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Llen BuHaxig HanexuTb OO0 HOBUX KpucTaniyHux TBepaux dopm XimiyHol crnonyku N-{4-[(6,7-
AVMeTOKCUXIHONMIH-4-in)okcu]deHin}-N'-(4-pnyopodeHin)uuknonponaH-1,1-gukapbokcamigy (cnonykm
1) Ta noro conbBaTiB, B TOMY YMCNI rigpaTiB, SKi MOXHa 3aCTOCOBYBAaTU ANSA MiKyBaHHSA paky. Takox
onucylTbCA  apMaueBTUYHI  KOMMO3MLUii, WO MICTATb KpucTaniyHi TBepai dopmu, i cnocobwu
OTPUMaHHA KpucCTaniyHnx TBepaux opm, a Takoxk crnocobu ixX 3aCTOCyBaHHA ONS NiKyBaHHA paky,
30Kpema, paky LWMTOBMAOHOI 3ano3n, paky nepegmMixypoBoi 3arosun, renatouentonsgpHOro paky, paky
HUPOK i HeAPIOHOKNITUHHOI KapuuHOMU nereHriB. KpucTtaniyni TBepai opmMn MOXYTb 3aCTOCOBYBATUCSA
ONnst OTpUMaHHs L-manaTtHoi coni Kabo3aHTUHIOY.
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MpeTeHsia Ha npiopuTeT

Lis 3asiBka 3asBnsie npioputeT 3a 3asBkoto Ha nateHT CLUA Ne 61/939985, wo nogaHa 14 ntotoro
2014 poky. NoBHWIA 3MICT BULLIEBKA3aHOT 3a8BKUN BKITOYEHUI B Liein JOKYMEHT 3a NOCUMMaHHAM.

Many3b TeXHikK

Llen BuHaxig HanexuTb OO HOBWUX KpucCTaniyHux TBepaux ¢opm XximivyHoi crnonyku N-{4-[(6,7-
ANMeTOoKCUXiHoniH-4-in)oken]deHrin}-N'-(4-dpnyopodeHin)umknonponaH-1,1-ankapbokcamigy  T1a i
conbBarTiB, B TOMY 4uChi rigpaTiB, SKi MOXHa 3acTOCOBYBaTW ANS NiKyBaHHA paky. TakoX OnucyroTbes
dapMaLeBTMYHI  KOMMNO3WUIT, WO MICTATb KpucTanivyHi TBepai cdopmMu, Ta cnocobu OTpMMaHHS
KpuCTaniyHmx TBepamnx opM, a Takoxk cnocobu ix 3acTocyBaHHsI ANs NiKyBaHHS paky, 30Kpema, paky
LUMTOBMAHOI 3ano3u, paky nepeaMixypoBOi 3anosu, renatouenionsapHOro paky, paky HUpPOK Ta
HeapiIOHOKNITUHHOT KapUMHOMMW JEereHiB.

PiBeHb TexHiku

Y nybnikauisx, Wo Hanexatb OgHOMY i TOMY X npaBoBnacHukoBi 3a PCT NeWO 2005/030140,
BKITIOYEHUX 3a MOCUIAaHHAM Yy Len OOKYMEHT Yy MNOBHOMY 06CA3i, pO3KpMBalTb HOBI iHriGITOpK
Baratbox peuenTopHUX TUpo3auHkiHa3 (RTK), wo 3anyyalTbCs B PiCT NyXAMHU Ta aHrioreHes,
naTtonoriyHe pemMoAentoBaHHS KiCTKOBOI TKaHWHW Ta MeTacTaTU4He MporpecyBaHHsA paky. 30Kpema,

cronyka N-{4-[(6,7-aumeTokcnxiHoniH-4-in)okcu]deHin}-N'-(4-cdnyopodeHin)umknonponaH-1,1-
Avkapbokcamig 6esnocepegHbo onmcaHa B WO 2005/030140 y skocti iHribitopa RTK. XimidyHa
CTPYyKTYypa N-{4-[(6,7-aumeTokcnxiHoniH-4-in)okcu]deHin}-N'-(4-cdnyopodeHin)umknonponaH-1,1-
Avkapbokcamigy npeacrtaBneHa cnonykoro 1.
H H
YT
O © 0 F
0 A
~o N”
Cnonyka 1

Byno BusiBNeHo, Wo cnonyka 1 xapaktepusyeTbcs BennimHol ICso Ret-doepmeHTy 6nmnsbko 5,2 HM
(aurigpaT) i BenuumHow ICso c-Met-pepmeHTy 6nmsbko 1,3 HM (awurigpaT). AHanis, sKkun
3acTocoByBanuM [ns BUMIPIOBaHHA [aHoi akTuBHOCTi c-Met, onucanum B absaui [0458] B
W02005/030140.

B xofi noyaTkoBMX eKcnepuMEHTIB i3 po3pobku Gyno BUsiBNEHO, WO cnonyka 1 (BinbHa OCHOBA)
HanexuTb o cnonyku knacy |l no BCS, o Bonogie HU3bKOK PO3UYNHHICTIO Ta BUCOKOI NMPOHUKHICTIO.
Ockinbkn crnocTepiranu, Wo crnonyka 1 Mae HM3bKy PO3YMHHICTb B BOZj, il CNOYaTKy po3rnsganu sk
Taky, WO He NiaxoauTb Ans po3pobku TBepAoi nepopansHOi hopMu A03yBaHHS, | Yepes ue po3pobka
hapmaueBTMYHOro npenapaty Gyna HanpaBneHa Ha MOLWYK COfi 3 BigMOBIAHUMU FiIFPOCKOMIYHICTIO,
TepMOCTabiNbHICTIO, XiMiYHOI CTabinbHICTIO, (PiI3NYHOI0 CTaBINBHICTIO Ta PO3YMHHICTIO.

MoTim Byna igeHTudikoBaHa manaTHa cinb cnonyku 1, aka onucaHa B WO 2010/083414, noBHuUmn
3MICT SKOrO BKIIIOYEHO Y Liel JOKYMEHT 3a NocunaHHAM, Ans 3abesneyvyeHHst NPUMHATHOI KombiHauii
KPMCTaniYHOCTi, PO34YMHHOCTI i CTabiNbHOCTI Y MOPIBHSAHHI i3 BiNMbHOK OCHOBOK Kabo3aHTWMHIOy. 29
nuctonaga 2012 poky S-manatHa cinb  N-{4-[(6,7-OuMeTOKCUXiHONIH-4-in)okcu]deHin}-N'-(4-
dnyopodeHin)umknonponaH-1,1-gnukapbokcamigy (Takox Bigoma sk kabosaHTuHi6 abo COMETRIQ®)
Oyna cxBaneHa YnpaemiHHAM i3 CaHIiTAapHOro Harnsggy 3a SKIiCTH  XapyoBUX MpPOAYKTIB Ta
MeavkameHTiB CLUA ans nikyBaHHS Nporpecytyoro MetactaTMyHoro MeaynsapHoro paky LWUToBUaHOI
3anosu (MTC). B rpygHi 2013 poky €Bponericbkuin KomiTeT i3 nikapcbkux npenaparis gnst JIHOOWMHU
(CHMP) BuHiC no3uTMBHE pilleHHs 3a 3asBKo Ha peectpadito (MAA), ska Byna npegcrtaeneHa B
€Bponencbke areHTCTBO Jikapcbkux 3acobiB, abo EMA, gna COMETRIQ, npusHadeHoro pnns
NMPONOHOBAHOIO MOKa3aHHSA NPV MPOrpecyryvoMy, HepesdekTabenbHOMy, MiCLEBO MowMpeHoMy abo
meTactatuyHomy MTC. 3apa3 kabo3aHTUHIO OUiHIOITE Y LUMPOKIA Nporpami po3BUTKY, B TOMY YMCHi B
Be3nepepBHUX 6a30BKX KMiHIYHUX OOCNIMKEHHAX ha3n 3 NpyM MeTacTaTUYHOMY HUPKOBO-KNITUHHOMY
paky (RCC) ta nowmpeHomy renatouentonspHomy paky (HCC).

Kpim TepaneBTUYHOI edeKTUBHOCTI 3asiBHUK MPOAOBXYE OoKnagatv 3yCcunb AN OTPUMAaHHS
BignosigHoT dopmu(cpopM) cnonykn 1, sika Bonofie BiANOBIOHUMM SKOCTAMM, MOB'A3aHUMU 3
06pobKoI0, BUrOTOBMNEHHSAM, CTabinNbHICTIO Npu 36epiraHHi Ta/abo 3acToCcyBaHHiI y AKOCTi NiKapCcbKOro
3acoby. BignoBigHo, Nowyk HOBMX KpUcTaniyHux TBepaux opM crnonyku 1, siki BonogitoTe AesKMMM
abo BciMa i3 Takmx HeObXigHUX SKOCTEN, 3annLWAaeTbCs XXUTTEBO BaXKNMBUM Anst pO3pobKM nikapCbKmx
3acobiB. TakMM YMHOM, B LbOMY AOKYMEHTI OMMCaHi HOBi KpucTaniyHi TBepai dpopmu cnonyku 1, ki
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MOXYTb 3acTOCOBYBaTUCSA Yy dapMaUeBTUYHMX KOMMO3ULIAX ANa NikyBaHHS nporidepaTnBHNX
3axXBOPIOBaHb, TaKMX K pak.

CyTb BMHaxoay

Ui Ta iHWi noTpebn 3a40BOMLHAKTLCA UMM BUHAXOA0M, SIKAMA HanpaBfeHUn Ha HOBI KpUCTaniyHi
TBEpai dopmu cnonyknm 1, a Takox apMaLeBTUYHI KOMMO3uuii, WO IX MICTATb, cnocobu
3aCTOCYBaHHA Ta CMOCOOWM OTPUMAaHHA Takux KpucTanidyHux TteBepaux dopm. KpuctaniyHi TBepAai
dopmmn BKNOYaOTbL B cebe kpucTanivyHi TBepai hopMu BinbHOI OCHOBW, a TaKOX KpucTaniyHi TBepai
dopmu conbBaTty, B TOMY umcni rigpaTy. Cepepq iHWKUX 3acTocyBaHb KpucTanidHi TBepAi dopmu
crnonykn 1 3acTocoBYylOTb AN OTPUMaHHSA bapmMaLeBTUYHNX KOMMO3ULIW, SKi, K nepeabadactbes, €
KOPUCHUMWM Npu  NiKyBaHHi paky. BignoBigHO, OAMH acnekT UbOro BUHAxXody HanexuTbs Ao
dapmaueBTUYHOT KOMMO3MLUIl, WO MICTUTb (papMauUeBTUYHO MPUAHATHUA HOCIA | TepaneBTUYHO
edeKTUBHY KinbKiCTb TBEpAoil dhopmMu cnonyku 1.

Ak 6yno BkasaHO paHile, crnonyka 1 npurHiyye 6arato peuenTopHux TuposuHkiHas (RTK), wo
3anyyaloTbCa B pPiCT NyXMWHW Ta aHrioreHes, naTtonoriyHe pPeMOAENOBaHHA KiCTKOBOI TKaHW i
MeTacTaTu4yHe nporpecyBaHHs paky. BignosigHo, kpuctaniyHi TBepai dopmn cnonykm 1 €
3aCTOCOBaHUMW AMNs NiKyBaHHS paky. TakMM YMHOM, iHLWWIA acnekT LbOro BMHAxXody HanexuTb OO0
crnocoby nikyBaHHA paky, WO BKMOYaE BBeAEHHA Cy0'ekTy TepaneBTUYHO edEKTUBHI KiNbKOCTi
TBepaoi opmu crnonyku 1, onucaHoi B LUbOMY OOKyMeHTi. Llel BuHaxig Takox HanpaBneHun Ha
cnocobu oTpUMaHHs KpucTaniyHux TBepaux opm cnonykm 1.

Y KOCTi 4OAATKOBOro acnekTy, Oyab-saki KpucTaniyHi TBepai opmu, onucaHi B LboMY OOKYMEHTI,
MOXYTb 3acTOCOByBaTUCA ANA OTpUMaHHs dapmaueBTUYHO NpunHATHUX conen  N-{4-[(6,7-
AVMETOKCUXiHOMIH-4-in)okcun]deHin}-N'-(4-pnyopodeHin)umknonponax-1,1-gukapbokcaminy, B TOMY
yucni noro S-manaTtHoi coni, sika peani3yeTbCsi Ha PUHKY sk KaBO3aHTUHIO.

KopoTkun onuc rpacdiyHnx martepianis

Pi3Hi acnekTn uboro BMHaxody NpoiftoCTPOBaHi 3 MOCMMaHHAM Ha HacTynHi rpadiyHi matepianu.

Ha ®ir. 1 nokasaHa gudpakrorpama ekcriepMMeHTanbHOI NOPOLLUKOBOI PEHTreHiBCbKOI Andpakuii
(XRPD) amopdHoi cnonyku 1, oTpuMaHoi 3a JonoMoroto niodinisauii.

Ha ®ir. 2 nokasaHa gudpakrorpama ekcriepMmMmeHTanbHOI NOPOLLKOBOI PEHTreHIBCbKOI Andpakuil
(XRPD) gnsa dopmu | cnonyku 1

Ha ®ir. 3 nokasaHa Tepmorpama TepMOrpaBiMeTpPUYHOro i AndepeHLuianbHOro TepMiyHOro aHanisy
(TG/DTA) gnsa cdoopmu | cnonyku 1, BukoHyBaHoro B gianasoHi 30-300 °C 3a 10 °C/xs.

Ha @ir. 4 nokazaHa TepmorpamMa andepeHuianbHoi ckaHyto4voi kanopumeTpii (DSC) ana dopmm |
crnonyku 1, BUkoHyBaHoi y aianasoHri 30-300 °C 3a 10 °C/xs.

Ha ®ir. 5 nokasaHun cnekTp iHpayepBOHOI CMEKTPOCKOMIT 3 BMKOPUCTAHHAM MEPETBOPEHHS
oyp'e (FT-IR) ans cdopmu | cnonyku 1.

Ha ®ir. 6 nokasaHui cnekTp saepHo-marHiTHoro pesoHaHcy 1H (AMP) ansa dpopmu | cnonyku 1.

Ha ®ir. 7 nokasaHa gudpakrorpama ekcnepMMeHTanbHOi NOPOLUKOBOI PEHTreHIiBCbKOI Andpakuii
(XRPD) ansa cdopwmu |l cnonykm 1.

Ha ®ir. 8 nokasaHa Tepmorpama TepMOrpaBiMETPUYHOIO | AMdEPEHLianbHOro TEPMIYHOro aHanisy
(TG/DTA) gns chopmu Il kpucTanivyHoi cnonyku 1, BUkoHyBaHoro y gianasoHi 30-300 °C 3a 10 °C/xs.

Ha ®ir. 9 nokasaHa Tepmorpama gudepeHuianbHoi ckaHyoyoi kanopumeTpii (DSC) ans dopmu Il
crnonyku 1, BUkoHyBaHoi y aianasoHni 30-300 °C 3a 10 °C/xs.

Ha @ir. 10 nokasaHuin cnekTp saepHo-marHiTHoro pesoHaHcy 1H (AMP) ansa dpopmu Il cnonykn 1.

Ha ®ir. 11 nokasaHa gndpakrorpama ekcnepmmeHTanbHOI NOPOLLKOBOI PEHTreHiBCbKOI AndpakLii
(XRPD) gnsa dpopmu Il cnonyku 1.

Ha &ir. 12 nokasaHa Tepmorpama TepMorpaBiMeTpuMYHOro i aundepeHuiansHOro TepmivyHOro
aHanisy (TG/DTA) ansa dpopmu Il cnonyku 1, BukoHyBaHoro y gianasoHi 30-300 °C 3a 10 °C/xs.

Ha ®ir. 13 nokasaHa Tepmorpama gudepeHuianbHoi ckaHyrodoi kanopumeTpii (DSC) ana dopmm
Il cnonykn 1, BUukoHyBaHoi y gianasoHi 30-300 °C 3a 10 °C/xs.

Ha ®ir. 14 nokasaHum cnekTp iHppa4yepBOHOI CNEKTPOCKOMii i3 BUKOPUCTAHHSAM MepeTBOpPEHHS
dypbe (FT-IR) ana dopwmu Il cnonykm 1.

Ha ®ir. 15 nokasaHun cnekTp sgepHo-marHiTHoro pesoHaHcy 1H (AMP) ans copmu 1l cnonykm 1.

Ha ®ir. 16 nokasaHa gudppakrorpama ekcrnepMMeHTanbHOi MOPOLLKOBOI PEHTIEHIBCLKOT Andpakuii
(XRPD) ansa popmu XXVIII cnonyku 1.

Ha &ir. 17 nokasaHa Tepmorpama TepMorpaBiMETpUYHOro i AandepeHuiansHoro TepmivyHOro
aHanisy (TG/DTA) ansa dpopmn XXVIII cnonyku 1, BukoHyBaHoro y gianasoHi 30-300 °C 3a 10 °C/xs.

Ha ®ir. 18 nokasaHa Tepmorpama gudepeHuiansHoi ckaHytovoi kanopumeTpii (DSC) ana dpopmun
XXVIII cnonyku 1, BukoHyBaHoi y gianasoHi 30-300 °C 3a 10 °C/xs.

Ha &®ir. 19 nokasaHuin cnekTp iHppavyepBOHOI CNEKTPOCKONIi i3 BUKOPUCTAHHAM MNEpPETBOPEHHS
®ypbe (FT-IR) ana dopmn XXVIII cnonykm 1.
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Ha ®ir. 20 nokasaHum cnektp sgepHoO-MarHitHoro pesoHaHcy 1H (AMP) gns dopmu XXVIII
crnonyku 1.

Ha ®ir. 21 nokasaHa gudpakrorpama ekcnepumeHTanbHOI NOPOLLKOBOI PEHTreHiBCbKOI Andpakuii
(XRPD) ansa dopmn XXX crnonykn 1.

Ha o®ir. 22 nokasaHa Tepmorpama TepMorpaBiMeTpUYHOro i AundepeHuianbHOro TepMiYHOro
aHanigdy (TG/DTA) ansa cdopmn XXX crnonyku 1, BukoHyBaHoro y aianasoHi 30-300 °C 3a 10 °C/xs.

Ha ®ir. 23 nokasaHa Tepmorpama gudepeHuiansHoi ckaHyrodoi kanopumeTpii (DSC) ana dopmm
XXX cnonyku 1, BUKOHyBaHOiI y giana3oHi 30-300 °C 3a 10 °C/xs.

Ha &®ir. 24 nokasaHui cnekTp iHpadepBOHOI CNEKTPOCKONIT i3 BUKOPUCTAHHAM NepeTBOPEHHS
dypbe (FT-IR) ans dopmu XXX cnonyku 1.

Ha ®ir. 25 nokasaHui cnekTp siaepHo-marHiTHoro pesoHaHcy 1H (AMP) ans dpopmmn XXX cnonykm
1.

Ha &ir. 26 nokasaHa gndpakrorpama ekcnepMmeHTanbHOI NOPOLLKOBOT PEHTreHiBCbKOT gndpakuii
(XRPD) ansa dopmu XXXI cnonyku 1.

Ha o®ir. 27 nokasaHa Tepmorpama TepMorpaBiMeTpUYHOro i audepeHuianbHOro TepMiYHOro
aHanigdy (TG/DTA) ana cdopmn XXXI cnonyku 1, BukoHyBaHoro y gianasoni 30-300 °C 3a 10 °C/xs.

Ha ®ir. 28 nokasaHa Tepmorpama gudepeHuianbHoi ckaHytodoi kanopumetpii (DSC) ana dopmm
XXXI cnonykun 1, BukoHyBaHoi y gianasoHi 30-300 °C 3a 10 °C/xs.

Ha ®ir. 29 nokasaHun cnektp iHppa4YepBOHOI CNEKTPOCKONIi i3 BUKOPUCTaHHAM MNEepPeTBOPEHHS
Pypbe (FT-IR) ana dopmu | cnonykun XXXI.

Ha ®ir. 30 nokasaHuii cnekTp s4epHo-MarHiTHoro pesoHaHcy 1H (AMP) gna dopmn XXXI
cnonyku 1.

[eTanbHuM onuc cyTi BUHaxoay

BusHayeHHs

Mpwn onuci cnonyk, KOMMNO3uULiA, MeToAiB i cnocobiB 3rigHO i3 AaHMM BUHAXO40M HAaCTYMHI TEPMiHM
MaloTb TakKi 3HAYEHHS, AKLO HE BKa3aHe iHLue.

TepmiH "conbBaTt" 03Hayae komnnekc abo arperaT, yTBOpeHui ogHot abo Ginblie monekynamm
PO3YMHEHOI pevyoBUHW, TOOTO KpucTaniyHoi cronykn 1, i ogHolo abo 6inbwe Monekynamm
po3uMHHUKa. Taki conbBaTh, SK MPaBWIIO, XapaKTepU3YyTbCSA MPAKTUYHO MOCTIMHUM MOMSPHUM
CMiBBIOHOLIEHHAM PO34YMHEHOT PEYOBUHM i pO34YnHHUKA. Llen TepMiH Takox Bkntoyae B cebe knaTpatwy,
B TOMY YMCHi KnaTpaTu 3 BOAOH. TMMNOBI PO34YMHHMKN BKIOYalOTh B cebe, Hanpuknag, Bogy, MeTaHon,
eTaHorn, i3onponaHon, outoBy KucrnoTy i T. n. Konu posumHHUK siBNsie coboto Body, CTBOPEHWN
conbBaT sBnse coboto rigpart.

"TepaneBTUYHO epeKkTUBHA KiMbKICTL" O3Ha4a€e KiNbKiCTb, AOCTATHIO AN 3OINCHEHHS MiKyBaHHSA
npv BBeAEHHi cyb'ekTy, WO noTpebye nikyBaHHA. Hanpuknag, TepaneBTMYHO edeKTUBHA KiNbKIiCTb
onucaHa Hwx4ye. KinbkicTb CMOMYKWM 3rigHO i3 JaHUMM BMHaxXOAOM, sika BU3Ha4yae "TepaneBTUYHO
edeKTNBHY KinbKiCTb", Oyae 3MiHIOBaTUCA B 3aneXHOCTi Big CMOMyKW, XBOPOGMMBOro CTaHy Ta KOro
BaXKOCTi, Biky cyb'ekTa, WO nigndrae nikyBaHHIO i T. N. TepaneBTNMYHO edeKTUBHA KiMbKiCTb MOXe
OyTn BM3HayeHa TpaguuinHo chaxiBLeM B AaHiN ranysi TEXHiIKWM, Maoyun Ha yBasi NOro BriacHi 3HAHHS i
uen onuc. Takum YMHOM, "TepaneBTUYHO edeKTMBHA KiNbKiCTb" Cnonykn 1 HanexuTb A0 KiNbKOCTI,
AoCTaTHbOI Ans nikyBaHHA cyb'exTa, Wwo cTpaxgae byab-akoto i3 6esnivi popm paky, wo obymoBneHi
atvnoBolo nponicdepadieto KNiTUH i aHrioreHe3oM. TepaneBTUYHO edeKTMBHA KiNbKICTb 3rigHO i3
AaHUM BUHaxo4OM sIBNA€ COOOK KiNbKiCTb, TepaneBTUYHO 3aCTOCOBYBaHYy Anst MikyBaHHs abo
nonepeaxeHHs XBOPoONMBMX CTaHIB Ta NOpyLUEHb, PO3MMsSHYTUX B LbOMYy OOKyMeHTi. Cnonyka 1 (B
TOMYy uucni popmn B TBEpOOMY CTaHi, OnucaHi B LbOMY [OOKYMEHTI) BONoAie TepaneBTUYHON
aKTMBHICTIO MpPUrHiYeHHs, perynsuii Ta/abo Mopynsauii curHanbHOi TpaHCAyKUii KiHa3, Hanpwuknag,
onucaHux y W02005-030140.

"3aivicHeHHs nikyBaHHA" abo "nikyBaHHSA", NPUAHATE B LbOMY OOKYMEHTI, O3Hayae nikyBaHHS
XBOPOOMMBOro CTaHy fOAMHKW, B  SKOI XBOPOONUBMIN CTaH XapaKTepu3yeTbCs  aTMMOBOIO
nponigepadieo KNiTMH Ta iHBa3ielo, NpM LbOMY BOHO BK/HOYAE LWOHaMMeHwe ogHo i3: (i)
nonepeaxeHHs XBOPOOMMBOro CTaHy, WO BMHUKAE Yy MIOAMHKU, 30KpEMa, KONW Taka MAMHa CXunbHa
A0 xBOpobIMBOro ctaHy, ane we He OyB BCTAHOBMEHWI AiarHO3 NPO MOro HasdBHICTb; (ii) MPUrHIYEeHHS
XBOPOOMBOro CcrtaHy, TOOTO ranbMyBaHHS MOro PO3BUTKY; i (iii) nonerweHHs xBOpOGMMBOro CTaHy,
TO6TO 3abe3neyveHHs1 pemicii XBOpoOMBOro CTaHy.

TepMmiH "dpapmauLeBTUUHO MPUNHATHUIA® HaNeXnTb OO0 PEYOBUHU, sika He € BionoriyHo abo iHLWKMM
UYMHOM, HebaxaHow. Hanpuknag, TepmiH "dbapMaueBTUYHO MPUIAHATHUIA HOCIA" Hanexutb Ao
PEYOBMHU, sika MOXe OyTu BKMoYeHa B KOMMNO3ULiO | BBeAeHa cyD'ekTy 6e3 iHOyKyBaHHA HebaxaHux
OionoriyHmx edpekTiB abo HecnpuATNMBOI B3aeMOAil 3 iHWWMM KOMMOHEHTaMW KOoMMo3uuii. Taki
dapMaLeBTUYHO MPUIAHATHI  PEeYOBUHWM, $SIK NpaBuNo, BignoBigaloTb HeobXigHMM cTaHgapTam
TOKCMKOJIOTNYHOro Ta BUPOOHMYOro BUNpobyBaHHS i BKIOYaTb B cebe Taki peyoBMHU, SKi BU3HAYEHI B
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SAKOCTI BIiAMOBIOHMX HEAKTUBHUX IHrPedieHTiB YNpaBniHHAM i3 caHiTapHOro Harnsgy 3a SKicTho
XapyoBUX NPOAYKTiB Ta MmeankamerTis CLUA.

