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IanrenoTunuunplii HHrHGUTOP Geka NSSA Bupyca renatura C

Ob6macTh TeXHHKH
Hacrosmee uso6perenye OTHOCHTCA K HOBBIM IIaHT€HOTHITHYHBIM HHTHOHTOpaM Gelka
NS5A Bupyca renarura C (BI'C), hapmanerTiyeckas KOMIO3HIHS 4 COCO0aM HX TIOTyISHHS

H IpANMEHCHAA.

HpenmecrBylommuii ypoBeHbL TEXHHKH

Undeknnonnoe 3abonesanue renatut C, Be13BanHOe BI'C, oTHOCHTCS K ynciy HaubGonee
PacIpoCTpaHEHHBIX 3a00/IEBaHMi IEUEHH U IIHPOKO PAacIPOCTPAHEHO BO BeeM MHpe. COrIacHo
€XETONHBIM oT4YeTaM BcemupHOM opranmsammu 3apaBooxpanenms (BO3) 6Gomee 130-150
MHJUTHOHOB YeNIOBeK MHQUIHpoBaHE! H Gosee 350—500 ThICAY yMMPaIOT OT cBsisaHHBIX ¢ BI'C
3aboneBannii newenn [WHO fact sheet NO 164. Hepatitis C; World Health
Organization: Geneva, updated July 201 3;http://www.who.int/mediacentre/factsheets/fs164/en/].
B coorBerctBuM cO cTaTHCTHYeCKOH oLeHKoH IleHTpOB mO KOHTPOMIO u npoduIaKTHKE
3aboneBanu# B CILIA npuMepHO 3,2 MUILTHOHA YETTOBEK CTPAAIOT XpOHHYECKOH (HopMoOit 3TOrO
3abonesanns [Hepatitis C. Information for Health Professionals; Centers for Disease Control:
Atlanta; http://www.cdc.gov/hepatitis/hcv/#]. OcTpble cTaguu 3a60NeBaHAS YacTO HAGIONAIOTCS
TI0CJIE JUTHTEbHBIX U 6€CCHMITOMHEIX nepruonoB. [Ipumepro 75-85% BHOBD HHOHUIHUPOBAHHBIX
JIFOJICH CTaHOBATCS XPOHHYECKH HHOHUUMpOBaHHBIMH. CpelH 5THX manueHToB 60—70% 6ynyr
CTpajaTh XPOHUYECKHM 3aboseBaHneM neueH. B 5—20% ciydaeB amarHOCTHpYIOTCS HUppO3
HJIA pak IE€YeHH, NpuBoAsimue B 1-5% ciyyaeB k jetansHOMy Mcxony. HeyIoMBHTENBHO, UTO
BI'C siBsieTcs HauGonee JacTbiM [OKa3aHUEM JUIS TPAHCIUIAHTALMH [IEYCHH [Germani, G. et al.
HCV in liver transplantation. Semin. Immunopathol. 2013, 35 (1), 101-110].

Hcxons u3 BBHINECKAa3aHHOrO, CYMIECTBYET 3HAYUTENBHAS HEOGXOTMMOCTh IIOMCKA
COCIMHECHHUH, ABISIOIIAXCS aH-TeHOMHBIMU HHIHOHTOpamMu Genka NS5A BI'C.

B HacToslee BpeMs pAn M NaHreHOTHUIAYHBIX uHruéuropos NS5A BI'C mpoxozsr
KIMHAYICCKNE HCOBITAHAS WIH YXE HCIONb3yeTcs JUIA JiedeHHs rematura C, BKIIOYas
Haxnaracsup (Daclatasvir) (BMS-790052) [Gao, M. et al. Chemical genetics strategy identifies
an HCV NSS5A inhibitor with a potent clinical effect. Nature 2010, 465, 96—-100.

https://www.pharmacompass.com/patent-expiry-expiration/daclatasvir-dihydrochloride.
https://web.archive.org/web/20161109153849/http://www.accessdata.fda. gov/drugsatfda docs/la
bel/2016/206843s0041bl.pdf], Jlemumnacup (Ledipasvir) (GS-5885) [Link, J. et al. J. Med. Chem.
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57, 2033-2046, 2014, WO 2010/132601], I'enausup (Hepavivir) (AV-4025) [Ivachtchenko, A.
V. et al. J Med Chem. 57, 7716-7730, 2014, WO 2012/074437, http://allachem.com/wp-
content/uploads/2013/08/hcv-AV4025-082413.doc], Om6utaceup (Ombitasvir) (ABT-267)
[DeGoey, et al. J. Med. Chem. 57, 2047-2057, 2014, WO 2010/144646], On6acsup (Elbasvir)
(MK-8742) [Coburn, C. A. et al. ChemMedChem. 8, 1930—1940, 2013, WO 2012/040923, WO
2012/041014] u apyrue arubutopsr NSSA.

