABi rpyny R? 06'eqHYIOTLCA 3 YTBOPEHHAM reTepoLMKIoaskiflbHOro KinbLs, sike MiCTUTb Big 5 oo 6
YneHiB Kinbus i Big 1 40 3 reTepoaToMiB, KOXEH He3anexHo BUbpaHux i3 rpynu, ska cknagaetbea 3 N, O i S, npuyomy
reTepouyKnoarnkineHe Kinbue Heo6oB'A3koBO 3amilleHe Big 1 go 3 rpynamu R,

R?2 | R?°, koxeH HesanexHo, BUbMpatoTh i3 rpynu, sika cknagaeTbes 3 BogHio i Cie ankiny;

koxeH R HesanexHo oGpaHuii i3 rpynu, sika CKNagaeTbCa 3 BOAHIO, ranoreHy, rigpokcu, Cis ankokcu, Cie
ranoankokeu, -CN i -NR22R2b;

koxeH R4 HesanexHo BUGMPAETLCA 3 rpynu, sika ckragaeTbes 3 BogHio | Cies ankiny, abo Aei rpynn R, npuegHaHi
[0 OJHOrO KinbLeBoro atoma, o6'egHy0TbCs 3 yTBOpeHHAM (=0);

R3 06paHuit i3 rpynu, sika ckrnadaeTbesa 3 eHiny i nipuanny, KokeH HeoGOoB'SI3KOBO 3aMilLeHuii 1-4 rpynamm R,

koxeH R32 HesanexHo oGpaHuii i3 rpynu, sika CKnagaeTbCs 3 BOAHIO, ranoreHy i Ci.s ranoreHankiny; i

HWXHIN ingekc n — ue uine yucno Big 0 oo 3;

abo ix coni i isomepw.

[0140] B pesikux BuNagkax reTepoapunKeTOHOBUI KOHAeHcoBaHun asafgekaniH GRM € penakopunaHTom
(CORT125134), T06T0 (R)-(1-(4-cpTOpPdhEHIN)-6-((1-MeTun-1H-nipason-4-in)cynbdoHin)-4,4a,5,6,7,8-rekcarigpo-1H-
nipasono[3,4-glidoxiHoniH-4a-in)(4-(TpudTopmMeTUN)NipuaNH-2-in)METaHOH, AKUA Mae Taky CTPYKTYpY:

[0141] Y BapiaHTax 3aCcTOCYBaHHS reTepoapuIKeTOHOBUIN KoHAeHcoBaHMIM a3agekaniH SGRM e cnonykoto (R)-(1-(4-
dTopdeHin)-6-((4-(TpucpTopmeTnn)deHin)cynedoHin)-4,4a,5,6,7,8-rekcarigpo-1-H-nipasono P,  4-glidoxiHoniH-4a-in)
(nipngunH-2-in)meTtaHoH (nig Hassoto "CORT113176"), Akuii Mae Taky CTPYKTypy:

[0142] Mpuknagn GRM, sKi MicTATb OKTariapo KOHAEHCOBaHy CTPYKTYpy asagekaniHy, BKIoYalTb CMOMyKW, ONUCaHi
B nateHTi US Ne 10 047 082, akuii NOBHICTIO BKIMIOYEHO CHOOM LUMSIXOM MOCUITAaHHSA. Y BapiaHTax peanisauii okrariapo
KOHOeHcoBaHuW azagekaniH GRM mae copmyny:



(R3),

ne R! € reTepoapunbHUM KinblLieM, WO MICTUTL Big 5 A0 6 4neHiB kinbus i Bio 1 00 4 reTepoaToMmiB, KOXeEH
HesanexHo BMbpaHux i3 rpynu, sika cknagaetbest 3 N, O i S, HeoboB'sI3KOBO 3aMillieHnX 1-4 rpynamu, KOXHa He3anexHo
BMOpaHa 3 R'%; koxeH R!® HesanexHo obpaHui i3 rpynu, sika ckrnafgaeTtbcs 3 BoAHi, Cis ankiny, ranoreHy, Cis
ranoreHankiny, Cie ankokcu, Cie ranoreHankokcu, N-okemay i Css umknoankiny; kinbue J BmbpaHo 3 rpynu, fka
CKNafgaeTbCA 3 apuUIbHOro KinbUs i reTepoapunbHOro Kinbusi, gke MiCTUTb Big 5 oo 6 uneHdiB kinbuda i Big 1 go 4
reTepoaTtoMis, KOXeH HesarnexHo BMbBpaHux i3 rpynu, ska cknagaetbca 3 N, O i S; koxeH R? HesanexHo BUGpaHuit i3
rpynu, fka cknagaeTtbca 3 BogHo, Cie ankiny, ranoreHy, Ci.s ranoreHankiny, Ci-s ankokcu, Ci-6 ranoreHankokcu, Cis
ankin-Cis ankokeu, CN, OH, NR?2R? C(O)R?2, C(O)OR??, C(O)NR?2R?", SR?2, S(O)R?2, S(0)2R??, C3.g umkrnoankin i Ca-s
reTepoLmMKnoarnkin, KOXeH 3 sikMx MiCTUTb Big 1 0o 3 reTepoaToMiB He3anexHo ob6paHuii i3 rpynu, sika cknagaertbcs 3 N,
O i S; anbTepHaTBHO, OBi rpynu R? Ha cycigHix aTomax KinbLs 06'€qHYHOTECS 3 YTBOPEHHSAM reTepouMKioankinsHoro
KinbLsa, ke MicTUTb Big 5 A0 6 uneHiB kinbus i Big 1 40 3 reTepoaToMmiB, KOXEH He3anexHo BMOpaHux i3 rpynu, aka
cknagaeTbea 3 N, O i S, npuyomy reTepoumKnoankineHe Kinbue € HeoboB'A3koBo 3amileHe 1-3 rpynamu R%¢; R?2, R j
R2¢ koxHa HesanexHo obpaHa i3 rpynu, sika ckragaetbcs 3 BogHo i Cie ankiny; koxeH R32 He3anexHo € ranoreHom; i
HWXHIN ingeke n € uinum ymucnom Big 0 go 3, abo ix coni i isomepwm.

[0143] B peskux BuMnagkax oktarigpo koHaeHcoBaHuin asagekaniH GRM e CORT125281, to6To ((4aR,8aS)-1-(4-
dTopdeHin)-6-((2-meTnn-2H-1,2,3-tpiaszon-4-in))cynedoHin)-4,4a,5,6,7,8,8a,9-okrarigpo-1H-nipasono[3,4-glizoxiHoniH-
4a-in)(4-(TpudTOpMETUN)NIPUANH-2-i) METAHOH, KU MaE Taky CTPYKTYpPY:

laeHTUdikaLis cenekTUBHUX MOAYNATOPIB rMIOKOKOPTMKOIAHMX peuenTopiB (SGRM)

[0144] Wo6 Bn3HaumTk, Yn € TectoBa cnonyka SGRM, cnonyky cnovaTky niggatTb aHanisam Ans BUMIpOBaHHS ii
3paTHocTi 3B'a3yBaTuca 3 GR i iHribyBaTtn GR-onocepeakoBaHy akTUBHICTb, siki BU3HA4al0Thb, UM € CMoSyka MogynsToOpoM
TTIIOKOKOPTMKOIQHOIO peuentopa. AKWO NiATBEPAKEHO, IO CMoNnyka € MOOYNATOPOM FMHOKOKOPTUKOIAHOrO peuenTopa,
SIKy MOTIM NigAalTb TECTY Ha CENEKTMBHICTb, WOO BM3HAYMTKU, YM MOXKe crnonyka crneuudivyHo 3B'asyBatmcsa 3 GR
nopiBHAHO 3 Binkamu, siki He € GR, TakMMK sIK peLenTop eCTPoreHy, peLenTop NPorecTepoHy, peLenTop aHaporeHy, abo
MiHepanokopTukoigHun peuentop. B opgHomy BapiaHTi 3giicHeHHs SGRM 3B'adyetbca 3 GR 3i 3HayHO BuWLWIOO
crnopigHeHicTio, Hanpuknag, npuvHanmHi B 10 pasiB BUWOK crnopigHeHicTio, Hixk 3 He-GR 6Ginkamn. SGRM moxe
aemoHcTpyBaTtu 100-kpaTHy, 1000-kpaTHY abo GinbLly cenekTMBHICTb ANns 3B's3yBaHHA 3 GR nopiBHSIHO 3i 3B'A3yBaHHSM
3 iHWUMK Binkamu.

3B'A3yBaHHs

[0145] 3paTHicTb TeCTOBOI CNOMYKU 3B'A3YBATUCS 3 MMIOKOKOPTUKOIOHUM peuenTopoM MOXHA BUMIPSATU 3a A4ONOMOrU
Pi3HOMaHITHMX aHanisiB, Hanpuknag, LWAsSXOM CKPWHIHFY Ha 34aTHICTb TEeCTOBOI CMOMYKU KOHKypyBaTW 3 niraHooMm
TTIFOKOKOPTMKOIQHOIO peLenTopa, TakuM siKk JeKcameTasoH, ANd 3B'S3yBaHHSA 3 IMIOKOKOPTUKOIAHUM peuentopoM. Paxisui
B Ui ranysi TEXHIKM BU3HaOTb, WO iCHYE psaf CnocobiB BUKOHAHHSA TakMX KOHKYPEHTHUX aHanisiB 3B'A3yBaHHs. B gesakux
BapiaHTax 3acCTOCYBaHHS  [MOKOKOPTUKOIOHWA  peuenTop  nonepeaHbo  iHKyOyloTb i3 MiYeHMM  niraHgom
FMIOKOKOPTMKOIAHOrO peLenTtopa, a MOTIM KOHTakTylTb i3 TECTOBOK Cronykow. Llern Tun KOHKypeHTHOro adanisy



3B'A3yBaHHA TaKOX MOXe Ha3vBaTUCHA aHamni3aoM 3aMillleHHs1 3B'a3yBaHHS. 3MeHLUEHHS KiNbKOCTi MidYeHoro niraHay,
3B'I3aHOr0 3 IMKOKOPTUKOIAHUM PELEenTOPOM, CBIAYUTL NPO Te, L0 TECTOBA CMOJyKa 3B'A3YETLCS 3 MMIOKOKOPTUKOIAHUM
peuenTtopoM. B geskmx Bunagkax MideHui mniraHg € onyopecueHTHO MIYEHOK Cnomnykot (Hanpuknag, dnyopecLeHTHO
MiYeHUM cTepoigom abo aHaroroMm crepoigy). AnbTepHaTUBHO, 3B'A3YBaHHS TECTOBOI CMOMYKWN 3 FMHOKOKOPTUKOIAHUM
peLenTopoM MOXHa BUMIpATU GesnocepedHbO 3 LOMOMOrOK MiYeHOi TeCcToBOi crnomnyku. Lle ocTaHHin Tun aHanisy
Ha3MBaETBLCS aHani3oM NPsIMOro 3B'A3yBaHHS.

[0146] Ak aHani3an npsMoro 3B'A3yBaHHSA, TaK i aHani3n KOHKYPEHTHOro 3B'A3yBaHHA MOXHa BMKOPUCTOBYBaTW B
pisHMx dopmatax. dopmatn MOXyTb OyTM nogibHMUMM [0 TUX, O BUKOPUCTOBYKOTBCA B iMyHOAHanisi i aHanisi
3B'A3yBaHHA peuenTopie. [Onsa onucy pisHWx dopmatis aHanisiB 3B'A3yBaHHs, BKMOYaOYM aHanian KOHKYPEHTHOro
3B'A3yBaHHS | aHani3n npsAmoro 3B'a3yBaHHs, auB. Basic and Clinical Immunology 7th Edition (D. Stites and A. Terr ed.)
1991; Enzyme Immunoassay, E.T. Maggio, ed., CRC Press, Boca Raton, Florida (1980); and "Practice and Theory of
Enzyme Immunoassays, ” P. Tijssen, Laboratory Techniques in Biochemistry and Molecular Biology, Elsevier Science
Publishers B.V. Amsterdam (1985), Ko>XeH 3 SIKX BKITHOYEHWI CIOAM LUMIAXOM NOCUMNaHHS.

[0147] B TBeppodasHux aHanisaax KOHKYPEHTHOrO 3B'A3yBaHHS, HaANpuKnag, 3pa3oK CrofyKn MOXe KOHKYpyBaTw 3
MiYeHVM aHaniTom 3a cneundiyHi canTy 3B's3yBaHHA Ha 3B'A3yBanbHOMY areHTi, 3B'dA3aHOMY 3 TBEpPAOK NoBepxHeto. B
LbOMYy TUNi bopMaTy MiYeHUIn aHaniT Moxe ByTu niraH4OM MIOKOKOPTUKOIAHOMO peLenTopa, a 3B'Aa3yBaribHUM areHToM
MoXe ByTu rMIOKOKOPTMKOIAHWI peLenTop, 3B'a3aHuni i3 TBepaoto a3oto. ANbTepHaTUBHO, MiYEHUA aHaniT Moxe ByTu
MiYEHUM  TTIIOKOKOPTUKOIAHMM  peLenTopoM, a 3B'A3yBanbHUMN areHT Moxe OyTn TBepaodasHuMm  niraHgom
TTIOKOKOPTUMKOIAHOrO peuenTtopa. KoHueHTpauis MideHoro aHaniTy, 3B's3aHOr0 3 areHTOM 3axOmnfeHHsi, obepHeHo
nponopuinHa 34aTHOCTi TECTOBOI CMOMYKU KOHKYpYBaTW B aHanisi 3B'a3yBaHHS.

[0148] AnbTepHaTUBHO, aHani3 KOHKYPEHTHOrO 3B'A3yBaHHA Moxe OyTu mpoBedeHwui B pigkin dasi, i byab-akui i3
Pi3HOMaHITHUX METOoZIB, BiAOMUX Yy Ll ranysi TexHikK, Moxe OyTW BUKOPUCTaHUWA ANst BiAAINEHHS 3B'A3aHOr0 MiYeHOro
Ginka Big He3B'si3aHOro MideHoro binka. Hanpuknag, 6yno po3pobneHo aekinbka npoueayp ANA po3pi3HEHHS 3B'A3aHOro
niraHgy i HagnuwKy 3B'A3aHoro niraHAy abo Mix 3B'A3aHOI0 TECTOBOK CMOMNYKOIO | HAAMULLKOBOK HE3B'A3aHOK TECTOBOKO
cnonykoto. BoHu BkMo4valTh igeHTMdIKaUilo 3B'A3aHOr0 KOMMIEKCY LUNSAXOM ceauMeHTalii B rpagieHtax caxapoawu,
enektpogopes y reni abo i30enekTpuyHe OKYCyBaHHs B Treni; OCafXeHHS KOMMMEKCYy peuenTop-rniraHg,
npotamMiHcynbdaTom abo agcopbuio Ha rigpokcunanaTwTi; | BUAANEHHs He3B'si3aHMX CMonyk abo niraHaiB LUMAsSXOM
apcopbuii Ha nokpuToMy aekcTpaHoM aepeBHomy Byrinni (DCC) abo 3B'A3yBaHHs 3 iIMMOGinisoBaHMM aHTuTINOM. [icns
noAiny BU3Ha4atoTb KiNbKiCTb 3B'A3aHOro niraHay abo TeCTOBOI CMONYKM.

[0149] B sakocTi anbTepHaTUBM MOXHa NPOBECTW aHamni3 roMOreHHOro 3B'sI3yBaHHSA, Yy SIKOMY CTafisi po3gineHHs He
notpibHa. Hanpuknag, MiTka Ha rJIIOKOKOPTUKOIAHOMY peuenTopi Moxe OyTu 3MiHeHa LMNsSXoM  3B'A3yBaHHSA
rMHOKOKOPTMKOIAHOIO peLentopa 3 Noro niraHaom abo TECTOBOK CMomnykow. Lis 3amiHa B MiYeHOMY TIHOKOKOPTUKOIAHOMY
peuenTopi NpU3BoaUTbL A0 3MEHLUEHHS ab0 MOCWUMEHHSI CUrHarmy, sSiKU BUMPOMIHIOETBCS MITKOH, TaK LLO BUMIPHOBaHHS
MITKM HanpuvKiHUi aHanisy 3B'A3yBaHHS [03BONSE BUSBUTU abo KiMbKICHO BM3HAYWMTWU FMIOKOKOPTUKOIAHUIA peuenTop B
3B'A3aHOMY CTaHi. MoXHa BMKOPMCTOBYBATU Pi3HOMAHITHI MiTKM. KOMMOHEHT MOXe OyTM NO3Ha4YeHUN OOHWUM i3 KifbKOX
meToais. KopucHi pagioakTMBHI MIiTKM BKMOYaloTb Taki, Wo Mictatb 3H, 1251, 35S, 14C a6o 32P. KopucHi HepamioakTUBHI
MITKM BKMOYAKOTb Taki, WO MICTATb nyopodopun, XeMinioMiHECUEHTHI areHTu, ¢ocdOpeCcUEeHTHI areHTu,
€IeKTPOXEMIMNIOMIHECLEHTHI areHTu Towo. ®rnyopecueHTHi areHTu ocobnvMBO KOPMUCHI B aHaniTM4HMX MeTodax, sKi
BUKOPUCTOBYIOTLCSI NS BUSIBINIEHHS 3MiH B CTPYKTYpi Binka, Takmnx sKk-oT aHidoTponis dpnyopecLeHLii i/abo nonsipusoBaHa
dnyopecueHuii. Bubip MiTkm 3anexwuTb Big HeoOXigHOI YyTNMBOCTI, MErkocTi KOH'lorauji i3 Cnomykow, BWMOr [0
cTabinbHOCTI | HasBHOrO obnagHaHHa. [ina ornsaay pisHUX cucTem MapKyBaHHS abo CTBOPEHHS CUrHanmiB, siki MOXYTb
OyTn BMKOpuUcTaHi, AnBiTbCca nateHT US Ne 4391904, akuii BKITIOYEHWI CIOAMN LUASXOM MOCUMINaHHSA y NOBHOMY 06cA3i Ans
BCix uinen. Mitka moxe OyTn 3B'A3aHa npaAmo abo onocepenkoBaHO 3 H6akaHUM KOMMOHEHTOM aHarnisy BignoBiAHO A0
meTopais, fobpe BijoMux y Ui ranysi TexHiku. B geskux Bunagkax TectoBa cronyka koHTakTye 3 GR 3a npucyTHocTi
nyopecLeHTHO MideHoro niraHay (Hanpuknag, crepoigy abo aHanora cTepoigy) 3 Bigomoto cropigHeHicTio go GR, i
KiNbKICTb 3B'A3aHOr0 i BiNIbHOMO MIiYEHOro niraHgy OUIHIETLCH LWMASXOM BUMIPOBaHHA nonsapusauia dnyopecueHuii
MiyeHoro nirangy.

HepG2 aHani3 TnpoavHamiHoTpaHcdepasu (TAT)

[0150] Cnonyku, Ski npoAeMOHCTpyBanu GaxaHy cnopigHeHICTb 3B'A3yBaHHsS 3 GR, TeCTyHOTbCA Ha iXHIO aKTUMBHICTb
BiHOCHO iHribyBaHHA onocepeakoBaHoi GR  aktmeHocti. Cnonyku, €K npaBuno, MNignarawTb — aHanisy
Tupo3nHamiHoTpaHcdepasn (aHania TAT), AKMN OUIHIOE 3[4aTHICTb TECTOBOI CMONYKW iHriOyBaTU iHOYKLiO aKTUBHOCTI
TMpo3nHaMiHOTpaHcdepasn aekcametasoHoMm. [me. lMpuknag 1. Mogynatopu GR, ski nigxogaTe Ans ONMCaHOro TyT
cnocoby, matTb ICso (MONMOBMHY MaKCUMarnbHOI KOHLEHTpaLii iHribyBaHHA) MeHwe Hix 10 mikpomonen. IHwi aHanisw,
BKITHOYaoun, ane He 0OMeXyHTbCS HUMK, TaKi, L0 ONUCaHI HXKYe, TaKoX MOXYTb OyT 3acTOCOBaHi AN NiATBEPIKEHHS
GR moaynsuinHoi akTMBHOCTI CNONYyK.

KniTuHHI aHanian

[0151] KniTuHHWMIA aHani3, SKWA BKMHOYae Uini KNiTMHM abo KNiTWHHI  dpakuii, SKi MICTATb TMIOKOKOPTUKOIOHI
peuenTopu, TakoX MOXHa BWKOPUCTOBYBaTW ANS aHanidy 3B'A3yBaHHA TECTOBOI Cnonyku abo moaynsuii akTMBHOCTI
rIHOKOKOPTMKOIAHOrO peuenTopa. Mpuknagm TvniB KMiTMH, Ski MOXXHa BMKOPUCTOBYBATU 3rigHO 3i cnocobamu BMHaxoay,
BKMOYaOTb, Hanpuknag, Oyab-aki KNiTMHWM CCaBUiB, BKIOYAYU NEVKOUUTU, Taki SK-OT HEeNTPOginv, MOHOUMTH,
Makpodparv, eo3vHodinu, 6asodinu, Ty4Hi KNiTMHKW i nimdounTn, Taki Ak-oT T-KNiTUHKU | B KNiTUHW, nerkeMist KNiTUHK,
KNiTUHM nimcomun  BepkiTrta, KMITUHU NyXnuMHKW  (BKNIOYAKOYM  KNITUHU  BipyCy NYXMMHU MOMOYHOI 3ano3n  MuLi),
eHgoTenianbHi KNiTuHW, ibpobnacTtu, KNiTMHU cepust, M'A30BI KNITUHW, KNITUHW MYXIMHA MOJIOYHOI 321031, KapLuMHOMU
paKy SIE4HUKIB, KapLMHOMW LUMIAKA MaTKK, rniobnactomu, KniTMHU NeYiHKW, KNITUHU HUPOK i HEMPOHHI KMiTUHW, a Takox
KNITUHW rpubiB, Y TOMY umncri apikaxie. KniTuHM MOXyTb OYTW NEPBUHHUMU KITiITUHAMKU ab0 MYXIMHHUMU KTiTUHaMn abo
iHWYMKM TMNamy iMopTani3oBaHMX KNITUHHMX NiHIA. 3BMYaHO, FMOKOKOPTUKOIOHUIA PELIENTOp MOXe eKcrnpecyBaTucs B
KniTUHaXx, sIKi He eKCnpecyrTb eHOOrEHHY BEPCItO MMIOKOKOPTUKOIAHOMO peuenTopa.

