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Onuc BuHaxony

[aHa 3aABKa € 4acTKOBUM NpPOOOBXKEHHAM nonepenHsoi 3asaBkn Ha [nateHT US No. 60/244434, nogaHoi 31 XOBTHSA
2000p.].

[aHnii BUHaxig CTOCYETbCA HOBMX fikapCbKMX KOMMO3WLUiIM ANA nepoparibHOro BBEOEHHS, SKi MIiCTATb
5,6-purinpo-4-rinpokcn-2-nipoHn. 3okpemMa, OaHWW BMHaxig CTOCyeTbCs KoMnosuuil y BUMSAi Mikpoemynbcil, ska
NMPaKTUYHO He MICTUTb CNUPTY | MPOMINEHrnikono, €Ka BKMAYae iHribiTopy npoteasn 3 knacy
5,6-gurinpo-4-rinpokcn-2-nipoHiB, Aka Mae icToTHO Oinbll BUCOKy 6GionoridHy OOCTYRHiCTbL | cTabinbHicTe npwu
KIMHaTHIN TemnepaTypi.

Micns BigkpuTTS cuHapoMy HabyToro iMmyHogediunty (CHIO) Ha nodatky 1980-x pokiB, npoGnema CHIOy 1
3YMOBJIIEHUX HUM 3ryGHUX HacnigkiB crana npegMeToM iHTEHCUMBHOTO OBroBOpEeHHs1 B Npeci Ta HayKoBUX OOCHIMKEHHSX.
LLivpoko BigoMO, WO Lel CMHAPOM 3YMOBIIEHUIA 3apaXKeHHAM PeTpOBIpYCOM, AKWWA 3BMYaAMHO HAa3WBalTb BipycoMm
iMyHodediunTy nroaunHn (BIJT). 3 MOMEHTY oro BUABMNEHHS Malke ABaauATb pokiB TOMy i goTenep npobnema CHIOy
nepeTeBopunacsa 3 “ek30TU4YHOI” MeguyHoi npobrnemu, sika CTOCYETbCHA NMEe HEe3Ha4HO! YacCTUHW HaceneHHs, Yy
npobnemy, sika Mae nepLloveproBe 3HadeHHs. MepenbadaeTtben, Wo nuwe B CnonydeHnx LLTtatax minbrioHu nogei €
Cepono3nTUBHMMU Y BigHoLeHHi BIJT.

Mepwmnm nikapcbkum 3acobom, siknin 6ys nossoneHnin 20 bepesHa 1987p. onsa nikyBaHHsA nogew, iHgikoaHux BIJT,
oys ampgoByaunH (A3T). 3npoByauH abo A3T OyB Oo3BofieHUn Ansa nikyBaHHS xBopux Ha CHIL nauieHTiB, y skux
He3afoBro nepen LWM CrnocTepiranncsi neplli 03Haku MHEBMOKICTO3HOI KapiHi-nHEBMOHIT (sika BMKIMKaHa Bipycom
carinii), kapiHi-nHeBMOHIi, abo nauieHTiB, iHbikoBaHMX BipycoM, Yy €AKMX abcontoTHa KinbKiCTb aHTUrEeHHUX
MapKkepis xennepHux T-nimdounTie CD4 y nepucepuyHiii KpoBi cTaHoBUTL MeHwWwe 200/mMmS. MepenbadaeTbes, WO Ais
A3T obymoBrieHa iHriGyBaHHSIM BipyCHOI 3BOPOTHOI TpaHCKpuMnTasu, hepMeHTy, HeobxigHoro ans pennikauii Bipycy
iMmyHooedpiLunTy.

MpoTsaArom Oyxxe HeTpMBanoro nepiogy 4acy KinbKicTb JO3BONEHUX OO 3aCTOCYBaHHSI @aHTUPETPOBIPYCHMX MikapCbKUX
3acobiB 3pocna Big ogHoro nikapcbkoro 3acoby, kWi Mae NOoMipHY akTUBHICTb, 4O ABaHapguaTU nikapcbkux 3acobis,
AKi MaltTb 3Ha4YHY edPeKTUBHICTb. [l03BOMNEHI A0 3aCTOCYBaHHA aHTMPETPOBIPYCHI Nikapchbki 3acobu noainawTe Ha Tpu
Krnacu: HykneosugHi aHarnorn iHribiTopiB 3BOPOTHOI TPaHCKPWUNTA3W; HEHYKNEeo3UAHi aHanoru iHribitopis 3BOPOTHOT
TpaHCKpUNTa3n; i iHribiTopn npoTeasn. BucokoedekTuBHa aHTUPETPOBIpycHa Tepanis (ska HasuBaeTbcs "BEAPT")
NPaKkTUYHO 3aBXAOW NONsrae B 3aCTOCYBaHHI iHribiTopa npoTeasn B Cnofy4YeHHi 3 ogHUM abo Aekinbkoma nikapChKumu
3acobamu iHWKxX knacis. Knac iHriGiTopie npoTeasn Mae BUCOKY aHTUPETPOBIPYCHY aKTUBHICTb.

Mepwmin iHriGiTop npoTeasn GyB OO3BOSMIEHUI OO 3aCTOCYBaHHS YMNPAaBMiHHAM 3 KOHTPOSO 3a SKICTIO Xap4oBUX
NpoaykTiB, MeguKkaMeHTiB Ta kocMmeTudHuMx 3acobie CLUA ("U.S. FDA") y 1995p., i cnig 3asHa4uTu, WO Uen Knac
nikapcbkux 3acobiB  34icHMB  peBonouito B ranysi  nikysaHHA  BlJ-iHdbekuii. [HribiTopy npoteasn MoxHa
oxapakTepuayBaTW TWMM, LIO BOHU MaloTb 3AaTHICTb MNepeTBOptoBaTM cnoyaTtky 6GesHaginHuin (datanbHWiA) craH
3aXBOPIOBAHHS B XPOHIYHE iH(EKLiiHE 3aXBOPIOBaHHS, sike y BinblIoMy CTyneHi ninaaeTbesa NikyBaHH. B gaHui vac
icHye n'aTb Ao3BorieHnx Ao 3actocyBaHHs U.S. FDA iHribiTopiB npoTeasun: amnpeHaBip, iHOuHaBip, HenduHaBip,
pUTOHaBIp i cakeiHaBip.

PeTpoBipycHi npoTeasun sBnsiioTe cobo hepMeHTH, HeoOXiaHi Ana A03piBaHHS BipyCHUX YacTUHOK OO TUX cTagin,
KON BOHW MOXYTb 3AINCHIOBATU 3apaxeHHs. |HribyBaHHs npoTeas abo X BigcyTHiCTb, abo mnopylleHHs X dyHKUiT
npuBOANTL A0 TOrO, Lo BipyC BTpayae 34aTHICTb edpeKTUBHO pennikyBaThcs, Wo nepellkogXae NpogyKyBaHHIO 30aTHUX
30iicHIOBaTK 3apaXeHHsi BipPYyCHMX 4YacTWHOK. Hanpwuknag, peTpoBipycHsi npoTeasa "gag-npoTeasa”, sika, $K
BCT@HOBMEHO Ha AaHuii Yac, aense coboto oauH 3 (PepMeHTIB, AKi MaloTb HaWMEHLINA po3Mip, (Lo MIiCTUTb nuwe 99
amiHOKMCIOT | Mae roMmororito 3 acnapTunnpoTeasamMu, TakMMU SK NENncUH | peHiH), 3abeanevye npaBurbHe
NPOTEONiTUYHE pOo3LLUENSIeHHA NMPOTEIHIB-NONepenHnKiB, AKi NPOAYKYIOTECA 3 AINAHOK reHoMy, ki kogytoTh "cneyndivHi
ans rpynn aHTturenn” ("gag"). MNepenbadaeTbes, WO npoTeasa kodyeTbest AinsHkoto "pol” BipycHoro reHoma, sika
MICTUTb TaKoX AiNSIHKM 3BOPOTHO! TpaHCKpUNTasW i MHTerpasn. Gag-npoTeasy posLUensoTe OCHOBHUIA KancuaHWR
npotein p24 BIN-1 i BIJ1-2 nepeBaxHo B AinsHui N-KiHUS 3anuyLKiB NponiHy; Hanpukniag, 3 YTBOPEHHSM ABOBaNEHTHUX
pparmeHTiB Phe-pro, Leu-Pro abo Tyr-Pro. Y npoueci poslenneHHs BUBINbHATLCSH CTPYKTYPHI NPOTEIHM BipycHOro
anpa. TakMM 4YMHOM, gag-npoTeasa HeobXxigHa Ons npouecyBaHHa nonepepHukis BlJl-anutoro noninentuay, wWo
OO3BOSIsiE 30iCHIOBATM A03piBaHHA noninenTugie gag i anuTyMx noninentuais gag/pol, BkroYarodn KancuaHi i 3gaTHi
0o pennikauii hepMeHTK (Taki, Hanpukniag, Kk 3BOpoTHa TpaHCKpunTasa, iHTerpasa).

Y nitepatypi onucaHi BucokoedekTMBHI iHribiTopn npoteasn BIJ1. MoHATTa iHribiTopu npoTeasn cTocyeTbCs
rpynu cnonyk, siki iHribyloTe acnapTaTnpoTeasun BipyCHOMO NMOXOMKEHHS | SIKi MOXHa 3acTOCOBYBaTU ANs NPodinakTukm
abo nikyBaHHSA BipyCHMX iHPEKLIN, siKi BUKNUKAOTLCS Y ccaBLiB peTpoBipycamu, Takmumu sk BIJl. MoxHa BBaxatu, Wo
iHriGiTopn npoTeasn 3gincHUNM peBonoLuito B nikyBaHHI BlJ1-iHdekuil, ska nonsrae B Tomy, WO ChinbHa Tepania 3
BUKOPUCTAHHAM TaKWX CMONYK Y CNOMyYeHHi 3 iHriGiTopamn 3BOPOTHOI TpaHcKkpunTaau BipycHoi JHK-nonimepasn moxe
NPMBOAUTM OO Maike MNOBHOIO MNPUrHiYeHHs pennikauii Bipycy. CTilkicTe Ao iHribiTopiB npoTeasn, o4YeBUOHO, €
HacrigkoM MyTauii B kogyBamnbHi AiNsHUi peTpoBipycHoi npoTeasun. Ha kanb, gaHi gocnimkeHb n'aTu iHribiTopis
npoTeas, AO3BOMEHNX A0 3aCTOCYBaHHA Ha JaHui Yac y CnonydeHux LLtaTax, ceigyaTte npo Te, Wo Ui MyTayii MoXyTb
BUKIUKATW NepexpecHy cTinkicTb [Swanstrom i iH., Pharmacol. Ther., 86(2): 145-170 (2000)].

IHriGiTopn npoTeasun BIJ1 3a cBoEd NpMpPoOAc MOXYTb ABNSTH cobolo nenTugoMimeTkn abo 6yTu BioMiHHMMUK Big
HUX.

Cnonyku, siki MaloTb Many nogibHicTe 3 nentugamu abo BiOMIHHI Big HWMX, SIK NpaBuno, MalTb Binbll BUCOKMMUK
hapMakoKiHETMYHI Npodini B NOPIBHAHHI 3 iX NenTMaAHMMK aHanoramu. MenTugHi iHriGitopn npoteasun BIJ1 yacto matoTb

4-
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HWU3bKy GionoriYHy AOCTYNHICTb i WBWAKY eKCKpeLilo BHACMiQoK WBUAKOrO PO3KNaAaHHA B LUMYHKOBO-KULLKOBOMY TpPaKTi.
Y uinomy cnonyku, BigMiHHI Big nenTugie, MaTb 6inblU BUCOKY GionorivHy OOCTYNHICTL | MEeHLLY LWBUAOKICTE eKcKpeLil.

[ocTynHi Ha gaHMin 4Yac iHribiTopn npoTeiHaswn, BigMiHHI Big nentuais, MOXyTb MaTWU fK rigpodobHi Tak i/abo
ninoginbHi  BNacTMeBocTi. BHacnigok BKasaHWX XapakTepUCTUK PO3YMHHOCTI, TOOTO crabkoi po3YMHHOCTI y BOAi,
3aranbHONPUHATI TBepdi i piaki dapmaueBTMYHI KoMnoauuii, ski MicTATb Taki iHriGiTopn, He MalTb 3a4oBINbHOT
spgaTHocTi o abcopbuii. Cepen pisHMX dhakTopiB, SKi MOXYTb BNNMBatk Ha 6GionoridHy AOCTYNHICTb NiKapCbKoro
3acoby npu Woro nepopanbHOMY BBEAEHHI (AKi BKMOYaAOTb PO3YMHHICTE y Bodi, abcopbuito nikapcbkoro 3acoby B
LUNYHKOBO-KMLLIKOBOMY TPaKTi, BENMUYMHY 0031 W edeKT MepLloro NPOXOAXeEHHS), K MpaBuUiio, PO3YWHHICTb Yy BOAI
HanexuTb OO Hanbinbl BaxnuBMx dakTopiB. Cnabka po34MHHICTb CMOMYK Y BOAI YacTo 3YMOBIIIOE HenpaBurbHy abo
HenoBHY abcopOuito | TMM caMuM NPUBOAWTL 4O MEHLOI peakuii-Bignosigi, Hixk noTpibHo.