Hauboree npoasrHyTHIM 1 CHHTETHYECKH HauboJIee JOCTYITHBIM AaHTEHO THITHIHBIM
unruburopom NSSA BI'C ssnserca Jlaknaracsup (anrn. daclatasvir, BMS-790052, TOpProBOE
Haspanue Daklinza), KoTOpEIi yXe YCIEHO UCTONB3yeTcs IS TedeHus renatuta C
[https://www.accessdata.fda.gov/drugsatfda docs/nda/2015/2068430rig1 s000MicroR.pdf].

MI3BecTHEI Takye €ro CTPYKTYPHBIE aHAJIOTH, B YaCTHOCTH HHrH6uTOp NS5A bopmyner Al.

Iouck Gonee spdexTupHBIX ananoros Jlakiaroceupa npomgomkaercs [M. Belema et al. Hepatitis
C Virus NS5Ab Replication Complex Inhibitors. Part 6: Discovery of a Novel and Highly Potent
Biarylimidazole Chemotype with Inhibitory Activity Toward Genotypes la and 1b Replicons. J.
Med. Chem. 2014, 57, 1995-2012. M. Belema et al. Hepatitis C Virus NS5A Replication
Complex Inhibitors: The Discovery of Daclatasvir. J. Med., Chem. 2014, 57, 2013-2032].
W3BecteH, B yacTHOCTH, OyM3KwMii aHanor JlaknaTacBupa - uHrubuTop NSSA dopmynsr Compd
34, xoTopelt ycTynaer JlaknaTacBEpy O aKTUBHOCTH K T€HOTHIIAM gTla gTIbNS5ABI'Cn
apmakokmHeTHIeCKUM napamerpam (Ta6muma 1) [M. Belema et al. Hepatitis C Virus NS5Ab
Replication Complex Inhibitors. Part 6: Discovery of a Novel and Highly Potent Biarylimidazole
Chemotype with Inhibitory Activity Toward Genotypes 1a and 1b Replicons. J. Med. Chem.
2014, 57,2013-2032.].

Haxnaracsup (BMS-790052)
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Tabmmna 1. AxTuBHOCTE M (hapMaKkOKMHETHYECKHE NapaMeTphl B KPHICAX H3BECTHBIX

uHrubuTopoB JMaknaroceupa (BMS-790052)° u Comp 34° o orHoweHHIO K TeHOTHIAM NSSA

BI'C
ECso (mM)

T'esoruns: BI'C BMS-790052° Comp 34°
gTla 50.0 126.0
gT1b 9.0 53.0
gT2a 71.0
gT3a 146.0

®apMaKkOKHHETHYECKHE TapaMeTpHI B Kpricax npu PO, 44’
AUC, etMy 2181 472
C’-44, ’M 661 121
C"-44, ’M 2239 453

a - Gao, M. et al. Chemical genetics strategy identifies an HCV NS5A inhibitor with a potent
clinical effect. Nature 2010, 465, 96-100. b - M. Belema et al. J Med. Chem. 2014, 57,

2013-2032.

AUC - [Tnomazns mox KHHETHYECKO#H KPHBOI KOHIIEHTpaLUs-BpeMs

110 HacCTOALIECTO BpPEMCHH OTCYCTBYIOT

CTPYKTYpHEIE

aHajJloTH  JaKJIaTOCBHpa,

obnajaromue yIyqImeRHEME bapMakoJOTHIECKHMH CBOMCTBAMHA. B 5TOM CBS3H IIOHCK HOBEIX

3(pGEeKTUBHEIX M CHHTCTHYECKH MIOCTYNHHIX aHAJIOTOB JlaknaTocBupa ¢  yIydIIEHHBIMH

XapaKTePUCTHKAMH OCTAeTCS aKTyaAILHON 3afadeit.
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PackpoiTie H306peTenns

Hacrosimee n3o6peTenne 0OTHOCHTCA K HEH3BECTHOMY PaHEE MAHTEHOTHIIMYHOMY
uHrubuTopy NS5A BI'C dopmyns! 1, npencraemnsiommemy coboit metwt [(15)-1-{(25)-2-[5-(4'"-
{2-[(25)-1-{(25,3R)-3-MeToKCH-2-[ (METOKCHKAPGOHIIT)aMAHO |6y TAHOK } ~THPPOJTH THH-2- 11 -
1H-umunason-5-un}6udennn-4-un)-1H-umunazon-2-un| muappomumus- 1-un} -2-

METHINPOIHI |kapGamaTy, €0 KpHCTATHIECKOM WM IOIMKPUCTATAYECKOH HOPMBI H HX

dapMaIleBTHYECKH MPUEMIIEMOM COJIH.