[0152] B peskux Bunagkax AN CKPUHIHIY MOXHa BUKOPVUCTOBYBATU (hparMeHTU TMIOKOKOPTMKOIQHOIO peuenTopa, a



TaKOX 3MMTTA GinkiB. AKWO NOTPiIGHI MoOMekynu, siki KOHKYpYHOTb 3a 3B'A3yBaHHs 3 niraHgamy TMHOKOKOPTUMKOIOHOIO
peuentopa, BuKopucToByBaHi dparmMeHTn GR € dparmeHTamu, 3gatHuMmy  3B'adyBaTu  niraHauM  (Hanpwvknag,
JekcameTasoH). AnbTepHaTuBHO, Oyab-skuin dparmeHT GR MOXHa BMKOPMCTOBYBaTW K MilleHb ANs igeHTudikauii
MOIeKyn, siKi 3B'A3yl0Tb MIOKOKOPTUKOIAHUIA peuenTop. ®parMeHTH rMIOKOKOPTMKOIQHOIO peuenTopa MOXYTb BKIHOYATU
Oyab-sikuii  pparMeHT, Hanpuknag, woHanveHwe 20, 30, 40, 50 amiHokucnotr ax pgo 6inka, sSkuMn MiCTUTb BCi
aMiHOKUCIIOTM IIIOKOKOPTUKOILHOMO peuenTtopa, OKpiM OHiIET.

[0153] B peskMx BapiaHTax 3acToCyBaHHA 3HWKEHHS nepefadi  curHanis, BWKIUKaAHE  akTMBaLieto
rNIOKOKOPTMKOIAHOIO peLenTopa, BUKOPUCTOBYETLCH ANS iAeHTUdikauii MogynaTopiB rMIOKOKOPTUKOIAHOTO peuenTopa.
CuvrHanbHy aKkTUMBHICTb FNIOKOKOPTMKOIQHOMO pelentopa MOXHa BU3HAYMTU pisHUMKM cnocobamu. Hanpuknag, moxHa
BiACTEXyBaTW Mofarnblli MOMNEKynspHi nogii Ans BU3HAYEHHS CUrHanbHOI akTMBHOCTI. MMoganblii nogii BKNOYaTb
aKTMBHICTb ab0 NposiBU, AKi BUHUKAKOTb B pe3yrnbTaTi CTUMYNSAUIT rIOKOKOPTUKOiAHOrO peuenTtopa. MNpuknaan HacTynmHUX
nofin, KOPUCHUX y PYHKLIOHAmMbHIN OLiHL TPaHCKPUMLUIMHOT akTUBaUii | aHTaroHiamy B He3MiHEeHWUX KNiTUHaXx, BKNOYaloTb
aKTMBaLilo  psAQy  3anexHux  Big  enemeHta  Bignosigi  Ha  rmokokoptukoign  (GRE) rewiB  (PEPCK,
TUpo3nHamiHoTpaHcdepasn, apomaTasu). Kpim Toro, MoXHa BUKOPUCTOBYBATU cnieumdiyHi TUNW KNiTUH, CNPUAHSATNNBI
Ao aktmeauii GR, Taki SK-0T ekcnpecis ocTeokanbUMHy B ocTeobnacrtax, fka 3HWKYETbCSA MMIOKOKOPTUKOIAAMMW; NEPBUHHI
renaTouuTn, SKi BUSBMSAIOTbL OMocepenkoBaHy rrntokokopTukoigamn perynsuito PEPCK i rmokoso-6-cocdaty (G-6-
Pase)). GRE-onocepenkoBaHa eKcrnpecis reHa Takox Gyna npogeMOHCTpoBaHa B TPAHCHIKOBAHUX KMITUHHUX MiHIAX 3
BUKOpUCTaHHsaM Aobpe Bigommx GRE-perynboBaHmx NocnigoBHOCTEN (Hanpuknag, NPoOMOTOp BipyCy MyXMMHW MOSOYHOT
3anosu muwi (MMTV), TpaHcdikoBaHU nepen KOHCTPYKLiED penopTepHoro reHa). MNMpuknagn KOPUCHUX KOHCTPYKLIN
penopTepHOro reHa BkrovaloTb Noumndepasy (luc), nyxHy docdartasy (ALP) i xnopamdeHikonaueTnntpaHcdepasy
(CAT). dyHKLioHanbHa oLiHKa penpecii TpaHcKpunuii Moxe 6yTn NnpoBeaeHa B KNITUHHUX NiHIAX, TAKUX 9K MOHOUUTK abo
ibpobnact wkipn noavHN. KopucHi dyHKUiOHanbHI aHamni3u BKIOYalTb Taki, SKi BUMIplOOTb ekcnpecito |IL-6,
cTumynboBaHy IL-1beta; 3HWXeHHs perynsuii konareHasu, UMKNooKcureHasn-2 i pisHnx xemokiHis (MCP-1, RANTES);
LPS ctumyntoe BUBINbHEHHSA LUMTOKIHIB, Hanpuknag, TNFa; abo ekcnpecito reHis, perynboBaHoi hakTopamu TpaHcKpunuii
NFkB a6o AP-1, B TpaHCikoBaHWX KNITUHHUX NiHISX.

[0154] Cnonykn, siKi TECTYHOTbCS B LIMbHOKMITUHHUX aHanidax, TakoX MOXyTb OyTM npoTecToBaHi B aHanisi Ha
LMTOTOKCUYHICTb. AHani3 LIMTOTOKCUYHOCTI BMKOPUCTOBYETBLCA ONA BU3HAYEHHHA CTYMEHsl, A0 AKOro BigyyTHUA edekT
3YMOBIEHUA KMITUHHUMU edekTaMmn, He MOB'A3aHUMKM 3 TNIOKOKOPTMKOIAHMMMK peuenTtopamu. B Tunosomy BapiaHTi
3[0iACHEHHS aHani3 LIMTOTOKCUYHOCTI BKIHOYAE KOHTaKTYBaHHSI KOHCTUTYTUBHO aKTMBHOI KITITUHWM 3 TECTOBOK CMOJTYKOHO.
Byab-sike 3HVXEHHS KNITUHHOI aKTUBHOCTI CBIAYUTbL NPO LIUTOTOKCUYHY Aito.

3) DopaTkosi aHanian

[0155] JopaTkoBoto intocTpaLieto Garatbox aHanisiB, siki MOXHa BUKOPUCTOBYBATW AnS ideHTUdikauii komnoauuin,
SIKi BUKOPUCTOBYIOTbCA B cnocobax BUHaxody, € aHarnisun, 3aCHOBaHi Ha akTMBHOCTI MIOKOKOPTUKOIAIB in Vivo. Hanpwuknag,
MOXYTb BYTV BMKOpPMCTaHi aHaniau, Aki OUIHIOITL 34aTHICTb nepeabavyBaHoro moaynatopa GR iHribyBaT nornnHaHHA
3H-tumignHy B OHK y knmiTuHax, ki CTUMYMIOOTBCS TNIOKOKOPTUKOiAaMW. AnbTepHatuBHO, nepepbavyBaHui GR
MOAYNSATOp MOXe AomnoBHIOBaTUcA 3H-gekcameTasoHoOM Ansi 3B'A3yBaHHA 3 renaToMol KynbTypoto TkaHmHu GR (guB.,
Hanpwuknag, Choi, et al., Steroids 57:313-318, 1992). Ak iHWWA Npuknag MoXHa BMKOPWUCTaTW 30aTHICTb IMOBIPHOIO
mogynstopa GR GnokyBaTn sigepHe 3B'A3yBaHHsA komnnekcy 3H-gekcameTtas3oH-GR (Alexandrova et al., J. Steroid
Biochem. Mol. Biol. 41:723-725, 1992). ina noganbLioi ineHTudikalii nepegbavyBaHnx mogynsitopise GR Takox MoxHa
BMKOPMCTOBYBaTW KiHETWYHI aHaniau, 34aTHi PO3PI3HATM aroHiCTU TNIOKOKOPTUKOIAIB | MOAYNATOPW 3a KiHETUKOK
3B'A3yBaHHA peLenTopiB (Sk onucaHo B Jones, Biochem J. 204:721-729, 1982).

[0156] B iHwoMy inocTpaTMBHOMY Npuknagi onucanmi aHania AuyHa (Daune) B, Molec. Pharm. 13:948-955, 1977; i
B nateHTi U.S. 4386085, Akuin MOXXHa BUKOPUCTOBYBAaTU ANS iAeHTUIKaLii aHTUIMIOKOKOPTUKOIAHOT akTMBHOCTI. KopoTko,
TUMOLIMTWN agpeHanekToOMOBaHMX LLypiB iHKYOYOTb Y XUBUNbHOMY CEPefoBULLI, sike MICTUTb OEKCAMETa30H 3 TECTOBO
cnonykoto (iMmoBipHMI GR mMogynaTop) B pisHUX KOHUEeHTpauisx. 3H-ypuavH godatoTe 40 KNITUHHOT KynbTypu, siKky Aani
iHKyOYyIlOTb, | BMMIpIOIOTL CTYMiHb BKIMIOMEHHS] pPafioakTUBHOI MITKM B MOMiIHYKNeoTMa. ArOHICTM TNIOKOKOPTUKOIAIB
3MEeHLLYHTb KinbKicTb HasiBHoro *H-ypuauHy. Takum ynHoM, GR Mogynatop npoTuaisTume Lubomy edekTy.

iii. CenexkTuBHiCTb

[0157] BubpaHi Buwe GR mopynsitopy noTiM NignsratoTb aHanidy Ha CeNeKTUBHICTb, W06 BU3HAYNUTK, YN € BOHMU
SGRM. Ak npaBurno, aHamnian Ha CEneKTUBHICTb BKIHOYATb TECTYBaHHS CrOMyKW, Ska 3B'S3yE MHOKOKOPTUKOIAHUNA
peuenTop in Vitro, Ha CTyniHb 3B'A3yBaHHS 3 HEMJIOKOKOPTMKOIAHMMM peuenTopHuMun Ginkamu. [ocnigkeHHs
CENEeKTUBHOCTI MOXHa NPOBOAMTY in vitro abo B KNITUHHMX CUCTEMAX, SIK ONMMCaHO BuLLe. 3B'I3yBaHHS MOXHa NepeBipuTu
3 Oyab-sIKUM BI4NOBIAHNM HETNIOKOKOPTMKOIOHMM peLenTopHUM BinkoM, BKMYaun aHTUTina, peuentopu, hepmMeHTH
ToLo. B TMNoBOMYy BapiaHTi 34iCHEHHS BINOK, KM He 3B'A3YeE IMIOKOKOPTUKOIAHWIA peLenTop, € peLenTopoM KniTUHHOT
noBepxHi abo sgepHUM peuenTtopoM. B iHWOMY 3pa3koBoMy BapiaHTi 34iIMCHEHHSI BUHAXOAy HErmKOKOPTUKOIOHWIA
peuenTopHuin BiNok € CTepoigHMM peLenTopoM, TakuM SK peLenTop eCTporeHy, peLenTtop NporecTepoHy, peuentop
aHgporeHy abo peuenTop MiHEPanoKOPTUKOIAY.

[0158] CenektuBHicTb aHTaroHicta Ha GR BigHOoCHO MR MOXHa BUMIPSTU 3 JOMOMOrOK Pi3HOMAaHITHUX aHanisis,
BifoMuMX axiBusiM y Uin ranysi. Hanpuknag, cneundidHi aHTaroHiCTM MOXHa iGeHTUdIKYBaTU LUMSAXOM BUMIPIOBaHHS
3[0aTHOCTI aHTaroHicTa 3B'sdyBatucs 3 GR nopiBHsiHO 3 MR (guB., Hanpuknag, nateHT US Ne 5606021; Ne 5696127; Ne
5,215,916; Ne 5,071,773). Takuii aHani3a MOXHa BMKOHATM LUMSIXOM aHarni3y npsiMoro 3B'a3yBa HHS abo LUNSXOM OLHKK
KOHKYPEHTHOrO 3B'si3yBaHHs 3 ouunwieHM GR abo MR B npucyTtHoCTi Bigomoro niraHgy. B npuknagi aHanisy knituHu, siki
cTabinbHO ekcnpecyoTb MMIOKOKOPTUKOIAHMI peLenTop abo MiHEPaNoOKOPTUKOIAHWI peLenTop (AMB., HANpPUKNaa, naTeHT
US Ne 5606021), sikuiz Npu BUCOKMX PIBHSX BUKOPUCTOBYIOTb SIK [pKEpero oyuLieHoro peuentopa. MoTtim 6e3nocepeHso
BUMIpIOIOTE adiHHICTb NiraHay go peuentopa. Ti GR mogynaTopu, siki BUSBnsaTh WwoHarMeHwe y 10 pasis, y 100 pasis
BULLY crnopigHeHicTb, YacTto y 1000 pasiB, no GR BigHocHo MR, noTim BuOGupaloTb ANsi BUKOPUCTaHHA B crnocobax
BUHaxoAy.

[0159] AHami3a Ha CeneKkTMBHICTb TakoX MOXe BKIOYATW aHania 3gaTHocTi iHribyBatm onocepegkoBaHy GR



JisnbHICTb, ane He akTuBHICTb, onocepeakoBaHy MP. OpgHum i3 meTogiB igeHTudikauii Takoro GR-cneuudivHoro
MoAynsTopa € OuiHKa 34aTHOCTI aHTaroHictTa 3anobiraTv akTuBaLii penopTepHUX KOHCTPYKLIN 3a 4OMOMOrol aHanisis
TpaHcdekuii (aus., Hanpuknag, Bocquel et al, J. Steroid Biochem Molec. Biol. 45:205-215, 1993; U.S. Pat. Nos.
5,606,021, 5,929,058). B npuknagi aHanisy TpaHcdekuii ekcnpecoBaHy nnasmigy, sika Kogye peuenTtop, i penopTepHy
nnasmigy, sika MiCTUTb PENOPTEPHUIA FeH, NOB'A3aHNI i3 peuenTop-cneungivHUMN perynaTopHUMN enieMeHTaMu, ChiflbHO
TpaHCIiKyOTb Y BiANOBIAHI peLienTopHeraTuBHiI KNiTUHU-rocnoAapi. MoTiM TpaHcdikoBaHi KNITUHN-Xa3AaHU KynNbTUBYIOTb
y NPUCYTHOCTI i 3a BiACYTHOCTI TOPMOHY, TaKOro iK-0T KOpTu3on abo Moro aHanor, 34aTHOro akTMBYBaTU pearyrouui Ha
rOPMOH MPOMOTOPHMUI/EHXaHCEPHUI eneMeHT penopTepHoi nnasmMign. MoTiM TpaHcdiKoBaHi i KynbTUBOBaHI KMiTUHM-
rocrnofapi KOHTPOMOTb Ha iHAYKUiI0 (TOBTO MPUCYTHICTb) NPOAYKTY MOCMIAOBHOCTI penopTepHOro reHa. Hapewri,
ekcnpecito i/abo 3gaTHICTb 0 3B'A3yBaHHsS CTepOiAiB rOPMOHANbHOrO peLenTopHOro Ginka (kogoBaHOro peLenToOpHO
nocnigosricTio [IHK Ha ekcnpeciiHin nnasmigi i NpoAykoBaHOro B TPaHCMIKOBAHUX i KynbTUMBOBAHMX KNiTUHaX-
rocrnofapsx) BUMIPHOHOTb LUMSXOM BU3HAYEHHS akTMBHOCTI PEMOPTEPHOro reHa 3a HasiBHOCTI i BiACYTHOCTI aHTaroHicra.
AHTaroHiCTUYHY aKTMBHICTb CMONYKM MOXHAa BM3HAYMTW MOPIBHAHO 3 BiJOMWMMK aHTaroHictamu peuentopis GR i MR
(amB., Hanpuknag, nateHT US Ne 5,696,127). MNoTim edeKkTMBHICTE 064YNCNIOETLCS K BiACOTOK MakcMMarnbHOiI BiAMNoBiai,
sika CnocTepiraeTbCs Ans KOXHOI CNOMyKN BiAHOCHO KOHTPONBHOI cnonykn-aHTaroHicta. Moagynatopu GR, siki BUSBRSAOTb
npuHanMHi 100-kpaTHy, Yacto 1000-kpaTHy abo GinbLly aktueHicTb 40 GR BigHocHO MR, PR abo AR, notim BubupaioTtb
AN BUKOPUCTaHHSA B MeTOAAX, ONUCAHUX Y LbOMY AOKYMEHTI.

dapmaueBTUYHI KOMMNO3MKLT | 3aCTOCYBaHHSA

i. Peuentypu

[0160] Y peskux BapiaHTax 3acTOCyBaHHSA LEW BUHaxXig MPOMOHYe apmaueBTUYHY KOMMO3MLi, Sika MiCTUTb
dhapmaLeBTUYHO NPUNRHATHUIA HanoBHIoBad i SGRM i chapmaueBTUYHO NpunHATHMIA HanoBHioBad i CIC abo CIA.

[0161] Byab-aki SGRM, CIC abo CIA, onucaHi B ubOMYy AOKYMEHTI, MOXYTb OyTU cknafeHi pa3oM i3 hapmaueBTUHHO
NPUNHATHUM HOCiEM. Taki KOMNo3uuii MOXyTb BKNoyatn ogHe abo kombiHauilo (Hanpuknag, ABox abo GinbLie pisHKX)
aHTuTin, abo imyHokoH'toraTie abo bGicneumdiyHnx monekyn BuHaxody. Hanpuknag, dpapmaueBTuyHa KOMMO3wuuis 3a
BMHaxX04OM MOXe MiCTUTK KOMOBiHaUito aHTUTin (abo imyHokoH'toraTiB abo GicneuundiyHnx akTMBaTopiB), AKi 3B'A3y0TLCA 3
Pi3HMMM eniTonamun Ha LiNbOBOMY aHTUreHi abo mMarlTb KOMNIEMEHTapHY aKTUBHICTb.

[0162] Y BapiaHTax 3acTOCYBaHHS Lieil BUHaXig NpornoHye dhapmMaueBTUYHY KOMMNO3UL0 ANs NiKyBaHHA NauieHTiB, Ski
cTtpaxgatoTb Ha ACC i MaloTb HaANMLIOK KOPTU30Iy, NPUYoMy bapMaueBTUYHA KOMMNO3WLiS BKINOYae apMaueBTUYHO
NPUIAHATHUIA HanoBHioBa4y i GRM. B peskvMx BapiaHTax 3acTocyBaHHA apMaueBTMYHA KOMMO3WLiS BKIOYaE
dapMaueBTUYHO MNPUAHATHUIA ekcumnieHT | SGRM. B nepeBaxHWX BapiaHTax 3acTOCyBaHHsi hapmaleBTU4Ha
KOMMO3uLis BKItovae hapmaleBTUYHO NPUNHATHUIA eKCUMNIEHT | HecTepoaianbHnii SGRM.

[0163] GRM i SGRM (sk TyT BukopuctoByetbcs, GRM i SGRM BkntovatoTs HecTepoigHi GRM i HecTepoigHi SGRM)
MOXYTb OYyTW BMrOTOBMEHI i 3aCTOCOBaHi B LUMPOKOMY CMEKTPi MepopanbHWX, NapeHTeparnbHUX i MiCLEeBUX A030BaHUX
dopm. lMepopanbHi Npenapatn € nepeBaxHuMUW. lNepopanbHi NpenapaTy BKMOYalOTb TabneTkn, Mirynku, MOpPOLLOK,
apaxe, Kancynu, piguHu, NbOASHWKW, reri, CUpPONW, CyCneH3ii, MMWHWCTI CycneHsii Towo, npuaaTtHi ANng npuiomy
nauieHtom. GRM i SGRM TakoX MOXHa BBOAWUTU LUMSAXOM iH'€KLii, TOOTO BHYTPILLHBLOBEHHO, BHYTPILLUHLOM'SI30BO,
BHYTPILUHBOLLKIPHO, MiALWKIpHO, iHTpagyodeHanbHO abo BHYTpilwWHboo4epeBuHHO. Kpim Toro, GRM i SGRM moxHa
BBOAMTU LUNSAXOM iHransuii, Hanpuknag, iHTpaHasanbHo. Kpim Toro, GRM i SGRM moxHa BBOAMTU TpaHCAepManbHO.
BignosigHo, uen BuHaxig Takox 3abe3nedye dhapmMaueBTUYHI KOMMNO3uLii, SKi MICTATb (hapMaueBTUYHO MPUAHATHUIA
Hocin abo HanosHoBa4 i GRM abo SGRM.

[0164] Onsa npurotyBaHHA hapmaueBTUYHNX komnosumuii 3 GRM i SGRM dapmaueBTUYHO NPUAHATHI HOCIT MOXYTb
6yt TBepaumn abo pigkumu. Teepdi opmu npenapaTiB BKMOYaOTb MOPOLUKK, TabneTku, nirynkv, kancynu, obnartku,
Cyno3uTopii i gucneprosaHi rpaHynu. TBepaMm Hociem Moxe ByTn ogHa abo BinbLue peyoBUH, sIKi TAKOX MOXYTb AiATH SK
po3pigKyBadi, apomaTtusaTopu, 3B'S3yBanbHi PEYOBUHW, KOHCEPBaHTW, po3nywysBadi Tabnetok abo matepian ans
iHkancynsuii. Mogpobuui Wwogo MeTodiB cknagaHHs | BBeAeHHS Aobpe onvcaHi B HAayKOBIW i NaTeHTHIN nitepaTypi, auB.,
Hanpwknag, ocTaHHe BuaaHHsa Remington's Pharmaceutical Sciences, Mack Publishing Co, Easton PA ("Remington's").

[0165] B nopolukax Hocin siBnsie coboto ApibHO noapibHeHy TBeEpAY PEeYOBUHY, sika 3HAXOAWUTLCS B CyMili 3 ApiGHO
noapibHeHMM akTMBHUM KomnoHeHToM, GRM abo SGRM. B TabneTkax akTUBHUI KOMMOHEHT 3MilLYETLCS 3 HOCIEM, KU
mMae HeobxigHi 3B'A3yBanbHi BNaCTUBOCTI, y BiANOBIAHMX NPONOpLisx i npecyeTbcs Ao 6axaHoi opmu i posmipy.