Binomo, wo 5,6-aurinpo-4-rigpokcn-2-nipoHn € CUMbHUMK iHriGiTopamn peTpoBipycHUX npoTeas. BHacnigok usoro
X MOXHa 3acTocoByBaTW Ansa iHribyBaHHA pennikauii Bipycy imyHogediunTy nognHn (wrtamis BIN-1 abo BIJ1-2 i/abo
T-nimcpoTponHux Bipycie nroanHn (HTLV-l (T-nimdpoTponHuin Bipyc ntoguHmn tuny ) abo HTLV-II (T-nimdpoTponHui Bipyc
noguHn tuny 1)) i gna 3anobiraHHa CHIQy. OgHak Taki iHriGiTopy npoTeasun, sik NpaBusio, MalTb AyXe crnabky
PO34MHHICTb Y Bogi. Hanpuknag, TunpaHaBip, SkMii npeacTaesnae cobow 5,6-aurinpo-4-rinpokcn-2-nipoHcynbdoHamig y
popMi BiNbHOT KMCNOTKW, XapaKTepuayeTbca AyKe Crabkow PO34YMHHICTIO ¥ BOAi, WO CTaHOBUTbL NpubrmaHo 10MKr/mn
npu pH Big NnpnbnuaHo 6 no nprmbnuaHo 7. [Ina AOCATHEHHS TepaneBTUYHOIO PiBHA fikiB NOTPIOHO NpunMaTy Aosy, ska
cknapgaetbes npubnmaHo 3 15 kancyn, siki MiCTATb guHaTpieBy cinb (4,5r), ABiWi Ha geHb. Cnpobu BUSIBUTK iHLUI
coni Takux crnomnyk y TBepaux dopmax, siki MarTb IiCTOTHO Oinbll BWCOKY PO3YMHHICTE Y BOAi, HE Manu ycnixy.
Komnoauuii conen Takmx Cnonyk, Sk NpaBuo, XapakTepuayThes TEHOEHLUIE A0 0CamKeHHS BUXIQHOT BiNbHOI KUCMOTH
B LUYHKOBO-KULLKOBOMY TPaKTi.

Byno sgificHeHo GaraTo cnpob 36inbwnTK BionoriviHy AOCTYMHICTE HEMenTUAHMX iHribiTopiB nNpoTeasn B LiNOMY i
30Kpema iHribiTopie nentugasn 3 knacy 5,6-aurinpo-4-rigpokcu-2-nipoHiB. Y  AaHin  ranysi  TexHiku  icHye
HeobXigHiCTb Y po3pobLi noninweHnx nepoparbHUX KOMNo3uuin iHribiTopie npoteasn BIJ, aki MaloTb NPUAHATHI
npocpini GionoriYHoT AOCTYNHOCTI Npu nepopanbHOMY BBeAeHHi, cTabinbHocTi i nobivHMx ain. Bepyyun po yearu
cnabKy pO34YMHHICTL GaraTbox HenenTUAHWX iHribiTopiB NpoTeasn y BinbHIA cdopmi 1 y dopmi coni, 6yno goknageHo
Oarato 3ycunb AN BBEOEHHSs NiKiB OO CKMagy Tak 3BaHUX “eMyrbryBanbHMX’ KOMNo3wuii, To6To KoMnosuuin, ski
MICTATb NikK, rigpodinbHy a3y i ninodginbHy dasy. Taky cTpaTteriio MO)XHa 3ano3nydnTh 3 aHaroridHoi cTpaTeril,
po3pobreHoi ans conobinisauii yMKkNiYHUX noni-N-MeTunoBaHnX yHaekanenTugie i3 knacy LuknocnopuHis, GionoriuHa
OOCTYMHICTb Skux Oyna 3HaqHo 30irblUeHa LWNAXOM 3MilyBaHHS iX 3 eMyrbCieto, sika MICTUTb NinodineHy gasy, ska
AaBnse cobo TpUMiLepuan XMPHUX KUCIIOT i3 CepedHbOol AOBXMHOK FaHutora, rigpodinbHy NoBepXHEeBO-aKTUBHY
peyoBuHy, Taky sik Cremophor RH 40 (cdpipma BASF Corp.), i nponineHrmikons [gue. nateHT EP Ne0539319 B1]. Tak
3BaHi CECBIJI-komnoaunuii (camoemysnbryBanbHi CUCTEMU BBEAEHHSI IiKiB) MaloTb BUCOKMA BMICT ninigi i
NOBEPXHEBO-aKTUBHUX PEYOBUH AN BiANOBIAHOrO AncnepryBaHHs MikiB Npu 3MillyBaHHi 3 BOOHUM CepenoBULLEM.

Y MixkHapogHi 3aaBui Ha [naTeHT NePCT/US97/20794 (WO 98/22106) Ha iM'a cdipmu Abbott Laboratories] onucana
pioka cdapmaueBTuyHa komnosuuis CECBI1 aons nepoparnbHoro BBefEHHsl, sika 3abeanevye npu nepopanbHoOMY
BBeAeHHi Binbl BUCOKY GionoriHy AOCTYMHICTb iHriGiTopiB npoTeasn BIJ1, BkmoYaoun neBHi iHriGiTopn npoteasun 3
knacy 5,6-gurigpo-4-rinpokcn-2-nipoHie. Taka komnosuuia aense cobok dapmaleBTUHHO NPURHATHY eMyrnbryBanbHy
KOMMNO3ULito, SKa MICTUTb JKMPHI KNCNOTK 3 AOBMM NaHutorom abo cyMmill hapMaueBTUHHO NPURHATHOI XKUPHOT KUCMOTK
3 [IOBMM NaHLroM i papmMaueBTUYHO NMPURHSATHOMO CNMPTY | HEOBOB'A3KOBO NOBEPXHEBO-AKTUBHOI PEYOBUHM [TaKOT SK
Cremophor EL, cdipma BASF Corp.]. [lo cknagy nepeBaxHUX KOMMO3WLiN BxoasTb eTaHon abo nponineHrnikons abo
obnaBi BKasaHi cnonyku. Y 3aaBLi BKkasaHo, WO BMICT XXUPHMX KACMOT 3 JOBMMM NaHLUOroM CTaHoBUTL Big npnbnnaHo 40
[o npubnusHo 70% y nepepaxyHKy Ha macy BCbOrO pO34MHY, BMICT NMOBEPXHEBO-aKTUBHOI PEYOBWHW CTAHOBUTH Bif
npubnuaHo 5 o npubnusHo 10% Yy nepepaxyHKy Ha Macy BCbOrO po3uMHy, a eTaHony abo nponineHrnikono - Big
npubnusHo 1 go npubnusHo 15% y nepepaxyHKy Ha Macy BCbOro po3udvHy. [docnimpkeHHs Ha cobakax nopogu Birmb i
JOAVHI JO3BONMUAN YCTAGHOBMTU, WO B LbOMY BUMNaAKy NpuUHarMHI Ans n'atv iHribiTopie npoteasn Bl gocaraeTben
Oinbl BUCOKa cepefHa GionoriuHa AOCTYNHICTb Yy NOPIBHSAHHI 3 GionorivHol AocTynHicTo iHriGiTopa npoteasn BIN
pUTOHAaBIpY AK y hopMi BiNbHOT OCHOBM, TaK i y popmi BicToaunary.

Y [naTeHTi US Ne5484801 Ha im'a dpipmun Abbott Laboratories] sasBneHa dpapmaneBTuyHa koMnosunuis, aka MiCTUTb
cnonyky, sika iHribye npoteasy BIJl, y dapmaleBTU4HO MPUNHATHOMY OPraHiYHOMY PO34YMHHUKKY, sika BKovae: (a)
PO34YMHHUK, BUBpaHWIA i3 nponineHrnikonto i nonietTuneHrnikonto (y kinbkocti Big npnbnmaHo 10 go npubnusHo 50% y
nepepaxyHKy Ha Macy BCbOro po3quHy) abo (6) po3y4MHHWK, BUGPpaHWIn 3 NOnioKCieTUNeHrniuepuHy, TpupuyuHoneary,
edipy  nonietuneHrmnikonto(40) i rigporeHizoBaHoi  puMUMHOBOI  onlil,  pakuioOHOBaHOI  KOKOCOBOI  oOflil,
noniokcieTuneHcopbiTaHMoHooneaty i 2-(2-eTokcieTokcu)etaHony (y KinbkocTi Big npubnuaHo 5 go npubnusno 35% y
nepepaxyHKy Ha Macy BCbOro po34mHy) abo (B) Cymill BkasaHMX crnionyk i eTaHony abo nponineHrnikonto (y KinbkocTi
Bio npnbnuaro 5 4o npmbnuaHo 45% y nepepaxyHKy Ha Macy BCbOro po34uHY).

Y [MixkHapogHin 3asBui Ha nateHT PCT/EP96/02431 (WO 96/39142) i B nateHTi US Ne6008228 Ha im's dipmu F.
Hoffmann-La Roche AG] onucaHa capmaueBTUYHa KOMMNO3MULiA, fika TakoX Ao3Bonse 36inbwnth BionorivHy
OOCTYNHICTb iHriGiTopiB npoTeasn. Komnosumuia MiCTUTb hapMaueBTUYHO NPURHATHUIA HOCIR, SKWIA BKMOYae
MOHOMMILepuan XXUPHUX KUCMOT i3 cepedHbOolo AOBXUHOK NaHLuiora, fki nepeBaxHo ABMATb cobolo MoHormiuepuan
HacudeHux Cg-Cqo XXUPHUX KACHOT i MaloTb KUCMOTHE YUCIIO, fika He nepeBullye abo popiBHioe npubnuaHo 2,5.
BkasaHo, WO nepeBaxHe ChiBBIgHOLWEHHS MOHOMMILEpPUaIB i3 cepeqHbO AOBXKUHOK NaHutora i iHribitopa npoteasun
CTaHOBUTb NPUON3HO NpuHarMHI 1,5,

Y [mixkHapogHili 3asBUi Ha nateHT NePCT7US95/0529 Ha im'a dipmm Up John], y sikii onncaHe 3acTocyBaHHsi
5,6-gurinpo-4-rinpokcn-2-nipoHiB Ansa nikyBaHHA peTpoBipyCHUX iHeKUin, He obroBoptoeTbest npobrema GionoriyHol

5.
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AOCTYMHOCTI, BnacTtMBa TakMM crnosiykam. Y naTeHTi MICTATbCA BiQOMOCTI nNpo Te, WO Taki Cnonyku y Burnsagi
OVHaTpieBol comi MOXHa BKMOYaTUM [0 CcKnagy 3BUYaWHMX CNPecoBaHMX Tabnetok (3Millylouu  Cnonyku 3
3aranbHONPUAHATUMW iHrpedieHTaMu, TakuMW SIK TanbK, cTeapaT MarHito i T1.4.) abo roTyBaTM Ha iX OCHOBI
3aranbHONPUNHATAM METOLOM CUPOMK i eniKCHpH.

Y [MixHapogHux 3asBkax Ha nateHT PCT/US98/14816 (WO 99/06043), PCT/US98/14817 (WO 99/06044),
PCT/US98/14818 (WO 99/06024) i nateHTi US Ne6121313 Ha iM'a dipmn Pharmacia & Up John Company] onucati
caMoeMynbryBanbHi KoMnosuii, aki MICTATE NyXHi coni Aito4nMx peYvoBurH, AKi 3abe3nedytoTb Ginbll BUCOKY GionorivHy
OOCTYMHICTE TaKMX CNONYK Npu nNepopanbHOMY BBeAEHHi. Y naTeHTax onucaHi KoMno3uuii, siki BKIYalTb Cymill
avrnidepuay i MoHorniyepuaiB abo OCHOBHUX amiHiB i ogHiei abo pekinbkox ¢apMaueBTUYHO MPUIRHATHUX
NOBEPXHEBO-AKTUBHMUX PEYOBUH i PO3UMHHUKIB, AKi OO3BONAOTb NiABUWMTKA abcontoTHy GionoriiHy SOCTYMHICTb Mpun
nepopansHoOMy BBefAeHHI. [epeBaykHOK NOBEPXHEBO-aKTUBHOW pevoBuHoW € Cremophor EL abo Cremophor RH40, a
NepeBaXHNM PO3YNHHWKOM € MponineHrnikonb abo cyMill, aka MICTUTb NponineHmmikosb | 9506.%-HulA eTaHon.

Y  BigHOWeHHi  iHribiTopiB npoTeasn 3 knacy 5,6-gurigpo-4-rinpokcu-2-nipoHie  y  [PCT/US98/14816]
333HaYaeTbCH, WO AK PO3YMHHWMK MOXHAa 3acTOCOBYBATW MNOMINPOMINEHNiKomMb, MponineHrnikonb, NonieTuneHrnikonb,
rmiuepuH, eTaHon, TpuaueTuH, aumeTtunisocopbin, rmikonbdypon, nponineHkapboHat, Boay, AUMeTunauetamia abo
CyMilLi Bka3aHWX cnonyk. BkasaHo, Lo NepeBaKHNM PO3HMHHUKOM AN Takux Cnornyk € nponineHrnikonb abo cymill, sika
MICTUTb MponineHmmnikonb i 9506.% eTaHon. BkasaHo, WO BMICT NPONINEHrMikono B CyMilli NponineHrnikonto i eTaHony
CTaHOBUTL Big npnbnmaHo 50 o npubnunsHo 95%. BinsHauaeTbes, WO A0 NOBEPXHEBO-AKTUBHUX PEYOBUH, SIKi MOXHA
33CTOCOBYBATW B CMOSYYEHHI 3 BKa3aHUMW B 3asBL|i CNONyKaMu, HanexaTb HeiOHOreHi NOBEepPXHEBO-aKTUBHI PEHOBUHN,
BKrtovatoun noniokenn(40)-rigporeHizoBany puuunHoBy onito (Hanpuknag, Cremophor RH40), noniokcun(35) puuynHoBy
onito (Hanpuknag, Cremophor EL abo Cremophor EL-P), nonicopbatu, Solutol HS-15, Tagat TO, nernikone 6-onear,
noniokcieTuneHcTeapaT, Hacu4eHi nonirnikonisoBaHi rmiuepuan abo nonokcamepu. BigsHavaeTbes, WO NepeBarkHUMM
NOBEPXHEBO-aKTUBHUMMN PEHOBUHAMMU AN TaKUX eMynbryBaribHUX komnoauuin € Cremophor RH40 a6o Cremophor EL.
AKWo [0 cknagy KoMmnosuuii BXodsTb amiHW, TO B 3asBLUi BKasaHo, WO X BMOMpaloTb i3 rpynu, Aka BKYae
(HWXY.)ankinamiuu, Taki AK eTaHonamiH, nieTaHonamiH, TpUeTaHonamiH, OUMeTUnamMiHoeTaHorn,
Tpuc(rigpokcmeTun)amiHoeTaH abo eTuneHgiamiH; NoxXigHi YeTBEPTUHHOIO aMOHio, TaKi SK TgpoKcua XOmiHy; i
OCHOBHi @MiHOKWCIOTH, Taki Sk apriHiH, NisuH abo ryaHiguH. MNepeBaxxHUM (HUXKY.)arKinamMiHoM € guMeTunamiHoeTaHon
abo Tpuc(rigpokcumeTun)amiHoMeTaH. FAKWO Ao cKkragy Komnosuuii BXoAWTb CyMmiw gurniyepvay i MoHorniyepuay, To
Taka CyMill NepeBaXXHO Mae MacoBe CniBBiAHOLIEHHA Aurniyepua:MoHorniuepua Big npmbnuaHo 9:1 go npubnuaHo 6:4,
ae gurniyepua i MoHorniuepug ABnaoTe cobok edipy rmilepuHy i MOHO-a00 OUWHEHaCMYEHUX KUPHUX KWUCMOT, 3
OOBXWHOW naHutora Big 16 oo 22 atomiB Byrneuto. BigsHavyaeTbca, Wo, AK NpaBWrio, nipaHoHOBa KOMMO3MUiA 3a
BMHaxodoM, MicTuTb Big 1 Ao 40mac.% nikapcbkoro 3acoby, Big npubnuaHo 5 go 35mac.% cymiwi gurnidepuay i
MoHorniyepuay i Big npubnuato 10 go npubnuaHo 50Mac.% apmaleBTUYHO MPURHATHOMO po3dMHHMKA. [o ckragy
koMno3auuii HeoOoB'SI3KOBO MOXHa AoAaBaTW OCHOBOK aMiH Yy KinbkocTi Big npubnuano 0,1 go npubnuaHo 10% y
nepepaxyHKy Ha mMacy BCi€i kKoMnoauLii.

