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(54) NIKAPCbKI ®OPMMW, LLO MICTATb (4S)-24-XNOP-4-ETUN-73-®TOP-35-METOKCMU-32,5-IOKCO-14-
(TPUOTOPMETW)-32H-6-a3a-3(4,1)-MPUANH-1(1)-[1,2,3] TPUA30N-2(1,2),7(1)-ANBEH3EHATENTADAH-
74+-KAPBOKCAMIL

(57) Pedpepar:

BuHaxig cTocyeTbca TBepdoi nikapcbkoi hopMy ANs NepoparnbHOro 3acTOCYBaHHA, sika MICTUTb
amopcHy TBepay aucnepcito (ASD), wo wmictutb (4S)-24-xnop-4-etun-73-cptop-35-meTokeu-32,5-
niokco-14-(TpuctopmeTun)-32H-6-a3a-3(4,1)-nipnamn-1(1)-[1,2,3]tpnason-2(1,2),7(1)-
anbeHseHrentadaH-74-kapbokcamig (akTuBHa pevosuHa (1)) y hapmaLeBTUUYHO NPURHATHIN MaTpuui,
e nikapcbke HaBaHTaXXeHHS akTMBHOI peyoBuHY (l) B amopdHin TBepain ancnepcii (ASD) cTaHOBUTL
>20 %, Ta Ae hapMmauUeBTUYHO NPUIAHATHA MaTPULIA CKNagaeTbesl 3 KOMOIHALUIT TBepaoi AMcnepcinHoi
OCHOBUW Ta HOCiA, Oe ChiBBIAHOLWEHHS akTUBHOI peyoBuHM (1) i TBepaol AMCNepcCinHOT OCHOBWU
ctaHoBuTb Big 1:2 go 1:3, Ta ge TBepAow AMCMNEPCIMHOK OCHOBOK € nosiMep MOMiBiHINIpOniaoH
(PVP), a Hociem € npomoTOop AesiHTerpauii, npu4yoMy NpoOMOTOp AesiHTerpauii sBnse coboto
KpockapMero3s HaTpito.
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Llen BuMHaxig BigHOCUMTbCA 00 amopdHUX TBepaux aucnepcii (ASD) Ta TBepanx papmaueBTUHHUX
nikapcbkux ¢hopM Ansi nepopanbHOro 3acTOCyBaHHS, IO BKMAYaTb (4S)-24-xnop-4-etun-73-gpTop-
3%-meTokcK-32,5-giokco-14-(TpucdtopmeTnn)-32H-6-a3a-3(4,1)-nipuanHa-1(1)-[1,2,3]Tpnasona-
2(1,2),7(1)-opubeHseHa-rentadaH-74-kapbokcamig (aktmBHa pedoBuHa (1)), SkuiA Bigpi3HAETbCA TUM,
o fitoya peyosuHa (l) HeranHo BMBINbHAETLCA 3 amMopdHUX TBepaux aucnepcin (ASD) Ta TBepamx
nikapcbkux ¢opM Ana  nepoparnbHOro 3acTOCYyBaHHA, a TaKoX Cnocobu iX NpuUroTyBaHHs,
3aCTOCYBaHHA SIK NikapCbkMx 3acobiB, a TakOX 3aCTOCYBaHHA ANdA nikyBaHHA Ta/abo npodinakTmku
3aXBOpIOBaHb, 30KpPEMa  CepuUeBO-CYOUHHMX  poO3fnafiB, nepeBaxHO TpoMOOTUYHMX  abo
TpoMmboembonivHnx po3nagie, i HAOPSKIB, a TakoXX 0PTaANbLMOIIOrNIYHUX Po3nagais.

AkTnBHa pe4voBuHa (), (4S)-24-xnop-4-etun-73-c1op-3°-meTokcun-32,5-giokco-14-(TpudpTropmeTun)-
32H-6-a3a-3(4,1)-nipuannHa-1(1)-[1,2,3]Tpmnasona-2(1,2),7(1)-anbeHseHarentadaH-74-kapbokcami,
Takox Bigomun Ak 4-({(2S)-2-[4-{5-xnop-2-[4-(TpndTopmeTun)-1H-1,2,3-tpnason-1-injdeHin}-5-
MeTOoKcK-2-okconipnanH-1(2H)-in]oytaHoin}amiHo)-2-cTopbeHsamia, Bigoma 3 WO 2017/005725 i mae
Taky copmyny:

CH,
0 N .
He™ Y N
Cl NS o NH,
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F o)
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|
N=

N F

AkTVBHa peyosuHa (1)

AxkTtnBHa pedosuHa (l) gie sk iHribiTop dakropa Xla i, 3aBodkM UbOMY CneundiHHOMY MeXxaHiamy
Aii, micna nepopanbHOro 3acTOCyBaHHA € KOPUCHMM Ans fikyBaHHA Ta/abo npodpinaktnkn posnagis,
nepeBaxHo TPOMBOTUYHMX abo TpomboembBoniyHMx posnagie Ta/abo TpomboTMYHMX abo
TpomboemboniyHnX ycknagHeHb, 30KpemMa CepueBO-CYAMHHMX pO3nafdiB, BKIIOYAKYM  iLLEMiYHY
XBOpOOy cepusi, CTeHOKapAito, iHapkT Miokapaa abo TpombO3 CTeHTa, a TakoX pos3nagis y
LuepebpoBackynspHMX apTepisax Ta iHWWX po3najis, WO NPYM3BOAATb OO0 TPaH3UTOPHMUX iLLEeMIYHMX
atak (TIA), iwemiyHMX iHCYNbTIB, BKMHOYAKYM KapAioeMOorniyHi Ta HekapAioemMboniyHi iHCynbTH,
Ta/abo po3nagie nepudepnyHnX apTepin, Wo NpM3BoaaTb OO 3aXBOPHBaHb NepudepudHnx apTepin,
BKIMOYAKOYM OKMO3il0 NepudepuyHuX apTepin, roctpy iwemito KiHUiBOK, amnyTadii, peokntosii Ta
pecTeHOo3n Micns TakMx BTPyYaHb, SIK aHrionnacTuka, iMnnaHTauia cteHta abo wWyHTyBaHHSA, Ta/abo
Tpomb03 CcTeHTa.

Pospobutn TBEepay nikapcbKky dopMy Ans nepoparibHOro 3acTOoCyBaHHSA, akTuBHa pedoBuHa (l),
(4S)-24-xnop-4-eTnn-73-gpTop-3°-meTokcn-32,5-giokco-14-(Tpucptopmetnn)-32H-6-a3a-3(4,1)-nipugnHa-
1(1)-[1,2,3]Tpuasona-2(1,2),7(1)-onbeH3eHarentadaH-74-kapbokcamia, 3acTOCOBYETbCA Y BUrMsAAi
amopdHoi cdopmn abo kpuctaniyHoi mogudpikauii |, abo y Burnagi cymiwi amopdHoi dopmu Ta
KpucTaniyHoi moaudikadii 1.

Y pasi 3axBopitoBaHb, SAKi NOTPeOyTb TpuBanoro nikyBaHHA, abo pAgns  goBroTpuBanoi
NpodinakTUKN 3axBOpPOBaHb PEKOMEHAYETLCSA 30epirat YacToTy NPUAOMY MiKiB IKOMOra HUX4OH0, a
po3Mip Tabnetok - fkomora MeHWWUM. Lle He Tinbku 3pydHille ANA nauieHTa, ane 1 NigBULLYE
HafiMHICTb NiKyBaHHA 3a paxyHOK 3MEHLUEHHs HeOorniKiB HeperynsapHoro npuinomy (rnokpallieHHs
KoOMnaeHcy). [nsa niaBULLLEHHST KOMMNAeHCY, 0COBNMBO y NaUieHTIB NOXWUOro Biky, TabneTkn NOBUHHI
OyT skomora MeHWWUMK, TOOTO MaTM BUCOKY KOHLIEHTpaUildo aKTMBHOI peyvyoBMHW, OCoOnMBO 3
ypaxyBaHHSM BUCOKUX J03yBaHb.

Mig 4Yac po3poOkm Byno BUSIBNEHO, WO akTMBHa pevoBuHa (1) AOCTynHa WOHaMMeEHLLEe Y OBOX
TBepanx copmax, amopdHin dopmi Ta KpucTaniyHin mogudikauii I. Takox nig yac po3pobkun 6yno
BMSIBMIEHO, O BiAHOCHA Oi0dOCTYMHICTb y WypiB 3HWXYeTbCA A0 11 % npu BBeAeHHi KpucTaniyHoi
mogudpikauii | aktmeHoi peyoBuHu (1). Kpim Toro, noBefiHka po3YMHEHHS TBEPAUX NiKapCbkux hopm
ONs nepoparnbHOro 3acTOCYBaHHA € TipLUOD, KOMW TBepAdi fikapcbki hopmu Ang nepopanbHoro
3aCTOCYBaHHS, TaKi sik TabneTku, BUrOTOBIEHI CTaHAAPTHUMK MeTo4aMMU, BiAOMUMM haxiBLUAM Yy AaHIN
ranysi, MictTaTb kpuctaniyHy moaudikauito | aktueHoi pevoBuHu (1). Kpim Toro, aktueHa peyvosuHa (1)
OOCTYMNHa y ABOX eHaHTIOMepHUX hopmax, 3 skux ofgHa chopma € Hee(EeKTUBHOLO in-Vivo.
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Takum 4ymHOM, MeTO po3pobkM Byrno CTBOPEHHSI TBEpAMX fikapcbkux hopM Ans nepopanbHOro
3aCTOCYBaHHS, OO CKnagy sikMx BXoasitb (4S)-24-xnop-4-etun-73-cpT1op-3°-meTokcun-32,5-giokco-14-
(TpucpbTop-meTun)-32H-6-a3a-3(4,1)-nipugnHa-1(1)-[1,2,3]rpmasona-2(1,2),7(1)-oubeHseHarentadaH-
74-kapbokcamig (aktuBHa pedoBuHa (1)), Oe TBepga nikapcbka dopma Ans  nepoparnbHOro
3aCTOCYBaHHSA AEMOHCTPYE Kpally PO3UYMHHICTb i XopoLly 6iogoCTynHICTb akTMBHOI pevoBuHH (1). Kpim
TOro, eHaHTiOMepHa 4ucToTa Aitovoi peyvoBuHM (I) moBuHHA ByTn 36epexeHa He TinbkM B TBEpAin
nikapcekii copmi, ane i B npoueci ii BUpobHMLTBA. HeobxigHO O0CArTM BMCOKOro NikapCbKOro
HaBaHTaxeHHs (> 20 % axkTuBHOI pedoBuHM () Ha nikapcbKy hopmy), Wob 3abe3nedunTn MiHimanbHUn
po3mip Tabnetkn. Kpim Toro, amopcHa copma aktMBHOI pevoBuHM (1) noBuHHaA OyTK cTabinbHOW B
TBEPAUX NiKkapcbkux dpopmax nig yac TpuBasnoro 36epiraHHs.

[ocuTb Bpaxatode, ane TBepAa nikapcbka ¢opma, WO CKrnagaetbcss 3 aMoppHOi TBephoi
ancnepcii (ASD), B sikin aktmBHa peyvoBuHa (l) NpucyTHs B aMopdHin popmi, AEMOHCTPYE 4yOoBY
NnoBeAdiHKY NpW PO3YMHEHHI Ta xopowy biogocTynHicTb. Kpim Toro, eHaHTioMepHa 4YMCTOTa aKTUBHOI
peyvoBuHu (1) moxe 6yTn 36epexeHa He Tinbku B amopdHin TBepain aucnepcii (ASD), ane i B TBepain
nikapcbkii oopMi, a TakoX B Mpoueci oTpumaHHs Uiei popmm cnocobom Bonoroi rpaHynsauii, npu
LUbOMYy MOXe ByTW JOCArHyTe BUCOKE mnikapcbke HaBaHTaxeHHsA (> 20 % akTusHOI pe4voBuHM (l) Ha
nikapcbky copmy). AmopdHa dopma akTmBHOi peyvoBuHM (l) cTabinisyeTbCa  [OMNOMIKHUMM
peyoBMHamn B aMmopdHiv TBepain aucnepcii (ASD). Ockinbkn aktueHa pevosuHa (I) He cTabinisoBaHa
B CTaHAapTHin IY-TabneTui, po34nHeHHs i 6iogoCTyMHICTb HE MOXYTb OYTU AOCArHYTI 3@ A4OMNOMOroH
CTaHOapTHUX nigxodiBe A0 OpMYMOBaHHSA, SIKi He iHribytoTb KpucTanisauito amopgHOi aKTUBHOI
peyoBuHH (). KpucTanisauis aktTuBHOT peqoBMHM (1) NpM3BOAMTE OO0 3HWKEHHS LUBUAKOCTI PO3YNHEHHS
Ta 6iogoCTYNHOCTI aKTUBHOI pevyoBuHMU (1).

Kpim TOro, BMpoOHMYMA cnocid 3 KomOiHaLie NEBHMX AOMOMPKHUX PEYOBUH Ta KOMOiHaUiero
NEeBHNX PO3YMHHUKIB AO3BOMSE PO3NOYATK CNOCIO OTpUMaHHSA Aito4oi pevoBuHU (1) B amopdoHin dopmi
Ta/abo B KpucTtaniyHin mogudikauii | i oTpumatn TBepdy nikapcbKy opmy Ans nepopanbHOro
3aCTOCYBaHHs, O CKNaAaeTbCA 3 TaKUX KOMMOHEHTIB (4S)-24-xnop-4-eTun-73-gtop-3°-meTokcmn-32,5-
piokco-14-(Tpudptop-meTun)-32H-6-a3a-3(4,1)-nipuagnHa-1(1)-[1,2,3]Tprasona-2(1,2),7(1)-
AvbeHseHarentadaH-74-kapbokcamia (aktuBHa pevoBuHa (l)), oe amopdHa dopma akTMBHOI
peyoBuHu (1) cTabinisoBaHa B amopdHin TBepAin ancnepcii (ASD).

Y KOHTEKCTi LibOro BMHaxo4y 3acTOCOBYETbCS TepMiH "amopdHa TBepaa aucnepcis" (ASD), Toai
SK y NiTepaTtypi Aesiki aBTOpU 3aCTOCOBYOTb TEPMIH "TBEPAUN PO3UMH", KNI MaE Te caMe 3HAYEHHS,
Lo 11 TBEpAa ONCMEPCis B KOHTEKCTI LiIbOro BUHaxXoA4y.

Oani pisHi TUNN TBEpAMX AMcnepcin (TBepai pO3UYMHU, PO3YMHU CKNa, CKNAHI cycneHsii, aMopdHi
ocagu B KpUCTaniYHOMY HOCIT, eBTEKTUKM ab0 MOHOTEKTMKN, YTBOPEHHS CMONyk abo KOMMNMeKciB Ta ix
KOMOiHaLii) cninbHO Ha3MBaTb TBEPAOH ANCMEPCIEHD.

Y KOHTEKCTi UubOoro BMHaxody TepMiH "kpucTanizauiga" o3Hayae KpucTanisauito, OCKifbKM akTUuBHa
peyvoBUHa paHiwe He Gyna kpucTaniyHow, Ta/abo nepekpucTanisauito, OCKINbKM akTMBHA pPevyoBUHA
Oyna kpuctaniyHoto, noTim Byna nepesegeHa B amopdHy copmy, cTabinisosaHa B amopdHin dopmi i
3rooM 3HOBY KpUCTani3yeTbCs.

"MaTpuuer” 3rigHo 3 UMM BUHAXOAOM € NosliMepHi AOMOMIXKHI pedHOBUHW, HENOMIMEPHi JONOMKHI
peyoBMHN Ta iX KOMBiHaUii, 3a4aTHi po3unHaTK abo amcnepryBaTtu akTMBHY peyoBuHy (l). Y KOHTEKCTI
LbOro BMHaxody "mMatpuusa” cknagaetbcs 3 koMbiHauii "TBepaoi gucnepcinHoi ocHoBKM™ i "Hocis", Wwo
3aCTOCOBYIOTLCA B Mpoueci oTpuMaHHs amopdHoi TBeppaoi aucnepcii (ASD). Takum 4uHOM,
"MaTpuua" ctae HeBig'eMHO YacTuHo amopdHol TBepaol aucnepcii (ASD). Y piBHi TexHikn geski
aBTOPW 3aCTOCOBYIOTb TEPMIH "HOCIN" 3amicTb "MaTpuus" abo 3amicTb "MaTPUYHWIA areHT".

AmopdHi TBepai aucnepcii (AT[) Ta cnocobu ix oTpUMaHHS siK Taki Bigomi.

C. Leuner ta J. Dressman, Eur. J. Pharm. Biopharm., 50 (2000) 47-60, noginstoTb cnocobu
OTPVMMaHHS TBEPAMX OUCMEPCI YMOBHO Ha CMocobu rapsyoro posnnasy i cnocobu 3 3acTocyBaHHAM
po3umHHukiB. Ha gymky C. Leuner Ta J. Dressman, 3acTocyBaHHS €KCTPY3ii rapa4oro posnnasy Ans
OTPUMAHHA TBEPAMX AWUCMNEPCIN po3rnagaeTbes sk Cnocid, wo € cnocobom BMOOPY AN OTPUMaHHS
TBEpAMX Aucnepcin. ABTOpuM BigdalTb nepesary eKcTpysii rapsynm po3nnaBom sik 6e3po3YnMHHOMY
cnocoby, OCKINbKM HEeBEenuKi 3MiHM B yMOBax, WO 3aCTOCOBYKOTbCA AN BuAANEHHS PO34MHHKMKA,
MOXYTb NPU3BECTM A0 AOCUTb 3HAYHUX 3MIH Y XapaKTepuUCTMKax NpoayKTy.

J. Breitenbach, Eur. J. Pharm. and Biopharm., 54 (2002) 107-117, knacudikye HanbinbLi
aKTyarnbHi TeXHOMOrii OTpUMaHHA TBepaAuX AUCNEpPCi y rapayomMy CNiHOBOMY 3MillyBaHHI, BBEAEHHS
3a [JOMOMOroK PO3NUITBArIbHOrO CYLUIHHS, ChiNIbHOrO BMMNAPOBYBAaHHSA, CHMINIbHOTO OCAMKEHHS,
cybniMauifHOro CywiHHA Ta 3MillyBaHHSA y Bankax abo cninbHoro noapibHeHHsi. 3aranom, Bigomi
cnocobu, 3acHOBaHi Ha BUMAPOBYBaHHI PO3YMHHMKA, Hanpuknag, cyobnimauiiHe CyLiHHS,
pO3NuMoBanbHE CYLUIHHSA, BakyyMHe CYLUiHHS, HallapyBaHHS MOpPOLKiB, rpaHyn abo nenet i
rpaHynsauis B ncesgos3pigkeHoMy wapi. J. Breitenbach cTBepmxye, wo TBepai Agucnepcii
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OEMOHCTPYIOTb Pi3Hy i 3aebinbloro HenepeabavyBaHy NOBEAIHKY LWIOAO, Hanpuknag, XiMivYHOI Ta
i3nyHOI cTabinbHOCTI.

R. J. Chokshi Ta iH., J. Pharm. Sci., 97(6) (2008) 2286-2298 ta G.P. Andrews Ta iH., J. Pharm.
Pharmacol. 10 62 (2010) 1580-1590, cTtBepmKyoTb, WO TBEpAi AWUCMEpCii 3a CBOE MNpUPOAOHD
HecTabinbHi. TBepooaucnepcHi nigxoan A0 MOMINWEHHS  PO3YMHEHHS  NiKapCbkMX — 3acobis
nepenbavaloTb CTBOPEHHS CKMSIHOMO PO34YMHY, B SAKOMY fiKapCbkmi 3acid 3HaxoauTbCs B
MeTacTabinbHOMy amMopHOMY CTaHi 3 BUCOKOK BHYTPILIHBOK eHeprielo i nutomum ob'emom. Lle
npu3BOAMTbL 40 TOro, WO cUcTeMa Mae TEHAEHLIIO 4O KpucTanisauii nig yac 36epiraHHs.

Bnbip cnocoby oTpuMaHHs Ta napaMeTpiB, WO 3aCTOCOBYKOTbCH, a TaKOX BM3HAYEHHS
BiANOBIOHUX JONOMDKHUX PEYOBMH ANS YHUKHEHHS KpUCTani3auii TakoX He € o4eBMAHUM Ansa gaxiBus
B AaHin ranysi. 3rigHo 3 N. Shah Ta iH., 2014, ctop. 130 (dir. 4,2), ana cknagaHHA amopdHMX
TBEPANX AUCNEPCIn MOXHa po3rnsgaTtv PisHOMaHITHI NMOTEHUiMHI SOMOMDKHI pedoBuHW. He BCi Ui
AOMOMIKHI pe4OBUHM OAHAKOBO NpUAATHI ANS NPUroTyBaHHA amopdHMX TBEpAUX AUCNEPCIN.

G. Van den Mooter, Drug Discovery Today: TexHonorii, Tom 9 (2) (2012) e79-e85 onucye
3aCTOCYBaHHSA i OTpPUMaHHA aMopdHUX TBEpAWX Aucnepcin i 3asHavae, LWo, He3BaXxaruu Ha
BENMYe3Hi JOCNIAHULBKI 3ycunnsa gk B akageMivyHMX Konax, Tak i y papMaLeBTUYHIi NPOMUCIOBOCTI,
Ha PWHOK BUMWLIMO AyXe Mano npoAaykTiB, Wo 6a3yloTbCsd Ha TEXHONOorii OTPMMaHHS TBepauXx
avcnepcin. Mpobnemun isnyHOi cTabinbHOCTI NPOTArOM TEPMiHY NPWAATHOCTI BM3HAHI OCHOBHOIO
NPUYMHOIO L€l HEBIAMOBIAHOCTI.

Tak 3BaHi ©OaraTOKOMMOHEHTHI TBepAi Aucnepcii, B SkMx oanH abo Ginblue nikapcbkux 3acobis
avicrneproBaHi B MaTpuvui (HOCIi), WO CKNagaeTbCA LOHAWMEeHLe 3 [OBOX CMONyK, siki MaloTb
BNACTUBOCTI, 34aTHi MoandikyBaT abo nokpallyBaT¥ CUCTEMY OOCTaBKM NikapCbKMX 3acobiB 3 TOYKM
30pYy BWBINIbHEHHS!, MPOHWUKHOCTI, TEPMOAMHAMIYHOI CTabiNbHOCTI i, TakMM 4YMHOM, BMMBaATU Ha
biogocTynHicTb, onucaHi B ctatti L. M. De Mohac, et al. B Journal of Drug Delivery Science and
Technology, 57 (2020) 101750.

K. Six et al., J. Pharm. Sic., 93 (2004) 124-131 gocnigXyBanu TBepai AMCnep il iTpakoHasony B
kombiHauii asox nonimepis (PVPVAG4, cononimepy N-BiHinniponigoHy Ta BiHinaueTtaty, i Eudragit
E100, cononimepy amiHoMeTakpunary) i BUSBMIU, WO CTabINbHICTL i WBWAKICTb PO3YNHEHHS TBEPANX
ANCNepcin, WO CKrnagarTbCa 3 KOMOGIHOBaHMX MOMIMeEpIiB, NepeBepLUyoTh Ti, SKMX MOxHa 6yno 6
OOCSAITY, 3aCTOCOBYHOUN NULLIE OAMH NOSiMep.