TepmiH "nikapcbka dopma" HanexuTb A0 @i3n4YHO OUCKPETHOI OAMHWUUI, NpugaTHOI And
[03yBaHHA cyb'ekTy, TOBTO KOXHA OAMHMULA MICTUTb NONepeaHbO BU3HAYEHY KilbKICTb CMOMYKU 3rigHO
i3 JaHUM BUHAxXoOoOM, pO3paxoBaHy ANs AOOCArHEeHHA HeobxigHOro tepaneBTMYHOro edpekty abo
okpemMo, abo B kombiHauii 3 ogHot abo Ginble aogaTKoBUX oauMHUUbL. Hanpuknag, Taki OgWUHWYHI
nikapcbKi opMn MOXYTb SBNATM COBOI0 Kancynu, TabneTkun, Nirynku i T. n.

TepMiH "amopHMIA", SIKMIA 3aCTOCOBYETLCSA B LIbOMY LOKYMEHTI, HanexuTb 40 TBepAoi dopmu
Monekynu Ta/abo ioHy, sika He € KpucTaniyHol. AMopdHa TBepAa peyoBMHA He [Jae NeBHOI
PEHTreHiBCbKOI AndpakTorpamu i3 rocTpumMm MakCMMyMamu.

TepMiH "MPakTUYHO YUCTUIN", AKMA 3aCTOCOBYETLCA B LIbOMY [OKYMEHTi, O3Hayae, Lo TeBepaa
dopma cronyku 1 MiCTUTb LoHarMeHwWwe 6nm3bko 90 MacoBUX BiACOTKIB BKa3aHOi CMOMYKW, BUXOASIUN
3 Macu Takoi TBepaoi popmun. TepmiH "WwoHanmeHLwwe 6nm3bko 90 macoBmx BiACOTKIB" ©6e3 0OMeXeHHs
3aCTOCOBYBAHOCTI MPUHLMNIB €KBiBaneHTiB wWoao ob'emy dopmMynu BuHaxony, BKIOYae, ane He
obmexyroumMcb uuM, Hanpuknag, 6nusbko 90, 6nu3eko 91, 6nusbko 92, 6nusbko 93, 6nusbko 94,
6nmsbko 95, 6nmn3bko 96, 6nuabko 97, 6nm3bko 98, Gnmnabko 99 i Gnuabko 100 mMacoBux BiACOTKIB,
BMXOAAYM 3 Macu BKasaHoi TBepaoi dopmu. PewTta TBepaoi chopMu Cronykn 1 Moxe MICTUTW iHWWY
TBEpay dopmy(-n) cnonykn 1 Ta/abo gomiwku nicnst peakuii, Ta/abo gomiwkn nicns obpaboTku, ki
3'ABNAOTLCA, Hanpuknag, npyv OTPUMaHHI KpucTaniyHoi dopmu. MNMpUCYTHICTL JOMILIOK nicnsa peakuii
Ta/abo pomiwok nicna obpobku Moxe OyTU BM3HA4YeHa 3a [OMOMOro aHaniTUYHUX TEXHOMOTIN,
BiIOMMUX i3 PiBHSA TEXHIiKKW, TAKMX SK, HANpUKNag, xpomartorpadid, cnekTpockonia S4epHOro MarHiTHoro
pe3oHaHcy, Mac-cnekTpockonisi Ta/abo iHpayepBoOHa CNEKTPOCKOMIs.

BapiaHTn peanisauii BuHaxoay

Llen BuHaxig HanexuTb A0 TBepAUX COMbBaTHUX (POpM CMOMyKM 1, a TakoX HecorbBaTOBaHWUX
(iHakwe Bigomux sk "6e3BogHi" abo "chopmu BiNbHOT OCHOBK") KpUCTaniYHNX TBEPAMX POPM CMOMNYKU
1. KoxHa i3 dopm, onucaHux B LbOMY [OOKYMEHTI, SBMNSE OKpemi acnetM LbOro BUHaxoay.
HesBaxatoun Ha Te, WO B LbOMY AOKYMEHTI ONMcaHi KpucTanivyHi TBepai popmMu, Luen BuHaxig Takox
HaneXuTb 0O HOBUX KOMMO3WLiM, WO MICTATb ONUCaHi KpuctanidHi TBepai opmn. TepaneBTuUYHE
3aCTOCYBaHHS OMUCAHUX KpUCTaniyHUX TBepAauMx QOpM, a TaKOX TepaneBTUYHI KOMMO3uuii, WO iX
MICTATb, SBNAOTb OKPEMi acnetM UubOro BuHaxody. TexHOmMorii, WO 3acTOCOBYWOTbCS And
XapaKkTePUCTUKM KpUCTanivyHmMx TBepanx bopm, onucaHi B npuknagax Hwxk4ye. Taki TeXHOnorii, camu no
cobi abo B koMOGiHaLii, MOXXyTb 3aCTOCOBYBaTUCA OJ1S1 XapaKTEPUCTUKN KpUCTaniyHnx popm, onmcaHmx
B UbOMY [JOKymeHTi. KpucTtaniyHi TBepai ¢opmu Takok MOXyTb OyTu oOxapakTtepusoBaHi i3
nocunaHHAM Ha onucaHi dirypu.

KpucTaniyni TBepgi coopmu crnonyku 1

Llen BuMHaxig HanexuTb 00 KpucTaniyHux TBepamx dopm cnonyku 1. Kpuctaniuni TBepai coopmu
BKIlO4aloTh B cebe:

KpucTaniyHy gurigpaTtHy bopmy cnonyku, Lo Ha3nBaeTbcs chopma | cnonyku 1;

KpucTaniyHy conbBaTHy dOpMy CMOMyKu, WO Ha3nBaeTbes cpopma Il cnonyku 1;

KpucTaniyHy 6e3sogHy ("dopmy BinbHOI ocHoBM ”) popmy cnonykm 1, Wwo HasnsaeTbes opma
cnonyku 1;

KpucTaniyHy 6e3sogHy ("dpopmy BinbHOI ocHoBMU") dopMy crnonyku 1, Wo HasmBaeTbca opma
XXVIII cnonyku 1;

KpucTaniyHy 6e3BogHy ("dopmy BinbHOI ocHOBU") dopMy crnomnyku 1, WO HasmBaeTbCcsi hopMa
XXX cnonyku 1; i

KpucTaniyHy gurigpaTHy dopmy cnonyku 1, Wwo HasueaeTbesa popma XXXI cnonyku 1.

Ha3Bu, WO 3acTOCOBYIOTbCA B LbOMY AOKYMEHTI ANs XapaKTepUCTUKU KOHKPETHO! dopmu,
Hanpuknag "cdopma I" Towo, He cnig o6MexyBaTh Tak, O BUKMNIOYAETLCH Oyab-SKka iHWa pevyoBuHa,
o Bonogie nogioHuMu abo igeHTUYHMMKN IBUYHMMK Ta XIMIYHUMKW XapakTepucTukamu, a WBeuglle,
Taki Ha3BM 3aCTOCOBYIOTb NULLIE Y AKOCTI ifeHTUdikaTopiB, AKi Cnig THymMavuMT 3rigHo 3 iHdhopmauieto
NpO XapakTepUCTUKY, L0 NpeacTaBneHa B LLbOMY JOKYMEHTI.

KoxHa dpopma cnonyku 1 sBnsic coboo OKpeMuii acnekT Upboro BuHaxogy. Cymili KpucTanivyHnx
TBepanx opm cnonyku 1 ABns0Te COOOH0 iHWMI acnekT uboro BuHaxogy. Popma cnonykm 1 Bonogie
Pi3HNUMW HEOBXIOHUMU SKOCTSIMU 4118 pO3PO6KM.

®dopma | cnonykn 1 MoOxe xapakTepusyBaTuUCS LLIOHAaNMEHLLEe OAHUM i3 HACTYMNHOro:

(i) AndpakTorpamMmor NOPOLLKOBOI peHTreHiBcbkoi andpakuii (CuKa), wo mictute Aa abo GinbLue
nikiB, ik 300paxkeHo Ha Pir. 2, Ae BUMIpIOBaHHS KpucTaniyHoi dhopMu NpeacTaBrieHo 3a TemnepaTypu
HaBKOIMLLUHBLOIO cepeaoBuLLa BCepeaUHi NPUMILLEHHS; i

(i) cnekTpom NOpPOLLKOBOT peHTreHiBCcbKkoi andpakuii (XRPD), no cyTi, 3rigHo i3 andpakrorpamoto,
nokasaHoto Ha dir. 2.
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dopma | cnonykn 1 moxe xapakrtepudyBaTUCs OUGPAKTOrPamMol0 MOPOLLKOBOI PEHTreHIBCbKOI
andpakuii (CuKa), wo mictute nikm npun 10,1, 11,9, 12,9, 14,4, 16,0, 23,0, 23,6 i 24,7 (°26+0,2 °20). B
iHWoMy BapiaHTi peanisauii BuHaxogy ¢opma | cnonykm 1 MOXe XxapakTtepusyBaTucs
andppakTorpamoro NopoLLKOBOi peHTreHiBebkoi andpakuii (CuKa), wo mictute nikm npn 10,1, 11,9,
12,9, 14,4, 16,0 i 23,6 (°26+0,2 °26). B iHwomy BapiaHTi peani3auii BuHaxoay ¢opma | cnonykm 1
MOXE XapakTepusyBaTUCA OupakTorpamold MOPOLUKOBOI peHTreHiBebkol audpakuii (CuKa), wo
micTutb nikm npu 10,1 i 12,9 (°26+0,2 °20). B gogaTkoBomy BapiaHTi peanisauii BuHaxogy dopma |
cnonykn 1 MOXe xapakTepudyBaTuca AudpakTorpamMord MOPOLUKOBOI PEHTrEHIBCLKOT Andpakuii
(CuKa), wo mictutb nikv npun 11,9, 14,4, 16,0 i 23,6 (°26+0,2 °26).

IHWI sKOCTi B TBEpPAOMY CTaHi, SKi MOXYTb 3acTOCOBYBaTUCA ONs XapakTepucTukm dopmn |
cnonykm 1, nokasaHi Ha @ir. (®ir. 3-6) i pos3rnsHyTi B npuknagax Hwkye. Hanpuknag,
TepMorpasiMeTpudHuii/andeperuianbHui aHania (TG/DTA) dopmu | cnonyku 1 nokasae BTpaTy Macu
Ha 6,5 BigcoTkiB 3a 25-80 °C, wo Bignosigae BTpati 1,92 Monb BoAM, WO BKasye Ha Te, wWo dopma |
cnonyku 1 aBnsie coboto gurigpat (Pir. 3). NrpockoniyHicTe Ta copbuinHi akocTi popmun | cnonykm 1,
Ha sKi Bkadye ayxe Hesenuke 3b6inbweHHa macu npu Big 40 % RH go 90 % RH, BkasytoTb Ha Te, Wo
dopma | cnonyku 1 € cTabinbHOK Ta HEerirPoCcKomMivYHO 3a BinbLL BUCOKOT BONOroCTi.

dopma | cnonykm 1 moxe OyTu OoTpMmaHa 3a [OMOMOroK MepemillyBaHHa cymiwi dopmm |
cnonykn 1 abo amopdHoi cnonykn 1 i TIP 3a TemnepaTypu HaBKOMMWLLIHLOrO cepefoBuLia g0
po3unHeHHst cnonykum 1. MoTim nopuisMy gogatoTb Bogy i CyMill NepemillyoTe NPOTArOM 4OCTaTHLOT
KinbkocTi yacy. Teepay cdopmy | cnonykn 1 36mpatoTb | BUCYLLYIOT.

dopma |l cnonyku 1 MoXxe XxapakTepmsyBaTucs LOHANMEHLLE OAHUM i3 HACTYMHOrO:

(i) amdbpakTorpamoro NOPOLLKOBOI peHTreHiBcbKkoi andpakuii (CuK a), wo mictute gBa abo binbLue
nikiB, sIk 306paxxeHo Ha Pir. 7, Ae BUMipIOBaHHS KpUcTanivyHoi doopMu NpeacTaBeHo 3a Temnepatypu
HaBKOMWLUHLOIO CepefoBULLIa BCEPEAMHI NPUMILLLEHHST; i

(i) cnekTpoM NOpPOLLKOBOI peHTreHiBebkoi andpakuii (XRPD), no cyTi, 3rigHo i3 andpakrorpamoto,
nokasaHoi Ha ®Pir. 7.

B opgHomy BapiaHTi peanisauii BuHaxogy copma Il cnonykm 1 MOxe XxapakTepusyBaTucs
AndpakTorpamMolo NMOPOLLKOBOI peHTreHiBcbkoi andpakuii (CuKa), wo mictute nikv npu 6,4, 11,6,
12,1, 12,6, 12,9, 14,8, 14,9, 18,0, 18,8 i 20,2 (°26+0,2 °26). B iHwomy BapiaHTi peani3auii BuHaxoay
dopma Il cnonykn 1 moxe xapaktepusyBaTuca AMDPAKTOrpamold MNOPOLUKOBOI PEHTrEHIBCbKOI
andpakuii (CuKa), wo mictuTe niku npu 6,4, 11,6, 12,1, 12,6, 12,9, 14,8, 14,9i 20,2 (°26+0,2 °26). B
iHWoMYy BapiaHTi peanizauil BuHaxogy dopma Il crnonykm 1 MOXe XxapakTepusyBaTucs
AndpakTorpamoro NopoLLKOBOi peHTreHiBebkol andpakuii (CuKa), wo mictute nikn npu 11,6, 12,1,
12,6, 12,9 i 14,9 (°26+0,2 °26). B gogaTkoBOMY BapiaHTi peanisauii BuHaxogy dopma Il cnonyku 1
MOXEe XapakTepusyBaTUCA OudpakTorpamold MOpPOLUKOBOI peHTreHiBebkol audpakuii (CuKa), wo
MiCTUTb niku npu 6,4, 8,6, 14,91 20,2 (°26+0,2 °20).

IHWIi sKOCTi B TBEpAoOMY CTaHi, fKi MOXYTb 3acTOCOBYBaTUCHA A58 Xapaktepuctukm dopmm |l
cnonykn 1, nokasaHi Ha ®ir. (dir. 8-10) i posrnaHyTi B npuknagax Hwkye. Hanpwuknag,
TepmorpasimeTpuyHui/gudepeHuiansHuin aHania (TG/DTA) cdopmu Il cnonykn 1 nokasae BTpaty
macu Ha 9,8 BigcoTkis, 0GyMOBneHy BTpaTolo B cymilli TeTparigpodypaHry (TI®) i sogu (Pir. 8).

dopwma Il cnonykn 1 mMoxe Gyt oTpumaHa 3a OOMOMOrOK NepeMiyBaHHA cymiwi dopmu |
cnonyku 11 TT'® 3a TemnepaTypy HABKOSULLUHBOIO CepefoBuLLa A0 PO3YNHEHHSA bopmMu | cnonyku 1.
MoTim nopuiamu gofatoTb BOAY i CyMill nepemillytoTb NPOTAroM AOCTaTHBOI KiNbKOCTI Yacy. Teepay
dopmy Il cnonykn 1 36upatoTb i BUCYLLYIOTb.

®dopma lll cnonyku 1 MOXe xapakTepunsyBaTUCS LLOHANMEHLLE OHUM i3 HACTYMHOrO:

(i) AndpakTorpamMor NOPOLLKOBOI peHTreHiBcbkoi andpakuii (CuKa), wo mictute ABa abo binblie
nikie, sk 3obpaxeHo Ha ®ir. 11, ge BMMIpOBaHHA KpucTaniyHoi dopMKn NpeacTaBneHo 3a
TemnepaTypy HaBKOMMLLHLOIO cepedoBuLLa BCcepeauHi MPUMILLIEHHS; i

(i) cnekTpoM NOPOLLKOBOI peHTreHiBCbkoi agndpakuii (XRPD), no cyTi, 3rigHo i3 gudpakrorpamoto,
nokasaHoto Ha Pir. 11.

B opHomy BapiaHTi peanisauii BuHaxogy dopma Il cnonykn 1 mMoxe xapakrepusdyBaTtucs
AndpakTorpamMol0 NOPOLLKOBOI peHTreHiBcbkoi gudpakuii (CuKa), wo mictutb niku npu 7,0, 7,8, 9,4,
11,1, 12,6, 14,1, 15,5, 17,322, 3 i 24,3 (°26+0,2 °26). B iHwomy BapiaHTi peanisauii BuHaxogy dopma
Il cnonykn 1 Moxe xapakTepmsyBaTuCHa OMdPaKTOrpamMord MOPOLUKOBOI PEHTreHIBCLKOI Audpakuii
(CuKa), wo mictutb nikv npu 7,0, 7,8, 9,4, 11,1, 12,6, 14,1, 22,3 i 24,3 (°26+0,2 °26). B iHwoOMYy
BapiaHTi peanisauii BuHaxogy c¢dopma |l cnonykm 1 moxe xapaktepusdyBaTucsa AudpakTorpamoro
NMOPOLLKOBOI peHTreHiBcbkol andpakuii (CuKa), wo mictutb nikv npu 9,4, 12,6, 22,3 i 24,3 (°26+0,2
°20). B pogaTtkoBomy BapiaHTi peanisauil BuHaxony dopma Il cnonykn 1 moxe xapaktepusyBaTucs
AndpakTorpamoro NopoLLIKOBOT peHTreHiBcbkoi andpakuii (CuKa), wo mictutb nikv npn 7,0, 7,8, 11,1
14,1 (°26+0,2 °26).
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IHWI AKOCTi B TBepAOMY CTaHi, SIKi MOXYTb 3acTOCOBYBaTUCA ANA XapaktepucTtukn copmu
crnonyku 1, nokasaHi Ha ®ir. (®Pir. 12-15) i posrnaHyTi B npuknagax Hwxkye. Hanpuknag, npy TG/DTA
aHanisi gopmu Il cnonyku 1 cnoctepiranu BiACYTHICTb BTpaTu Macw, Lo BKasye Ha Te, wo cdopma lli
cnonyku 1 siBnsie coboto 6e3soaHy peyoBuHy (dir. 12). INirpockoniyHicTb | copbuinHi sikocTi dhopmu I
crnonyku 1, Ha ki BKasye gyxe Hesenuke 3binbwerHa macu npu Big 0 % RH go 80 % RH, BkasyioTb
Ha Te, wo copma Il cnonykm 1 € HerirpockoniyHoO 3rigHO i3 Kknacudikauiero €BponencbKol
dapmakonii.

®opma Il cnonykn 1 moxe OyTm oTpMMaHa 3a OOMOMOroK nepeMillyBaHHs cymiwi dopmm |
cnonyku 1 i TF® 3a TemnepaTypmn HaBKOMULLHLOMO CepefoBuLla A0 PO3dNHEHHSA doopmu | cnonykm 1.
Cymiw noTiM HarpiBatoTb A0 TemnepaTypu woHanmeHwe 40 °C i 3HWKytoTb TUCK Ao 6nmusbko 100
Topp. MNoTiM 6nun3bko nonoeuHy o6'emy TI® Buaansanmu sa 4ONOMOrow AMCTUNALIi, B konby gogasanu
MEeTaHON [0 [JOCArHeHHs 6nu3bko noyaTtkoBoro o6'emy. [aHy AUCTURSALKO NOBTOprOBanu
LoHarMeHLLle ABa pasu i CyMmill noBepTanu OO TemnepaTypu HaBKOMULIHBbOrMO cepefioBULLLA i TUCKY.
OTpwvmMaHi TBepAi YacTkn 3bupanu i BucyLyBanm.

dopma XXVIII cnonykn 1 Mmoxe xapakrepusyBaTucs LLOHaNMEHLLEe OAHMUM i3 HACTYMHOrO:

(i) AudbpakTorpamoto NOPOLLKOBOI peHTreHiBebkol andpakuii (CuKa), wo mictutb aBa abo binbLue
nikis, sk 3o06paxeHo Ha ®ir. 16, Oe BMMIpOBaHHA KpucTaniyHoi dopMKU NpeacTaBneHo 3a
TemnepaTypu HaBKOJTMLLHLOIO CepeaoBuLLa BCEPeanHi MPUMILLEHHS; i

(i) cnekTpoM NOpOLLKOBOI peHTreHiBebkoi andpakuii (XRPD), no cyTi, 3rigHo i3 andpakrorpamoto,
nokasaHoto Ha dir. 16.

B ogHomy BapiaHTi peanisauii BuHaxogy dopma XXVIII cnonykun 1 moxe xapaktepusyBaTucs
AndpakTorpamMoo NOPOLLKOBOI peHTreHiBcbkoi andpakuii (CuKa), wo mictuts nikv npwm 6,5, 9,5, 11,8,
12,3, 13,04, 15,5, 16,9, 17,7, 19,1, 21,7 i 22,3 (°26+0,2 °26). B iHWwoMy BapiaHTi peani3auii BuHaxogy
dopma XXVIII cnonykn 1 moxe xapaktepusyBaTuca AudpakTorpamord NOpOLLKOBOI PEHTrEHIBCbKOT
andpakuii (CuKa), wo mictute niku npu 6,5, 9,5, 11,8, 12,3, 13,0, 17,7, 19,1 i 22,3 (°261£0,2 °20). B
iHWoMy BapiaHTi peanisauii BuHaxogy dopma XXVIII cnonykm 1 Moxe xapakrepudyBaTucs
AndbpakTorpamoro NOpPOLLKOBOI peHTreHiBebkoi andpakuii (Cuka), wo mictuts nikv npu 9,5, 11,8, 13,0
i 22,3 (°26+0,2 °20). B pogaTkoBOMY BapiaHTi peanisdauii BuHaxogy dopma XXVIII cnonyku 1 moxe
XapaktepusyBaTnca AndpakTorpaMolo NOPOLUKOBOI peHTreHiBcbkol Andpakuii (CuKa), wo mictutb
nikn npu 6,5, 12,3, 17,7, 19,1 (°26+10,2 °20).

IHWIi SKOCTiI B TBEPAOMY CTaHi, SIKi MOXYTb 3aCTOCOBYBATUCH OS1 XapakTepucTukm dpopmm XXVII
crnonykn 1, nokasaHi Ha ®ir. (Pir. 17-20) i po3rnsAHyTi B Npuknagax Hwxkye. Hanpuknag, npy TG/DTA
ananisi popmm XXVIII cnonyku 1 cnocTtepiranu BiACYTHICTb BTpaTU Macu, WO BKa3ye Ha Te, WO
dopma XXVIII cnonykn 1 aensie coboto 6e3BogHy pevoBuHy (Pir. 17). lMirpockonivHicTb i copOUinHi
AIKOCTIi, Ha siKi BKadye Oyxe HeBenuke 36inbweHHs macu npu Big 0 % RH go 80 % RH, BkasytoTb Ha
Te, wo opma XXVIII cnonykn 1 € HerirpockomnivyHoto.

®opma XXVIII cnonyku 1 moxe 6yt oTpumaHa 3a gonomoroto o6'egHaHHsa dbopmu | cnonykn 1 i
1-6yTaHony 3a HU3bKOi TemnepaTypu (Hanpuknag, 0-10 °C) npoTarom Kinbkox AHiB. TBepay dopmy
XXVIII cnonykn 1 Buginanu 3a gonomMorot dinbTpadil i BUCyLWyBanu Ha noBiTpi. B anbTepHaTuBHIl
npoueaypi i3 amopcHoi cnonykn 1 moxe GyTM yTBOpPEHa CYCMeH3is B HITPOMETaHi MPOTArOM KiflbKOX
AHiB 3a kiMHaTHOI Temnepatypu. OTpumaHy TBepgy cdopmy XXVIII cnonykum 1 notim 36upatoThb,
BUCYLIYIOTL | AeconbByoTb Npy TG/DTA 3a 110 °C npoTtsirom 15 XBUNKWH.

dopma XXX cnonykn 1 Moxe xapaktepusyBaTuca LWOHaNMeHLUe OAHUM i3 HACTYNHOro:

(i) AndpakTorpamMor NOPOLLKOBOI peHTreHiBcbkoi andpakuii (CuKa), wo mictute Aa abo GinbLue
nikie, sk 3o0bpaxeHo Ha ®ir. 21, ge BMMIpOBaAHHSA KpucTaniyHoi ¢opmu npeacTtaBneHo 3a
TemnepaTypu HaBKOMULIHBOrO cepefoBuLLa BCcepeauHi NPUMILLEHHS; |

(i) cnekTpom NOpPOLLKOBOT peHTreHiBCcbKkoi andpakuii (XRPD), no cyTi, 3rigHo i3 andpakrorpamoto,
nokasaHoto Ha ®ir. 21.

B ogHomy BapiaHTi peanisauii BuHaxogy dopma XXX crnonykm 1 MOXe XxapakrepusyBaTuCs
AndpakTorpamMolo NOPOLLKOBOI peHTreHiBCcbkoi andpakuii (CuKa), wo mictuts nikv npn 7,2, 7,5, 10,0,
12,0, 12,4, 13,5, 15,8 i 19,8 (°26+0,2 °26). B iHwomy BapiaHTi peanizauii BuHaxogy copma XXX
cnonykn 1 MoOxe xapakrepusdyBaTucd AMdpakTorpamor MOPOLLIKOBOI PEHTIEHIBCbKOI Andpakuii
(CuKa), wo mictute nikn npun 7,2, 7,5, 10,0, 12,0, 12,4, 13,51 19,8 (°26+0,2 °26). B iHWOMY BapiaHTi
peanisauii BuHaxogoy dopma XXX crnonykm 1 MOXe xapakTtepudyBaTuca AudpakTorpamoro
NMOPOLLKOBOI peHTreHiBcbkoT andpakLii (CuKa), wo mictute niku npm 10,0, 12,01 12,4 (°26+0,2 °26). B
JoOaTkoBOMY BapiaHTi peanisauil BuHaxogy dopma XXX cnonyku 1 MoOXe XapaktepusyBaTucs
AndpakTorpamoro NopoLLIKOBOT peHTreHiBebkoi andpakuii (CuKa), wo mictutb nikv npn 7,2, 7,5, 13,5 i
19,8 (°2610,2 °20).