[0166] Mopowkn i TabneTkM nepeBaxHO MicTATb Big 5 % abo 10 % po 70 % aktmBHOI cnonyku. MpuaaTtHUMK
HOCiSIMM € KapboHaT MarHito, cTeapaT MarHitlo, Tanbk, LyKOp, NakTo3a, MNEeKTWH, AEKCTPWH, KpoXmalb, >XenaTuH,
TparakaHT, MeTWUILENoNo3a, HaTpill KapOOKCMMETMNUENONo3a, HU3bKOMMaBKUWA BIiCK, Kakao-Macro Towo. TepMiH
"npenapat" BKMOYAE KOMMO3WLi0 aKTMBHOI CMONYKM 3 iHKamcynowYMM MaTepianoMm B SIKOCTi HOCis, sika 3abeanevye
Kancyny, B kil aKTUBHWUIA KOMMOHEHT 3 iHLUMMM HOCisiIMM abo 6e3 HUX OTOYEHUI HOCIEM, SIKUI, TakUM YMHOM, MOB'I3aHUIA
3 HUM. [oAibHMM YMHOM BKIHOYEHi NbOAAHMKN | TabneTkn AN po3CMOKTYBaHHS. TabneTku, NOPOLUKKM, Kancynu, nirymnku,
obnaTtku i NTbOASHNKN MOXXHa BUKOPUCTOBYBATY SK TBEPAi Nikapcbki popmu, NpyMaaTHI ANS NepopanbHOro BBEOEHHS.

[0167] BigpnoBigHumMn TBEpAMMM HaMOBHIOBa4YaMu € BYrnmeBOAHI abo GinkoBi HanmoBHIOBaYi, siKi BKIOYaKOTb, ane He
0OMEXYTbCSA HAMU, LIYKPU, BKITHOYAKO4YM NaKTo3y, caxaposy, MaHiT abo copbiT; kpoxmarnb Bif KyKypyasu, NweHuli, pucy,
kapTonni abo iHWWX pocnuH; Uemnnody, Taky S£K MeTwnuentoonosa, rigpokcunponinMmeTunuentonosa abo
HaTpikapbOKCMMETUNLENION03a; | kameai, BKIoYaoumn apasili i TparakaHT; a TakoxX OiNnkv, Taki SK-OT XKenaTuH i konare.
3a GaxxaHHsIM MOXHa JofaTy po3nyLlyBadi abo contobinizaTopu, Taki SK-0T 3LWMTKUIA NONIBiHINNIponigoH, arap, aneriHoBy
KncnoTy abo ii cinb, Taky sik anbriHat HaTpito.

[0168] CepueBuHu gpaxe 3abesneyeHi BiANOBIOHUMU MOKPUTTAMU, TaKMMU SIK KOHLLEHTPOBAHI PO3YMHU LYKPY, SiKi
TaKoX MOXYTb MiCTUTK rymiapabik, Tankek, nonisiHinniponigoH, kapbonon renb, nonieTuneHrnikone i/abo giokcna TuTaHy,
PO34YMHM NaKy i BIANOBIAHI OpraHiyHi PO34YMHHMKM abo CyMilli po34MHHMKIB. BapBHMKM abo NirMeHTM MOoXyTb OyTK AoaaHi
00 MoKpUTTIB Tabnetok abo gpaxe Ans igeHTudikauii npoaykty abo ANsi XapaKTepPUCTUKM KiNMbKOCTi akTUBHOI CMOJYKN
(TobTo po3yBaHHA). ®apmaueBTMYHI NpenapaT BUHaxo4y TakOX MOXHa 3acTOCOBYBaTW MepopanbHO, Hanmpuknag, 3
BMKOPUCTAHHSIM Kancyrsl, BUTOTOBIEHMX i3 XenaTuHy, a TaKoX M'SKUX repMETUYHNX Karcyr, BUTOTOBMNEHMUX i3 XXeNaTuHy i



NMOKPUTTS, TaKOro $K-OT rrniuepuH abo copbit. Kancynu Push-fit moxyte mictutn GR Mopynsitop, 3miiaHui i3
HanoBHioBaYeM abo 3B'A3yBaribHMMMK pEYOBMHAMM, TakMMK SIK NakTo3a abo Kpoxmanb, MacTUMbHUMU pPEeYOBUMHAMM,
TakMMU SK-0T Tanbk abo cTeapaT MarHito, i, HeoboB'a3koBo, cTabinisatopamu. B M'akux kancynax cnonyku GR
MOZYNSATOPM MOXYTb ByTW po3unHeHi abo cycneHaoBaHi y BiANOBIAHUX piguHaX, TakMx SK-OT XUPHI onii, piakui napadiH
abo pigkui nonieTuneHrnikonb 3i ctabinisatopamu abo 6e3 Hux.

[0169] Mpenapatn B pigkin copMi BKMOYaOTb PO3YMHU, CycneHsii i emynbcii, Hanpuknag, Body abo po3ynHU
Boga/nponineHrnikonb. [na napeHTepansHOro BBEAEHHS Pigki mpenapaTti MOXHa MpuroTyBaTu y BUMMSAI PO3YUHY Y
BOAHOMY PO34MHi NONiE€TUNEHTNIKOSIO.

[0170] BogHi po3unHW, npuaaTtHi ONS NepoparnbHOro 3acTOCYBaHHSA, MOXHA MPUroTyBaTW LUMSXOM PO3YUHEHHS
aKTMBHOrO KOMMOHEHTa y BOAi i 4ogaBaHHA BianoBigHMX GapBHUKIB, apomaTtu3aTtopis, cTabinizaTopiB i 3arycHukiB 3a
6axaHHaM. BogHi cycneHsii, npuaaTHi Ans nepopanbHOro 3acToCyBaHHA, MOXYTb OyTW BUrOTOBMEHI AMCNEepryBaHHAM
TOHKO MNOAPIOHEHOrO aKTMBHOIO KOMMOHEHTa y BOAi 3 B'A3KMM Martepianom, TakuMm siK-OT NpupoAHi abo CUHTETUYHI
Kamegi, CMonn, MeTUILENoNo3a, HaTpil KapOoKCUMETUILIENONO3a, MiapPOKCUNPONINMETULENONOo3a, anbriHaT HaTpito,
noniBiHiNNiponiaoH, kameab TparakaHTy i kameab akalii, i Aucneprytodi abo 3BONOXYOYi areHTu, Taki 9K-OT NPUPOSHUN
doccatva  (Hanpuknag, neuuTuH), NPOAYKT KOHAEHCaUii ankineHoKCMAy 3 J>KMPHOK KMCMoTol  (Hanpuknag,
noniokcieTuneHcTeapar), MPOAYKT KOHAEHCaLii eTUNneHoKcMay 3 AOBrofaHulroBum anichaTtmyHumM cnvpToM (Hanpuknag,
rentagekaeTuneH okcuueTaHon), NPOAYKT KOHAEeHcaLii eTuneHokcuay 3 4aCTKOBMM CKNagHuM edipom, ofepXKaHuM i3
XWPHOI  KMCMOTW | rekcuTony (Hanpuknag, MoHooneaT noniokcieTuneHcopbitony), abo npoaykT KoHaeHcawii
€TUMNEHOKCMAY 3 YaCTKOBUM CKNagHuM edipoM, ofepXaHUM i3 XWPHOI KWUCMOTW i aHrigpuay rekcuTony, (Hanpwvknag,
noniokcuetuneHcopbitaH MoHoornear). BogHa cycneHsis Takox MoXxe MICTUTU ofuH abo binblue KoHCepBaHTIB, TaKMX AK-
oT eTun abo n-nponin p-rigpokcnbeHsoat, ognH abo Ginblue 6apBHUKIB, 0anH abo Binblle apomaTusaTopiB i oanH abo
6inbLUe nigconoaxyBadiB, Takux sik caxaposa, acnaptam abo caxapuH. OCMONSIpPHICTb peuenTypy MOXHa perynioBaTiu.

[0171] Takox BkntoYeHi NpenapaTtn B TBePAin opmi, SKi He3a40Bro 40 BUKOPUCTaHHA MatoTb ByTn nepeTBOpeHi Ha
npenapatu B piakin copmi Ans nepopanbHOro BBedeHHs. [1o Takux pigkmx popm BiAHOCATLCS PO3YMHW, CYCMEeHsii i
emynbcii. Lli npenapatm MOXyTb MICTUTW, Ha [OOATOK [0 aKTMBHOrO KOMMOHeHTa, GapBHMKW, apomartm3aTtopw,
crabinizatopw, 6ydepu, WITYYHI i NPUPOSHI NiACONo4XKyBadi, AucnepraTopu, 3arycHuku, contobinizatopm ToLo.

[0172] MacnsHi cycneHsii MoxHa npurotyBaTu WNsaxom cycneHayBaHHs SGRM B pocnuHHin onii, Takii Ak-OT
apaxicoBa onisl, OfIMBKOBA Orlis, KyH>XXYyTHa orist abo kokocoBa onisl, abo B MiHepanbHili onii, Takii SK-0T piakui napadiH;
abo ix cymilw. MacnsiHi cycneHsii MoXyTb MICTUTIW 3aryCHUK, Takui Sk 64)KONUHWIA Bick, TBepaui napadiH abo LeTunosui
crnmpt. MigconogxyBayi MoxyTb OyTW AofaHi Ana 3abe3neveHHs MPUEMHOro nepoparnbHOro npenapaTty, Taki SK-OT
rniuepuH, copbit abo caxaposa. Lli peuenTypu MoxHa 306epertu LWNAXoM [oAaBaHHA aHTUOKCWAAHTY, Takoro sk
ackopbiHoBa kmcnota. Ak npuknag iH'ekUinHOro macnsiHoro Hocis gue. Minto, J. Pharmacol. Exp. Ther. 281:93-102,
1997. dapmaueBTUYHI peLenTypy BUHAXOA4y TakoX MOXyTb OyTu y dopmi emynecivi onis-y-sogi. MacnsHa dasa moxe
OyT pOCnMHHOK onielo abo MiHepanbHOK Orieln, onncaHnmu Bulle abo ix cymiwwio. BignosigHi emynbrytodi areHTn
BKITHOYaOTb NPUPOAHI KaMe[i, Taki AK-0T KaMeAb akalji i TparakaHToBa kaMmefb, NPUPOAHI docdaTnam, Taki SK-0T COEBUN
neumTuH, cknagHi ecipn abo HenoBHi cknagHi edipy, ogepxaHi 3 XUPHUX KUCIOT i aHrigpuaiB rekcutony, Taki sk-oT
copbiTaH MoHoomnear, i NPOAYKTM KOHAEeHcalil UMX peyoBWMH. YacTKOBi CknafgHi edipu 3 eTUNeHOKCMAOM, Taki siK-OT
noniokcuetuneHcopbitaH mMoHooneaT. Emynbcia Takoxk Moxe MIiCTUTM migconogXysadi i apomaTu3atopw, y cknagi
cuponiB i enikcupiB. Taki peuenTypy TakoX MOXyTb MICTUTM NOM'SIKLLYBarnbHWUI 3acib, KoHcepBaHT abo 6apBHUK.

[0173] Y BapiaHTax peaniszauii GRM i SGRM mMoxHa JocTaBnaTh TpaHcAepMarbHO, MiCLIEBUM LUMSIXOM, Yy BUMMAgi
annikaTopis, PO34KHIB, CyCMNeH3ii, eMynbCin, renis, Kpemis, Masen, nacT, xene, dpapb, NopoLukiB i aepo3onis.

[0174] GRM i SGRM Takox MOXHa AOCTaBNATU y BUIMSAI MiKpocdep Ans NOBIMbHOMO BUBINIbHEHHS B OpPraHiami.
Hanpwvknag, mikpocdepn MOXHa BBOAUTM LLMAXOM BHYTPILLHBOLLKIPHOI iH'eKUil Mikpocdpbep, sKi MICTATb Miku, siki NOBINbHO
BUBINbHATLCA NigLwkipoto (aue. Rao, J. Biomater Sci. Polym. Ed. 7:623-645, 1995; sik 6ionoriyHo po3knaaaHi i iH'ekuinHi
reni (aue., Hanpuknag, Gao Pharm. Res. 12:857-863, 1995); abo y Burnsaai mikpocdep ons nepopansHOro BBeAEHHS
(amB., Hanpuknag, Eyles, J. Pharm. Pharmacol. 49:669-674, 1997). Ak TpaHcoepManbHUWA, Tak i BHYTPILLUHBbOLLKIpHWUIA
Lwnsxy 3abesnevyoTb NOCTiIMHY AOCTaBKY MPOTArOM TUXHIB abo micauiB.

[0175] dapmaueBTMYHI peLenTypy 3a BUHaxo4OM MOXyTb OyTW HagaHi y BUrnsadi coni i MoXyTb OyTn yTBOpEHi 3
fGaratbmMa KMCroTamu, BKIIHOYAKUM, ane He O0OMEXYHuUMCb HUMU CONSIHY, CipyaHy, OLTOBY, MOJIOYHY, BUHHY, A0Mny4Hy,
siHTapHy Towo. Coni, Ak NpaBuNo, Kpalle PO3YMHSITBCS Y BOAHOMY abo iHLWOMY MPOTOHHOMY PO3YMHHUKY, SKi €
BigMNOBiAHMMM hopMamu BiNbHOI OCHOBU. B iHLWIMX BUNagkax npenapat Moxe SBnsTvM coboto niodpinizoBaHni NOPOLLIOK 3
1-50 MM rictuguny, 0,1 %-2 % caxaposu, 2 %-7 % MmaHiTy B AianasoHi pH Big 4,5 0o 5,5, skuin noegHyeTbesa 3 6ydepom
nepen BUKOPUCTAHHSM.

[0176] B iHwomy BapiaHTi 34INCHEHHS peLenTypu 3a BMHaXOO4OM MOXHAa AOCTaBMAATU 3a AOMOMOMM NiNOCOM, SKi
3MMBaKOTLCS 3 KMITUHHOK MeMOGpaHoto abo nigaatTbCst eHAouMTo3y, TOOTO 3 AOMOMOrol NiraHAiB, NpuegHaHux Ao
ninocomn abo 6e3nocepefHbO OO0 OMIrOHYKNeoTUay, KU 3B'A3YHOTbCS 3 GinkomM MoBepxHEBOi MeMOpaHu GinkoBux
peuenTopiB KMiTUHK, WO NPU3BOAMTL A0 eHAoUMTO3Yy. BMKopncTOBYHOUM MiNOCOMK, OCOONMBO SIKLLO MOBEPXHS NiNOCOM
Hece niraHauW, cneumivHi onsa KNiTMH-MileHen, abo iHWKMM YMHOM MEPEBAXHO CNPSMOBAHI HA MEBHUIA OpraH, MOXHa
30cepeauTn goctaBky moaynaTopa GR B KniTMHU-MiweHi in vivo. (OuB., Hanpuknag, Al-Muhammed, J. Microencapsul.
13:293-306, 1996; Chonn, Curr. Opin. Biotechnol. 6:698-708, 1995; Ostro, Am. J. Hosp. Pharm. 46:1576-1587, 1989).

[0177] dapmaueBTUHHUIA npenapaT nepeBaxHo € Yy opmi oavHuMyHOI fo3n. B Takih dopmi npenapat
nigpo3ninsaeTscs Ha OOMHWYHI 003K, siki MICTATb BiAMOBIAHI KINMbKOCTI akTMBHOro komnoHeHTa, GRM ab6o SGRM.
CrtaHpapTHa nikapcbka dopma Moxe OyTu ynakoBaHMM MpenapaToM, YnakoBKka, sika MICTUTb OKPeMi KinbKOCTi
npenapary, Taki Sk-OT ynakoBaHi TabneTtku, kancynu i nopowku y cnakoHax abo amnynax. Kpim Toro, ctaHgapTHa
nikapcbka copma Moxe SABnATM coboto kancyny, Tabnetky, o6natky abo nboAasiHuk, abo ue Moxe OyTu BignosigHa
KiNbKICTb OYAb-SIKOro 3 HUX Y YNaKoBaHiln hopMi.

[0178] KinbkicTb akTMBHOrO KOMMOHEHTA B CTaHAAPTHIN A03i NnpenapaTty MoxHa 3MiHioBaTh abo peryntoaTy Big 0,1
mr go 10000 wmr, 6inbw TMnoso Big 1,0 mr go 6000 mr, HanGinbw Tunoso Bia 50 mr ao 500 mr. BignoBigHi 403K TakoX



BKIOYatoTb NpubnusHo 1 wr, 5, 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 200, 300, 400, 500, 600, 700, 800, 900, 1000,
1100, 1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900 a6o 2000 mr, 3anexHO Bif KOHKPETHOrO 3aCTOCYBaHHS i
NMOTY>KHOCTi aKTUBHOTO KOMMOHeHTa. Komnoawnuisi Moxe, 3a 6axkaHHAM, TaKoX MICTUTK iHLLI CyMiCHi TepaneBTW4YHI 3acobwm.

[0179] ®apmaueBTMYHUIA NpenapaT nepeBaxHo € y hopMi OAMHUYHOT A03n. B Takin dopmi npenapat po3ainserscs
Ha OOMHWYHI 003N, SKi MICTSATb BiANOBIAHI KINbKOCTI CMONYK | KOMNO3ULiN Uboro BMHaxody. CtaHgapTHa nikapcbka hopma
Moxe OyTM ynakoBaHUM npenapaToM, YNakoBKa, sika MICTUTb OKpeMi KiNbKOCTi mpenapaTy, Taki SK-OT ynakoBaHi
TabneTku, Kancynu i nopoLkn y dnakoHax abo amnynax. Kpim Toro, ctaHgapTHa nikapcbka dpopma Moxe SBNsT1 coboto
kancyny, Tabnetky, obnaTtky abo nboasHuk, abo ue moxe Byt BignosigHa KinbkicTb ByAb-AKOro 3 HWUX y ynakoBaHiin
dopmi.

[0180] GRM, Bkntovatoun SGRM, moxHa BBOAUTM nepopanbHo. Hanpuknag, GRM moxHa BBOAMTW y BUMMAAI
TabneTtkn, kKancynu abo pigkoro cknagy, sk onucaHo TyT. AnbTepHaTuBHo, GRM MoXHa BBOAWTU LUMSIXOM
napeHTepansHoro BeBefeHHs. Hanpuknag, GRM moxHa BBOOUTM BHYTPILUHBOBEHHO (Hampuknag, LWnsxoM iH'ekuii abo
iHdysii). TyT onucaHi gogaTkoBi cnocobu BBeOEHHSA CMOMyK, ONWCAHUX Y LbOMY AOKYMEHTI, i iX dapMaueBTUYHMX
KomMnosuuin abo peLenTyp.

[0181] B pesikmx BapiaHTax peanisauii GRM BBogaTh ogHieto Ao3ot0. B iHWMX BapiaHTax 3actocyBaHHa GRM
BBOAATb Y BMMMAAi Oinblie oaHiei [o3n, Hanpuknad, 2 gosu, 3 gosu, 4 nosun, 5 0os, 6 o3, 7 o3 i 6inbwe. B geskmx
BMNaZKax Jo3u ekBiBaneHTHi. B iHWMX BuNagkax Ao3u pisHi. [1o3n MoxyTb 36inbLuyBaTMcs abo 3MeHLLyBaTUCA NPOTAromM
TpuBanocTi npuiomy. KinbkicTb 3MiHIOBaTMMETbLCS BIAMNOBIAHO A0, Hanpuknag, Bnactusoctem GRM i xapakTtepucTuk
nawieHTa.

[0182] Byagb-sika BignosigHa no3a GRM moxe 6yTu BukopuctaHa B crnocobax, onucaHux TyT. Jo3za GRM, sky
BBOASATb, MOXE CTAHOBUTU LLOHaWMeHLLEe NpubnuaHo, Hanpuknag, 100 minirpamis (Mr) Ha go6y, npnbnuaHo 150 mr/ooby,
npmbnusHo 200 mr/pnoby, npubnusHo 250 mr/onoby, npubnusHo 300 mr/goby, npubnusHo 350 mr/goby, npnbnusHo 400
mr/poby, npubnusHo 450 mr/goby, npubnusHo 500 mr/goby, npmbnusHo 550 mr/goGy, npubnusHo 600 mr/gooy,
npnbnusHo 650 mr/go6y, npubnuano 700 mr/noby, npnbnmaHo 750 mr/goby npubnusHo 800 mr/ooby, npmbnumaHo 850
mr/po6y, npmubnuaHo 900 mr/goby, npubnusno 950 mr/noby, npnbnusHo 1000 mr/goby i GinbLue.

[0183] B pesikux Bunagkax edektnBHa kinbkicte GRM (Hanpuknag, SGRM, Ttakoro sk HecTtepoigHun SGRM)
ctaHoBuTbL Aobosy po3y Big 1 go 30 mr/kr/go6by, ne GRM BBOOATE NpUHANMHI 3 OAHUM XiMioTepaneBTUYHMM 3acobom. B
OesikMx BapiaHTax 3acTtocyBaHHs nobosa nosza GRM craHoButh 1, 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 25 a6o 30
mr/kr/noby. B peskux Bunagkax GRM BBoauTbCSA NpoTarom, WoHavmeHwe 1, 2, 3,4, 5,6, 7, 8, 9, 10, 11, 12, 13, 14, 15,
16, 17, 18, 19, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75 ab6o 80 TUXHiB.

[0184] Y BapiaHTax 3actocyBaHHA GRM BBOasATbL nepopanbHo. B geskux BapiaHTax 3actocyBaHHs GRM BBoasATb,
LLIOHaMeHLLe ogHieto ao3oto. IHwrmn cnosamn, GRM moxHa BBoautn 3a 1, 2, 3,4, 5, 6, 7, 8, 9, 10 abo Ginbwe go3. Y
BapiaHTax 3actocyBaHHa GRM BBoaATb nepopanbHo 3a 1, 2, 3,4, 5,6, 7, 8, 9, 10 abo binbwe nos.

[0185] Cy6'ekTy MOXXHaA BBOAUTM, LLOHaNMeHLLIEe, ogHy 0o3y GRM 3a ogHy abo GinbLue 003 NpoTAroM, Hanpuknag, 2-
48 rog. B pesikux BapiaHTax peanisauii GRM BBoasTh y BUrnagi ogHopa3oBoi 403u. B iHWMX BapiaHTax 3acTocyBaHHS
GRM BBOAATb y Ginblu HiXX B OAHIA [03i, Hanpuknaa 2 nosun, 3 gosun, 4 po3n, 5 no3 abo 6Ginbwe 003 3a 2-48 rog.,
Hanpwknag, 3a 2 roa., 3 rog., 4 rog., 5 roa., 6 rog., 7 roa., 8 roa., 9 rog., 10 rog., 11 rog., 12 rog., 14 roa., 16 roa., 18
rog., 20 roa., 22 roa., 24 roa., 26 roa., 28 roa., 30 rog., 32 rog., 34 roa., 36 roa., 38 rog., 40 roa., 42 roa., 44 roa., 46
rog. abo 48 rog. nepioa. B aesikmx BapiaHTax peanisauii GRM BBogsaTe npoTsrom 2-48 rog., 2-36 rog., 2-24 rog., 2-12
roa., 2-8 roa., 8-12 roa., 8-24 ropn., 8-36 roa., 8-48 roa., 9-36 roa., 9-24 roa., 9-20 roa., 9-12 roa., 12-48 roa., 12-36 roa.,
12-24 rop., 18-48 roa., 18-36 roa., 18-24 ropa., 24-36 roA., 24-48 roa., 36-48 ron. abo 42-48 rop.