OpHak, B poboTi Y. Huang et al, Acta Pharmaceutica Sinica B, 4(1) (2014) 18-25
NiOKPECMETbCS, L0 MKMONEKynsipHa B3aeMOZisl Nikapcbkoro 3acoby 3 noniMepom 3aeBxaun Oynale
BM3HAYanbHUM (akTopoM Yy po3pobui Ta xapakTepucTukax TBepaux gucnepciin. Ha crabinbHicTb
TBEPAMX AMCNEPCIN TAKOX BNIIMBAE NOMMMHAHHA BOMOMM Mig Yac 30epiraHHs.

Hanpuknag, nonisiHinniponigoH (PVP) Bigomuin cBo€to 3a4aTHICTIO NOrNUHATK BOMOry, a noniMepwu,
CTiKi 0O BOAONOMNWHAHHSA, Taki SK rigpokcunponinMeTunuentonosa auetat cykuuHat (HPMCAS),
cTanu neplivMm BUOOPOM AN OTPUMMaHHA CTabinbHUX TBEPAMX AMCMEpPCIiN, MpPO WO 3ragyeTbCs B
pob6orti D. T. Friesen et al., Mol. Pharm., 5(6) (2008) 1003-1019.

3anexHo Big KombGiHauil nikapcbka peyoBUHA-HOCIN 3MIHIOKTBCS XapaKTePUCTUKN BUBINbHEHHS
TBEPOOro PO3YUHY, i TOMY BOHM € OAHVMM 3 OCHOBHMX (DaKkTopiB, WO BMNMBalOTb Ha edEKTUBHICTb
TBepaoi aucnepcii. C. Leuner i J. Dressman, Eur. J. Pharm. Biopharm., 50 (2000) 47-60
NigKpecnooTh, WO CMiBBIAHOLEHHS NiKapCbka PeYOBMHA-HOCI Mae OyTU BU3HAYEHE AyXKe peTenbHo,
Wwob 3HaWTKM onTumanbHe CniBBigHOWEHHA And  peuentypu. LWBUAKICTE BUMBINbHEHHS MOXe
CMOBINbHIOBATUCA 3i 3BiNbLUEHHAM KiNbKOCTi HOCis. 3anexHo Big Hocis abo cymili HoCciiB Moxe
BiAOyBaTUCA HaBITb reneyTBOPEHHS, O NPU3BOANTb OO0 3HWXKEHHS LUBMAKOCTI BUBIMbHEHHA. Takum
YMHOM, Ans axiBusa B OaHin ranysi He € O4eBMAHUM, SKY OOMOMIKHY PEYOBMHY 3acTOocoBYyBaTh abo
AKMA TEXHOMOFYHUMI MNpoLec 3acToCoBYBATU ANA OTPUMaHHA amMopdHUX TBepAMX AUcnepcin, Lo
MiCTATb akTMBHY peqoBuHy(l).

Kpim Toro, W02020/210629 onucye amopdHy TBepady aucnepcito (ASD), wo MicTuTb iHribiTop
dakTopa Xla (9R,13S)-13-{4-[5-xnop-2-(4-xnop-1H-1,2,3-Tpmason-1-in)dpeHin]-6-okco-1,6-
avrigponipumianH-1-in}-3-(audtopmetnn)-9-metnn-3,4,7,15-retpaasatpuuukno [12,3,1,028] oktageka
-1(18),2(6),4,14,16-neHTaeH-8-oamH. Cnonyka dopMynoeTbcd y BUrMsai  amopdpHoi  TBepaol
avcnepcii y papMaueBTMYHO 3HaYyLLMX nofiMmepax, Takux SK rigpokcMnponinMeTunuentonosa auerart
cykumHat (HPMCAS), wnsxom posnumoBanbHOro CylliHHA, | amopdpHa TBepAa Aucnepcia mMae
nikapcbke HaBaHTaXkeHHs MeHLe 20 % akTMBHOT pevoBuHY (1) Ha nikapcbky hopmy.

Ak 3ragyBanocs Bulle, Ham4yacTiwMMyu npobrnemMamu npu nNpuUroTyBaHHi amopdHOi TBepaoi
avcnepcii (ASD) € disnyHa cTabinbHicTb amopdHOi TBepAoi Aucnepcii, TUN i KinbkicTb MaTtpuuj,
cniBBigHOLWEHHSA nikapcbkoro 3acoby i matpuui, HeobxigHe pAana 3abe3neyeHHA HeobXigHOro
30iNblUEHHA LIBMOKOCTI BWBIMIbHEHHS, @ TakoX BMOIp BIigNOBIZHOrO TEXHOMOrYHOro cnocoby
OTPMMaHHS i noro macwrabyBaHHA Ans 3abe3nedyeHHs i3NYHOI i XiMiYHOI cTabinbHOCTI amopdHOI
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TBEpOoi gucnepcii i BKIMOYEHOro B Hel Nikapcbkoro 3acoby.

HecnogisaHo 6yno BusBneHo, wWo amopdHa TBepaa aucnepcis (ASD) 3rigHO 3 UMM BUHAXoOoM,
WO MICTUTb aKTUBHY pe4voBuHY (l) 3 BiAMIHHOIO MOBEAIHKOI PO3YMHEHHS i XOPOLUOK GiOAOCTYMNHICTIO
akTMBHOI pevoBuHM (I), a Takox 30epexeHHAM EeHaHTIOMEPHOI YUCTOTU akTMBHOI pedoBuHu (1),
3anexuTb Big a) 3acTOCOBYBaHOI MaTpuui, b) po3uMHHUKA, LLO 3aCTOCOBYETLCH Y TEXHOMOr4YHOMY
cnocobi, Ta ¢) TexHOmnoriYHoro crnocoby oTpumaHHA. Cnocobu Ta AONOMDKHI pe4OBUHW, 0BpaHi Ans
LbOro BUHaxony, B AesKUX acnekTax Bigpi3HAITbCA Big cnocobiB Ta AOMNOMPKHUX PEYOBUH, BiJOMMUX
daxiBuaM y OaHiv ranysi, ki € 3aranbHOBiZOMUMU NS OTPUMaHHSA amMopdbHOT TBepaol aucnepcii
(ASD).

a) matpuusi

Takox HecnogiBaHo Oyno BuUsIBNEHO, WO amopdHa opma akTMBHOI pedoBuHU (1), BKIOYEHa B
aMopdHy TBepay AWCMEepCito 3rigHO 3 UMM BMHaxXOAOM, MoXe Oyt cTabinisoBaHa LUMSIXOM
3aCTOCYBaHHS N1LIE OAHOro nonimepy K MaTpuui, WO TakoxX cynepeyvnTb piBHIO TexHiku (K. Six et al.,
J. Pharm. Sic., 93 (2004) 124-131 ta L. M. De Mohac, et al., Journal of Drug Delivery Science and
Technology, 57 (2020) 101750), skun Hagae nepeBary 6araTOKOMNOHEHTHUM CUCTEMAaM, LLO MICTSTb
npuHarMHi ABa nonimepu B SIKOCTi MaTpuLi.

HopatkoBo 34MByBano Te, WO i3 3acTocyBaHHsM nonisiHinmiponiaoHy (PVP) sk maTtpuyHoro
noniMepy MOXxHa OTpUMaTtu amopdHy TBepAy AMCNEpPCito, WO MICTUTL Aoy pedosuHy (I) srigHo 3
UMM BMHaxXodoM, B SKii amopdHa copma aitodoi pedoBuHu (l) ctabinisyetbca He Tinbku nig 4yac
TEXHOJOrYHOro cnocoby oTpumaHHs, ane n nig Yac AoBroTpmeanoro abo BigkpuToro 36epiraHHs, Ha
BiamiHy Biga D. T. Friesen 3i cniBaBTopamun, ge PVP onucyetbca sK ripwmi 4vepes KNoro
BOAOMNOrMMHaHHA. [OuBHO, amne rigpokcunponinmerunuentonosda auetaTt cykuuHat (HPMCAS) He
npu3BiB 0O GaxkaHWX KpUTEPIiB pO3YMHEHHS (BUBINbHEHHS LWOHanMeHwe 85 % akTnBHOI peyoBuHM (1)
B CepefoBulle BUBINbHEHHS nicns nepiogy pocnigxkeHHss 30 XxBWMMH) i Moxe He cTabinisyBaTtu
akTtmBHy peyoBuHy (I) B Ti amopdHin dopmi, wo Takox cynepeunte D. T. Friesen et al. pe HPMCAS
HapaeTbcAa nepesara nepeq PVP.

MMepeBaroo gaHoro BuHaxodoy € Te, WO amopdHa dopma akTuBHOI peyvoBuHU (1) moxe ByTn
ctabinizoBaHa B aMopdHivi TBepaii aucnepcii (ASD) wnsaxom 3acTocyBaHHs MNOMIBIHINMNIPONigOHY
(PVP) sk eguHoro nomimepy B maTtpuui, B pe3ynbTaTi Yoro OoTpuMMylTb TBepAy apmaueBTUYHY
nikapcbky ¢OpMy 3 BWUCOKUM JliKapCbkuM HaBaHTaxeHHaMm (> 20 % aktmBHOI peyoBuHM (l) Ha
nikapcbKy opMy), LLO AO3BOMSE OTPMMAaTU HEBENVKUA PO3Mip TabMNETOK.

b) pO34MHHMK, L0 3aCTOCOBYETHLCS Y TEXHOMOIYHOMY CNOcobi OTpUMaHHS

[vBHO, ane kombiHauis PO3YMHHUKIB e€TaHony Ta aueToHy go3sonuna Oinbw HiX y 5 pasiB
NigBULLUTY PO3YMHHICTb MOPIBHSAHO 3 PO3YMHHICTIO NMPW 3aCTOCYBaHHI YACTOro eTaHony i NpnubnnsHo B
2 pasn nigBMWUTA PO3YUHHICTb MOPIBHAHO 3 PO3YUHHICTIO MPM 3aCTOCYBaHHI YMCTOrO aLeToHY.
Po34MHHKK B cnocobi rpaHyntoBaHHs [o3Bonsie (4S)-24-xnop-4-eTun-73-cptop-3°-MeTokcu-32,5-Aiokco-
14-(TpudptopmeTnn)-3?H-6-a3a-3(4,1)-nipuauHa-1(1)-[1,2,3]tpnasona-2(1,2),7(1)-
AvbeHseHarentadaH-74-kapbokcamin (aktmBHa pedoBuHa (I)) moxe Oyt BBedeHW B Cnocib
OTpMMaHHsa amopdHoi TBepaoi aucnepcii (ASD) y surnsaai amopdHoi cdopmmu abo KpucTtanivyHoi
mogudpikauii |, abo y Burnaai cymiwli o6ox dopm.

C) TEXHOMOTIYHMIN CNOCI6 OTPUMaHHS

HecnogisaHo 6yno BusBneHo, wo amopdHa TBepaa avcnepcis (ASD) 3rigHO 3 LM BUHaxo4oM,
O MICTUTb akTUBHY pe4voBuHY (l), He Moxe OyTu OoTpMMaHa eKCTpy3ielo rapsidoro posnnaBy, K Le
Oyno 3anponoHoBaHo i nigTpyumaHo C. Leuner i J. Dressman. 3acTtocyBaHHa cnocoby 6e3
3aCTOCYBaHHSl PO34YMHHMKIB, TAKOro $sIK EKCTPY3is raps4yoro posnnaBy, MpPU3BENO [0 OTPUMAHHS
pauemiyHoT cymilli akTMBHOT peqoBuHHK (I). Ockinbky nNuwie oauH eHaHTIoOMep akTUBHOI peyoBuHU (1) €
edeKkTMBHUM in-vivo, Micna BBeAeHHs amopdHOI TBepaol AUCNepCil, WO MICTUTb aKTUBHY PEeYOBUHY
(I), oTpumaHy cnocoboM eKCTpy3ii rapsumm po3nraBoM, TBapuHi abo NOAMHI cnocTepiraeTbes
3HWXKEHHS BiogocTynHOCTi. Ha BigmiHy Big piBHA TexHiku, amopdHa TBepaa Qucnepcid, Wo MiCTUTb
aKTMBHY peyoBuHY (l) 3rigHO 3 UMM BMHAxXo4oM, MOXe ByTu OoTpMMaHa Cnocobom BOMOroi rpaHynsii,
AKMI 3abe3neyye BiATBOPIOBaHY EHAHTIOMEPHY YMCTOTY B KOXHIiA OTPMMaHIin napTii.

AmopdHa TBepaa gucnepcisa (ASD)

Llen BuHaxin 3abe3nevye amopdpHy TBepay avcnepcito (ASD), wo mictutb (4S)-24-xnop-4-eTun-
73-pTop-35-meTokcu-32,5-giokco-14-(TpucpTopmeTnn)-32H-6-a3a-3(4,1)-nipugmHa-1(1)-
[1,2,3]Tpnasona-2(1,2),7(1)-aubeHseHarentadaH-74-kapbokcamia  (aktmBHa  pevoBuHa (1)) y
dapmaueBTUYHO NPUNHATHIN MaTpuLi.

Llen BuHaxig Takox 3abe3neyye amopdHy TBepay aucnepcito (ASD), wo mictutb (4S)-24-xnop-4-
etun-73-ptop-35-meTokcu-32,5-giokco-14-(TpudtopmeTnn)-32H-6-asa-3(4,1)-nipugnHa-1(1)-
[1,2,3]Tpnasona-2(1,2),7(1)-aubeHseHarentadaH-74-kapbokcamia  (aktmBHa pevoBuHa (1)) y
dapmMaueBTUYHO MPUMHATHIM MaTpuui Ta 3a HeobXigHOCTI migconodkysaui, apomartu3aTtopu Ta
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OapBHUKM.

Llen BuHaxig Takox 3abe3neyye amopdHy TBepay aucnepcito (ASD), B skin (4S)-24-xnop-4-eTun-
73-bTOp-35-MeToKeK-32,5-giokco-14-(TpudpTtopmeTnn)-32H-6-a3sa-3(4,1)-nipuanHa-1(1)-
[1,2,3]tpnasona-2(1,2),7(1)-ambeH3eHarentadaH-74-kapbokcamin (akTmBHa pedoBuHa (1)) NpucyTHIN B
amopdHin chopmi.

Y KOHTEKCTi LbOro BuHaxody apmMaueBTUYHO NMPUAHATHA MaTpuus CKnagaetbcs 3 KoMOiHauil
TBEPAOI AMCNEPCINHOI OCHOBWM Ta HOCIS.

Y KOHTEKCTi UbOro BMHaxody TBepAa AwcnepciiHa OcHOBa $Bnsie coboto dapmaueBTUYHO
NPUAHATHUIA Nnorimep, BUOpaHUA 3 rpynu, WO CKNadaeTbCs 3 NorieTUneHoKeKay, NoniBiHiNniponigoHy
(PVP), cononimepy BiHiNniponigoHy/BiHinauetaty (konoBigoHy) (Hanpuknag, Kollidon VAG4),
noniankineHrnikono  (Hanpuknag, MONIeTUNEHrNiKoN), rapoKCcUankinuenonosn (Hanpuknag.
Hanpuknag, rigpokcunponinuentonosa), rigpokcuarnkinMeTunuenonosa (Hanpwknag,
rigpokcuMnponinMeTunuenionosa), kapbokcumeTunuentonosa, kapOOKCUMETWUMLENoo3a HaTpito,
nonimetakpunaTtu (Hanpuknag, Tuny Eudragit®), nonisininosui cnupT, nonisiHinauetat, cononimep 30
BiHINOBOro cnupTy/BiHiNaueTaty Ta ix kKomb6iHauil. [lepeBaxHO TBepAy AMCNEPCINHY OCHOBY
Bubuparotb 3 rpynu, WO cknagaetecs 3 noniBiHinniponigoHy  (PVP),  cononimepy
BiHiNNiponigoHy/BiHiNaueTaTty (komoBiQoHY), rigpoKkcunponinuentonosn,
riApOKCMNPONINMETUIILENONOo3n,  MONIETUNEHrNIKoNK  Ta  okcuagy  nonietuneHy.  Hanbinbuw
nepeBaXxHOK TBEPAOK AUCMNEPCINHOI OCHOBOIO € nonimep nonisiHinniponigoH (PVP).

Y KOHTEKCTi LbOro BWHAxXo4y HOCin BMOMpatoTb 3 rpyn HamnoBHKOBauiB, MacTun, MpoMOTOpIB
AesiHTerpauii, NOBepXHEBO-aKTUBHUX PEYOBMH, MiACONOOKYBaYiB, apoMaTtm3aTopiB Ta/abo 6apBHUKIB
abo ix kombiHaLiii.

(4S)-24-xnop-4-eTnn-73-pTop-35-MeToken-32,5-aiokco-14-(TpucptopmeTnn)-32H-6-a3a-3(4,1)-
nipnanHa-1(1)-[1,2,3]tpuasona-2(1,2),7(1)-ondeHseHarentacpaH-74-kapbokcamia (akTvBHa peyoBMHa
(I)) i TBEepaa ancnepciiHa OcHOBa MPUCYTHI B amopdHin Teepdin aucnepcii (ASD) y cniBBigHOLWWEHHI
aktmBHa peyvosuHa (1) go TBepaoi aucnepciviHoi ocHoswu Big 1 o 0,5 go 1 go 20. lNMepeBaxHUM €
cniBBigHOLWEHHSA akTMBHOI peyosuHy (1) oo TBepaoi amucnepcinHoi ocHosm Big 1 4o 0,5 go 1 go 10, we
Binbl NepeBaXxHUM € CNiBBIAHOLLIEHHS akTUBHOI peyvoBuHu (1) Ao TBEpAOT AucnepcinHol ocHoBM Big, 1
po 0. Big 1:5 go 1:5 i gyxe nepeBaxHMM € CMiBBIOHOLEHHS akTMBHOI pevoBuHu (1) 4O TBepaoi
AvcnepcinHoi ocHoBu 1:2, 0cobnMBO CMiBBIOHOLWEHHS akTUBHOI pevoBuHu (1) o TBepaoi AucnepcinHoi
OCHOBMW 1:2 003BONSIE OTPMMATK BUCOKE fiKapCbke HaBaHTaXXeHHS i Mari po3Mipu TabneTok.

Jlikapcbke HaBaHTaXXeHHS akTUBHOI peyoBuMHYM (1) B amopdpHin TBepain amcnepcii (ASD) ctaHOBUTb
> 20 %, a 6baxaHe nikapcbke HaBaHTaXeHHsA B amopdHin TBepain ancnepcii (ASD) ctaHoBuTb = 25 %.

(4S)-24-xnop-4-eTnn-73-pTop-3°-MeTokcn-32,5-aiokco-14-(TpucptopmeTnn)-32H-6-a3a-3(4,1)-
nipnanHa-1(1)-[1,2,3]tpuasona-2(1,2),7(1)-ondeHseHarentacpaH-74-kapbokcamia (akTvBHa pevoBMHa
(1)) Ta Hoci npucyTHi B amopdHin TBepain ancnepcii (ASD) y cnisBigHoweHHi akTuBHa pedosuHa (1)
Ao Hocisa Big 1 go 0 go 1 go 20. NepeBaxHUM € CNiBBIAHOLEHHS akTMBHOI pevoBuHM (1) 4o Hocig Big 1
Ao 0 oo 1 go 5 i ayxe nepeBaxHVM € CniBBiOHOLWEHHA akTUBHOI pedoBuHu (1) go Hocia 1 go 1. Le
O3Hauae, Wo B MaTpuLi TakoxX Moxe ByTu BiACYTHIN HOCIN.

Teepai apmaueBTUYHI NikapcbKi popmun

Llen BuHaxig 3abesneyye TBepay dapMaueBTU4HY Jikapcbky ¢opmy Ans nepopanbHOro
3aCTOCYBaHH4, WO cKnagaetbcs 3 aMopdHoi TBepaoi ancnepcii (ASD), ska mictuTb (4S)-24-xnop-4-
eTun-73-gpTop-3°-meTokcun-32,5-giokco-14-(TpucbtopmeTnn)-32H-6-a3a-3(4,1)-nipuanHa-1(1)-
[1,2,3]Tpnasona-2(1,2),7(1)-aubeHseHarentadaH-74-kapbokcamia ~ (aktmBHa pevoBuHa () vy
dapmaueBTUYHO NPUAHATHIN MaTpuLi.

Llen BuHaxig 3abe3neyye TBepay apMaueBTUYHY JlikapcbKy ¢opmy Ans nepopanbHOro
3aCTOCYBaHHS, WO cKrnagaetbcs 3 aMopdHoi TBepaoi ancnepcii (ASD), ska mictuTb (4S)-24-xnop-4-
eTun-73-gptop-3°%-meTokcun-32,5-giokco-14-(TpucptopmeTnn)-32H-6-a3a-3(4,1)-nipugnHa-1(1)-
[1,2,3]tpnasona-2(1,2),7(1)-ambeH3eHarentacdbaH-74-kapbokcamina ~ (aktmBHa  pevoBuHa (1)) vy
dapmMaLeBTUYHO MPUMHATHIN MaTpuui Ta 3a HeobXigHOCTI nigconompkyBadi, apomaTusaTopu Ta
OapBHUKM.

Llen BuHaxig 3abe3snevye TBepAay hapmaueBTUYHY nikapCcbKy GOpMYy Ansa nepopanbHOro
3aCTOCYBaHHs, WO cknagaeTbes 3 amopdHoi TBepaoi avcnepcii (ASD), sika MicTuUTb (4S)-24-xnop-4-
etun-73-ptop-35-meTokcu-32,5-giokco-14-(TpudtopmeTnn)-32H-6-asa-3(4,1)-nipugnHa-1(1)-
[1,2,3]Tpnasona-2(1,2),7(1)-aubeH3eHarentadaH-74-kapbokcamia  (aktmBHa pevoBuHa (1)) y
dapmaueBTUYHO NPUNHATHIN MaTpuLi, Ta iHWI hapMaLeBTUYHO NPUMHATHI AOMOMIKHI pEHOBUHM.

Llen BuHaxig 3abe3nedyye TBepay apMaueBTMYHY nikapcbky ¢opmy Ans nepoparnbHOro
3aCTOCYBaHHs, WO cknagaetbcs 3 aMmopdHoi TBepaoi ancnepcii (ASD), ska mictuTb (4S)-24-xnop-4-
etun-73-ptop-35-meTokcu-32,5-giokco-14-(TpudtopmeTnn)-32H-6-asa-3(4,1)-nipugnHa-1(1)-
[1,2,3]Tpnasona-2(1,2),7(1)-anbenseHarentadan-74-kapbokcamia  (aktmBHa  peyoBuHa (1)) y
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dapMaLeBTUYHO MNPURHATHIA MaTpuui Ta 3a HeoOXigHOCTI nigconogKyBadi, apomartu3aTopy Ta
©apBHKKM, Ta iHLWI hapMaLEeBTUYHO NPUNHATHI ONOMIDKHI pEeYOBUHM.