IHWIi AKOCTi B TBEPAOMY CTaHi, SKi MOXYTb 3aCTOCOBYBaTUCSA AN XapakTepuctukn gopmm XXX
crnonykn 1, nokasaHi Ha ®ir. (Pir. 21-25) i posrnaHyTi B npuknagax Hwxkye. Hanpuknag, npy TG/DTA
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aHanisi popmmn XXX crnonykm 1 cnocrtepiranu BiACYTHICTb BTPaTM Macu WO BKasye Ha Te Wwo dopma
XXX cnonykn 1 aBnse coboto 6e3soaHy pedoBuHy (Pir. 22). lMNrpockonivHiCTb i COpBUiNHI AKOCTI
dopmmn XXX cnonyks 1 BKasylTb Ha Te, Wo ¢opma XXX cnonyku 1 € rirpoCKoniyHOK 3rigHo i3
knacuaikauieto €sponerncbkoi hapmakonil.

dopma XXX crnonyku 1 moxe 6yTn oTprmaHa 3a ONOMOrow AodaBaHHA amopdHoi cnonyku 1 B
KoHTelnHep. KoHTelHep nomiwaTe He3anevyataHuM BcepeauHy BGinblioro KoHTenHepa, SKuin MiCTUTb
nponaHoH. Yepes kinbka AHIB peyoBnHa Moxe OyTn geconbBaTtoBaHa npu TG/DTA 3a 105 °C
npoTsirom 25 XBUNWH i3 HacTynHo AgeconbBaTauieto 3a 100 °C npoTtarom 40 XBUMH i3 OTPUMaHHAM
dopmn XXX cnonykun 1.

dopma XXXI cnonykn 1 MOXe XxapakTepu3yBaTuCA LWOHANMEHLLE OAHUM i3 HACTYMHOrO:

(i) AudbpakTorpamoto NOpOLLKOBOI peHTreHiBebkol andpakuii (CuKa), wo mictutb gBa abo binbLue
nikie, sk 3o06paxeHo Ha ®ir. 26, Oe BMMIpIOBaHHA KpucTaniyHoi opMU NpeAcTaBreHo 3a
TemnepaTypu HaBKOJTMLLIHBOIO CEPeAOBULLA BCEPEAUNHI MPUMILLEHHS; i

(i) cnekTpom NOPOLLUKOBOI peHTreHiBCcbKoi andpakuii (XRPD), no cyTi, 3rigHo i3 andpakrorpamoto,
nokasaHoto Ha ®ir. 26.

B ogHomy BapiaHTi peanisauii BuHaxogy dopma XXXI cnonykm 1 moxe xapakTepusyBaTucs
AndpakTorpamMolo MOpPOLLKOBOI peHTreHiBcbkoi andpakuii (CuKa), wo mictute nikn npu 5,0, 10,0,
11,9, 13,0, 14,4, 16,1, 19,9, 21,4 i 23,8 (°26+0,2 °26). B iHwomy BapiaHTi peanisauii BuHaxogy cgopma
XXXI cnonykn 1 MOxe xapakrtepusyBaTncsa AudpakTorpamoro NopoLLKOBOI PEHTIEHIBCbKOI AndpakLii
(CuKa), wo mictutb nikm npu 5,0, 10,0, 11,9 i 13,0 (°26+0,2 °28). B goaatkoBomy BapiaHTi peanisauii
BuHaxoay dopma XXXI crnonykm 1 Moxe XxapaktepmsyBaTtucs OMdpakTorpamord MNOPOLLUKOBOI
peHTreHiBcbkoi gndpakuii (CuKa), wo mictutb nikv npun 14,4, 16,1, 19,91 23,8 (°26+0,2 °26).

IHWI SKOCTi B TBEPAOMY CTaHi, AKi MOXYTb 3acTOCOyBaTUCS ANS Xapaktepuctukn dopmm XXXI
crnonykn 1, nokasaHi Ha ®ir. (Pir. 27-30) i po3rnaAHyTi B npuknagax Hwkde. Hanpuknag, cnoctepiranu
BTpaTy macu Ha 6,61 BigcoTkiB npu TG/DTA ananisi dpopmm XXXI cnonyku 1, wWo Bkadye Ha Te, WO
dopma XXXI cnonyku 1 asnse coboro aurigpat (Pir. 27).

®opma XXXI cnonykn 1 moxe 6yTn oTpumaHa 3a JOMOMOrow nepemilysaHHs cymiwi dopmu il
cnonykm 1 B 2-metunteTparigpodypaHi 3a 0-10 °C npoTarom LWOHaMMeHLWe [BOX TWDKHIB i3
3abesneveHHaM HacuyeHHs. [dopasnu cdopmy | cnonykn 1 i cdopmy XXXI cnonykm 1 i cymiw
nepemiwyBany NpoTArOM KiflbKOX AHIB i3 3abe3ne4yeHHsAM MOBHOro nepeTBOpeHHs Ha dopmy XXX
cnonykn 1. TBepaa pevoBuHY BMAINSANN 3a 4ONOMOrol hinbTpauil nig BakyymoM i BUCYLLYBanu Ha
dinbTpi.

B ogHomy BapiaHTi peanisauil BuHaxoay Len BUMHaxig HanexuTb Jo TBepdol dopmu cronykum 1,
onncaHoi B LbOMYy LOKYMEHTI B Oyab-sakoMy i3 acnekTiB Ta/abo BapiaHTiB peanisauii BMHaxoay, sika
ABNsie CODOK NpPaKTUYHO YMcTy dopmy | cnonykn 1.

B iHwWoMmy BapiaHTi peanisauii BMHaxogy Len BUHaxig Hanexutb Ao TBepaoi opmn cnonyku 1,
OnncaHoi B LbOMYy AOKYMeEHTI B Byab-akoMy i3 acnekTiB Ta/abo BapiaHTiB peanisauii BUHaxody, sika
ABNse cobOK NPaKTUYHO YncTy dhopmy Il cnonyku 1.

B iHwoMy BapiaHTi peanidauii BMHaxogy Len BUHaxig HanexwuTb 0o TBepgoi dopmu crnonyku 1,
OnncaHoi B LbOMYy AOKYMeHTI B Byab-sakoMy i3 acnekTiB Ta/abo BapiaHTiB peanisauii BUHaxody, sika
ABNse cobor NpakTUYHO YncTy cdopmy Il cnonyku 1.

B iHwWoMmy BapiaHTi peanisauii BMHaxogy Len BUHaxig Hanexutb Ao TBepaoi opmn cnonykum 1,
onncaHoi B LbOMYy LOKYMEHTI B Oyab-skoMy i3 acnekTiB Ta/abo BapiaHTiB peanisaLii BUHaxody, sika
ABNsie CO0OK NpakTUYHO YncTy popmy XXVIII cnonyknm 1.

B iHwWoMmy BapiaHTi peanisauii BMHaxogy Len BUHaxig Hanexutb Ao TBepaoi opmu cnonykum 1,
onncaHoi B LibOMYy LOKYMEHTI B Oyab-akoMy i3 acnekTiB Ta/abo BapiaHTiB peanisaLii BUHaxody, sika
ABNsie CODOK NMPAKTUYHO YMCTY opmMy XXX crionyku 1.

B iHwoMy BapiaHTi peanisdauii BMHaxogy uUen BUHaxig Hanexwtb Ao TBepaoi chopmu cnomnyku 1,
OMUCaHoi B LIbOMY OOKYMEHTI B Oyab-skoMy i3 acnekTiB Ta/abo BapiaHTiB peanisadii BUHaxogy, aka
ABMNsiE€ CODOK NMPaKTUYHO YncTy popmy XXXI cnonyku 1.

[JoaaTkoBuiA acnekT LUbOro BMHaXOAY HamneXuTb [0 CyMillerd KpucTaniyHux Teepaux ¢opMm
crnonykn 1, onucaHuMx B LbOMY AOOKYMEHTi B Oydb-AkOMYy i3 acnekTiB Ta/abo BapiaHTiB peanisauii
BUHaxoay.

KoxHa i3 kpuctaniyHux TBepaumx ¢opM cronyku 1, onuMcaHux B LUbOMY [OOKYMEHTI, Bonogie
YHIKanbHUMKN XapakTepucTukamu, siki MOXYTb BiApi3HATW 1X OoOHY Big oAHOI. Taki xapakTepucTuku
MOXYTb OyTM 3po3yMmini 3 MNOPIBHAHHA i3UYHUX BriacTuBocTen oOpM B TBEPAOMY CTaHi, SKi
NpeacTaBneHi B NpuKnagax Hk4e.

B iHWomy BapiaHTi peanisauii BUHaxoay Len BUHaxig HanpaBneHo Ha KpucTaniyHy Teepay opmy
I, 1, 1, XXV, XXX abo XXXI cnonyku 1 i3 gudpaktorpamoro XRPD, BubpaHy i3 rpynu, wo
CKNagaeTbCs i3:
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Cnonyka 1
dopwma | Dopmal ll dopwma lll dopma XXVIII dopma XXX dopma XXXI

10,1 6,4 7,0 6,5 7,2 5,0
11,9 11,6 7,8 9,5 7,5 10,0
12,9 12,1 9,4 11,8 10,0 11,9
14,4 12,6 11,1 12,3 12,0 13,0
16,0 12,9 12,6 13,0 12,4 14,4
23,0 14,8 14,1 15,5 13,5 16,1
23,6 14,9 15,5 16,9 15,8 19,9
24,7 18,0 17,3 17,7 19,8 214
18,8 22,3 19,1 23,8

20,2 24,3 21,7

22,3

B iHWoMy BapiaHTi peanisauii BUHaxoay Lev BUHaxig HanpaBneHo Ha KpucTaniyHy Teepay hopmy
I, 1, 1, XXVI, XXX abo XXXI cnonyku 1 i3 gudpaktorpamoto XRPD, BubGpaHy i3 rpynu, Lo

cKnagaeTbes i3:

Cnonyka 1
dopma | Popma ll Popma lll Popma XXVIII dopma XXX Popma XXXI

10,1 6,4 7,0 6,5 7,2 5,0
11,9 8,6 7,8 9,5 7,5 10,0
12,9 12,1 9,4 11,8 10,0 11,9
14,4 12,6 11,1 12,3 12,0 13,0
16,0 12,9 12,6 13,0 12,4 14,3
23,6 14,8 14,1 17,7 13,5 14,4
14,9 22,3 19,1 19,8 16,1

20,2 24,3 22,3 19,9

23,8

B iHWoMmy BapiaHTi peanisauii BUHaxo4y Uen BUHaxig HanpasneHo Ha KpucTaniyHy Teepay dopmy
I, 1, 1, XXVIII, XXX abo XXXI crnonykn 1 i3 gndpaktorpamoio XRPD, BubGpaHy i3 rpynu wo

cKagaeTbes i3:

Crnonyka 1
$opma | Popma Popwma lll ®opma XXVIII Popma XXX Popma XXXI
11,9 6,4 7,0 6,5 7,2 14,4
14,4 8,6 7,8 12,3 7,5 16,1
16,0 14,9 11,1 17,7 13,5 19,9
23,6 20,2 14,1 19,1 19,8 23,8

B iHWoMy BapiaHTi peanisauii BUHaxoay Lewn BUHaxig HanpaBrneHo Ha KpucTanivyHy Teepay dpopmy
I, 1, I, XXVII, XXX abo XXXI cnonyku 1 i3 gudppaktorpamoro XRPD, BuGpaHy i3 rpynu Lo

cKnagaeTbes i3:

Cnonyka 1
dPopma | dopma ll dopma lll Popma XXVIII Popma XXX Popma XXXI
10,1 11,6 9,4 9,5 10,0 50
12,9 12,1 11,5 11,8 12,0 10,0
12,6 12,6 13,0 12,4 11,9
12,9 22,3 22,3 13,0
14,9 24,3 14,3

B iHWoMmy BapiaHTi peanisauii BUHaxo4y Len BUHaXi4 HanpaBneHo Ha KpucTaniyHy TBepay opmy
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cnonykw 1 3a nn. 1-5 opmynu BuHaxody, LWO XapaKTepusyeTbCa npencTaBneHuMun
andppakrorpamamu XRPD:

Cnonyka 1
dopma | Dopwma lll Dopma XXVIII dopma XXX dopma XXXI
Pir. 2 dir. 11 Pir. 16 dir. 21 dir. 26

Ak BKaszaHO BMLLE, ONUCAHI B LbOMY AOKYMEHTI 00'€EKTM MOXYTb 3aCTOCOBYBATUCA AMs1 YTBOPEHHSA
L-manaTHol coni [4-(6,7-OnmeTOKCKN-XIHOMOH-4-in-oKeu)-eHin]-amia-(4-cnyopo—geHin)-amigy
umknonponax-1,1-gukapboHoBoi knucnotu (kabos3aHTuHIB). Hanpuknag, L-ab6ny4Hy KUCNOTY MOXYTb
aodaBaTu OO pPO3YUHy [4-(6,7-OMMETOKCU-XIHOMOH-4-in-oKeKn)-goeHin]-amia-(4-gpnyopo—deHin)-amigy
umknonponax-1,1-gukapboHOBOiI KMCNOTKM B (pOpMi BiNIbHOI OCHOBM B €TaHOMi 3 MigTPUMaHHSM
TemnepaTypu 6nusbko 25 °C. lNoTtim gogatotb kapboH (0,5 kr) i kpemHin-tion (0,1 kr) i oTpumaHy
cymiw HarpieatloTb o 6nm3bko 78 °C, 3a sikux gogarTb Bogy (6,0 kr). PeakuiiHy cymiw noTim
QiNbTpyOTb i3 NoganbWMM AoAaBaHHAM i3onponaHony (38,0 kr) i 3abesneyvytoTb OXONMOMKEHHS A0
6nmabko 25 °C. MpoaykT BUAINAITL 3a 4ONOMOror dinbTpaLii, a TakoX NPOMMBAIOTL i30MPONaHOIOM
(20,0 kr) i BucywytoTh 3a 6nmM3bko 65 °C i3 oTpumaHHaM L-manatHoi coni [4-(6,7-AMMEeTOKCU-XiIHOMOH-
4-in-okcu-cpeHin]-amia-(4-cpnyopo—eHin)-amigy umknonponaH-1,1-gukapboHOBOI KMCNOTK.

dapmaueBTUYHI KOMNo3uuii Ta cnocobu nikyBaHHS

IHWKWM acnekT uUbOro BUHAXOQy HanexuTb A0 apMaueBTUYHOI KOMMO3WULii, WO MICTUTb
LLIOHANMeHLIe OAHY KpucTanivyHy TBepay ¢opMy Crnosfyku 1, onvcaHy B LibOMY LOKYMEHTI B Oyab-
SKOMY i3 acnekTiB Ta/abo BapiaHTiB peanisauii BUHaxody abo ixHix kombiHauin, i dapmaueBTUYHO
NPUAHATHOTO HamnoBHBa4va. PapmaueBTUYHI KOMMO3MUii Ha OCHOBI cronyku 1 Oyl onucaHi,
Hanpuknag, y nybnikauisix 3asBOK Ha MaTEHT, WO HanexaTb O4HOMY i TOMY X MpPaBOBMACHUKOBI 3a
PCT NeNe WO 2005/030140, WO 2012/009722 i WO 2012/109510, koxHa 3 SIKUX BKIOYeHa 3a
NOCWUMNaHHAM Y LIEV OKYMEHT Y NOBHOMY 06CA3i.

Kinbkictb  kpuctaniyHoi TBepgoi dopmum crnonykm 1 abo kombiHauin Ha 1i OCHOBi B
hapmaLeBTUYHIN KOMNO3KLii MOXe ABNATU cobo TepaneBTUYHO edeKTUBHY KinbkicTb. KpuctaniyHi
TBepai opmu cnonykn 1 MOXyTb ByTM MpUCYTHI B hapmMaueBTUYHIN KOMMo3uuii okpemo abo vy
Burmagi kombiHauii. Kpuctaniydi TBepai opmu, onucaHi B UbOMY AOKYMEHTI, BKMYawTb B cebe
dopmy | cnonykmn 1, dpopmy Il cnonykn 1, dopmy Il cnonykm 1, popmy XXVIII cnonykm 1, hopmy XXX
cnonykm 1 i cdopmy XXXI cnonyku 1. BignoBigHO, iHWWIA acnekT LbOro BMHAXOA4y HanexuTb OO0
TBepAoi abo pgucnepcHoi dapMaueBTUYHOI KOMMO3WUii, Ska MICTUTb LWOHAWMEHLUE OfHY
TepaneBTUYHO eheKTUBHY KiNbKiCTb TBEPAOi hopMM crnonyku 1, onucaHoi B LbOMYy AOKYMEHTI B Oyab-
AKOMy i3 acnekTiB Ta/abo BapiaHTiB peanisauii BuHaxogy abo ii komOiHauii, i dapmaueBTU4HO
NPUNHATHUI HANOBHIOBAMY.

dPapmaLieBTMYHA KOMMNO3ULis, Taka sik onucaHa B LibOMY JOKYMEHTI, MOXe siBNATU coboto byab-aKy
dapmaueBTUYHY ¢OpMYy, $Ka MICTUTb akTUBHY KpucTaniyHy TBepay dopmy cnonyku 1.
dapMaueBTU4Ha KOMMO3MLIA MOXe ABMSATM coboo, Hanpuknag, TabneTtky, Kkancyny, piaky CycneHsito,
iH'EKLiHY KOMMO3WLit0, KOMMO3MLit0 AS MICLLEeBOro 3acToCyBaHHs1 abo TpaHcaepmarnbHy KOMMO3MLito.
dapmavueBTUYHI KOMMNO3ULii B LiNOMy MiCTATb Big 6nmn3bko 1 % Ao 6mm3bko 99 % 3a Macol aKTUBHMX
cnonyk(-n) abo TBepaoi opmu akTuBHUX crnonyk(-u) i Big 99 % Ao 1 % 3a macor BignosigHOro
dhapmaLeBTMYHOro HanoBHBava. B ogHomy npuknagi komnosuuisa 6yae mictutu Big 6nussko 5 % go
Onm3bko 75 % 3a Macow aKkTUBHOI CMOMyKW, NpuW LbOMy pewwTy OyayTe cknagatu BignoBigHi
drapmMaLeBTMYHI HAaNoOBHIOBaYi abo iHLWi AONOMDKHI pEHOBMHMU, LLLO PO3ITISAHYTI HUDKYE.

dakTM4Ha KinbKicTb, WO HeobXxigHa Anga nikyBaHHA Oyab-sKoro neBHoro cyb'ekta, Oyae 3anexartu
Bi GaraTtbox chakTopiB, AKi BKMYalTb B cebe XBOpOONMBMIA CTaH, WO Nignsarae nikyBaHHIO, i Moro
BaXKICTb; KOHKPETHY hapMaLeBTUYHY KOMMO3ULLi0, L0 BUKOPUCTOBYETLCS; BiK, Macy Tina, 3aranbHui
CTaH 3[0pOB'sA, cTaTb i pauioH cyb'ekTa; cnocid BBeAEHHS; Yac BBEAEHHS; LUNSAX BBEAEHHS i LUBUAKICTb
eKckpeuii akTMBHMX cnonyk(-v1) abo TBepaoi hopMu aKTUBHUX CNOMNYK(-M) 3rigHO i3 JaHMM BUHAXO4OoM;
TpuBanicTb NikyBaHHs; 6yab-sKi nikapcbki 3acobu, WO 3aCTOCOBYOTLCA B KOMbiHauii abo noegHaHi i3
KOHKPETHOI BUKOPUCTOBYBAHOK CMOJSTYKOK; @ TaKkoX iHWi Taki daktopw, Aobpe Bigomi B ranysi
MeguumHu. Taki daktopm po3rnaHyTi B Goodman and Gilman's "The Pharmacological Basis of
Therapeutics, ” Tenth Edition, A. Gilman, J.Hardman and L. Limbird, eds., McGraw-Hill Press, 155-
173, 2001, sKkuin BKIHOYEHMI Y LEn OOKYMEHT 3a nocunaHHaM. AKTMBHI crnonyku(-a) abo TBepaa
dopma akTUBHUX CNONYK(-W1) 3rigAHO i3 JaHUM BUHAXo40M i (bapMaLeBTUYHI KOMMO3ULii, Lo iX MICTATb,
MOXYTb 3aCTOCOBYBATUCS B KOMOiHaLisIX i3 npoTMpakoBMy abo iHWKuMK 3acobamu, siki B 3aranbHOMY
BBOAATbL Cy6'eKTY, L0 NiAnarae nikyBaHHIO paky. IX TakoX MOXyTb KOMBiHyBaTH i3 oAHUM a6o GinbLue
Takux 3acobiB B €4MHY hapMaLeBTUYHY KOMMO3ULILO.
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B 3anexHocTi Big TMny cdhapmaueBTUYHOI KOMMNO3ULii dhapMaLeBTUYHO NPUNHATHUI HOCIN MOXe
OyTn BMbpaHui i3 Byab-akoro ogHoro abo komOiHaLil HOCIIB, BigOMMX i3 piBHA TexHiku. O6paHHA
dapMaLeBTUYHO NPUMHATHOIO HOCISI YaCTKOBO 3anexuTb Big HeobxigHoro cnocoby BBeAEHHS, Lo
nignsrae 3acTtocyBaHH. [ns dapMaueBTUYHOI KOMNO3WLii 3rigHo i3 AaHMM BUHaxogom, To6To And
OfHI€l i3 aKTMBHUX cnonyk(-u) abo TBepaoi bopMM aKTUBHUX CMOMyK(-M) 3rigHO i3 JaHUM BMHaxXo4oMm
HoCiV cnig obupaTn TakMM 4YMHOM, WOB6, No CyTi, NigTpUMyBaTU NEeBHY POPMY aKTUBHUX CMOnyk(-n),
Oyaop To TBepaa cdopma abo Hi. |lHWMMK cnoBamu, HOCIW, MO CyTi, HE MOBMHEH 3MiHIOBaTU (OpMYy
aKTMBHUX cnonyk(-un). Hocin He noBMHEH O6yab-SKUM iHWWM 4YMHOM OyTU HecyMicHUM i3 dopMoto
aKTMBHMWX CMONYyK(-1), HaNpuKnaa, B pe3ynbTaTi NposiBy 6yab-sKoro HebaxaHoro G6ionoriyHoro edekTy,
abo Oyab-sSIKMM iHWMM YMHOM HECMPUHATIIMBO B3aEMOAISATU 3 Oyab-AKAM iHLIMM KOMMOHEHTOM(-amu)
dapmaueBTUYHOT KOMMNO3NLii.

dapMaueBTUYHI KOMNO3WLiT 3rigHO i3 JaHMM BMHAxXo4oM MOXYTb OyTW OTpUMaHi 3a AOMNOMOrow
cnocobiB, BigOMMX B ranysi oTpMMaHHa chapMaueBTUYHMX CKMafiB, Hanpuknag, awe. Remington's
Pharmaceutical Sciences, 18th Ed., (Mack Publishing Company, IctoH, MNeHcunbBaHia, 1990). B
TBEpaux nikapcekux dopmax copmu I, I, 1ll; XXVIII abo XXX cnonyku 1 abo ixHi kKombiHaLil 3milyioTb
LLIOHaMeHLLUe i3 ogHUM hapMaLEeBTUYHO NPUAHATHUM HaMOBHIOBAYEM, TakUM K HaTpin umTpaT abo
AvikanbLii docdat, abo (a) HanosBHOBa4YaMu abo CyxrMm po3pig>KyBavyMu, K Hanpuknag, kpoxmani,
nakTosa, caxaposa, [foKo3a, MaHiTon i KpemHieBa kucnoTa, (b) 3B'a3yloummMmn peyoBUHUMWK, SK
Hanpuvknag, noxigHi uennosu, aneriHatv, XenaTtuH, NoniBiHiNMiponigoH, caxaposa i rymiapabik, (c)
3BOMOXYyBayamu, K Hanpuknag, rigepvH, (d) 3acobamyn [ns MOKpaleHHs po3nafaHHs, $K
Hanpuknag, arap-arap, Kanbuil kapboHaT, KapTOnnsiHuiM abo TamniokoBWA Kpoxmarb, arbriHoBa
KMCnoTa, HaTpil KpocKkapmerio3a, KOMMIIEKCHI cunikaTu i HaTpin kapbonaTt, | pobaekamu-
CMOBINbHIOBa4YaMu po3dnHy, K Hanpwuknag, napadiH, (f) npuckoptoBadamm abcopbuii, Sk Hanpuknag,
CMONYKN 4YEeTBEPTUHHOIO aMoHito, (g) 3mouytummn 3acobamu, SK Hanpuknag, UeTUIoBWMA CIWPT i
rniuepuvH MOHoCTeapart, MarHin cteapar i T. n., (h) agcopbeHTamu, gk Hanpuknag, KaoniH i 6eHTOHIT,
(i) 3masytoummn 3acobamu, SK Hanpuknag, TanbK, KanbUid cTeapaT, MarHin creapaT, TBepAai
nonieTuneHrnikoni, HaTpin naypuncynbedaTt, abo ixHiMn cymiwamun. Y Bunagky kancyn, TabneTok i
nintnb nikapcbki POPMU TaKOXK MOXYTb MiCTUTU BydepHi 3acobu.

dapmaueBTUYHO NPUNHATHI AONOMDKHI PEYOBMHM, BiAOMI B ranysi oTpumaHHsa dapmMaueBTUYHMX
CKragiB, MOXYTb TakoX 3acTocoByBaTUCA B (papmMaueBTUYHUX KOMMO3WUUIAX 3rigHO i3 AaHuMm
BMHaxogom. BoHu BkmovaloTh B cebe, ane He 0OMEXYH4YMCb LM, KOHCEPBAHTU, 3MOYyHodi 3acobu,
cycnenaytodi 3acobu, nigconomKyBadi, apoMaTuaytodi 3acobu, BigayLwK1, eMynbrytodi Ta gucnepryroui
3acobu. 3anobiraHHA AOii  MikpoopraHiamiB Moxe OyTu 3abecrneyeHO 3a [JOMOMOIOK  Pi3HUX
aHTMbaKTepianbHMX Ta NpoTUrpMbKoBUX 3acobiB, Hanpuknag, napabeHiB, xnopbyTtaHony, ceHony,
copbiHoBOi kucnoTu i T. nN. HeobxigHMM TakoX Moxe OyTM BKIHOYEHHSI i30TOHIYHUX 3acobiB,
Hanpuknag, LykpiB, HaTpin xnopuay i T. n. MNpun HeobXxigHOCTI dhapmaueBTMYHA KOMMNO3ULia 3rigHo i3
AaHVM BUHAXOA0M TaKOX MOXe MICTUTU He3HauHi KiflbKOCTi AOMOMPKHUX PEYOBUH, TaKMX K 3MOYYHOMi
abo emynbrytodi 3acobu, pH-b6ydepHi 3acobu i aHTMOKCMAaHTW, Taki K, Hanpuknag, FMMOHHa
kucnota, copbiTaHMOHONaypat, TpMeTaHonamiHonear i 6yTUnboBaHWI rigPOKCUTOYOTT.