[0186] OpHopa3soBe abo 6araTopa3oBe BBEAEHHA KOMMO3WLIM MOXHa BBOAUTY 3aNEXHO Big [O3YBaHHS i 4acToOTU 3a
notpebu i 3a nepeHoCMMOCTi NauieHTa. PeuenTypu NoBuHHI 3a6e3neyyBaTu JOCTATHIO KiNIbKiCTb akTUBHOMO areHta Ansi
eeKTMBHOIO MiKyBaHHs1 CTaHy XBOpobu. TakMum YMHOM, B OAHOMY BapiaHTi 3AiiCHEHHS dhapMaLeBTUYHaA KOMNO3uULa Ans
nepoparnbHoro BeefaeHHss GRM mictutb go6oBy KinekicTb Big npubnuaHo 0,01 go npubnusHo 150 Mr Ha kinorpam macwu
Tina Ha goby (mr/kr/poby). B peskux BapiaHTax 3acTocyBaHHS 4000Ba KinbkicTb cTaHOBUTL NpubnuaHo Big 1,0 go 100
mr/kr/noby, Big 5 oo 50 mr/kr/goby, Bia 10 go 30 mr/kr/goby i Big 10 go 20 mr/kr/poby. MoxHa 3acTocoByBaTW MEHLUI
003K, 0cobnmMBO KOMM npenapaT BBOAATb B aHATOMIYHO BiJOKpEMIeHe Micue, Hanpuknazg y CrMHHOMO3KOBY piavHYy
(CMP), Ha BigMmiHy Big mepopanbHOro BBEAEHHS, ¥ KPOBOTIK, Y MOPOXHUHY Tina abo B mpocsiTnioBaHui opraH. [Mpu
MiCLIEBOMY 3aCTOCYBaHHi MOXHa BUKOPWCTOBYBATU 3HAYHO BULLi A03K. PakTUYHi cnocobu NpuMroTyBaHHs KOMNO3WLin Ans
napeHTepanbHOro BBeAeHHs OyayTb Bigomi abo oueBmaHi daxiBusiM y Ui ranysi i onucaHi Ginbll AeTanbHO B Takux
BULLE3ragyBaHux nybnikauisx, sk Remington. Ous. Takox Nieman, In "Receptor Mediated Antisteroid Action, " Agarwal,
et al., eds., De Gruyter, New York (1987).

[0187] Tpueanictb nikyBaHHs GRM abo SGRM npwu nikyBaHHi ACC y nauieHTiB 3 HaAnuLIKOM KOPTU30My MOXe
3MiHIOBATUCA 3amnexHo Bif TSHKKOCTI cTaHy cyb'ekta i Bignosigi cy6'ekta Ha GRM abo SGRM. B pgesiknx BapiaHTax
peanisauii GRM i SGRM moxHa BBOAMTY NPOTAroM nepioay Bia npubnuaHo Big 1 TwxkHA 0o 104 TwxkHiB (2 pokm), 6inbLu
TMNOBO NpuMbnnsHo Big 6 TwkHIB A0 80 TWKHIB, HaWbINbW TMNOBO Npubnu3Ho Big 9 Ao 60 TwxHiB. BignosigHi nepioan
BBEEHHS TaKOX BKMtoYatoThb Bid 5 A0 9 TuxkHIB, Big 5 A0 16 TwxHIB, Big 9 0o 16 TwxkHiB, Bia 16 A0 24 TwxkHiB, Bia 16 Ao
32 TwxHiB, Big 24 0o 32 TuxHiB, Big 24 no 48 TuxHie, Big 32 Ao 48 TwxkHiIB, BiA 32 Ao 52 TwxkHIB, BiA 48 0o 52 TwxHIB, BiA
48 po 64 TwxHIB, BiA 52 oo 64 TwxkHIB, BiA 52 A0 72 TwxHIB, Big 64 A0 72 TwxkHiB, Big 64 oo 80 TwxHiB, Bia 72 oo 80
TWXHIB, BiA 72 0o 88 TwxHiB, Bia 80 go 88 TwxHiB, Big 80 Ao 96 TwxHiB, Big 88 Ao 96 TwxkHiB i Big 96 Ao 104 TmxkHiB. [o
npuaaTHUX nepiodis BBEAEHHS TakoX Hanexatb 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 24, 25, 30, 32, 35,
40, 45, 48, 50, 52, 55, 60, 64, 65, 68, 70, 72, 75, 80, 85, 88, 90, 95, 96, 100 i 104 TnxHi. 3a3Bu4an 3actocyBaHHa GRM
abo SGRM cnig npogoBxyBaTw, OOKM He Oyde cnocTepiraTucs KMiHIMHO 3Hauylle 3HWKEHHs abo nokpalleHHs.
JlikyBaHHss GRM a6o SGRM 3rigHO 3 BUHaxo40oM MOXe TpMBaTu 40 ABOX POKIB abo HaBiTb AOBLUE.

[0188] B nesikux BapiaHTax 3actocyBaHHsi BBeaeHHS GRM abo SGRM He € 6e3nepepBHUM i MOXe OyTn NpUNUHEHO
Ha opuH abo Oinbwe nepiogiB 4acy, nicnst 4Yoro crnigytoTb OAMH abo 6Ginble nepiofiB 4acy, KONMM BBELEHHSI
BifHOBMOETLCA. BignoBigHi nepioan BBeAeHHS TakoX BK4YalOThb Big 5 Ao 9 TWxkHIB, Big 5 o 16 TwkHiB, Big 9 Ao 16



TUXHIB, Big 16 0o 24 TuxkHiB, Big 16 oo 32 TwxkHiIB, Big 24 oo 32 TuxHIB, Big 24 0o 48 TuxHiB, Big 32 oo 48 TwxHiB, Big 32
0o 52 TuxHiB, Big 48 0o 52 TuxHiIB, Big 48 0o 64 TwxkHIB, Big 52 0o 64 TWXHIB, Big 52 40 72 TUXHIB, Big 64 00 72 TUXHIB,
Big 64 no 80 TwxHiB, Big 72 oo 80 TwxkHiIB, Bia 72 oo 88 TuxkHiB, Big 80 oo 88 TwxkHiB, Bia 80 oo 96 TwxkHIB, Big 88 oo 96
TWXHIB i Big 96 oo 100 TvxHiB. [JO npuaaTHUX nepiodis, KOnn BBEAEHHS NPUMNUHAETLCS, TaKoX HanexaTb 5, 6, 7, 8, 9, 10,
11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 24, 25, 30, 32, 35, 40, 45, 48, 50, 52, 55, 60, 64, 65, 68, 70, 72, 75, 80, 85, 88, 90,
95, 96 i 100 TvxHIB.

[0189] B pexvmi 4o3yBaHHA TakoX BPaxoBYHOTbCA NapameTpu dapMakokiHeTuku, fobpe Bigomi B Uin ranysi, Tobto
wemAakicTe abcopbuii, biogocTynHicTb, MeTaboniam, knipeHc Towo (av.., Hanpuknagd, Hidalgo-Aragones (1996) J. Steroid
Biochem. Mol. Biol. 58:611-617; Groning (1996) Pharmazie 51:337-341; Fotherby (1996) Contraception 54:59-69;
Johnson (1995) J. Pharm. Sci. 84:1144-1146; Rohatagi (1995) Pharmazie 50:610-613; Brophy (1983) Eur. J. Clin.
Pharmacol. 24:103-108; ocTtaHHo npauto Remington's; sragysaHy Buile). Cy4acHu piBeHb TEXHIKM LO3BOMSE KNiHILUCTY
BM3HAYaTU pEXMM [03YBaHHS [ANs KOXHOIO OKpemoro nauieHta, mogynsatopa GR i 3axBoptoBaHHA abo cTaHy
3aXBOpPIOBAHHS.

[0190] Kpim Toro, SGRM MoxHa BUKOPMCTOBYBAaTU B KOMOiHALIT 3 iHLUMMM aKTUBHUMMK areHTamu, ki, K BijOMO, €
KOPUCHUMW Ansi MOAynNsUii rMOKOKOPTUKOIQHOrO peuenTtopa, abo 3 JOMOMDKHMMW areHTamu, siKi MOoXyTb OyTu
HeeEeKTUBHUMN OKPEMO, ane MOXyTb CNpuUsTU edEeKTUBHOCTI aKTMBHOro areHTta. Hosi cnocobu, onucaHi B LbOMY
OOKYMEHTI, BKNioYyaTb BBeAeHHs SGRM y noegHaHHi 3 iHribiTopoM KOHTPONbHOI TOYKM aHTuTINa.

[0191] B pgeskux BapiaHTax 3acToCyBaHHS CMiflbHE BBEOEHHS BKMIOYaE BBEAEHHS OOHOro aktueHoro areHta, GRM
abo SGRM, npotarom 0,5, 1, 2, 4, 6, 8, 10, 12, 16, 20 abo 24 rog. nicrns NpMNUOMY APYroro akTMBHOro areHta. CninbHe
BBEJEHHS BKIMOYAE BBEAEHHSA OBOX aKTMBHUX PEYOBUH OAHOYACHO, NPMOMM3HO OOHOYacHO (Hampwknag, npubnusHo 3
iHTepsanom 1, 5, 10, 15, 20 a6o 30 xB) abo nmocnigoBHO B Gyab-AkoMy nopsiaky. B aesikux BapiaHTax 3acTocyBaHHSA
CrinbHe BBEAEHHS MOXe OyTW 3[iNCHEHO LUMSXOM CMiflbHOrO MPUroTyBaHHSA npenapaTy, TO6TO NMpUroTyBaHHA €OUHOI
dapmaLeBTUYHOT KOMMO3uLii, Aka BKMoYae obuaBa akTMBHI areHTU. B iHWMX BapiaHTax 3acTOCyBaHHSA aKTUBHI areHTu
MOXYTb OyTn cknageHi okpemo. B iHWOMy BapiaHTi 34INCHEHHS akTUBHMI i/abo AONOMIKHMI areHT!n MOXyTb ByTun
3B'AA3aHi ab0 KOH'IOroBaHi OAWH 3 OAHUM.

[0192] Micnsa Toro, Ak hapmaueBTUYHa komMno3auuis, ska Bkntodae SGRM, 6yna npurotoBaHa y NPUNHATHOMY HOCIl, ii
MOXHa NOMICTUTW Y BiANOBIAHUIA KOHTENHEP | NpM3HaYMTV ONS NikyBaHHA 3a3HadveHoro cTtaHny. [nsa seegeHHs GRM abo
SGRM Take mMapKyBaHHs BKIoYaTUMe, Hanpuknaz, iHCTPYKLIi LWOAO KiNbKOCTi, YacToTu i cnocoby BBEAEHHS.

[0193] dapmaueBTMYHI KOMMNO3WLiT LBOro BUHaxody MOXyTb OyTu npeacTaBneHi y BUrmsgi comi i MoxyTe OyTu
yTBOpEHi 3 6araTbma kucrnotamu, BKIOYaluu, arne He 0OMEXYYMCb HUMK CONSHY, CipyaHy, OLTOBY, MOJIOYHY, BUHHY,
A6ny4yHy, sHTapHy Towo. Coni, Sk NpaBumo, Kpawe po34YMHATLCA Y BOAI abo iHLWMX MPOTOHHUX PO3YMHHUKAX, SKi €
BigNOBIAHMMM hopMamu BiNbHOT OCHOBW. B iHLLIMX BMNaakax npenapat Moxe SBnATM coboto niodinisoBaHMn NOPOLLIOK 3
1-50 MM rictugmny, 0,1 %-2 % caxaposwu, 2 %-7 % maHiTy B gianasoHi pH Big 4,5 0o 5,5, akun noegHyeTteca 3 6ydepom
nepes BUKOPUCTAHHSAM.

[0194] B iHwoOMy BapiaHTi 34iNCHEHHA KOMMO3WLUji 3rigHO 3 AAaHUM BWHAxXOAOM MpuAaTHi AnA napeHTepanbHOro
BBE[EHHSI, Takoro sik BHyTpilHboBeHHe (IV) BBeaeHHs abo BBeAEHHS B MOPOXHWHY Tina abo B NPOCBITNOBAHUI OpraH.
PeuenTypu onsa BBegeHHs 3a3Buyai BKNIOYaTUMYTb PO3YMH KOMMNO3MLIM LIbOrO BUHaxo4y PO34YMHEHUX Yy dpapMaueBTUYHO
NPUIRHATHOMY Hocii. Cepel NPUAHATHUX HOCITB | PO34YMHHUKIB, SIKi MOXHa BMKOPUCTOBYBaTMW, € BoAa i po3ynH PiHrepa,
i30TOHIYHUIA xropua HaTpito. KpiMm Toro, ctepunbHi HeneTki Macna MoXHa TpaguuinHO BUKOPUCTOBYBaTU AK PO3YMHHUK
abo cycneHayBanbHe cepegoBuLle. ns Liei METM MOXHA BMKOPUCTOBYBaTK Byab-aKy M'AKy HEMETKy Onito, BKIOYaym
CUHTETUYHI MOHO- abo pawurniuepuamn. Kpim TOro, >XMpHi KUCMOTW, Taki sIK-OT ONieiHOBa KUCMOTA, TaKOX MOXHa
BMKOPMCTOBYBaTW ANA NPUroTyBaHHS iH'€KUiHUX npenapartiB. Lli po34nHM € CcTepunbHMMKM i, 9K NpaBumo, He MICTATb
HebaxkaHux peyoBuH. Lli peuenTypm MoOXHa cTepunidyBaTu 3BUYaANHMMK, O0Ope BiAOMMMW MeTogamu cTepurisadii.
Peuentypu MOXyTb MiCTUTM papmaLeBTUYHO MNPUAHATHI LOMOMIKHI pPeYOBUHM, HEOOXiaHi Ans HabnuxeHHs [0
(pisionoriyHMx ymoB, Taki Sk-0T peryntotodi pH i 6ydepHi areHTn, perynioodi TOKCUYHICTb areHTu, Hanpuknag, auetart
HaTpilo, Xropua HaTpito, Xnopwua Kanito, Xnopua KanbLilo, nakrat HaTpito Towo. KoHueHTpauis KoMno3uuin 3a uum
BMHAXOLOM B LiX KOMMO3WLIisSIX MOXe BapiloBaTUCS B LUMPOKUX Mexax i byae Bubupartucsa Hacamnepen Ha ocHoBi 06'emiB
piavHK, B'A3KOCTi, Macu Tina Towo, BiANoOBiAHO A0 0OpPaHOro KOHKPETHOro cnocoby BBeAeHHS i NoTpeb nauieHTa. OAns
BHYTPILULHBOBEHHOTO BBEAEHHSA peuentypa MoXe SBNATU COOOK CTepwunbHWUI npenapaTt Ans iH'ekuin, Takum ak-oT
cTepurnbHa BogHa abo macnsHa cycneHsisa ang iH'ekuin. Lo cycneHsito MoxxHa npuroTyBaTv BiOMNoOBiAHO OO BiAOMOro
PiBHA 3 BWKOPUCTaHHAM BIiAMOBIAHUX Aucrneprylounx abo 3MOo4ylouMx areHTiB i cycneHaytoumx areHTiB. CTepurnbHui
iH'eKUiNHUMIA NpenapaTt TakoX MoXe SIBNSTU cOBO CTEPUNbHWUIA iH'EKLIMHMIA po34nH abo CyCneH3ilo B HETOKCUYHOMY
napeHTeparnbHO NPUAHATHOMY PO3YMHHKKY ab0 PO34MHHUKY, TAKOMY SiK po34uuH 1,3-6yTaHaiony.

ii. losyBaHHs

[0195] ®apmaLeBTMYHI KOMMNO3WLii, NpuAAaTHI ANs BBEAEHHS, BKNOYal0Tb KOMMO3ULIi, B SIKUX aKTUBHI iHrpeaieHTu,
Hanpuvknag, iHriGiTopy KOHTPOMbHUX TovoK i SGRM, MICTATbCS Yy KINbKOCTi, e(EeKTMBHIA ANs [OCATHEHHsT 1X
nepenbayyBaHoi MeTW. PexvMmm [03yBaHHA KOpUryloTbCa Ans  3abe3nedyeHHs onTumanbHoOi OaxaHoi BignoBigi
(Hanpuknag, TepaneBTMYHOI BiAMoBiAgi). Hanpuknag, MoOXHa BBOAWTM OOUH OONKOC, Kinlbka poO3dineHux [03 MOXHa
BBOAMTU MPOTHArOM MEBHOro 4acy abo [03y MOXHAa NPOMOpPLiAHO 3MeHWuTM abo 36inblmTy BignoBigHO A0 noTpeb
TepaneBTn4HOI cuTyauii. OcobnvMBo BMrigHO CKNagaTv KOMMO3Wuii ONnS napeHTepanbHOro BBeAEHHS Yy  dopMmi
cTaHgapTHOI J03W ANS NPOCTOTUM BBEAEHHS i OQHOPIAHOCTI A03yBaHHA. Popma OAMHUYHOT 403U, sika BUKOPUCTOBYETLCH
TYT, BiAHOCUTbCS A0 (Pi3VYHO OAUCKPETHUX OAMHULL, NPUAATHUX SIK B OAMHWUYHIA 003 Ana cy6'exTiB, ki nignsraioTb
NiKyBaHHIO; KOXHA OAMHULUSA MICTUTb Hanepezd BU3HAYeHY KiNbKiCTb akTMBHOI CMOMyKW, po3paxoBaHy AMs OAepKaHHs
6axaHoro TepaneBTUYHOrO edekTy Y NOEAHaHHI 3 HeobXigHMM hapmaueBTUYHMM HocieM. Cneundikauis cTaHOapTHUX
nikapcbknx ¢opm 3rigHO 3 BMHaxXo4OM MpoaukToBaHa i 6e3nocepeHbO 3anexuTb Bif (@) YHIKanbHUX XapaKTepucTuK
aKTUBHOI CNOMYKM i KOHKPETHOrO TepaneBTUYHOrO edoekTy, SKOro HeobxigHo gocarty, i (b) obmMexeHb, BNacTMBUX TEXHIL
NPUroTyBaHHS TaknX akTUBHUX NpenapaTis AN NiKyBaHHS, | YyTNMBOCTI y NauieHTiB.

[0196] PakTnyHi piBHI [O3YBaHHS aKTUBHUX iHIPEAIEHTIB B dapMaLeBTUYHUX KOMMO3ULISX LbOro BMHAxXody MOXHa



3MiHIOBaTK Tak, Wo6 ofepxaTu KinbKiCTb aKTUBHOTO iHrpedieHTa, eddekTMBHY Ans OOCArHeHHs 6axaHoi TepaneBTUYHOT
BigNOBiAi ANS KOHKPETHOro nauieHTa, kKoMnoauuii i cnocoby BBeaeHHs, i He ByTU TOKCUYHMM Ans nauieHTa. BubpaHuii
piBeHb [03yBaHHSA Oyae 3anexaTtn Big psgy akTopiB, BKMYaAKYM aKTUMBHICTb KOHKPETHUX BUKOPUCTOBYBAHMX
KOMMO3muin Uboro BuHaxody abo edipy, comi abo amigy, dapmMakoKiHETMKM KOMMO3WLii, LUNAXy BBEAEHHS, 4acy
BBEEHHS, LWBWUAKOCTI BMBEAEHHS KOHKPETHOI BMKOPUCTOBYBaHOI CMONYKW, TPWUBANoCTi fiKyBaHHS, iHWi npenapaTw,
crnonyku ifabo matepianu, siki BAKOPUCTOBYHOTBCS Y NOEAHAHHI 3 KOHKPETHNMY BUKOPUCTAHUMM KOMMO3ULLSIMU, BiK, CTaTb,
Bara, CTaH, 3aranbHU CTaH 340pOB'A i nonepeaHa MeAuyHa icTopia nauieHTa, i nodibHi dakTopu, aki 4obpe Bigomi B
MeaNLNHI.

[0197] dapmaueBTUYHI KOMMO3KMLIi 3riAHO 3 BMHAxX0OOM MNepeBaxHO € y hopMi cTaHAapTHOI Ao3u. B Takin dopmi
npenapaTt nigpo3ginsaeTbCa Ha OAMHUYHI [O03U, SKi MICTATb BIiANOBIOHY KiNbKICTb akTMBHOro komnoHeHta, GRM
(Hanpuknag, SGRM) abo iHribiTopa KOHTponbHOI Touku aHTuTIna. CraHgapTHa nikapcbka dopma Mmoxe 6yTtn
ynakoBaHVWM MpenapaToM, yrnakoBKa, sika MICTUTb OKPEMI KiNbKOCTi npenapary, Taki SK-0T yrnakoBaHi TabneTku, kancynu i
nopoLuku y pnakoHax abo amnynax. Kpim Toro, craHgapTHa nikapcbka doopMa Moxe siBNsiTu coboto kancyrny, TabneTky,
obnatky abo nboasaHuUK, abo ue moxe OyTu BignoBigHa KinbKiCTb Gyab-AKOro 3 HUX y ynakoBaHil hopmi.

[0198] Pexum posyBaHHs iHriGiTOpiB KOHTpONbHUX To4ok abo GRM (Hanpuknag, SGRM) Takox BpaxoBye
napameTpu hapmakokiHeTuku, fobpe BigoOMi B Ui ranysi TexHiku, TOGTO LWBMAKICTb BCMOKTYBaHHS, 6io4oCTYyNHICTb,
meTaboniam, knipeHc Towo (ave., Hanpwknag, Hidalgo-Aragones (1996) J. Steroid Biochem. Mol. Biol. 58:611-617;
Groning (1996) Pharmazie 51:337-341; Fotherby (1996) Contraception 54:59-69; Johnson (1995) J. Pharm. Sci.
84:1144-1146; Rohatagi (1995) Pharmazie 50:610-613; Brophy (1983) Eur. J. Clin. Pharmacol. 24:103-108; Ha/HOBILIWIA
Remington, 3ragyBaHui Buuie). CyyacHuM piBEHb TEXHiKM [03BOMSAE KMiHILMCTY BU3HA4aTW PEXUM [O03YBaHHA ANs
KOXXHOro okpemoro nauieHta, SGRM i iHribiTopa KOHTPONbBHOI TOYKM Ha OCHOBI 3axXBOPKOBaHHS abo CTaHy, SKWN
NiKyeTbCA.