Llen BuHaxig Takox 3abesneuye TBepai dhapmaueBTUYHI Nikapcbki hopMy AN nepopanbHOro
3aCTOCYBaHHS, LLO MICTATb

a) amopdpHa TBepaa ancnepcis (ASD), wo MicTuthb (4S)-24-xnop-4-eTun-73-gtop-3°-meTokcn-32,5-
piokco-14-(TpudptopmeTnn)-32H-6-asa-3(4,1)-nipnamHa-1(1)-[1,2,3]tpnasona-2(1,2),7(1)-
anbeHseHarenTadaH-74-kapbokcamig (akTuBHa peyoBuHa (1)) y dhapmaueBTUYHO NPUAHATHIA MaTpuLi,

b) npuHanmHi ogHe macTuno,

C) NpUHaMHi OOVH NPOMOTOP AesiHTerpadii,

d) 3a HeobGXxigHOCTI oaMH abo Aekinbka HanoBHIOBaYiB, Ta

€) 3a HeobXxigHOCTi ogHa abo fekinbka NOBEePXHEBO-aKTUBHUX PEYOBVH.

Kpim TOro, pgaHum BuHaxig 3abe3snevye TBepai apMaueBTU4HI  Nikapcbki  popmu  aAns
nepoparnbHOro 3acTOCyBaHHS, O MICTATb

a) amopdHy TBepay aucnepcito (ASD), wo mictutb (4S)-24-xnop-4-etun-73-ctop-3°-mMeToKCK-
32,5-piokco-14-(TpudpTopmeTun)-32H-6-asa-3(4,1)-nipnamHa-1(1)-[1,2,3]tpuasona-2(1,2),7(1)-
anbeHseHarentadaH-74-kapbokcamin (aktmBHa pevoBuHa () y dapmMaueBTUYHO NPUAHATHIN
MaTpuui,

b) npuHanmHi ogHe macTuno,

C) NpMHaVMHi OAMH NPOMOTOp Ae3iHTerpadii,

d) 3a HeobXxigHOCTi oaMH abo Aekinbka HanoBHIOBauiB, Ta

€) 3a HeobXxigHOCTi ogHa abo aekinbka NOBEPXHEBO-AKTUBHUX PEYOBVH,

e woHanmeHwe 85 % akTuBHOI peyvoBuHU (1) BUAINATLCA B cepefoBulle BuaineHHs yepes 30
XBWIIVH BiQNOBIiOHO A0 MeToAy BuAineHHs €Bponelicbkoi PapmMakonei 3 BUKOPUCTaAHHSM anaparty 2
(nonarteBoro).

[ns nepopanbHOro 3actocyBaHHs amopdpHa TBepda AMChepcis, WO MICTUTb aKTUBHY PEYOBUHY
(1), moxe Bytn cpopmoBaHa y TBepai abo pigki npenapaTtu, Taki AK NOPOLUOK, rpaHynu, nemneTw,
TabneTkn, nakeTuMKW, Kancynu, Apaxe, XyBamnbHi Tabnetku, wwunydi Ttabnetku, TabneTtku, WO
AVCNEePryTbCs, TPOLLKW, NACTWUMKW, PO3NfaBW, PO34YuHW, cycneHsii abo emynbcii, i mMoxe OyTu
OTpMMaHa 3rigHo 3 cnocobamu, BioOMUMM 3 PiBHS TEXHIKM OTPMMaHHS hapMaLeBTUYHOT KOMNO3uLil.

dapMaLeBTUYHOIO Mikapcbko dOPMOI0 3rigHO 3 MM BUHAxXo4oM € TabneTka.

dapmaueBTUYHa nikapcbka dopmMa 3rigHo 3 UMM BMHaAxogoM € TabneTtkow HeramHoro
PO3CMOKTYBaHHSI.

dPapmaueBTMYHa nikapcbka dopma 3rigHO 3 UUM BUHAxXodoM SBMAsie cobok Tabnetky,
HeOoODOB'sI3KOBO BKPUTY 0DOMNOHKO, NEPEBaXXHO TabneTka BKpuTa 0OONOHKOI0.

Jlikapcbke HaBaHTaXeHHSA akTuBHOI pe4voBuHM () B Tabnetui ctaHoBUTL > 20 %, a NepeBaxHO
nikapcbke HaBaHTaXXeHHs1 B TabneTui cTaHOBUTL = 23 %.

dapmaueBTnyHa nikapcbka ¢opma 3rigHO 3 LUM BMHaxXOA4OM TakoX SBMAsE cobor amopdHy
TBepay Aaucnepcito (ASD), wo MicTMTb akTuBHy pedoBuHy () y matpuui Ta, 3a HeobxigHoCTi,
nigconogysadi, apomatusaropu Ta 6apBHuKku, cchopmoBaHi y calue.

(4S)-24-xnop-4-eTun-73-pTop-33-meTokcn-32,5-giokco-14-(tpucpTopmeTnn)-32H-6-a3a-3(4,1)-
nipuauHa-1(1)-[1,2,3]tpnasona-2(1,2),7(1)-ambeH3eHarentacbaH-74-kapbokcamin (akTMBHa pevoBUHA
(1)) npucyTHi y TabneTui y kinbkocTi Big 2 mr go 100 mr, nepeBaXxHO y KinbkocTi Big 5 mr go 50 wr,
TaKoX NepeBaXkHO Y KinbkocTi Big 20 Mr oo 50 mr, we BinbLw nepeBaXHo Y KinbkocTi 50 Mr.

OuikyeTbCA, WO TBepAaa nikapcbka copma, ocobnmeBo y copmi TabneTku, a TakoX rpaHynu
amopdHoi TBepgoi aucnepcii (ASD) OygoyTb cTabinbHMMyM npu 36epiraHHi NPOTAromM TpUBarnoro
nepiogy 4yacy, nepeBaxHo JOBrOCTPOKOBO CTabiNbHUMM.

TBepaa nikapcbka copma, ocobnvBo y opMi TabneTkn, a TakoxX rpaHynu amopdHoi TBepaoi
avcnepcii (ASD) e ctabinbHumu npu 36epiraHHi NPOTAroMm LoHanmeHwe 3 micauis, 6inblw 6axaHo
NPOTAroM LLOHanMMeHwWwe 6 MicauiB, Oinbl nepeBakHO MPOTAroM LoHanmeHwe 12 micauis, GinbL
NepeBaXXHO MNPOTArOM LOHanMeHwe 24 wmicsauiB, OGinbll MepeBakHO NpPOTAroM wWoHanveHwe 30
MicsUiB i HaNBINbW 6akaHO NPOTAroM LoHanMeHLwe 48 micsuis.

[oBroctpokoBe 36epiraHHsA 03Havae 36epiraHHa noHag, 24 micsaui.

CrabinbHe 36epiraHHs o3Hadvae 36epiraHHA 3 gerpagadieto akTuBHOI pevyoBuHU (1) He GinbLue HiXkX
Ha 10 %, nepeBaXHO 3 Aerpagauieto akTMBHOI pevoBrHU (I) He GinbLue Hixx Ha 3 % Ta 3i 36epeXXeHHAM
amopdHoi hopMn akTUBHOI pedoBuHU (1).

YMoBU 306epiraHHs Ans OUiHKM cTabinbHOCTI, Hanpuknag, 3akpuTui koHTerHep npu 25 °C/60 %
BiAHOCHIN BonorocTi abo 3akpuTuii KoHTewnHep npu 30 °C/75 % BigHOCHIN BonorocTti abo BigkpUTMI
KoHTewnHep npu 25 °C/60 % BigHOCHI BonorocTi abo Biakputuii koHTenHep npu 40 °C/75 % BigHOCHIN
BOMOroCTi (CTpecoBi ymoBW).

Hanpouyg BigmiHHa cTabinbHiCTb TBEpAOi Mikapcbkoi (hopmu, WO MICTUTb akTUBHY pedoBuHy (l),
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HaBiTb y CTpecoBux ymoBax (Bigkpute 36epiraHHa npu 40 °C i BigHOCHI BomnorocTi 75 % npotsrom 6
MicsuiB), OO3BOMSIE 3aCTOCOBYBATM He3axulleHy ynakoBky (Hanpuknag, nnswkn 3 HPDE 6es
ocylwyBaya) ans nikapcbkoi hopmu akTuBHOT pedosuHm (1).

Y KOHTEKCTi UubOro BMHaxoAy TabneTku 3 HeramHMM PO3YMHEHHSAM - Lie, 30Kpema, TabneTtku, aki
BUBINbHAIOTL NpUHaNMHI 85 % akTuBHOI pevoBuHK (l) B cepenoBuLLe po3unHeHHs Yepe3 30 XBUMNUH,
Bi4NOBIOHO 4O cnNocoby pOo3yYMHEHHS 3a EBPONENCHKO (hapMakoneeto i3 3aCTOCyBaHHSAM NPUCTPOLO 2
(nonari). WWeunakicTb obepTaHHA Miwanku crtaHoBuTb 75 06/xB (0bepTiB 3a xBunuHy) B 900 mn
cepefoBMLLa ANst PO3YNHEHHS.

3rigHO 3 UMM BMHAX0O4OM CeEpefoBULLEM BUMBINbHEHHSI € aueTaTHui 6ydep pH 4,5+0,1 % SDS
abo + 0,15 % SDS, abo + 0,2 % SDS, a6bo + 0,3 % SDS, a6o 0,01 M consHa kucnota + 0,1 % SDS
abo + 0,2 % SDS. SDS € abGpesiaTypoto ons gogeumncynbdarty HaTpilo, SIKMA TaKoX HasuBalTb
naypwncynbatom HaTpito.

Lleir BMHaxig TakoX CTOCYETbCA 3acTocyBaHHs (4S)-24-xnop-4-etun-73-gptop-35-meToken-32,5-
piokco-14-(TpudtopmeTun)-32H-6-asa-3(4,1)-nipnamHa-1(1)-[1,2,3]tpnasona-2(1,2),7(1)-
AnbeHseHarenTtadpaH-74-kapbokcamia (1) Ans oTpumaHHs TBepgoi dapmMaueBTUYHOI  NikapCbKoi
dopmu onst nepopanbHOro BBEAEHHS 3rigHO 3 BUHAXO40M.

AxtnBHa pe4oBuHa (l) npucyTHs y dapmaueBTUYHMX JlikapCcbknx popmax 3a BMHaxXo4oM B
amMopHin chopmi.

Hanun BrHaxig 3abesnevye TBepdi hapmaueBTUYHI nikapcbki popmu, B sknx amopdHa TBepaa
ancnepcisa € No cyTi ogHopigHo!0.

Y KOHTEKCTi UbOro BMHaxody "AOMOMDKHMMM pedoBMHamMK" € HanoBHIOBadi, MacTuna,
CTUMYNATOPM po3nady, MOBEPXHEBO-AKTUBHI PEYOBMHM, MiOCONOMXKYyBadi, apomarusaTopu Ta
OapBHMKKN. TOMY MOXe CcTaTuCs TakK, Wo daxiBeub Yy Uil ranysi BigHece nodibHi abo HaBiTb iAEHTUYHI
pPEeYoBUHN 0 Oinblu HiXX OAHIET 3 BULLLE3a3Ha4YeHMX rpyn pevyoBuH. OaHaK y KOHTEKCTi LibOro BUHaxogy
PYHKLIOHaNbHI OMWCKM PEYOBUH HABMMWUCHO HAMOBHEHI KOHKPETHUMW peyoBMHAMW, LWOO YTOYHWUTK
BiNOBIOHI BNACTMBOCTI, SKi iIM NPUCBOEHI.

Bupas "dhapmaueBTUYHO MNPUNHATHUA" CTOCYETLCA TUX [OOMOMDKHUMX PEYOBMH, Y MexXax
OOrpYHTOBAHOrO MEAMYHOr0 BUCHOBKY, MPUAATHUX AN BUKOPUCTAHHA B KOHTAKTi 3 TKaHUHaMu
MNOAMHKU Ta TBapuH 6e3 HagMipHOT TOKCUYHOCTI, MOAPAa3HEHHS, anepridyHoi peakuii Yun iHwnx npobnem
4Yn yCKNagHeHb, CNiBMIPHUX i3 pO3yMHE CMiBBIOHOLEHHS KOPUCTL/PU3MK.

HanoBHtoBaui, siki MOXKHa 3aCTOCOBYBaTM y KOMMO3WLUIii BiANOBIAHO A0 LbOro BMHaxoay, BUbpaHi 3i
CMUCKY, LWO CKNagaeTbCA 3 LESION03HOM0 MOPOLLUKY, MIKPOKPUCTaNiYHOI Lenonosn, CunikoBaHoi
MIiKpOKpUCTaniyHol Lenonosn, Aukanbuin docdaty, Tpukansuin docdarty, TpucunikaTy Martito,
MaHiTy, ManbTuUTy, copbiTy, kcuniTy, nakto3u (6e3BogHwii abo y BuUrMAAi rigpaTty, Hanpuknag,
MOHoOrigpaT), AeKCTpo3a, ManbTo3a, caxaposa, rnioko3a, pykrosa abo manbTogekcTpuHUu. Kpawum
HaMoBHIOBa4YeM € MiKpoKpucTaniyHa uentonosa abo nakrto3a abo ix kombiHauis. [yxe nepeBaxHo,
Wwob HanoBHIOBaY He 3aCTOCOBYBAaBCS.

MacTunbHi peyoBuHM 3anobiraldTb MNPUNWMNAHHIO [HFPedieHTIB, Hanpuknag Ao BUPOBHMYOro
obnagHaHHA. 3MallyBarbHi PeYOBUHY, SKi MOXHA 3aCTOCOBYBaTW B KOMMO3MLii BigMOBIAHO A0 LbOro
BMHaxody, BMOpaHi 3i CriMcKy, WO CKNajaeTbCcsa 3i cTeapaTy MarHito, cteapundymapaTy HaTpito,
CTEeapVHOBOI KWCMOTW, MOHOCTeapaTy rmniuepuHy, MoHobGereHaTy rmiuepuHy, 6ereHaTty Kkanbuito,
rifpOreHi30BaHOr0 POCMMHHOIO XWpy abo onii, nomieTuneHrnikonio Ta Tanbky. [lepeBaxHUMMU
MacTUIbHUMKU PEYOBUHAMM 3riQHO 3 LM BUHAxXOLOM € Ti, WO BMOpaHi 3i CNMCKy, WO CKnagaeTbcs 3i
cTeapaTy MarHito, CTeapuHOBOI KUCIOTK Ta TanbKy. [yXe nepeBaHUM SIK MacTuIo € cTeapaT MarHito.

MpomoTopun AesiHTerpadii po3LMPIOTLCA | PO3YMHATLCS NPU HAMOKaHHI. BoHM MOXyTb OyTu
3acToCOBaHi Ang po3wenneHHs nikapcbkoi (opmMn B TpaBHOMY TpakTi, BUBINbHAKOYU aKTUBHI
peyoBuMHU. MNpomoTopamu aesiHTerpadii, TpuaaTHUMKM B KOHTEKCTI LibOro BUHaxo[y, € Ti, o BMOpaHi 3
neperniky, WO CKMagaeTbCs 3 anbriHOBOI KUCIOTW, 3LIMTOrO MOMIBIHINMNIPONigOHY, KyKypy43sHOro
Kpoxmarsnto, MoOM@IKOBaAHOro  KpoXmar Ta  MOXiAHUX  KpoXmaro, Takux 49K  HaTpin
KapOOKCMMETUIKpOXMarb, NOXigHI Lenonosn, Taki Sk kKapmernosa KanbLito (kapbokcMmeTunuentonosa
KanbLilo) i Kpockapmenosa HaTpilo (3wuTum nonimep kapbokcMMeTunuenonosn Hatpito) abo
MiKpoKpUCTaniyHa Lentonosa, abo KombiHauist KpocKapMeno3un HaTpito i MIKPOKPUCTAaIYHOT LIeNoo3n.
Ak npomoTop AesiHTerpauii  Halkpalle nigxoauTb Kpockapmerno3a HaTpito abo  3wuTtun
nonisiHinniponigoH. Oyxe 6axxaHMM NPOMOTOPOM Ae3iHTerpaLii € kpockapmernosa HaTpito.

lMoBepXHEBO-AKTUBHI PEYOBUHM - LIE, IK MPaBWIO, OpraHivHi cnonyku, ski € amdidinsHuMK, To6TO
MIiCTATb 5K rigpodobHi rpynu (ixHi wnamu), Tak i rigpodinbHi rpynu (ixHi ronoeu). TakMM YUHOM,
NOBEPXHEBO-aKTMBHA PEYOBMHA MICTUTb SIK HEPO3YMHHMI Y BoAi (200 HaTOPO3UMHHUIA) KOMMOHEHT,
Tak i BOOOPO3YMHHUIA KOMMOHEHT i CNPUSIE PO3YNHEHHIO NEBHMX XiMIYHMX crnionyk. NoBepxXHEBO-aKTUBHI
PEYOBMHU BIOMNOBIAHO 4O LbOr0 BUHAXOA4y € KOMIMIEKCOYTBOPIOBaYaMM, TakKUMKU SIK LIMKNOLAEKCTPUHU
Ta eTuneHgiamiHTeTpaouTtoBa kucrota HaTpito (EDTA), cniBpo34vMHHMKaMK, TakuMu SK eTaHon,
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NPOMINEeHrnikonb i guMeTunaueTami, TeHcugamm, TaKMMU K XKUPHI CNpTK (Hanpuknag, ueTuioBui
cnupT), docdoninign (Hanpuknaa, NeuuTUH), XKOBYHI KUCMOTW, MOMIOKCUETUNEHCTeapaTHi >XUPHI
ectepu (Hanpuknag, NoniokcMeTuneH), NoNioKCMeTMNeHcopBITaHOBI XMPHI ecTepun, NOMIOKCUNPONINeH-
noniokcmeTuneH-bnok-cononimepn  (Hanpuknag, nofiokcamep), ankincynedatn  (Hanpuknag,
naypuncynbsdaT HaTpilo, LeTuncTeapuncynbdart HaTpilo), ankinbHi Muna (Hanpvknag, nanemitart
HaTpilo, CTeapaT HaTPil0) Ta eCcTepu XUPHUX KUCNOT caxapo3n. K NoBepXHEeBO-aKTUBHA pevOBMHA
Hankpalle nigxoaAnTb naypuncynbdar HaTpito.

B 4kocTi nigconomkyBaya Hankpalle nigxoantb apMaueBTUYHO MNPUMAHATHA LOMOMDKHA
peyoBMHa, gka Mae cMak, nodibHui go uykpy. lNigconomxysadyamu, NpUAAaTHUMKU B KOHTEKCTi LIbOro
BMHaxody, € Ti, Wo B1bpaHi 3 nepeniky, WO CKNagaeTbCsa 3 caxapo3w, caxapuHy, HaTpito, kanito abo
KanbLito caxapuny, auecynbdamy Kanito, HeoTamy, anitamy, rniunpunsmnHy abo TaymatuHy, abo LykpiBs,
TaKMX SIK rMKo3a, MaHiT, pyKTo3a, caxapo3a, ManbTo3a, ManbTUT, ranakro3a, copbit abo kcunit. Y
KOHTEKCTIi LibOro BMHaxoay nigconomkysadi 4O4aTh Y KifIbKOCTAX, BigoMuUX dhaxiBusM y AaHin ranyai.

Y KOHTEKCTi LUbOro BMHaxo4y apomartm3atopu € dapmMaueBTUYHO MPUAHATHUMU LONOMIKHUMMU
pevyoBUHAMK, NpuaaTHUMK ANA noninweHHss abo HagaHHA NPUEMHOro cMaky apmMaueBTUYHIN
nikapcbkii dopMi 4ns 4ONOBHEHHS 1T Aji, @ TakoX AN NiABULLEHHS iT eNeraHTHOCTI. Y KOHTEKCTi Lboro
BMHaxo4y apomMaTu3aTopu - LUe HaTypanbHi apomatvu3aTopu, OTPUMaHi 3 poCnvMHHOI abo TBapuHHOI
CUPOBUWHN, IOEHTUYHI HaTypanbHMM apomaTtu3aTtopu, OTPUMaHi LWNAXOM CuHTe3dy abo BuAineHi 3a
OOMOMOrOK XiMiYHMX MPOLECIB, SKi XiMIYHO | OpraHONEenTUYHO iAEHTMYHI apoMaTm3aTopam, NPUPOLHO
NPUCYTHIM Yy NPOAYKTax, NMpU3HadYeHMX AN CNoXnBaHHA MIOAMHOLK, a TaKoX LUTYYHi apomaTmnsatopu. Y
KOHTEKCTIi LbOro BUHaxo4y apomMaTtmu3aTtopy 40Aat0Tb Y KiNbKOCTAX, BidoMuX daxiBUsM y AaHin ranysi.
ApomaTtmsaTtopu, npuaaTtHi B KOHTEKCTi LbOro BWHaxody, - uUe Ti, Wo BuOpaHi 3 nepeniky, LWO
CKIagaeTbCA 3 CUMHTETUYHMX/WUTYYHWX apoMaTu3aTtopiB, Takmx Sk aminauyetat (6aHaHoBMI
apomartum3artop), ©OeHsanbgerin (BUWHeBUA abo MurganbHWA apomaru3artop), eTunbytupat
(anaHacoBu apomaTusaTop), METUN aHTpaHinaT (BUHOrpagHwWi apomaTusaTop), HaTyparnbHi
apomartm3atopu, Taki Sk edipHi onii Ta >»uBuWUSA, TpaBu Ta cneuii, a TakoX iAEHTUYHI HaTypanbHUM
apomMaTtu3aTopu, siki € apOMaTUYHUMKN PEYOBUHAMMU, OTPUMAHMMU LUMIAXOM CUHTE3y abo BuaineHnmun
3a [JOMOMOrol XiMiYHMX nNpOUEciB, i XiMIYHUIA cKknag AKUX iOeHTUYHUIA iXHbOMY HaTyparnbHOMY
aHanory. Y KOHTEeKCTi LubOro BMHaxody apoMartn3aTtopu 0o4atloTb Y KifbKOCTSX, BidOMMX haxiBuam y
OaHin ranyasi.

Y KOHTEKCTi UbOro BMHaxody ©OapBHWKM € apMaueBTUUYHO MNPUAHATHUMM  OOMNOMDKHUMM
peyvyoBUHaMK, NpuaaTHUMK Onst 3abaperneHHs 6e36apBHOI Nikapcbkoi dpopmu abo Ansa NocuneHHs i
Konbopy, Anst MiHiMi3auii Bapiauin Big cepii oo cepii abo Ans 3amiHM BXxe HasiBHOMO KOMbOpy A4S
OOMNOBHEHHSA MOro edekTy, a TakoX AN MigBULLEHHS MOro eneraHTHocTi. Lle moxyTe ©yTn Oyab-ski
OapBHUKM, 03epa abo NirMeHTW, Taki sk iHOUrokapmiH, pndodnasiH i giokcna TUTaHy. Y KOHTEKCTI
LbOro BMHaxoay 6apBHMKM JoAat0Th Y KiNbKOCTAX, BioOMUX chaxiBusaM y OaHin ranyai.