B pesikmx Bunagkax dpapmMaueBTuM4Ha nikapcbka hopma Moxe aBnATM coboro TBepay AUCnepcito.
TepmiH "TBepaa gucnepcia" HanexuTb OO CUCTEMU B TBEPOOMY CTaHi, Ska MICTUTb, LLOHaMeHLUe,
ABa KOMMOHEHTW, A€ OOWH KOMMOHEHT AMCNEeproBaHWM B iHLWIOMY KOMMOHEHTI abo KOMMOHEHTaXx.
Hanpuknag, BoHa moxe ABNsSTM coboto amopdHy TBepAy Avcnepcito. TepmiH "amopdHa TBepaa
avcnepcia”, 3acTocoByBaHWIA B LbOMY AOKYMEHTI, HanexuTb A0 cTabinbHUX TBEPAMX OAWCMEPCiA, Lo
MiCTATb amopdHy nikapcbky pedoBuHy (cnonyka 1) i crabinisytoumn nonimep. [Mig "amopdHoto
nikapcbkol peyvyoBMHOKW" MalTb Ha yBasi, WO amopdHa TeBepaa Auchepcia MICTUTb MiKapCbKy
peyoBMHY B ¢hopMi, No CyTi, B aMOpdHOMY TBEpPAOMY CTaHi, TOOTO LoHariMeHwe 80 % nikapcbKoi
peyoBMHN B OMCMEPCii 3HaxoanTbCcA B aMopdHin cdopmi. binbw nepesaxHo woHanMeHwe 90 % i
HanWbinblWw nepeBaxHO wWoHaviMeHwe 95 % nikapcbkoi peyvyoBMHM B Aucnepcii 3HaxoguTbCs B
amopdHin copmi. TepmiH "cTabinisytouni nonimep" sBnsie cobow Oyab-AkMiA nonimep, BiJOMUNA
daxiBUl0 B AaHiN ranysi TexHiku, SKMN 3acTOCOBYETbCA Ans cTabinisauii amopdHOi nikapcbKoi
peyoBMHM B TBEPAiN Aucnepcii, Hanpuknag, $K onucaHo, A0 npuknagy, B Remington's
dapmaueTmndHMIn Sciences, 18th Ed., (Mack Publishing Company, IcToH, MeHcunbeaHnisa, 1990).

Cnocobu oTpMMaHHs Takux TBEPAMX AUCNEPCIA TakoX OOCTYNHI daxiBLO B AaHil ranysi TEXHIKM i
BKIIOYalOTb B cebe, Hanpuknag, po3nunoBasibHE CYLIIHHSA, eKCTpysilo pasnnasy, cybnimauiriHe
CYLUiHHS, poTalifiHe BMNapoBYBaHHS, CyWiHHA B ©apabaHHin cywapui abo iHWwi cnocobu BMaaneHHs
pO34nMHHUKA. B cnocobi po3numntoBanbHOro CyLliHHA aMopdHa AMcnepcis YyTBOPHETLCS 3@ JOMOMOToH
AvcnepryBaHHss abo po3yYMHEHHsT Mikapcbkoi peyoBUHM i cTabiniayrovoro nomnimepy y BignoBigHOMY
PO3YMHHUKY 3 YTBOPEHHAM pPO34MHY, WO MNOOAETLCA MNepekayvyyBaHHSAM HACOCOM PO3UMHY, SKUN
noJaeTbCa Yepes pPO3NUNIOBanbHUW MPUCTPIN B CYLIWIMbHY Kamepy i BUOANEHHs PO3YMHHUKA i3
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YTBOPEHHAM aMOpPCHOro TBEPLOro AMCNEPCHOro NOpoLUKa B CYLLUIbHIN Kamepi. B cylumnbHin kamepi
AN BUCYLLIYBaHHSA YaCTOK BUKOPUCTOBYHKOTb rapsidi rasum, Taki ik CTUCHEHe MNOBITpsi, a3oT, MOBITPS,
3baraveHe asoTtom, abo aproH. Po3umH, WO nogaeTbcs, Moxe OGyTU po3numneHur 3a [ONOMOro
TpaguuinHnx 3acobiB, gobpe BiQOMMX i3 piBHS TEXHIiKM, TakMx $K OBOMOTOYHA (POpCyHka Ans
AucnepryBaHHa 3a [OMOMOro YnbTpa3ByKy | [OBOMOTOMHA OPCyHKa, He npusHayveHa Ans
AncnepryBaHHs 3a AOMOMOrOK0 YrbTPasByKY.

TBepai nikapcbki opmu, onucaHi BuLle, MOXYTb OYTU OTPUMAaHI i3 NOKPUTTAMM i 06ONOHKaMu,
TakUMK SIK eHTEPOCONIOOUIBbHI NOKPUTTA Ta iHWI Aobpe BigoOMi i3 piBHSA TEXHIKWM. BOHM MOXYTb MICTUTK
3aTeMHIoYi 3acobu, a TakoX MOXYTb MaTu Takui cknaf, O BOHM BUBINBbHSATb aKTMBHY CMOJMYKY
abo crnonyknm B KOHKPETHOMY BIiAini KULWEYHMKa 3 YNoBifbHeHHAM. [lpuknagm KancynbOBaHWUX
KOMMO3WLiN, SKi MOXHA BUKOPUCTOBYBATW, BKIIOYalOTb B cebe nonimepHi peyvoBuHM i BOcku. [pu
HeobOXiAHOCTi aKTMBHI CMOSYyKM TaKoX MOXYTb 3HAaXOAUTUCS B MIKPOIHKaNCyrnboBaHin opmi 3 0gHUM
abo Oinblue i3 BULLE BKasaHUX HanoBHOBaYIB.

CycneHsii Ha goaaToK A0 aKTUBHUX CMOMYK MOXYTb MICTUTU CyCneHayloui 3acobu, sik, Hanpuknag,
€TOKCUNbOBaHI i30CTeapunoBi CNMPTKU, NosiokcieTuneHcopbiT i ecTtepn copbiTy, MiKpokpucTaniyHy
Lenonosy, antoMiHin meTtarigpokcung, 6eHTOHIT, arap-arap i TparakaHT abo CyMmilli TakKMx peYoBUH i T.
n.

Komnosauuii ona pekranbHOro BBeAeHHSA SBNSATbL CODOI0, Hanpuknag, CynosuTopii, Ski MOXYTb
OyTn OTpMMaHi 3a OONOMOroK 3MillyBaHHA aKTUMBHMX Crnonyk(-u) abo TBepaoi hopMM aKTUBHUX
crnonyk(-u), Hanpuknag, i3 BiANOBIOHMMW HENOAPAa3HIOKYNUMIN HanoBHIOBa4YaMyn abo HOCIAMMK, TakuMM
K Macrno Kakao, norieTuneHrnikonb abo Cyno3uTOpPHWIA BIiCK, SIKi € TBEpAMMM 3a 3BUYANHUX
TemnepaTyp, ane pigkuMu 3a Temnepartypwv Tina, i, BignoBigHoO, TaHyTb B MNOTPIOHIN NOPOXHUWHI TiNa i
BUBINbHAIOTb B Hill aKTUBHUIN KOMMOHEHT.

TBepai nikapcbki opmMn € nepeBaxHMMU ONA apMaueBTMYHOI KOMMO3uLii 3rigHO i3 gaHuMm
BMHaxogoM. 30Kpema, nepeBaxHWMK € TBepAi nikapcbki hopMn ANs nepopanbHOro BBEAEHHS, SKi
BKIIOYaloTb B cebe kancynu, TabneTku, nirynku, nopoLwku i rpaHynu. B Takmx TBepaux nikapCbkmx
dopmax akTMBHa crnonyka(-v) 3MillaHa LWOHaWMeHWe 3 OAHUM iHepTHUM dapMaueBTU4HO
NPUUHATHUM HanoBHIOBayYeM (TakoX BiAOMMM SK dhapMaueBTUYHO MPUAHATHUIM HOCIM). BeBegeHHs
aKTMBHMX cronyk(-n) abo TBepAoi POpMM aKTMBHMX CMONYK(-1) B 4mucTin cpopmi abo y BiANOBIAHIN
dapMaLeBTUYHIN KOMMO3MLii MOXHA 34IMCHIOBATM 3a OOMOMOroK OyAb-SKMX MPURHATHUX Cnocobis
BBeAeHHs abo 3acobiB, Mpu3HayYeHuX Anst NofibHMX 3acTocyBaHb. TakMM YMHOM, BBEOEHHS MOXe
OyTn, Hanpuknag, nepopanbHWM, iHTpaHasanbHWM, MapeHTepanbHUM  (BHYTPILLHBOBEHHUM,
BHYTPIWWHbOM'A30BMM  abo  MigLKipHUM), MicLeBUM, YepesLUKIPHUM, iHTpaBariHanbHUM,
iHTpaBe3uKanbHUM, iHTpauMcTepHanbHMM abo pekTanbHUM Yy BWUMMsSAi TBEPAOro, HaniBTBeEpAoro,
niocpinizoBaHoro nopowky abo pigknx nikapcbkux ¢oOpM, TakMX €K, Hanpuknag, Tabnetku,
Cyno3uTopii, Nirynkn, M'aki enactTudHi Ta TBepai XXenaTMHOBI Kancynu, NOPOLUKWA, PO34YMHU, CYCNeHsil,
abo aeposoni, abo T. M., NepeBaxHO Yy BUMA4I OAMHUYHUX MiKapCbkux ¢OPM, NPUAATHUX Ans
NPOCTOr0 BBEOEHHS TOYHUX [03yBaHb. OOHWM NEPEBAXHUM LUNSAXOM BBEAEHHSI € nepoparbHe
BBE/IEHHSA i3 3aCTOCYBaHHAM 3pPYYHOrO pexunmy O03yBaHHSA, AKUA MOXHa peryniosaTtu BiAMnoBiAHO A0
CTYNiHIO BaXKOCTi XBOPOONMBOro CTaHy, WO NiAnsrae nikyBaHHIo.

Takum yuHOM, B ogHOMY BapiaHTi peanisauii BuHaxogy dopmy I, 1, 1, XXVIII, XXX abo XXXI
cnonyku 1 BBOOATb Y BUrMSAl papMaueBTUYHOro cknagy, Wo A0AaTKOBO MICTUTh dhapmaueBTUYHO
NPUAHATHUIA HOCIN | HanoBHOBa4Y. B geaknx BapiaHTax peanisauii BMHaxo4y KpucTaniyHy TBepay
dopmy cnonyku 1 BBOAATL Y BUrNsAi TabneTku. B iHWMX BapiaHTax peanisauii BuHaxogy cnonyky 1
BBOAATL Y BUrMs4i Kancynu.

B iHWoMy BapiaHTi peanisauii BUHaxo4y Lev BUHaxig HanpasneHnin Ha dapmMaLleBTUYHY MiKapCbKy
dopmy, wo mictutb 20 mr, 40 mr, 60 mr, 80 mr, 100 mr, 120 mr a6o 140 mr dopmu 1, 11, 11, XXVIII,
XXX abo XXXI cnonyku 1, abo pbapmaueBTU4HY KOMNO3UL,it0, WO MicTUTb cpopmy I, I, 1, XXVIII, XXX
abo XXXI cnonyku 1 i chapmaueBTUYHO MPUNHATHWIA HOCIW. Jlikapcbky hOpMy MOXYTb BBOAWUTU
nepoparbHO HaTwecepLe OAVH pa3 Ha AeHb Yy Burnagi Tabnetkm abo kancynu. B gesikux BapiaHTax
peanisauii BUMHaxogy nikapcbka ¢opma faBnsie coboto TabneTtky. B iHWMx BapiaHTax peanisauii
BMHaxo[y Nnikapcbka popma saBnsie coboto Kancyny.

3a HeobxigHOCTI noTpibHe gosyBaHHA dopmu |, I, [, XXVII, XXX, abo XXXI cnonyku 1 moxe
OyTn pocsArHyTe i3 3acTocyBaHHSAM kombiHauii Tabnetok abo kancyn. Hanpuknag gons [oCArHeHHs
uinboBoi Ao3u 20 mr 6yae HeobxigHe BBeAeHHS ofHiei 20-mr TabneTkun abo kancynu. [ns OCArHEeHHS
uinboBoi go3n 100 mr 6yae HeobxigHe BBeAeHHS ofHiei 80-mr kancynu abo TabneTku i ogHiei 20-mr
kancynu abo TabneTku. [na gocarHeHHs uinbosoi ao3m 80 mMr 0yae HeobxigHe BBeaeHHS ogHiei 80-mr
kancynu abo TabneTku. [ins 4OCATHEHHs LinboBoi fo3n 60 Mr 6yae HeobxigHe BBeAeHHS Tpbox 20-Mr
kancyn abo TabneTok.
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Hanpwuknag, B ogHoMy BapiaHTi peanisauii BuHaxogy 60 mr coopmu 1, 11, [, XXVIII, XXX abo XXXI
crnonykv 1 BBOASATb OOMH pas Ha AeHb NauieHTy i3 pakoM, Wo notpebye nikyBaHHA. [ns AOCArHEHHS
po3n 60 mr cnonyku 1 nauieHTy BBOAATb Tpu 20-mr Tabnetkn. Tpu 20-mMr TabneTkm MOXyTb
npunMmaTnca ogHodacHo abo nocnigoBHO. Y A40AaTKOBOMY BapiaHTi peanisauii BuHaxogy cnonyky 1

5 BBOASATb NepoparnbHo HaTlecepue (TobTo 6e3 npunmMaHHa i) 6nusbko 3a ABi roguMHu nepep i Yepes
1 roavHy nicnsa BBegeHHsA. Cnonyky 1 y BUrNsaai ogHiei i3 KpuctanidyHmx 1Bepamx oopM, ONUcaHux B
LbOMY AOKYMEHTI, MepeBaXKHO BBOAATbL 3i CTakaHOM BoaM (65rm3bko 8 yHUin/240 mn).

B iHWomy BapiaHTi peanisauii BuHaxoay 40 mr cdoopmu I, 11, I, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb OAMH pa3 Ha AeHb NauieHTy 3 pakoMm, Lo notpebye nikyBaHHA. [na gocsarHeHHs go3u 40 mr

10 cnonykn 1 nadieHTy BBOAsATb ABi 20-mr Tabnetku. [OBi 20-mMr Tabnetkm MOXyTb NpuAMaTUCS
ofgHo4acHo abo nocnigoBHO. Y [OOAaTKOBOMY BapiaHTi peanisauii BMHaxogy crnonyky 1 BBOASTb
nepoparbHO HaTllecepue (To6To 6e3 npunMaHHSa ki) 6rM3bKo 3a ABi roauHKN nNepeg i Yepes 1 roguHy
nicnst BBedeHHsi. Cnonyky 1 y BUMSAAI OAHIET i3 KpucTaniyHux TBepamx ¢opm, ONMCaHUX Yy LibOMY
AOKYMEHTI, MepeBaXxHO BBOAATL 3i CTakaHOM BOAM (6nm3bko 8 yHUin/240 mn).

15 B ogHomy BapiaHTi peanisauii BuHaxoay 20 mr dopmum |1, I, 1, XXVIII, XXX abo XXXI cnonyku 1
BBOAATb OOMH pa3 Ha AeHb NauieHTy i3 pakoM, LWo notpebye nikyBaHHA. [Anga gocsarHeHHs nosm 20 mr
crnonyky 1 nauieHTy BBOASATb oaHy 20-mr TabneTtky. B gogaTkoBoMy BapiaHTi peanisauii BuHaxogy
dopmy |, II, 1, XXVIII, XXX abo XXXI cnonykn 1 BBOASATL nMepoparnbHo HaTtwecepue (Tobto 6e3
npuiMmaHHs ixi) 6nu3bko 3a ABi rognHu nepeq i Yepes 1roavHy nicns BBegeHHs. Qopmy |, I, I,

20 XXV, XXX abo XXXI cnonyku 1 nepeBaxHO BBOAATb 3i CTakaHOM Boau (6rm3bko 8 yHUin/240 mn).

B iHwWomy BapiaHTi peanisauii BUHaxogy cknag tabnetku abo kancynu ons npMmomMy ogvH pas Ha
J€eHb MICTUTb:
IHrpegdieHT (% maca/maca)

dopmal |, 11, 1lI, XXVIII, XXX abo XXXI cnonyku 1 31,68
MikpokpucTtaniyHa uentonosa 38,85
JlakTo3a, 6e3BoaHa 19,42
lgpokcunponinuentonosa 3,00
Hatpin kpockapmernosa 3,00
Bcboro BcepeanHi rpaHynm 95,95
KpeMHin giokcua, KonoigHuin 0,30
Hatpin kpockapmenosa 3,00
MarHin cteapat 0,75
Bcboro 100,00

25 B iHwomy BapiaHTi peanisauii BUHaxody cknag tabnetku abo kancynu ans npuvruomy oAuH pa3s Ha
O€eHb MICTUTb:

IHrpegieHT (% maca/maca)
Dopma |, 11, I, XXV, XXX abo XXXI cnonyku 1 25,0-33,3
MikpokpucTariyHa uentornosa 4. K. (AocTaTHA KiNbKiCTb)
lgpokcunponinuentonosa 3
lMonokcamep 0-3
Harpii kpockapmernosa 6,0
KonoigHun KpemHin giokema 0,5
MarHin ctreapar 0,5-1,0
Bcboro 100
B iHwomy BapiaHTi peanisauii BuHaxogy cknag tabnetku abo kancynu Ans NpUMOMYy OAMH pa3 Ha
30 J€eHb MICTUTb:
IHrpefieHT TeopeTnyHa KinbKicTb (Mr/ogHOKpaTHa o3a)
®opma I, I, 1, XXVII, XXX abo XXXI
100,0
cnonyku 1
MikpokpucTtaniyHa uentonosa PH-102 155,4
JlakTo3a, 6e3BoagHa, 60M 77,7
lgpokcunponinuentonosa, EXF 12,0
Hatpin kpockapmenosa 24
KonoigHuin KpemHin giokeng, 1,2
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MpoaoBxeHHsA Tabnuui

IHrpegieHT TeopeTnyHa KinbkicTb (Mr/ogHoOKpaTHa o3a)
MarHin cteapart (He 6uyaydnin) 3,0
Onagpan XXoBTUl 16,0
Bcboro 416

B iHWoMmy BapiaHTi peanisadii BUHaxogy cknag tabnetku abo kancynu ns npumomMy ogvH pas Ha
JeHb MICTUTb:

IHrpegieHT PyHKUisA % maca/maca

Dopma |, 11, I, XXV, XXX abo XXXI cnonyku 1 AKTUBHWI iHTpegdieHT 31,7
MikpokpuctaniyHa uentonosa (Avicel PH-102) 3anosHoBay 38,9
JlakTo3a, 6e3BogHa (60M) 3anosHoBay 194
lgpokcunponinuentonosa (EXF) 3B'a3yrounii 3acib6 3,0
HaTpin kpockapmenosa (Ac-Di-Sol) Posnywysay 6,0

. U 3acib, wo cnpusie
KonoigHun kpemHin giokema KOB3aHHIO 0,3
MarHin cteapat 3masytoumm 3acid 0,75
MniBkoBe NOKpUTTSA Ha ocHoBi Onagpan XOBTOro, sike
BKIIOYAE:
- HPMC 2_910/r|npowleno3a 6 cp MniBKOBE MOKPUTTS 4,00
- TutaH pgiokena
- TpuaueTtuH
- 3ani3o okcua XoBTUN

Byob-aki cknagn TabneTtok abo kancyn, wo nepegbadveHi BuLle, MOXHa perynioBaTtv 3rigHo i3
HeobXigHO 003010 KpucTanivyHoi TBepAaoi dopmu crnonykn 1. TakMM YMHOM, KiNbKICTb KOXHOrO i3
iHrpedieHTiB ckragy MOXHa NpOnopuUiHO perynoBaty A8 OTpUMaHHsa TabneToBaHoro cknagy, Lo
MiCTUTb pi3Hi kinbkocTi cpopmu |1, I, [, XXVIII, XXX abo XXXI crnonykn 1, gk ue nepepbayeHo B
nonepeaHix absauax. B iHwomy BapiaHTi peanisauii BuHaxoay cknagm MoxyTb mictutn 20, 40, 60 a6o
80 mr coopmum I, 11, 111, XXVIII, XXX abo XXXI| cnonyku 1.

IHWMM acnekT ubOoro BUHAXo4y HanexuTb A0 Cnocoby NikyBaHHS paky, WO BKMNHOYAE BBEOEHHSI
cyb'ekTy, Wo noTpebye UbOro, LWOoHaMeHLe OAHiei TBepaoi opmmu crnonykn 1, onncaHoi B LibOMY
OOKyMeHTi B Byab-sikomy i3 acnekTiB Ta/abo BapiaHTiB peanisauii BMHaxogy abo ixHix KoMOiHaLisX.
Cnocobu nikyBaHHs, WO BKMYalTb BBEAEHHS cnonyku 1, 6ynu onucaxi, Hanpuknag, y nyonikauiax
3a51BOK Ha MaTeHT, WO HanexaTb ogHOMY i ToOMY X npasosnacHukosi 3a PCT NeNe WO 2005/030140,
WO 2011, 017639, WO 2012/044572, WO 2012/044577, WO 2012/151326, WO 2013/043840, WO
2013/070890, WO 2013/070903 i W0O2013/066296, a Takox y nybnikauisx 3asBok Ha nateHT CLUA
NeNe US 2012/0070368 i US 2012/0252840, koxHa 3 AKUX BKMOYEHa 3a MOCUNAHHAM B Lle JOKYMEHT
B noBHOMY o6cA3i. BBegeHa kinbkictb TBepAoi popmu cnonyku 1 abo kombiHauin Ha Ti OCHOBI MOXe
ABNATU coboto TepaneBTUYHO ePEKTUBHY KifbKiCTb.

IHWKIA acnekT Luboro BUHAxody HanexwTb A0 CMOocoby NikyBaHHSA 3axBoploBaHb abo nopylleHb,
OBYMOBMNEHMX HEKOHTPOMbOBaHUMK, atunoBumu Ta/abo HebaxaHumu dopmMamMm  KNITUHHOT
akTmBHOCTI, obymoBneHumn Hagekcnpecieto RTK, 3okpema, Hagekcnpecieto cMET RET, wo Bknoyae
BBeOEeHHA Ccyb'ekTy, WO noTtpebye Takoro miKyBaHHS, TepaneBTUYHO eqdEKTUBHOI KinbKOCTI
LOHaMeHLWe opHiei TBepaoi cdopmm crnonyku 1, onmMcaHoi B LbOMY OOKYMEHTI B Oyab-sikomy i3
acnekTiB Ta/abo BapiaHTIB peanisauii BUHaxoay abo ii komGiHauii, Takux K pO3rmnsHyTi BULLE.

IHWKIA acnekT LbOoro BUHAxXoAy HanexuTb 00 3acTOCyBaHHSA TBepAoi crnonyku 1 3rigHo i3 Oyab-
AKMM i3 BULLE BKasaHWX BapiaHTIB peanisaLuil BuHaxo4y ONA BUrOTOBIEHHA MikapcbKoro npenapary,
NpU3Ha4YeHoro Ans nikyBaHHA 3axBOPIOBAHHS abo MOpYLUEHHS, PO3rnsHYTUX BuLle. MNpu po3yYMHEHHI
TBepaa abo amopdHa popma 3rigHo i3 JaHMM BMHAXOAOM BTpayae CBOK CTPYKTYPY, XapakTepHy A1is
TBEPAOro CTaHy, i TOMy ii Ha3MBalTb PO3YNHOM, Hanpuknag, cnonyku 1. LLloHanmMeHwe ogHa TBepAaa
dopma, sKa onMcaHa B LbOMY AOKYMEHTI, MOXe 3aCTOCOBYBATMCSl OJ19 OTPUMAHHS LLOHaMMEHLUe
OAHOro pigKoro cknagy, B SKOMy LWOHanWMeHLWe ofHa TBepga ¢hopma 3rigHo i3 JaHMM BWHAXO4OM
po34yMHeHa Ta/abo cycneHgoBaHa.

B iHWoOMyY acnekTi uen BuHaxig HanpaBneHo Ha cnocib niKkyBaHHS paky, WO BKMOYae BBEOEHHS
dhapmaLeBTMYHOI Nikapcbkoi dopmu, wo mictute dopmy |, 11, 1, XXVII, XXX abo XXXI cnonyku 1,
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abo dhapmaueBTMYHOI KomMno3auuii, wo mictute dopmy I, I, 1, XXVIII, XXX abo XXXI cnonykn 1 i
dapmaueBTUYHO NPUNHATHUA HOCIN.