WuruGurop gopmynsr 1 nomyqarot (Cxema 1) ammnpoBaHueM MeTHI [(1S)-2-meTmi-1-
( {(2S)-2-[5-(4'-{2-[(2S)-nnpponnnnn-2-nn]-lH-I/IMI/IILason-S-mI}6H¢)eHnn-4-Hn)-lH-HMH,uazon-
2-yljnuppomuaun-1-un} kapGorun)nponui]kapbamarta (2.1) N-merokcukap6onun-O-mMeTHiI-L-
TpeoHUHOM (3.1) B muMeTundopMamuze B npucycreun HATU u DIPEA

_CHg
o)
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Cxema 1. Tlomyyenne naru6upopa dpopmynsi 1.

WuruGurop dpopmyns: 1 nomyuaror (Cxema 2) auwmposanuem Metui [(1S,2R)-2-
meTokcH-1-({(28)-2-[5-(4'-{2-[(2S)-nmupponuaun-2-un)-1 H-umMu1a301-5-11} Ooudenun-4-un)-1H-
MMH1a3011-2-yl Jmupposmuus- 1 -1t} kapGornn)npomun | kap6amara (2.2) N-MeTokcuxap6onm-L-
BayuH (3.2) B mumetmidopmamuse B npucyctsud HATU u DIPEA
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2.2

Cxema 2. TTomyuenune nurubupopa dopmysil.

MuruGupop ¢dopmynst 1 B OZMHAKOBBIX YCIOBHAX IOPOABISAET MO OTHOINEHHMIO K
pasmuHbM reoTunam BI'C nukomonsapryto akrusrocTh (TaGmuna 2), KOTOpas COOCTaBHUMa
1 GoJiee BBICOKAA [0 CPABHEHMIO C H3BECTHBIMH uHruéuropamun BMS-790052 u Compd 34. B

YaCTHOCTH HOBBIM MHrHO6MTOp dopmynsl 1 mokazan Gonee BBICOKYIO aKTHBHOCTH YeM BMS-
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790052 no orHomenmio kx reHorunaM gTla wu gT3a W COMOCTaBHMYIO aKTHBHOCTb IO
otHoweHuio K gT1b u gT2a. Murubupop ¢opmynsl 1 B OAMHAKOBBIX YCTIOBHAX IIPOSBIISET
bonee BBICOKYIO akTHBHOCT 9eM Compd 34 mo orHowenmio k gTla, gTlb, gT3a u gT4a u

COIIOCTaBUMYIO aKTHBHOCTB 10 OTHOIIECHHIO K gT2a.

Tabauna 2. AKTHBHOCTh HOBOrO MHTHGHTOpa (OpMyNbl 1 ¥ M3BECTHBIX HHTHGMTOpPOB BMS-
790052, Comp 34° u no orHomeHHO x renorunam NSSA BI'C u mx (bapMaKkOKHHETHYECKHE

NapaMCTphl, NOTYICHHBIC B COIIOCTABUMBIX YCJIIOBHUIX.

ECs (mM)
Hnrudurop BMS-790052 Comp 34
I'enotuner BI'C dopmysr 1
gTla 12,0 30,0 100,0
gT1b 3.8 3,6 5,5
gT2a 16.0 16,0 13,0
gl3a 380,0 463,0 820,0
gT4a 39,0 27,0 126,0
®apMaKkOKHHETHYECKHE MapaMeTphl B Kpricax mpu PO 10 Mr/kr
AUCqocn, 4774 873 98
9*HI/MJI
C'maxc*, ur/mn 1285 281 48
F,% 45,0 18,9 3,2
C'makc’, HI/r 1092 3454 423
*MakcamanbHas KOHIeHTpauus B miasme (C' Makc) v nedenn (C"Maxkc)