Y KOHTEKCTi LbOro BMHaxody HeobOB'I3KOBE MOKPUTTHA BMKOHYETbLCS 3 AOAABAHHAM 3BUYANHUX
MOKPMBHUX | NIIBKOYTBOPIOWYMX areHTiB, BigoMux axiBuaM Yy Ui ranysi, Takux £K
rigpokcmnponinuentonosa, rigpokcunponinMeTuruentonosa (rinpomenosa), eTunuenonosa,
noniBiHINMIpONiAOH, BiHINMIPONiAOHBIHIN aueTaTHi cononimepun (Hanpuknag, Kollidon® VA64, BASF),
lwenak, cononiMepu ecTepiB akpuroBoi Ta/abo MeTakpunoBOi KUCNOTM 3 MeTUrakpuriaToMm
TPUMETUNAMOHID, cononiMepn AUMETUNaMiHOMETaKpPUIIOBOi KUCINOTUM Ta HEWTparnbHUX ecTepis
METaKpUINoBOI KACMNOTK, NoNiMepU MeTakpUoBOi KMCNOTK abo ecTepiB MeTakpunoBoi KUCNOTK, eTuI-
akpunat-mMeTurnMeTakpunaT cononiMmepu, cononiMepu MeTakpuroBOi KUCMOTWM Ta MeTunakpunary,
nponineHrnikonb, nonieTuneHrnikons (Hanpuknag, nonietunedrnikone 3350), TpuaueTaT rrilepuHy
abo TpuetunuuTpaT Ta/abo OapBHMKW/MIrMEHTW, Taki AK, Hanpuknag, AioKcua TUTaHy, okcug 3anisa
(Hanpvknag, 4YepBOHWUIA OKcMA 3ani3a, XOBTUW OKcupA 3anisa), iHOUroTMH abo BIQMOBIAHI KONMbOPOBI
naku, Ta/abo areHTU NpPOTW 3NUNaHHS, Taki K Tanbk, Ta/abo pevyoBMHM, WO 3MEHLLYIOTb OCBITIEHHS,
Taki Ak giokcug TuTaHy. B skocTi He06OB'A3KOBMX MOKPUBHUX | NNIBKOYTBOPIOKOYMX areHTiB 3rigHo 3
AaHUM BMHAXOAOM MEepeBaXHMMM € Trinpomeno3a Ta MOMieTUNEHMNikonb, B SKOCTi ©apBHMKa
BiJJa€ETbCs nepeBara YepBOHOMY OKCuAy 3ari3a, a B SKOCTI 3arnywyBada BigdaeTbCa nepeBara
aiokenay TuTaHy.

CyMill pevoBUH ON1s NOKPUTTSA, 3rafaHux B 4aHHOMY OOKYMEHTI, TakoX Moxe ByTu 3actocoBaHa
SIK FOTOBa [0 3acTocoBaHa CUCTeMa MOKPUTTH, Taka fK KOMepLiHO AOCTYMHa niJ TOProBok Ha3BoOK
Opadry®. Opadry 14F94373®  saBnse coboto cymiL NpMGnM3HO 60 mac. %
rigpokcMnponinMeTunuentonosm, npubnuaHo 19,4 mac. % piokeuay Tutany, npubnusHo 0,6 mac. %
YepBOHOrO OKcMAy 3anisa Ta npndnmaHo 20 mac. % nonieTuneHrnikonto. Nepeeara HaJAETLCS TOTOBIN
00 3aCTOCYyBaHHSA CUCTEMI NOKPUTTA Mig ToproeBoto Ha3sow Opadry®.

MepeBaXHO NOKPUTTA cTaHOBUTbL NpubnuaHo Big 0,5 % Ao 10 % 3a macor KoMMo3uuii TabneTku,
BKpUTOi OOonoHkow, nepeBaxHo Big 0,5% po 4,5% 3a Barow koMnosuuii Tabnetku, 6GinbL
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nepeBaxxHo, NpudnunsHo Big 1,5 % 0o 4,5 % 3a macoro KOMMNo3uLii TabneTku, BKPUTOT 060NOHKOH.

Y NOPIBHAMBHMX KOMMO3WULAX 3rigHO 3 BWHaxO4OM 3aCTOCOBYHOTbCA CMOMYYHi PEYOBUHMW.
Cnony4yHMMK peyvyoBUHaMMU, SIKi MOXYTb BYTU 3aCTOCOBaHI, € NOPOLLOK Lienonosn, MiKpokpucTarniyHa
Lennosa, KpemHisoBaHa MiKpoKpucTaniyHa uentonosa, aukanbsuin docdart, Tpukanbuin docdar,
Tpucunikat MarHito, MaHiT, ManbTuT, copbiT, KcuniT, nakrto3a (6essogHa abo y Burnagi rigpaty,
Hanpuknag, MoHorigpaTt), AeKCTpo3a, ManbTo3a, caxapo3a, Mko3a, PpPyKTo3a, ManbTOAEKCTPUHU
abo rinpomenosa (Hanpuknag, rinpomeno3da 3 cP). B sakocTi 3B'A3yto4oi peyoBMHM MepeBaXxHUM €
rinpomeriosa (Hanpuknag, rinpomenosa 3 cP).

Cnocib oTpumaHHs amopdHoi TBepaoi avcnepcii (ASD)

Llen BuHaxig 3abesneuye cnocid oTpumaHHa amopdHoi TBepaoi aucnepcii (ASD), wo MictuTb
(4S)-2%-xnop-4-eTnn-73-pTop-3°-MeTokcu-32,5-giokco- 14-(TpudbtopmeTin)-32H-6-a3za-3(4,1)-nipnanHa-
1(1)-[1,2,3]Tpnazona-2(1,2),7(1)-aubeHseHarentadaH-74-kapbokcamin  (aktmBHa  peyoBuHa (1)),
BiAPI3HAETLCA TUM, WO amopdHy TBepay Ancnepcito (ASD) oTpMMyHOTb LUIISIXOM BOJIOrOi rpaHynsuii.

Llen BuHaxig 3abesneuye cnoci® oTpumaHHa amopdHoi TBepaoil aucnepcii (ASD), wo mictutb
(4S)-24-xnop-4-eTun-73-cpTop-3°-MeTokcu-32,5-giokco- 14-(TpudbtopmeTn)-32H-6-a3a-3(4,1)-nipuanHa-
1(1)-[1,2,3]tpuasona-2(1,2),7(1)-onbeHseHarentadaH-74-kapbokcamia  (aktmBHa pedoBuHa  (l)),
BiOPI3HAETLCA TUM, WO amopdHy TBepay aucnepcito (ASD) oTpvMyOTb LIASXOM rpaHyntioBaHHA B
ncesao 3pigKeHoMy Lapi.

Bonora rpaHynsuis Moxe 34iMCHIOBATMCS B 3MillyBadi, pO3numoBanbHin cywapui abo B
rpaHynAaTopi NnceBao3pigxeHoro wapy. Bonora rpaHynsuis B rpaHynaTopi 3 NCeBA03PIAXKEHUM LLAPOM
(= rpaHynsuis B nceBOo3pigkeHoMY LWapi) € KpaLloto.

Mpw BOMOTiN rpaHynsLii akTMBHa peyoBuHa (1) pO34MHSAETECA B rpaHyIoYiv pianHi | BBOAUTHCS B
rpaHynaTop NCEeBAO3pPiAKeHOro wapy. Hambinbll nepeBaXkHO, rpaHymniow4y piauvHy, WO MICTUTb
aKTMBHY pedoBuHY (I), po3nunioloTb Ha HOCI 3a AOMOMOrOK0 rpaHynALii B NCeBAO3PiAKEHOMY LUaPi.

Y KOHTEKCTi LbOro BUHaxoAy rpaHyrioya pignHa cknagaetbcs 3 TBepAol AUCNePCiHOT OCHOBU Ta
PO3YNHHUKIB.

Po3umHHUKaMn, npugatHUMKM ONS OTPUMAaHHSA amMopdHWX TBepaux gucnepcii 3a AO0rnoMOrow
cnocobiB BMNApOBYBaHHA PO34YMHHMKA, TAKUX SK rpaHynsuis B NCeBAO3PIAXEHOMY Lapi, MOXYTb ByTu
Oyab-AKi PO3YMHHUKN, B AKMX MOXe ByTn po3unHeHa aktuBHa pedosuHa (l). Monimep ocHoBuM TBEpAOi
avcnepcii  TakoXX MOoBWHEH OyTM [OCTaTHbO PO3YUMHHMM, WOG 3pobuUTU MpoUEC MPaKTUYHUM.
Hankpalwimmy po3yYnHHMKaMu € cnupty (Hanpuvknag, MeTaHorsl, eTaHor, H-MponaHor, isonponaHon i
OyTaHon), keToHu (Hanpwvknag, aueToH, METUNOBUA ETUNKETOH i METUIOBUIA i300YTUIKETOH), ecTepu
(Hanpuknag etunaueTtaT | nponinaueTaTt) i Pi3Hi  iHWI PO3YMHHUKW, Taki AK aueToHITpwn,
MeTuneHxnopua, xnopodopM, rekcaH, Tonyorn, TeTparigpodypaH, uukniyHi etepn i 1,1,1-
TpuxropeTaH. TakoX MOXHa 3acTOCOBYBATM pPO3YMHHMKM 3 MEHLUOK JETHOMICTIO, Taki £k
avnveTtunauetamia abo gumetuncynbdokcup. Hankpawymy  po3YnMHHMKaMu  Ons OTPUMAHHS
amMopHUX TBEPANX OANCMEPCIN, WO MICTATb akTMBHY pe4voBuHy (I), € meTaHon, eTaHon, H-NponaHon,
i3onponaHors, auetoH abo ixHi cymili. Takox nepeBaXHUMMK OIS BUrOTOBIEHHS aMOPMHUX TBEPANX
AWCNepcCin, WO MICTATb akTMBHY pedoBuHy (I), € etaHon abo cymiw 20 % etaHony i 80 % aueToHy,
abo 50 % etaHony i 50 % aueToHy. [lyxke nepeBaxHO Ans OTPUMaHHS amopdHUX TBEPANX ANCMEPCIN,
O MICTSTb akTMBHY peyoBuHy (1) y Burnsaai cymiwi 50 % etanony i 50 % aueToHy.

Llen BunHaxig 3abes3nedye cnocid oTpumaHHA amopdHoi TBepaoi aucnepcii (ASD), wo Mictutb
(4S)-24-xnop-4-eTnn-73-pTop-3°-MeTokcn-32,5-aiokco-14-(TpucptopmeTnn)-32H-6-a3a-3(4,1)-nipuanHa-
1(1)-[1,2,3]tpnasona-2(1,2),7(1)-oubeHseHarentacdaH-74-kapbokcamia  (aktmBHa  pevoBuHa (1)),
BiApI3HAETLCA TUM, WO amopdHy TBepay Aucnepcito (ASD) oTpuMMyOTb LUMSAXOM rpaHyrnioBaHHSA B
nceBAo3pifKeHOMY Llapi, B SIKOMY akTuBHa peyvoBUHa () pPO3UMHAETLCA B rpaHynioodid pigunHi i
BBOOUTLCS B rPaHyNsiTop NCEBAO3PIAXKEHOTO LIapy.

Llen BuHaxig 3abesneuye cnocidé oTpumaHHa amopdHoi TBepgoi amcnepcii (ASD), wo mictutb
(4S)-2%-xnop-4-eTnn-73-pTop-3°-MeTokcun-32,5-giokco- 14-(TpudbtopmeTin)-32H-6-a3a-3(4,1)-nipmanHa-
1(1)-[1,2,3]Tpuasona-2(1,2),7(1)-onbeHseHarentadaH-74-kapbokcamin  (aktmBHa pedoBuHa  (I)),
BiOPI3HAETbLCA TMM, WO amopdHy TBepdy aucnepcito (ASD) OoTpMMyOTb LUASXOM rpaHyrtoBaHHSA B
NnceBOoO3pigKEHOMY LIapi, B SKOMY akTuBHa pedoBuHa (1) po3dvMHeHa B rpaHyniowdin piguHi, sika
MicTuTb cymiw 50 % eTtaHony i 50 % aueToHy, i BBOOUTBLCA B rpaHynsaTop NCEBAO3PIAXKEHOrO Lapy.

AmopdHy TBepay ancnepcito (ASD) nepeBaxxHO BUAINAIOTb Y BUMNAAi rpaHynsaTy.

Llen BunHaxia 3abesnedvye cnocid oTpumaHHA amopdHoi TBepaoi aucnepcii (ASD), wo Mictutb
(4S)-24-xnop-4-etun-73-pTop-3°%-MeTokcu-32,5-giokco- 14-(TpndbtopmeTn)-32H-6-a3a-3(4,1)-nipugnHa-
1(1)-[1,2,3]tpnasona-2(1,2),7(1)-oubeHseHarentacdaH-74-kapbokcamin  (aktmBHa pedoBuHa (1)),
XapaKTepusyeTbes TUM, Lo

a) (4S)-24-xnop-4-eTun-73-pTop-3°-MeTokcu-32,5-giokco-14-(TpucdTopmeTun)-32H-6-aza-3(4,1)-
nipuanHa-1(1)-[1,2,3]tpnasona-2(1,2),7(1)-ambeH3eHarentachaH-74-kapbokcamin (akTMBHa pevoBUHA
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(1)) po3uMHSIETBCS Y BiANOBIAHOMY PO34YMHHUKY ab0 CyMillli PO3YMHHUKIB,

b) nopgaeTbca nonimep (TBepaa gucnepciiHa ocHOBA) ANst OTPUMAHHSA rpaHynsUinHOT piguHNn,

C) rpaHynsuiiHa pignHa po3nunioeTbCA Ha HOCIN,

d) po34MHHMK aB0 PO3YMHHUKM BUNAPOBYIOTLCS 3 YTBOPEHHAM rPaHyNATY.

Ha popatkosin ctagii e€) oTpumaHunm Ha cTagii d) rpaHynat HeobOB'A3KOBO [04AaTKOBO
00pobnATb LWNAXOM 3MILLYBaHHA 3 Nigconoa)KyBadyamu, apomaTtusatopamun ta 6apsHukamu, Ta/abo
noapibHeHHs, Ta/abo npocitoBaHHA, Ta/abo yLlinbHEHHS, Wo6 oTpuMaTy rpaHynaT, Skun Moxe 6yTtu
3aCTOCOBaHUM AK TBepAa hapMaueBTUYHa nikapcbka dopma.

AmopdHa TBepaa aucnepcia (ASD) wmictute (4S)-24-xnop-4-etun-73-gptop-35-metokeu-32,5-
piokco-14-(TpudtopmeTtun)-32H-6-a3a-3(4,1)-nipuanHa-1(1)-[1,2,3]Tpmnasona-2(1,2),7(1)-
AnbeHseHarenTadpaH-74-kapbokcamia  (akTmBHa  pedoBuHa (l)) BMpobnsieTbcA  ogHWMM i3
BYLLE3a3Ha4YeHNX CnocobiB.

AmopdHa TBepaa aucnepcia (ASD) wmictute (4S)-24-xnop-4-etun-73-gptop-35-meToken-32,5-
piokco-14-(TpudtopmeTnn)-32H-6-asa-3(4,1)-nipnamHa-1(1)-[1,2,3]tpnasona-2(1,2),7(1)-
anbeHseHarenTtadaH-74-kapbokcamig (akTmBHa pedoBuHa (l)) oTpMMaHi ogHWM i3 BULLe3ragaHux
cnocobis.

Cnocib oTpyMaHHA TBepAMX Mikapcbkux opMm Ansa hapmaueBTUYHUX npenaparTis

Llen BuHaxig 3abesnevye cnocid oTpMMaHHs TBepaux hapmMaueBTUYHUX NiKapCbkux opM Ans
nepopanbHOro 3acToCyBaHHs, WO MiCTATb amopdHy TBepay aucnepcito (ASD) MicTuTb (4S)-24-xnop-
4-eTnn-73-pTOp-33-MeTOoKCK-32,5-Aiokco-14-(TpudbTopmeTnn)-32H-6-a3a-3(4,1)-nipuanHa-1(1)-
[1,2,3]Tpnasona-2(1,2),7(1)-oubeHseHarentadaH-74-kapbokcamis (akTBHa peyvoBUHA ),
XapaKTepusyeTbecs TUM, Lo

a) amopdHa TBepga Aaucnepcia (ASD), wo cknapgaetbcs 3 (4S)-24-xnop-4-etun-73-cTop-3°-
meTokcu-32,5-giokco-14-(TpudbTopmeTnn)-32H-6-a3a-3(4,1)-nipuanHa-1(1)-[1,2,3]1prasona-2(1,2),7(1)-
AvbeHseHarentadaH-74-kapbokcamig (akTmBHa pevoBuHa (1)) y bapmaLeBTUYHO NPUAHATHINA MaTpuLi,
crnovaTKy roTyeTbCs,

b) i amopdHa TBepma gucnepcis (ASD), 3a HeoOxigHOCTI 3 [opaBaHHsAM dapmaueBTUYHO
NPUAHATHUX SONOMDKHUX PEYOBWH, NOTIM NEPETBOPIOETLCS Y hapMaLeBTUYHY MiKapCbKy hopmy.

Kpim TOro, uen BuHaxig 3abesneuye cnocibé oTpumaHHa TBepAMX hapmaueBTUYHUX NiKApCbKMX
dopM Ans nepopanbHOro 3acTOCYBaHHSA, WO MICTATb amopdpHy TBepay aucnepcito (ASD) mictuTb
(4S)-24-xnop-4-eTnn-73-pTop-3°-MeToken-32,5-aiokco-14-(TpucptopmeTnn)-32H-6-a3a-3(4,1)-nipuanHa-
1(1)-[1,2,3]tpnasona-2(1,2),7(1)-oubeHseHarentacdaH-74-kapbokcamia  (aktmBHa  pevoBuHa (1)),
XapaKTepusyeTbecs TUM, Lo

a) amopdHa TBepga Aaucnepcia (ASD), wo cknapgaeTtbcs 3 (4S)-24-xnop-4-etun-73-cTop-3°-
meTokcu-32,5-giokco-14-(TpudbTopmeTnn)-32H-6-a3a-3(4,1)-nipuanHa-1(1)-[1,2,3]1pnasona-2(1,2),7(1)-
anbeHseHarenTadaH-74-kapbokcamia (aktuBHa pevoBuHa (1)) y hbapmaueBTUYHO NPURHATHIN MaTpuuj,
crnoYvaTKy roTyeTbCs,

b) i amopdHa TBepma gucnepcis (ASD), 3a HeoOXigHOCTI 3 [opaBaHHSAM apmMaLeBTUYHO
NPUNUHATHUX JONOMDKHUX PEYOBUH, NOTIM NEePeTBOPIOETLCS Y (hapMaLeBTUYHY NikapcbKy hopMmy,

Ae WoHanmeHwe 85 % axkTuBHOI peyoBuHH (I) BUBINbHAETECA B cepeaoBuLLEe BUBINMbHEHHSA Yepes
30 xBunuH, BignoBigHO [0 cnocoby BusABneHHs €Bponencbkoi Papmakonei i3 3acToCyBaHHAM
anaparty 2 (nonaTeBoro).

Kpim TOro, uen BuHaxig 3abesneuye crnocid oTpumaHHa TBepAMX hapmMaueBTUYHUX NiKAPCbKMX
dopM ANng nepopanbHOro 3acTOCYBaHHSA, WO MICTATb amopdHy TBepay aucnepcito (ASD) MicTuTb
(4S)-24-xnop-4-eTnn-73-pTop-3°-MeTokcn-32,5-aiokco-14-(TpucptopmeTnn)-32H-6-a3a-3(4,1)-nipuanHa-
1(1)-[1,2,3]tpnasona-2(1,2),7(1)-oubeHseHarentacdaH-74-kapbokcamia  (aktmBHa  pevoBuHa (1)),
XapaKTepusyeTbecs TUM, Lo

a) amopdHa TBepga Aaucnepcia (ASD), wo cknagaetbcs 3 (4S)-24-xnop-4-etun-73-cpTop-3°-
meTokcu-32,5-giokco-14-(TpucdbtopmeTnn)-32H-6-a3a-3(4,1)-nipuanHa-1(1)-[1,2,3]tpnasona-2(1,2),7(1)-
AnbeHseHarentadaH-74-kapbokcamig (akTmuBHa pevoBuHa (1)) y bapmaLeBTUYHO NPURHATHIA MaTpuLi,
roTyeTbCs CnocoboM BOMOroi rpaHynsuii,

b) i amopdHa TBepma pgucnepcis (ASD), 3a HeoOXigHOCTI 3 [oAaBaHHAM apMaueBTUYHO
NPUNHATHUX JOMOMDKHUX PEYOBUH, NOTIM NEPETBOPIOETLCS Y (hapMaLeBTUYHY NikapcbKy dopmy.

Po3umHHUK B npoueci rpaHynauil Ans oTpumaHHa aMmopdHol TBepaoi ancnepcii (ASD) nossonsie,
wo (4S)-24-xnop-4-eTun-73-cptop-3%-meTokcu-32,5-giokco-14-(TpucptopmeTnn)-32H-6-a3a-3(4,1)-
nipuanHa-1(1)-[1,2,3]tpuasona-2(1,2),7(1)-onbéeHseHarentacpan-74-kapbokcamia (akTMBHa pevoBMHA
(1)) moxxe 6yTV BBEAEHU y CNOCIO OTpUMaHHSA TBepAUX NiKapcbkux hopM y BUrMsAai amopdHoi doopmu
abo kpucTanivyHoi moandikauii I, ado y Burnagi cymiwi obox dopm.

MepeTBOopeHHss B nikapcbky dopMy Ha ctagii (b) Bkmwodae, Hanpuknag, TabneTyBaHHS,
HaMOBHEHHSI B Kancynw, MNepeBaXKHO TBepdi XenaTWHOBI Kancynu, abo HamoBHEHHHA Yy BuUrMsAi

10
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NMakeTUKIiB, Y KOXXHOMY BUMAaZKy BiAMOBIOAHO OO 3aranbHOMPUAHATMX crnocobi, BigoMux daxiBusm y
OaHin ranysi, y pasi HeobxigHOCTI 3 goJaBaHHAM iHLWMX apMaueBTUYHO NPUOATHUX AOMOMDKHUX
PEYOBUH.

[na nepeTBopeHHs B TBepAy Nikapcbky dopmy Ha ctagii (b) amopdHy TBepay aucnepcito, siky
BUAINAIOTL Yy BUIMAAI rpaHynsaTy, MOXHa CnpecoByBaTW BanbUsaMM i nogpibHOBaTU 3 AOAATKOBUMMU
OOMOMDKHUMM pedoBMHamMM abo 6e3 Hux Ang OTpMMaHHs CMPEeCOBaHOro BarbUSMMW PaHYNATY.
OTpumMaHun rpaHynaT 3 AO0AAaTKOBMMW [OMOMDKHMMWU pedyoBMHamn abo 6e3 Hux npecyTb Yy
hapmMaLeBTUYHY fikapcbky opMy, TaKy Sk TabneTku.

Kpim Toro, uer BuHaxig 3abesnedye cnocib oTpumaHHA TBepaux dapMaueBTUYHMX FiKapCbKux
dopM Ans nepopanbHOro 3acTOCYBaHHS, WO MICTATb amopdHy TBepay amcnepcito (ASD) micTtuTb
(4S)-2%-xnop-4-eTnn-73-pTop-3°-MeTokcu-32,5-giokco- 14-(TpudbtopmeTin)-32H-6-a3za-3(4,1)-nipnanHa-
1(1)-[1,2,3]Tpnazona-2(1,2),7(1)-gubeHseHarentadaH-74-kapbokcamin  (akTmBHa  peyoBuHa (1)),
XapaKTepusyeTbecs TUM, Lo

a) amopdHa TBepga aucnepcis (ASD), wo cknagaetbcs 3 (4S)-24-xnop-4-etun-73-cptop-3°-
meTokcu-32,5-giokco-14-(Tpudtopmetun)-32H-6-a3a-3(4,1)-nipuanHa-1(1)-[1,2,3]tpmasona-2(1,2),7(1)-
AnbeHseHarenTtadaH-74-kapbokcamig (aktuBHa pedoBuHa (1)) y hapmaueBTUYHO NPURHATHIN MaTpuuj,
roTyeTbCsl CocoboM BOMOroi rpaHynsuii,

b) oo amopdHoi TBepgoi ancnepcii (ASD) gogatoTb iHWI hapMaLeBTUYHO NPUAHATHI JOMOMIDKHI
pPEeYOBUHY,

C) OTpUMaHy CyMill NpecyoTb y TabneTtku, Ta

d) Ha TabneTkn 4O4ATKOBO HAHOCSTb MNOKPUTTS OS89 OTPUMAHHS NikapcbKoi hopmMu.