B ogHomy BapiaHTi peanisauii gaHHOro acnekTy Len BUHaxig HanpaBneHo Ha cnocib nikyBaHHSA
paky, WO BKMOYae BBEAEHHS NauieHTy, Wo noTpebye Takoro NikyBaHHS, papmaueBTUYHOT NikapCbKoi
dopmu, wo mictute 140 mr, 120 mr, 100 mr, 80 mr, 60 mr, 40 mr a6o 20 mr coopmum |, Il, 1, XXVIII,
XXX abo XXXI cnonyku 1, abo capmaneBTUYHOT Komno3suii, wo Mictute cdoopmy I, 11, 1, XXVIII, XXX
abo XXXI cnonykn 1 i bapMaLeBTUYHO NPUNHATHUIA HOCIW. Y OesKnX BapiaHTax peanisalii BuHaxoay
nikapcbKy ¢opmy BBOAATb MepoparnbHO HaTllecepue OOWH pa3 Ha AeHb y Burmsgi Tabnetku abo

Kancynu. Y gesiknx BapiaHTax peanisauii BuHaxogy doopmy I, 11, 1, XXVIII, XXX a6o XXXI cnonyku 1
abo dapmaueBTMYHY KomMo3suuito, wo Mictutb dopmy |, 11, 1, XXVIII, XXX abo XXXI cnonykn 1,
BBOASATb Yy BUrMa4i Tabnetku. B iHwunx BapiaHTax peanisadii BuHaxogy copmy I, I, [, XXVIII, XXX
abo XXXI cnonykn 1 abo cdapmaueBTUYHY KOMMNO3MLito, Wo MicTuTb dopmy I, I, 111, XXVIII, XXX abo

XXXI cnonyku 1, BBOAATb Y BUIMAAI Kancynu.

Byab-ski cknagn Tabnetok abo kancyn, wo nepegbayeHi BuWe, MOXHa perynioBaTu 3rigHo i3
HeobxigHOW [o3ot0 crnonykn 1. Takum UYMHOM, KifbKiCTb KOXHOTO i3 iHFpedieHTiB cknagy MOoXHa
NponopLiHO perynioBatv Ans OTpumMaHHA TabneToBaHOro cknagy, WO MICTUTb Pi3Hi KiNbKOCTI
cnonykn 1, 9k ue nepegbayeHo B nonepefHix absauax. B iHwomy BapiaHTi peanisauii BUHaxoay
cknagm MoxyTb mictutun 20, 40, 60 a6o 80 mr dhopmu |, I, 1, XXVII, XXX abo XXXI cnonyku 1.

B ubomy cnocobi 3a HeobxigHOCTI NOTPiIBHE A03yBaHHSA KpucCTaniyHoi TBepaoi dopmMu cnonyku 1
MOXxe OyTuM [OCTUrHyTe i3 3acTtocyBaHHAM KombiHauil Tabnetok abo kancyn. Hanpuknag ans
AOCSArHeHHs UinboBoi go3n 20 mr 6yae HeobxiaHe BBeAeHHst oaHiei 20-mr TabneTkn abo kancynu. Ans
AocsrHeHHs uinboBoi Ao3n 100 mr 6yne HeobxigHe BBeaeHHSA oAHiei 80-Mr TabneTkn abo Kancynu i
opaHiei 20-mr TabneTku abo kancynu. [ns gocsrHeHHs uinbosoi 4o3u 80 mr 6yae HeobXxigHe BBEAEHHS
opHiei 80-mr TabneTku abo kancynu. [ns 4ocsArHeHHs UinboBoi 4o3un 60 mr 6yae HeobXxigHe BBEAEHHS
Tpbox 20-mr TabneTtok abo kancyn.

B iHwomy BapiaHTi peanisdauii gaHHoro cnocoby 60 mr cnonyks 1 BBOAATb OAMH pa3 Ha AeHb
nauieHTy 3 pakoMm, o notpebye nikyBaHHsA. [ns gocarHeHHs 0o3u 60 mr cnonyky 1 nauieHTy BBOASTb
Tpu 20-mr Tabnetku. Tpu 20-mr TabneTkM MOXyTb npurMMaTucd ogHodacHo abo nocnigosHo. Y
AO0AaTKOBOMY BapiaHTi peanisdauii BMHaxody cnonyky 1 BBoAsiTb nepoparnbHO HaTwecepue (TobTo 6e3
npumMMaHHa ixi) 6nmM3bko 3a ABi roguHW nepeg i 4epe3 1 rogwHy nicns BBedeHHs. Cnonyky 1
nepeBaXxHO BBOASTb 3i cTakaHOM Boau (6nmabko 8 yHUin/240 mn).

B iHWomy BapiaHTi peanisauii gaHHoro cnocody 40 mr cnonyku 1 BBOOSATb OAMH pa3 Ha AeHb
nauieHTy 3 pakom, Wwo notpebye nikyBaHHA. Ona gocarHeHHa gosu 40 mr cnonyky 1 nauieHTy BBOAATb
aBi 20-mr Tabnetku. OBi 20-Mr Tabnetkn MOXyTb NpuAMaTtuca ogHovacHo abo nocnigoBHo. Y
[oOaTKoOBOMY BapiaHTi peanisauii BuHaxoay crnonyky 1 1y Burnagi ogHier i3 KpuctanidyHnux TBepamnx
dopMm, onmMcaHux B LboMy OOKyMeHTi (TobTo cpopm |, 111, XXVIII, XXX abo XXXI cnonykn 1), BBOASATb
nepoparneHO HaTLlecepue (To6To 6e3 npunmaHHa ki) 6nmM3bko 3a ABi roguHu nepeg i Yepes 1 roanHy
nicns BBegeHHsA. Cnonyky 1 nepeBaxkHO BBOAATL 3i cTakaHoOM Boau (6nmsbko 8 yHUin/240 mn).

B iHwomy BapiaHTi peanisauii gaHHoro cnocoby 20 mr cnonyks 1 BBOAATb OAMH pa3 Ha AeHb
nauieHTy 3 pakoMm, o notpebye nikyBaHHA. [ns gocarHeHHsa [o3un 20 mr cnonykn 1 nauieHTy BBOAATb
ogHy 20-mr TabneTky. Y AogaTkoBOMY BapiaHTi peanisauii BuHaxogy cnonyky 1 BBoAsiTb nepoparnbHO
HaTwecepue (TobTo 6e3 npunmaHHa ixi) 6nn3bko 3a ABi rognHu nepeq i Yepe3 1 roguHy micnst
BBegeHHs. Cnonyky 1 nepeBaXHO BBOAATb 3i cTakaHOM Boaw (6nn3bko 8 yHUin/240 mn).

B iHwomy BapiaHTi peanisauii BMHaxoay cnocib Bkntovae BeBefeHHst copmu I, 11, 1, XXVIII, XXX
abo XXXI cnonyks 1 nepopanbHO OoAWH pa3 Ha OeHb Yy BuUrmsgi tabneTkM abo kancynu, sK
nepenbayvyeHo B HACTYMHIA Tabnuui.

IHrpeqieHT (% maca/maca)
@opma |, 11, I, XXVIII, XXX abo XXXI cnonyku 1 31,68
MikpokpucTtaniyHa uentonosa 38,85
JlakTo3a, 6e3BoaHa 19,42
lgpokcunponinuentonosa 3,00
Hatpin kpockapmenosa 3,00
Bcboro BcepeamHi rpaHynm 95,95
KpeMHin giokcua, konoigHuin 0,30
Hatpin kpockapmenosa 3,00
MarHin cteapat 0,75
Bcboro 100,00

14




10

15

20

25

30

UA 131171 C2

Y pesknx BapiaHTax peanisauil BMHaxogy apMaueBTUYHY JiKapCbKy hopMy BBOAATL Y BUIMAAI
TabneTtku. Y geaknx BapiaHTax peanisauil BUHaxogy dapmaueBTUYHY NikapcbKy opMy BBOAATb Y

BUMMAAI Kancynw.

B iHwomy BapiaHTi peanisauii BuHaxoay cnocib Bkno4vae BBeAeHHS crnonyku 1 nepopanbHo Y
BUrNSAi OOHIET i3 KpUcTaniyHux TBepaux opM, onucaHux y Lbomy AoKyMeHTi (To6to dopm |, 11, III,
XXVIII, XXX abo XXXI cnonyku 1) nepopanbHO oguH pa3 Ha AeHb Yy Burnaai tabnetku abo kancynu,

AK nepenbayeHo B HACTYNHIM Tabnuui.

| . TeopeTnyHa KinbkicTb (Mr/ogHoKpaTHa
HrpegieHT

0o3a)
dopma |, 11, I, XXVIII, XXX abo XXXI cnonyku 1 100,0
MikpokpucTtanivyHa uentonosa PH-102 1554
JlakTo3a, 6e3BogHa, 60M 77,7
rgpokcunponinuentonosa, EXF 12,0
Hatpin kpockapmesnosa 24
KonoigHuin KpemHin giokeng 1,2
MarHin cteapart (He 6uyaydnin) 3,0
Onagpan oBTUl 16,0
Bcboro 416

B pesikmx BapiaHTax peanisadii BuHaxogy hapmaueBTUYHY nikapcbky oopMy BBOAATb Y BUrNagi
TabneTkn. Y Oesknx BapiaHTax peanisauii BuHaxoay dapMaueBTUYHY nikapcbky ¢opMy BBOOATH Y

BUrnAAi Kancynwu.

B iHwomy BapiaHTi peanisauii BuHaxoay cnoci6 Bkntoyae BeeaeHHa dhopmum I, 11, 111, XXV, XXX
abo XXXI| cnonyku 1 nepopanbHO oAWH pa3 Ha AeHb Yy Burngai tabnetkm abo kancynu, £K

nepenbayeHo B HaCTyMHin Tabnuui.

IHrpenieHT dyHKuis %
maca/maca

Dopma |, 11, I, XXV, XXX abo XXXI cnonyku 1 AKTVBHWI iHrpegieHT 31,7

MikpokpucTaniyHa uentonosa (Avicel PH-102) 3anoBHoBaY 38,9

Jlakto3a, 6e3BogHa (60M) 3anoBHoBaY 19,4

lgpokcunponinuentonosa (EXF) 3B’a3ytounin 3aci6 3,0

HaTpin kpockapmenosa (Ac-Di-Sol) PosnyLwysay 6,0
S o 3acib, wo cnpusie

KonoigHun kpemHin giokeng, KOB3aHHIO 0,3

MarHin cteapat 3masytouumm 3acid 0,75

MniBkoBe NOKpUTTHA Ha ocHoBi Onagpan XXOBTOro, sike

BKIIOYAE :

- HPMC 2_910/r|npomen03a 6 cp MiBKOBE NOKPUTTS! 4,00

- TutaH piokeng

- TpnaueTtuH

- 3aniso okcug XoBTuw

Y pesknx BapiaHTax peanisauii BMHaxogy pak, WO nignsrae nikyBaHHo, ABMAse cobow pak
LUMTOBMAHOI 3aMo3un, pak NeyviHkW, pak LWTyHKOBO-KULLKOBOTO TPaKTy, pak MigLwyHKOBOI 3ano3un, pak
KiICTOK, remMobnactos, pak LWKipM, pak HUPOK, paK MOJIOYHOI 3aro3u, pak TOBCTOI KWLIKW, pak
darnonieBoi Tpybu, pak SSE4YHUKIB, pak roOSIOBHOr0 MO3KY, pak rnereHiB abo pak nepegMixypoBoi 3anosu.

B ogHoMmy BapiaHTi peanisauii BUHaxoay pak siBnse coboro pak LUTOBUAHOI 3ar03u.

BinbLU KOHKPETHO, paK LWUTOBUAHOI 3a5103un ABnsie CO600 MegyNApHUIA pak WMTOBUOHOI 3ar03Mu.

B ogHomy BapiaHTi peanisadii BUHaxoay pak siBnse coboko pak neyiHku.

BinbL KOHKPETHO, pak neviHku ABnAe coboto renaTouentonsapHy KapuuHOMY, XOMnaHriokapLMHOMY,
renTobnacTomy, aHriocapkomy, renaToLentonspHy ageHomy abo remaHriomy.

B ogHomy BapiaHTi peanisadii BUHaxoay pak siBnse coboko pak LyHKOBO-KULLIKOBOTO TPaKTy.

BinbLl KOHKPETHO pak LUMYHKOBO-KULLKOBOrO TpaKTy SBMsSie COGOK pak CTpaBoxody, SKUA SBNSiE
COBO0 MNOCKOKMITUHHY KapLuMHOMY, adeHoKapuuHOoMy abo nerikoMioCapKoMy; pak LUMAYHKY, SKUA
ABNse cobol kapumMHomy abo nimcomMy; pak nigwnyHKOBOI 3ano3n, SKui aBrisie cobolo NPOTOKOBY
afeHoKapLUMHOMY, iHCYMNiHOMY, TMOKaroHOMy, racTpMHOMY, KapuuHOigHi nyxnvHu abo BlilMomy; pak
TOHKOI KWLUKW, SIKMA SBMASiE CODOK ageHOKapuuHOMy, niMOMy, KapuWMHOIOHI MyXIINMHW, CapKoMy
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Kanowwu, nerkomioMmy, remaHriomy, ninomy; abo pak TOBCTOI KWLWKWA, SKUA sABNAe coboto
afeHokapumHomy, TYOYnsapHy ageHoMYy, BOPCUHKOBY aAeHOMY, ramapTomMy abo nerkomiomy.

B ogHomy BapiaHTi peanisauii BUHaxoay pak siBnse coboto pak nigLwnyHKOBOI 3anosu.

Binbl KOHKPETHO, pak niaWnyHKOBOI 3ano3n 4Bnse COOOK NPOTOKOBY aAeHOKapLUHOMY,
iHCYNiHOMY, FMOKaroHOMY, raCTPMHOMY, KapunHOIAHI NyxnmHu abo BlilMomy.

B ogHomy BapiaHTi peanisauii BUHaxogy pak sBnse cobor pak KiCTOK.

BinbLL KOHKPETHO, pak KIiCTOK siBnsie cobolo ocTeocapkoMy, ibpocapkoMy, 3nosikicHy iGpo3Hy
ricTOUMHOMY, XOoHApocapkoMy, capkoMy HOiHra, 3rosikicHy peTUKYNSPHO-KINITUHHY CapKOMY, 3MOsIKiCHY
riraHTOKMITUHHY XOPAOMY, KiCTKOBO-XPSILLOBI €K30CTO3M, XOHApOoOnacTomy, xoHApo-miodibpomy abo
OCTeO0igHy OCTEOMY.

B ogHomy BapiaHTi peanisauii BUHaxogy pak siBfnsie coboto remobnacToas.

Binblw KOHKpPeTHO, remobnacto3 siBnse cobot MienoigHMA neinkos, roctpuin nimdodnacTHui
NEenKos, XPOHiYHWI RniMdouNTapHUA NENKo3, MienonponidpepaTMBHI  3aXBOPHOBAHHSA, MHOXUHHY
mienomy abo MienogucnnacTMyHU CUHOPOM.

B ogHomy BapiaHTi peanisaLii BUHaxogy pak sBnsie coboo pak LUKipw.

BinbLU KOHKPETHO, pakK LKipK ABMNs€ cobol 3MOsiKiCHY MernaHomy, 6a3anbHOKMITUHHY KapLUHOMY,
NMOCKOKNITUHHY KapumHomy abo capkomy Kanowww.

B ogHomy BapiaHTi peanisauii BUHaxoay pak sBnsie coboro pak HUPOK.

BinbL KOHKPETHO, pak HUPOK ABNSECODBO0I0 NYXINHY HUPKW.

B ogHomy BapiaHTi peanisaLii BUHaxoay pak siBnsie coboro pak MOSIOYHOT 3ano3u.

BinbLLU KOHKPETHO, pak MOJIOYHOI 3aMno03u SBNSIE COOOD MYXNNMHY MOJIOYHOI 3ar03MK.

B ogHomy BapiaHTi peanisaLii BUHaxoay pak siBfnsie cobor0 pak TOBCTOI KMLLKW.

BinbLL KOHKPETHO, pak TOBCTOI KULLUKK SIBNSIE COOO0 pakoBY MyXJIMHY TOBCTOI KULLKK.

B ogHomy BapiaHTi peanisauii BUHaxoay pak siBfsie coboto pak dpanonieBoi Tpyou.

BinbLw KOHKpPeTHO, pak danonieBoi Tpybu ABnsE co600 KapuMHOMY dhanoniesoi Tpyow.

B ogHomy BapiaHTi peanisadii BuHaxoay pak siBnse coboro pak A€4HUKIB.

BinblW  KOHKPETHO, paK $HevyHMKIB  SABMNsi€  COOOK  KapUMHOMY  SIEYHWMKA  [CepO3Hy
LUUCTadEHOKapUUHOMY,  MYLUMHO3HY  LUCTageHOKapuuHOMY,  HeknacudikoBaHy  KapuuHOMY],
rpaHyneso-TeKakniTUHHI - NyXAWHK, MNyXAWHW i3 CepToni-NenauroBCbkuX KNiTWH, AUCrepMiHOMY,
3M10SKICHY TepaToMy), MYXMMHU 30BHILIHIX XIHOYMX CTaTEeBMX OpPraHiB (MIIOCKOKMITUHHY KapuuHOMY,
BHYTpiLUHbOENiTENIanbHy KapLuMHOMY, ageHoKkapLmHomy, hibpocapkoMy abo menaHomy).

B iHWOMY BapiaHTi peanisauii BUHaxogy pak sBnsie coboto pak nepeamixypoBoi 3anosu.

BinbL KOHKPETHO, pak NepeaMixypoBoi 3ano3u sBnsie coboto ageHokapLmMHoMy abo capkomy.

B iHwomy BapiaHTi peanisauii BUHaxody pak nepeamixypoBoi 3ano3un siBnse coboto CTiNKMM Oo
KacTpadii pak nepegmixyposoi 3anosu (CRPC).

B iHWoOMY BapiaHTi peani3auii BUHaxogy pak siBnsie cobolo pak nereHis.

Binbw KOHKPETHO, pak nereHiB sBnse cobow OPOHXOreHHy KapuMHOMY (MIIOCKOKIITUHHY,
HeaundepeHuiioBaHy OpPiOHOKNITUHHY, HeandepeHUiioBaHy KPYNHOKMITUHHY, aAeHOKapuuHoMy),
anbBeonspHy  (OpoHxionapHy) KapuuHOMy, OpoHXxianbHy ageHoMy, capkomy,  nimdomy,
XOHAPOMATO3HY ramapTomMy abo me3oTeniomy.

MpoTupakoBui edpekT nikapcbkoi opmMM 3rigHO i3 AaHWMM  BMHaxXo4OM  BUMIPIOWOTb i3
3aCTOCYBaHHSAM CepororidyHMx Ta/abo pagiorpadivyHnx cnocobis, 4OCTYNHUX chaxiBuio B AaHi ranyasi
TexHiku. [Ana ceponoriyHMx cnocobiB BUMIpHOOTL BiQHOCHY KOHLEHTpaLito Giomapkepa paky Ao i nicns
BefeHHss cdopmu |, II, [l XXVII, XXX abo XXXI cnonyku 1. lMo3uTMBHa peakuisd O3Hayae, Lo
NpuUcyTHA OiNbll HU3bKa CepororiyHa KOHLUEHTpaLisi Giomapkepa nicna nikyBaHHS Y MOPIBHSHHI i3
KOHLIeHTpaujieto 0o NiKyBaHHA. Y AKOCTI nNpuknagy, Ans nauieHTis, WO nignaratoTb MiKyBaHHIO paky
nepeamixypoBoi 3aro3un, 30Kpema, CTINKOro Ao KacTpauii paky nepemixypoBoi 3amnosu, cepornorivyHy
KOHLIeHTpauito biomapkepa PSA OyayTb BM3Ha4aTu Ao, Nig vac i micnsa nikyBaHHSA. [auieHTn MoxXyTb
OyTun BMAaineHi 3a peakuieto PSA BignoBigHO 40 HACTYMHWX KPUTEPIIB.

MoBHa cepororiyHa peakuis: piBeHb PSA meHwe 0,2 Hr/mn, BUMIpsStHUI Ona 2 NOCNILOBHUX
BUMIipIOBaHb LLIOHANMEHLLE B NMPOMDKKY 4 TUXHI MK HUMM.

YacTtkoBa ceponoriyHa peakuis (PR): 3HmxeHHs BenuuMHu PSA y nopiBHSAHHI i3 piBHEM OO0
AocnigpKeHHs Ha BenuuuHy binbwe abo pisHy 50 % Ond 2 nocnigoBHWX BUMIPIOBaHb LLIOHAVMEHLUE B
NPOMIXKKY 2 TUKHI MiDK HUMMU.

PSA npu ctabinbHomMy 3axBOproBaHHI: NauieHTy, ki He BignosigatoTb kpuTepiam ans peakdii (CR
abo PR) abo ceponoriyHa nporpecisi.

CeponorivyHa nporpecia (PD): cnoctepiraetbcd, konn PSA aeMOHCTpye NiABULLIEHHS, sIke cKnagae
Oinbwe 50 % Big HAWHWXKYOrO PiBHS, B3SABLUM ANl MOPIBHAHHS HAaWHWXKYUA 3adikcoBaHmi piBeHb PSA
i3 MOMEHTYy noyaTky Tepanii. [Ba nOCNigOBHUX MiABULLEHHS TMOBUHHI OyTW OOKYMEHTanbHO
NiATBEPOXKEHI 3@ JOMOMOrOK KOXHOMO BUMIPIHOBAHHSA, OTPMMAHOIO LLOHAWMEHLLEe B MPOMIKKY 2 TUXHI
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MK HUMK. B okpeMunx Brnagkax Moxe 6yTy NPOMiDKHE HECTilike 3Ha4YeHHs. 3rigHo i3 pekoMeHaauissMm
paboyoi rpynu KniHiYHMX BMNpobyBaHb NpuW paky nepeamixypoBoi 3ano3v He Oyae BigHOBMEHHS
nepiogy OLUiHKWN, OCKIfNbKN NPOMiXKHE 3HAYEHHA He Byno Hux4Ye nonepeaHbOro HalHWXKYoro pisHs [18].
[ata nepLioro 3adikcoBaHOro 36iMblUEHHS (WO HEe CYNPOBOMKYETLCA NOAANBLUMM 3HVXKEHHSAM PiBHSA
PSA i3 yTBOpEeHHSAM HOBOro HanWHWX4YOro piBHsA) Gyoe BBaxaTuca gatow nporpecii. AKWwo nauieHT
pocsarae PSA, akun meHwe 2 Hr/mn, nporpecisa 6yae BBaxatnca nigTBepaXeHOoK Tinbku oanH pas: (1)
crnocTepirany nigsuLeHHs, sike cknagano 6inbwe 50 % Big HaMHWKYOro PiBHA 3 MOMEHTY MnoyaTtky
ADT; i (2) nigTBepmkytove 30inblUeHHSA BignoBigano BenuuuHi, sika nepesuwyBana 2,0 Hr/mn
(HenigTBepoXeHe | gpyre 30iNblUEHHS MOXe sIBNATM cobok BenuyuHy, sika meHwe 2,0 Hr/mn, ane
Oinbwe 50 % Big HaNHWXYOro piBHA 3 MOMEHTY noyatky ADT).

Taki piBHi cepornoriyHoi peakuii 3a HeoOXigHOCTI MOXyTb OyTM MoAudikOBaHi, BUXOOAYM i3
biomapkepa, L0 po3rnagaeTbCes.

B ogHoMy BapiaHTi peanisauii BUHaxo4y NOBHa CeposioriyHa peakLis CnocTepiraeTbCs y NauieHTiB,
O OTPUMYIOTb MiKyBaHHS NiKapcbKO ¢hopmoto. B iHWOMY BapiaHTi peanisadii BUHaxogy 4acTkoBa
cepornoriyHa peakLisi CnocTepiraeTbCs y NaUEHTIB, WO OTPUMYIOTh MiKyBaHHS MikapCbkoto hopmoto. Y
[0OaTKOBOMY BapiaHTi peanisauii BUHaxogy ctabifnlbHe 3aXBOPIHOBaHHSA CMOCTEPIraeTbCs y NaLiEHTIB,
LLIO OTPUMYIOTb NiKyBaHHS Mikapcbkoto (hOPMOL0.

Wo Hanexutb o pagiorpadiyHux cnocobis, pagiorpadiyHe nporpecyBaHHs 3axBOPHBAHHSA
BM3HayatoTb 3a gonomoroto RECIST 1.1 ans 3axBoptoBaHHA M'SkuX TkaHWH abo i3 nosiBoto ABOX abo
OinblUe HOBMX BOTHULL, YpaXKEHHS KICTOK Ha CKaHOBaHMX 300paXKeHHAX KicToK. [lns nporpecyBaHHs 3a
BiACYTHOCTI 4iTKOrO CMMMNTOMAaTHOroro 3aroCTPEHHs Ha nepLlid NNaHoBi MOBTOPHIN OUIHUi nicns
noyaTky NikyBaHHS1 NOTPiOHe NiATBepAKyloYe CKaHoBaHe 300pakeHHs1 B OiNnblU Mi3Hii MOMEHT yacy.
CraHgapTHi npoueaypv Bidyanisauii, AOCTynHi daxiBUulo B AaHi ranysi TexHiku, B TOMY 4KUCHi
CKaHyBaHHs1 KICTOK i3 3acTocyBaHHAM TexHeuilo i CT-ckaHyBaHHsi, MOXYTb 3aCTOCOBYBATMCS NS
BMMIpIOBaHHA pagiorpadiyHoro edekTy. IHwi pagiorpadiyHi cnocobu, Taki gk NaF i FDG-PET, Takox
MOXYTb 3aCTOCOBYBAaTUCS A119 BUMIPIOBaHHA pagiorpadiyHoro edekTy.