PapMaKOKMHETHHECKHE MapaMeTphl B KPHICAX TNPH IEPOPAIBHOM BBENEHHH HOBOTO
unruburopa dopmyner 1, BMS-790052 u Compd 34 B oqmHakoBbIX YCJIOBHSX HPHUBEJACHEI B
Tabmune 2. Kax BHAHO W3 TaGmumpr 2 HOBBIH uHrubuTOp GopMynn 1, mo cpaBHeHMIO ¢
M3BECTHBIMH MHTUOHMTOpPAMH, HMEET 3HAYMTENBHO GoNee MpueMiIeMEle hapMaKOKMHETHYECKHE
[IapaMeTpEl, B TOM 4Hcie: GuomoctynHocTh F=45,0%, AUC) = 4774 h'ng/ml u Maxcumaneayz0
KOHUEHTpaluio B wiasMe Clpay = 1285 ng/ml. 3tu e mapamerpsl y BMS-790052 3Hauenus
F=18,9%, AUCat = 873 h-ng/ml u CPrax = 281 ng/ml, a y Compd 34 311 mapameTps! HMeiOT
eme MeHblee 3HaueHue F=3,2%, AUC i« = 98 h-ng/ml u CPmax =48 ng/ml.
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IIpenmeToM JaHHOTrO H306pETEHNA ABIETCA TakxKe (papMalleBTHYECKas
KOMITO3HLIUA, COAEpIKale MHruouTop GopMyItsl 1, MK ero KPUCTAIHYECKYIO I
NOJIMKPHCTATTAYECKYIO (GOpMY HJIH HX hapMalleBTHYECKH NPHUEMIIEMYIO COJIb B COUETAHHIH C
(bapmarieBTHYECKH IIPHEMIIEMBIM HOCUTEIEM MITH BCIIOMOTaTeIbHbIM BELIIECTBOM.

Wuruburop opmynsr 1 uimm ero KpUCTAUINYECKas WK TIOIMKPHCTA/LIAYECKas hopMa
WIH ¥X (apMaleBTHYECKH MNpHeMIeMas COJb [0 HACTOAMEMY H300PETEHHIO MOXKHO
IIPUMEHATH B BUJE ONHOIO aKTHBHOIO (papMaleBTHYECKOr0 areHTa MM B COYETAHHH C
OIHUM WK GoJiee areHTaMH JUIA JICUeHHs WM NpoQWIaKTHKH MHpeKmit renatura C wim
cumMnToMoB uHpuuupoBanus BI'C. [lpyrue areHTEl, NMpUMEHAEMEIE B COYETAHHH C
HHTHOMTOPOM  dopMyTsl 1, BKIFOYArOT TepameBTHUECKHME CPENCTBA A  JICYEHHS
3aboseBanui, o6ycnoBneHHEX MHpekuuedt BI'C, KoTopsle MoaaBiaioT pervnkamuioo BI'C
OpAMBIMH WM KOCBCHHBIMH  MEXaHM3MaMH. OTH areHThl BKIOYAlOT, HO He
OrpaHH4MBAIOTCA WMH, HMMYHOMOXYJIATOPBI XO35MHA (HamnpuMmep, HHTepdepoH-anb(da,
NETHIMPOBAHHBIA HHTephEpOH-anbda, KOHCEHCYCHBIH HHTepdepoH, HHTepdepoH-6eTa,
uHTepdepon-ramma, CpG-OJIHIOHYKICOTHAB M T.L.); IIPOTMBOBUPYCHBIE COCHHUHEHHS,
HHrubupyomue GpyHKIUHN KIETOK X03HHA, TaKHUe KaK HHO3UHMOHO(dOCaT neruaporenasa
(Hanpumep, pHOaBUPHMH M T.L); LMTOKMHE, MOXYJIHPYIONIME HMMYHHYIO ¢dbyHKIMIO
(HampuMep, MHTEpNEHKHH 2, HWHTEpIEHKHH 6 M HHTEpICHKHH 12); coemuHenwme,
YCHIIMBAIOIICE DPAa3sBUTHE OTBeTa T-KIETKH-XENNepa INEpPBOTO THIA; HHTEpQEpHpPYIOLIas
PHK; anTHcMmsbicioBas PHK; BakiuHbl, coacpxkamue a"HtureHol BI'C mim xkomOuHamm
AaHTUTCH-abIOBAHT, HampaBiieHHble NpoTMB BI'C; u moGoit areHT mmm KoMOuMHAImMS
areHToB, KOTOPBIC MHTHOUpPYIOT perumukammio BI'C nelictBreM Ha npyrue Genku BUPYCHOT'O
TCHOMa, y4aCTBYIOIIME B PEIUIMKAllMM BUPYCa, W/HIHM BIUAIOT Ha (YHKIHMIO JPYTHX
BHDYCHBIX MHINCHEH, TAKUX Kak HMHTHOMTOpHl mpoteassl NS3/NS4A, renukassl NS3,
noymamepassl NSSB, 6enka NS4A u 6enka NSSA.