Byno BcTaHoBneHo, Wo cepen 5,6-aurinpo-4-rigpokcu-2-nipoHiB, AKi MatoTb iHMOYYy aKTMBHICTL Y BiOHOLUEHHI
npoTteasun, knac 5,6-gurinpo-4-rigpokcn-2-nipoHcynbdoHamMigie Mae Hanbinbll BUCOKY iHMOYIOHY aKTUBHICTL Yy
BigHOLWeEHHI npoTteaawn [Turner i iH., J Med. Chem., 41(3). 3467-3476 (1998)]. BcTtaHoBNeHo, 30kpema, WO ofHa 3i
cnonyk, a came HenenTuagHUn iHriGiTOp npoTteasun BIN TunpaHaeaip, To6TO
(6R)-3-[{(1R)-1-[3-({[5-(TpndbTOopMeTUN)(2-nipnann)]cynedoHin}amiHo)derin]nponin}-4-rigpokcun-6-(2-gpeHinetrnn)-6-n
ponin-5,6-gurigpo-2H-nipaH-2-oH [Takox BigomMun 3 nitepatypu nig Hassamu U-140690iPNU-140690]:

_w /‘3'":.

|
80,

F;

dopmyna IV

Ma€e Oy)Ke BMCOKY aKTUBHICTb Y BigHOLUEHHI BipyCHMX acnapTaTnpoTeas pisHUX f1abopaTopHUX LITaMIB i KMiHIMHMX
isonsToB BIJT Tuny 1, BKMoYatoun Ti, aKi € CTIMKMMK Ao iHrGITOpiB 3BOPOTHOI TpaHCKpMNTasn 3MQOBYAMHY | AenaBipauHy.

Bigomo, wo tunpanasip (dopmyna 1IV) (MM=602,98) mae Oyxe BMCOKY aKTMBHICTb y BigHOWeHHi BapiaHTis BIJ-1,
CTiikMX Qo iHribGiTopiB npoTeasn 3 kKnacy nenTugomiMeTukis [Poppe i iH., Antimicrob. Agents Chemother., 41(5):
1058-1063 (1997)]. Y mocnigax in vitro 6yno BCTaHOBMeHO, WO 3HadeHHs Ki gnsa nikis ctaHoBnsaTe npubnmaHo 8nM
(To6TO, BOHM MalOTb BUCOKY iHMOYOYY aKTMBHICTb Y BigHOLIEHHI dpepMeHTy) i 3HadYeHHs [Cgy B @aHTUBIPYCHIW KNITUHHIN
KynbTypi cTaHoBWUTb npubnuanHo 100HM [Turner i iH., J. Med. Chem., 41(18): 3467-3476 (1998)]. BoHo

-6-
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XapakTepuayeTbcsl BenmynHoto Log P npubnuaHo 6,1 i pKa npu 6,2 i 8,2. MNepenbadvaeTbes, WO 3B'A3YyBaHHA
TUNpPaHaBipy 3 aKTUBHUM LIEHTPOM MpoTeasn € rHy4kuM, Wwo obymoBnioe ioro Ginbl BUCOKi iHriOytoudi 3gaTHOCT B
MOPIBHSIHHI 3 iHWMMW OOCTYNMHUMMW Ha OaHWi Yac iHribitopamn npoTeas [Larder i iH., 3-€ 3acigaHHa MixXHapogHOI
poboyoi rpynu 3 npobnem crinkocTi BIJT oo nikapcbkux 3acobie i ctpaterii nikysaHHs (IAPAC 3rd International
Workshop on HIV Drug Resistance and Treatment Strategies), 23-26 yepHa 1999].

Y pesynbTati NpoBeAeHHs JocnimpkeHb in vitro kynbTyp 134 oTpUMaHUX y KiHIYHWX YMOBaX i30MATIB i3 LUMPOKMM
CNEKTPOM CTIAKOCTI OO OOCTYMHMX Ha OaHUIM Yac iHribiTopiB npoTeasn 3 knacy NentTugoMiMeTukis Oyno BCTaHOBIIEHO,
wo 90% 3 105 BipyciB, siki MaoTb Binbll HiXX OeCATUKPATHY CTIMKICTE OO TpboX abo YOTUPLOX iHriGiTOpiB NpoTeiHasn
i aki malTb y cepegHboMy 6,1 MyTauil y reHi doepMeHTy npoTteasu, 6ynu 4yTnuei oo TunpaHasipy [Larder i iH.,
AIDS, 14(13): 1943-1948 (2000)]. B iHwomy pocnigxeHHi 6yno BCTaHOBMEHO, WO TunpaHaeip 30epirae TpuBany
aKTMBHICTb Y BiQHOLUEHHI i30MnATiB, CTIMKMX [0 iHOWHAaBIpY, PUTOHaBIPY i HenduHaBipy, TPbOX AOCTYMHUX HA OaHUR
yac iHribitopie npoteasn [Rusconi i iH., Antimicrob. Agents Chemother., 44(5); 1328-1332 (2000)]. AHanoriyHa
TpuBana aKkTMBHICTb Oyna BusIBieHa TakoX MO BiOHOLIEHHKO Ao i30nATiB, CTiMKMX Ao cakeiHasipy [Larder i iH., IAPAC
3-rd International Workshop on HIV Drug Resistance and Treatment Strategies, 23-26 4epBHa 1999].

Byno BcraHoBneHo, wWo iHribitopn npoteasn 3 knacy 5,6-gurinpo-4-rinpokcu-2-nipoHie, Hacamnepen iHriGiTopu
3 knacy 5,6-gurinpo-4-rigpokcu-2-nipoHcynbgoHamigiB, Taki Ak TunpaHaBip, Ay)Ke BaKKO BKIOYaATM OO ckniagy
KOMMNO3WLUiA AN nepopansHoro BBeAeHHS. bynu 3giicHeHi YncneHHi cnpoby BUrOTOBNEHHS KOMMO3WLINA, SKi MICTSTb
Taki nikn, aki Manu 6m NpUHATHY GionoriYHy JOCTYMHICTE NpU NepopanbHOMY BBEAEHHI. TunpaHaBip, Hanpuknag,
YTBOPKOE BUCOKOTIrPOCKONiYHI coni, Wo 3MeHwye cTabinbHicTe nikiB. Pipma-cTBOptoBad TunpaHasipy nicns Garatbox
pokiB cnpo6 po3pobkn onTUManbHOI KOMMNO3WLii AN NepopanibHOro BBEAEHHS, Ha AaHU Yac BUpobnsie eMyrbryBarbHy
KOMMNo3uUito, sika MICTUTb Mikn, ninodinbHy ¢asy, ska npeacraensie cobow cymiw aurnilepuaie i MoHorniuepugie,
NOBEPXHEBO-AaKTUBHY PEYOBUHY, OCHOBHWWA aMiH i BogHy a3y, sika MICTUTb MponineHrnikonb i cnupT, ge Bcima
BKa3aHWMW KOMMOHEHTaMU 3anoBHIOTb M'AKi KenaTWHOBI kancynu. Taka komnosuuis, xoya i 3abeanedye xopoluy
GionoriyHy OoCTynHicTb Nikapcbkoro 3acoby npu nepopanbHOMY BBEAEHHI, Mae pan Hemonikie, K BKIOYaTb:
TEHOEHLUi0 Kancymn [0 PO3M'SKIWIEHHS | 3MMNaHHA 3 4acoM; 3HadYHe 3MeHLUeHHs 6ionorivHol AoCTYynHOCTI nicna
KancyrnioBaHHS B M'SIKy KENaTWUHOBY Kancyny; HeobXxigHicTb 30epiraHHA KOMMO3MLii B OXONMOMXEHOMY CTaHi 4o
3aCTOCyBaHHsi Ans 3anobiraHHa 3MiHWM KOMMo3uuii Kancynu; i HeobXigHICTb 3acCTOCYBaHHSA CKMagHUX BUPOBHWMUMX
npoLecie Ana npuroTyBaHHA cTabiNbHWX HaNOBHIOBAYiB Kancyn, WO 3YMOBMEHO B MepLly Yepry BUCOKOK NeTKICTIo
eTaHony.

TaKkMM YMHOM, iCHye HeODXigHICTb Y CTBOPEHHI MOMINWEeHNX KOMMO3WLUIN ANa nepopanbHOro BBEAEHHS iHribiTopis
npoTeasn B Uinomy, 6inbl nepeBaxHo iHribiTopiB npoTeasn 3 knacy 5,6-gurigpo-4-rinpokcun-2-nipoHie i we 6GinbLl
nepeBaHo iHribiTopiB npoTeasn 3 knacy 5,6-anrinpo-4-rigpokcn-2-nipoHcynboHaMigiB, Taknx Sk TUNpaHaBsip.

[aHuii BUHaxig cToCyeTbCs MOMINWEHNX KOMMO3MUIN Ana nepoparibHOro BBEAEHHs iHriGiTopiB npoTeasn 3 knacy
nipaHoHiB i cnocoGiB BUrOTOBIEHHA TakuX Komnoauuin. Taki komnosuuii 3abesnedyoTb nigeulleHy contobinisauito,
cTabinbHicTh i/abo GionoridHy SOCTYMHICTE Nikapcbkux 3acobiB, fKi MICTATb NipaHOH, a TakoX AarTb MOXIMBICTb
3acTOCOBYBATU MEHLU TPYAOMICTKI TeXHOSOriYHI NpoLecy A4S 3anoBHEHHS Kancyrn i Ao3BonsoTe 36epiratu kancynu npuv
KIMHaTHIn TemnepaTypi. 3okpema, 3anponoHOBaHi KOMMO3WLIil ANS NepopasibHOro 3acTOCyBaHHA, fAKi MICTATb
TUNpaHaBip i AKi MatoTb Nepesaru.

[MoHATTA “cnonyky 3 Knacy nipaHoHiB” o3Ha4Yae cnonyku copmynu

bopmyna

ne R, o3Hayae H-; R, o3Havae Cj-Cgankin, ddeHin(CHy)s-, het-SO,NH-(CHy)s-, umknonponin(CHs)s-,
F-cbeHin(CHy)s-, het-SO,NH-deHin-, abo F;C-(CHs)o-; abo R, i Ry, pasom o3HavaoTh noggiiHUNA 3B'A30K; R 03Havae
R4-(CH5),-CH(R5)-, H3C-[O(CHy5)5]o-CHo-, C3-Cgankin, deHin(CHy),-, het-SO,NH-(CH5)s-,
(HOCH)3C-NH-C(0O)-NH-(CH 5)3-, (HO5C)(HoN)CH-(CH5),-C(O)-NH-(CH 5)3-, ninepaaunH-1-in-C(O)-NH-(CHy)3,
HO2S(CHy)o-N(CH3)-C(0O)-(CHy)s-C(O)-NH-(CH 5)3-, uwmknonponin(CHs),-, F-denin-(CHy),-, het-SO, NH-ceHin abo
FsC-(CH5)o-; n popieHioe 0, 1 abo 2; R, osHavae deHin, het, yuknonponin, HzC-[O(CHy)olo-, het-SO,NH-, Br-, N5 -
abo HOzS(CH5)o-N(CH3)-C(0)-(CH5)-C(O)-NH-; Rs o3Havae -CH,-CHz; abo -CHs-uuknonponin; Rg o3Hadae
uuknonponin, CH;-CH»- abo TpeT-6yTin; R; o3Hadae -NRgSO5-het, -NRgSO,-theHin, HeoboB'siskoBo 3amilieHnn R,
-CH,-SO5-theHin, Heobor'a3koBo 3amijeHnin Rg, abo -CH,-SO,-het; Rg o3Havae -H abo -CHj; Rg o3Hadae -CN, -F,
-OH abo -NO,; ge het osHavae 5-, 6- abo 7-uneHHe HacudeHe abo HeHacudeHe Kinbue, ke MicTUTb 1-3
reTepoaToMu, BUOpaHWUX i3 rpynu, sika cknapjaeTbesl 3 as30Ty, KUCHIO | cipku; i Bknovae Byab-aky GiuuknivHy rpyny,
y AKin OyOb-fike 3 BKasaHUX BULLE TeTEepOUMKNIYHUX Kireub CKOHOEHCOBaHO 3 GeH30nbHUM Kinbuem abo iHWUM
reTepoumkriom, Heobos'a3koBo 3amiweHum -CH 3, -CN, -OH, -C(O)OC,Hs5, -CF3, -NH, abo -C(O)-NH,; abo i
hapMaLeBTUYHO NPUIHATHY Cinb; a Takox crnonykun dopmynu Il i opmynn 11l:
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jopmyna 11

dopmyna I

ae Rqo o3Havae H-, CH3O- abo CH30-[(CH5),0ls-; Ry4 03Hauae uuknonponin abo -CH,-CH(CH3)o; Ry» 03Hauae
-NR14,S05-theHin, HeoboB'A3koBO 3amiweHnit R 45, -NR14S05-het, -CH»-SO5-heHin, HeoboB'A3koBoO 3amiweHnn R 45,
abo -CH,-SO5-het; R4z 03Havae -H, -(CHy5),-CH3, -CH5-Luknonponin abo -CH,-cbeHin; R4 o3Havae -H abo -CHj; Rys
osHayae -CN, -F, -CHj3, -COOH a6o -OH; het osHavae 5-, 6- abo 7-uneHHe HacuyeHe abo HeHacuyeHe Kinbue, sKe
MicTUTb 1-3 reTepoaTomu, BUOpaHWX i3 rpynu, sika cknagaeTbCa 3 a30Ty, KUCHIKO i Cipku; i Bknovae Oyob-siky
OiumknivHy rpyny, y Akin 6yab-ske 3 BKasaHMX BULLE reTepouMKivHUX Kineub CKOHOEHCOBAHO 3 GEH30MbHUM KinbLem
abo iHWKMM reTepounknomM, HeoboB'A3koBO 3amileHnM -CH 3, -CN, -OH, -(O)OC,H5, -CF3, -NH5, abo -C(O)-NH,; abo
il hapmaLeBTUHHO NPUAHATHY Cinb.