Ak 6yno BkasaHo paHiwe, kinbkicte dopmu |, I, 1, XXVIII, XXX abo XXXI cnonykun 1, sky
BBOOATb, MOXHa perynioBatn Wwob YHUKHYTM nobBivyHux ecdpekTiB. Hanpuknag, B 0gHOMY BapiaHTi
peanisauii BuHaxoay dapmaueBTUYHE J03YBaHHS, WO MicTuTb 60 mr cdoopmum |, 1, 111, XXV, XXX abo

XXXI cnonyku 1, BBOAATb NaUIEHTY, y SKOro NposBnseTsca oanH abo Binblue nobivyHnx edekTis npu
A03yBaHHi OinbLe 60 wmr.

B iHWKX BapiaHTax peanisauii BuHaxogy 60 mr doopmu |, I, 1, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MaLEHTY, Yy $KOro nposiBNsSeTbcA oauMH abo Oinbwe nobiyHuMx edekTiB  npu
dapmaveBTU4HOMY Ao3yBaHHi Big 80 mr go 160 mr.

B iHwomy BapiaHTi peanisauii BuHaxogy 60 mr cbopmu I, 11, 11, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MALEHTY, Y AAKOro NposiBMSAETbCS 0AUH abo Ginblue nobivyHNX edekTiB Npu Jo3yBaHHi 70 Mmr.

B iHwomy BapiaHTi peanisauii BuHaxogy 60 mr cpopmu I, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MaLiEHTY, Y SIKOro NposiBnseTbCs oauH abo BinbLue nobivHMX edekTiB Npu Ao3yBaHHi 80 mr.

B iHwomy BapiaHTi peanisauii BuHaxogy 60 mr cpopmu I, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BOAATb NaUiEHTY, Yy SKOro NposBASETLCA OAMH abo Ginblue nobivyHnx edekTis Npu go3ysBaHHi 90 mr.

B iHwomy BapiaHTi peanisauii BuHaxogy 60 mr cpopmum |, 11, 1l XXVIII, XXX abo XXXI cnonykn 1
BBOOATb MAUIEHTY, Y SKOro NposBnsieTbCs oanH abo BinbLue nobivHmx edekTiB npu go3ysaHHi 100 wmr.

B iHwomy BapiaHTi peanisauii BuHaxogy 60 mr cbopmu I, 11, 11, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MALEHTY, Y IKOro NposABnsieTbCs oauH abo binblue nobivyHnx edekTiB Npu Jo3yBaHHi 120 mr.

B iHwomy BapiaHTi peanisauii BuHaxogy 60 mr cbopmu I, 11, 11, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MAUIEHTY, Y IKOro NposBnseTbCs oanH abo BinbLue nobivHMx edekTiB npu go3ysBaHHi 130 wmr.

B iHwomy BapiaHTi peanisauii BuHaxogy 60 mr cdpopmum I, 11, 11l XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MALEHTY, Y SKOro NposBnseTbCs oanH abo BinbLue nobivHmx edekTiB npu Ao3ysBaHHi 140 wmr.

B iHwomy BapiaHTi peanisauii BuHaxogy 60 mr cpopmu I, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MALEHTY, Y SKOro NposBnsieTbCs oanH abo BinbLue nobiyHmx edekTis npu Ao3ysBaHHi 150 wmr.

B iHwomy BapiaHTi peanisauii BuHaxogy 60 mr cpopmu I, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MALEHTY, Y SIKOro NposBrsieTbCs 0auH abo binbLue nobivHMX edekTiB Npy 403yBaHHI 160 mr.

B iHwwnx BapiaHTax peanisauii BuHaxogy 60 mr cdoopmu I, I, 11, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MaLEHTy, Yy $KOro nposiBNsSieETbc oauMH abo Oinbwe nobiyHuMx edekTiB  npu
(apmareBTMIHOMY Ao3yBaHHi 140 mr a6o 100 mr.

B iHWoMmy BapiaHTi peanisauii BUHaxoay dapmaueBTUUYHe J03YBaHHS, WO MiCTUTb 40 Mr coopmu |,
I, 11, XXV, XXX abo XXXI cnonyku 1, BBOAATL NaLEHTY, Y SKOro NposiBASIETbCA oauH abo Oinblue
nobivyHnx edbekTiB Npu [03yBaHHi GinbLue 40 mr.

B iHwomy Bunaaky 40 mr coopmu I, 11, 1, XXVIII, XXX abo XXXI cnonyku 1 BBOAATbL NaLUieHTy, y
AKOro nposiBNAETbCA oavH abo Ginbwe nobivHux edekTiB npu apmaueBTUYHOMY AO03YyBaHHI Bif
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60 mr go 160 wmr.

B iHWwomy BapiaHTi peanisauii BuHaxoay 40 mr cdoopmu I, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOASATb MaLiEHTy, Y AKOro NposBAseTbCs oaMH abo bGinblue nobiyHuX edekTiB npu Jo3yBaHHI 50 Mmr.

B iHWwomy BapiaHTi peanisauii BuHaxoay 40 mr cdoopmu I, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOASATb MaLiEHTY, Y AKOro NposBAsieTbCst oAMH abo GinbLue nobivHMX edekTiB npu Jo3yBaHHI 60 mr.

B iHWwomy BapiaHTi peanisauii BuHaxoay 40 mr cdoopmu I, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOASATb MaLiEHTY, Y SKOro NposBnseTbcs oamH abo bGinbLiue nobiyHUX edpekTiB npu Jo3yBaHHi 70 Mr.

B iHWomy BapiaHTi peanisauii BuHaxogy 40 mr cdoopmu I, 11, 11, XXV, XXX abo XXXI cnonyku 1
BBOASTb MALEHTY, Y IKOro NposiBASIETbCS 0AMH abo binblie nobivyHMX edpekTiB npu go3dyBaHHi 80 Mmr.

B iHWomy BapiaHTi peanisauii BuHaxoay 40 mr cdoopmu I, 11, I, XXVIII, XXX abo XXXI cnonyku 1
BBOASTb MALEHTY, Y SIKOro NposiBNSIETbCS 0AMH abo Ginblie nobivyHMx edekTiB npu go3yBaHHi 90 mr.

B iHWomy BapiaHTi peanisauii BuHaxoay 40 mr cdoopmu I, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOASTb MALEHTY, Y SKOro NposiBNSIETbCS 04MH abo Ginblue nobivyHMX edoekTiB npu godyeaHHi 100 mr.

B iHWwomy BapiaHTi peanisauii BuHaxogy 40 mr cpopmu I, 11, 1, XXVIII, XXX a6o XXXI cnonyku 1
BBOAATb NALUIEHTY, Y AKOro NposiBAsETbCs oAuH abo BinbLue nobivHux edekTiB npu Ao3yBaHHi 120 mr
crnonyku 1.

B iHwomy BapiaHTi peanisauii BuHaxogy 40 mr cpopmum |, 11, 1l XXVIII, XXX abo XXXI cnonykn 1
BBOOATb MaUEHTY, Y SIKOro NposBnseTsCa oanH abo Binblue nobivHmx edekTis npu Ao3ysaHHi 130 wmr.

B iHwomy BapiaHTi peanisauii BuHaxogy 40 mr cpopmu |, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOASTb MALEHTY, Y IKOro NposiBNSIETbCS 0AMH abo Ginblie nobiuHmx edekTiB Npu go3yBaHHi 140 mr.

B iHWomy BapiaHTi peanisauii BuHaxoay 40 mr cdoopmu I, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOASTb MALEHTY, Y IKOro NposiBNSIETbCS 0AMH abo Binblie NobivYHMX edoekTiB Npu fo3yBaHHi 150 mr.

B iHWwomy BapiaHTi peanisauii BuHaxogy 40 mr cdoopmu I, 11, 111, XXVIII, XXX abo XXXI cnonykn 1
BBOASTb MALEHTY, Y IKOro NposiBNSIETbCS 0AMH abo Binblie NobivYHMX edoekTiB Npu 0o3yBaHHi 160 Mmr.

B iHwomy BapiaHTi peanisauii BuHaxogy 40 mr cpopmu I, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MaUiEHTy, Yy SKOro nposiBNsSeTbcAd oavMH abo Oinbwe nobiyHux edekTiB  npwu
dapmauesTuyHoMy gosysaHHi 140 mr, 100 mr abo 60 wmr.

B iHWwomy BapiaHTi peanisauii BuHaxogy hapmaueBTnyHe Jo3yBaHHS, WO MicTuTb 20 Mr coopmum |,
I, 1, XXV, XXX abo XXXI cnonyku 1, BBOAATb NALEHTY, Y SIKOrO NPOSIBNSAETLCA oAnH abo binbLue
nobiyHnx edekTiB Npm A03yBaHHi GinbLwe 60 mr.

B iHWomy BapiaHTi peanisauii BuHaxoay 20 mr cdoopmu I, 11, I, XXVIII, XXX abo XXXI cnonyku 1
BBOAATb MaUieHTy, y $SKOro nposiBNsSeTbCs oanH abo Oinblwe nobiyHMX edekTiB  npu
dapmavLeBTUYHOMY Ao3yBaHHi Big 40 mr go 160 mr.

B iHwomy BapiaHTi peanisauii BuHaxogy 20 mr cpopmu I, 11, 11, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MALEHTY, Y IKOro NposBnsSeTbCs oauH abo BinbLue nobivHMX edekTiB Npu Ao3yBaHHI 30 Mmr.

B iHwomy BapiaHTi peanisauii BuHaxogy 20 mr cpopmu |, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MaLiEHTY, Y SIKOro NposiBnseTbCs oauH abo BinbLue nobivHMX edekTiB Npu Ao3yBaHHI 40 mr.

B iHwomy BapiaHTi peanisauii BuHaxogy 20 mr cpopmum |, 11, 1l XXVIII, XXX abo XXXI cnonykn 1
BBOOATb MaLiEHTY, Y SIKOro NposBnseTbCs oauH abo BinbLue nobivHMX edekTiB Npu Ao3yBaHHI 50 Mmr.

B iHwomy BapiaHTi peanisauii BuHaxogy 20 mr cpopmu I, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MALiEHTY, Y SIKOro NposiBnseTbCs oauH abo binbLie nobivyHnx edekTis Npu [o3yBaHHi 60 Mmr.

B iHwomy BapiaHTi peanisauii BuHaxogy 20 mr cpopmu I, 11, 11, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MALEHTY, Y IKOro NposABnseTbCst 0auH abo BinbLue nobivHMX edekTiB Npu Ao3yBaHHI 70 mr.

B iHwomy BapiaHTi peanisauii BuHaxogy 20 mr cpopmum I, 11, 1II, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MALEHTY, Y IKOro NposABnseTbCs oauH abo BinbLue nobivHMX edekTiB Npu Ao3yBaHHI 80 mr.

B iHwomy BapiaHTi peanisauii BuHaxogy 20 mr cpopmu I, 11, 11, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MALEHTY, Y IKOro NposABRsSeTbCs 0auH abo BinbLue nobivHMX edekTiB Npu Ao3yBaHHI 90 mr.

B iHwomy BapiaHTi peanisauii BuHaxogy 20 mr cpopmu I, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MALEHTY, Y SIKOro NposBrsieTbCs oguH abo binbLue nobivHmMx edekTiB npu go3ysaHHi 100 mr.

B iHwomy BapiaHTi peanisauii BuHaxogy 20 mr cpopmu I, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MALEHTY, Y SKOro NposBnseTbCs oanH abo BinbLue nobiyHmx edekTis npu Ao3ysBaHHi 120 wmr.

B iHwomy BapiaHTi peanisauii BuHaxogy 20 mr cpopmum |, 11, I, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MALIEHTY, Y SKOro NposBnsieTbCs oanH abo BinbLue nobiyHmx edekTis npu go3ysaHHi 130 wmr.

B iHwomy BapiaHTi peanisauii BuHaxogy 20 mr cbopmu I, 11, 11, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MAUEHTY, Y IKOro NPosABRSETLCS OAUH abo binblue NoGivHNX edekTiB Npu Jo3yBaHHI 140 mr.

B iHwomy BapiaHTi peanisauii BuHaxogy 20 mr cpopmu I, 11, 11, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MAUEHTY, Y IKOro NposiBRsieTbCs oanH abo BinbLue nobivHMx edekTiB npu Ao3yBaHHi 150 wmr.

B iHwomy BapiaHTi peanisauii BuHaxogy 20 mr cpopmu |, 11, [, XXVIII, XXX abo XXXI cnonyku 1
BBOOATb MALEHTY, Y IKOro NposiBRsSeTbCA oanH abo BinbLue nobivHMx edekTiB Npu Ao3yBaHHi 160 wmr.

B iHwwnx BapiaHTax peanisauii BuHaxogy 20 mr cpopmu |, 11, 11, XXVIII, XXX a6o XXXI cnonyku 1
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BBOASATb MaUieHTy, y SKOro nposiBNAeTbCa oanH abo Oinbwe nobiyHmMx edbekTiB  npwm
dapmauesTniHoMy go3dysaHHi 140 mr, 100 mr, 60 mr a6o 40 wmr.

B peskux BapiaHTax peanisauii BuHaxogy nobiyHuMn edekT sBnsie coboo oauH abo Ginblie i3
Jiapei, cTomaTtuTy, AOMNOHHO-NigoWwoBHOI epuTpoausectesii (PPES), 3HWXeHHs Macu, 3HWKEHHS
aneTuTy, HyAOTW, BTOMNEHOCTI, 6onto B poTi, 3MiHWM KOMbOpY BONoccs, AMCreBsii, rinepTeHsil, 6onto B
XMBOTI, 3anopy, nigsuieHoro AST, niasuweHoro ALT, nimdoneHii, nigsuLeHoT nyxHoi dhocdaTtasuy,
rinokanbLeMii, HeMTponeHii, TpombouunToneHii, rinogocdaTemii, rinepbinipybiHomii, npopwueis, dicTyn,
KpPOBOBUNMNBY, TPOMOOEMOONiYHMX YCKNagHEHb, paHEeBMX YCKIagHEeHb, OCTEOHEKPO3 Lenenw,
npoTeiHypii, 060poTHOro NnenkoeHueganonaTnyHoro cuHapomy (RPLS) i eMbpiodheTOTOKCUYHOCTI.

Y Oesikmx BapiaHTax peanisauii BMHaxogy MOOIYHUI edekT siBnse coboto nobivHmm edbekt 1
CTyneHs. Y Oesiknx BapiaHTax peanisauii BUHaxoay nobivyHun edekt sBnse coboto nobivyHnn edoekT 2
CTyneHs. Y Oesikux BapiaHTax pearnisauii BUHaxoay nobivyHuin edekT sBnsie coboto nodivyHum edekt 3
CTyneHs. Y Oesiknx BapiaHTax peanisauii BUHaxoay nobivyHun edekt sBnse coboto nobivHnn edekT 4
CTyneHs. Y gesikvx BapiaHTax peanisadii BUHaxogy nobivyHuin edekt asnsie coboro nobiyHni edekt 5
CTYyneHs.

B ogHomy BapiaHTi peanisadii BMHaxoAy NikyBaHHA TMM4YaCcOBO NPU3YNUHAIOTL AN NauieHTa, SKui
nposBnse nobiyHun edekT 4 ctyneHs. B iHWoMy BapiaHTi peanidadii BuHaxoay 3a gossony abo npwm
nokpaLyeHHi nobidHoro edpekTy 4 cTyneHs Jo3y Crnonyku 1 BiAHOBMIOKTL 3a TOro X abo 3MEHLIEHOro
[O3yBaHHSA. Y Oeskux BapiaHTax peanisauii BUHaxoay, A4o3Bin abo nokpaileHHs nobivyHoro edekty 4
CTYNeHs1 03Ha4Yae NoBepHeEHHN Ha 6a30BY niHito. B iHWKWX BapiaHTax peanisauii BMHaxoay, 403Bin abo
NnoKpaLleHHs1 NobivHoro edekTy 4 CTyneHs o3Hadae 4o3BiNn 40 NobivHOro edekTy 1 CTyneHs.

B ogHomy BapiaHTi peanisauii BUHaxo4y nikyBaHHS TUMYacoBO NPU3YNUHAIOTL AN NauieHTa, SKun
nposiensie nobivHnn edekt 3 cTyneHs. B iHWoMy BapiaHTi peanisauii BUHaxogy 3a A4o3sony abo npwu
noKpaLleHHi NobivyHoro edekTy 3 cTyneHs 4o3y crnonyku 1 BiAHOBMOTL A0 TOro X abo 3MeHLLIEHOro
[O3yBaHHSA. Y Oeskux BapiaHTax peanidauii BuHaxogy, 4o3Bin abo nokpaiweHHs nobivyHoro edekty 3
CTyneHsi 03Havae NoBepHeHHs Ha 6a3oBy MiHito. B iHWMX BapiaHTax peanisauii BuHaxoay, 4o3Bin abo
nokpalleHHs nobivyHoro edekty 4 cTyneHsi o3Hayae 4o03Bin Ao NobivyHOro edekTy 1 CTyneHs.

B ogHoMy BapiaHTi peanisauii BUHaxoAy nikyBaHHA TMMYACOBO MPU3YNUHAIOTL ANA NauieHTa, SKkuin
nposBnse nobivHun edekT 2 ctyneHs. B iHWoMy BapiaHTi peanidauii BuHaxoay 3a gossony abo npwm
nokpalleHHi nobiyHoro edpekty 2 cTyneHsa go3y cnonyku 1 BiQHOBMIOWOTb 40 TOro X abo 3MeHLeHOoro
O03yBaHHSA. Y Oeskux BapiaHTax peanisauii BMHaxoay, A03Bin abo nokpalleHHs1 nobivyHoro edekTy 2
CTYNeHs1 03Ha4Yae NoBepHeHHS Ha 6a30BY niHito. B iHWKWX BapiaHTax peanisauii BMHaxoay, 403Bin abo
nokparleHHs nobivyHoro ecpekTy 2 cTyneHst 03Ha4Yae [o3BiN 40 NobivHOro edpekty 1 cTyneHs.

[B ogHoMy BapiaHTi peanisauii BuHaxody niKyBaHHS TUMYacOBO MPU3YNUHATL ANS nauieHTa,
AKMI nposiBnsie nobiuHmn edekT 1 cTyneHa. B iHwWoMy BapiaHTi peanisauii BMHaxoay 3a go3sony abo
npy nokpaweHHi nobidHoro edekTy 4 cTyneHs [o3y crnonyku 1 BigHOBMOWTE A0 Toro x abo
3MEHLLEHOro [[o3yBaHHA. Y [Oeskux BapaHTax peanisaudii BMHaxogy, [[03Bin abo nokpaleHHs
nobiyHoro edhekTy 1 CTyneHsi 03Ha4Ya€e NOBEPHEHHS Ha 6a3oBy MiHito.

Y pesknx BapiaHTax peanisauii BUHaxoay 403y AOAAaTKOBO 3MEHLUYOTb B oauH abo Ginblue pasis
nicns NepLIoro 3MeHLLEHHS B pe3ynbTaTi ogHoro abo Ginbwe nobiyHmx edpekTie. B ogHOMy BapiaHTi
peanisauii BMHaxogy [03y 3MEHLWYTb nepwuin pa3. B iHwoMy BapiaHTi peanisauii BuHaxody [o3y
3MEeHLYI0Tb NepLni i Apyrun pas. B iHWoMy BapiaHTi peanisaLii BUHaxoay 403y 3MEHLUYITb NepLUmni,
apyrui i TpeTin pas.

3ararnbHi cnocobu oTpMMaHHs KpuctaniyHmx Teepamx dopm

Kpuctaniyni TBepai dopMum MoXyTb OyTu oTpumaHi 3a pgonomorot 6esnivi crnocobis, Lo
BKITIOYAlOTb, ane He OOMeXyuucb UUM, Hanpuknag, Kpuctanisaudito abo nepekpucranisadiio i3
Bi4MOBIAHOMO 3MILLIAHOrO0 PO34YMHHMKA; CYOniMaLilo; BUPOLLYBaHHS i3 po3mnnaBy; MEPETBOPEHHS Ha
TBEPAMM CTaH 3 iHWOI a3un; KpucTanisauito i3 HagKpUTMYHOI pPiguHM Ta (POPCYHKOBE PO3NUMEHHS.
TexHonorii gna kpuctanisauii abo nepekpucTanisauii KpuctaniyHux TBepauMx POopM 3i 3MiliaHoro
PO34YMHHUKa BKIOYalOTb B cebe, ane He OOMEXyUNChb UMM, HanpuKnaa, BUNapoBaHHS PO3YMHHNKA;
3HWKEHHS TemnepaTypu 3MillaHOro pPO34YMHHMKA; 3aTpaBfOBaHHA KpucTany i3 nepeHacuyeHoro
3MiLLAHOro PO34YMHHUMKA 3i cnonykotw Ta/abo 1 Cinmo; 3aTpaBnioBaHHA KpUCcTany i3 nepeHacu4eHoro
3MiLIaHOro PO34YMHHUKa 3i cnonykot Ta/abo cinmo ii; cybniMauiiHy CylwKy 3MillaHOro Po34YMHHUKA i
00JaBaHHSA aHTUPO3UYUHHUKIB (NPOTUPO3UYNHHUKIB) B 3MiLLAHUA PO3YMHHUK. Bucoka npoayKTUBHICTb
TEXHOMOriN KpucTanisauii MoXe BUKOPUCTOBYBATUCA ANS OTPUMAHHS KpUCTanivyHUX TBepaux ¢opm,
Lo BKNtoYaoTb B cebe nonigpopmu.

Kpvctanu nikapcbknx 3acobiB, B TOMy 4ucri nonidpopmu, cnocobu OTpUMaHHS i XxapakTepucTuka
KpucTanie nikapcbkux 3acobis po3rnsaHyTi B Solid-State Chemistry of Drugs, S.R. Byrn, R.R. Pfeiffer, i
J.G. Stowell, 2nd Edition, SSCI, BecTt-JlacberieT, IHagiaHa (1999).

B TexHomorii kpuctanisadii, B SiKil BUKOPUCTOBYIOTb PO3YMHHMK, PO3YMHHUK(-M), AK MpaBumo,
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obupatoTb BUXo4a4M 3 ogHOro abo Ginblie dakTopis, WO BKYaloTh B cebe, ane He 0OMeXyrunch
UMM, Hanpuknag, PO3YMHHICTb CMOMYKW; BUKOPUCTOBYBAHY TEXHOMOTIKD KpucTanisauii i TMCK napis
pPO34MHHUKA. MOXyTb BMKOPUCTOBYBATMCS KOMOiHaUil po3unHuKiB. Hanpuknag, cnonyka moxe 6ytu
pO34MHEHA B MEPLUOMY PO3UYMHUKY i3 OTPUMAHHAM PO3YMHY, B KU NOTIM JOOAI0Tb aHTUPO3UYNHHUK 3
METOI 3HWXKEHHSI PO3YMHHOCTI Cnonyknm 1 B pO34YMHi | OCagXKEeHHsI i3 YTBOPEHHSIM KpucTanis.
AHTUPO3UYMHHUK SBMSIE COBOI0 PO3YMHHWUK, Y AKOMY CMOSyKa BONOAIE HU3bKOK PO3YMHHICTIO.

B ogHomy cnocobi, aknin Moxe 3aCTOCOBYBATUCH MPpU OTPUMAHHI KpucTanis, cnonyka 1 moxe 6ytu
cycnengoBaHa Ta/abo nepemiliaHa y BignoBiOHOMY PO34YMHUKY i3 OTPMMAHHAM CYCMeH3ii, ska Moxe
OyTM Harpita 3 MeTOK CTUMynsUii po3dnMHHUMKA. TepMiH "cycneHsis", 3acTOCOBYBaHUM B LIbOMY
OOKYMEHTi, 03HaYa€e HaCUYeHNn PO3YNH CMOMNYKN, e Taku PO3YMH MOXe MICTUTM A0AAaTKOBY KiNbKICTb
CMONYKM 3 YTBOPEHHSIM reTepPOreHHo T CyMillli CMOMYKN i pO3YMHHMKA 3a 3aaHOi TemnepaTypu.

3aTpaBoYHi KpUcTanu MOXyTb gogaBaTh B Oyab-AKy Cymill Ans KpucTanisauii 3 MeToro iHiuiadii
KpucTanisauii. 3aTpaBnioBaHHS MOXYTb BUKOPUCTOBYBATM 3 METOH perynsuii pocTy NeBHOro
nonimopcda Ta/abo perynauii po3nodiny 4YacTok TBEpAOro npoAaykTy 3a poamipamu. BignosigHo,
po3paxyHOK HeobXiaHOI KifbKOCTI KpucTanis-3aTpaBky 3anexuTb Big po3Mipy OOCTYNHOro Kpuctany-
3aTpaBku i HeOBXigHOro PO3Mipy cepeiHbOl YacTKu NPOAYKTY, SK onucaHo, Hanpuknag, B Programmed
Cooling Batch Crystallizers", J.W. Mullin and J. Nyvilt, Chemical Engineering Science, 1971, 26,
3690377. Bsarani, kpuctanu-3atpaBka Manoro po3Mipy HeobxigHi Ans edekTUBHOI perynsuii pocty
KpucTanis y 3aBaHTaxeHHi. Kpucranu-zatpaBka Mamnoro poamipy MOXyTb Oyt oOTpumaHi 3a
AOMOMOIOK NPOCitoBaHHSA Kpi3b CUTO, NoMony abo MiKpoHi3aLii Benukux kpuctanis abo 3a 40NOMOrow
MikpokpucTanisauii po3uunHy. Iig yac nomony abo MikpoHisauii kpuctanis cnig 6yt ob6epexHum, Wwob
YHUKHYTM 3MiHW KpucTaniyHoCTi i3 HeobxigHoi TBepaoi dopmMu (TOO6TO 3MiHM B amopdhHy abo iHwy
nonimopdHy dopmy).