Kpim Toro, uern BuHaxig 3abesnedvye crnocib oTpumaHHSA TBepaux dapMaueBTUYHUX HNiKapCbKux
dopM Ansi nepopanbHOro 3acToCyBaHHS, WO MIiCTATb aMopdHy TBepay aucnepcito (ASD) mictutb
(4S)-24-xnop-4-eTnn-73-pTop-3°-MeTokcn-32,5-aiokco-14-(TpucptopmeTnn)-32H-6-a3a-3(4,1)-nipuanHa-
1(1)-[1,2,3]tpuasona-2(1,2),7(1)-onbeHseHarentadaH-74-kapbokcamia  (AktuBHa pevoBuHa  (l)),
XapakTepusyeTbCcs TUM, LLIO

a) amopdHa TBepga aucnepcia (ASD), wo cknagaetbc 3 (4S)-24-xnop-4-etun-73-cTop-3°-
meTokcu-32,5-giokco-14-(TpudtopmeTnn)-32H-6-a3a-3(4,1)-nipuanHa-1(1)-[1,2,3]tprasona-2(1,2),7(1)-
AvbeHseHarentadaH-74-kapbokcamia (AkTuBHa pedoBuHa (1)) y dapmauUeBTUHHO NPUAHATHIN
MaTpuui, roTyeTbCst CNOCOBOM BOMOroi rpaHynsui,

b) no amopdHoi TBepaoi aucnepcii (ASD) gopatoTb iHWI hapMaueBTUYHO NPUNHATHI LONOMDKHI
PEYOBUHN,

C) OTpUMaHa CyMilll YLLiNbHIOETBCA BanbLsiMM | 3@ HEOOXiOHOCTI NoApibHIETLCS,

d) 3a HeoOXigHOCTI AoAaloTCS iHWI hbapMaLEBTUYHO MPUNRHSTHI JOMOMIKHI PEYOBUHM,

€) OTpMMaHy CyMmill NpecyloTb y TabneTku, Ta

f) Ha TabneTkn 0OAATKOBO HAHOCATb MOKPUTTS ANA OTPMMAHHS JikapCbKoi (hopMMu.

Teepai nikapceki popMn Ans nepoparnbHOro 3acToCyBaHHS, WO MICTATb amopdHy TBepay
avcnepcito (ASD) micTuTb (4S)-24-xnop-4-eTun-73-gptop-3°-meTokcu-32,5-aiokco-14-(TpuctopmeTnn)-
3?H-6-a3a-3(4,1)-nipuaunHa-1(1)-[1,2,3]1pmnasona-2(1,2),7(1)-ambeH3eHarentadaH- 74-kapbokcamin
(akTnBHa pedvoBuHa (l)) BUpOGNSETLCA OQHUM i3 BULLLE3a3HAYEHMX CNOCObiB.

Teepai nikapceki popMyn Ans nepoparibHOro 3acTOCyBaHHS, WO MICTATb amopHy TBepay
avcnepcito (ASD) micTuTb (4S)-24-xnop-4-eTun-73-gpTop-3°-MeTokcu-32,5-0iokco-14-(TpucbTopmeTn)-
32H-6-a3a-3(4,1)-nipuanHa-1(1)-[1,2,3]Tpmnasona-2(1,2),7(1)-ambeH3eHarentadaH- 74-kapbokcamin
(akTvBHa pevoBuHa (1)) oTpMMaHi ogHMM i3 BULLIE3ragaHux cnocobis.

Jlikapcbki 3acobu Ta ix 3acToCyBaHHS

3acTocyBaHHS TBepAoi nikapCcbkol OopMU AN MepoparnbHOro 3acTOCYBaHHS, WO MICTUTb
amopcpHy TBepay QAucnepcito aMopdHoi akTuBHOI pedvoBuHM (l), cTabinizoBaHy BMOpaHMMK
AOMOMDKHUMW peYOBMHaMM Ta BUFOTOBMEHY CrMocobom, sk 3abe3neyye eHaHTIOMEepHY YUCTOTY,
NpuU3BOAMTb A0 BUCOKOI BiAHOCHOI BiogoCTynHOCTI y noanHy B Agiana3soHi Big 85 % o Haeite 100 %,
nepesaxHo Big 88 % Ao HasiTb 100 %.

Llen BuHaxig Takox 3abeaneuye nikapcbki 3acobu, WO MICTATbL TBepay ddapMaLeBTUYHY NiKapCbKy
dopmMy AN nepopanbHOro 3aCTOCyBaHHSA 3rigHO 3 BUHAXOA0M, sika MiICTUTb akTUBHY peyoBuHYy (1).

Llen BMHaxig TakoX CTOCYETbCS 3aCTOCYBaHHSA TBepAuX MiKapCbKux (hopMm Ana nepopanbHOro
3aCTOCYBaHHSA 3rijHO 3 BMHAxXo4OM, WO MICTATb akTUBHY peyoBuHy (1), i OTpUMaHHA nikapCbKoro
3acoby nans nikyBaHHa Ta/abo npodinakTMku po3nagiB, NepeBaXHO TPOMOOTUYHMX abo
TpomboemboniyHux poanagis Ta/abo TpomboTUYHUX abo TpoMOoeMBOoniYHMX YCKagHeHb, 30Kpema
CepLeBO-CYQUHHMX pO3ragfiB, BKIYauy ileMiyHy xBopoby cepus, cTeHoKapAito, iHpapKT miokapaa
abo Tpombo3 CTeHTa, a TakoX po3nagiB, MOB'A3aHMX i3 CepLEeBO-CYAMHHUMW 3axXBOPIOBAHHAMU, a
TaKOX MOPYLWEHHS B LepebpoBackynspHMX apTepigx Ta iHWi MNOopyleHHs, WO nNpu3BOAATL A0
TPaH3UTOPHMX iwemiyHnx atak (TIA), iwemiyHnx iHCYnbTiB, BKMHOYaKOUM KapgioembonivHi Ta
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HekapaioemboriyHi iHCynbTK, Ta/abo nopyweHHs nepudepudHnx apTepin, LWo npu3BOAsTbL A0
3axBOPIOBaHb NepudepnyHUX apTepin, BKNIOYAUN OKMO3il0 nepudepuyHnx apTepin, roctpy iwemito
KiHLiBOK, aMnyTaLito, peoknto3dii Ta peCTeHO3M Nicns Taknx BTpyYaHb, SK aHrionnactuka, imnnaHtadis
CTEHTa, WYHTYBaHHSA, Ta/abo Tpomb0o3 cTeHTa.

Llen BuHaxig TakoX CTOCYETbCS 3aCTOCYBaHHA TBepAuX hapMaueBTUYHUX NikapCbkux opM Ans
nepoparnbHOro 3aCcTOCyBaHHS 3rifHO 3 BMHAXOAOM, L0 MICTATb akTuBHY pe4voBuHy (l), ans
npocinakTukn, BTOPUHHOI NpodpinakTukm ta/abo nikyBaHHA po3napfis, 30kpema, iHapkTy Miokapaa,
iLleMiYHUX IHCYMbTIB, BKMOYal4M KapaioeMboniyHi Ta HekapAioemMOboriyHi iHCYNbTK, rOCTPOI iWwemii
KiHLIIBOK, PEOKMIO3ii Ta peCTEHO3IB MiCMsl TakuX BTPYYaHb, sIK aHrionnacTtuvka, iMnnaHTauis cteHta abo
LYHTYyBaHHS, Ta/abo Tpombo3y CTeHTa.

Hwk4ye BMHaxig [AeTanbHO NPOINIOCTPOBAHO MEpPEeBaXHMMK poOOYMMM  MpUKNagamMu; OfHak
BMHaxXig He OOMEeXyeTbCA UMMK NpuKrnagaMmu. SAKWO He BKasaHOo iHwe, BCi HaBedeHi KinbKOCTi
BiAHOCATBLCA 4O M fiKapCbKoi hopmu.

EkcnepmmeHTanbHa YactuHa

CKopoOYeHHs:

PXRD: nopoLukoBa peHTreHiBcbka audpakLis

IY-TabneTka: Tabnetka HeramnHoOro BUBINIbHEHHS

BigH. BA: BigHOCHa GiogoCTYNHICTb

AUC/D: nnoua nig Kpusoto Ha Jo3y

Cmax/D: MmakcumarnbHa KOHLUEHTpauis Ha go3y

HPMCAS MG: AguaSolve™ Hydroxypropylmethylcellulose Acetate Succinate Typ MG

SDS: pogeuuncynbdaT HaTpito, TAKOX BiAOMUIA siK aypuncynbdar HaTpito

rh: BigHOCHa BonoricTb

Nno4YaTKOBMIA: HANBINbLL paHHA ToYka aHani3y nicns BUrOTOBMEHHS

AxTBHa pevosuHa () kpucTaniyHa o3Havae AkTuBHa pedoBuHa (I) B kpucTanivHii mogudikauii I.
Akwo wono ymoB 36epiraHHA He 3a3HadeHo "BigkpuTe" abo "3akpute", TO MaeTbCcsa Ha yBasi 3akpuTe
30epiraHHs.

1. MpurotyBaHHs akTMBHOI peyoBuHw (1)

1,1 OTpMMaHHS akTMBHOI pevoBuHU (I) B amopdHin dopmi

AkTvBHa pedvoBuHa (l) saBnse cobow (4S)-24-xnop-4-etun-73-cTop-35-meTokeu-32,5-giokco-14-
(TP TopMmeTUn)-32H-6-a3a-3(4,1)-nipuamHa-1(1)-[1,2,3]1puasona-2(1,2),7(1)-anbeH3eHarentadaH-
74-kapbokcamig, Takox Bigomun sk 4-({(2S)-2-[4-{5-xnop-2-[4-(TpndTopmeTun)-1H-1,2,3-tpnason-1-
in]deHin}-5-meTokcuK-2-okconipuanH-1(2H)-inléyraHoin}amiHo)-2-cbTopOeH3amin, ki MoXyTb OyTu
nigrotosneni BignosigHo go WO 2017/005725 Mpwuknag 234 Ta npuknag 235 B aMopdHin dopmi.

1,2 OTpMMaHHs akTMBHOI peyoBuHY (1) y KpucTaniyHin mogudikadii |

AkTBHa pedoBuHa (1) y kpucTanivyHin mogudikadii | Moxe GyTM oTpMMaHa LUMAXOM PO3YUHEHHSI
akTmBHOI pevoBuHU (I) B amopdHin opmi B iHEPTHOMY PO3YMHHMKY | KpucTanisauii akTUBHOI
peyoBuHM (l) y kpucTaniyHin mogudikauii | 3 gogaBaHHAM BuMXigHOI cnonyku dopmynn (ll) y
KpucTanidHin mogudikaii A.

PosunHHicTb akTtuBHOI pevoBuHu (1) y KpucTaniyHii mogmdikauii | B eTaHomni CTaHOBUTL
npnbnusHo 35 mr/mn, B aueToHi - npubnmaHo 80 mr/mn i B cymiwi etaHon/aueTtoH (1:1) - npubnusHo
180 mr/mn.

1,2,1 OTtpumaHHs 4-({(2S)-2-[4-{3-xnop-2-pTOp-6-[4-(TpHUdTOpMETUN)-1H-1,2,3-TpMason-1-
in]deHin}-5-meTokcuK-2-okconipuanH-1(2H)-injnponaHointamiHo)-2-cdTop-6eH3amia (cnonyka dopmynu
(mn)

1,2,1,1 1-(2-Bpom-4-xnop-3-pTopheHin)-4-(TpucdtopmeTun)-1H-1,2,3-tpiazon

F
Cl Br
F
N
\%F
N=y\ F

1-(2-bpom-4-xnop-3-pTopdeHin)-4-(TpucbTopmeTnn)-1H-1,2,3-Tpia3on CMHTE3YIOTb, NOYMHAKUN 3
2- 6pom-4-xnop-3-dropanininy (WO 2016/168098, ctop. 59-60), cnoyaTKy reHepytumn asngonoxigHe
(y NnpucyTHOCTI TpeT-OyTUNHITPUTY Ta TpumeTuncuninasuay, aHanoriyHo A0 CUHTe3y npuknagy 2,18A,
WO 2017/005725, ctop. 92-93), a noTiM NpPOBOAAYMN UMKIOMNPUEOHAHHS a3ngonoxigHoro 3
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TpudToponponiHoM (y npucyTHOCTI kynpyMm(l) okcuay, aHanoriyHO Jo cuHTesy npuknagy 2,26A, WO

2017/005725, cTtop. 102).
1,2,1,2  4-{3-xnop-2-dpTop-6-[4-(TpudpTopmeTnn)-1H-1,2,3-Tpmason-1-injdeHin}-2,5-anmeTokcu-
nipuanH

Cymiw 1-(2-Bpom-4-xnop-3-propdeHin)-4-(tpucbtopmeTnn)-1H-1,2,3-Tpiazony (982 wr, 2,85
MMOnb), (2,5-ammeTokcunipugnH-4-in)éopHoi kncnotn (WO 2019/175043, ctopiHka 23-24) (626 wr,
3,42 mmonb, 1,2 ekB.) Ta kanivi kapboHat (1,18 r, 8,55 mmonb, 3,0 ekB.) po3uuHanu B 1,4-giokcaHi (50
MI1) Ta npommBanu aproHom npoTsarom 10 xB, micns Yoro godaBan MOHOAWUXIIOPMETAHOBUIA agyKT
[1,1-6ic(andeHindocdiHo)dpepouen]nanagito(ll) xnopuay (233 mr, 0,29 mmone, 0,1 ekB.). PeakuinHy
cymiw nepemiwysanu npu 100 °C (macnsHa 6aHsa Bxe nonepedaHbo Harpita go 100 °C) npoTsirom
Houi. [logaBanu gopaTkoBo (2,5-gmMmeTokcunipuanH-4-in)oopHy kucnoty (209 mr, 1,14 mmons, 0,4
€KB.) Ta MoHoauxnopmeTaHoBun agaykT [1,1-6ic(andeHindocdiHo)dbeppoueH]nanagin(ll) xnopugy
(116 wmr, 0,14 mmonb, 0,05 ekB.). PeakuinHy cymiw nepemiwysanu npu 100 °C npoTarom 4oaaTKoOBUX
5 roguwH, sanuwanu npu RT Ha BuxigHi Ta ¢inbTpyBanu 4depes Celite®, akui npomwusanu 1,4-
piokcaHom. OO6'egHaHi iNbTpaTM KOHUEHTPYBanM MpU 3HWXKEHOMY TUCKY. 3anuwiok oyuwianu
xpomaTtorpadieto (cunikarenb, €nOeHT: rpagieHT unknorekcaH / etunauetar). Buxig: 432 mr (38 % Big
Teopir).

KX-MC (cnocib 2): R=2,13 x8; MC (ESIpos): m/3 = 403 [M+H]*

"H-AMP (400 Ml'u, OMCO-ds): & [m. u.] = 9,17 / 9,16 (2x ¢, 1H), 8,03 / 8,01 (2x g, 1H), 7,86 (c,
1H), 7,75/ 7,75 (2x g, 1H), 6,82 (c, 1H), 3,79 (c, 3H), 3,54 (c, 3H).

1,2,1,3 4-{3-xnop-2-pTop-6-[4-(TpncpTopMeTUn)-1H-1,2,3-Tpnason-1-injdeHin}-5-meTokcn-
nipnanH- 2(1H)-oH

T
o)
F ~~ “NH
cl X
o)
F

N
N
N=y\ F

MipnaunH rigpobpomig, (429 wmr, 2,68 mmonb, 2,5 ekB.) AogaBanu Jo po3yunHy 4-{3-xnop-2-gpTop-6-
[4-(TpudpTopmeTnn)-1H-1,2,3-Tpiason-1-in]deHin}-2,5-gumetokcunnipuguy (432 wr, 1,07 mmonb) B
N,N-gumeTtundopmamigi (10 mn). Cymiw nepemiwysanu npyn 100 °C NpoTArom Houi i KOHLEHTpYBanu
Npy 3HWKEHOMY TUCKY. 3anuoK po3unHanu y Bogi. [licna gogasaHHA eTunaueTaty Ta pO3fineHHs
a3 BogHy pasy pnBidi ekcTparyBanu etunauetatom. O6'egHaHi opraHivHi dasn cywumnum Hag
6e3BogHUM cynbdaToMm HaTpilo, iNbTPyBany i KOHUEHTPYBanu Npu 3HWKEHOMY TUCKY. 3anuiiok
ouvwann xpomatorpadieto (cunikarenb, ernoeHT: rpagieHT auxnopmeTtaH/metaHon). Buxig: 285 mr
(68 % Big Teopii).

XKX-MC (cnoci6 2): Ri=1,46 xB; MC (ESIpos): m/3 = 389 [M+H]*

"H-AMP (600 My, AMCO-de): & [M. 4.] = 11,3 (w ¢, 1H), 9,23 (¢, 1H), 8,10-7,99 (m, 1H), 7,77 (M,
1H), 7,15 (c, 1H), 6,41 (c, 1H), 3,45 (c, 3H).

1,214 4-({(2S)-2-[4-{3-xnop-2-pTOp-6-[4-(TpUdbTOopMeTUN)-1H-1,2,3-TpHason-1-injdeHin}-5-
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MeToKcu-2-okconipnanH-1(2H)-yllnponaHoin}amiHo)-2-dptopbeHsamig (cnonyka dopmynu (11))

?Hs CH,
H
(0] N F
F NN
Cl N 0 NH,
o
F o}
N
\/\>_é|:
N=N F

1,1,3,3-TetpameTtunryaHiagunH (420 mkn, 3,35 mmonb, 3,0 ekB.) gogasanu B atMocdepi aproHy npu
RT no pO34nHYy 4-{3-xnop-2-pT10p-6-[4-(TpNchTOopMETUN)-1H-1,2,3-Tpiazon-1-in]deHin}-5-
meTokcunipnanH- 2(1H) oH (438 wr, 1. 12 mMmonb) y 2-nponaHoni/aueToHi (4:1, 7,5 mn). Cymiw
nepemiwysanu npu RT npotsarom 15 xB, nicns yoro gogasanu 4-{[(2R)-2-6pomnponaHoin]amiHo}-2-
dpTopbeHsamig (WO 2020/127504, npuknag 1,19A, ctopiHka 76) (355 wmr, 1,23 mmonb, 1,1 ekB.) i gani
2-nponaHon/aueToH (4:1, 7,5 wmn). PeakuinHy cymiw nepemiwysanu npu RT npotarom Houi Ta
KOHLUEHTpYyBanu npu 3HWKEHOMY TWUCKy. 3amnulioK ouuwanu xpoMaTorpadieto (cunikarenb, enoeHT:
rpagieHT guxnopmeTaH/meTaHon) Ta npenapatuBHoio BEPX (obGepHeHa dasa, entoeHT: rpagieHT
aueTtoHiTpun/soga). Buxia: 539 mr (81 % Big Teopii).

XKX-MC (cnocib 2): Ri=1,65 xB; MC (ESIpos): m/3 = 597 [M+H]*

"H-AMP (500 MI'u, AMCO-de): & [m. 4.] = 10,72 / 10,63 (2x ¢, 1H), 9,24 / 9,13 (2x c, 1H), 8,06-
7,99 (m, 1H), 7,79-7,74 (m, 1H), 7,72-7,60 (m, 2H), 7,56-7,48 (m, 2H), 7,38-7,32 (m, 1H), 7,27 / 7,25
(2x ¢, 1H), 6,48 / 6,47 (2x ¢, 1H), 5,51-5,44 (m, 1H), 3,47 / 3,45 (2x ¢, 3H), 1,65/ 1,64 (2x ¢, 3H).

1,2,2 OtpumaHnHsa cnonyku coopmynu (1) y kpuctaniyHin mogndikauii A

306 mr cnonykun dopmynu (l1) B amopdHin copmi pozunHanm B 20 mn cymiwi 50 obn.-% eTtaHony
Ta 50 06mn.-% BOAM Mpu KiMHATHIM TemnepaTtypi. Po3unH nepemiwysany 24 rogavHu npu KiMHaTHIN
TemnepaTypi, B pesynbTati Yoro Bunagae Oinui ocag. PO34MHHWMK BunaproBanu Ha POTOPHOMY
BunapoByBadi. OTpMMaHuIiA ocag CyWWnM Yy BaKyyMHin cywunbHin wadi npu 40 °C npotsirom 16
roguH. OTpumano 273 mr cnonyku coopmynu (ll) y kpuctaniyHin mogudikauii A.

1,2,3 OTpuMaHHs akTMBHOI peyoBuHM (1) y kpucTaniunin moandikadir |

30 mr aktmBHOI peyoBuHU (1) B amMOpdHii POPMi PO3UUHANN B 2 MI €TaHoMy Npu KiMHaTHIn
TemnepaTypi. [lo po3unHy gogasanu no kpannsax 660 Mkn BoaM A0 MOMYTHIHHA po3dnHy. [oTiM B
po3unH BHocunu 1 Mr KpuctaniyHoi mogudpikauii A cnonyku copmynu (Il). Hesabapom nicns
BHECEHHs crocTepirany ocigaHHsA noganblinx ApPiGHMX YacTUHOK, ane Ui YaCTUHKWU LUBUOKO 3HWMKaNu
npu nepemiwlyBaHHi, WO MNPU3BOAUIIO [0 YTBOPEHHA MNpPO30poro Ha Burnsag posdvHy. [licna
nepemilyBaHHS Npu KiMHaTHIN TemnepaTtypi npoTtarom 48 roguH 6yna oTpumaHa cycneHsis. TeBepay
peyvyoBuUHY BiAdiNbLTpyBanu nifg BakyymMoMm i BUCYLLIMMAWM MPOTArOM HOYi 3a KiMHaTHuX ymoB. XRPD-
CNeKTP OTPMMaHOro TBEPAOro Tina Bignosigae KpuctaniyHin moaudikadii | aktneHoi pevoBuHm (1). 1H-
AMP aHanis oTpumaHoro TBepOoro Tina Bkasye Ha Te, WO TBepAda pevYoBMHa MICTUTb NpubnmaHo 5
mMac. % cnonyku dopmynu (I1).