BapuaHTOoM HacTosIIEro H306pETeH A ABIAETCS BUKCHPOBAHHAS KOMIIO3MIIMS,
BKIFOYAIOmas HOBbIA HHIHOUTOP GopMyIsl 1 HIIM €ro KPHCTAUTHYECKYIO HIIX
TIOJIUKPHCTATTHYECKYIO OPMBI MM WX (apMaLeBTHYECKU TIPHEMIIEMYIO COJIb TI0
HacTosmeMy u3obpereHuro u AV-4289 [RU 2644156 (2018), PCT/RU2017/000210] wu
Codocbysup (Sovaldi®, PSI7977, GS-7977) [US 7964580 (2011), US 8334270 (2012) u

RU 2478104 (2013)], B kadecTBe MponekapcTsa UHrHOuTOpa nosmmepassl NS5B.
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AV-4289 Codocysip (Sovaldi®, PSIT977, GS-7977)

Bornee npearnoyruTensHEIMY ABIAIOTCS KalCYIBI M TaGNeTKH, CONEPKAIINX
(uxcHpoBaHHbIE 10361 AKTHBHEIX BENIECTB B BECOBOM COOTHOIIEHHH uHrHOUTOP dopmysl 1
WK €ro KpUCTANINYECKAs WM NOIMKPUCTAIIMYIEcKas hopMa WK UX GapManeBTHIECKH
NpuemMJieMas CoJib 110 HacToAImEMY I/I306peTeHI/IIO4 : AV-4289; umm narudurtop dpopmynsr 1
WK €ro KpUCTAUINYECKas WM OJIMKPUCTAIIMYIecKas GopMa WK UX GapMalieBTHIECKH
IipremIeMast Cojib o HacToAmeMy u3obperenuto : Copocbysup ot 1:10 no 1:1. Hanpumep,
KarcyJibl HiH TabneTky, coaepxar 400 Mr MHru6éuTopa GopmyIis 1 MIH ero KPACTALIHYECKO#
WA NIOTMKPHCTAILTIYIECKOH GOPMEI MM MX (hapMaleBTUYECKH IPHEMIIEMOM COJH 110
HacTosmeMy u3obperenuto u 400 mr H027-4289; 200 mr unruburopa dopMmynsl 1 wium ero
KPUCTAJTHYECKOH HJIH OJIUKPUCTAIITHYECKOM HOPMBI T HX (hapMaIleBTHYECKH
NIPHEMJIEMOH COJIH 0 HacToAmeMy u3obperenuto u 400 mr H027-4289; 160 mr HHruburopa
opmyBI 1 MK €T0 KPHUCTAINYECKOH HITH MONTHKPHCTALTHYECKOH ¢bopMEI Witk KX
bapmaneBTHYSCKH pUEMAEMOH COTH IO HacTosmeMy u3obpereHuto u 400 mr H027-4289;
80 Mr mHTHGHTOpA QOpMYIEI 1 MM €T0 KPUCTALTUYECKOH WK HOJIMKPHCTALIAYECKON (PopMBI
WM UX (papMalleBTHIECKH IPHEMIIEMOL COJIH 110 HacTosmeMy u3obperenuro u 400 mr
HO027-4289; 40 Mr uuruturopa dpopmyims 1 wiwm ero KPHCTaILTU4eCKOMH MK
TIOJIMKPUCTALTHYECKOH HOpMBI MM MX PapManeBTHIECKH IPHEMIIEMOM COJTH TI0
HacTosmeMy u3o6pereHuro u 200 mr H027-4289; win 40 mr uHruburopa dpopmyisl 1 win
C€ro KpHCTAJLTAIECKOM HITH HONMKPUCTAILTHIECKOH GOPMBI Ml MX hapMaIleBTHYECKH
NPHEMJIEMOH COJIH 110 HacTosAmeMy u3o6perenuio u 400 mr H027-4289. Bmecto AV-4289 B
Kallcynax Wjid TableTkax MOXKeT HCIIOIb30BaTECS CodocOysup.