Byno BcTaHOBMEHO, LLIO OCHOBHA TPYAHICTb, NOB'AI3aHa 3i CTBOPEHHSIM KOMMNO3ULIN Ana nepopanbHOro BBEAeHHS, AKi
MIiCTATE BigOMiI Ha JaHWi 4ac iHribiTopu npoTeasn 3 Krnacy NipaHOHIB, 3yMOBIIEHa 3acCTOCYBaHHAM eTaHony i
nponineHrnikonto. Ak BigaHa4anoca Bulle nig Yac obroBopeHHs NpPoTOTUNIB, Xo4a ANns NPUroTyBaHHA MiKpoemynbCeil
iHriGiTOpa npoTeasn 3 Knacy NipaHoHIB NPONOHYBanuCs iHWi PO3YMHHUKKA, NPOTArOM OOBIOro Yacy BBakarnocs, Lo
NEepPEBaXKHUM € BKIIOHMEHHS €TaHomMy i NPOonineHrnikonto B Taki MIKpOeMyrbCiiHi KOMNO3uLii, 3aBASKM YOMYy MOXKHa
CTBOPWTU ONTUMarbHy KoMno3auuito. Byrno BCTaHOBMNEHO, WO Taki PO3YMHHUKU, XO4a BOHM | € eheKTUBHUMU 3 Norsgy
ofepXaHHs eMyrbCili iHribiTopiB NpoTeasn 3 knacy nipaHoHIB, NPOHUKAIOTL Y KeNaTWHOBI OOONOHKKN, AKi OTOMYIOTb
Taki MiKpOeMynbCilHi KOMMO3ULil, NPMBOASYN TUM cCaMUM A0 3MiHM cknagy a3 KOMMo3Wuuil, po3YMHHOCTI nikiB i
LWKIONMBO BMAMBAKOYMN HA CTPYKTYPHY LiNICHICTL Kancynu. Y pesynbTaTi Lboro Kancynu CTarTb JIMNKUMW Npu KiIMHaTHIR
TemnepaTtypi i ToMy X HeobXxigHO 36epiraTv B OXONOOXKEHOMY CTaHi.

Mpn CTBOpPEHHI faHoro BUHaxony Oynu po3pobneHi HOBi camoeMyrbryBanbHi KOMNo3uLii, Ans NPUroTyBaHHI SKUX He
NOTPIGHO BKNOYaTKU eTaHon abo nponineHrnikonb A0 cknagy koMnosuuil. 3 ypaxyBaHHAM TOro, WO Taki koMnoauuil
MalTb, 30KpeMa, CTabinbHiCTb Npu  KIMHaTHIN  Temnepatypi, To 0O6'eKTOM BMHaxody € ICTOTHO nosinweHa
hapMaLeBTMYHA KOMMNO3WLis ANS NepopanbHOro BBEAEHHS iHrGIiTopiB NpoTeasn 3 Knacy nipaHoHiB. Taka KoMnoauuis
[O3BOMsiE nauieHTaMm, aki npuiMalroTb iHrGITopn npoTeasn 3 knacy nipaHoHiB, mMpauoBaTM nosa Micusmu, Oe €
MOXIMBICTb AOCTYNY A0 MPUCTPOIB, WO 3abe3nedyioTb HeOOXiOHWI piBeHb oxonomkeHHs. Kpim Toro, Taki komnoaumuil
MalTb ICTOTHO Oinbl NOCTIMHUIA Npodinb GionorivHOT AOCTYNHOCTI, HiXK iCHyKOWi Ha [aHWiA Yac KOMMoawuuil, ki
MICTATb 3HAYHI KiNbKOCTI eTaHony abo nponineHrnikosnto.

[aHnii  BUHaxig CTOCYyeTbCA KOMMNO3WUil, AKa NpPakTU4HO He MICTUTb 3HaYHMX KinbKOCTEel eTaHony i
nponineHrnikonto (BMICT ofgHiel 3 BkasaHnx crnonyk abo ix kombiHaLil nepeBaxHO CTaHOBUTb MeHLwe npnbnusto 0,5%,
Oinbll nepeBaxkHo MeHWwe npubnuaHo 0,1%), WO AO03BOMAE CTBOPUTU ICTOTHO Ginbll cTabinbHy KOMMosuuito, sika
MICTUTb iHMiGITOPM NpoTeasn 3 Kracy nipaHoHiB i, Hacamnepen iHriGiTopy npoTeasn 3 Knacy cynbgoHamiais
nipaHoHIiB, TakMX AK TUnpaHagip. Taki komno3uuii MicTATe Big npubnuaHo 1 go npubnusHo 40% iHribiTopa npoTeasu
3 Knacy nipaHoHIiB Yy nepepaxyHKy Ha macy Bciei koMmnosuuii, Big npubnusHo 5 go npmbnuaHo 35% ninodinbHol dasu,
Lo NepeBaXkHO npeacTaBnse cobolo cymiw aurniuepugis i MoHorniLepugie, y nepepaxyHky Ha macy BCI€i KoMnoauuil,
Bio npnbnuaHo 20 o npubnmaHo 60% noBepXHEeBO-aKTUBHOI PEHOBUHU B NepepaxyHKy Ha Macy Bciel komnosuuil i Big
npubnusHo 10 go npmbnusHo 40% nonieTUneHrnikomno i3 cepeqHbOo MonekynsapHoto macot binbwe 300, ane MeHwwe
600, y nepepaxyHKy Ha macy Bciel komnosauuii i Big npubrnmsno 0,1 go npubnusHo 10% opHoro abo AekinbKox
OCHOBHUX aMiHiB y nepepaxyHKy Ha Macy BCi€l KOMNO3uLil.

Mpwn cTBOpEHHi AaHoro BMHaxopy HecnofiBaHo 6yrno BCTAHOBMEHO, WO MpU NPUrOTYBaHHI camoeMyrnbryBanbHOl
koMmnoauuii ana conto6inisayii iHriGiTopis npoTeasn 3 knacy nipaHoHiB, Hacamnepen iHribiTopie npoTeasn 3 knacy
cynbchoHaMmigiB NipaHOHIB, MOXHa 3aCTOCOBYBaTW MONIETWUSEHINIKONI i3 cepeqHboK MOMEKYNSPHOK Macow 6Ginblue
npubnuaHo 300, ane meHwe 600 (nepeBaxHo npubnusHo 400), 6e3 BUKOPWUCTaHHA cnupTy abo nponineHrnikonto,
npuyoMmy Taki moniMepu He MaloTb 34aTHOCTI MPOHUKATW B XenaTuHoBi kancynu abo iHwuMm cnocobom HeraTuBHO
BNAMBATK Ha X XapakTepUCTUKN.

3 ypaxyBaHHSM BESUKOT KiNbKOCTi anbTepHaTMBHUX MOXITMBOCTEN CTBOPEHHS KOMMO3WLiN, AKi BKMOYaOTb iHriGiTopu
npoTeasn 3 Kracy nipaHoHiB, ki He MicTATe cnupTy abo nponineHrrikonto, ©OynnM npoBedeHi pPisHOMaHITHI
OOCHIOXKEHHS MiKpoeMynbCiHOT ¢asn, WO CTBOPKETLCS 3 BUKOPUCTAHHAM pPi3HMX KoMOiHauin maTepianis, ans
BUABNEHHA NpuaaTHUX KOMMNO3uWUi, ki 3abeanedyloTb KiHIYHO 3Ha4YuMi piBHi GionoriyHol gocTtynHocTi. [Micns
YncreHHUX Hesganux cnpo6 Gyno BCTaAHOBMEHO, Lo ANs 3aMiHM nponineHrnikonto i/abo etaHony, siki BxogATb OO
CKNnagy 3acTOCOBYBAHMX Ha AaHUM 4ac KOMMO3uuin, siki MicTaTb iHriGiTop npoTeasn 3 Knacy NipaHOHIB, MOXHa 3
YCMiXOM BWKOPUCTOBYBATU AedAKi NOnieTUNeHrnikoni 3 MeBHOK MOMEKYNAPHOK Macol. Taka 3amiHa € MOpPIBHAHO
AeleBoo N edeKTMBHOW, i HecrnogiBaHo Oyno BCTAHOBMEHO, WO Le [[O03BOSSE iCTOTHO MigBUWMTU GionorivHy
OOCTYMHICTb i CTabinNbHICTb.

-8-

78689 C2

UA



v N

©8981L

[ARS

170

15

20

25

30

35

40

45

50

55

60

65

OpHum 3 06'ekTiB BUHaxody € dhapmaleBTUYHa KOMNO3WLif, AKa NPakTUYHO He MICTUTb CNUPTY i NponineHrnikosto,
aKa BKNOYae AK gitody peqoBUHY nipaHoH copmynu |, 1l abo lll, ogHy abo gekinbka dhapMaueBTUYHO NPUAHATHUX
NOBEPXHEBO-AaKTUBHUX PEYOBUH; i NONIETUNEHTMIKONb i3 CepedHbo MOoNekynsapHow Macok Ginbwe 300, ane meHwe
600. dapmaleBTUYHA KOMMO3MLIA NEPEBaXHO MICTUTL cnonyky cdopmynu |, |l abo Il y kinekocTi Big npubnuaHo 1 oo
npubnuaHo 40% y nepepaxyHKy Ha macy Bciei KoMnoauuii i KpiM TOro MIiCTUTb OCHOBHWI aMmiH Yy KinbKOCTi Big
npubnusHo 0,1 go npubnuaHo 10% y nepepaxyHKy Ha Macy BCie€i komnosuuii. $IK OCHOBHWIA aMiH NepeBaXkHO
3aCTOCOBYIOTb (HWXKY.)arnkKinamiH, OCHOBHY aMiHOKWCIOTY abo rigpoKcua XomiHy, NpuyoMy (HWKY.)arnkinamiH nepesaxxHo
BUbMpaloTh 3 psay, SKUA BKIOYAE eTaHonaMiH, AieTaHonamiH, TpueTaHonaMiH, eTuneHgiamii, QuMeTunamMiHoeTaHon
abo Tpuc(rippokcumeTu)amiHomeTaH. KpiMm Toro, dpapmaueBTUYHa KOMMNO3ULA MOXe MICTUTU CyMill MoHormniuepuais i
aurnidepuais y KinbkocTi Big npubnunaHo 5 go npmbnuaHo 35% y nepepaxyHKy Ha Macy Bciei komnosuuii, npudomy
cyMilw nepeBaxHo sBnse coboo Capmul MCM. HalibinbLy ehekTUBHICTL KOMNO3ULiA Mae, Npy BKKOYEHHI fo 1T cknagy
TunpaHaBipy, cnogyku dopmynu [V. Kpim Toro, nepeBaxkHo, WOO KinNbKiCTb NONIETUNEHMNIKOMID CTaHoBWMa Big
npubnusHo 10 po npubnusno 40% y nepepaxyHKky Ha Macy Bciel komnosuuii. Hanbinbw nepeBaxHo, wWwob6
nonieTuneHrnikorle MaB MonekynapHy macy npubnuaHo 400. KinbkicTe NOBEpXHEBO-aKTUBHOI PEYOBUHU NepeBaxHO
CTaHOBUTb Big npubnmuaHo 20 po npubnmaHo 60% Yy nepepaxyHKy Ha macy BCiel komnosuuii, npu UboMy
NOBEPXHEBO-AaKTUBHY PEYOBUHY BUOMpalTh i3 rpynu, sika BkNodae: noniokeun(40)-rigporeHizoBaHy pULMHOBY oOfito,
noniokcun(35)-puymHoBy onito, Solutol HS-15, Tagat TO, nernikonb 6-oneaT, noniokcieTurneHcTeapaT, NosloKCamepu,
nonicop6at abo Hacu4eHi nonirnikonizoBaHi rniyepuan. MepeBaxkHow Moniokeun(35)-rigporeHizoBaHo PULMHOBOK
onieto € Cremophor EL abo Cremophor EL-P.