1,2,4 OTpuMaHHS akTUBHOT peyoBuHU (1) y KpUcTaniyHin mogudikauii | y Burnagi Ynctoi akTMBHOI
pe4voBuHu (1)

20,0 r aktmuBHOI peyoBuHu (1) B aMopdHin dopmi posumHanu B cymiui 40,0 r nponaH-2-ony ta 10,0
r aueToHy 3a KiMHaTHOi TemnepaTypu. Cymiw Harpisanu go 60 °C i 0o OTpUMaHOro poO3ynHY
popgasanu 126,0 r Bogu npotsarom 60 xBunuH. B oTpumany cymiw BHocunu 100,0 mr kpuctanivyHoi
mogudpikauii | aktmeHoi pevoBuHu (1) i nepemiwyBanu npu 60 °C npotsarom 3 roguH. MNMoTim gogasanu
we 4,8 r akTnBHOI peyoBuHH (I) B amopdHin dopmi i cymiw nepemiwysany npu 60 °C npoTAarom Houi.
OTpumaHy cycneHsito oxonomkysanu o 20 °C npotarom 60 xBunuH i nepemiwysanu npu 20 °C
npotdarom 90 xBunuH. OTpumaHy TakMM YMHOM CYCNeH3ilo inbTpyBanu nig BakyyMOM, QOBidi
npomusanu 42,5 r cymilli nponaH-2-o: aueToH: BoAa y MacoBOMYy criBBigHoOWeHHi 4:1:12 i cywunun y
BakyyMi npu 40 °C. Buxig: 22,4 r (90,3 % Big TeopeTmyHoro suxony) 6nigo-6inoi TBepaoi peHoBUHN.

2. Cnocib BnaineHHs/po34nHEHHs

BignosigHo po €sponencbkoi dapmakonei, 10-e BuOaHHSA, OCTaHHA pedakuis MoHorpadil
01/2016, TBepay nikapcbky hopMy Ansi NepopanbHOro 3acToCcyBaHHA BUNPOOOBYIOTHL 3a AOMOMOrO
anapaty 2 (nonateoro). Lenakictb obepTaHHA Miwankm ctaHoBuTb 75 06/xB (00epTiB 3a XBUNMHY) B
900 mn cepenoBuLLa, 3a3HAYEHOro Hxk4Ye. Kpntepin BUBINbHEHHS BBaXXa€TbCA BUKOHAHMM, SIKLLO BCi
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6 BUNPOOOBYBaHMX 3paskiB BMBINbHUNK LWoOHavmMeHwe 85 % akTnBHOI pevoBuHM (l) B cepepoBuLe
BUBINbHEHHSA nicnsa nepiogy AocnigxeHHs 30 XBUNUH.

CepefHin piBeHb 3acToCcoBYETLCA ANdA NpuKnaais
AuetatHun 6ydep pH 4,5+0,1 % SDS 3-1 0o 3-9 Ta 4-1 o 4-3
AuetatHun 6ydep pH 4,5+0,2 % SDS 4-7, 4-8, 4-10, 4-11 ta 4-13
AuetatHun 6ydep pH 4,5+0,3 % SDS 4-4 no 4-6, 4-9, 4-12 ta 4-14 po 4-18
AuetatHun 6ydep pH 4,5+0,15 % SDS 4-14*
0,01 M congHa kucnota + 0,1 % SDS 2-1 1a 2-3
0,01 M consiHa kucnota + 0,2 % SDS 2-2

* 3pasKku CTINKOCTI

3. Cnocib oTpumaHHs pigknx npenaparis

Mpuknag 1-1 (nopiBHANbHUIA NpuUKnag)

3miwante TMNo3ly Ta Boady, nepemiwytoun. [ogante akTMBHY pedoBuHY (l) y KpucTanivHin
Moaundikauii | i npoaoBXynTe nepemiwlysaTu.

Mpuknag 1-2 (MOpiBHANBHWI NpUKNag)

PosunH nonietunenrnikonto (PEG) roTyloTb LWMAAXOM pPO3YMHEHHS akTuMBHOI pevoBuHu (1) B
aMopdHi popmi B eTaHoni nepea aoaaBaHHaM PEG. JogatoTb BoAy | po3ynH gobpe nepemiyoTsb.

4. Cnocib oTpyMaHHA rpaHynATy B NceBao3pigXeHoMy wapi

Mpuknagm 2-1, 2-2 i 2-3 (TabneTkn 4N NOPIBHAHHS)

3B'A3yl0de | MOBEpPXHEBO-aKTUBHA PEYOBMHA PO3UYMHSAIOTBCS Yy BOAI, a aktuBHa pedvoBuHa (1)
CycneHayeTbCA B LbOMY po3uuHi. B npoueci rpaHynsuii B nceBOo3pigXeHomy Lwwapi us CycneHsis
PO3NUMIOETLCA SIK TPaHyYNsAUiIHA pianHa Ha BUXIOHY LUMXTY, WO CKIA4aEThCs 3 HANOBHIOBAYIB | YaCTuH
npoMoTopa pAesiHTerpauii. [licns cywiHHA | NpociloBaHHA OTPUMaHWX rpaHyn AOAAalTb peLTy
NPOMOTOpPY AesiHTerpauii i MacTnno, ske 3a HeobOXiAHOCTI TAKOX € CTeapaTOM MarHito, i NepemilyoTb.
OTpvMaHy Takum YMHOM TOTOBY AO MpPEecyBaHHSA CyMill MPecyloTb AN OTpuMaHHs Tabnetok. MoTim
TabneTkn MOKPMBAKTb MNirMEHTaMW, $Ki CyCNeHOylTb Yy BOAHOMY PO34MHI, LIO CKnagaeTtbca 3
NMOKPUBHMUX i NNiBKOYTBOPHOOYNX PEYOBUH.

Mpuknag 3-1 (amopdHa TBEpaa ancnepcis (ASD))

Teepaa ancnepciiHa ocHoBa Ta akTUBHA peyoBuHa (1) PO3UMHAIOTLCA B OPraHiYHOMY PO3UUHHUKY.
B npoueci rpaHynsuii B nceBgo3pigkeHomy Lwapi Len po34nH po3nUIKETLCS AK rpaHyntolya piguHa
Ha BWXiOHY LWKWXTY, WO CKMagaeTbCsa 3 HanoBHIOBada i npomoTtopa pAesiHterpadii (Hocis). [Micns
CYLWiHHS Ta MpOCilOBaHHA OTPUMYIOTb rpaHynaT. OpraHiyHMMK pO3YMHHMKaMKU MOXYTb ByTn eTaHon,
aueToH abo ix kombiHauil.

Mpuknagu 3-2, 3-3, 3-4, 3-5, 3-6, 3-7, 3-8 Ta 3-9 (amopdHa TBepaa gucnepcis (ASD))

TBepaa gucnepciiia ocHOBa Ta akTMBHa peyoBUHa (1) PO3YMHAIOTLCS B OPraHiYHOMY PO3YMHHUKY.
B npoueci rpaHynsauii B nceBao3pigkeHoMy Liapi Uei po3ynH po3nuIeTbCA SK rpaHyrnoya piguHa
Ha nMoyaTkKoBWI 3apsag NpomoTopa AesiHTerpadii (Hociq). lMicns cywiHHA | NpocitoBaHHA OTPUMYIOTb
rpaHynaT. OpraHiYHMMM PO3YNHHUKAMM MOXYTb OyTM eTaHon, aueToH abo ix KoMOiHaLii.

Mpuknag 4-1 (nikapcbka opma (TabneTka), LWwo MicTUTb amopdHy TBepay aucnepcito (ASD))

paHynaT, oTpumaHuin y npuknagi 3-1, 3MilyOTb 3 HanoBHHOBa4YaMu Ta NOBEPXHEBO-aKTUBHOO
peyoBuHo. Lo cymiw npecyioTb i nNogpibHIOTL Yy BanbUaX 3 noganblivM  AO0AaBaHHAM i
3mMiwyBaHHAM Mactuna. OTpumaHy TakvMM YMHOM FOTOBY AO MPECyBaHHS CyMill MpecylTb AnS
OTpMMaHHs Tabnetok. lNoTiM TabneTkn NOKPMBAKOTLCHA NiIrMEHTaMu, SIKi CyCneHAaylTbCA y BOOHOMY
PO34YMHI, LLO CKNadaeTbCHa 3 NMOKPUBHUX i NNIBKOYTBOPIOIOYMX PEYOBUH. Y TabneTui akTuBHa peyoBuHa
(I) npnCyTHSA y KiNbKOCTi 5 Mr.

Mpuknagm 4-2 Ta 4-3 (nikapceki dopmu (TabneTkn), WO MICTATb amMOpgHy TBepay AMCNepCito
(ASD))

paHynaTt, oTpumaHui 3a npuknagoMm 3-1, 3MiWylTb 3  HanoBHOBayaMy, MPOMOTOPOM
JesiHTerpauil Ta MOBEPXHEeBO-aKTMBHOK pPeYoBMHOW. Lo cymiw yuwinbHOOTE BanbUaMU i
noApibHIoTE 3 NodanblMM AOAABaHHAM i 3MillyBaHHAM macTuna. OTpumaHy Takmm YMHOM rOTOBY
0O TMpecyBaHHA CyMill npecyloTb ANs OTpMMaHHsa TabneTok. [MoTiM TabneTkM NOKpMBAaKTLCS
nirMeHTamMmu, sk CycneHAOylTbCs Yy BOAHOMY pPO34YMHI, WO CKNagaeTbCd 3  MNOKPUBHUX i
NNiBKOYTBOPIOOUYMX PEYOBUH. Y TabneTkax akTMBHa peyvyoBMHA MPUCYTHS Y KinbKocTi 15 mr ta 25 mr
BiANOBIAHO.

Mpuknagwn 4-4, 4-5 ta 4-6 (nikapcbki popmu (TabneTkun), Wo MICTATbL aMOpdHY TBepayY ANCNEPCIto
(ASD))

paHynu, oTpMMaHi 3a npuknagom 3-3, 3MiWyloTb 3 HaMoOBHIOBaYeM, NPOMOTOPOM Ae3iHTerpauii
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Ta MNOBEpPXHEBO-aKTUBHOK pevyoBUHOW. [licna ubOro [ogdawTb MacTUO | 3HOBY MNepeMillyloTb.
OTpvMaHy TakmMm YMHOM rOTOBY A0 MNPECyBaHHS CyMill MpecylTb ANd oTpumaHHa Tabnetok. Y
TabneTkax akTuBHa peyoBuHa (1) npucyTHA y kinbkocTi 50 Mmr.

Mpuknagn 4-7, 4-8, 4-9 T1a 4-10 (nikapcbki copmmu (TabneTkn), WO MICTATb aMOpdHY TBepay
avcnepcito (ASD))

paHynn, oTpymaHi 3a npuknagamu 3-4 abo 3-5, 3Mmiwy0Tb pa3oM 3 JOOaBaHHSAM MPOMOTOPY
AesiHTerpauii Ta NoBepXHEeBO-aKTUMBHOI pedoBUHU. Lia cymiwl moxe OyTu yulinbHeHa BanbusMK Ta
nogpibHeHa. lNMoTim o cymiwi gogaroTb MacTUO i 3HOBY nepemiwyoTb. OTpMMaHy TakMM YMHOM
roToBy [0 NMPECYBaHHA CyMill MPecyloTb AN OTpumaHHa TabneTok. IMoTim Tabnetkn mMoxyTb 6yTn
NOKpUTI MirMeHTaMu, $Ki cycneHaoBaHi Yy BOAHOMY PO34MHi, LLO CKNagaeTbCA 3 MOKPUBHUX i
NNiBKOYTBOPOKUNX pe4voBUH. Y TabneTkax akTmBHa peyvoBuHa (1) npucyTtHs B kinbkocTi 20 mr ado 50
M.

Mpuknagn 4-11 1a 4-12 (nikapcbki popmn (TabneTkn), Wo MICTATb aMopdHy TBepay AUCNEpPCito
(ASD))

paHynaT, oTpuMaHui y npuknagax 3-5, MoXHa yLineHUTK Bankammn Ta nogpidHuTu. MNicnga uboro
BOHW 3MIlLYIOTECA pas3oM 3i 3mallyBanbHOK pevoBuHOW. OTpumaHy TakMM YMHOM rOTOBY [0
NPecyBaHHs CyMill MPecylTb ANS OTpUMaHHs Tabnetok. [oTim Tabnetkm MoxyTb OyTW NOKpWUTI
nirmeHTamm, Ski CycneHgoBaHi y BOAHOMY PO34MHI, LLIO CKNagaeTbCs 3 MOKPMBHMX i MITIBKOYTBOPIOKOYMX
peyoBuH. Y TabneTtkax aktmBHa pedosuHa () npmucyTHA y kinbkocTi 20 mr abo 50 wmr.

Mpuknagwn 4-13, 4-14, 4-15, 4-16, 4-17 i 4-18 (nikapceki hopmMu (TabneTkn), WO MICTATb aMOpdHY
TBepAy avcnepcito (ASD))

lpaHynn, oTpumaHni 3a npuknagammn 3-4, 3-5, 3-6, 3-7, 3-8 abo 3-9, 3miwywTb pasom 3
AoJaBaHHAM NpomoTopy AesiHTerpadii. Ls cymiw moxe OyTn yuwinbHeHa BanbusiMu i noapibHeHa.
MoTim go cymiwi gopatoTb MacTUIo i 3HOBY nepeMiwyoTb. OTpMMaHy TakMM YMHOM TFOTOBY OO
NnpecyBaHHsl CyMill MpecylTb ANA OoTpuMaHHs Tabnetok. [oTiM TabneTkn MOXyTb OyTM MOKpWUTI
nirmeHTamm, ski CycneHgoBaHi y BOAHOMY PO34MHI, LLO CKNagaeTbCs 3 MOKPUMBHMX i MITIBKOYTBOPIOKYMX
peyoBuH. Y TabneTtkax aktmBHa peyosuHa () npucyTHs y kinbkocTi 20 mr abo 50 mr.

5. Cnocib ekcTpyasii rapa4yoro posnnasy

Mpuknagm 5-1, 5-2, 5-4 ta 5-5 (nogpibHeHi ekcTpyaaTv AN NOPIBHAHHS)

AxtmBHa pevoBuHa (l), noBepxHeBO-akTMBHa pe4vyoBMHaA Ta TBepda AWChepcinHa OCHOBa
a3miwytoTbca/nepemiwyotbes. Cymill ekcTpyayBanv 3a AONOMOrol nabopaTopHOro ABOLLUHEKOBOrO
ekcTpyaepa npu Ttemnepatypi 180 °C. EkcTpyaoBaHuin MaTtepian Moxe OyTu pospisaHui i 3rogom
noAapibHeHU 3a OOMOMOrol yaapHoro nabopartopHoro mnunHa. OTpuMMaHwuii rpaHynsiT Moxe OyTu
BMKOPUCTaHWI SIK Takuii abo moxe 6yTu nepepobneHuin, Hanpuknag, B calle, kancynu abo Tabnetku.

Mpuknagm 5-3 Ta 5-6 (noapibHeHi ekcTpyaaTn ANA NOPIBHAHHS)

AkTuBHa pedoBuHa (l) Ta TBepAa AucnepcinHa OCHOBa 3MiwyloTbca/nepeMiwyoTbes. Cymil
eKCTpyayBanu 3a JOMNOMOrot riabopaTopHOro ABOLUHEKOBOrO ekctpyaepa npu temnepatypi 180 °C.
EkcTtpygoBaHunm martepian moxe 6yTu pospisaHui i 3roqom noapibHeHWn 3a AONOMOrow ygapHOro
nabopartopHoro mnuHa. OTpMMaHun rpaHynsaT Moxe OyTu 3acTocoBaHWM Yy YMCTOMY BuUrnsai abo
Moxe ByTu nepepobneHnn, Hanpuknag, y opmy cawle, kancyn abo TabneTok.

6. Cknag nikapcbkoi hopmu B Mr/nikapcbky popmy
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6,1 Pigkmuin npenapat i TabneTku gk npuknaam ansa nopisHaHHA (Tabnuua 1)

1-1 1-2 2-1 2-2 2-3
AKTI/IBHla pedosuHa (1), kpucTanivyxa 06 _ 50 _ _
moaundikauia |
AkTuBHa peyoBuHa (l), amopdHa _ 06 _ 50.0 50
dopma
TBepaa gvcnepcinHa ocHoBa (nonimep)
MonisiHinniponigoH (PVP) -- -- -- -- --
HPMCAS MG - - -- -- --
Kollidon VA64 - - -- -- --
biHaep
Finpomenosa 3 cP | - [ - ] 3,40 15,4 3,40
Po34mMHHUK
Boga 954,4 | 499,7 68 440 68
EtaHon 99 % - 99,9 - -- --
AueToH - - - -- --
HanosHoBaui
MikpokpucTaniyHa uentonosa -- -- 35,45 171,9 35,45
JlakT031 MoHorigpat -- -- 35,45 1719 35,45
Tunosa 50 - - -- --
lMpomoTop gesiHTerpadii
Kpockapmerosa HaTpito | - | - ] 4,25 22,0 4,25
[MoBepxHeBO-aKkT1BHA peyoBUHa
Jlaypuncynbdart HaTpito -- -- 0,85 4,4 0,85
PEG 4000 - - - -- --
PEG 6000 -- -- -- -- --
PEG 400 - 399,8 - -- --
Mactuno
CTeapaT MarHito | - | - ] 0,60 4.4 0,60
[MokpuWBHI Ta NNiBKOYTBOPHOBAlbHI pe4OBUHM Ta 6apBHUKU/MITMEHTH
lnpomenosa 5¢cP -- -- 1,50 5,0 1,50
lNnpomenosa 15¢cP -- -- -- -- --
MonieTnnexrnikons 3350 -- -- 0,30 1,0 0,30
YepBoHWI oKcuA 3arisa -- -- 0,30 1,0 0,30
Tanbk -- -- 0,30 1,0 0,30
[iokcng TuTany -- -- 0,60 2,0 0,60
3aranbHa KinbKicTb [Mr] 1000 1000 88 450 88
Popwmart (Mm) - - 6 16 x 7 6
Yac posnagy (xB) -- -- 3 6 5
Po3umHeHHst yepes 30 xB [%] -- -- 43 [42-44] 88 [87-89] 95 [94-95]
F rel [%] TBapuHuH 11 100 -- -- --
AUC/D TBapwvHu [kr*rog./n] 0,491 | 443 -- -- --
Cwmakc/D TBapwvHa [kr/n] 0,089 | 0,794 -- -- --
PXRD (noyaTtkoBui) -- -- KpucTaniyHum aMopdHUA | aMOpPHUI
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6,2 AmopdHa TBepaa aucnepcisa (ASD) (Tabnuvusa 2)

3-1

3-2

3-3

AkTrBHa peyoBuHa (1),
KpuctaniyHa mogmdpikadis |

5,0

AkTuBHa pevosuHa (l), amopdpHa
dopma

5,0

5,0

TBepaa gucnepciniHa ocHoBa (nonimep)

MonigininniponigoH (PVP)

10,0

HPMCAS MG

Kollidon VA64

Bigep

lnpomenosa 3 cP

P034MHHMK

Bopa

ETaHon 99 %

AueToH

HanosHtoBaui

MikpokpucTaniyHa Lentonosa

J1akTo3n MoHorigpat

[MpomoTop gesiHTerpadii

Kpockapmenosa HaTpito

[MoBepxHeBO-aKTUBHA pevyoBUHa

Jlaypuncynbgart HaTpito

PEG 4000

PEG 6000

PEG 400

MacTtuno

CTteapaT marHito

3aranbHa KinbKicTb [Mr]

20

Po3unHeHHs yepes 30 xB [%]
(noyaTkoBMNN)

102 [99-105]

97 [96-98]

94 [92-95]

92 [89-94]

101 [100-
102]

Po3sunHeHHs yepes 30 xB
[%]uepes 12 micauiB npu

25 °C/60 % BigHOCHOI BONOrocCTi
BigKpuTOro 36epiraHHs

99 [96-100]

F rel [%] TBapuHn

65

AUC/D TtBapwvHu [kr*rog./n]

2,86

Cwmakc/D TBapwvHa [kr/n]

0,610

PXRD (no4aTkoBuit)

amopdHumn

amopdHumn

amopdHumn

PXRD uepes 1 micaub npu
40 °C/75 % BigHOCHOT BOJIOrocCTi
BiAKpUTOro 36epiraHHs

amopdHumn

PXRD 4yepes 12 micauis npu
25 °C/60 % BigHOCHOI BOMNOrocTi
BigKpuTOro 36epiraHHs

amopd HuW

PXRD uepes 18 micauis npu
25 °C/60 % BigHOCHOi BONOrocCTi
3aKpUTOro 36epiraHHs

amopdHumn

PXRD 4epes 24 micaui npu
25 °C/60 %

amopdHumn

BiZJHOCHOI BOJTOrOCTi 3aKpUTOrO
36epiraHHs
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AkTnBHa peyoBuHa (l),
KpucTtaniyHa moaudikauis |

AkTuBHa peyoBuHa (l), amopdHa
dopma

TBepaa avucnepcinHa ocHosa (noni

Mep)

MNonisiHinniponigoH (PVP)

HPMCAS MG

Kollidon VAG64

biHaep

lNnpomenosa 3 cP

Po3unHHmk

Boga

Etanon 99 %

AueToH

HanosHtoBaui

MikpokpucTaniyHa uentonosa

JlakT031 MoHorigpat

lMpomoTop gesiHTerpadii

Kpockapmenosa Hatpito

MNMoBepxHeBO-aKTMBHA PE4OBMHA

Jlaypuncynbdat HaTpito

PEG 4000

PEG 6000

PEG 400

MacTtuno

Creapat marHito

3aranbHa KinbkicTtb [Mr]

Po3umHeHHst yepes 30 xB [%]
(novaTkOBMI)

100 [99-101]

11 [9-14]

100 [98-100]

100 [98-101]

Po3umHeHHst yepes 30 xB [%]
yepes 1 micaub npu 40 °C/75 %
BiJHOCHOI BOMOroCTi BigKpUTOro
30epiraHHs

78 [70-84]

25 [24-25]

52 [49-56]

88 [87-89]

F rel [%] TBapvHu

AUC/D TtBapuHu [kr*roa./n]

Cwmakc/D TtBapuHa [kr/n]

PXRD (noyaTkoBumn)

amopHui

aMmopdHUI

amopHui

amMmopdHUN

PXRD 4epes 1 micaub npu
40 °C/75 % BigHOCHOI BONOrocCTi
BiAKpPUTOro 36epiraHHs

amopHuin

amopdHUi

amopHuin

amopdHUN

PXRD 4epes 18 micauis npu
25 °C/60 % BigHOCHOI BONOrocTi
3aKpuToro 36epiraHHs
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6,3 Teepai nikapcbki hopmun (TabneTtkmn), WO MicTATb amopdHy TBepay aucnepcito (ASD); cnocib
OTPUMAaHHS - rpaHynsauia B ncesao3spigkeHomy wapi (Tabnuuysa 3)

4-1

4-2

4-3

4-4

45

4-6

47

AKTMBHa pe4yoBuHa
(), kpucTaniyHa
Moandikadis |

50,0

50,0

50,0

AKTVBHa peyoBuHa
(1), amopdHa dopma

5,0

TBepaa gucnepcinHa

OcHoBa (noni

MonisiHinniponigoH
(PVP)

10,0

HPMCAS MG

Kollidon VA64

Bigep

[inpomenosa 3 cP

P034MHHMK

Bopa

EtaHon 99 %

AueToH

HanosHtoBaui

MikpokpucTaniyHa
uentonosa

7,5+155

22,5+100

37,5+50,0

JlakTO31 MOHorigpaTt

40,0

20,0

60,0

lMpomoTop aesiHTerpadii

Kpockapmenosa
HaTpito

7,5

22,5+15,0

37,5+25,0

50,00+46
,25

[loBepxHEBO-aKTMBHA

pevyoBUHa

TNaypuncynedar
HaTpito

2,5

PEG 4000

PEG 6000

PEG 400

Mactuno

CTeapaT Marito |

2,5

2,5

25 |

1,8

MokpuBHI Ta nniBkoyT

BOpPHOBasbHi

€4O0BUHU Ta

GapBHUKW/nir

MEHTU

[inpomenosa 5¢P

[inpomenosa 15cP

4,2

4,2

4,2

MNonieTuneHrnikonb
3350

1,4

1,4

1,4

YepBOHMI okcnAa
3anisa

0,042

0,042

0,042

XKoBsTun okeunpg,
3anisa

Tanbk

Hiokcung Tutany

1,358

3aranbHa KinbkKicTb
[mr]