OxonomkeHa cymiwl ans kpuctanisauii moxe OyTu BiadinbTpoBaHa nig BakyymoM, Mpu LbOMY
BUAINEHMN TBepaAUN NpoayKT NPOMMBAlOTE BiAMOBIAHMM PO3YMHHMKOM, TakMM SK, Hanpuknag,
XOMOAHUIM PO3YUHHMK ANnA nepekpucTanisauii. [licns npomMmueBky NPoAyKT Moxe OyTn BUCYLUEHUR nig,
yac npoAayBaHHA as30TOM i3 OTPUMaHHAM HeoOxigHoi TBepgoi dopmu. [Npogykt moxe 6yTu
npoaHaniaupoBaHUn 3a AOMNOMOrOK MPUAATHOI CAEKTPOCKOMNiYHOI abo aHaniTMYHOI TeXHOoril, Wo
BKMoyae B cebe, ane He obMEXYOUUCH LM, Hanpuknaa, gudepeHuianbHy CKaHydy KanopumeTpito
(DSC); nopolkoBy peHTreHiBcbky agudpakuito (XRPD) i TepmorpasimeTpuuHun ananis (TGA), ans
Toro wob nepekoHaTucs, Wwo Oyna yTBopeHa TBepada cdopma crnonykn. OTpumaHa TBepaa dopma
Moxe OyTn oTpumaHa Y KinbkocTi Oinblie 6nm3bko 70 MacoBuMX BiACOTKIB MO BMAINEHOMY MPOAYKTY,
BMXOOAYM i3 Macu Crnonyku, Lo crnoyaTky BUKOpUCTOBYBanacsa Yy npoueaypi Kpuctanisadii, i
nepeBaxHo binbLie 6nm3bko 90 MacoBmMX BiACOTKIB MO BUAINEHOMY NpoaykTy. HeoboB'a3KoBO NpoayKT
MoXe OyTu po3nofineHuin 3a JONOMOro CriflbHOro Nomosy abo NPOMyCcKaHHA Kpi3b CUTO.

daxiButo B AaHin ranysi TexHiku 6yge nerwe 3po3yMiTv NpU3HakyM Ta nepesBaru LbOro BUHAxXody
nNpy NpPOYMTaHHI HacTynHOro nogpobHoro onucy. Cnig maTtyv Ha yBasi, WO MEeBHi NPU3HaKM LbOro
BMHaxody, SKi 3 METOH SICHOCTI OMMCaHi BULLE i HMXKYE B KOHTEKCTI OKpPEMUX BapiaHTiB peanisauii
BMHaxody, TakoX MOXyTb OyTu o6'egHaHi B ofovH BapiaHT peanisauii BuHaxogy. Hasnaku, pisHi
NPU3HaKU LbOro BMHAaxo4y, siki 3 METOK CTUCIOCTiI ONMCaHi B KOHTEKCTI OOQHOro BapiaHTy peanisauii
BMHaxo4y, TakoX MOXyTb Byt ob'egHaHi 3 yTBOPEHHAM, Takum YmMHOM, nigkombiHadii. Llen BuHaxig
[00aTKOBO NPOINOCTPOBAHO 3a JONOMOro HACTYNHUX NpuKnagis, gki He crig TyMaduTu aK Taki, Wwo
0oOMeXylTb Len BUHaxig 3a 06'eMom abo No CyTi KOHKPETHMX NpoLeayp, ONUCaHUX Y HUX.

CwuHtes

Teepai cnonyku 3rigHO i3 JaHMM BMHAxXoOOOM MOXYTb OyTM CUHTE30BaHi i3 NerkogocTymnHUX
BUXiAHWUX PEYOBWH, ONUCAHMX HUXYe B npuknagax. Cnig matu Ha yBasi, WO AKWOo HaBeAeHi KOHKPETHI
yMOBU crnocoby (To6To TemnepaTtypu peakuii, 3Ha4eHHS Yacy, MOJIbHi CMiBBIHOLIEHHS PEYOBUH, LUO
pearyloTb, PO3YMHHWKKW, 3HAYEHHA TWUCKY i Tak Aani), TO iHWi ymMOBU cnocoby TakoX MOXyTb ByTu
NPUAHATHUMM, SKWO HEe BKasaHe iHwe. B uinomy peakuii npoBogaTh y BignoBigHOMY iHEPTHOMY
po3pigpKyBadi, NpUKNaan SIKOro BKIYaloTb B cebe, ane He 0OMeXyr4uncb UMM, METaHOI, eTaHon,
isonponaHorn, i3obyTaHon, eTunaueTar, aueToHITpUN, QUXIopMeTaH, MeTUn-TpeT-6yTunosun etTep i T.
Mn., @ TaKOX IXHi CyMmilli, K NpaBuno, Wo MicTATb Bogy. licna 3aBeplueHHs Byab-AKOi, i3 Bka3aHUX
BULLE, peakuii TBepadi Pe4OBMHN MOXYTb OYTU BUAINEHI i3 peakuinHOoi CyMmiLli 3a JONOMOro 6yab-AKnMX
TpaguLinHMX 3acobiB, Taknx Ik 0CaaXKEHHS, KOHLEHTPYBAHHS, LEHTPUYryBaHHS i T. M.

Cronyka 1, O BUKOPUCTOBYETLCA B LibOMY BUHAaxXOAi, MOXe OyTu Nerko oTpumaHa i3 KomepLiiHo
OOCTYMHUX BUXIOHNX PEYOBUH Ta peareHTiB i3 3aCTOCYyBaHHsIM NpoLeayp, onucaHux y npuknagax, abo
i3 3acTocyBaHHAM npoueayp, onucaHux y WO 2005/030140, a takox y WO 2012/109510 i WO
2013/059788, koxHa i3 sIK1X BKIKOYEHA 3a NOCUMaHHAM B MOBHOMY 00CA3i.

MonspHi cniBBigHOLLEHHSI, onMcaHi B cnocobax 3rigHo i3 AaHUM BMHAXOO0M, MOXYTb OyTu nerko
BM3HAYEHi 3a JOMOMOIOK Pi3HMX CNocobiB, JOCTYNMHUX axiBLIO B AaHil ranysi TexHikn. Hanpuknag,

20



10

15

20

25

30

35

40

45

50

55

60

UA 131171 C2

Taki MONSpPHi ChiBBIQHOWEHHA MOXyTb OyTu nerko Bu3Ha4veHi 3a pgonomororo AMP 1H. B
anbTepHaTMBHOMY BapiaHTi ANs BM3HAYEHHS MOMNSAPHOro CMiBBIAHOLLEHHS MOXYTb 3aCTOCOBYBaTUCS
enemMeHTapHui aHania i cnocobu BEPX.

Mpuknagn

HactynHi npuknagm inoctpytoTb o6'em uporo BuHaxogy. HacTynHi npuknagm Ta cnocobu
OTPUMaHHA [al0Tb MOXIMBICTb haxiBUIO B AaHii ranysi TexHikM Binbll YiTKO 3pO3yMiTW i NPaKTUYHO
3AIMCHNTU Len BUHaxia. Ix He cnig posrnspati sk o6mexyrodi 06'eM BUHAxXody, a NMLLe SK iNocTpytodi
Ta xapakTepuayodi noro.

ExkcnepumeHTanbHi TeXHONOorii

MopoLkoBa peHTreHiBcbka andpakuis (XRPD)

AHanisn 3a gonomoroto XRPD npoBogunu 3i 3actocyBaHHAM gudpaktomeTpa Panalytical Xpert
Pro, ocHalleHoro peHTreHiBcbkoto Tpyokot i3 Cu i cuctemoro nikcernbHOro getekrtopa. |30TepMiyHi
3pasku aHanisyBanu B TPAHCMICIMHOMY PEXUMI i BUTPUMYBanM MK nniBkaMu i3 NonieTuneHy HM3bKol
winbHocTi. B nporpami ana aHanisy 3a gonomoroto XRPD 3acTtocoByBanu aHaniTM4HUIM Aianas3oH 3-
40°26, pasmep kpoky 0,013°, yac BunyckaHHs iMnynbciB 99 cekyHa i NPUBAU3HNIA Yac BUKOHAHHA 22
XBUNUHW. 3paskn 3i 3MiHHOK TemMnepaTypol 3aBaHTaXyBanu B Kaninsipu i peryniosanu temnepaTypy
i3 3actocyBaHHAM cuctemn Oxford Cryostream. Odudppaktorpamu XRPD coptyBanu, obpobnsanu Ta
iHOeKcyBanu i3 3actocyBaHHsM nporpamHoro 3abesneyerHs HighScore Plus 2.2c.

OndepeHuiansHa ckaHytoya kanopumeTtpis (DSC)

AHanian 3a gonomoroto DSC npoBoaunu Ha gudepeHuianbHOMy ckaHylo4oMy kanopumeTpi Jade
Perkin Elmer. To4HO 3BaXKeHi 3pasku nomiwanu B antomiHieBi TUrNi 3 BigOOPTOBKO. KOXHUI 3pa3ok
HarpiBanu B atmMocdepi a3oty 3i weunakictio 10 °C/xsunmHa makcumym go 300 °C. MeTtaneBui iHAain
3acCToCOBYBanM Yy $KOCTi kamnibpyBanbHOro craHgapTy. TemnepaTypu 3anucyBanuM Ha Mo4vaTky
nepexoay i3 TouHictio go 0,01 rpagyca.

BucokowsuakicHa gudepeHuianbHa ckaHytoda kanopumetpis (DSC)

AHani3un 3a gonomoroto BucokowsuakicHoi DSC npoBognnu Ha gudepeHuianbHOMY CKaHYUYOMY
kanopumeTtpi Diamond Perkin Elmer. ToyHO 3BaxeHi 3paskuM MoMillanu B anOMiHIiEB Turni i3
BigbopToBKkot0. KoXHMI 3pa3ok HarpiBanu i oxonog)Kysanu B aTMocdepi renito B Xo4i ABOX LUKMIB 3a
wemgkocTi 300 °C/ xBunMHa i3 3acTocyBaHHsM TemnepaTypHoro gianasoHy Big-50 go 300 °C.
MeTaneBun iHAin 3aCTOCOBYBanu y AKOCTi KanibpyBanbHOro cTaHaapTy.

BucokowsugkicHa DSC 3abesnedyBana BUMiptoBaHHS TepMaribHUX MOAIN i3 3aCTOCyBaHHAM AyXKe
BMCOKUX LUBUOKOCTEN CKaHyBaHHSA. Bucoka LWBMAKICTb CKaHyBaHHA NpuU3BOAWTb B pe3ynbTaTti [o
3HAYHO 30inbLUEHOro curHamny TenroBOro MOTOKY i, BHACNIAOK LbOro, 3Ha4HO MiABULLYE YYTIUBICTb.
BoHa 3abesneuvye HagHW3bKi eHepreTuyHi nepexogu, Taki sk TemnepaTtypa cknyBaHHs (Tg), wo
nignsranTb BU3HAYEHHIO Ta BUMIpY, HabaraTo edeKkTUBHiLLE.

TepmorpasiMeTpuyHUin Ta gndpepeHuiansHun TepmivHnia aHania (TG/DTA)

TepmorpaBimeTpuyHi aHanian nposoavnu Ha Mettler Toledo TGA/DSC1 STARe. KanibpyBanbHuit
CcTaHgapT sABnsiB coboto iHAiIM. 3paskv nomiwanu B antoMiHiEBUIA TUrenb Ans 3paskis, BCTaBNANM B Niy
ans TG i To4yHo 3BaxyBanu. CurHan TennoBoro NOToKy cTabinisyBanv NpoTArom OOHIET XBUNUHK 3a
30 °C nepeg HarpiBaHHAM Makcumym o 300 °C B noToui a3oTy 3i wemakictio 10 °C/xBunuHa.

CnekTpockonis saepHoro MarHiTHoro pesoHaHncy *H/3C (AMP)

AMP-aHani3 npoBogunu i3 3actocyBaHHAM npucTtpoto Bruker 400MIy, abo 500MIy B AMCO-d6.

OnTuyHa Ta BUCOKOTEMMNepaTypHa MiKpocKonmis

MikpockoniyHnin  aHanisa nposoaunu Ha Mikpockoni  Olympus BX51. MikpodoTorpadii
Kabo3aHTUHIOY oTpuMyBanu 3a 36inbweHHs ob'ektuBa x10 i3 3acTocyBaHHAM  OXKeperna
nonApmn3oBaHoro cBiTrna. AHanisu i3 3aCTocyBaHHSIM BUCOKOTEMMEpaTYpHOI MikpocKkonil NpoBoANNHK i3
3aCTOCYBaHHSAM BMCOKOTEMMNEPATYPHOro AOMOMDKHOIO npucTtpoto Linkam. Teepai 3pasku Harpisanu i3
3aCTOCYBaHHSAM MonepeaHbO BCTAHOBIIEHWX TemnepaTypHuMX Mporpam, sKi BKMoYanu BubpaHy
LWBMAKICTb NiHINHOIO BUMIpY, KIHLEBY TeMnepaTypy i 3Ha4eHHs iHTepBanbHOro Yyacy yTpuMaHHs, SIKLLO
HeobXiaHO ANnsA OKpeMuXx 3paskiB.

OunHamiyHa copbuis napis (DVS)

OvHamiyHy copbuito napis (DVS) npoBognnu 3i 3actocyBaHHsM copbuiHux Bar Hiden Analytical
Instruments IGAsorp. brimsbko 30 Mr 3paska nomiwanu Ha vawy Anst copbuiiHMx Bar i3 4pOTAHOro
Kapkacy, 3aBaHTaxyBanu Ha copbuinHi Barn IGAsorp i BuTpumyBanu 3a 25 °C+0,1 °C. [Onsa 3paska
oTpumyBanu ctyniHd4acTui npodine Big 0 o 90 %RH 3 npupoctom 10 % i3 HacTynHow gecopbuieto
Bia 80 %RH po 0 %RH 3 npupoctom 10 %. KpuTtepiin piBHOBarM BCTaHOBMWBanNuM Ha cTagii
3aBeplleHHs 99,0 % npoTaroMm MiHiMyM 60 XBUAWH i MakCUMym 5 roguH AN KOXHOrO MNpUpOCTY.
CnocTepiranu 3miHy Macu nig 4Yac umkny copbuii i3 BpaxyBaHHSAM rirpockoniYHOT NpUpoamM 3paska, Lo
nignsirae Bu3HadeHHo. [HTepean 36opy gaHux 6yB y cekyHaax.

I4-cnekTpockonis i3 nepeTBopeHHsM Pyp'e (FTIR)
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IHbpauepBoOHY crniekTpockonito i3 nepeTBopeHHAM ®yp'e (FTIR) npoBoaunu i3 3acTocyBaHHAM
ocnabneHoi noBHoi BiabusHoi 3gatHocTi (ATR) Ha iHdhpayepBoHOMY cnekTpomeTpi Thermonicolet 370
Avatar, ocHalleHomy gonomikHuMm npuctpoem ATR Smart Golden Gate. HeBenuky yactuHy 3paska
nomiwanu Ha kpuctann ATR. CnekTp 3paska oTpumyBanu y Burnagi % nponyckaHHs B AianasoHi Big
650 cm-1-4000 cm-1 i3 3acTOCyBaHHAM po3ainbHOI 3aaTtHoCTi 4 cM-1 i oTpumaHHsa 20 ckaHOBaHUX
300paxeHsb.

EkcnepumeHTM

OTpumaHHs bopm

OTpumanHs popmu | cnonykm 1

®opmy | cnonykn 1 oTpumyBanu 3a gonomoroto gopaBaHHs ¢opmu | cnonykm 1 (1 1) abo
aMmopdgHoi pevoBuHn i TI® (12mn) B KONOy i nNepemiwyBaHHA 3a TemnepaTypu HaBKOJULLHBbOIO
cepefoBulla OO0 po3ynHeHHdA. [logaBanu Bogy (6mm3bko 20 M) B PO3YMH, WO 3HAXOAMTbCS 3a
TemnepaTypu HaBKOMULIHBLOTO CEepeadoBuLLa, NPOTArOM BNM3bKO 2 rogvH, nepemeLuyBany npoTsrom
6nm3bko 8 roaunH, 3bupanu i BUucylysanu Teepai YacTkn. Pe4oBrnHY NOBHICTIO XapakTepusysanu.

OTpumanHsa popmu |l cnonykm 1

®opwmy | cnonykn 1 (1 1) i TF® (12 mn) gogasanu B konby i NnepemellysBann 3a Temneparypu
HaBKOIMMLUHBOIO CepefoBullla OO po3dnMHeHHsA. [ogaeanu Bogy (6nm3bko 12 mn) B pO3YMH, LWO
3HaXoOWTbCA 3a TemnepaTypu HaBKOMMWLIHLOIO CepedoBua, MpoTAroM 6nmMsbko 2 rogwH,
nepemiwysanu npotarom 6nm3bko 8 roawH, 36upanu i BucywyBanu TBepAi 4vacTku. PedvoBuHy
MOBHICTIO XapakTepuayBarnwu.

OTpumaHHs bopmu Il cnonykm 1

®opwmy | cnonykm 1 (1 1) i TT® (12 mn) gogaBanu B Konby i nepemiwyBany 3a TeMmnepartypu
HaBKOJTMLUHLOIO cepenoBuila A0 pPo34MHEHHS. Bmict konbu HarpiBanu 3a Temnepatypu Big 30 go
50 °C i 3HmxyBanuM Tuck 6nm3bko o 100 Topp. lMoTiMm 6GnM3bKO MOMOBUHY 06'emy Buaansnu 3a
AONOMOro Avctunsdii, B konby gogasany MeTaHon i3 AOCArHEHHAM Brm3bko nodaTkoBoro ob'emy.
[dany anctunauiio noBTopoBanu WOHaNMeHLWe ABa pas3u i BMICT Konbuv nosepTanu Jo Temnepartypum i
TWUCKY HaBKOMULWHLOrO cepefosuwa. OTpumaHi TBepdi 4acTkm 30upanu, BUCYLIYBanu i NOBHICTIO
Xapakrepusysanu.

OTtpumanHa hopmn XXVIII cnonykm 1

®opwmy | cnonykn 1 (150 wmr) i 1-6ytaHon (1 mn) gogaBanu B CKASHKY i nepemiwysann 3a 5 °C
npoTtarom 7 AHiB. TBepai YacTkM BUAINANM 3a gonomoroto inbTpauil, BuCywyBanu Ha MOBITPI i
xapaktepudyBann. B iHwoMy cnocobi, 3i 30inbweHHsM macwTaby, amopdHy cnonyky 1
nepemiwyBanM B HiTpOMeTaHi npotarom 11 fgHiB i TBepai peyoBuHW 36upanu, BucywyBanu i
deconbBaTtyBanu npu TG/DTA 3a 110 °C+30 °C npotdarom 15 xBunuH. OTpuMmaHi TBepAi 4acTku
MOBHICTIO XapakTepuayBarnw.

OTpumaHHa popmn XXX cnonyku 1

AmopdHy cnonyky 1 (6nm3bko 100 mr) gogaBanu B CKMASHKY, SIKy NOMillany HesaneyaTtaHol
BCEpPeAMHY BENUKOI CKMSHKM, WO MICTMTb MponaHoH. Yepe3 5 gHiB 3pa3ok geconbBaTyBanu npwu
TG/DTA 3a 105 °C npoTtsirom 25 xBunuH i3 HacTynHot geconbatauieto 3a 100 °C+30 °C npoTarom
40 XBWUMVH i3 OTpMMaHHAM gudpakrorpamm pedouHn XXX. Pe4oBrHY NOBHICTIO XapakTepu3yBanw.

OTtpumaHHa dhopmn XXXI cnonyku 1

®opmy Il cnonykm 1 (140 wmr) i EtOH:Bopa (44:56 % 06./06., 5,6 mn) nepemiwysBanu B
3anedvaraHin cknsHUi NpoTAroM 3 roavH Ansi 3abesnevyeHHs HacudeHHs. Joaasnu dopmy | cnonyku 1
(50 mr) i kabo3aHTUHIG (6rmM3bko 1-2 Mr), wo Bignosigae andpaktorpami XXXI, i nepemiwyBanu cymiwl
npoTtaroM 3 AHiB i3 3abe3neyeHHsIM MOBHOrO NepeTBOpeHHs Ha cdopmy XXXI cnonyku 1. Buginanm
TBEpOYy PeyvYoBMHY 3a [JOMNoMorow @inbTpauii nig BakyymMoM i BucywyBanu Ha inbTpi i3
3acTocyBaHHAM BakyyMm-Bigcocy npotarom 30 XBUNUH o aHanisy 3a gonomoroto XRPD.

CuHTe3 amopdHoi cnonykm 1

MpoBogunu BucokowsugkicHy DSC 3 meTol OTpMMaHHA amopdHOi peyoBMHW B pes3ynbTaTi
LLBUOKOIO OXOMOMKEHHS po3nnaBneHnx opm crnonyku 1.

AmMopdHy cnonyky 1 oTpMmyBanu 3a 4OMNOMOrOK MNfiaBfeHHs cnonyku 1 i3 noganbwnm WBUAKAM
OXONIOMKEHHAM. 3a JONOMOro TepMorpamu, WO OTpMMaHa B pe3ynbTaTi APYroro HarpiBaHHs i3
LIMKITOM HarpiBaHHA-OXONOMKEHHA-HArpiBaHHs, npoaeMoHCTpyBanu HasaBHiCTb  Tg, o
cnoctepiraetbes 3a 99,19 °C (NONOBUHHE 3HAYEHHS).

AmopdHy cnonyky 1 oTpumyBanu 3a gornomoroto nnasneHHs dopmu |l cnonyku 1 i3 noganswmnm
LWBWOKMM OXOMNOMKEHHAM. 3a [OMOMOrol Tepmorpamu, WO OTpMMaHa B pes3ynbTaTi Apyroro
HarpiBaHHs! i3 LMKNOM HarpiBaHHA-OXONOMKEHHS-HarpiBaHHs, NPOAEMOHCTPYBanu HasiBHICTb Tg, WO
cnoctepiraetbcs 3a 103,72 °C (NONOBUHHI 3HAYEHHS).

AmopHy cronyky 1 oTpumyBanu 3a 4onoMoroto nnasneHHa copmu [l cnonyku 1 i3 noganswmnm
LIBUOKMM OXOJIOKEHHAM. 3a [AOMOMOroK paclMpeHOoi TepMOorpamMu, WO OTpMMaHa B pesynbTaTi
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APYroro HarpiBaHHs 3 LMKIOM HarpiBaHHA-OXONOMKEHHSA-HarpiBaHHA, NPOAEMOHCTPYBanu HaaBHICTb
Tg, wo cnoctepiraetecs 3a 120,72 °C (NONOBUHHE 3HAYEHHS), AKa BULUe, L0 CrOCTepiraeTbCa Ans
dopm | abo Il cnonykum 1, ockinbku B uUMX oOpMax napy PO3YMHHUKE, LWO YTBOPKKTHLCS,
nnacTUikyroTb aMOPEHUN CTaH i 3HWXKYIOTb Tg.

AmopdHy cnonyky 1 Takox oTpumysanu y kinbkocti 200 Mr i3 pedyoBMHM Ha OCHOBI chopmu |
cnonyku, copmu Il cnonyku 1 abo dopmu Il cnonyku 1 3a gonoMorot cy6iMauinHoOro BUCYLLYBaHHS
inbTpoBaHOro po3ydnHy B giokcaHi. Cnonyky 1 (200 mr) posdmHanu B giokcaHi (20 mn), dinbTpysBanu
Kpi3b binbTp i3 po3mipom Bivka 0,2 MKM B KpyriogoHHy Konby, Wwo MiCTUTb pigkui HiTporeH. Konby
obepTanu B nocyavHi [btoapa, WO MICTUTb PiOKWA HITPOreH, i3 YTBOPEHHSAM 3aMOPOXEHMX Kpanesb
BcepeaunHi konbu. Kondy niodinisyeanu nig Bakyymom (0,08 m6ap) npotarom 18 rogmH 3a 20 °C.
AHani3 3a gonomoroto XRPD nokasaB gundpakrorpamy 3 opeosioMm, Lo CBigYMTb NPO peHTreHorpamy
amopdHoi peyoBuHM (Pir. 1).

[aHi ansa kpuctaniyHnx TBepamx opm

HaHi nopolukoBoi peHTreHiBebkoi andpakuii (XRPD) (CuKa, (°2610,2 °28) ana cdopm |, I, Il
XXV, XXX i XXXI cnonykn 1 y3aranbHeHi B Tabnuui 1

Tabnuuga 1
Crnonyka 1
$opma | $opwma ll Popwma lll ®opma XXVIII Popma XXX ®opma XXXI
10,1 6,4 7,0 6,5 7,2 5,0
11,9 11,6 7,8 9,5 7,5 10,0
12,9 12,1 9,4 11,8 10,0 11,9
14,4 12,6 11,1 12,3 12,0 13,0
16,0 12,9 12,6 13,0 12,4 14,4
23,0 14,8 14,1 15,5 13,5 16,1
24,7 14,9 15,5 16,9 15,8 19,9
18,0 17,3 17,7 19,8 214
18,8 22,3 19,1 23,8
20,2 24,3 217
22,3
®dopma | cnonyku 1
Ondppaktorpama XRPD, oTtpumaHa pana dopmn cnonykum 1, nokasaHa Ha ir. 2.

TepmorpasimeTpuyHuin/gudepeHuiansHun TepMiyHun aHanis (TG/DTA) nposogunu Ang BU3HaYeHHS
TemnepaTypHoro npodinto i NoB'a3aHnx 3miH Macu B % ans dopmu | cnonykn 1. Ak 306paxeHo Ha
®ir. 3, Big3Ha4yanu BTpaTy Macu 6mm3bko Ha 6,5 % 3a 25-80 °C, wo Bignosigae 6nunsbko 1,92 monb
BOAM i niaTBepaxye, wo dopma | cnonykm 1 kabo3aHTUHIOY siBnAe coboto guvrigpat. Opyra BTpaTa
mMacu 3a Temnepatyp 6inbwe 200 °C Bignosigae iHiujauii posknagy pevoBuHW. [Bi eHgorpamu
crnocTepirany npu JOCArHeHHi Temnepatypu 6nmsbko 56,6 °C i 116,7 °C. BoHn BignosigaloTb BTpaTi
BOAM i HACTYNHOMY NMaBMEHHI AerigpaTtoBaHoi opmMu, BignoBigHo.