|HWKUM o6'ekTOM fJaHoro BUHaxody € dapMaueBTUYHA KOMMO3WULA, AKa NPakTUYHO He MICTUTb ChnupTy i
NPOMINEHINIKOM, fKa BKMOYae AK AiloHY peYoBUHY TunpaHaBip (dopmyna IV) y kinbkocti Big npubnusHo 1 go
npubnusHo 40% y nepepaxyHKy Ha Macy Bciei komnosauuii; ninodinbHy ¢asy B KinbkocTi Big npubnmsHo 5 pgo
npubnuaHo 35% y nepepaxyHKy Ha macy BCi€i KoMnosuuil; nomnieTuneHrnikonb i3 cepegHbO MONEKYNSPHOK Macoto
Ginblwe npubnuaro 300, ane meHwe npubnmaHo 600, y kinbkocTi Big NnpubnuaHo 10 go npmbnuaHo 40% y nepepaxyHky
Ha Macy BCiel KoMnoauuii; hapmMaleBTUHHO NMPUAHATHY NOBEPXHEBO-AKTUBHY PEYOBUHY, NEPEBaXKHO BMOpaHy i3 rpynu,

aKa  BKOYEE: MNOMIOKCMMOBaHY  PULMHOBY  OMito,  MOMIOKCIETUNEHINILEPUHTPUPMLMHONEaAT | Hacu4YeHuih
nonirnikonisoBaHW KanpuroBWi-kanpuHOBMIA rmilepua, Y KinbkocTi Big npubnuaHo 20 go npubnusHo 60% vy
nepepaxyHky Ha Macy BCi€i KOMNoauuii; i OCHOBHMW amiH, nepeBaxkHO BWOpaHWW i3 rpynu, aKa BKrYae

(HWK4.)ankinamiH, OCHOBHY aMmiHOKMCIOTY abo rigpokcug XoniHy, Ae BKasaHWW OCHOBHUI aMiH MPUCYTHIW Yy KinbKOCTI
BiO npubnuaHo 0,1 go npubnusHo 10% y nepepaxyHKy Ha Macy Bciei komnoaudii. MNepeBaxHo ninodinsHa dasa MicTuTb
CyMiLll MOHOrMiLuepuaiB i aurniyepuais i3 cepefHbol JOBXMHOW naHutora, Taky sk Capmul MCM.

llle ogHuM o6'ekTOoM AaHoOro BUHaxony € dhapmaueBTU4YHA KOMMO3MLiS, SIKa NPakTUYHO He MICTUTb ChUpTY i
nponineHrnikonto, sika BkYae: TunpaHasip (dopmyna V) y kinbkocTi Big npubnuaHo 1 go npubnusHo 40% vy
nepepaxyHKy Ha mMacy BCiei KoMnoauuii; ninoginbHy ¢asy, nepeBaxHo BUOpaHy i3 rpynu, ska skodae Capmul MCM,
Labrafil M-1944 CS, Miglyol-812 i ix komb6iHauii, ae ninodinbHa dasa npucyTHA B KinbkocTi Big npubnusHo 5 go
npubnuaHo 35% y nepepaxyHKy Ha macy BCi€l KOMNo3uuil; nomnieTUneHrmnikonb i3 cepedHbO MONEKYNSIPHOK Macolo
6inblwe npubnuaro 300, ane meHwe npnbnuaHo 600, y kinbkocTi Big NnpubnusHo 10 go npmbnuaHo 40% y nepepaxyHKy
Ha macy Bciel koMno3auuii; i hapmaleBTUYHO NPURHATHY NOBEPXHEBO-AKTUBHY PEYOBUHY, NEpeBayKHO BUOpPaHy i3 rpynu,
aKa  BKMOYaE: MOMIOKCUNOBaHY PULMHOBY  Ofilo,  NONIOKCIETUNEHMNILEPUHTPUpULMHOONeaT | Hacu4eHui
nonirnikonisoBaHNi KanpuroBUi-kanpuHOBMIA rMilepua, Y KinbkocTi Big npubnuaHo 20 go npubnusHo 60% vy
nepepaxyHky Ha Macy Bciel komnosuuii. MepeBaxHo, WoO6 Taka KOMMNo3uuia MicTWma, KpiM TOro, OCHOBHMI aMiH,
nepeBaXKHO BUOPaHUR i3 rpynu, Aka BkoYae (HWXY.)ankinamiH, oCHOBHY aMiHOKMCrOTy abo rigpokeug xorniHy, ae
BKa3aHWI OCHOBHWUI aMiH NPUCYTHIW y KinbkocTi Big npubnuaHo 0,1 go npubnusHo 10% y nepepaxyHKy Ha Macy BCiel
KOMMo3uLil.

IHWi 3agayi Ta nepeBarn BUHaxody OiMbll OOKNAAHO PO3MIAHYTI HUXYE 3 MOCUNAaHHAM Ha AodaHi KPecrneHHs, Ha
AKX NOoKasaHo:

Ha ®ir.1 - ¢dasoBa pgiarpama Mikpoemynbcii, sika MicTuTe Cremophor EL ik NOBepXHEBO-aKTMBHY PEYOBMHY,
nponineHrnikonb AK rigpogineHy gasy i Capmul MCM gk ninodinbHy dasy, nobyaoBaHa 3anexHo Big pisHMX B3aEMHUX
cniBBigHOLIEHb KOHLEHTPALi BKa3aHUX Cronyk.

Ha ®ir.2 - dasoBa giarpama mikpoemynbcii, aka MicTute Cremophor EL Kk noBepxHeBO-aKTUBHY pe4voBuHy, MEI
400 gak rigpodinbHy asy i Capmul MCM sk ninodineHy casy, nobygoBaHa 3anexHO BiA Pi3HUX B3aEMHMX
cnieBigHOLIEHb KOHLUEHTpAaLii BKasaHUX Cronyk.

Ha @ir.3 - dasoBa giarpama mikpoemynbcii, aka mMictute Cremophor EL Ak noBepxHeBO-akTUBHY pevoBuHy, MNE
400 sk rigpocpinbHy a3y i Labrafil Ml 944 CS gk ninodineHy ¢asy, nobynoBaHa 3anexHoO Bif Pi3HUX B3aEMHMX
cniBBigHOLWEHb KOHLEHTpaLii BKa3aHNX Cronyk.

Ha ®ir.4 - cdasoa giarpama MikpoeMyrnbcil', sika MicTUTb Labrasol ak noBepxHeBo-akTUBHY pedoBuHy, MNEM 400
aK rigpodpinbHy dasy i Capmul MCM sk ninodpineHy dasy, nobyaoBaHa 3aneHo Big PisHUX B3aeMHUX CMiBBigHOWEHb
KOHLIeHTpaLil BKasaHUX CMomyK.

Ha @ir.5 - rpadik po34nHeHHst in vitro TunpaHasipy 3 OBOX MIKPOEMYrbCIMHUX KOMNO3WLiA, NpeacTaBneHnx y
Tabnuui 1 i Tabnuui 2.

Ha @ir.6 - rpadik posvnMHeHHs in vitro TunpaHaBipy i3 camoeMynbryBanbHOI KOMMNo3uuii, npeacTtaerieHol B
Tabnuui 2, posTawoBaHol B FApodinbHin M'SKild KenaTUHOBIA Kancyni, nicna 36epiraHHa npoTsroM 3 Micauie npu
Pi3HMX TemnepaTypax i/abo 3Ha4YeHHAX BiQHOCHOI BOSIOrOCTi.

Ha ®ir.7 - rpadik posdmHeHHs in vitro TunpaHaBipy i3 camoeMynbryBanbHOI KOMMNO3uUil, npeacTtaBrieHol B
Tabnuui 2, posTawoBaHoi B NiNOMINbHIA M'AKiA xenaTuHOBIN kancyni, nicns 36epiraHHs npoTarom 3 Micsauis npu
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pi3HMX TemnepaTypax i/abo 3Ha4eHHAX BiGHOCHOI BOSIOroCTi.

[aHunii BUHaxig aosBonse nogonaty 6arato npobnem, NoB'A3aHNX 3 HE3aAOBINBHOW CTabINBHICTIO | NPUrOTYBAHHSAM
KOMNO3uUi, sKi MICTATb iHMiGITOpM npoTeasn 3 knacy nipaHoHiB. Y [aHoMy BWMHaxodi 3anponoHOBaHi HoBI
koMno3uuii, siki MicTaTb iHrGiTopn NpoTeasn 3 knacy nipaHoHIB, SKi AO3BOMAKTL iICTOTHO 30iMbLIMTU PO3YMHHICTD i
GionoriyHy OCTYMNHICTb TakMX iHriGiTOpIB NpoTeasn Npu BBEAEHHI NepopanbHuX nikapcbknx 3acobis.

PO34YMHHICTb € BaXNMBUM YMHHUKOM AN Oyab-akol KoMNo3uUii, NpuaHadveHo! Ans nepopanbHoro BeedeHHs. OgHak,
Npu CTBOPEHHI KOMMo3uuii cnig BpaxoByBaTW HEOOXIOHICTb BUKOPUCTAHHS €EKTUBHUX 3 E€KOHOMIYHOI TOYKU 30pYy
MeTomiB, AKi 4O3BOMAKTbL FOTYBATU LUMPOKY PO3MAITICTL fiKapchkux 3acobiB Ans nepopanbHOro BBEAEHHS, AKi €
CTabinbHMMK Y BIOHOWEHHI iX isioxiMivHUX XapakTepucTuk. Kpim Toro, HeobxigHo, Wo6 KOMMOHEHTW Oyab-sikol
KOMMo3unuii Nnerko niggaBanucs TEXHOMOrYHIN obpobui. Y gaHoMy BUHaxodi 3anpornoHoBaHuin cnocib edekTnBHOro 3
€KOHOMIYHOT TOYKM 30py BUPOOHMUTBA W OOpPoOKM CTabinbHUX Yy BiOHOWEHHI TX  isioXiMIMHUX XapakTepucTuk
nepopansHUX nikapCcbkux 3acobiB, ski MICTATb iHFiGiTOpu npoTeasn 3 Kriacy nNipaHOHIB, WO MalTb NigBULLEHY
GionoriyHy JOCTYNHICTb.

Cnonykn dcopmyn |, 1, 1l i IV, BkasaHi B gaHoMy onuci, HaBefeHi i 3asBneHi B [MixHapogHii 3asaBuUi Ha
nateHT NePCT/US95/05219] i ix MOxHa ogepxyBaTu BiOnoBigHO A0 MeTogiB, onucaHux y [MixHapogHin 3aasui Ha
nateHT NeWO 95/30670], 3MiCT AKMX BKIHOYEHUIA B AaHUIA ONWUC NOBHICTIO SK nocunaHHs. MNoHaTTs "iHriGiTop npoTeasmn 3
Kracy nipaHoHiB" o3Haqae Oyab-aky cnonyky cdopmyn I, I, i IV, aka mae 3gaTHicTb iHribyBaTi peTpoBipycHy npoTeasy.

[MoHATTA camoeMynbryBarnibHa KOMMO3WLia 3a A4aHUM BMHAXOAOM CTOCYETbCS KOMMO3WLil, sika MICTUTbL iHriGiTop
npoTeasn 3 Knacy nipaHoHiB, ninodinbHy dasy, rigpodineHy dasy, Ska NepeBaXkHO BKII0Yae MNoslieTUNeHrnikon, ogHy
abo pekinbka cdapmaueBTUHYHO MPUAHATHUX NOBEPXHEBO-AKTUBHUX PEYOBMH i OCHOBHWUWA aMiH y kinbkocTi Big 0,1 go
npubnusHo 10% y nepepaxyHky Ha Macy Bciel komnosuuil. MoHATTA "camoeMyrnbryBanbHa Komnosuuia" osHaqae
KOHLIEHTPOBaAHY KOMMNO3ULito, 30aTHY YyTBOPOBATU eMynbCil abo MiKpoeMyrbCii Npu 3MillyBaHHI 3 4OCTATHBO KiNbKICTHO
BoOoHUX cepepoBul. Emynbcii abo mikpoemynbcii, Ski ogepXytoTb 3rigHO i3 AaHUM BMHAXOOAOM, SIBMsOTb Cobo
PO34MHKN, AKi MICTATb rigpodinbHy dasdy i ninoginbHy dasy. MikpoeMynbCii XapakTepuayloTbCsl TakoX CBOEID
TepModnHaMivHow cTabinbHICTIo | Manum cepeHiM po3MipoM Kpanenb, Lo, AK NpaBuUio, CTaHOBUTE MeHLLUE NpuBnnaHo
0,15MKM.

MoHATTA "OCHOBHWMI amiH' o3Ha4ae (HWxd.)ankinamiHv, Taki, Hanpuknag, sK eTaHonamiH, AieTaHonamiH,
TpueTaHonamiH, gMmMeTunamiHoeTaHon, Tpuc(rigpokcumeTun)amiHomeTaH abo eTwuneHgiamiH; NoxigHi YeTBEepPTUHHOrO
aMOHilo, Taki, Hanpuknag, AK FAPOKCUA XOriHy; | OCHOBHI aMiHOKMCNOTW, Taki, Hanpuknag, sk apriHid, nisuH abo
ryaHiguH. MNepeBaxHUM (HUXY.)ankinamiHoM € gumeTunamiHoeTaHon abo Tpuc(rigpokCMmMeTu)aMmiHoOMeTaH.

MoHsaTTa  "dpapmaueBTUYHO MNPUAHATHA NOBEPXHEBO-AKTUBHA pPEYOBMHA" CTOCYETbCA  HEIOHOreHUX
NOBEPXHEBO-aKTUBHMUX PEYOBUH, BKMtoYatoun noniokeun(40)-rigporeHizoBaHy pULUHOBY Onito, WO MNOCTA4aeTbca B
npogax cepeq iHworo nig ToBapHUM 3Hakom Cremophor RH40; noniokcun(35)-puunHoBy onito, sika nocTavaeTbcs B
npogaxk cepen iHWoro nig ToBapHuM 3Hakom Cremophor EL abo Cremophor EL-P (cdipma BASF Corp.); nonicopbatu;
Solutol HS-15, Tagat TO, nemikonb 6-oneat, noMioOKCieTUNEHCTeapaTk, HacU4eHi  NONirnikonisoBaHi
KanpuroBi-kanpuHOBI riLepuau, Wo nocTavalTbCa B Npogak cepen iHWOoro nig toBapHWM 3Hakom Labrasol (dipma
Gattefosse, BectByn, wrat Hbto-[xepci); HacuyeHi nonirnikonisoBaHi rmiyepvan; abo norokcamepu, nNpu4omy BCi
cnonyku € B npogaxy. [NepeBaxHo NOBEPXHEBO-aKTUBHOK pevoBuHo € Cremophor EL.