[0199] KinbkicTb akTMBHOrO KOMMOHEHTa B CTaHAAPTHIN A03i npenapaTy MoXHa 3MiHioBaTu abo peryniosaTtu Big 0,1
mr go 10000 mr, 6inbw TMnoso Big 1,0 mr go 6000 mr, HanGinbwW TNoso Bia 50 mr Ao 500 mr. BignoBigHi 403K Takox
BKMYaTb npubnusHo 1 wr, 5, 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 200, 300, 400, 500, 600, 700, 800, 900, 1000,
1100, 1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900 a6o 2000 mr, 3anexHO BiA KOHKPETHOrO 3aCTOCYBaHHS i
NOTY>XHOCTi aKTUBHOIO KOMNoHeHTa. Komnoauuis moxe, 3a 6axaHHsIM, TakoXX MiCTUTW iHLLIi CyMiCHI TepaneBTuYHi 3acoou.
OpHopa3soBe abo GaratopasoBe BBeAEHHA KOMMO3MLIA MOXHa BBOAMTW 3anexHO Bi4 OO3YBaHHS i 4acTOTW, AKLIO Ue
noTpibHO i NepeHOCUTLCS NaLieHTOM.

[0200] Komnoauuii, siki MIiCTSITb iHFIGITOP KOHTPONBHOI TOYKM aHTUTINA, NOBUHHI 3abe3nedyBaTn JOCTATHIO KiNbKiCTb
aKTUBHOIO KOMMOHEHTa, TO6TO iHribiTopa KOHTPONBHOI TOYKM aHTUTING, NPV BBEAEHHI okpeMo abo B koMbiHauii 3 GRM
(Hanpuknag, SGRM), ans edekTMBHOro MiKyBaHHS paky, Hanpuknag, y KinbkicTi, 34aTHOI 3MEHLUMTN HaBaHTaXXEHHS Ha
nyxnuHy ACC abo pocartv iHWnx KOpucHux abo BakaHux KniHiYHUX pe3ynbTaTiB, NOB'A3aHMX i3 NMOKPALLEHHAM paky.
TakuM YMHOM, pexum LO03YyBaHHA MOXE BapiloBaTUCH B LUMPOKMX Mexax, ane Moxe OyTu BM3HAYEHWI CTaHOapTHUMWK
meTogamu. B gesiknx Bunagkax papmaveBTudHa komnosudia mictute CIC i BBeaeHHs no6oBoi no3u Big npubnusHo 1 oo
2000 wr, nepeBaxHo Big npubnuaHo 10 go npnbnuaHo 1000 mr i HaWbinbW nepeBaxHo Big npubnusHo 250 go 500 mr
aKTMBHOrO iHrpegieHTa. [JoboBy [03y MOXHa BBOAWTU Bi OQ4HOrO A0 YOTUMPLOX MPUUOMIB Ha A00y. IHwi cxemn
[03yBaHHS BKINOYAKTh OAHY 403y Ha TMXAEHb | O4HY 03y Ha ABOAEHHWI LK.

[0201] B pesikmx Bunagkax capmaueBTUYHi Komno3suuii MictaTe CIA i [o3yBaHHA (@KTMBHOMO KOMMOHEHTA)
konunBaeTbca npmbnmsHo Big 0,0001 go 100 mr/kr, a yacTiwe Big 0,01 4o 20 mr/kr 3anexHo Big Macu Tina naujieHTa.
Hanpwvknag, nosyBaHHs Moxe ctaHoBuTtu 0,3 mr/kr macu Tina, 1 mr/kr macwu Tina, 3 mr/kr macu Tina, 5 mr/kr macw Tina, 10
mr/kr macu Tina abo B gianasoHi 0,1-20 mr/kr. 3pa3koBuin pexxnM NiKyBaHHSA BKINoYae BBEAEHHA oavH pas Ha Joby, oauH
pa3 Ha TWXKOEHb, ABa pa3u Ha TWXAEHb, OAMH pa3 Ha ABa TWKHi, OOMH pa3 Ha TPY TWKHI, OOMH pa3 Ha YOTUPU TWDKHI,
OOVH pa3 Ha Micsilub, OMH pa3 Ha 3 MicsAui abo oAMH pa3 Ha TpU-LWicTb MicsuiB. B gesiknx Bunagkax nikyBaHHs BKIOYae
BBeAeHHs1 CIA BignoBiAHO A0 OA4HOro 3 BULLE3a3HAYEHUX PEXMMIB JO3YBaHHS MPOTArOM MepLuoro nepiogy i iHworo 3
BULLe3a3Ha4YeHNX PEeXUMIB A03yBaHHA Ana Apyroro nepiogy. B geskux Bunagkax nikyBaHHS MPUNMHAETLCS Ha AesKkun
yac, nepll HiX BiAHOBMIOETbCA TOM camuin abo iHWWIA pexum Jo3yBaHHs. Hanpuknag, nauieHT moxe OyTu Ha cxemi
no3yBaHHst CIA npoTArom ABOX TWXKHIB, MepepBaTV Ha TWXKAEHb, NPOAOBXWUTM e ABa TWXHI i Tak gani. MNepeBaxHi
pexummn gosyeanHsa ans CIA 3a BuHaxogom BkntovaoTe 0,1 mr/kr macu Tina, 0,3 mr/kr macu Tina, 2 mr/kr macu Tina, 3
Mr/kr macu Tina abo 10 Mr/Kr LWNSXOM BHYTPILULHBOBEHHOTO BBEAEHHS, MPU LUbOMY aHTUTINO BBOAWTLCS 3 AOMOMOrOH
OfHI€ET 3 HACTYMHUX CXeM A03yBaHHS: (i) KOXHi YOTUPY TVXKHI LWICTb 403, MOTIM KOXHI Tpu Micaui; (i) koxHi Tpy TwxkHi; (i) 3
Mr/Kr Macu Tina ogHopa3oBo, NoTiM 1 Mr/Kr Macu Tina Ha HacTyMnHi TPY TUXHI.

[0202] B pesiknx meTogax ogHo4acHo BBOAATL ABa abo binble CIA 3 pisHoo cneumndivHicTio 3B'A3yBaHHS, i B LbOMY
BUNagKy [03a KOXHOIO BBEAEHOro aHTUTINa 3HaxoAuTbCA B Mexax 3asHadeHux gianasodie. CIA, sk npaswuno,
3aCTOCOBYIOTbLCS Kinbka pasiB. |[HTepBanu MiX pa3oBuMK [03aMU MOXYTb OyTW, Hanpuknag, TUXKHEBMMM, MICSYHUMM,
KOXHi Tpy Micaui abo LopiyHuMK. [HTepBanu TakoX MOXyTb OyTW HeperynsapHUMK, Ha L0 BKa3ye BMMIPIOBaHHS PiBHA
aHTUTIN 0O LINbOBOro aHTUreHy B KpoBi NauieHTa. B geskux metogax [o3y peryniolTb Anst AOCSATHEHHST KOHLUEHTpaLii
aHTUTIN y Nnasmi npmbnmaHo 1-1000 mkr/mn, a B Aeskux metogax npnbnusHo 25-300 mkr/mn.

[0203] Komnosuuii, wo mictate GRM (Hanpuknag, SGRM), siki 3acTocoByOTbCsi B KOMOIHOBaHI Teparnii, MOBUHHI
3abesneyyBaTi AOCTATHIO KiNbKiCTb aKTMBHOIO areHTa Ansg eeKTUBHOIo NOCUIEHHS aKTUBHOCTI iHribiTopa KOHTPOMbLHOI
TOYKM MpW MiKyBaHHI paky, Hanpuknag, y KinbkoCTi, Ska Yy NoeAHaHHi 3 TepaneBTUYHOK KiNbKICTHO iHribiTopa KOHTPONbHOI
TOYKN aHTUTIN, MOXE 3MEHLUNTN HaBaHTaXeHHs1 Ha nyxnuHy ACC, BiAHOBUTW CUrHAnNbHI WNASAXM T-KNiTUH i KNITUH-KINepiB
(NK), 36inbwuty iHdinbTpauito T-kniTuH i NK-knitTvH B nyxnuHy ACC, 3MeHWNUTK iHginbTpauito HEWTPOdIniB B NyxnuHy
ACC y nauieHTa abo iHWUM 4YMHOM OinMbLUOIO MIPOKO MOMErwnTM MOB'A3aHi CcMMNTOMM paky abo Jocartn GinbLu
CnpuATANBUX abo BakaHuX KMiHIYHMX pe3yrnbTaTiB MOPIBHSAHO 3 BBEAEHHSAM iHriGiTOpa KOHTPOSbLHOI TOYKM B Til camii
TepaneBTUYHIN KinbkocTi 6e3 GRM (Hanpuknag, SGRM). B pesikux Bunagkax komnosuuii 3abesnevytotb GRM
(Hanpuknag, SGRM) y kinbkocTi, sika pobute nyxnuHy ACC 4yTnuBok [0 iHriGiTopa KOHTPONbHOI TOYKM, TOOGTO
OEMOHCTPYE 3MEHLLEHHS HABAHTaXXEHHS1 Ha NyXIMHY abo iHLWY NoB's3aHy KNiHIYHY KOPUCTb, sika iHaKWwe He nposiBunacs



6, Npu nikyBaHHI NyXNMHW NnLLe iHFBGITOPOM KOHTPOMbHMX TOYOK. TakvuM YMHOM, PEXUM [003YBaHHS MOXe BapiloBaTUCS B
LUIMPOKNX MEXax 3anexHo Bif LUNSXy BBEAEHHS i TUMY paky, sikuii HeobXigHO nikyBaTwu, ane moxe OyTu BU3HaYEHWUI
cTaHgapTHUMK meTtogamu. B geskux BapiaHTax peanisauii GRM (Hanpuknaa, SGRM) BBooATb 0aMH pa3 Ha Micsub, ABa
pasu Ha Micsilb, TPY pasn Ha Micsub, Yepe3 TWKAEHb, OONH pa3 Ha TWXKOEHb, ABiYi HA TWXKAEHb, TPU pasn Ha TWXKAEHD,
YOTMPM pasu Ha TWXKAEHDb, N'ATb pasiB Ha TWXKAEHD, WICTb PasiB Ha TMXKOEHb, Yepes AeHb, WOoAHS, ABivi Ha OOy, Tpudi Ha
noby abo vacTiwe.

[0204] B peskmx Bunagkax poboBa nepopanbHa fo3a ANg dapmaueBTUYHOI Komnosuuii, sika mictute GRM
(Hanpuknag, SGRM), moxe 6yTu BukopucTaHa Ans cnocobiB, onucaHux TyT, KONMMBaETbCA Big npubnusHo 1 go
npmbnusHo 2000 Mr Ha foby (mr/poby). B aeskux BapiaHTax 3actocyBaHHSA A060Ba KinbKiCTb CTAHOBUTL NPUBMM3HO BIf,
10 no 1000 mr/goby, Big 50 no 500 mr/go6y, Big 100 go 300 mr/goby. MoxHa 3acTocoByBaTM MeEHLUI 403K, 0COGNUBO
KONV npenapar BBOASATb B aHAaTOMIYHO BiJOKpEMIIEHe Micle, Hanpuknaza y cnmHHomo3koBy pianHy (CMP), Ha BiaMmiHy Big
nepoparnbHOro BBEAEHHS, Y KPOBOTIK, Y MOPOXHMHY Tina abo B NpocBiTntoBaHMi opraH. [py MicLeBOMY 3aCTOCyBaHHI
MOXHa BMKOPWUCTOBYBATM 3HA4HO BMLUI [03U. DakTW4Hi cnocobu MNpUroTyBaHHA KOMMO3WULIN ANs napeHTeparnbHOro
BBeAEeHHS ByayTb Bijomi abo oyeBuAHI haxiBLAM Y L ranysi TEXHIKM i onucaHi Ginbll AeTanbHO B Takmx nyonikauiax, sk
3ragysaHi Buwe B npaui Remington. us. Takox Nieman, In "Receptor Mediated Antisteroid Action", Agarwal, et al., eds.,
De Gruyter, New York (1987). B pesikux BapiaHTax peanisauii SGRM € CORT125281. B geskux BapiaHTax peanisauii
SGRM e CORT125134.

[0205] MMicns Toro, sk chapmaueBTUMYHa komno3wuuis, ska MictuTe GRM (Hanpuknag, SGRM) abo iHribiTop
KOHTPOIBHOI TOYKM aHTUTINa 3a BUHaxonom, byna npurotoBaHa y NPUAHATHOMY HOCIi, il MOXXHa NOMICTUTK y BiANOBIZHWIA
KOHTEMHep i MapkoBaHa Ans NiKyBaHHA 3a3HayeHoro ctavy. Onsa BBegeHHs GRM (Hanpuknag, SGRM) abo iHribiTopa
KOHTPOIbHOI TOYKM Take MapKyBaHHsi BKIlOYaTMMe, Hanpuknag, iHCTPYKUIT LLoJOo KinbKOCTi, YacToTu i cnocoby BBeOEHHS.

KomGiHoBaHa Tepanis

[0206] Cnocib, onucaHuin y UbOMY AOKYMEHTI, BKMNoYae KOMOiHOBaHy Tepanito BBeaeHHs sk GRM (Hanpwuknag,
SGRM), TaK i iHribiTopa KOHTPONBHOI TOYKM aHTUTIN NaLiEHTY, SKMIM CTpaXKAae Bif HaBaHTaxeHHs Ha nyxnuHy ACC, wo B
OesKux BUnagkax 3yMOBMEHO HaSIBHICTIO KOHTPOMbHOI TOYKM aHTUTINA YyTnNuBOI Ao iHribiTopiB paky. B gesikux BapiaHTax
3acTocyBaHHA KOMGiHOBaHa Tepanisa BKMoYae BBeAEHHS iHribiTopa KOHTPOnbHOI Toukn aHtuTtina i SGRM nocnigosHo y
Oyab-siIKOMY MOpsSAKY NPOTAromM BCbOro abo 4YacTuHM nepiogy nikyBaHHs. BBaxaeTbcs, WO kombGiHOBaHa Tepanis, sika
Bkrntoyae BeeaeHHsA sk GRM (Hanpuknag, SGRM), Tak i iHribiTopa KOHTPONbHOT TOYKM aHTUTIN cyb'ekTy, AKMI cTpaxaae
Big HaBaHTaxeHHs nyxnuHn ACC, edpekTMBHA ANS 3MEHLUEHHS HaBaHTaxeHHs nyxnuHn ACC, BigHOBNEHHSA T-KNiTUH i
npupogHux kinepis (NK), KNiTMHHUX cUrHanbHUX WAXiB, 36inbwyoTh iHdINbTpauito T-knituH i NK-kniTUH B NyxnuHy
ACC, 3meHLyTb iHdinbTpaLito HenTpodinie B nyxnmuHy ACC y nauieHTa i 3a6e3neyvytoTb iHWIi TepaneBTUYHI nepeBaru
Ons nauieHTta.

[0207] B peskmx Bunagkax GRM (Hanpuknag, SGRM) i iHriGiTOp KOHTPOMBHOI TOYKM BBOAATH 3 TMM camum abo
iHWKUM pexumom [o3yBaHHA. B peskux Bunagkax GRM (Hanpuknag, SGRM) BBogATh BignoBiAHO A0 3annaHOBaHOI
CXeMu, TOAi 9K iHriGITOp KOHTPOMNbLHOI TOYKM BBOASTH NepioavyHo. B geskvx Bunagkax iHribGiTOp KOHTPOMBLHOI TOYKU
BBOASATb BiAMOBIAHO A0 3annaHoBaHoi cxemu, Todi 9k GRM (Hanpuknag, SGRM) BBogsATb nepioguyHo. B pesikmx
Bunagkax sk GRM (Hanpuknag, SGRM), Tak i iHriGiTop KOHTPONBHOI TOYKM BBOAATL MepioanyHo. B gesiknx BapiaHTax
peanizauii GRM (Hanpuknag, SGRM) BBoasiTh LWOAHS, a iHMiBITOp KOHTPONBHOI TOYKM, HAaNpuKNag, iHriGiTop KOHTPONbHOI
TOYKM aHTUTINAG, BBOOATb LLOTWXHS abo pa3 Ha ABa TUXKHI.

[0208] B peskux Bunagkax GRM (Hanpuknag, SGRM) i iHriGiTOp KOHTPOMBHOI TOYKM BBOAATHLCA MOCMIAOBHO abo
OfHO4YacCHO oavH abo ABa pasv Ha Micsub, TPYM pasu Ha MicsAub, Yepe3 TWXKAEHb, OOWH pa3 Ha TWXKAEHb, ABiYi Ha
TWXKOEHb, TPW pa3n Ha TWXKAEHb, YOTMPU PasiB Ha TWXAEHb, N'ATb pasiB Ha TWKAEHb, LWICTb PasiB Ha TWXAEHb, Yepes
OeHb, WoaHSA, ABidi Ha [oby, Tpu pasu Ha Ooby abo vacTtiwe, 6e3nepepBHO MPOTArOM nepiody 4acy Big NpubnnMsHO
OAHOroO AHS A0 NPWOGNN3HO OOHOrO TWXKHS, Big NPUONU3HO BiOg ABOX TWXHIB OO0 NPUONM3HO YOTUPLOX TWXKHIB, Bid
npubnusHo ogHoro micaus Ao NnpubnnsHo ABoX MicsuiB, Big NpubnNn3HO OBOX MicsLiB A0 NPMOMM3HO YOTMPLOX MicsUiB,
Bif, NPUBNN3HO YOTUPLOX MicsAUIB 4O NPUONU3HO LIECTM MicsauiB, Bid NPUONU3HO LWeCTU MicsauiB A0 NpMGMM3HO BOCbMU
MmicsauiB, Big NpubnnsHo BocbMU MicAuiB A0 nNpubnusHo 1 poky, npubnusHo Big 1 poky Ao npubnuaHo 2 pokiB, abo
npmbnusHo Big 2 pokiB Ao NpnbnmnaHo 4 pokis, abo binbLue.

[0209] B pesikmx BapiaHTax 3acTOCyBaHHs kOMGiHOBaHa Tepanis BkM4yae cninbHe BBeAeHHs GRM (Hanpwuknag,
SGRM) i iHribiTopa KOHTPONBHOI TOYKM aHTUTINa. B Oeskvux BapiaHTax 3acTOCyBaHHS CrninbHe BBeAEHHs iHribiTopa
KOHTpOnbHOI ToukM aHTuTina i GRM (Hanpuknaa, SGRM) Bknoyae BBeAEHHS OBOX areHTiB ogHo4YacHo abo npubnunsHo
ofHoYacHo (Hanpwknag, npoTsrom npnbnuaHo 1, 5, 10, 15, 20 abo 30 xB 04MH 32 O4HUM).

[0210] Pi3Hi kombiHaLjii 3 GRM abo SGRM i iHriGiTOpOM KOHTPOMNbHOI TOYKM @aHTUTINAa MOXyTb ByTW BUKOpUCTaHI Ans
nikyBaHHS navuieHTa, siknii ctpaxaae Ha ACC i mae Hagnuwok kopTusony. Take nikyBaHHS Moxe OyTn epekTUBHUM Anst
3MEHLUEHHS HaBaHTaXeHHA Ha nyxnuHy ACC, BiAHOBNEHHS CUrHaNbHUX LWNAXIB T-KNITUH | NPUPOOHMX KMITUH-KiNepiB
(NK), 36inbweHHs iHdinbTpauii T-knituH i NK-knituH B nyxnmHy ACC, 3MeHLIeHHs iHdinbTpaLuii HeMTpodinis B NyxnmHy
ACC y nauieHTa, i HagaTK iHWIi TepaneBTUYHI Nnepesarn naudieHTy. lMig "kombiHoBaHo Tepanieto”" abo "y noegHaHHi 3" He
MA€ETbCA Ha yBasi, WO TepaneBTUYHI areHT NMOBUHHI BBOAMTUCA OOHOYACHO i/abo 3millyBaTncs Anis ChinbHOI 4OCTaBKY,
Xoya Ui cnocobu gocTtaBku BxoaaTb Ao cepu, onucaHoi TyT. GRM a6o SGRM i iHriGiTOp KOHTPOMbHOI TOYKM aHTUTINA
MOXHa BBOAMTU, AOTPUMYHOUMCb TOro abo iHLWOro pexumy 0o3yBaHHA. B geskmx BapiaHTax 3actocyBaHHa GRM ab6o
SGRM i iHriGiTOp KOHTPONBHOI TOYKM aHTMTINA BBOAATL MOCMIAOBHO B Oyab-sIkOMY MOPSAKY MPOTSAroM BCbOro nepiogy
nikyBaHHs1 abo oro yactuHu. B gesikmx BapiaHTax peanisauii GRM abo SGRM i iHriGiTop KOHTPONBHOT TOYKM aHTUTINa
BBOAATb OfHOYacHo abo nMpubnusHo ogHovacHo (Hanmpwknag, npubnuaHo 3 iHtepsanom 1, 5, 10, 15, 20 abo 30 xB).
HeobmexyBanbHi npuknagu kombiHoBaHoi Tepanii € Takumn, BBoaaTb GRM abo SGRM i iHri6iTop KOHTPONBHOT TOYKM
aHTuTiNna, Hanpuknag, GRM a6o SGRM € "A", a iHribiToOp KOHTPONbHOI TOYKM aHTUTINA, SKUA BBOOMTLCS SIK YacTUHA
pexumy ximiotepanii, € "B":

[0211] A/B/AB/A/BB/B/AA/A/BA/B/BB/A/AA/B/B/B B/A/B/B

[0212] B/B/B/A B/B/A/BA/A/B/B A/B/A/B A/B/B/A BIB/IA/A



[0213] B/A/B/A B/IA/A/B AIAJA/B BIA/AIA A/BIAJA AIA/B/A

[0214] BBepeHHsi TepaneBTMUYHMX cronyk abo areHTiB nauieHTy BigOyBaTMMeTbCs BIMOBIAHO A0 3aranbHUX
NPOTOKOMIB ANA BBEAEHHSA TakMX Cronyk, 6epyyn 0O yBarm TOKCUMYHICTb Tepanii, AKWo Taka €. XipypriyHe BTpy4YaHHs
TaKOX MOXe 3aCTOCOBYBaTWUCS Y MOEAHAHHI 3 ONUCAHO0 Teparnieto.