257

355,3

250

dopmart (Mm)

12%x6

14 %7

12x6

Yac posnagy (x8)

8

10

14

Po34nHeHHs

99 [96-

90

103 [102-

yepes 30 xB [%]
(noyaTkoBMN)

101]

[89-91]

104]

Po3unHeHHs yepes
30 x8B [%] yepes 30
micauis npu

25 °C/60 %
BiZIHOCHOI BOMOrOCTi
3aKpUTOro
36epiraHHs

101 [97-107]

100 [94-104]

105 [102-
107]

PXRD (novatkoBwuii)

aMmopdHUm

amopdHUn

amopdHUn

amMopdHun

amMopdHumn

amopdH
un

PXRD uepes 18
MicsLiB npwu

amMopdHWN

amMopdH1N

amMopdH1N
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25 °C/60 %
BiJHOCHOT BOMOrocCTi
3aKpUTOro
36epiraHHs

PXRD uepes 30
MicsaLiB npu

25 °C/60 %
BiJHOCHOT BOMOrocCTi
3aKpUTOro
36epiraHHs

amMopdHUI

amMopdHUI

amMopdHUI

4-8

AkTnBHa pe4vosuHa (1),
KpucTtaniyHa mogudikauis |

AkTnBHa peyvoBumHa (1)
amopdHa dhopma

20,0

TBepga gucnepcinHa ocHoBa

nonimep)

MonisiHinniponigoH (PVP)

40,0

HPMCAS MG

Kollidon VA64

biHaep

lNnpomenosa 3 cP

Po34ynHHMK

Bopa

Etanon 99 %

AueToH

HanosHtoBaui

MikpokpucTtaniyHa uentonosa

J1akTo31 moHorigpaTt

lMpomoTop AesiHTerpauii

Kpockapmernosa HaTpito

[20,0+18,50[50,0+46,25[20,0+18,50]

HOBerHeBO-aKTMBHa peyoBMHa

Jlaypuncynbdat HaTpito

PEG 4000

PEG 6000

PEG 400

Mactuno

CTteapaT MarHito

0,50

1,25 |

0,50

0,40

lMoKpVBHI Ta NNiBKOYTBOPHOBAsbHI peYOBUHM Ta GapBHUKW/NITMEHTU

lNnpomenosa 5cP

lNnpomenosa 15cP

3,00

1,80

1,80

Monietunexrnikonb 3350

1,00

0,60

0,60

YepBoOHMI OKCcKa 3anisa

0,03

0,018

0,018

>KoBTui okenpg 3anisa

Tanbk

Hiokeuag TuTaHy

0,97

0,582

0,582

0,97

3aranbHa KinbKicTb [Mr]

255

103

83

206

dopmart (Mm)

12x6

7

6

12x6

Yac posnagy (xB)

14

7

11

13

PoaunHeHHs yepes 30 xB [%]
(noyaTtkoBwuii)

100
[100-101]

100
[98-101]

100
[100-101]

102
[101-103]

100
[99-102]

98
[96-100]

PoaunHeHHs vyepes 30 xB [%];
yepes 9 micauis nNpu

30 °C/75 % BigHOCHOI
BOJSIOrOCTi 3aKpUTOro
30epiraHHg

95 [94-98]

PXRD (noyaTtkoBui)

aMopdHUIA

aMopdHUn

PXRD, 4epes 1 mMicaupb rnpu
40 °C/75 % BigHOCHOI

amMopdHUiA

amMopdHUiA

amMopdHNA
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BOJIOrOCTi BiAKPUTOro
30epiraHHs

PXRD, 4epes 9 micauis npu
30 °C/75 % BigHOCHOT
BOMOrOCTi
3aKkpuToronabepiraHHs

amopdHUn

4-14

AkTnBHa pe4vosuHa (1),
KpucTtaniyHa mogndikauis |

AkTnBHa pedvosuHa (l)
amopdHa dopma

50,0

TBepaa gvcnepcinHa ocHoBa (nonimep)

MonisiHinniponigoH (PVP)

100,0

HPMCAS MG

Kollidon VAG64

biHgoep

lnpomenosa 3 cP

Po3unHHmk

Boga

EtaHon 99 %

AueToH

HanosHtoBaui

MikpokpucTaniyHa
uentonosa

J1akTo31 moHorigpaTt

lMpomoTop AesiHTerpauii

Kpockapmenosa HaTpito

| 50,0+ 15,0 |

5,0+15,0

HOBerHeBO-aKTMBHa peyvoBMHa

Jlaypuncynbdar HaTpito

PEG 4000

PEG 6000

PEG 400

Mactuno

CTteapaT MarHito

1,00

| 1,0

| 1,0

lMoKpWBHI Ta NNiBKOYTBOPHOBAlbHIi pe4OBUHM Ta GapBHUKW/MITMEHTH

lNnpomenosa 5cP

lNnpomenosa 15cP

2,4

MNonieTuneHrnikonb
3350

0,8

YepBOHMI OKCKa 3anisa

0,024

>KoBTui okempg 3anisa

Tanbk

Hiokeug TuTaHy

0,776

3aranbHa KinbKicTb [Mr]

220

216

216

266

266

dopmart (Mm)

12x6

12x6

12x6

12x6

12x6

Yac posnagy (xB)

13

39

10

> 40

19

Po3unHeHHa yepes 30 xB
[%] (novaTkOBUMIA)

99 [98-100]

10 [9-12]

64 [58-69]

12 [12-14]

91 [88-94]

Po3unHeHHs yepes 30 xB
[%] wepes 1 micaub npu
40 °C/75 % BigHOCHOT
BOSOrocCTi BigKpUTOro
30epiraHHg

53 [52-55

93 [90-98]

17 [17-18]

95 [91-96]

Po3umHeHHst yepes 30 xB
[%] yepes 6 micauis npu
40 °C/75 % BigHOCHIN
BOSOrocTi BigKpUTOro
30epiraHHg

96 [91-100]
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PoaunHeHHa yepes 30 xB
[%] 4yepes 9 micauis npu
30 °C/75 % BigHOCHOT
BOJIOrOCTi 3aKpPUTOro
30epiraHHs

100 [98-102]

PXRD (noyaTtkoBui) amMopHun

aMopdHui

amopdHUn

aMopdHni

aMmopdHui

PXRD, 4epes 1 micaub npu
40 °C/75 % BigHOCHIN
BOMOroCTi BigKpUTOro
30epiraHHs

PXRD, 4epes 6 micsauis npu
40 °C/75 % BigHOCHIN
BOJIOrOCTi BiAKPUTOro
30epiraHHs

amopdHuin

PXRD, 4yepes 9 micauis aMmopdHMi

npu 30 °C/75 % BigHOCHOI
BOMOrOCTi 3aKPUTOTO
30epiraHHs

6,4 TBepai nikapcbki popmu (nogpibHeHi ekcTpyaaTt), Wo MICTATb aMopdHy TBEpPAY AMCMEpCito
(ASD); cnocib ekcTpyasii rapsyoro posnnay (NOpPiBHAMbHI Npuknaamn) (Tabnvusa 4)

5-1 5-2

AKTMBHa pevoBuHa
(1), kpucTaniyHa -- --
Moaudikauis |

AkTnBHa peyvosuHa (1)

amopdHa dopma 50,0 50,0

TBepaa gvucnepcinHa ocHoBa (nonimep)

MonigiHinniponigoH
(PVP) 100,0 100,0

HPMCAS MG -- --

Kollidon VA64 -- -

biHaep

lNnpomenosa 3 cP

Po34ynHHmK

Bopa -- --

EtaHon 99 % -- --

AueToH - -

HanosHtoBaui

MikpokpucTtaniyHa
uentonosa

J1akTo3m moHorigpaTt -- --

lMpomoTop AesiHTerpauii

Kpockapmernosa
HaTpiIto

HOBerHeBO-aKTVIBHa €40BUHa

Jlaypuncynbecat
HaTpiIto

PEG 4000

PEG 6000 --

PEG 400 - -

Mactuno

CTteapaT mMarHito -- --

3ararnbHa KinbKicTb 161.1 161.1
[mr]

150

161,1

161,1

150

PXRD (noyaTkoBui) | aMopdHuin

amopHui

amopHui

amopHui

amopHui

amopHuin

7. BiogocCTyrnHICTb, PO34YMHEHHSA Ta pe3ynbTaTn
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7,1 NopiBHAHHS piaKMX KOMMO3uULin i amopdHMX TBepaux aucnepcin (ASD) (Ha TBapUHHIN

moaeni)

Pioki npenapatu nopiBHaAnbHUX npuknagis 1-1 i 1-2 Ta amopcHa TBepaa avcnepcia npuknagy 3-1
Oynu BunpobyBaHi Ha wypax. OaHOpa3oBi 4O3M BBOAUMM LypaM-caMusam (4 wypu).

Piokvin npenapat saBNsiB coBOI0 CycneHsito akTuBHOI pevoBuHK (1) y kpucTanivHii mogudikauii |y
BogHomy 0,5 % po3unHi Tunosu (npuknag 1-1).

AmopHuI TBepaun aucnepcinHui rpaHynat lNpuknagy 3-1 nepen BBeOeHHsSM cycrneHayBanu y
BOAI.

Mpuknagu 1-1 i 3-1 6ynun npotectoBaHi NpoTh po3unHy MNEI npuknaay 1-2.

TeapuHam (wypam-camuam) eeogmnm 3,00 mr akTuBHOI pedoBuHU (I)/kr macu Tina. O6'eM po3unHy
Ansa 3actocyBaHHsA cTtaHoBuB 5,00 mn/kr macu Tina. MNpubnuaHo 0,5 mn UinbHOI KpoBi Bigbupanu
yepes ApemHun katetep yepes 0, 0,25, 0,5, 0,75, 1, 2, 3, 5, 7, 24, 30 Ta 48 roguH nicns BBeOEHHS.
3pasku KpoBi LeHTpUdyryBanu Ans oTpMMaHHs nra3mu, siky noTiM NnepeHocunm y BignoBigHUM YMHOM
npomapkoBaHi ¢pnakoHu i 36epiranu B 3amopoxeHomy cTaHi (< 15 °C) go aHanisdy. 3pasku nnasmu
aHanisysanu 3a gonomoroto BETLUX/MCX ans Bu3aHayeHHs1 KOHUEHTpaLil akTuBHOI peyoBuHM (1) Ta
po3paxoByBanu papMakokiHETUYHI napameTpu. Pe3ynbTaTu npeactasneHi B Tabnuui 5.

Tabnuusa 5
MopiBHAHHA ekcno3uuii akTBHOI pevoBuHM (1) y Wwypie ans npuknagie 1-1, 1-2 1a 3 1
-1 12 AMopdHa TBg-l a aucnepcis
Mpuknag nopiBHAHHA | [Mpuknag nopiBHAHHA P (Agg) A P
Ho3a [Mr/kr] 3,00 3,00 3,00
AUC [kr*roa./n] 0,491 4,43 2,86
Chwaxc [Kr/n] 0,089 0,794 0,610
F rel [%] 11 100 65

PesynbTat: [aHi AUC Ta Cmax CBiAYaTb NPO 3HaYHI BiAMIHHOCTI B eKCno3uLii akTMBHOI pevoBuHM (1)
nicns nepopanbHOro 3acToCyBaHHA pigkMx npenapatis npuknagis 1-1 ta 1-2 tTa amopdHoi TBEpLOI
avcnepcii (ASD) npuknagy 3-1. PosunHn PEG 3 npuknagy 1-2 3actocoBytoTb sk 100 % pedepeHTHUIA
cTaHgapT. Excnosuuis, oTpumaHa nicnst BBeaeHHss amopdpHoi TBepaoil ancnepcii (ASD) npuknaay 3-1,
3HAYHO BULLA MOPIBHSAHO 3 ekcno3uuiel pigknx npenapartis npuknagy 1-1. AUC 36inbliyeTbes
npmbnumaHo B 5,8 pasiB, a cmax 36inbwyeTbcs npubnusHo B 6,8 pasiB ans amopdpHoi TBepaol
avcnepcii (ASD) npuknagy 3-1.

AxkTBHa peyoBuHa (1) AeMOHCTpye HU3bKY BIOQOCTYMHICTb i ripwmin NpPoine PO34YMHEHHS, KOMW
akTMBHy pedoBuHY (1) 3acTocoBylOTb Yy KpucTaniyHii moaudikauii |. AktmBHa peuvoBuHa (l) vy
KpucTaniyHin mogudikauii | geMoHcTpye BigHOCHY BiogocTynHicTb nuwe 11 % (npuknag 1-1), Togi gk
amopdHa TBepAa Aucnepcid, Wo MICTUTb akTuBHY peyoBuHy (1) B amopdpHin dopmi, AeMOHCTpye
BiHOCHY BiogocTynHicTb 65 % (Npuknag 3-1) Nnpy BBEOEHHI Lypam.

Lle noBoauTtb, Wo abcopbuia Ta nepoparnbHa €KCNo3umuis 3HA4YHO MOKPaLLYyTbCA NPy BBEAEHHI
akTmBHOI pedvoBuHM (I) B amopdHin opmi, posumHeHoi B piguHi (npuknag 1-2) abo y surnsagi
amopdHoi TBepgoi aucnepcii (ASD) npuknagy 3-1, Wwo MiCTUTb akTMBHY pedoBuHy (I) y Burnagi
amopHoi TBEpAOi AMcnepcii, NOpPIBHAHO 3 pigkoto hopmoto npuknagy 1-1, wo imitye craHgapTtHy [4-
Tabnetky npuknagy 2-1, WwWo MiCTUTb akTuBHY pevoBuHy (I) y kpuctanivHin mogudikauii I. AMopdHa
TBepaa aucnepcis (ASD) 3abesnedvye crtabinisoBaHy amopdHy gitody pedvoBuHy (l), sika He
AEMOHCTPYE pU3MK KpucTarisauii NopiBHAHO 3i CTaHA4apTHO iHpayepBOHO TabneTkot (npuknag 2-
1, npuknag NOpiBHAHHS).

7,2 MNopiBHAHHA cTaHgapTHUX IY-TabneTok 3 po3dnHom PEG (Ha ntogsix)

MopiBHANLHI Npuknaam 2-1, 2-2 Ta 2-3 oTPUMaHO 3a AOMNOMOroH rpaHynauil B NCeBA03pigKEHOMY
wapi.

Y nopiBHANbBHMX Npuknagax 2-2 i 2-3 aktneHa peyvoBuHa (1) B amopHin dopmi 3aCcTOCOBYETLCS
ANnst oTpumaHHsA Tabnetok 3 godyBaHHAM 50 mr (npuknag 2-2) i 5 mr (npuknag 2-3). Tabnetky, Lo
MiCTUTb 5 Mr akTmBHOiI peyoBuHu (I), BunpoboByBanu B A03i 25 mr (5 Tabnetok no 5 mr akTMBHOI
peyoBuHu (1)) npotn posunHy PEG 3 npuknaay 1-2 Ha nogsix. Pesynbtatu npeacraeneHi B Tabnuui 6.
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Tabnuusa 6

MopiBHAHHS ekcno3uuii akTuBHOT pedoBuHu (1) y niognHu ansa npuknagis 1-2 ta 2-3

JlikyBaHHS AUC/D (rog./n) Cuwaxe/D (1/1)
Tabnetkn 14 5 x § mr 3 npuknagy 2-3 0,237 0,0128
25 mr posumHy PEG 3 npuknagy 1-2 0,265 0,0149
CniBBigHoLLeHHs / rel. BA 89,5 % 86,0 %

PesynbTtart: MNopisHANbHMI npuknag 2-3 nokasas BigHocHy BA 89,5 % ana AUC/D i 86,0 % anga
Cmax/D nopiBHaHO 3 po3umHom PEG 3 npuknagy 1-2.

AKLO 3aCTOCOBYIOTLCA Ti XX CaMi JOMOMDKHI peYOBMHM Ta KOHLIEHTpaLii AONOMKHUX PEYOBUWH, ane
aKTnBHa peyvoBuHa (l) 3aCTOCOBYETLCA Y POPMI KpUCTaniyHoi mogudikadii | (mopiBHANbHWMI Npuknag
2-NOpPIBHAHO 3 amMOpdHOK (POPMOIO Y MOPIBHANBHUX NpUKNagax 2-2 Ta 2-3, WBUAKICTb PO34YMHEHHS
pi3KO 3MeHLLYeTbCA. Pe3ynbTaTu npeacTaBneHi B Tabnumui 7.

Tabnuua 7
MopiBHAHHA NPOINiB PO3YNHEHHS Ana npuknagis 2-1i2-2 1a 2-3
MomMeHTM Yacy [xB] 5 10 15 30 45 60
npuknag 2-3 [%] - - 98,2 98,6 98,8 98,7
npuknag 2-2 [%] -- -- 101,5 100,2 99,5 98,8
npuknag 2-1 [%] 20,4 32,5 37,8 43,0 47,1 49,7

PesynbTat: PesynbTatu pO3YMHEHHS MOPIBHAMNBHOrO npuknagy 2-1 SBHO HWXKYi MOPIBHAHO 3
NOPIBHAMNBHUMY NpUKnagamu 2-2 i 2-3, WO CBigYnTb NPO 3HMKeHY 6iodoCTynHICTb (amB. girypy 1).

MopiBHANBLHI NpuknNagm 2-2 i 2-3 MiCTATb akTMBHY peyoBuHy (1) B amopdpHin dopmi 6e3 Byab-akux
cTabinizatopiB (Hanpuknag, nonimepiB), WO CTBOPIOE PU3MK KpucTanisauii. AKWOo KpucTanisauis
BinOyBaeTbCs, BiogoCcTynHiCTb Byae 3HWXKeHa.

7,3 TMNopiBHAHHA amopdHUX TBEpaux gucnepcin (ATH) 3 pigkumu npenapatamu (Ha TBaAPWHHIN
mMogeni)

AmopdHa TBepaa aucnepcis (ASD) 3 npuknagis 3-1 4o 3-5 BUroTOBNSAETLCS LUNAXOM rpaHynsLii B
nceBo3pigKeHoMy Lwapi. 3acTtocoByBaHWW noniMep cnyrye crabinisatopom ans 3anobiraHHs
Kpuctanisauii. AkTuBHa peyosuHa (1) y kpuctaniyHin mogudikadii |, Wwo 3acTocoByeTbCa y Npuknagi 3-
3, nepeBoAnTLCA B aMOP(HUIM CTaH 3a AOMNOMOrOK LbOro BMPOBHMYOro npouecy. AK HOCIN MOXHa
3aCTOCOBYBaTW CyMilll HAMOBHIOBaYa i NpomoTopa AesiHTerpadii (npuknag 3-1) abo Tinbkn npomoTopa
AesiHTterpauii (npuknagu 3-2-3-5). Po3unHHMKOoM Moxe ByTu gk eTtaHon (npuknag 3-1 i npuknag 3-2),
Tak i cymiwi eTaHony Ta aueToHy (npuknagu 3-3-3-5).

Ekcnoswuis aktueHoi pevoBuHuM (1) 3 amopdpHoi TBepaoi gucnepcii (ASD) (npuknag 3-1) nopiBHAHO
3 pigkvumu npenapatamm (npuknagm 1-1 i 1-2) nokasaHa B Tabnuui 5.

7,4 TlopiBHAHHA nikapcbkux dopm amopdHux TBepaux aucnepcin (ASD) 3i ctaHgapTHuMmn 14-
Tabnetkamu (y NoanMHN)

Y npuknagax 3 4-1 no 4-14 onvcaHi nikapcbki doopmu (TabneTkn), WO MICTATb aMOpdHy TBEPAY
ancnepcito (ASD) i3 3acTocyBaHHAM rpaHyn, oTpuMaHux y npuknagax 3 3-1 no 3-5. Y npuknagax 4-1-
4-3 rpaHynat npuknagy 3-1 cdopmyoTe y TabneTku 3 pi3HOK KiMbKICTIO akTMBHOI pedoBuHM (1) Ta
Pi3HOIO KiSIbKICTIO 404aTKOBUX AOMOMDKHUX PEYOBUH.

Tabnuusa 8

[MopiBHAHHA NpodiniB po3vYnHEHHA npuknagis 4-1 3 4-3 Ta 4-14 3 NOPIBHANLHUM NPUKIagoMm 2-2

MowmeHTH yacy [xB] 0 15 30 45 60
npuknag 4-1 [%] - 89,6 98,5 99,4 99,1
npvknag 4-2 [%] -- 96,0 98,2 96,7 96,7
npuknag 4-3 [%] - 91,0 99,3 99,0 98,4
npuknag 4-14 [%] -- 73 99 99 99
npuknag 2-2 [%] -- 101,5 100,2 99,5 98,8

PesynbTat: Ong Bcix npuknagis (npuknagn 4-1 go 4-3 1a 4-14) npodini po34ymMHEHHS MOXHa
NOPIBHATU 3 Npoddinem po34MHEHHS NOPIBHAMNBHOMO Npuknagy 2-2.
Mpuknag 4-3 onucye nikapcbki doopmm (TabneTtkn), WO MICTATL amopdHy TBeEpay LMCNepCito
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(ASD) i3 3acTocyBaHHSAM rpaHyn, oTpuMaHux y npuknagi 3-1. TabneTky, Wo MiCTUTb 25 Mr akTUBHOI
peyvoBuHn (l), BunpoboByBanu Ha noasax y Aosi 25 Mmr nopiBHsHO 3 TabneTtkow 3 go3o 50 mr 3
npuknagy 2-2. PesyneTaTn npeactasneHi B Tabnuui 9.

Tabnuusa 9

MopiBHAHHS ekcno3uuii akTuBHOT pedoBuHm (1) y niognHu ansa npuknagis 4-3 1a 2-2

JlikyBaHHS AUC/D (rog./n) Cuwaxe/D (1/1)
Tabnetka 25 mr ASD 3 npuknagy 4-3 0,253 0,0134
50 wmr I4-TabneTkn 3 npuknagy 2-2 0,268 0,0141
CnisBigHolueHHs / rel. BA 94,3 % 95,5 %

Mpuknagn 4-14 onucytoTb hapMaueBTUYHI Nikapcbki popmun (TabneTkn), Wo MICTATb aMOopdHY
TBEepay amcnepcito (ASD) i3 3acTtocyBaHHAM rpaHyn, OTpUMaHuX y npuknagax 3-5. TabneTky, wo
MicTuTb 50 Mr akTMBHOI pevoBuHK (1), BUNpoboByBanu Ha nogsax y Aosi 50 Mr nopiBHAHO 3 A4o30t0 25
Mr 3 npuknaay 4.3. Pesynbtatu npeacTtasneHi B Tabnuui 9a.