MoHaTTa "ninodinbHMIA KOMNOHeHT" abo "ninodinbHa dasa” Bknovae Oyab-aKy KinbKICTb KOMMNOHEHTIB, siki MaloTb
XapakTepHi Ona ninigiB  BNacTMBOCTI i BUCOKY PO3YMHHICTIO B ninigax, i BOHO CTOCYeTbCA Tpurniyepugis
KanpuroBoi/kanpuHOBOI KACMIOTK, O NOCTa4yaloTbCa B Npoaa cepeq iHworo nig toBapHum 3Hakom Captex 300 (dipma
Abitec, Konymbyc, wrat Oraiio), npogyktam TpaHceTepudikauii kictodkoBoi onii i MNEI (abo HeHacumyeHux
nonirnikonisoBaHux rniluepuais, AKi ooepXylTb LUMAXOM YacTKOBOrO arkorosisy kictroukoBoi abpukocoBoi onii, sika
MiCTUTE rniyepuamn i cknagHi edipn MEN), BigoMux, cepen iHWworo, nig ToBapHum 3Hakom Labrafil M 1944 CS (dipma
Gattefosse, BectByn, wrtat Hbto-[Kepci); MOHO- i gurniuepnan KanpuroBoi/KanpuHOBOI KACMOTU B MMiLEPUHI, LWo
nocTa4atoTbCa B NPOAaXK cepeq iHWOro nig ToBapHMMK 3Hakamn Capmul MCM (cdipma Abitec, Konymbyc, wrat Oraiio);
i dpakuioHoBaHa onis (Taka sk kokocoBa onif), WO MICTUTb Tpurniyepuanm KanpunoBoi/kanpuHOBOT KUCAOT, WO
nocra4aeTbCca B Npoaax cepep iHWOro nig ToBapHumM 3HakoM Miglyol 812.

MoHsaTTa "MoHorniuepna" o3Hadae edip KUPHOI KUCMOTU | MMiLepuHy, SKUA Mae CTPYKTYPHY GopMyry
HOCH ,-CH(OH)-CH»(0,CR) abo HOCH,-CH(O,CR)-CH,OH, ae R o3Hayae MoHOHacu4eHy abo guHacuyeHy ankinbHy
rpyny, Aka Hece Big 8 go 10 atomiB Byrneuto. MoHATTA "gurniuepua” o3Havae edip KMPHOI KUCMOTU i rriuepuHy,
AKMIA Mae CTpYKTYpHY copmyny HOCH,-CH(O,CR) -CH5(O,CR)- abo (RCO,)CH,-CH(OH)-CH,(O,CR), e R o3Havae
MOHOHacu4eHy abo puHacuyeHy arnkinbHy rpyny, sika Hece Big 8 go 10 aTtomie Byrneyw. Cymiw gurniyepugy i
MOHOTMILEPMAY MOXHa OOEpKyBaTU LUMAXOM 3MillyBaHHs Yy BignoBigHIA nponopuil oTpMMaHux okpemMo gurniuepuay i
MoHorniyepmay i/abo Wnaxom 4acTKoBoOro rigponisy Tpurniyepuay, abo 3a gonoMoroto peakuil TpaHceTepudikalii
Tpurniuepwuaie, gurniuepuais i3 rniyepuHom.

MonieTunenrnikons abo ME o3Havae nonimep, akMi Mmae 3aranbHy dopmyny HOCH 5(CH5)CH,),CH-OH, ne m
O3Ha4ae cepenHIo KiNbKIiCTb OKCieTMNeHoBUX NaHoK. Yuncrno, BkasaHe nicnga MNEIN, o3Ha4ae cepeqHo MOMeKynapHy macy
nonimepy. NEI noctavaeTbcs B npogax pisHMMK chipmamu, y Tomy ducni pipmoto Union Carbide Corp.

Y Hanbinblw nepeBaxHii koMMNo3uWuii 3a JaHUM BUHaxXodoM, fika MICTUTb cnonyky dopmynu IV (TunpaHasip),
BMKOPWUCTOBYETLCS CaMoeMyrnbryBanbHWUIA Hocih Ha ocHoBi ME, akuin micTute Big npubnuaHo 10 go npubnuano 40%
MEI 400 (6inbwe nepeBaxHo Big npubnuaHo 15 go npubnusHo 30% ME 400), Big npnbnuaro 20 ao npubnusHo 60%
Cremophor EL (6inbw nepeaxHo Big npubnuano 35 go npubnusHo 50% Cremophor EL), Bim npmbnusHo 5 go
npubnmaHo 35% Capmul MCM (6inblw nepeBaxHo Big npubnuaHo 7 go npmbnuaHo 15% Capmul MCM) i Big npubnmsHo
0,1 go npnbnnaHo 10% OCHOBHOIO amiHy.
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Cnig 3a3HaunTK, WO 3ararbHONPUWHATI camoeMysbryBanbHi komnosuuii iHribiTopiB npoTeasn 3 knacy nipaHoHIB,
AaKi MICTATb nponineHrnikone i/abo cnupT, y BUMS4 M'SKUX KenaTUHOBMX Kancyn nicns 36epiraHHa npoTsrom
NeBHOro nepiogy Yacy xapakTepuayoTbes Oinbll NOBINbHOK | MEHLL NOBHOK AWCMNEProBaHICTIO Y BOGHOMY CepenoBuLLi i
X PO3UYMHHICTE 3MEHLUYeTbCA NpUGNN3HO Ha 40% Y NOPIBHAHHI 3 PO3YMHHICTIO CBXKOMPUIOTOBaHWX komnosuuin. Cnig
333HaYNTM TakoX, Wo OGionoriyHa AOCTYNHICTE TakuxX fikapcbknx 3acobiB B opraHiami fMOAMHW HUXYeE, HiXK BUXIOHOro
PO34YMHY TaKOro X ckrady, SKUM 3anoBHIOTb KenaTUHOBI kancynu, GeanocepenHbo nepen X BBedeHHsM. Byrno
BUCYHYTE NpUNyLLEHHS, WO Ui 9BULLA 3YMOBIEHI TUM, O PO3YUHHUK MPOHMKAE B Kancyny.

ByB npoBegeHUN nepwuii LUK OOCHIMKeHb, CMPSIMOBaHWX Ha 3MiHYy CKragy >eraTMHOBOI Kamncynum 3 MeTol
3anobiraHHA MPOHWKHEHHST PO3YMHHUKIB 3 eMynbryBanbHoi koMmnos3uuii B kancyny. Lli cnpobu He manu ycnixy. Micns
Uporo 6ynu npoBeneHi AOCNIMQKEHHA 3 METOK BU3HAYEHHS, YN MOXXHA NPONINEHrNIKOmMb i CNUpT, SKi BUKOPUCTOBYIOTHCSA
AIK PO3YNHHKKN Y 3aCTOCOBYBaHWX Ha AaHWI Yac KOMMNO3MLiSX, 3aMiHATU MOBHICTIO 860 YacTKOBO iHLUMM PO3HYMHHMKOM.

Onsa cuctem, aki MICTATb pisHi ninodineHi dasn, rigpodinbHi asn i NoBepXHEBO-aKTUBHI peqoBMHKU, Oynn
nobymoeaHi ¢asosi giarpamn MikpoeMynbCiin. Ha oCHOBi 4uMcrneHHWX focnigkeHb Oyno BCTAHOBMEHO, WO MNEBHi
iHriGiTOpM nNpoTeasn 3 knacy MipaHOHIB, BKOYaloYM TUMpPaHaBip, PO3YUHHI B NONIETUNEHTMIKONAX i3 CepeaHbOoLo
MOSIEKYNAPHOIO Macolo, sika 3HaxoAWTbCA Yy MNEBHOMY fianas3oHi, i X MOXHa 3acTocoByBaTW ANA 3aMiHW
NponineHrnikono i eTaHony, SKki BUKOPUCTOBYIOTHCS Y 3BUHAMHUX MIKPOEMYIBbCIMHUX KOMMO3WLIAX TaKWX fikapCbhKux
3acobiB.

Ha ®ir.1 nokasaHa giarpama MikpoemMynbcii, aka mictute Cremophor EL ik noBepxHeBo-akTUBHY pedoBuHy, Capmul
MCM sk ninodineHy casy i nponineHrnikonb, SKMA BMKOPUCTOBYETHCA Y 3BMYAWHMX KOMMO3WLIAX, WO MICTATb
iHriGiTOpM npoTeasn 3 Knacy nipaHoHiB, K rigpodinbHy dasy, nobynoBaHa y BUMMAAI 3aneXHOCTi Big PisHMX
B3aEMHMX CNiBBIOHOLIEHb KOHLUEHTpAaUil BKasaHWX cnonyk. HaeegeHi gadi ceigyaTb nNpo Te, WO NpY BUKOPWUCTaHHI
BKa3aHWX KOMIMOHEHTIB MOXHa ofepxXyBaTu cTabiflbHy eMynbCilo B LIMPOKOMY AianasoHi KOHLEHTpauin KOXHoro 3
KOMMOHeHTIB. OfHaK, OCKINIbKM NPOMiNeHrnikonb PO3YMHHUIA Y Kancyri, sika MICTUTb KOMMO3ULi0, TO MOSIOXKEHHS TOYKM,
WO XapaKkTepusye Komnosuuito, Ha ¢asoBili giarpami Mo)ke iCTOTHO 3MIHIOBATUCS 3 4YacoM 3aneXxHo Bid KiNbKOCTI
nponineHrnikonto, Wo BuAinunaca 3 emynbcii. ToMy 3 4acoM MOXe 3Ha4YHO 3MIHIOBATUCA PO3YMHHICTE NiKapCbKoro
3acoby, SKMI NPUCYTHINA Yy KOMMO3NULiT

Ha ®ir.2 nokasaHa chazoBa giarpama MikpoemMynbecii, aka MictTute Cremophor EL Sk noBepXHEeBO-aKTUBHY Pe4HOBUHY,
Capmul MCM sk ninodinbHy dasy i MEM-400 sk rigpodinsHy dasy, Takox nobyaoBaHa y BUMMAAI 3anexHoOCTi Big
Pi3HMX B3AEMHUX CRIBBIiOHOLWIEHb KOHLEHTpaUid BkasaHuxX cnonyk. MoxHa BBaxkaTtu, Wo asoBa Adiarpama nns
koMnoauuii, ska mictute MEM-400 (a He nponineHrikonb sk Ha dir.1), € nogibHoto Jo fdiarpamun, HaBeaeHoi Ha Pir.1.

Pesynbtat gocnigkeHb, po3novaTux 3 METOK BU3HAYEHHS BMMMBY NiNodinbHOT thasn Ha ¢asoBy cTabinbHIcTb
Mikpoemynbcii, npeacTtaBneHi Ha @ir.2, Oo03BOMAKTL MNPUNYCTUTK, WO MNEepeBaXHol € ninodinbHa ¢asa, aka
npegcTaense cobolo cymill MOHO- i AMrniuepuaiB i3 cepeaHbolo AOBXKMHOK NaHutora, Takux, siki npucyTHi B Capmul
MCM. Ha ©ir.3 nokasaHa c¢asoBa giarpama MikpoeMynbcil, ska MicTuTe Cremophor EL sk noBepxHeBO-akTUBHY
pedoBuHy, MEM 400 sk rigpodinbHy asy i Labrafil-M-1944 CS ak ninodinbHy a3y, nobygoBaHa y BUrmagi
3aneXHoCTi BiO PisHWX B3@EMHMX CMIBBIOHOWEHb KOHLEHTpaUuin BkasaHux crnonyk. Labrafil-M-1944 gaensie coboto
npoaykT TpaHceTepudikauii kictodkoBoi onii i lMEIN, a came HeHacuyeHi nonirnikonisoBaHi rniyepuaun, oTpumaH
4acTKOBMM rigpornisoM abpukocoBOl KiCTOYKOBOI onii, Aka MicTUTb rniuepuan, i cknagHux edipis MEF. TMpu
pocnigkeHHi ctabinbHOCTi MiKpoeMynbCii B LUMPOKOMY AianasoHi KOHUEHTpauii KOMNOHEHTIB Oyrno BCTaHOBMEHO, WO
BOHa Mae Micle B Oinbll By3bKOMY AianasoHi, HiXX Ans MiKpoeMyrnbCilHOI cucTemun, npeactaeneHol Ha dir.2, y skin
aK ninodginbHa ¢asa Bukopuctoyetbcs Capmul MCM. Capmul MCM sBnsie coboto cymill MoHO- | gurniyepuais
KanpunoBoi/KanpuUHOBOT KACIOTK B MiLepuHi.

[Mpn BUKOPUCTaHHI SIK NOBEPXHEBO-aKTUBHOT pevoBuHK Labrasol samicte Cremophor EL 6yno BusiBneHo HeBenvke
30inbleHHa cTabinbHOCTI Mikpoemynbcii, giarpama sikoi HaBegeHa Ha dir.2. Ha ®ir.4 nokasaHa ¢pasosa giarpama
MikpoemynbCii, aka MicTUTb Labrasol ak noBepxHeBo-akTuBHY pedoBuHy, MNEM 400 ak rigpodineHy dasy i Capmul MCM
AK ninoginbHy ¢asy, nobyaoBaHa y BUMMAAI 3aneXHOCTI Bif pisHMX B3aEMHUX CMiBBIAHOLWEHb KOHLEHTpaLii BKasaHUX
cnonyk. Xoua 3actocyBaHHsi Labrasol nigsuiye ctabinbHictb, Labrasol mae Hemonik, NoB'A3aHUi 3 TUM, WO AoTenep
He BMBYeHa Ha niogax noro 6esneka npu TpMBanomy 3acTOCyBaHHI NepoparisHUM LUMASAXOM.