Lli crnocobn MoxHa kOMmGiHyBaTM 3 iHWMMM cnocobamu niKyBaHHSA, TakUMKU SK-OT XipypriyHe BTpYyYaHHs,
ONPOMIHEHHS, LiiNbOBa Tepanis, iMyHoTeparnisi, BAKOPUCTaHHS iHribiTopiB dakTopiB pocTy abo hakTopiB aHTUaHrioreHeay.

TpuBanictb

[0215] TpusanicTtb nikyBaHHa GRM (Hanpuknag, SGRM) i iHriGiTOPOM KOHTPONbHOI TOYKM @HTUTIN ANA 3MEHLIEHHS
HaBaHTaXEHHA Ha MyXMWHY, BiAHOBMEHHS CUrHanbHUX WNAXIB T-KMITUH i npupodHux kniTuH-kinepis (NK), nocuneHHs
iHdineTpauii T-kniTvH i NK-knitnH B nyxnuHy ACC, ameHwWwunTH iHinbTpauito HenTpodinis B nyxnuHy ACC y nauieHTa, a
TakoxX 3abe3neynTu iHWI TepaneBTWYHI NepeBary AN NauieHTa MOoXe 3MIHIOBaTUCH BiOMOBIAHO OO TSPKKOCTI CTaHy
nauieHTa i Bignosigi nauieHTa Ha kombiHOBaHy Tepanito. B gesknx BapiaHTax peanisauii GRM (Hanpuknag, SGRM) i/abo
iHrGITOP KOHTPOMBHOI TOYKM MOXHa BBOAWUTU NPOTSArom nepiogy Big npnbnumaHo 1 TwxHa o 104 TwxkHiB (2 pokn), GinbLu
TMNoBO NpmnbnnsHo Big 6 TwkHIB A0 80 TWXHIB, HaWbINbW TMNoOBO Mpubnu3Ho Big 9 Ao 60 TwxHiB. BignosigHi nepioan
BBEEHHS TaKOX BKMNtOYaloTb Bid 5 4o 9 TMxkHIB, Big 5 40 16 TuxHIB, Big 9 0o 16 TwxHiB, Big 16 Ao 24 TnxkHiIB, Big 16 Ao
32 TuxHiB, Big 24 0o 32 TuxHiB, Big 24 0o 48 TuxkHie, Big 32 go 48 TvxkHiB, Big 32 Ao 52 TuxkHiIB, Big 48 Ao 52 TWxHIB, Big
48 po 64 TwxHiIB, Big 52 0o 64 TwxkHIB, Big 52 oo 72 TwxHIB, Big 64 Oo 72 TuxHiB, Big 64 oo 80 TuxHiB, Big 72 oo 80
TUXHIB, Big 72 0o 88 TwxHiB, Big 80 go 88 TuxHiB, Big 80 Ao 96 TmxHiB, Big 88 oo 96 TwxkHiB i Big 96 oo 104 TwxHiB. o
npuaaTHUX nepiogis BBEAEHHA TaKOX Hanexatb 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 24, 25, 30, 32, 35,
40, 45, 48, 50, 52, 55, 60, 64, 65, 68, 70, 72, 75, 80, 85, 88, 90, 95, 96, 100 i 104 TvxHi. Ak npaBuno, BBegeHHss SGRM
i/abo iHribiTopa KOHTPONBHOI TOYKM aHTWUTIN CNif NPOAOBXYBaTW, OOKM He Oyae crnocTepiratvca GaxaHui KriHiYHWiA
edekT, i Noro MoXxHa NpodoBXKyBaTK Micnst Toro, sik byae cnocrepiraTcs Taku edekT, Hanpuknaza, aAnsa nigTpuMkn abo
noaansLoro nocuneHHs Takoro edpekty. JlikysaHHs GRM (Hanpuknaa, SGRM) i iHFiGITOPOM KOHTPOMNbHOI TOYKU aHTUTIN
3rifHO 3 BUHaxo40OM MOXe TpMBaTU NPOTAroM ABOX pokiB abo HaBiTb AoBlle. B aesknx BapiaHTax peanisauii TpuBanicTb
BBedeHHs GRM (Hanpuknag, SGRM) € Takoto camolo, Sk i iHribiTopa KOHTponbHOI ToYku. B aesdkux BapiaHTax peanisauii
TpuBanicTe BBeaeHHs SGRM € kopoTiwoto abo JOBLUOK, HiX AN iHriGiTopa KOHTPONBbHOI TOYKU.

[0216] B pesikmx BapiaHTax peanisauii BBegeHHs GRM (Hanpuknag, SGRM) abo iHriGiTopa KOHTPOMBLHOI TOYKM
aHTuTINa He € 6e3nepepBHUM i MOxe ByTn NpunMHEHo Ha oanH abo Binblie nepioais Yacy, nicns Yoro crigye oanH abo
6inblle nepiodiB Yacy, konu BBeAEHHS MOHOBMETHCS. BignosigHi nepioan BBeAEHHs TakoX BkoYakoTb Big 5 o 9
TWXHIB, Big 5 4o 16 TWXHIB, Big 9 Ao 16 TWXKHIB, Big 16 40 24 TUXHIB, Bia 16 0o 32 TwxHIB, Big 24 oo 32 TUxHIB, Big 24 oo
48 TuxHiIB, Big 32 Oo 48 TukHIB, Big 32 0o 52 TUXHIB, Big 48 oo 52 TWxkHIB, Big 48 no 64 TWxHIB, Big 52 Ao 64 TWXHIB, Bif
52 po 72 tnxkHiB, Big 64 0o 72 TwxHiB, Big 64 oo 80 TwxHiB, Big 72 oo 80 TwxHiB, Big 72 Ao 88 TmxkHie, Big 80 oo 88
TwxHiIB, Big 80 go 96 TmxHie, Big 88 o 96 TwxkHIB i Bia 96 oo 100 TwxkHiB. [lo npuaaTHUX nepioaiB, KONM BBEOEHHS
NPUNWHAETLCH, TaKOX Hanexats 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 24, 25, 30, 32, 35, 40, 45, 48, 50,
52, 55, 60, 64, 65, 68, 70, 72, 75, 80, 85, 88, 90, 95, 96 i 100 TnxHiB.

OujiHKka nokpalleHHs B NiKyBaHHI MaLieHTIB 3 HAONULIKOM KOPTM305ly, BKITHOYAOYM 3MEHLLEHHS HABaHTaXEHHS Ha
nyxJInMHY

[0217] BBaxaeTbcs, WO onvcaHa TyT kombiHOBaHa Tepanis € edeKTMBHOKW AN NiKyBaHHS NalieHTiB, siki MalTb
HaANMLIOK KopTu3ony i cTpaxgatTe Big nyxnuHu ACC; y BapiaHTax 3acTocyBaHHSI Take niKyBaHHS Moxe OyTu
eEeKTMBHUM ANs 3MEHLUEHHS] HaBaHTaXEHHA Ha MyXMWHY Yy nauieHTa, BiHOBMEHHS CUrHanmbHWUX WWNAXiB T-KMiTWH i
npupogHux knituH-kinepis  (NK), 36inbwenHsa iHdinbTpadii T-knitmH i NK-knituh B nyxnuHy ACC, 3MeHLUeHHSs
iHinbTpauii HerTpodinie y nyxnuHm ACC y nauieHTa i onsa 3abesneyeHHs iHWMX TepaneBTUYHNX Nepesar Ang nauieHra.
MeToaou BumiptoBaHHA uMX Bignosigen aobpe BigoMi kBanigikoBaHum daxiBusiM y ranysi tepanii paky. Hanpwuknag,
MeToAM BUMIPIOBaHHS HaBaHTAXEHHS Ha MyXNWHY OnucaHi B pekoMeHAauisx LWoAo KpWUTepiiB OuiHKW Bignosigi npu
conigHux nyxnmnHax ("RECIST"), DOCTYMHUX Ha canTi
http://ctep.cancer.gov/protocolDevelopment/docs/recist_guideline.pdf.

[0218] B ogHoMy Miaxodi HaBaHTaXeHHS Ha MyXNIMHY BMMIPIOKOTb LUNSXOM aHanisdy ekcnpecii nyxnuHocneungivHnx
reHeTMyHuXx mapkepiB. Llev migxig ocobrnmBo KOpUCHWMIA ANS MeTacTaTUYHWUX MyXnuMH abo MyxnuH, siki BaXKO BUMIPSTH,
Hanpwknag, paky KiCTKOBOro Mo3ky. [MyxnmHo-cneundiyHuin reHeTUYHUI mapkep - e 6inok abo iHwa monekyna, fka €
YHiKanbHOIO AN pakoBuX KNiTH abo MiCcTMTbCA B HMX HabaraTo Ginblue, HiX y HepakoBux knitmHax. Hanpwknag, ovs.
WO 2006104474. HeobwmexyBanbHi Mpuknagn MyxnMHOCHEUM®IYHUX FEeHEeTUYHUX MapKepiB BKMIOYalTb anbda-
deTonpoTeiH (AFP) ans paky nediHku, GeTta-2-mikpornobyniH (B2M) ons MHOXMHHOI Mienomu; GeTa-XOopioHIYHWIA
roHagotponiH noguHn (beta-hCG) ona nikyBaHHS XopiokapuuHoMW i 3apogkoBux KnitTvH nyxnuvH; CA19-9 ana paky
NiALWNYHKOBOI 3a5103n, paky XOBYHOIO Mixypa, paKy >XOBYHMX NPOTOK i paky wnyHky; CA-125 i HE4 ang paky sie4HuKiB;
kapuuHoembpioHanbHuin aHTureH (CEA) ansi konopektanbHOro paky; xpomorpadiH A (CgA) ans HepoeHOOKpUHHOT
nyxnuHu; ibpuH/ibprHOreH npyn paky ce4oBoro Mixypa; npocrarocneumndivyHmn aHtureH (PSA) npu paky npocraty; i
TupeornobyniH ans paky LLMTOBUAHOT 3anosmu. [Ows, http://www.cancer.gov/about-cancer/diagnosis-
staging/diagnosis/tumor-markers-fact-sheet.

[0219] MeToam BUMIpIOBaHHS PiBHIB eKCNpecii NyxnnHocneuudivyHOro reHeTMYHOro mapkepa gobpe Bigomi. B neskux
BapiaHTax 3acTtocyBaHHa MPHK reHeTnyHoro mapkepa BuaingawTb i3 3pa3ka KpoBi abo TkaHWHW MyXMIWHW | MPOBOASATH
noniMepasHoO-NaHUroBy peakuito 3BOPOTHOI TpaHckpuntasn B peanbHomy 4aci (RT-PCR) gns kinbkiCHOI OLiHKK
eKkcrnpecii reHeTMYHOro Mapkepa. B pgesikux BapiaHTax 3acTocyBaHHSl, NpPOBOASATb BecTepH-6MnoTTMHr abo
iMyHoricTOXiMiYHUIA aHani3 ons OuiHKKM ekcnpecii Ginka nyxnMHocneundivyHOro reHeTUYHOro mMapkepa. 3asBu4yal piBHi
nyXnnMHocneungiyHOro reHeTUYHOro Mapkepa BUMIPOTL Yy GaraTbox 3paskax, B3ATMX MPOTArOM MEBHOrO 4acy
KOMOIHOBaHOI Tepanii 3a BUHaXOA0M, i 3HVKEHHS PiBHIB KOPEMOE 3i 3MEHLLIEHHAM HaBaHTaXXEHHSA Ha MyXIUHY.

[0220] B iHWwoMy nigxoai 3MEHLLEeHHS1 HaBaHTaXXeHHs1 Ha MyXMMHY 3a A0NOMOrow KoMBiHOBaHOI Tepanii, onMcaHoi B
LbOMY [OKYMEHTI, MNPOSABMASNOCS B 3MEHLUEHHi po3Mipy nNyxfMHM abo0 3MEHLUEHHI KiNbKOCTi paky B OpraHiami.
BumiptoBaHHS po3mipy MyxnvHM 3as3BUYal OOCAraeTbCcsa 3 AOMOMOrow MeTOAIB Bidyanisauii. Hanpuknag, komn'toTepHa


http://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=CDR0000046208&version=Patient&language=English
http://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=CDR0000046208&version=Patient&language=English
http://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=CDR0000411372&version=Patient&language=English
http://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=CDR0000046753&version=Patient&language=English
http://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=CDR0000046490&version=Patient&language=English
http://www.cancer.gov/about-cancer/diagnosis-staging/diagnosis/tumor-markers-fact-sheet
http://www.cancer.gov/about-cancer/diagnosis-staging/diagnosis/tumor-markers-fact-sheet

Tomorpadpisi (KT) Mmoxxe Hagatu TOYHY | HadiHy aHaTOMIYHY iHopMaLito He nuLle NPO 3MEHLLEHHS YUY PICT NyXNUHK, a i
Npo MPOrpecyBaHHs 3aXBOPIOBAHHS LLUMSIXOM BUSIBIIEHHSI POCTY HasiBHUX ypakeHb abo pO3BUTKY HOBUX ypaxeHb abo
mMeTacTasiB NyxnmMHW. BigHOBMEHHA curHanbHUX WnaxiB T-kMiTMH | npupogHux KnituH-kinepis (NK), 36inblieHHsA
iHdinbTpauii T-knituH i NK-knitTuH B nyxnuHy ACC i 3meHLwWeHHs iHdinbTpauii HenTpodinis B nyxnmHy ACC y nauieHTa
TakoXX MOXKHa BUMIPSTM 3a AOMOMOIO METOZIB Ha OCHOBI 306paeHb, abo iHWMM BignoBigHNM cnocobom.

[0221] B iHwomy nigxodi, 3MEHLUEHHS HaBaHTaXeHHS Ha MyXNWHY, BiOHOBMNEHHSI CUrHanbHUX LINSAXiB T-KMITWH i
npupogHux knitnH-kinepis (NK), 36inbwenHa iHdineTpauii T-knituH i NK-knituH B nyxnuHy ACC i 3MeHLeHHSs
iHinbTpauii HenTpodinie B nyxnuHy ACC y nauieHTa MOXHa OUIHWTU 3a AOMNOMOrold MEeTOAIB (PYHKUIOHANbHOI i
meTaboniyHoi Bidyanisauii. Lli mMeTogm MoxyTb 3abesneunTn paHHIO OUiHKY BIigMNOBI4I Ha Tepanito LMASXoMm
CrocTepexeHHs 3a 3MmiHamu nepdyaii, okcureHauii i metaboniamy. Hanpuknag, 18F-FDG PET BukopucTtoBye
pafioakTMBHO MiYeHi MONEKYyNU-aHanory rroKo3n Ans OUHKM TKaHMHHOro metabonismy. MNMyxnuHu 3a3Buyai MakTb
nigBuYLLEHE NOTMMHAHHSA MHOKO3U, 3MiHa 3HAYeHHS, WO BiAnoBigae 3HWXKEHHIO MeTaboniaMy NyXNMHHOI TKaHWHW, BKa3ye
Ha 3MEeHLUEHHS] HaBaHTaXXeHHs Ha nyxnuHy. MoaibHi meToam Bidyanisauii onucani B Kang et al., Korean J. Radiol. (2012)
13(4) 371-390.

[0222] MMauieHT, skui opepxye onucaHy TyT KOMGIHOBaHy Tepanio, MOXe [AEMOHCTPYBaTW Pi3HUA CTyMiHb
3MEHLUEHHS] HaBaHTaXeHHS Ha MyXMNUHY i MOXe AEMOHCTPYBaTW Pi3HW CTYMiHb BiAHOBMEHHS CUrHanbHUX WNaxis T-
KNiTWH i npupodHux knitTuH-kinepis (NK), 36inbweHHs iHdinsTpauii T-knituH i NK-knituH B ACC NyxXfnMHW | 3MEHLLEHHSA
iHinbTpauii HemTpodinie B nyxnuHy ACC y nauieHTa. B geskux Bunagkax y nauieHTa Moxe CrocTepiratuca nosHa
Bignosiab (CR), Aka Takox HasuBaeTbecsa "6e3 o3Hak 3axBoptoBaHHA (NED)". CR o3Havae, Lo BCS NyxnuHa, Ky MOXHa
BUSBMTW, 3HUKIA, SIK BKa3yloTb aHanian, isanyHi obcTexeHHs i ckaHyBaHHSA. B aesikux Bunagkax nauieHT, SKUn ogepxye
onncaHy TyT KOMOiHOBaHy Tepaniio, Moxe BigdyBaTM u4acTkoBy Bignosigb (PR), sika npubnusHo Bignosigae,
woHamMeHwe 50 % 3MeHLUEHHI0 3aranbHoro 06'eMy MyxnvHK, ane 3a HasiBHOCTI OESIKOro 3asvMLIKOBOrO 3aXBOPHOBAHHS.
B peskux Bunagkax 3anuluKoBE 3axBOPIOBAHHS Mpu MUOOKIM 4YacTKOBIN BiAMOBIAI Hacnpasai moxe Oyt MepTBOHO
nyxnuHoto abo pybuem, TOMy Kinbka MauieHTiB, KnacugikoBaHMX SK Taki, Wwo matoTb PR, moxyTb Hacnpaegi matn CR.
Kpim Toro, y 6aratbox nauieHTiB, Y SKMX CMOCTEpIraeTbCA 3MEHLUEHHS M4 Yac fikyBaHHS, CNocTepiracTbCs nogansiue
3MEHLUEHHSI MPW MPOAOBXEHHI NikyBaHHSA i Moxe B6yTn gocarHyto CR. B geskux Bunagkax y nauieHTa, Skuii Ogepxye
KOMOGiHOBaHy Tepanito, MOXe crnocTepiratuca HesHayHa peakuis (MP), wo rpy6o o3Havae HeBernuke 3MEeHLUEHHs!, sike
nepesuLlye 25 % Big 3aranbHoro ob'eMy nyxnuHu, ane meHwe Hix 50 %, wob pocartn PR. B gesiknx Bunagkax nawieHT,
KU ofepXKye KOMBIHOBaHy Tepanito, MoXe AeMOHCTpyBaTu cTabinbHe 3axBoptoBaHHs (SD), Wo o3Havae, LWo nyxnmHu
3anuwarTbecs NpMbNN3HO OAHAKOBOrO PO3MIpy, ane MoXe MaTtu Micle HeBenuvke 30inblueHHs (3a3Bu4yan MeHwe 20 abo
25 %) abo HeBenuKy KinbKicTb 3MEHLLUEHHS (OeLo MeHLe, Hix PR, SKLWO TiNbKM HE BUHUKHE He3Ha4Ha BigMNoBiAb. AKLWO
Tak, Toai SD Bn3HavaeTbCA sk 3a3Bmyan MeHwe 25 %).

[0223] Ha gpogaTok 40 3MeHLWEHHS HaBaHTaXeHHA Ha nyxnuHy ACC, BiQHOBMEHHSI CUTHAmNbHUX LWNAXIB T-KMiTWH i
npupogHux knitnH-kinepie (NK), 36inbwenHs iHdineTpauii T-knitnH i NK-knituH B nyxnmHy ACC i 3MeHLeHHS
iHinbTpauii HemTpodinis B nyxnuHy ACC, 6axaHa kopucTe abo 6axaHi kniHivyHi pesynbtaTy Big kombiHOBaHOI Tepanii
MOXYTb TaKOX BKIHOYaTW, Hanpuknaza, 3aMeHLeHHst (TO6TO NEBHOO MipOt0 YMOBINbHEHHS i/a60 NpUNMHEHHS) iHiNbTpauii
pakoBMX KNiTUH B nepudepuyHi opraHu; iHridyBatn (T06TO nNEBHOW Mipol CMoBiNbHIOBaTU i/abo  3ynuHATK)
MeTacTa3yBaHHsi NyxXIMHK; NiaBuULLEeHHS piBHA Bignosiai (RR); 36inbleHa TpuBanicTb BignoBsiai; 4esiKol Mipoto nonerwye
oouH abo OGinblle CUMNTOMIB, MOB'A3aHMX i3 PaKOM; 3HWKEHHS [03W (HWUX nikiB, HeobXioHMX Ans niKyBaHHSA
3aXBOPIOBAHHS; YMOBINbHEHE MPOrpecyBaHHS 3axBOPIOBAHHS; i/ab0 NpPOAOBXKEHHS BWXMBaHHA nauieHTiB i/abo
NOKpaLLEeHHss AKOCTi »uTTd. MeTtoam ouiHkM uux edekTiB  gobpe Bigomi i/abo poskpwTi, Hanpuknag, Yy
http://cancerguide.org/endpoints.html i pekomeHgauisx RECIST, aragaHux Buie.

NMPUKNALOU

[0224] HacTynHi npuknaav HaBefeHi nuwe Ans inocTpauii, a He ans obmexeHHs. KBanicdikoBaHi cneuianict nerko
pPO3Ni3HaTb MHOXUHY HEKPUTUYHUX NapameTpiB, sIKi MOXHa 3MiHUTKM abo MoaundikyBaTu, Wob oaepxaTtu No cyTi NOAiOHi
pesynbTaTy.

Mpuknag 1. HepG2 aHani3 TuposmHamiHoTpaHcdepasu (TAT)

[0225] HactynHui npoTokon onucye aHania aAns BuMiptoBaHHs iHAykuii TAT gekcameTasoHom y kniTmHax HepG2
(niHig kniTMH renaTouentoNsApHOT KapunHomu nediHkn nioguHn; ECACC, BenukobpuTtanis). Knituim HepG2 kynbTrByoTh
3 BuKOpucTaHHam cepegosuwa MEME, ponosHeHoro 10 % (06./06.) embGpioHanbHOi 6udadvoi cuposaTku; 2 MM L-
rnytamiHy i 1 % (06./06.) NEAA npu 37°C, 5 %/95 % (06./06.) CO2/nositps. Motim knitvHn HepG2 nigpaxoBytoThb i
A0BOAATL A0 WinbHocTi 0,125%108 knitun/mMn y RPMI 1640 6e3 yepsoHoro geHony, 10 % (06./06.) o4nLLEHOrO BYrinNAM
FBS, 2 MM L-rnytamiHy i BuciBatoTb y kinbkocTi 25000 knitTnH/nyHky B 200 Mkn y 96-nyHKOBI CTEPUIbHI NNaHwWeTn Ang
MIKpOTUTPYBAHHS TKAHWUHHOI KynbTypu i iHKyOytoTb npu 37 °C, 5 % CO2 npoTsirom 24 rog.