Tepmorpama DSC, otpumana gnsa dopmm | cnonykn 1 3a 10 °C/xB., nokasaHa Ha ®ir. 4. Ha
Tepmorpami nokasaHi ABi eHgorpamu, nepwa eHgorepma npu gocsarHeHHi 68,13 °C BHacnigok BTpatu
BOAM i gpyra eHgotepma npu gocdarHenHi 112,70 °C, dka siBnse coboro eHooTepMy nnaenexHs. Lle
Oyno nigTBEpOKEHO BidyanbHO 3a LONMOMOrOK BMCOKOTEMMNEPATYPHOI MiKpoCKOnii.

Cnektp FT-IR, oTpumaHuin gna pedoBumHW nokaszaHunm Ha dir. 5 i BkAwoYvae Bigpiskn npu 3445,
3200, 1671, 1561, 1508, 1433, 1431, 1353, 1254, 1223, 826 FTIR (cm-1). Ha cnekTpi nokasanu
BiAMOBIQHICTb CTPYKTYpM pPEYOBMHM 3 yciMa nepenbadyBaHUMKU MNPUCYTHIMKU  (PyHKLIOHANbHUMHA
rpynamu. MNpucyTHiCTb BOAM YiTKO BMAHO (Wmpokui nik, 3200 cm-1), npu LbOMY 3CyBU MiKiB 3HAYHO
BigpisHstoTbCA Big 6e3BogHoil popmum Il cnonykmn 1. AMP 1H (®dir. 6) Bignosigae cTpykTypi.

®opwma Il cnonykn 1

Ondpaktorpama XRPD, oTtpumaHa ans cdopmu |l cnonykn 1, nokasaHa Ha ®ir. 7 i cBiguuTb Npo
BMCOKO KPWUCTamiyHy pevyoBuMHY. TepmorpaBimeTpuyHuin/gndepeHuianbHid  TEPMIYHUA  aHania
(TG/DTA) npoBogunu Ans BU3HAYEHHS TEMMepaTypHOro npodinto i MoB'a3aHnx 3miH mMacu B %
(dir. 8).

Cnocrepiranu BTpaty macu 6nmsbko Ha 9,8 %, npuyomy uUe Oyno nos'A3aHe i3 BTPATOK CyMiLli
Tro i Bogu. Opyra BTpata mMacu 3a Temnepatyp Buwe 140 °C moxe Oyt nos's3aHa i3 BTpaTolo
3MillaHOro po34YnHHKUKA i po3knagom. lMNMeplia eHgoTepma Npu gocarHeHHi 62,7 °C signosigae BTpari
po34MHHUKa Ta/abo Boaw. [pyra eHgoTepma npu gocsirHeHHi 6nmabko 196,5 °C Bignosigae po3nnaey
©e3BogHoI hopmun, OCTaHHS NIOTBEPOXKYE HU3bKY KpucTanivHicTe chopmu Il cnonyku 1 (cm. HUx4e).
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Ha tepmorpami DSC (®ir. 9) nokasaHi i eHgorpamm, nepwia npu gocarHeHHi 71,47 °C asnana
coboro WupoKkui nik, WO BigNOBiAae BTpaTi po3dnHHMKa/BoaW. Ek3oTepmy cnocTepiranu npu
pocsarHeHHi 6nmsbko 119,8 °C, wo roBopuTb NpO nepekpucTanizaudito B iHWy dopmy. [Odpyry
eHgoTepMy Big3Havanu npwu gocsrHeHHi 206,83 °C, wo signosigae Touui nnaeneHHs dopmu |l
crnonyku 1.

AMP 1H (®ir. 10) dopmm Il cnonykn 1 Bignosigae CTpykTypi i AEMOHCTPY€E npucyTHicTbL TIP (0,4
MOnb-eKBiBaneHTiB). I3 uboro BunnMBae, Wo BTpata macu 5,5 % maca/maca B pesynbtati TGA moxe
OyTn nos'asana i3 TI® i pewToto Boau (4,3 % maca/maca abo 6num3bko 1,2 Monb-ekB.).

dopma Il cnonykm 1

Oudbpaktorpama XRPD ana dopmu Il cnonykn 1 nokasaHa Ha ®ir. 11 i cBig4nTb NPO BUCOKO
KpucTaniyHy pedqoBuHY. TepMmorpasiMeTpuyHui/gudepeHuiansHnii  TepmidHuin  aHania (TG/DTA)
NpoBOAWNM ANs BU3HAYEHHS TemnepaTypHoro npodinto i nos'sa3aHunx 3miH macu B % dopmu I
cnonyku 1 (®ir. 12).

Cnocrepiranu BiACYTHICTb BTpaTu macu 3a Hwxkde 200 °C, wo roBoputb npo Te, wo dopma lli
cnonykn 1 saBnae coboto 6e3BoAHY peyvyoBUHY. EHOoOrpamm nnaBneHHs crnoctepirany Npu OOCATHEHHI
Temnepatypu 220,37 °C. Btpaty macu BHacnigok posknagy TakoX CrnocTepirany npu 3HaYeHHaX
Buwe AaHoi Toukn. Tepmorpama DSC, otpumana ansa cdopmu Il cnonykn 1 (®ir. 13), Bignosigae
nnaBneHH npu pgocsrHeHHi 220,59 °C. BucokoTemnepaTypHa MiIKpOCKoniss nokasana novaTok
nnaeneHHst B gianasoHi Big 220 °C go 230 °C, npu ubOMYy peyvyoBUHA MOBHICTIO po3nnaBnsinacb 3a
235 °C.

AMP 1H (OMCO-d6, ®ir. 15) Bignosigae CTPyKTypi i 4EMOHCTPYE BiACYTHICTb PO34MHHMKA. CnekTp
FT-IR, oTpumaHuii ana pedoBuHW, NokasaHui Ha dir. 14 i geMOHCTpYeE BIANOBIOHICTb CTPYKTYpU
peyoBMHU 3 yciMa nepegbadyBaHUMM MPUCYTHIMM dyHKUioHanbHuMKu rpynamn. FTIR (cm-1): 3240,
3061, 1639, 1560, 1504, 1480, 1430, 1213, 1165, 850, 822.

®opma XXVIII cnonyku 1

XRPD ans cdopmu XXVIII cnonykn 1 nokasaHa Ha ®ir. 16. IHTEHCMBHI By3bKi Mikv CBig4aTb nNpo
BMCOKO KpuCTaniyHy pevoBuHy. Mikpockonia B nonsipu3oBaHOMY CBIiTMi Nokasana [BO3arioMIIHOHOMi
KpucTanu 3 po3mipom 4acToK B Lifiomy MeHLwe 10 MKM.

3a pgonomoroto TG/DTA (®ir. 17) nokasanu BiACYTHICTb BTpaTh macu B gianasoHi Big 25 °C go
180 °C i3 nigTBepoKEHHSAM, WO pevoBuHa gBnana cobot Ge3sogHy dopmy. 3a gonomoroo DSC
(dir. 18) nokasanu BuxigHYy eHOOTEpMiYHY nogito npu  gocsarHeHHi 190,62 °C, ek3oTepmy
nepekpucTanisadii npyu gocsarHeHHi 193,65 °C Ta iHWY eHaooTepMy npu gocsarHeHHi 205,83 °C. Taki
pe3ynbTatv BKasylTb Ha Te, wo dopma XXVIII cnonykn 1 nnaBuTbCs i nepekpucTanisyeTbCs B
dopmy Il cnonykn 1, gaka noTiM nnNaeBuTbcA. [lovaToK MMNABMEHHA € HWKYMM 3a TakuKh, LWo
cnoctepiraetecs ansa yuctoi copmu Il cnonykm 1 (novaTtok npu 220,59 °C), ckopiw 3a Bce, 4epes
3HWXXEHHS KpUCTarnivyHoCTi.

Mposogunu BucokowsugkicHy DSC 3 meTol0 OTpuMaHHA amopdHOI PevYOoBMHM B pesynbTarTi
LWBKAOKOrO oxonogkeHHs posnnasneHoi dopmu XXVIII cnonykn 1 | BM3Ha4YeHHs TemnepaTypwu
cknyBaHHs (Tg) B xodi LUMKNY NOBTOPHOro HarpiBaHHs. Ha Tepmorpami npoaeMOHCTPOBaHO HasBHICTb
Tg, WO cnocTepiraeTbCa B XO4i APYroro HarpiBaHHA i3 LUKNOM HarpiBaHHA-OXONOMKEHHS-HarpiBaHHs
3a 120,85 °C (nonosuHHe 3HauyeHHs). Tg Bignosigae dopmi XXVIII cnonyku 1,10 npegcrasnse coboto
©e3BogHy hopMy, Npu LibOMY BOHa nofidHa Tg peyvoBMHM Ha ocHoBI chopmu Il cnonykm 1.

3a pgonowmoroto AMP 1H (®ir. 20) dpopmn XXVIII cnonykn 1 nokasanu, Wo pevyoBUHa BignoBsigae
CTPYKTYpi i He MICTUTb po34MHHUKA. |HdpavepBoHa cnekTpockonis, nposefeHa Ans dopmun XXVIII
cnonykn 1 (®ir. 19), 6yna 6Garato B 4omy nogidbHa go Takoi gna copmm Il cnonykm 1, 3a
BUKIIOYEHHAM AinsaHkm 1700-1500 cm?. Ak npaBuno, BoHa OOyMOBreHa BaneHTHWM KOMMBAHHAM
KapOoHiny, sike obymMOBnIOE BigMIHHOCTI B Mepexi rigporeHHux 3B'a3kiB. FTIR (cm-1): 3038, 1686,
1531, 1504, 1480, 1350, 1213, 994, 856, 831.

dopma XXX crnonyku 1

Oundppaktorpama XRPD pgna dopmmn XXX cnonykum 1 nokasaHa Ha ®ir. 21 i cBiguitb npo
KpuctaniyHy pe4voBuHy. Mikpockonia B MONsSpu3oBaHOMY CBIiTMi NiATBEpPAXYye, WO Martepian €
KpucTaniyHMM i3 NPUCYTHICTIO AesiKoi arperauii abo arnomepadii.

Tepmiynnn anania (TGA/DTA) (®ir. 22) He nokasaB 3Ha4yHOI BTpaTM macu i migTeepavs, LWO
dopma XXX cnonyku 1 aBnsina coboto 6e3sogHy dpopmMy. Todka noyaTtky nnaeneHHsa (117,9 °C) 6yna
TPOXM BULLIOK 3a Taky, WO crnoctepiraeTbca 3a gonomorotd DSC (®ir. 23), npu skih nokasaHun
BUXiaHMM posnnas npu pgocdarHeHHi 110,6 °C 3 HacTynHol nojieto nepekpuctanisadii 8 ¢opmy |l
crnonyku 1 npu gocarHeHHi 136,25 °C i kiHueBui po3annas npu gocsarHeHHi 205,64 °C. Ak i B Bunagky
iHWKX nodin nepekpucTtanisadii chopma Il cnonykn 1 mana Hwk4y TemnepaTypy noyaTky po3knagaHHS
AK pe3ynbTaT Oinbll HU3bKOT KPUCTaNI4YHOCTN.

3a ponomoroto AMP H (dir. 25) cdopmmu XXX cnonyku 1 nokasanu, WO pedyoBUHa BignoBigae

24



10

15

20

25

30

35

40

45

50

55

60

UA 131171 C2

cTpykTypi i mictute ~ 1,1 % maca/maca (0,1 mMomnb-ekB.) 3anuwkoBoro nponaHoHy. Kinbka cnpo6
3HWKEHHS PIiBHA PO3YMHHMKA i3 3aCTOCYBaHHAM TEMMOTU, BaKYYMHOI CYLUKMA i CYLKW 3 BOMOMUM
cywunbHux 3acobom, Oynu HeBdanuMMu | BKasyBanu Ha Te, WO AesKa KinbKiCTb MPONaHoHy
3anuuanacsa BrOBMEHOK BCepeauHi KpucTaniyHoi CcTpykTypu. 3a [gonomMmorow iHgpadepBOHOI
cnektpockonii (®ir. 24) nokazanu BigMmiHHICTL ¢bopmu Il cnonykn 1 i oopmm XXVIII cnonykmn 1 no
AiNaHUi BaneHTHOro konmeaHHs kapboHiny. KapboHin i3 3anuwwkosnm nNpornaHoHOM MOXHa nobavmTu
Ha 1717 cm-1, WO MOXHa MOPIBHATWU 3 pigkuM nponaHoHoMm (1715 cm-1) i maeTbca Ha yBasi, WO
NPONaHoOH He YTBOPIE BOAHEBMI 3B'A30K B KpuUcTanivHin cTpyktypi B doopmi XXX cnonykn 1. FTIR
(cm-1): 3250, 1652, 1504, 1480, 1432, 1349, 1211, 1197, 995, 850, 821.

dopma XXXI cnonyku 1

XRPD dopmn XXXI cnonykn 1 (®ir. 26) cBigunTb Npo KpUCTarniyHy pe4oBuHy. TepMivyHMIA aHani3
(TG/DTA) (®ir. 27) nokasaB fABi €HOOTEPMiYHI Mopfii; nmepwa npu AocarHeHHi 72,7 °C, wo
CYMpOBOMKYETLCSA BTPATOO Macu Ha 6,61 % (1,97 monb-ekB. Bogn) 6yna obymoBneHa gerigpaTtaueto i
BKkasyBarna Ha Te, wo cdopma XXXI cnonyku 1 aBnsie coboto aurigpar.

lirpockoniyHicTb i copbuinHi BnactueocTi popmm XXXI cnonyku 1 BM3Ha4anu i3 3aCTOCyBaHHAM
AnHamivHoi copbuii napis (DVS). MNporpama Bigpi3Hanacsa Big Takoi, sika 3aCTOCOBYETbCA AN hopmu
| cnonykn 1, Tum, wo 3pasok sucywysann npn 0 % RH nepen nposegeHHam copbuii Ta gecopbuii.
I3oTepma nokasana BTpaTy Macu pedyoBuHu-7 % npw BucywysaHHi o 0 % RH, wo Bignosigae Brpari
2 MOnb-€KB. BOAM.

Tepmorpama DSC (®ir. 28), otpumana gns dgopmm XXXI crnonyku 1, Gyna KOMMSEKCHOK i
nokasarna Tpu eHgoTepMiudHi noaii, Wo cranucs B gianasoHi Big -67 °C go -130 °C.

3a ponomoroto AMP H (®ir. 30) dopmm XXXI cnonyks 1 nokasanu, WO peyoBMHa Bignosigae
cTpykTypi. OaHi iHppayepBoHOi cnekTpockonii (Pir. 29) signosiganu cnektpy copmu | cnonyku 1
(dir. 5) B mexxax noxmbku ekcnepumeHTy. FTIR (cm-1): 3444, 3251, 1672, 1530, 1507, 1483, 1430,
1354, 1256, 1223, 1148, 1000, 856, 843, 826.

AmopdHa copma crnonyku 1

[XRPD pgnsa amopdHoi dopmm crnonykm 1 nokasaHa Ha @ir. 1. [irpockoniyHicTb i copbuinHi
BNacTMBOCTI aMOopdHOI hopmu cnonyku 1 BM3Ha4vanu i3 3acToCyBaHHAM AuMHaMiYHOI copbuii napis
(DVS). 3pasok sucywysanu npu 0 % RH nepep nposegeHHsm copbuii Ta gecopbuii. 13oTepma
nokasarna, Lo maTepian nposiBNSA€ MOBiNbHE NOrNUHaHHS Bonoru B gianasoHi Big 0 % RH go 60 %
RH. LBmakicTb nornuHaHHS Bonorn nigsuiLyeTbcs B Adianas3oHi Big 60 % RH go 90 % RH. IsoTepma
nokasarna 3aranbHe 36inbLIeHHs Macu, WO cnocTepiraeTbcs B gianasoHi Big 0 % RH go 80 % RH, wo
ctaHoBUTb 4 % Maca/maca, sike BKa3ye Ha Te, WO 3pa3oKk OyB rirpockoniyHMM BigMNoOBIgHO [0
knacudikauii €sponericbkoi dhapmakonei. LBnakicTe gecopbuii 6yna HMXYO 3a WBUAKICTE copOLii,
SIK crnocTepirany npwm rictepeauci. Bca nornvHeHa Bonora 6yna BTpadeHa npu noBepHeHHi o 0 % RH.
XRPD 3paska nicna DVS nigreepanna, Lo HisiKoi kpucTanisauii He BigbyBaeTbes (Pir. 1).

®izanyHy CTabinbHICTL amMOpdHOi PeYOBUHM OLIHIOBaNM NpW pi3HUX CTPECOBMX YMOBAaXx, LWO
BKItovaloTb B cebe TemnepaTypHui cTpec, BigHOCHY BornoricTb (RH) i BnnnB okpeMux opraHivHmx
napis. HecnogisaHo 6yno BusABMeHO, WO pevyoBuHa byna cTabinbHOK BiAHOCHO TEMMOBOro CTpecy 3a
100 °C npotsarom 4 gHiB (To6TO HWx4e Tg, wo ctaHoBuTb 120 °C). Bnnue BigHOCHOI BOMOrocTi B
pianasoHi Big 23 % po 98 % npotarom 7-10 gHiB He BUKNMKaB Kpuctanisauito. B pesyneTtaTi DVS
crnocTtepirany nornvHaHHA Boaun 6nm3bko 5 % npu BigHocHin BonorocTi 90 % i, TakMM YMHOM,
nnacTugikytody Aito Bogn MoxHa 6yno ouiHuTu 3 piBHAHHA Pokca. Lle roBopuTb npo Te, Wo amopdHa
dopma NOBMHHA MaTu TemnepaTypy ckryBaHHs 6nm3bko 87 °C 3a 90 % RH. Tg Buwe 100 °C B
NoedHaHHI 3 BUMLUEBKa3aHUMW OaHWMW ONs CTPECOBMX YMOB MoOKasye, WO amopdHa cnonyka 1
XapaKTepusyeTbCsl  BUMHATKOBOK  KOMOIHaLielo  CnpuATIMBUX — (DIBVYHMX  XapaKTepucTuK, Lo
3a6e3neYyloTb MOXIMBICTb 3aCTOCYBaHHSA B Psifli CKMafiB Ha OCHOBI NIKAPCbKOro MPoayKTy.

IHWi BapiaHTV peanisauii BuHaxogy

BuwieBuknageHun BuHaxig OyB geTanbHO onMcaHWiA 3a OOMOMOIOK iMCTpaudin Ta npuknagis 3
METO SACHOCTI i po3yMiHHSA. BuHaxig 6yB onmcaHui 3 NOCUNAHHAM Ha Pi3Hi KOHKPETHI i nepeBaxHi
BapiaHTW peanisauii BMHaxody i TexHonorii. OgHak crnig po3yMiTi, WO MOXHa BMKOHaATM 6e3nid
Bapiauin i mogudikadin, npu ubomy 6e3 BigcTyny Big cyTi i 06'emy Lboro BMHaxogy. PaxiBuio B faHin
ranysi TexHikm 6yge o4eBuOHO, WO 3MiHM i Moaudikauil MOXyTb OYyTWU BUKOHaHi B Mexax obcsary
pofaHoi dopmynu BuHaxody. Tomy cnif TakoX MaTu Ha yBasi, WO HaBedeHW/ BUlle onuc
npu3HaYeHnin ans intoctpauii, ane He obmexeHHs. ToMy oOcsr BMHaxoay cnif, BU3Ha4aTu He TiNbku 3
NMOCWUMNaHHSAM Ha BKal3aHWM BULLE OMUC, 3aMiCTb LbOrO MOro Crig BM3HA4yaTW 3 MOCUNAHHAM Ha
HacTyrnHy AogaHy dopMyny BMHaxogy pas3oM 3 MOBHMM 06'eMOM ekBiBaneHTiB, OO AKMX Taka
dopmMmyna BUHaxo4y Mae CTOCYHOK.
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®OPMYJIA BUHAXOOY

1. KpucraniuHa tBepga popma Cnonyku 1:

o N , Cnonyka 1
npuyomy kpuctaniyHa TBepaa Popma XXVIII Crnonykm 1 xapaktepmsyeTbCa nikamu MOPOLLKOBOI
peHTreHiscbkoi audpakuii (XRPD) (CuKa) npu 6,5, 9,5, 11,8, 12,3, 13,0, 15,5, 16,9, 17,7, 19,1, 21,7 i
22,3, (°2640,2 °20).
2. KpuctaniyHa tBepaa ®opma XXVIII Cnonyku 1 3a n. 1, sika € HErirpoCKOMiYHOH0.
3. KpuctaniyHa tBepaa ®opma XXVIII Cnonyku 1 3a n. 1, sika sBnsie codoto 6e3BoaHy opmy.
4. ®apmaueBTMYHA KOMMO3ULUis, sIka MICTUTb TepaneBTUYHO eqEKTUBHY [03Y MPakTUYHO YMCTOT
kpuctaniyHoi TBepgoi Popmm XXVIII Cnonykm 1 3a Oyab-akum 3 nn. 1-3 i dapmaueBTUYHO
NPUNHATHUI HOCIN.
5. KpucraniyHa tBepga ®opma XXVIII Cnonykn 1 3a Oyab-sikum 3 nn. 1-3 Ans 3acTocyBaHHSA B
nikyBaHHi paky.
6. ®apmaueBTMyHa KOMNO3nUig 3a N. 4 And NikyBaHHSA paky.
7. KpuctaniyHa tBepaa ®opma XXVIII Crnonykn 1 3a n. 5 abo papmaueBTuyHa komnosuuis 3a n. 6, ge
pak BMbpaHui i3 paky LUMTOBMAHOI 3ano3un (3o0Kpema MeayrnsipHOro paky WMTOBMOHOI 3aro3n), paky
LMyHKa, KapuMHOMWU CTPaBOXOAY, PaKy HUPOK (30Kpema CBITAOKNITMHHOIO paKy HUPOK), PaKy NeYiHKu
(3okpema renaToUENONAPHOI KapuuHOMMK), KapuMHOMUW SEYHWMKA, LepBikanbHOI KapuuHOMW, paky
TOBCTOI KWLUKW, paKy TOHKOI KWLLUKW, paKy rofloBHOrO MO3Ky (30Kpema acTpouMTapHOI MyXMHUW, Aka
BKMovae B cebe rniobnactomy, riraHTOKMNITUHHY rniobnactoMy, rniocapkomy i rniobnactomy 3
onirogeHapornianbHAMKU KOMMOHEHTaMW), paky fereHb (3oKkpema HeApiOHOKMNITMHHOTO paky nereHi),
paKy KiCTOK, KapuuHOMW MepeamixypoBOi 3aro3u (30KpeMa CTiKoro [0 KacTpauii  paky
nepegMixypoBoi 3anosu), KapuvHOMM MiALUYyHKOBOI 3anosu, paky LWKipu, paky KicTok, niMdomu,
conigHUX NyXINuH, XBOpoou XoaxkkiHa abo HeXOMXKKIHCLKOI fimdomu.
8. PapmMaLeBTUYHUN cKag, KA MIiCTUTb:

IHrpegieHT (%
maca/maca)
Teepaa dpopma XXVIII
Cnonykun 1 31,68
MikpokpucTariyHa uentornosa 38,85
Jlakto3a 6e3BogHa 19,42
lgpokcunponinuentonosa 3,00
Kpockapmernosa HaTpito 3,00
Bcboro BcepeamHi rpaHynm 95,95
[iokcng KpemHito, KonoigHum 0,30
Kpockapmernosa HaTpito 3,00
CTteapaT marHito 0,75
Bcboro 100,00
9. PapmaLeBTUYHUIN CcKNag, SKMN MICTUTb:
IHrpenieHT (%
Maca/maca)
dopma XXVIII Cnonyku 1 25,0-33,3
MikpokpucTtaniyHa uentonosa | 4. k.
(ooctaTtHs
KiNIbKICTb)
lgpokcunponinuentonosa 3
lMonokcamep 0-3
Kpockapmesnosa HaTpito 6,0
KonoigHun giokcua KpemHito 0,5
Creapat marHito 0,5-1,0
Bcboro 100

10. dapmaueBTUYHMI CKNag, SKUA MICTUTb:
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IHrpegieHT TeopeTudHa
KinbKiCTb
(mr/ogHoOKpaTHa
Josa)

Popma XXVIII Cnonyku 1 100,0

MikpokpucTaniyHa

uentonosa PH-102 155,4

Jlakto3a 6e3BogHa, 60M 77,7

lppokcunponinuentonosa,

EXF 12,0

Kpockapmesnosa HaTpito 24

KonoigHnn piokeunp

KpEeMHito 1,2

Cteapat  marHito  (He

Oryaumi) 3,0

Onagpan oBTui 16,0

Bcboro 416

11. ®apmMaueBTUYHMI CKNag, SKUA MICTUTb:

IHrpenieHT

% maca/maca

dopma XXVIII Cnonyku 1

31,7

MikpokpucTtaniyHa
uentonosa (Avicel PH-102)

38,9

Jlakto3a, 6e3BoaHa (60M)

19,4

lopokcunponinuentonosa
(EXF)

3,0

Kpockapmenosa
(Ac-Di-Sol)

HaTpito

6,0

KonoigHun aiokeua

KpeMHito

0,3

Crteapat marHito

0,75

MMniBkoBe  NOKpUTTA  Ha
ocHoBi Onagpan >XOBTOrO,
sIKe BKNIOYaE:

HPMC 2910/rinpomeno3sa 6
cp

Hiokeng Tutany

TpuaueTnH

Okcumg 3anisa XoBTumn

4,00

e o
1000
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