Ha ®ir.5 nokasaHuin rpadgik po3dMHEHHs in vitro TunpaHaBipy 3 ABOX CaMOEMYySbryBanbHUX KOMMO3WLiN,
npeacTaBneHnx Hwx4e B Tabnuuyi 1 i Tabnuuyi 2. Komnoauuis, npeacrtaeneHa B Tabnuui 2, BigpisHaeTbcs BiA
komMno3uuil, npeactaeneHoi B Tabnuui 1, TMM, WO 3aMicTb CNUPTY | NponineHrnikonto B Hi BukopuctoByeTbes MEM 400.

Tabnuug 1
KomnoHeHT Kinbkictb [Mac.%
TunpaHasip 250 25
cnunpt 100 10
nponineHrnikons 73 73
Cremophor EL 455 455
Capmul MCM 75 75
TpomeTamiH USP (dpapmakones CLUA) 15 1,5
ouulleHa Boga USP 30 3,0
nponinranat 2 0,2
M'ska xenaTuHoBa karncyna - -
Beboro 1000 100
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Tabnuua 2
KomnoHeHT Kinbkicts |Mac.%
TunpaHasip 250 25
MET 400 173 17,3
Cremophor EL 455 455
Capmul MCM 75 75
TpomeTamiH USP 15 1,5
ouvlleHa Boga USP 30 3,0
nponinranat 2 0,2
M'ska KenaTuHoBa kancyna - -
Beboro 1000 100

Y pocnigax in vitro ©yno BCTAHOBMEHO, WO PO34YMHHICTL KOMMO3uULii, nNpeacTaBreHoi B Tabnuui 2 (y akin sk
rigpominNbEHUIA PO3HUHHKUK BUKopucToByeTbes MEM 400 3amicTb cnupTy i nponineHrnikonto, Aki BXoAsaTb A0 cknagy
koMnosauuii, npeacraesneHoi B Tabnuyi 1), NPakTU4YHO iOEHTWMYHA OO PO34YMHHOCTI KOMMNo3wuuii, npeacrtaeneHol B
Tabnuui 1 y Tomy BMNagKy, KONMM Takol KOMMO3ULUIE TiNMbKW WO 3anOBHIOTL M'SKi XXenaTUHOBI kancynu. 3 iHworo
OoKy, 6yno BCTaAHOBMEHO, O Yac po34MHHOCTI in vitro koMnoswuuii, npeacTaBneHoi B Tabnuui 2, iCTOTHO MeHLe, Hix
koMnosuuii, npegcrtaeBneHoi B Tabnuui 1, aAKwWo komnosuuito, npegcraernieHy B Tabnuui 1, 30epirann B M'AKMX
KenaTUHOBKX Kancynax y xonogunbHuky npu 4°C npotsarom 14 micauyis.

Byno BcTaHoBReHO, WO caMoeMyrbryBanbHa KOMMO3WUisi, NpeacTaBneHa B Tabnuui 2, Mae fayxe BUCOKY
CTabinbHICTb NpW  KiIMHATHIA TemnepaTypi, a TakoX MNpW OXONOAXKEHHI, npu 30epiraHHi B rigpodineHUx abo
NiNogiNbHUX M'AKUX XenaTUHOBUX Kancyrnax y 3anedataHux nig Bakyymom nyxupusax 3 MNMEBIT (nonietuneH Bucokol
ryCTUHMK).

Ha ®ir.6 nokasaHuin rpadik po34MHEHHS in vitro TunpaHaBipy 3 koMMno3uuii, cknag Akoi npeacTtaeneHwin Tabnuui
2, po3TalloBaHoi B rigpodinbHUX M'AKMX XenaTUHOBMX Kancynax, WO 3Haxogwunacs B 3anevataHux nig BakyyMom
nyxupuax 3 MEBI, nicns 36epiraHHa NpoTAroM pisHUX MepiofiB Yacy npu pisHUX TemnepaTtypax i/abo 3HaueHHAX
BiQHOCHOT Boforocti. Yci Tpu KOMNoO3wuuii, pesynbTaTu AOCAiKEeHb AKX NpeactaBreHi Ha rpadiky, a came
koMno3auuis, aky 36epiranu npotarom 3 micauis npu 5°C, komnoanuuis, siky abepiranu npu KiMHaTHIn Temnepatypi (25°C)
npotarom 3 MicaliB npu BigHocHin Bonorocti 60%, i komnosuuisa, aky 36epiranu npu 30 °C npoTtarom 3 micauiB i
BiOHOCHI BonorocTi 70%, Manu NpakTUYHO iAeHTUYHI Npodini pO34YNHHOCTI.

Ha ®ir.7 nokasaHuin rpadik po34MHEHHs in vitro TunpaHaBipy 3 komnosuuii, cknag siKkoi npeacTtaeneHwin Tabnuui
2, poaTalloBaHo! B NiNoginbHiA M'AKil enaTuHOBIW kancyni, nicns 36epiraHHA NPOTATOM PisHUX nepiogis 4Yacy npu
pisHMX TemnepaTypax i/abo 3HauYeHHAX BigHOCHOI BororocTi. BugHo, Wo HaBedeHi rpadikyn npakTUYHO iOeHTUYHI Ao
rpadoikiB, OTpUMaHUX ONA KOMMO3MLUil, po3TaloBaHoi B rigpodinibHUX M'SKMX KenaTUHOBMX Kancynax. Komnosuuis,
npeacTaeBneHa B Tabnuui 2, posTalloBaHa B MiNOMINBHUX M'SKMX KEMaTUHOBWUX Kancynax, marna OyXe BUCOKY
CTabinbHICTb NPoginto PO3YNHHOCTI Npy 30epiraHHi B 3anevaTaHmx nig Bakyymom nyxupuax 3 NEBI npoTsarom 3 micauis
npu 5°C abo npu 30°C npw BigHocHiI BonorocTi 70%.

Mpuknag 1 - OgepxxaHHs CECBI1-komnoauuii Ha ocHogi IMNMETT, ska MiCTUTE TUNpaHaeip

Y amiwyBad BHocunu 455mr Cremophor EL, 75mr Capmul MCM i 173mr MEI 400 i 3amiwyBany oguH 3 O4HUM
(70006/xB), pogato4m Npu LboMy 2Mr nponinranaTy sk aHTMoKcuaaHTa. 3MillyBaHHS NpodoBXKyBanu OOTU, MOKU PO3YUH
He cTaBaB Npo3opuM, nicns Yoro gogasanu 15mr Tpuc (nonepegHbO po3vMHEHOro y BoAi B criBBigHOWeEHHI 1:2). Micns
[oOaBaHHS TunpaHaBipy (250Mr) 4O po3yMHY 3MilLyBaHHS MPOOOBXKYBanNuM Npu BUCOKIKA wBmakocTi (160006/xB). Micna
MOBHOIO PO34YMHEHHS TUMNpPaHaBipy NpoLec 3MillyBaHHA NPUIUHANN | PO3YMHY AaBan BUCTOATUCA ANA AerasyBaHHs.

Mpuknag 2 - BionoriyHa JOCTYMHICTE camoeMyrnbryBarbHOT komnosunuii Ha ocHoBi MNEI, aka MICTUTb TUnNpaHasip

[nsa BMBYeHHs in vivo BionoriYHoT AOCTYNHOCTI Npu nepoparibHOMYy BBeOeHHi BUKOpUCTOBYBanu ncie nopoau birnb.
Komnoauuito Ha ocHosi MEI, sika MiCTUTb TUNpaHaBip, NpeacTaBneHy B Tabnuui 2, nicna BHECEHHS B M'SIKi XKenaTuHOBI
Kancynu nopiBHOBanu B gocrigax Ha cobakax 3 KoMnosuLieto, sika MICTUTb NponineHrnikonb/eTaHor, NpeacTaBneHo B
Tabnuui 1. Byno BcTaHoBneHo, Wo HionoriYHa AOCTYNHICTL 060X KOMNO3ULIN € OQHAKOBOK 3 NOMMAAy CTaTUCTUKU,

Bynu npoBeneHi goaaTkoBi QOCMimMXKEHHs cTabinbHOCTI komMno3uuii, NnpeacTaeneHol B Tabnuyi 2, po3TalwoBaHol B
CTaHOApPTHUX M'AKMX XernaTUHOBKX Kancynax. PeaynbTaTv LUuX AocnimkeHb cBigyaTh Npo Te, Wo KOMMo3uuisa 3a faHuM
BUHaXOOOM MICTUTb MEHLLY KinbKicTb SOMILLIOK i, O4EBMAHO, Y pesynbTaTi Uboro € 6inbll cTabinbHo, HiXk KoMmnosunuis,
npeacTtaeneHa B Tabnuui 1, y TOMy BMNagKy, SKLWO BOHU 3HAXOAATHCS B CTAHOAPTHUX M'SKUX XenaTUHOBUX Kancynax.
Kpim Toro, 6yrno BCTaHOBMEHO, WO M'AKi XXenaTUHOBI Kancynu, siki MiICTATb camoeMynbryBanbHy KOMNO3WLilo 3a AaHum
BMHAxXo4oM, He cTaloTb NUNKUMK nicnsi 36epiraHHa npoTarom wectun micaudis npu 30°C i BigHocHiIW BonorocTi 70%.

Xo4a BUHaxXig onncaHuii 3 NOCUNAHHSAM Ha NepeBakHi BapiaHTU 30incHeHHs, dhaxiBUSM Yy AaHil ranysi NnoBUHHO ByTu
OYEeBUOHO, WO MOXHa 34ilcHIOBAaTKU pisHi aMiHW i/abo mogwudikauii BuHaxogy 6e3 BigxuneHHs Big cyTi Ta obcary
BMHaxody, ki BM3HA4alOTbCA HaBEOEHOK HWxk4e OopMyrol BUHaxody. YCi MpouMToBaHi OOKYMEHTU BKITHOYEHI
MOBHICTIO B JA@HWIN ONWNC AK NOCUIaHHS.

®opmyrna BMHaxony

1. ®apmaLeBTUYHa KOMMNO3WLiA, AKa MICTUTb MeHwe Hixx 0,5% cnupTy i nponineHrnikonio abo ofHiei 3 3a3HadveHnx
cnonyk abo x koMGiHaLii, ska MiCTUTb:
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(a) nipaHoH popmynm | ik areHT, AKMin Mae hapMaLeBTUYHY aKTUBHICTb

OH REi copmyna |,

Ae R, os3Hayae H-; R, o3Havae Cj-Cgankin, odeHin(CHy)-, het-SO,NH-(CH),-, umknonponin(CH,)s-,
F-peHin(CHy)o-, het-SO,NH-deHin- abo FzC-(CH5),-; abo Ry i R, pazom o3HavaloTb NOABIMHWI 3B'A30K; R;  03Hadae
R4-(CH5),-CH(Rs5)-, H3C-[O(CH>5)5]o-CHo-, C3-Cgankin, eHin(CHo),-, het-SO,NH-(CH5)o-,
(HOCH)3C-NH-C(0)-NH-(CH 5)3-, (HO5C)(HoN)CH-(CH5)5-C(0)-NH-(CH5)3-, ninepasun-1-in-C(O)-NH-(CHs)s;, HO3
S(CH5)5-N(CH3)-C(0)-(CH5)6-C(0O)-NH-(CH5)s-, uukronponin(CHs),-, F-deHin-(CHs)o-, het-SO, NH-cbenin  abo
F3C-(CH5)o-; n popieHioe 0, 1 abo 2; R4 o3Havae deHin, het, unknonponin, H3C-[O(CH5),)o-, het-SO,NH-, Br-, Na- abo
HO2S(CHy)o-N(CH3)-C(0O)-(CH5)5-C(O)-NH-; R5 o3Ha4ae -CH,-CH3 abo -CHy-yuknonponin; Rg o3Hadae uwuknonponin,
CH3-CH,- abo 7per-6ytun; R; o3Hadae -NRgSOs-het, -NRgSO,-theHin, Heobop'sskoBo 3amiweHun R g,
-CH,-SO4-theHin, Heobor'askoBo 3amijeHuin Rg abo -CH,-SO5-het; Ry o3Havae —H abo -CHj3; Rg o3Havae -CN, -F,
-OH abo -NO,; ge het osHavae 5-, 6- abo 7-uneHHe HacuyeHe abo HeHacuyeHe kinbue, sike MicTUTbL 1-3
retepoaToMu, BUOPaHi i3 rpynu, sika cKnagaeTbCs 3 asoTy, KUCHIO i Cipku; i Bkrodae Byab-aky GiyuknivHy rpyny, y
akii Oyob-sike 3 BKasaHWX BULLE TEeTEPOLUMKNIYHUX Kinelub CKOHOEHCOBaHO 3 OeH30MbHUM Kinbuem abo iHWuM
reTepoLmKkriom, HeoboB'a3koBo 3amilleHnMm -CH 3, -CN, -OH, -C(O)OC,Hs5, -CF3, -NH, abo -C(O)-NH,; abo wnoro
hapMaLEBTUYHO NPUAHATHY Cinb;

(6) ogHy abo gekinbka dhapMaleBTUHHO NPUAHATHUX NOBEPXHEBO-aKTUBHUX PEYOBUH; i

(B) nonieTuneHrnikonb, KM Mae cepenHio MonekynspHy macy 6inbwe 300, ane meHwe 600, AK PO34YMHHUK.

2. ®apmaueBTMYHa KoMno3uuia 3a n. 1, aka MIiCTUTb cnonyky dopmMynm |y kinskocTi Big 1 Ao 40% y nepepaxyHky
Ha macy BCi€i KOMMo3uLil.

3. dapmaneBTMYHaA KOMMO3nLia 3a N. 1, sika OOAATKOBO MICTUTb OCHOBHUMIM amiH y kinbkocTi Big 0,1 go 10% y
nepepaxyHKy Ha mMacy BCi€i KoMNoauLii.