[0226] MoTim cepepoBue AnNst poCTy BWAAnsOTb i 3amiHOWTL cepepoBueMm ans adHanidy {RPMI 1640 6e3
yepBoHoro geHony, 2 MM L-rnytamiHy + 10 MkM copckoniHy}. oTiM TecToBi cnonyku nepeipstoTb Ha Aito 100 HM
AekcameTasoHy. [oTiM cnonykyn NocnigoBHO HanonoBuHy po3Boaatb y 100 % (o6'em/o6'em) anmeTtuncyndokemay 3 10
MM ocHOBHOro po3uuHy. NoTiM reHepyeTbca 8-ToYkOBa HaniBnorapugMivyHa KprvBa po3BEAEHHS 3 TakUM PO3BEeAEHHAM
1:100 y pocnigxyBaHoMy cepenoBuuli, WwWob opepxatn 10-kpaTHWMIA OCTATOYHWMIA aHani3 KOHUEHTpauii Crnonyku, Lo
npuM3BOAUTbL A0 OCTATOYHOrO aHanidy KoHUeHTpauii cnonyku, skmi konmeascsa Big 10 go 0,003 mkM B 0,1 % (06./06.)
anmeTuncynbgokeuay.

[0227] DocnigxyBaHi cnonyku nonepeaHbo iHKYOYHTb i3 KNiTMHaMM B MIKpOTUTPanbHUX nNnaHweTax npoTsirom 30 xB
npu 37 °C, 5/95 (06./06.) CO2/noBiTps, nepen goaasaHHsM 100 HM gekcameTasoHy, a notim npotarom 20 roa., wob
3a6e3neunTn onTuManbHy iHaykuito TAT.

[0228] MoTim kniTHM HepG2 nisytotb 3 30 Mkn Bydpepa Ans Nisucy KIiTuH, KU MICTUTb CyMill iHriGiTopiB npoTeasn,
npotarom 15 xB8 npu 4 °C. lNoTtim mMoxHa gogatm 155 Mkn cymiwi cybctpaTy, ska MicTutb 5,4 MM HaTtpieBoi coni
TMpo3uHy, 10,8 MM anbda-ketornytapaTty i 0,06 MM nipuaokcans-5-poccaty B 0,1 M Kanin-gocegatHomy bydepi (pH
7,4). Micna 2 rog. iHky6auii npn 37°C peakuito MoXHa NpunuHMTK, gogaswm 15 mkn BogHoro 10 M posuuHy rigpokcuay



Kanito, i nnaHweTn iHkybytoTb we 30 xB npu 37 °C. MNpogyKT akTuBHOCTI TAT MOXHa BUMIPSiTU 3@ NOrnMunHaHHAM Ha A 340
HM.

[0229] 3HaueHHs ICso MOXHa po3paxyBaTu LWNAXOM nobyanoeu rpadika % iHribyBaHHa (HopmoBaHoro Ha 100 HM
cTumynsuii gekcameTtasoHom TAT) MpoTW KOHUEHTpauii Cnonyku i MiAroHKUM AaHWX OO0 NOTICTUYHOTO PiBHSAHHA 3a 4
napameTtpamu. 3HayeHHst ICso MoxHa nepeTBopuTU Ha Ki (kOHCTaHTa piBHOBaXKHOI AMcoLiauii) 3a JOMOMOrol PiBHAHHA
Yenra i Mpycodda, npunyckarouu, WO aHTaroHIiCT! € KOHKYPEHTHUMU iHriGiTopaMu Mo BiAHOLLEHHIO O EKCAMETA30HY.

Mpuknag 2. Ekcnpecia reHis y nauieHTiB 3 nyxnmHoto ACC 3 HagnmLIKOM KOpTU3ony

[0230] MeTtoamn: Cratyc GC, ekcnpecia MPHK, mytauia OHK i gaHi metunioBanHa [OHK Big pisHux pesekuin
HagHWpKoBMX 3ano3 (n=71) 6ynu poctynHi yepe3 Atnac reHHomy paky (TCGA) (goctynHum 3a URL-agpecoto
"cancer.gov" 3a apgpecolw about-nci/organization/ccg /research/srtuctural-genomics/tcga). [Ons  gekoHsonouii
YMCEeNbHOCTI TWNIB iMyHHMX KniTMH 6yno 3actocoBaHo xCell go panux MPHK. Metop BunagkoBoro nicy
BMKOPUCTOBYBAaBCS AANA oAepXaHHA curHatyp redis (Aran, Dvir, Zicheng Hu, and Atul J. Butte. "xCell: digitally portraying
the tissue cellular heterogeneity landscape.”" Genome biology 18.1 (2017):220). AHani3 reHiB TakoXX MOXHa BUKOHaTW
yepes cBioPortal (gocTynHuii yepes cbioportal.org).

[0231] Pesynbrtatn: Ekcnpecia 858 reHiB 3Ha4yHO BigpisHaAnacs Mix Bunagkamm GC- i GC+ACC. Axanis wnsxy
KEGG nokasaB BuMLIy eKCrpecito reHiB 7 wwnaxiB, 3anyyeHWX OO CUHTe3y i cekpeuii cTepoigis y Bunagkax GC+.
[eB'aTHaguATL WNAXIB MOKa3anu HWXYy ekcnpecito, Binblwicte 3 sakux 6ynu nos'a3aHi 3 NpUMPOAHUMW KNiTMHaMU-
Kinepamu, T-KNiTUHAMK i iIMYHHOIO aKTUBHICTIO. [iNOMETWMIOBaHHA B nepLly Yepry CnocTepiranocs B LUNSXaxX CUHTesy
ctepoigis. Mam'atb CD4+, ska iHdinbTpye nyxnuny (P=0,003), CD8+ nam'atb (P<0,001) i NKT-knitunm (P=0,014) 6ynun
BuUCHaxeHi y Bunagkax GC+, Togi Sk acouioBaHi 3 NyxnuHol Hentpodinu Gynu 3b6aravedi (P<0,001). binbwa
3aXBOPIOBaHICTb Ha NyxnuHHI MyTauii (TMB) cnocTepiranacs y sunagkax GC+ (P=0,029).

[0232] MyxnuHm GC+ACC nokasanu cneumdiyHi BigMiHHOCTI B iIMyHHMX npoLiecax nopiBHsHO 3 nyxnuHamu ACC 6e3
CUCTEMHOIO HaAmnuLIKy KopTu3ony. 30Kpema, reHu, 3anyyeHi 40 LMTOTOKCMYHOCTI, OmnocepeakoBaHO! NpUpOAHUMM
kinepamu (NK), audepeHuiadii knituH Tu17, nepepadi curHanis peuentopis T-kniTuH, gudpepeHuiauii Tu1/2, a Takox
NpoLEeCuHry i npeseHTauii aHTureny 6ynum sHwkeHi B nyxnmHax GC+ACC (dir. 1).

[0233] Kpim TOro, HasBHICTb cneundiYHNX iIMyHHUX KNiTUH Oyna pisHot B nyxnuHax ACC 3 Hagnuwkom abo 6e3
HaanuLKy kopTusony. HaisHi i nam'aTtHi knituHn CD4+, CD8+ knitnHn, CD8+ kniTMHWM ueHTpanbHoi nam'aTi i npupogHi T-
kniTnHn-kinepun (NKT) 6ynu Hwkunmn y Bunagkax GC+ (®ir. 2). HaBnaku, acouinioBaHi 3 nyxnuHoto HenTpodinu (TAN)
6ynu Buwwmmmn B GC+ACC.

[0234] Benuka KinbKicTb iMyHHUX KNiTWH | iMyHO3anexHnx TpaHckpunTiB Hkya B GC+ACC. Buwwmin TMB B nyxnuHax
GC+ moxe 6yTu noB'A3aHa i3 NiABWLLEHOK TOMEPaHTHICTIO OO HeoaHTureHis. Lli pesynbTatn ceig4aTe npo Te, WO
aHTaroHiam GR moxe cnpuaTu imyHHin Bignosigi nyxnvHn B ACC abo iHWKX 3MoAKiICHUX HOBOYTBOPEHHSAX 3 MiABULLEHOD
akTmBHiCTIO GC LWNAXOM YCYHEHHSs imyHocynpecnBHux edekTiB eHgoreHHoro GC.

BucHoBku:

[0235] KniHiyHa BignoBiab Ha iHFiGITOPU KOHTPOMNbHWX TOYOK aHTUTIN 3anexuTb Bi4 iIMyHHOI cuctemun. 3okpema,
dyHKUia T-KNiTUH | Npe3eHTauisa aHTUreHy € KPUTUYHUMU ANs KNiHIYHOT edPEeKTUBHOCTI iHriGIiTOPiB KOHTPONBHUX TOYOK
aHTuTin. Kpim TOro, iHcinbTpauis iMyHHUX KMiTUH NOB'sI3aHa 3 KNiHIYHOK edEKTUBHICTIO iHMGITOPIB KOHTPONMBHUX TOYOK
aHTUTIN. MyxXnuUHM 3 HU3bKUM BMICTOM T-KniTMH abo BUCOKMM BMICTOM HEWTpOiniB, Ik NpaBWMo, NoraHo pearyTb Ha
iHriBITOPM KOHTPOIMBHMX TOYOK aHTUTIN. TakuM YMHOM, ycyHeHHs edpekTiB GC+ 3 gonomoroto GRM (Hanpuknag, SGRM)
MO>Xe MOKPAaLLUMTK BiANOBIAb Ha iHMGITOP KOHTPOMNBHOI TOYKM aHTUTINA. Takum YMHOM, BBaXa€eTbCs, WO BBeaeHHa GRM,
Takoro sk SGRM, y noegHaHHi 3 iHFGITOPOM KOHTPOMBHUX TOYOK aHTUTINAG € eMEeKTUBHUM Ans 3MEHLUEHHS
HaBaHTaXXEHHS Ha MyXIMHY, BiQHOBMEHHS CUrHanbHUX WnAxiB T-kNiTuH i npupoaHux knituh-kinepis (NK), 36inbweHHs T-
kniTvH i NK-kniTuHHa iHdinbTpadis B nyxnuHy ACC, 3meHLweHHs iHdinbTpauii HenTpodinis B nyxnmHy ACC y nauieHTa,
sk cTpaxaae Ha ACC | Mae HagMULLIOK KOPTK30ry.

Mpuknag 3. Ekcnpecisi reHiB y nauieHTiB 3 nyxnuHoto ACC 3 HagnULLKOM KOpTU30my

[0236] MeToau: Ooctyn go crtatycy GC (Ha OCHOBI KMiHIYHMX O3HaK i cuMnTOMIB abo BioximiyHMX JoKasiB), ekcnpecii
MPHK, myTtauii AHK i aaHux meTtuntoBanHa OHK Big pisHMx pesekuin HagHUpkoBux 3ano3 (n=71) 6yno ogepxaHo 4epes
TCGA (www.cancer.gov/tcga). [iea Bunagkv capkomaroigy Oynv BuknoYeHi 3 aHanidy. byno npoananizoBaHo 394 036
30HAIB METWIMIOBaHHA, a AaHi HopMani3oBaHi 3a [OMOMOrM KBaHTUNBbHOI HopManisadii 6eta-cymiwi (BMIQ). Ons
OEKOHBOMIOLiT YNCENBHOCTI TUMIB IMYHHUX KNiTMH, Byno 3actocoBaHo xCell po aaHmx MPHK (Aran et al., Genome Biol.
18(1):220 (2017)). Bunagku nyxnuH ouiHIOBaNuM 3a AOMNOMOrotw onybnikoBaHoi curHatypu aktuBHocTi GR (West et al.,
24(14):3433-3446 (2018)). MeToau BunagkoBoro nicy Oynu BUMKOpPUCTaHI AN OOEPXAHHSA CUrHaTypu reHa, sKi
nepegbayatroTe nyxnuHu GC+. CurHaTypHi reHn 6ynu ioeHTUIKOBaHI LUNSIXOM 3aBaHTaXEHHs! BUMAOKOBMX IiciB Ha
BUNAAKOBMX NigAMHOXMHaX, ki MicTATb 80 % AaHuX, i NOpPIBHSAHHA cepefHbOi 3aBaHTaXEHOI BaXMMBOCTI TEHIB i3
noporoBnM 3HayeHHsM. [loporoBe 3HauyeHHs Oyno obuucreHe LWNSIXOM 3acTOCyBaHHA Tiei camoi npouegypu Ao
BMNagKOBOrO MiCy 3 NPOrHO3yBaHHAM PaHAOMI30BaHWX MITOK 3aMiCTb CripaBXHiX MiTok GC+/- ong imiTauii BigcyTHOCTI
curHany. B sikocTi nopory 6yno o6paHo 99,9- KBaHTWUIb BaXXNMBOCTI reHa.

[0237] Pe3synbTatn: AOpeHOKOpTMKanbHi KapLMHOMMW KnacudikyBanm 3a rioKOKOPTUKOIAHUM CTaTycoM MyxnuHu (Pir.
3A). BukopuctoBytoun paHi MPHK B TCGA, 6ynu igeHTudikoBaHi reHu, siki 3Ha4YHO BiAPISHANUCA 3a 3aranbHuM
ropmoHansHMM abo GC crtatycom (>2-kpaTHa 3miHa i ckopuroaHuin P<0,05). Byno BmsHauyeHo, WO HasiBHICTbL abo
BiacyTHicTb Hagnuwky GC (GC+/-) BnnvMBae Ha Hambinblly KinbkicTb reHiB (858 reriB, nopiBHsAHHSA 1 Ha ®ir. 3A, i sk
nokasaHo Ha ®ir. 3B. BusHaueHHs1 HasiBHOCTI i BiACyTHOCTi Byab-skoro ropMoHy (H+/-) npnsseno Ao 3Ha4Hoi pisHuLi B
439 reHax (MopiBHAHHA 2). (H+ Bkasye Ha HasiBHiCTb ropMOHY, a H- BKasye Ha BiACYTHICTb FOpMOHY (Hanpuknag, He
BusiBneHo GC, aHOporeHiB, ecTporeHiB, NporecTepoHy Towo.)) He 6yno icToTHOI pi3HWLi Mik H-nyxnuHamu i Tumu, wo
ekcnpecytTb nuwe ropmoHu, non-GC (NGC+, MopiBHsaHHA 3). MopiBHAHHA NGC+vs GC+ BusiBuno 185 3HayHO pisHUX
reHiB (MopiBHAHHA 4). AHani3 wnaxy KioTcbkoi eHumknonegii reHiB i reHomiB (KEGG) BUSIBMB BMLLY €KCMpPECito reHiB y
Bunagkax GC+ y KinbKOX LUNSIXax CUHTE3Y CTEPOIAIB i HKYY eKCMpecito B pAdi WsiXiB, NOB'A3aHMX 3 IMYHHOK CUCTEMOLO
(Pir. 1).



[0238] Ak 3a3HayeHo B [Mpuknagi 2 suwe, Pir. 2 nokadye BenuKy KinbkicTe cneundiyHux TUNiB iMyHHUX KNiTUH B
nyxnuHax ACC. KinbkicTb nimcoumTie Gyna Hmk4ow (NiBopyY), ToAi K KiNbKIiCTb Me3eHXiMarnbHUX CTOBOYPOBUX KMiTWH i
HelTpodinie Oyna Buwow (npasopyd) y Bunagkax GC+. TNyxnmHun GC+ACC OeMOHCTPYIOTb MEHLUY KinbKiCTb
nimdouuTie, BiNbLUy KiNbKICTb MIENOIAHNX | Me3eHXiManbHNX CTOBOYPOBMX KMiTWH i BinbLly 3aXBOPIOBaHICTb 3 MyTaLi€o
nyxnuHu. AHani3 xCell nokasas, wo T-knituHn (P<0,005) i npupogHi T-knituHu-kinepn (NKT-knituHm P=0,014) 6ynu
MeHLW nowupeHi y Bunagkax GC+ nopiBHsHO 3 GC- (®ir. 2, niBopyd). HaBnaku, me3seHxiMarnbHi CTOBOYpPOBi KNITUHK i
HenTpodinu 6ynu Ginbw nowmperumn y sunagkax GC+ (P<0,001, ®ir. 2, npasopy4). Buwa 3axsoptoBaHicTb 3 MyTaLi€to
NyXN1HU Takox cnoctepiranaca y sunagkax GC+ (P=0,029, ®ir. 7).

[0239] Ak nokasaHo Ha ®ir. 3B, BusaBneHo, wWo Hagnuwok GC 3Ha4yHO BhnMBae Ha ekcnpecito 858 rewis. 'eHn 3
BULLOIO ekcnpecieto y Bunagkax GC+ (P<0,05 i >2-kpatHa 3MiHa ekcnpecii nopiBHsHO 3 GC-) nokasaHi y BepXHbOMY
npaBoMy KyTi. [eHn 3 MeHLUo ekcnpecieto y Bunagkax GC+ nokasaHi y BEpXHbOMY IiBOMY KyTi.

[0240] Hagnuwok GC nos'asaHui 3 rinOMeTUIOBaHHAM TeHiB cuHTe3y ctepoigiB (Pir. 4). Y Bunagkax GC+ACC
BemnuKa KiNbKiCTb reHiB Oyna 3HayHo rinometunsoBaHa (Pir. 4, BepxHsi NiBOpyY), TOAI SAK MEHLUA KinbKiCTb reHiB byna
rinepmeTunboBaHa (®dir. 4, BepxHs cnpasa). binblua KinbkicTe reHis 0yna 3HayHo rinomeTnnboBaHa (P<0,05, A 6eta <-
0,2), Hix rinepmeTunebosaHa (P<0,05, A 6eta >0,2) B nyxnuHax GC+ (®ir. 4). 3HaveHHa BeTa npeacTaBnAlTb BiACOTOK
METUINIOBaHHSA B reHi. BigMiHHOCTI B MeTUNIOBaHHI MOXYTb MOACHWUTY NIABULLEHHS perynauii Wnsaxis cTepoigoreHesy, ane
He 3HWXEHHS perynsauii iMyHHUX Wwnaxie. MNinomeTunsoBaHi reHn 6ynv B OCHOBHOMY MOB'A3aHi 3 anbgoctepoHoM, GC i
CUHTEe30M/CeKpeLlieto XOoBYi - Wwnaxamu, ki nocunoTeed B GC+ ACC (®ir. 1). HaBnaku, iMyHHI LUASXW 3i 3HWKEHOM
perynsuieto ekcnpecii reHiB, ineHTudikoBaHi 3 pgonomoroto aHanidy MPHK, He O6ynu 36arayeHi aHi rino-, aHi
rinepMeTUNbLOBaHUMK Habopamu.

[0241] Ak nokasaHo Ha Pir. 5 i 6, NpUrHiYeHHs iIMyHHUX reHiB NoB'A3aHe 3 npoaykyBaHHAM GC. HekoHTponboBaHa
KracTtepusaLia HopMani3oBaHOI eKCMpecii reHiB Anga wnaxis curHanisauii T-KNiTMHHOMO peuenTtopa i onocepeakoBaHoi
NPUPOAHUMMW KIiTUHaMKU-KinepaMmm LUToTOoKeuYHICTb Wwnaxie KEGG noka3ano Hux4vy ekcnpecito reHis y sunagkax GC+
(dir. 5). | HaBnaku, npu knactepusauii GC+ i GC- okpemo, Bunagkn GC+ maloTb TEHAEHLI A0 3HWKEHHSA eKCcrnpecii B
LMX ABOX iMyHO3anexHux wnsaxax (Pdir. 6).

[0242] ®ir. 5 intocTpye HEKOHTPONBOBAHY KnacTepusauito HopManizoBaHoi ekcnpecii reHiB gna 2 wnaxis KEGG.
MokasaHi WnAXv BKMOYaTb CUrHanisauito T-KMiTMHHUX peuenTopiB i LMTOTOKCUYHICTb, onocepenkoBaHy NpyvpoOaHUMMN
KniTMHamu-kinepamu. [1Ba BepxHix pafaku BkasytoTb Ha GC i 3aranbHW ropMOHanbHUA CTaTyC AN KOXHOIT MyXMWHK
(yopHuii:  GC+/H+, 6inuni: GC-/H-), BigTiHKM CcMHBOro/depBOHOro (nMokasaHi B rpajauiax Ciporo) nokasylTb
HOpMani3oBaHy €KCMpEeCito reHiB ANns KOXHOI MyXNUHK, Npuyomy Binblu TEMHO-CUHIN BiANOBiAae MeHLWin ekcnpecii. Mpu
Knactepu3adii 3a ekcrnpecieto reHiB Bunagkm GC+ 3'sBnsitoTbCA NpaBopyd Big MantoHka, Ae 6araTo reHiB 4EMOHCTPYOTb
HWXXYY €KCMpecito.

[0243] ®ir. 6. KoHTponboBaHa knactepusauis HopmanidoBaHoi ekcrpecii reHis anga 2 wnsxise KEGG, noka3aHux Ha
@ir. 5. Y Bunagkax GC+ (knactep npaBopyy) B LMX LUNAXax AOMIHYE HDKYa €KCNPECis reHiB (TEMHO-CUHIN).

[0244] ®ir. 7. MipBUwEHHA HaBaHTaxeHHs myTauii nyxnnHn B GC+ACC. Y Bunagkax GC+ cnocTepiranocs 6inbLie
MiCCEHC- i HOHCEHC-MyTaLili nopiBHAHO 3 Bunagkamu GC-. (Bunagok — ue nyxnvHa okpemoro nauieHta. "MyTauin Ha
BUNagok" - e 3ararnbHa KinbkicTe MyTaLiii, BUSBNEHUX B OOHIMA NyXIWH.)

[0245] @ir. 8. OuiHka aktmBHOCTi GR Ansa pi3Hux TvniB nyxnuH i nigMmHoxuH ACC. ACC npoeMoHCTpyBaB BUCOKY
GR-kepoBaHy reHHy aKTVWBHICTb MOPIBHAHO 3 iHWWMW MyXAMHaMW i He3arnexHo Bif FOPMOHanbHOro cTaTycy (AuB.
BCTaBKy). AkTBHICTb GR Bucoka B ACC, He3anexHO Big ropMoHanbHOro cratycy. OuiHka MyxnuHU 3 BUKOPUCTaHHAM
ony6nikoBaHoi GR-kepoBaHOi curHaTypu reHa, BusHadeHoi 3 74 GR reHiB, nos'a3aHux 3 aktmBauieto (West et al.,
24(14):3433-3446 (2018)) ninTBepauna, wo aktueHicTb GR € Bucokoto npu ACC NOpPIBHAHO 3 iHWWMK TUNamMun NyxmnvH 3a
Atnacom reHHomy paky (TCGA; ®ir. 8). He 6yno pisHuui mix Bunagkamu ACC 3 pisHum ropmoHanbHuM i GC ctatycom
(BcTaBka Ha Pir. 8).