Tabnuusa 9a

lMopiBHAHHS ekcno3uuii akTneBHOI pedoBuHm (1) y niognHm ansa npuknagis 4-3 1a 4 14

NikyBaHHS AUC/D (rog./n) Cmax/D (1/n)
Tabnetka 25 mr ASD 3 npuknagy 4-3 0,268 0,0141
Tabnetka 50 mr ASD 3 npuknagy 4-14 0,254 0,0126
CnisigHowueHHs / rel. BA 94,9 % 88,8 %

PesynbTat: Tabnetkun (npuknag 4-3), oTpUMaHi i3 3acTocyBaHHAM aMopdHOi TBepaoi Aucnepcii
(ASD) 3 npuknagy 3-1, nokasanum BWCOKY BIigHOCHY 6i0goCTynHICTE Yy noguHM (BigHOCHA
BiogoctynHictb 94,3 % ana AUC/D i 95,5 % ana Cmax/D) nopiBHsaHO 3 1Y-TabneTtkowo 3 npuknagy 2-2.
Kpim Toro, Tabnetku (npuknagu 4-14), oTpumadi i3 3actocyBaHHAM amopdHOi TBepAdoi Aucnepcii
(ASD) 3 npuknagy 3-5, nokasanu BWCOKY BiAHOCHY 6iogoCTynHiCTe Yy noguHyn  (BigHOCHa
biogocTynHictb 94,9 % gns AUC/D i 88,8 % ansa Cmax/D) nopiBHAHO 3 Tabnetkamu 3 npuknagy 4-3.
MoxHa 3pobuTM BMCHOBOK, LIO TEXHOMOFisi OTPUMAaHHS TPaHynATy B MCEBOO3PIAKEHOMY Liapi
Np13BOAMTbL A0 BUCOKOT BiogOCTYMHOCTI, OCKiNbKM BOHa NEPEBOANTL akTUBHY peyvoBuHY (1) B amopdHy
dopMy HesanexHo Big no4vaTkoBOi Mogudikauii aktuBHoi pedoBuHu (I) (amopdHa dopma abo
KpucTaniyHa moamdikauis 1), Wo 3acTocoBYETbLCA B MPOLECi, i B TOW Xe 4Yac cTabinisye akTuBHy
peyoBuHy (l) B amopdHin dopmi ansa 3anobiraHHa KpucTanisauii.

LLlo 3aBAsKM 3aCTOCYBaHHIO rpaHynsLii B NCeBAO03PIAXEHOMY Lapi Ta JOMNOMIKHMUX PEYOBUH 3rigHO
3 MM BMHaxOL4OM HIBEMETbCS OCHOBHWUIA BNNMB Moaudikauii aktmBHoi peyvoBuHM (l) (amopdHa
dopma abo kpucTtaniyHa moamdikadis |) Ha 6iogoCTyNHICTb Y NOAMHK, OCKINbKM BMXigHa noniMopdHa
dopma, Lo 3acTOCOBYETLCA AN oTpumarHs ASD, nig Yac TexHonoriyHoro cnocoby oTpumaHHsa oyae
nepesefeHa B noniMepHo-cTabinizoBaHy amopdHy dopMy, AoBeaeHo npuknagamm 4-4 oo 4-6. Y yux
npuknagax 4-4 no 4-6 amopdHa TBepaa aucnepcia (ASD) 3 npuknagy 3-3 3acTOCOBYeETbCA NS
OTPMMaHHS TabmneToK, WO MICTATb Pi3HY KifbKiCTb HamoBHOBaya B TabneTui. MoxHa 3pobutu
BMCHOBOK, LLO KiNbKICTb HamoBHIOBaYa He € KPUTUYHOK AN LBUAKOrO PO3YMHEHHS aKTUBHOT
peyoBuHu (l), i BCi npuknagn 3 4-4 go 4-6 [o3BonsATb OTpUMaTtu Tabnetkn 3 HeobXigHUMM
XapakTepuctMkaMmmy po3ymHeHHs. HaBiTb 3MeHLIEeHHS KifbKOCTi HanoBHoBaYva 40 Hyns B npuknagi 4-7
(i3 3acTtocyBaHHsM amopdHoi TBepaoi aucnepcii (ASD) npuknagy 3-2) 6yno MoxnueMM Ans
OTpMMaHHS TabneTok 3 Ao30t0 50 Mr 3 HEOOXiAHMMM XapaKkTepUcTUKamMn PO3YMHEHHS. Y npuknagi 4-8
3acTocoByBanu amopdgHy TBepay aucnepcito (ASD) npuknagy 3-4, wob [OBECTU, WO YCYHEHHS
HamMoBHIOBa4Ya B MOCTOMEHAI TakoX MOXNMBE ONsi OTPUMaHHA Tabnetkn 20 Mr 3 HeobXigHMMM
XapakTepucTukaMmn posvmMHeHHsa. Y npuknagax 3 4-9 no 4-14 rpanynar npuknagy 3-5 sactocoBysanu
ANst OTpUMaHHA TabneTok 3 pisHMM BMICTOM/KINbKICTIO NpoMoTopa AesiHTerpadii. byno nokasaHo, Lo
MOXHa 3aCTOCOBYBaTW LUMPOKUA [iana3oH ax OO0 Hynsa BMICTY MpOMOTOpY AesiHTerpadii Ha cTagii
NOCT-3MilLlyBaHHS, LOCArayn Npu LboMy HanbinbLl HeoOXiaHMX BNAacTUBOCTEN PO3YMHEHHST aKTUBHOI
peyoBuHK (1) B TabneTui. Y npuknagax 3 4-11 go 4-14 ©yno nokasaHo, L0 MOXHa TaKOX [OCArTM
HeoOXigHWX BAcTUBOCTEN pO3YMHEHHSA Aitodoi pevoBuHM () B TabneTui 6e3 3acTocyBaHHS
naypuncynbdaTy HaTpilo B SKOCTi MOBEPXHEBO-aKTUBHOI pPEeYOBUHU. [lOPIBHAHHA  LWIBMAKOCTI
pPO34nMHEHHs1 TabneTok akTnBHOI pevoBuHM (1) y npuknagax 3 4-1 0o 4-14 HaBegeHo B Tabnuui 3.

MopiBHAHHS Pi3HMX NoniMepiB 9K TBePAOl ANCMNEPCINHOT OCHOBMU:

Y npuknagax 4-15 ta 4-17 B AkOCTi TBEpAOI ANCNEPCiHOI 0cHOBK 3acTocoByBanu Kollidon VAG4,
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a B npuknagi 4-16-HPMCAS MG. [JuBHoO, ane oTpMMaHi 3Ha4YEeHHS PO3UYMHEHHS 3anuLIaloTbCs AyXe
HU3bkumMun (Hanpuknag, 4-15: 11 %, Hanpuknag, 4-16: 65 %, Hanpuknag, 4-17: 13 %) i He
Bi4NOBIOAIOTb KPUTEPIID BUBINBHEHHSA akTUBHOI peyoBuHu (1) woHanmeHwe Ha 85 % 4depe3 30 XBUMUH.
Kpim Toro, ocobnuso y Tabnetok Kollidon VA 64 cnoctepiraBca TpuBanui 4ac posnagy, Lo
nepesuilysaB 35 xBunuH. MoxHa 3pobutn BUCHOBOK, Wo Hi HPMCAS MG, Hi Kollidon VA64 He
nigxoasaTb ANA OOCATHEHHA HeOOXiAHOro KpUTEPItD PO3YMHEHHS - BUBINBHEHHSA akTUBHOT peyoBuHM (1)
LwoHanmeHwe Ha 85 % 4epes 30 xBunuH. Lle vitko nokasye nepesary PVP, obpaHoro B SKOCTi OCHOBM
ANst TBEPAOrO PO34MHY.

Y npuknagi 4-18 rpanynaT npuknagie 3-9 3acTtocoByBanu Ansi OTpMMaHHS TabneTok, siki MicTATb
CMiBBIAHOLWIEHHS] aKTMBHOI pedvoBMHU () go TBepaoi AaucnepcinHoi ocHoBu 1:3. lMpuknag 4-18
BiNOBIOAE KPUTEPISIM PO3YMHEHHS, LLO NONSrae y BUBINbHEHHI akTUBHOI pe4oBUHM () LLiOHaNMeHLe
Ha 85 % 4epe3 30 xBWNWH, ane BusaBnse mamke B 1,5 pasu GinbwuWi Yac po3nagy Ta 3MEHLUEHe
nikapcbke HaBaHTaXXeHHS MOPIBHSAHO 3 Npuknagom 4-14,

7,5 EkcTpysia rapsuum po3nnaBoM AN OTPUMaHHSA NiKapCcbknx QOpM, WO MICTATb aKTUBHY
peyoBuHy (l) - Bnnue Ha eHaHTIOMEPHY YMUCTOTY

Cnocib ekcTpysii rapsunMm po3nnaBoM reHepyBaB BEMUKY KifbKiCTb HENPaBUIBHOIMO eHaHTIOMepy,
AKUNA, SIK BiAOMO, € HEaKTUBHUM ONS NIOOMHKU, HE3aneXHO Bif 3acTOCOBaHOI TBepAOi AUCNEPCIAHOT
OCHOBM, NMOBEPXHEBO-aKTUBHOI peyoBUHM abo moamdikauii aktTuBHoi pedosuHu (l) (amopdHa cdopma
abo kpuctaniyHa mogudikauis |). Pesynbtaty gocnigxkeHb npeactasneHi B Tabnuui 10.

Tabnuusa 10

Bnnue ekcTpysii 3 po3nnaBy Ta rpaHynsuii B NCeBA03PIAKEHOMY LLApi HA eHAaHTIOMEPHY YNCTOTY
aKTUBHOI pevoBUHM (1)

. . KinbkicTb HenpaBuibHUX L
paHynAaT BignoBigHO Ao . . . KinbkicTb HenpaBuUnbHOro
npuknagy €HaHTIOMepiB Ha NoYaTKy akTMBHOI eHaHTIOMEpY B FpaHynsTi
peyoBuHu (1)
5-1 <0,2% 4.5 %
5-2 <0,2% 3,6 %
5-3 <0,2% 5,8 %
5-4 1,2 % 8,8 %
5-5 1,2% 8,5 %
5-6 1,2% 5,9 %
3-1 <0,2% <0,2%
3-4 <0,2% <0,2%
3-5 <0,2% <0,2%

PesynbTat: Ona cnocoby ekcTpysii rapsumm posnnasom (npuknagm 5-1 go 5-6 3 Tabnwuui 10)
YTBOPEHHSI HEMNpaBWibHOrO €eHaHTioMepa, AKMN € HeedeKTMBHUM in-vivo, sBHO 306inbluyeTbes
MOPIBHAHO 3 MOYaTKOBOK €HAHTIOMEPHOI YNCTOTOK aKTMBHOI pedoBuHM (1). ToMy ekcTpy3is rapsyumm
poO3MnnaBOM HEe BBaXaeTbCHA BiAMOBiAHMM crnocodoM. Ha BigmiHy Big cnoco®y ekcTpysii rapsyunm
po3nnaBoM, cnocib rpaHynioBaHHA B NCEBOO3PIMKEHOMY Liapi He npu3BOAUTb A0 36inbLUeHHS
YTBOPEHHSI HEMPAaBUITbHOIO eHaHTiomepy Aito4oi pedvoBunu (1) (Mpuknagm 3-1, 3-4 i 3-5 3 Tabnuui 10).

Lle cBigunTb Npo Te, WO akTMBHa pedvoBuHa (1) NoBUHHA ByTN MpUCYTHA B amopdHin dopmi, Lo
HeoOxigHo 3anobiratu kpucTanisauii akTBHOI pedoBuHu (1) Ta 3abe3nevyBaTi EHAHTIOMEPHY YNCTOTY
nig Yac oTpMMaHHs Ta 30epiraHHa TabneTok (nikapcbkoi hopMM), L0 MICTATE akTUBHY pedoBUHY (1).

Li gaHi migtBepaxytoTb, Wo amopdHa TBepaa gucnepcis (ASD), wo micTuTb amopdHy gitovy
pevoBuHy (l), crabinizoBaHy noniBiHiNniponigoHom (PVP) Ta KpockapmMerno3ow HaTtpito Ta
BWrOTOBIIEHA CMOCOOOM rpaHynsuii B NCEeBAO3PIMKEHOMY LIapi, AEMOHCTPYE YyOOBY MOBEAiHKY
PO3YMHEHHS!, WO XapaKTepU3yeTbCA BUBINIBHEHHAM aKTUBHOI peyoBuHM (I) woHammeHwe Ha 85 %
yepes 30 xBunuH. Kpim Toro, 36epiraetbCcsl eHaHTioOMepHa 4YMcToTa, amopdHa TBepga Ancnepcis, Wwo
MiCTUTb Aitoyy pedoBuHy (l), gemoHcTpye (goBroTpmBany) cTabinbHICTe Npy BigKpUTOMY 36epiraHHi
npu 40 °C Ta BigHOCHIK BonorocTi 75 % (KOpCTKi yMOBM), @ BIOAOCTYNHICTb € XOPOLLOK HaBiTb AJ1is
Tabnetok (nikapcbkoi dopmun), ski 3bepiranmMca B LUX XOPCTKMX ymoBax. Pe3ynbTtatu HaBedeHi B
Tabnuui 3.

8. Cnocib gesiHTerpauii

BignosigHo po €sponericbkoi ®apmakonei, 10-e BMOAHHSA, OCTaHHA pedakuis MoHorpadil
01/2020, TBepai nikapcbki bopmMu AN nepopanbHOro 3acTocyBaHHSA BUMNPOOOBYOTbL B anaparti 3
XKOPCTKMM KOLUMKOM-CTinkoto. LicTe Bunpo6oByBaHMX 3paskiB NMomilalTb iHOUBIAyanbHO B TPyOKy
KOWWKa i godalTb AMCK. AnapaT npauloe i3 3acToCyBaHHSM BOAM B SKOCTI cepefosulla npu
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Temnepatypi 37 +/- 2 °C. Pe3ynbtaty HaBegeHi B Tabnumui 11 Tabnuui 3.

9. Cnoci6 PXRD

OaHi nopolukoBoi peHTreHiBcbkoi audppakuii (PXRD) peectpyBanu Ha audpaktometpi STOE
STADI P i3 3actocyBaHHsiIM MOHOXpoMaTudoBaHoro Cu-K anbda-1 BUNPOMiHIOBaHHS, YyTNMBOro A0
NONOXeHHs1 AeTeKTopa, Npu HacTporikax reHepatopa 40 kB i 40 mA. 3pasku 3bupanu B nepexigHomy
pexuMi i roTyBanu y BUrnsiai TOHKOro wapy Mix gsoma consramu. Kyt ckaHyBaHHA ctaHoBwmB Big 10°
80 26° 2 teta 3 kpokom 0,1° npu 60 cekyHaax/cTaais.

10. Po34unHHICTb

Po34MHHiCTE akTuBHOI pevoBuHM (1) y KpucTanivHii popmi BU3HaAYann B Pi3HUX PO3YMHHMKAX.
PesynbTati npeacrasneHi B Tabnuui 11.

Tabnuusa 11
Po34MHHICTb akTMBHOI peyoBuHu (1) y KpucTanivyHii opMi B Pi3HUX PO3YUMHHUKAX
Kinekicte eTaHony [%] Kinbkictb aueToHy [%] Po34nHHiCcTE* [MKI/MN]
100 0 35000
50 50 180000
0 100 80000

* PO3YMHHICTb MOXE AELLO BiAPI3HATUCS MiX PisHUMU napTiamu

11. MNMosicHeHHSA diryp

dirypa 1: lNopiBHAHHA Npocinto po3vMHEeHHa Ons npuknagie 2-1, 2-2 ta 2-3, Wo AEMOHCTpye
BMMB 3aCTOCYBaHHA akTUBHOI pe4oBuHM (1) y kpucTaniyHin moamadikauir |.

®OPMYJIA BUHAXOLOY

1. Teepga nikapcbka ¢hopma AnNa nepopanbHOro 3acTOCyBaHHA, sika MICTUTb aMopdpHy TBepay
avcnepcito (ASD), Lo MiCTUTb (4S)-24-xnop-4-etnn-73-cpTop-35-MmeToKkeu-32,5-giokco-14-
(TpndpTopmeTun)-32H-6-asa-3(4,1)-nipnamH-1(1)-[1,2,3]tpmnason-2(1,2),7(1)-anbeHseHrentadaH-74-
kapbokcamig (aktuBHa pedoBuHa (1)) y dapmaueBTUYHO MPUNHATHIA MaTpuui, Ae nikapcbke
HaBaHTaXXeHHs akTMBHOI pedoBuHM (1) B amopdHiv TBepgin gucnepcii (ASD) craHoBuTb >20 %, Ta ge
apMaLeBTUYHO MPUAHATHA MaTpUUSA cknagaeTbcs 3 KombiHauii TBepaoi AMCMNepCinHOi OCHOBM Ta
HOCisl, Ae ChniBBigHOWEHHSA akTuBHOI pevoBuHM (l) | TBEpOOi ANCNEpPCiiHOI OCHOBW CTaHOBUTbL Big 1:2
po 1:3, Ta ge TBepOol AMCMEPCIMHOK OCHOBOKW € noniMmep nonisiHinmiponigoH (PVP), a Hociem €
NpoMOTOp Ae3iHTerpauii, NpM4oMy NpoMoTOp AesiHTerpadii aBnsie cobok KpockapMenosy HaTpilo.

2. Teeppa nikapcbka bopMa Ang nepopanbHOro 3acTocyBaHHA 3a Nn. 1, WO MICTUTb

a) amopdHy TBepay aucnepcito (ASD), wo MmictuTb (4S)-24-xnop-4-etun-73-gptop-3°-meTokcmn-32,5-
Aiokco-14-(TpudpTopmeTnn)-32H-6-asa-3(4,1)-nipuamnH-1(1)-[1,2,3]Tpuason-2(1,2),7(1)-
AnbeHseHrentadgaH-74-kapbokcamig (aktuBHa pedoBuHa (1)) y dhapmaLeBTUYHO NPUIRHSTHIN MaTpuuj,
Ae nikapcbke HaBaHTaXeHHs akTMBHOI pevoBuHM (1) B amopdHin TBepain amucnepcii (ASD) ctaHOBUTH
>20 %, Ta ge hapmaueBTUYHO NPUNHATHA MaTpPULSA CKNagaeTbca 3 komOGiHauii TBepaol AMcnepcinHoi
OCHOBM Ta HOCiS, Ae CniBBigHOWEHHA akTuBHOI peyoBuHU (I) i TBepdoi AucnepciiHoi OCHOBWU
cTaHoBuTb Big 1:2 go 1:3, Ta Ae TBepAoK OMUCMNEPCINHOK OCHOBOK € MofiMep MONIBiHINNIPONiAoH
(PVP),

b) npuHanmHi ogHe mactuno,

C) MpuWHarVMHIi OOWH NPOMOTOP AesiHTerpauii, NpuM4YoMy nNpoOMOTOp AesiHTerpauii sBnse coboto
KpockapMeros HaTpito.

3. Teepaa nikapcbka popma Onsi nepopanbHOro 3acTOCyBaHHA 3a M. 2, gka 404aTKOBO MICTUTb d)
oVH abo binblue HanoBHIOBAaYIB.

4. TBepaa nikapcbka popma Ans nepoparnbHOro 3acToCyBaHHS 3a M. 2, ika A0JaTKOBO MICTUTb

€) ogHy abo binbLie NOBEPXHEBO-AKTUBHNX PEYOBUH.

5. TBepma nikapcbka ¢opmMa And nepoparnbHOro 3acTocyBaHHs 3a Oyab-skum 3 nn. 1-4, dka
BiAPi3HAETbCA TMM, LLO Nikapcbka hopma siBnsie coboto TabneTky.

6. AmopcbHa TBepaa gucnepcis (ASD), ska micTuTb (4S)-24-xnop-4-eTun-73-cpTop-3°-MeTokcun-32,5-
aiokco-14-(TpudptopmeTun)-32H-6-asza-3(4,1)-nipuamnH-1(1)-[1,2,3]rpuason-2(1,2),7(1)-
AvbeHseHrenTadaH-74-kapbokcamig (aktueHa pevoBuHa (1)) y chapmaLeBTUHHO NPUIRHATHIA MaTpui,
Ae nikapcbke HaBaHTaXeHHs akTMBHOI pevoBuHM (1) B amopdHin TBepain amcnepcii (ASD) ctaHoBUTH
>20 %, Ta ae apmaueBTUYHO NPUNRHATHA MaTPULS cKnagaeTbcs 3 kKoMOiHaUiT TBepaoi AncnepcinHoi
OCHOBM Ta HOCiA, [e CniBBIOHOWEHHA akTUBHOI pedoBuHU () i TBepOoi AMCNEepCiiHOT OCHOBMU
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cTaHoBuTb Big 1:2 go 1:3, Ta ge TBepAok LMCMNEPCIMHOK OCHOBOK € MofniMep NosiBiHINMiponigoH
(PVP), a HociemM € npomoTop AesiHTerpauii, npuyomy npomoTop AesiHTerpadii asnse coboto
KpockapMenoa3y HaTpito.

7. AmopcHa TBepaa paucnepcia (ASD)
apomaTu3atopu Ta 6apBHUKU.

8. AMopdHa TBepaa aucnepcisa (ASD) 3a n. 6 abo 7, sika BigpisHAETbCA TUM, WO (4S)-24-xnop-4-
eTun-73-gptop-3°%-meTokcun-32,5-giokco-14-(TpucptopmeTun)-32H-6-a3a-3(4,1)-nipnanH-1(1)-
[1,2,3]Tpnason-2(1,2),7(1)-anbeH3eHrentacpaH-74-kapbokcamia (akTneHa peyoBuHa (1)) npucyTHIn B
amopdHin dopmi.

9. AmopdpHa TBepaa aucnepcisa (ASD) 3a n. 6, 9ka Bigpi3HAETbLCA TUM, LWO HOCIN BUBGpaHUIA 3 rpyn
HanoBHOBauIB, MacTun, NpPoMOTOpIB pesiHterpadir, NoBepXHEBO-aKTUBHNX pPEYOBWH,
nigconogykyeadyis, apoMmaTtumaaTopiB Ta/abo 6apBHMKIB abo ix KomMGiHaLl.

10. Cnocib oTpumaHHsi amopdpHoi TBepaoi aucnepcii (ASD), sika MicTuTb (4S)-24-xnop-4-eTun-73-
dpTop-3°-meTokeu-32,5-giokco-14-(TpudtopmeTnn)-32H-6-asa-3(4,1)-nipnanH-1(1)-[1,2,3]rpraszon-
2(1,2),7(1)-onbeH3eHrenTtadaH-74-kapbokcamig, (aktueHa peyvosuHa (1)), 3a n. 6, skt BigpisHAETbCA
TMM, WO amopdHy TBepay aucnepcito (ASD) oTpuMylOTb LINAXOM BOMOroi rpaHynsuii, B SKin
BMKOPUCTOBYIOTb CYMilLl €TaHONY Ta aLeToHYy.

11. Cnocib 3a n. 10, skui BiAPI3HAETbCA TUM, WO amopdHy TBepay aucnepcito (ASD) oTpumytoTb
LWAAXOM TpaHynsuii B NCeBAO3PIMKKEHOMY LIapi, B SKOMY akTMBHY pevoBuHy (l) po3umHsaoTL B
rpaHymnoroYin piguHi, ska MicTuTb cymiw 50 % etaHony Ta 50 % aueToHy, i BBOAATbL B rpaHynsitop
NnceBaO3pigKEHOrO Lwapy.

3a n. 6, gka [O04AaTKOBO MICTUTb MiACONOMKYyBaui,
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