4. dapmaueBTMYHa KOMMNO3MLia 3a n. 3, 4e OCHOBHUI aMiH SBnse coboto (HUKY.)ankinamiH, OCHOBHY aMiHOKUCNOTY
abo rigpokcna, XoniHy.

5. ®GapmaleBTUYHA KOMMNo3uuis 3a n. 4, Ae (HWX4.)arnkinamiH BUOUpalTb i3 rpynu, sika BKMHOYaE: eTaHoMaMiH,
AieTaHonamiH, TpMeTaHonamiH, eTuneHaiamid, AuMeTunamiHoetaHon abo Tpuc(rigpokcumMeTnn)amiHoOMeTaH.

6. ®apmaueBTMYHaA komMno3uuia 3a n. 1, aka AogaTkoBO MICTUTb CyMill AWrniuepuay i MoHormniuepuaie y KinbkocTi
Bia 5 oo 35% y nepepaxyHKy Ha Macy Bciei koMnoaumuii.

7. dapmaneBTMYHa KOMMNO3ULiSA 3a N. 6, ge cymiw aurniyepuay i MoHorniuepuais saense coboto Capmul MCM.

8. ®apmaueBTUYHA KOMMO3UUia 3a n. 6, Ae gurniyepua i MoHorniyepuan sBnsTe coboto edipm MoHo- abo
ANHACUYEHNX XUPHUX KUCIOT i rilepuHy, ki MatoTb naHytor, Wwo Mictutb Big 8 Ao 10 aTomiB Byrnewto.

9. dapmaLeBTHYHa KOMMNo3nLisa 3a n. 1, ge nipaHoH dopmynu | aensie coboto cnonyky cdopmynu 1V:

dopmyna V.
oH M

F.C

10. ®apmaueBTU4HA KoMMoO3MLiA 3a N. 1, dka MICTUTb nonieTuneHrmnikons y KinbkocTi Big 10 go 40% vy
nepepaxyHKy Ha mMacy BCi€i KoMNoauLii.

11. ®apmauyeBTUYHa Komno3uuia 3a n. 10, oe nonieTuneHrnikons Mae cepenHilo MonekynsapHy macy 400.

12. ®apmaleBTUYHaA KOMNO3uLia 3a n. 1, ska MICTUTb NOBEPXHEBO-aKTUBHY PeYOBMHY NMPUCYTHA B KinbkocTi Big 20
Ao 60% y nepepaxyHKy Ha Macy Bci€l KoMNo3uLii.

13. ®dapmaueBTMYHaA KomMosuuis 3a n. 12, Oe NOBEPXHEBO-aKTMBHA peqoBMHA ABnsie coboto
noniokcun(40)-rigporeHizoBaHy puumHOBY onito, noniokeun(35)-puyunHoBy onito, Solutol HS-15, Tagat TO, nernikonb

13-

78689 C2

UA



v N

©898!.

[ARS

5

170

15

20

25

30

35

40

45

50

55

60

65

6-onear, nosniokcieTurneHcTeapaTtu, nonokcamepu, nosicopbatn abo Hacu4eHi nonirnikonisoBaxi rniuepnan.

14. dapmaueBTU4YHA Komnoauuia 3a n. 13, ge noniokcnn(35)-rinporeHisoBaHa puunHoBa onia aense coboto
Cremophor EL abo Cremophor EL-P.

15. ®apmaueBTMYHa KoMno3uuist 3a n. 1, gka mMicTUTb MeHwe Hixk 0,5% cnupTy i nponineHrnikonto abo ofHiei 3
3a3HadeHunx cnonyk abo ix kombGiHaLil, sika MiCTUTb:

(a) nipaHoH dopmynu [V

oH M

dopmyna IV

y KinbKkocTi BiA 1 Ao 40% y nepepaxyHKy Ha Macy BCi€i KoMno3uuii;
(6) ninodinbHy tasy, ska ctaHoBUTb Big 5 Ao 35% y nepepaxyHKy Ha Macy BCiei koMnoaunuii;

(B) nonieTuneHrnikonb i3 cepenHLO MonekynspHow Macow Ginblwe 300, ane meHwe 600, y kinbkocti Big 10 oo

40% y nepepaxyHKy Ha Macy Bci€l KOMNO3unLiT;

() noBepxXHeBO-aKTUBHY peqoBUHY, BWUGpaHy 3 Tpynu, dka BKIOYaE: MOMIOKCUNOBaHY PULMHOBY ofilo,

noniokcieTUNeHrniLepMHTPUPULMHONIeaT | HacMYeHUn nonirnikonisoBaHWA  KanpuioBU-KanpuHOBMIA  rRilyepua,
KinbkocTi Big 20 go 60% y nepepaxyHKy Ha mMacy BCi€i KOMNO3nLiT; i

y

(O) OCHOBHWIA amiH, BUOpaHWiA i3 rpynu, ska BKMoYae (HUXKY.)arkinamiH, OCHOBHY aMiHOKMCNnoTy abo rigpokcug

XOniHy, Aie BKa3aHU OCHOBHWUI aMiH NPUCYTHIN y kinbkocTi Big 0,1 fo 10% y nepepaxyHKy Ha Macy Bciel komnoauuii.
16. dapmaueBTMYHaA Kommosuuia 3a n. 15, ge ninoginbHa dhasa sBnse cobot cymilw gurniyepuais i
MOHormiyepuais.

17. ®apmaueBTU4YHaA kKomMno3uuia 3a n. 15, ge ninodginbHa dasa aense cobo cymiw aurnilepuaie i MoHorniuepuais

3 AOBXWHOM NnaHutora 8-10 atomiB Byrneyto.

18. ®apmaueBTMYHa KoMno3uuist 3a n. 1, gka MicTUTb MeHwe Hixx 0,5% cnupTy i nponineHrnikonto abo ofHiei 3

3a3HadeHunx cnonyk abo ix kombGiHaLil, sika MiCTUTb:
a) nipaHoH copmynu IV

dopmyna IV
oH M

F,C

y KinbkocTi Big 1 Ao 40% y nepepaxyHKy Ha Macy BCi€i KoMno3uuii;

(6) ninodpinbHy dhasy, BubpaHy i3 rpynu, ska Bkniodae: Capmul MCM, Labrafil M-1944 CS i Myglol-812 i ix

cyMili, ge ninodinbHa dasa npucyTHA B KinbkocTi Big 5 oo 35% y nepepaxyHKy Ha Macy BCi€i KOMNO3nLil;

(B) nonieTuneHrnikonb i3 cepenHLO MoNeKynspHow Macow binblwe 300, ane meHwe 600, y kinbkocti Big 10 oo

40% y nepepaxyHKy Ha Macy Bci€l KOMNO3uLiT;

() noBepxHeBO-aKTUBHY pe4oBUHY, BWUGpaHy 3 Tpynu, €dka BKIOYAE: MOMIOKCUNOBaHY PULMHOBY oOfilo,

noniokcieTuneHrniuepMHTpUpuLMHooneat i HacUYeHWn nonirnikonisoBaHWA  KanpunoBMn-KanpuHOBMIA  rAilyepua,
KinbkocTi Big 20 o 60% y nepepaxyHKy Ha Macy BCiel KoMno3uLii.
19. Komnoauuia 3a n. 18, Aka [oOaTKOBO MICTUTb OCHOBHWUIA amiH, BUOPaHUR i3 rpynu, sika BKro4ae

y

(HWx4.)ankinamiH, OCHOBHY aMmiHOKMCoTy abo rigpokcug XoniHy, e BKa3aHWA OCHOBHUI aMiH MPWUCYTHIA Yy KinbKOCTI

Big 0,1 o 10% y nepepaxyHKy Ha Macy BCi€l KOMNO3WnLiii.
20. Komnoauuisa 3a n. 18, ska 3HaxoauTbCs B PiaKi hopMi, AKOK MOXKHA 3anoBHIOBATU M'AKi enacTu4Hi kKancynu.
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21. Komnosuuis 3a n. 18, aka 3HaxoauTbca B pigkii popmi, sikolo MOXKHa 3anoBHIOBaTW TBepgi enatuHosi abo
HeKenaTUHOBI Kancynu.
22. ®apmaueBTUYHa KOMNO3uLisl, fka MICTUTb MeHLe Hixk 0,5% cnupTy i nponineHrnikonto abo ofgHiel 3 3a3HavYeHnX
5 cnonyk abo ix komGiHaUil, sika MiCTUTb:!
(a) nipaHoH chopMynu |l Sk areHT, Sk Mae hbapmaleBTUYHY akTUBHICTb

OH R1 ] copmyna Il,

170

15

R12

ae Ryo o3Havae H-, CH3O- abo CH3O-[(CH5),0ls-; Ry 03Hauae yuknonponin abo -CH,-CH(CH3)s; R4 03Hauae
20 -NR4480,-dheHin, Heobop'askoBo 3amijeHnii R 45, -NR480,-het, -CH,-SO,-denin, Heobos'askoBo samilieHnin R 45,
abo -CH,-SO5-het; R4z 03Havae -H, (CH5),-CH3, -CHo-umknonponin abo -CHo-deHin; R4, 03Havae —H abo -CHjz; Rysg
osHayae -CN, -F, -CHjz, -COOH abo -OH; het osHavae 5-, 6- abo 7-uneHHe Hacu4yeHe abo HeHacuyeHe Kinbue, sKe
MicTUTb 1-3 reTepoaTomu, BUOpaHi i3 rpynu, sika CKNagaeTbCsl 3 asoTy, KUCHI | cipku; i Bkntodae Oyob-siky
GiLukniyHy rpyny, y skii 6yab-aKke 3 BKaszaHWX BULLE reTepoLUKITiYHUX Kinelb CKOHOAEHCOBAHO 3 BeH30MbHUM KinbLem
25 @bo iHWWM reTepoLMKioM, HeoBoB'S3KOBO 3aMilleHnM 1-2 3aMiCHWKamu 3 rpynu, fka cknagaeTtbest 3 -CH 5, -CN,
-C(O)OC4H5 abo -OH; abo noro hapmaLeBTUHHO NPUINHATHY Cinb;

(6) ogHy abo gekinbka hapMaleBTUHHO NPUAHATHUX NOBEPXHEBO-aKTUBHUX PEHOBUH; i

(B) nonieTuneHrnikonb, KA Mae cepenHio MornekynspHy Macy binbwe 300, ane meHwe 600, K pO34YMHHKK.

23. ®apmaueBTU4HA KOMNO3WUid 3a M. 22, gKka MIiCTUTb cnonyky dopmynu |l y kinbkocti Bia 1 Ao 40% y

3p TNepepaxyHKy Ha mMacy Bciel koMmnosuuyii.

24. ®apmaueBTUYHA KOMNO3WLis 3a n. 22, ska JoOaTKOBO MICTUTb OCHOBHMI aMiH y KinbkocTi Big 0,1 no 10% y
nepepaxyHKy Ha mMacy BCi€i kKoMnoauuii.

25. dapmayeBTUYHA KoMMo3uuis 3a n. 24, Oe OCHOBHMI aMiH siBnsie coboto (HWKY.)ankinamiH, OCHOBHY
amiHokmcnoTy abo rigpoKcug XoriHy.

35 26. ®apmaueBTUYHA KoMNo3uuis 3a n. 25, ge (HwxkdY.)ankinamiH BubupatoTb i3 rpynu, sika BKIOYae: eTaHoMaMiH,
AieTaHonamiH, TpueTaHonamiH, eTuneHaiamMiH, AuMeTunamiHoeTaHon abo Tpuc(rigpokcuMeTnn)amiHOMETaH.

27. ®apmaueBTUYHA KOMNO3WULiA 3a N. 22, gka AoAaTkoBO MICTUTb Cymiw Aurniyepuay i MoHorniuepugie y
KinbkocTi Big 5 Ao 35% y nepepaxyHKy Ha Macy BCi€l KOMNO3uLil.

28. dapmaLeBTMYHa KOMMNO3nLisa 3a n. 27, ae cymiw aurnidepuay i MoHorniyepugie ssnsie co6oto Capmul MCM.

40 29. dapmaueBTMYHa koMno3uuis 3a n. 27, ge aumiyepud i MoHorniuepuan sBnaoTs cobok edipy MoHo- abo
ANHACUYEHNX XUPHUX KUCIOT i rilepuHy, Ski MatoTb naHytor, Wwo Mictute Big 8 oo 10 aTomiB Byrnewto.

30. ®dapmaueBTUHHA KOMMO3ULIA 3a N. 22, AKa MICTMTb nonieTuneHrnikons Yy kinbkocti Big 10 go 40% vy
nepepaxyHKy Ha mMacy BCi€i KOMNoauLyii.

31. ®apmayeBTUYHa komnoauuis 3a n. 30, Ae nonieTUneHrnikone Mae cepegHio MonekynapHy macy 400.

45 32. ®apmaueBTUYHA KOMMNO3MLIA 3a M. 22, AKa MICTUTb NOBEPXHEBO-aKTMBHY PEYOBUHY B KinbkocTi Big 20 go 60%
y nepepaxyHKy Ha mMacy BCi€i KOMNo3uuii.

33. ®apmaueBTM4YHa KOMMoauuis 3a n. 32, Ae NOBEpPXHEeBO-aKTWBHA pevoBMHa $Bnsie coboto
noniokcun(40)-rigporeHizoBaHy puumHOBY onito, noniokeun(35)-puyunHoBy onito, Solutol HS-15, Tagat TO, nernikonb
6-onear, noniokcieTureHcTeapaTt, nonokcamepi, nosicopbatn abo Hacu4eHi nonirnikonisoBaxi rniuepnan.

50 34. dapmaueBTMdHa koMnosuuis 3a n. 33, ge noniokeun(35)-rigporeHisoBaHa puLMHOBa oflisi siBNsie coboto
Cremophor EL abo Cremophor EL-P.

55

60

65
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OdbiliiHnii GroneteHb "lMpomucnoaBa BracHicTe". KHura 1 "BuHaxogn, kopucHi mogeni, Tonorpadii iHTerpansHux
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