[0246] @ir. 9. leHHa curHaTypa Moxe nepenbadnT BUNagKM nyxnvH, nodibHux go GC+. Ha @ir. 9 intoctpytoTbest
pesynbTaTv BUBEOEHHS FeHHOI CUrHaTypwu, sika po3pisHse Bunagkn GC+/- ACC Ha ocHoBi aHanisy MeTo4oM BMNaAKOBOro
nicy. NLRP1 i ZNF683 (BugineHi) 6ynu ineHTudikoBaHi siKk BaXnuBi KOMMNOHEHTU curHatypu. [okasaHi nuie curHatypu
reHiB, ski nepesuyloTb noporoee 3HayveHHs 0,0028. MeTtoam BMNagKoBOro micy BMKOPUCTOBYBANWUCS ANs OAEpPXaHHSA
mogaeni, ska pospisHse Bunagkm GC+/- ACC 3 ROC AUC=0,87+0,09 (dir. 9). CeHCOpHUI KOMMOHEHT iH(IaMmacomm
(NLRP1) i megiaTtop aktuBauii NK IL-15 (ZNF683) 6ynu BusHayeHi Sk Banuei 4acTuHM i€l curHaTypu (BCcTaBka Ha Pir.
9).

[0247] Ak nokazaHo Ha ®ir. 10A i 10B, curHaTypy reHa noTiM 3acTtocyBanu Ao iHwWux tuniB nyxnuH B TCGA, wob
ineHTudikyBaTn TuX, Aki MmaroTb GC+ nogibHi npodini TpaHckpunuii. Ha ®ir. 10A nokasaHe 3acTOCyBaHHsi cUrHaTypu
reHa ACC go nyxnmH TCGA. Ha ocHosi Bigomoro po3noginy sunagkise GC+/- B ACC 6yno ofep»aHo rpaHuyHy OLiHKY
0,75 onsa pospisHeHHs nyxnuH GC+/- (ropnsoHTanbHa niHia Ha dir. 10A). BignosigHo 00 LbOro nokasHuka, YBeanbHa
(UVM) i wkipHa menaHomm (SKCM) MOXyTb MaTv HamBuLLy 4acToOTy BuMnagakis, nogibHnx no GC+ACC (dir. 10B). Pir.
10B noka3sye NporHo3oBaHy YacToTy BMNagakiB nyxnuH, nodibHnx no GC+ACC. MNepenbavaeTbes, wo YeeanbHa (UVM) i
wkipHa menaHomu wwikipy (SKCM) MatoTb HanBULLy 4YacToTy NyxnuH, Ski HaragytoTs GC+ACC.

[0248] Hagnuwok rntokokopTtukoigis (GC+) BnnmBae Ha 3Ha4HO Binblue reHiB ACC, Hix iHwi ropmoHn. B GC+ACC
eKCrpecis cuHTe3y reHiB ctepoigis byna niaBuweHa, TO4i SK iMyHO3anexHi reHn 6ynu npuvrHiveHi. HopmarnbHi KnituHmW
HagHWPKOBMX 3ar03 eKCrpecyoTb FEHU CUHTE3y CTepoiaiB, ane He reHu, NoB'A3aHi 3 iIMyHHOI0 cuctemoro. 'eHn cuHTesy
cTepoigis 6ynu rinomeTunboBaHi y Bunagkax GC+, Togi sik He 6yno BUSIBNEHO Pi3HWLi B METUMIOBaHHI MiX BMMagkamm
GC+ i GC- ans iMyHHuMX reHiB. Kpim Toro, meHLue iHDInbTpytounx imyHHUX KNiTUH (T-kniTvH | NKT-kniTvH) 6yno BusiBneHo
y Bunagkax GC+ nopisHsHO 3 GC-, Wo cBig4nTb Npo Te, WO iMYHHI edeKTn 3yMOBMEHi 3aMiHaMU iHINbLTPaTy iMyHHUX
KINiTWH, @ He 3MiHaMM TpaHCKpuUnLii. 3axBOpOBaHICTbL 3 MyTauielo NyxnuHu Oyna Buwor y Bunagkax GC+ACC, wo moxe
6yTM CNPUYMHEHO CMOCTEPEXYBAHUM MPUrHIYEHHAM IMYHITETY abo BUKMIOYEHHAM iIMYHHUX KMiTWH, WO MoXe OyTu
NoB'AA3aHO 3 BULLIOK TONEPAHTHICTIO A0 HEBMACHUX aHTUreHiB y Bunagkax GC+. OnybnikoBaHa ouiHka akTuBHOCTI GR He
nokasana pisHuui mixx Bunagkamm GC+ i GC-, wo moxe 6yTn NOB'A3aHO 3 NOKanbHUMK BUCOKMMU KOHLUEeHTpauismu GC B



HaJHUPKOBIW 3anosi HesanexHo Big cucTteMHux piBHiB GC. HaBnaku, Ha iMyHHY iHdinbTpadito B nyxnmHu ACC moxe
HeraTMBHO BMAUHYTU Ais Ha niMdaTtuyHi By3nu nigsuweHoi aktmeHocti GC. HewonasHo ofepxaHa curHaTypa rexy
nepegbayae Hamsuwy 4vactoTy GC+ nogibHnx nyxnuH y YBeanmbHUX | LWKipHMX MenaHomax. CnocTepexyBaHe
3MEHLUEHHST KiMbKOCTI IMyHHUX KNiTWH i iMyHO3anexHux TpaHckpunTiB B GC+ACC pae ysBneHHA Npo MexaHi3mu, 3
ponomoroto skmx GC Moxe obmexyBaTy BigMoBiAb Ha Tepanito iHrGiTOpOM KOHTPOMBbHUX TOYOK iMyHHOI cucTemu (ICI).
AHTaroHiam GR mMoxe 36inbLunTy iMyHO3anexHi TpaHckpunTy abo iHMINbTPALi0 IMYHHUX KNITUH, TaKUM YYHOM CMPUSOYM
iMmyHHi Bignosigi nyxnuHu npyu GC+ACC i iHLIKX 3MOAKICHUX MYXIMHaX 3 NiaBULLEHO akTuBHicTio GC.

Mpuknag 4. Bnnue KopTnsony i penakopunaHTy Ha YHKLi0 NPUPOAHUX KNiTUH-KiNepiB in vitro

[0249] BpaxoBytoun BMpasHi BigMiHHOCTI B npupoaHux knitnHax-kinepax (NK) mik GC+ i GC-ACC, BnnuB kopTu3ony
ouiHoBanu Ha noacbknx NK-knitmHax in vitro. Koptudon npurHivyeae (i BigHoBnoBaB) aktusauito NK-kniTuH,
nponidepadito i NpsAMe 3HULWEHHS NYXIIMHHUX KMITUH. 3MeHLwWeHa KinbkicTe NK-kniTvH i iHWmMx imyHHUX knituH y GC+ACC
[ae ysBNeHHa nNpo MexaHiamu, 3 gornomoroto skmx GC moxe obmexysaTu Bignosigb Ha Tepanito ICl. AHTaroHism GR
MOXe 30inblUNTY YMcenbHiCTb i PyHKUil0 NK-KMITUH i iHWKX iIMYHHUX KNITUH B NYXMWHI, TAKUM YMHOM CNPUSIIONK IMYHHIN
Bignosigi nyxnmHn npu GC+ACC i iHWKUX 3nMoskiCHUX NyxnuHax 3 nigBuwieHow akTmBHicTio GC. La rinotesa 6yne
nepesipeHa y ®asi 1 BunpobysaHHsa penakopunaHTty + ICI.

[ia kopTnsony i penakopunaHTty Ha dyHkuito NK-knituH in vitro

[0250] BpaxoBytoun 3Ha4yHe npurHideHHs noe'a3aHnx 3 NK reHiB y Bunagkax GC+, O6ynu ouiHeHi npsmi edektu
moaynsauii GR mogcbknx NK-knitvH. NK-knitTMHW BMAinsanu Big 340poBux AOHOpIiB i cTumynoBanu 3 IL-2. AkTuBadida
(Hapnuwok CD25+CD69+ «kniTnH) OGyna 36inbllieHa LWAsSXOM CTUMYnsUii, NpUrHiyeHa KOpTU30MoM i BigHOBMEHa
penakopunaHtom (ManHa-YiTHi p=0,0039) (Piry 11A). MNponidepauis NK-kniTMH Takox nocunioBanacs CTUMynsuieto,
npurHidyBanacs KopTu3ofnioM i BigHoBmnoBanacs penakopunaHtom (ManHa-YiTHi p=0,0099) (®ir. 11B). Cekpeuis
LIMTOKIHIB (K TpaHCKpUMTY, TaK i cekpeToBaHoro 6Ginka) Takox 36inbluyBanacs LUMsSiXOM CTUMYINsLii, npurHidyBanacs
KOpTM3onom i BigHoBMBanaca penakopunaHtom (®ir. 12A-12D). leHn, aki 3HAYHO iHAYKYBanucsa CTUMYRAUiEto,
NPUWrHivyBanmcsa KOpPTM30MOM i BiAHOBMNIOBaANUCS penakopunaHToM, BKMYanu Kro4vosi reHn aktmsauii NK, Bkrovaoun
peuentop IL2 i aktuBaTtop LAG3. (®ir. 12D). Lli paHi HagatoTb ekcnepyMeHTanbHe NiaTBEPOXKEHHS CNOCTepexyBaHWX
edekTtiB GC Ha nonynsauii NK-kniTuH B nyxnuHax ACC.

[0251] AxTuBauia, nponidepauis i cekpeuis UMTOKIHIB cBigdYaTb Npo dyHKuioHanbHi 3MiHM B NK-knituHax,
ornocepeakoBaHi KOPTU30MoM i penakopunaHTom. o6 Bu3HauMTh, 4n ua dyHKUiOHanbHa 3MiHa TakoX BMMAMHYyMa Ha
3HULEHHS KNiTUH-MiweHen, NK-knituHu iHkyOyBanu 3 knitmHamy nyxnuHn K562. TMpu pisHux cnieeigHoweHHsx NK:
KNiTUHU NYXIMHW KOPTWM30M MPUrHidyBaB 3HWULLEHHSI MYXIMHHUMX KNiTWH, @ penakopunaHT BigHoBmoBaB ix (Pir. 13A).
CnocTepiranocs 3Ha4He nokpalleHHs y 3HuLieHHi NK-knituH nyxnuHum, konu penakopunant gogasanu Ao NK-knitvH y
cniBBigHoweHHi 5:1 (ManHa-YiTHi p=0,004) (Pir. 13B). Takum YMHOM, T[IIOKOKOPTUKOIAN MPUTHIYYOTb 3HULLEHHS
NyXNMHHUX KNiTH NK-KkniTuHaMu niogmHm in vitro.

[0252] KopTr3on € noTyXHUM perynatopoM TpaHcKpunuii i MegiaTopom GyHKUii iMyHHUX KniTuH. OuiHka BNnvBy
CUCTEMHOI aKTUBHOCTI KOPTU30Iy € CKIagHOM0, OCKiNbku JOOOBI i roAMHHI BapiaLii kopTn3ony obMexyoTb iHTepnpeTadiio
6ynb-aKoi OKpeMOT OLiHkK kopTu3ony. [daHi mynbTuomikn ACC 3abe3neuyioTb yHiKanbHUiA cueHapin, y skomy baraTi gaHi
MYNbTUOMIKM NOEAHYIOTLCS 3 KIiHIYHOI OLIHKOK Haanuliky kopTusony. Lia nepebinblieHa disionoria koptmusony byna
pocnigkeHa sik Ans kpaworo po3yMiHHa ACC, Tak i Ans ofepxaHHsi iHdopMauii Npo MOXnuBi CyOKNiHIYHI NposiBu
aKTUBHOCTI KOPTM30JTy B iHLIMX TUNax MyXnuH.

[0253] 3HauHi BiamiHHOCTI y 858 reHax cnoctepiranvcsa mix Bunagkamu ACC 3 Hagnuwwkom abo 6e3 Hagnuvwky GC.
MeHwWa KinbKiCTb reHiB 3HAYHO BiApI3HANACA B iHWMX MOPIBHAHHAX, TakMxX AK BUMAOKM + vs — ana Oyab-akoro
CTepoigHoOro ropMoHy. FeHu, siki 6epyTb ydacTb y CUHTE3i cTepoigiB, Oynu, Sk He OMBHO, BUCOKUMM y BUMNagkax 3
Hagnuwkom GC. linomeTnnioBaHHA MPOMOTOpa CrnocTepiranoca Ans reHiB CuMHTe3y cTepoifiB. Haenakw, 3HmxeHa
eKcnpecisi iMyHHUX reHiB y Bunagkax GC+, imoBipHo, 6yna Hacnigkom crnabkoi iHdinbTpauii iMyHHUX KNITUH B MyXIUHA
GC+. OuiHka aktuBHocTi GR (4epe3 onybnikoBaHy curHaTypy reHy; ame. West et al., Clin Cancer Res, 2018. 24(14): p.
3433-3446) npunycTuB, WO BHYTPIWWHbONYXNIMHHA akTMBHICTb GR € nogibHot y Bunagkax ACC 3 HagnuwikoM abo 6e3
Hagnuwky GC. Lle moxe OyTu BMKMMKAHO BMCOKUM PiBHEM KOPTM30My 3 HagHWPKOBOIO 3ari03010, He3arnexHow Bif
CUCTEMHOrO PiBHA KOPTU30My. Takum 4YMHOM, BiAMIHHOCTI B iMYHHIW iH(piNbTpauii MOXyTb OyTW HacnmigKOM CUCTEMHMX
edektiB GC, BKNoYayM BNAMB Ha NMEPBUHHI | BTOPMHHI NiMAOigHI opraHn no Bcbomy Tiny. Bnnue GC Ha nimdoigHi
OopraHy TakoX Moxe OyTn nos's3aHui i3 36inbweHHaM TMB, wo cnoctepiraetbca y Bunagkax GC+ACC, ockinbku
BuUcokmin GC MoXe NigBULLMTU TONEPAHTHICTb 4O HEOAHTUIEHIB.

[0254] BukopucTtoBytoum Bunagkn GC+vs GC-, 6yno BUSIBNEHO CUrHATYpy reHy, 3a sIKOK MOXHa BigpisHUTK Ui ABa
Tmnu. La curHaTypa reHy moxe OyTu kopucHot B MabyTHix cnpobax giarHocTyBatv Hagnuwok GC npwu Gioncii abo
pesekuii nyxnuvHu. Konu nyxnuHu, He nos'a3aHi 3 ACC, ouiHioBanu 3a Lieto 03HaKow, YBearbHi i LKipHi MenaHoMu
OEeMOHCTpyBanu HanvacTilwi (Xxo4ya Bce e piakKiCHi) Bunagku, siki Haragysanu TpaHckpunuinHy curHatypy GC+ACC. Le
nigTBEPAXYE nonepenHi NoBiJOMIEHHS MPO MicueBe BUpOGNeHHs kopTu3ony B wikipi (ame. Vekulic et al., and Tissue
Injury. J Biological Chemistry, 2011. 286(12) pp. 10265-10275). Taki nyxnMHn 3abesneyatb obrpyHToBaHmn BubIp Ans
OLiHKM iMyHHKX edbekTiB aHTaroHiamy GR no3a ACC.

[0255] MpurHiveHHs NK-knituH 6yno nomitHum y gaHux 3 mynbtmomikn GC+ACC. Nenmn aktmBauii NK 6ynn 3Ha4Ho
Hx4YMMK y Bunagkax GC+, a reH aktmeauii NK ZNF683 6yB ogHMM i3 HanBaknMBILLMX FEHIB y PO3Pi3HEHHI BUNaakiB
GC+ Big GC-. ®yHkuioHanbHi gocnigkeHHsa 3 NK-knituHamu noauHu, kopTtmnsonoM i GR mogynstopa penakopunaHt
nigTeepannun, wo GR e knovoBum perynatopoM dyHkuii NK. Koptudon npurHivye nponicepauito NK, aktusadito
MapKepiB akTuBaLii KMiTUHHOT NOBEPXHi, 3HULLEHHS NYXNMHHUX KNiTUH, cekpedito IFNy i TpaHckpunuito IFNy. BiH Takox
NpuUrHivyBaB CceKpeLilo iHWNX edqeKkTOpHUX UMTOKIHIB | ekcnpecito peuentopa IL-2 (il2ra). Li cnoctepexeHHs
NiATBEPAXYIOTb 3MeHWeHHs reHiB aktuBauii NK, ska cnoctepiraetbes npu GC+ACC. KopTtuson npurHivyyeaB i
penakopunaHTt cnpusB ekcnpecii LAG3 (CD223, lag3) i 4-1BB (CD137 tnfrsf9), ob6ox miweHeln ekcnepumMeHTanbHNX
aroHicTiB, NpM3HaAYeHNX AN NOKpaLLeHHs1 NPOTUNYXITMHHOI iIMYHHOI BignoBifi. Ekcnpecia niraHay xemokiHy 3-nogibHoro 1
(ccl3I1), xeMOKiHy, KU NpUTATye NiMAOLMTU, TAKOX MPUrHidyBanacs KOpTU3osioMm B cTuMyrnboBaHux NK-kniTuHax, Lo



TaKoX MOrMo 6 NOSICHUTM 3MeHLLEeHHs T-kniTMHHOro iHdinbTpaty B GC+ACC. CnocTepexyBaHe 3MEHLUEHHS KifbKOCTi
iMmyHo3anexHux TpaHckpunTiB B GC+ACC pae ysiBNeHHst Mpo MexaHi3amu, 3 gornomoroto sikmx GC moxe obmexysaTtu
BignoBiab Ha Tepanito ICI.

[0256] Pak HagHMpPKOBKX 3ano3 - Le Ba)KKe 3axXBOPIOBaHHSA, MpU SKOMY MaLieHTV CTMKalTbCcA 3 npobnemamm siK y
NiKyBaHHI NyxnMHKW, Tak i ropmoHanbHoro ¢oHy. lMauieHTn 3 ACC 3 Hagnuwkom KOpPTM30My BigdyBalTb CUMHOPOM
KylwuHra, cTtaH, siKMA ONWCYE CUCTEMHUI HAAMMWLLIOK KOPTM30My 3 HaZHMPKOBUX 3ano3, rinodgidy abo eKTomiyHoro
noxomxkeHHs. CuHapom KylumHra cam no cobi moxe npu3sBecTy OO CMepTi Yepes CyauHHI Nogdil, cepueBo-CyanHHI noaii
abo iHdekuii y umx nauieHTiB (auB. Yaneva M., et al., European J Endocrinology 2013, 169 621-627). Mogynsatop GR
Korylm™ (michenpumcToH) cxsaneHuin Ans nikyBaHHs CUMNTOMIB Haanumwky kopTtuaony. Lii gawi ngyte gani i ceiguats npo
Te, WO cenekTuBHa moaynsauig GR 3 JoNOMOro penakopunaHTy Moxe MOnerwnTi NPUrHiYeHHs iMyHITeTy, BUKIMKaHe
CUCTEMHMM KOPTU30MNOM. TakMM YMHOM, CENEKTUBHWIA aHTaroHiam GR Moxe crnpusaTv NpOTUMYXNUHHIA eeKTUBHOCTI
iHLIMX IMYHOMOAYNATOPIB, TaKMX AK-OT iHFGITOPU iIMyHHUX KOHTPONBbHUX TOYOK abo GinbLl eKcneprMeHTarnbHUX areHTiB,
Hauinennx Ha NK, i 3wmeHwyBaTn Hebe3neyHi HacnigkM Hagnuwky koptusony. Ll rinotesa nepeBipseTbes
6e3nocepeaHbo B LboMy AocnimxkeHHi ®a3n | abo penakopunaHT + nembponisymab y nauieHTiB 3 ACC 3 HagnumLikom
GC.

[0257] Bnnue Hagnuwky GC Ha NK-knitHn 6yB 0co6nuBO BUpakeHUM, i NpsiMa ouiHka BnnunBy kopTu3ony Ha NK-
KNiTWHK in Vitro nigTBepamna noTyXHY i LWWMPOKY CYNpecuBHY akTUBHICTb. KpiM TOro, penakopunaHT Moxe ckacyBaTtu Ao
KopTusony i BigHoBWTK akTmBauito NK-knituH, nponicdepadito i 3HULLEHHS KNiTUH-MileHen. BignosigHo, BBaXxkaeTbCs, WO
NiKyBaHHA MauieHTIB 3 apeHOKOPTUKANbHOK KapuMHOMOW, SIKi cTpaxpaTb Big Hagnuwky koptusony (GC+ACC),
LWnsxoM kombiHOBaHoro BBeAeHHs moaynsaTopa GR, Takoro sik penakopuvmnaHT, i iHribiTopa iMyHHOI KOHTPOSbHOI TOYKM
(ICl), 3abe3neuye ecbekTuBHE i NOKpaLLeHe NiKyBaHHA NOPIBHAHO 3 NikyBaHHAM nuvwwe 3 ICI.

[0258] Bci naTeHTn, naTteHTHi nybnikauii, nybnikauii i naTeHTHi 3asiBk1, LMTOBaHI B Ll cnevumdikauii, BKIMOYEH B Lien
OOKYMEHT LUNAXOM NOCWMaHHS y BCi iX MOBHOTI, AKLO KOXHa okpeMa nybrnikauis abo nateHTHa 3asiBka byna cneuianbHo
i OKpeMo 3a3HayeHa ANg BKIIOYEHHST LUNAXOM nocurnaHHs. Kpim Toro, Hessaxaroum Ha Te, LWO BuLle3a3HavYeHuni BuHaxig
OyB onucaHuin 4OCUTb AOKNaAHO 3 AOMOMOrOK INCTpaLii i npuknagy Ana SCHOCTi PO3yMiHHS, AnS dhaxiBuiB B Ui ranysi
Oyane 30BCiM O4eBMOHO, B CBIiTNi NPUHUMNIB LbOro BMHAxXody, WO NEeBHi 3MiHWM i moaudikauii 40 HbOro MoXyTb OyTun
BHeceHi 6e3 Bigxoay Big Ayxy abo obcary goaaHoi hopmynv BUHAxXoAY.
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