Hpyrum BapuaHTOM HACTOSINETO U30GPETEHUs ABJIAESTCH TAKKE dbuKcupoBanHas

KOMIIO3HIHS, BKIOYAIomas HHrHOUTOP GopMynE! 1 MM ero KpUCTALTHYECKYIO WK
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IOJIMKPHCTATIAYECKYIO (opMy MM MX (hapMalleBTUIECKH IPUEMIIEMYIO COJIb T10
HacTosIeMy U306peTeHnIo B MHrHOuTOp mpoTeassl NS3/NS4A, nanpumep, I'nexanpesup
(ABT-493) [US 8648037 (2014), US 20170088583 (2017), US 9220748 (2014),
https://newdrugapprovals.org/2016/10/05/glecaprevir-abt-493/] nm ero ananoru.
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I'mexanpesup (ABT-493)

Bornee npeanoyrntensHbIME ABIAIOTCS KAIICYIIBI MM TaGIETKH, CONCPIKALIHE
(uKCHpOBaHHEIC O3B! aKTUBHBIX BEIIECTB B BECOBOM COOTHOIIEHHH uHrH6uTOp hopmye! 1
HJTH €ro KPUCTAILTHYECKYIO HITH MOJUKPUCTAIIHYECKYIO (hOpMY M MX (apManeBTHIECKH
TIPUEMIIEMYIO COJIb I10 HacToAMmeMy u300peTeHuio : ['nekanpesup ot 1:4 xo 1:1. Hanpumep,
KancCybl WM TabneTku, coaepxar 300 Mr uHruGuTopa dopmyist 1 wu ero KPUCTAINIMYECKOM |
MY TIOJIMKPHCTAILTHYECKOH GOPMBI MM MX apManeBTHIECKH IIPHEMIIEMOit COITH IO
HacTosmeMy u3obperenuo u 300 Mr ['nexanpesupa; 120 mMr uHrubuTopa Gopmyinsr 1 umu
€r0 KpUCTAJUTHIECKOH HITH NIOJIMKPUCTAILTHIECKON (hOPMBI MM MX (papMalieBTHIECKH
IPHEMIIEMOI COJH 110 HacTosAIeMy u300peTeHnro U 300 mr I JeKanpesupa; 40 mr
HHrUOuTOpa GopMYIBl 1 MK €ro KPHCTATHIECKON HTH TOJIMKPUCTAIIHYECKOH (HOPMBI MiTH
UX (apMaeBTHYECKH IIPHEMIIEMOH COJTH 110 HACTOSILEMY n3o06perenuto u 100 Mr
I'nexanpesupa.

IlpenMeToM HacToAmEro M3oOpeTeHHs SBIAETCS TakkKe CHOCOD JICUCHHS MUTH
npoduiakTaku 3a6oieBaHus, BhI3BaHHOro BI'C, BKIIOYAIOMMII COBMECTHOE BBEJICHHE
TaltUCHTY, HYXIAIOLIEMyCs B TaKOM JICYCHMH, OAHOTO WIH Gojlee areHTOB, KOTOpPHIE
BBIOHpAIOTCA W3 TPYINBI, COCTOSIIEH W3 HMMYHOMOZYJIATOPA XO31HMHA, U BTOPOTO HIIH
Gosiee NPOTHBOBUPYCHBIX areHTOB FIH MX KOMOHHALMM, C TEePANEBTUYECKU dPPEKTUBHEIM
KOMM4EeCTBOM  HMHruburopa  dopmymsr 1 WIM  ero  KpHCTAIMYECKOH WM

TOTMKPUCTAIIMYECKOH (OPMBI WM HMX (apMaleBTHUECKH NPHEMIEMOH COMH IO



WO 2021/080458 PCT/RU2020/000430
10

HacTosleMy u300peTeHHI0 MIM KOMOMHauuu wuHruburopa ¢opmymst 1 mwm  ero
KPUCTAIMYECKON WIM MONHKPHCTAIMYECKOH (GOpMBI WM MX  (papMaleBTHYECKH
INPHEMJIEMO COJIM 10 HacTosAlmleMy wu3oOperenuto. [Ipumepamu AMMYHOMOIyJIATOpa
X034MHA ABJIIOTCS, HO HE OTrPaHHYHBAIOTCA MMM, HHTepdepoH-anbdha, NernImpoBaHHbIHN
unrepdepor-anbda, HHTEpdepoH-Gera, HHTepdepOH-TaMMa, IMTOKHH, BaKUHHA U
BaklnMHA, COACpXKaIas aHTHIeH M BCIIOMOraTE/bHOE BEINECTBO, M YKA3aHHOE BTOPOE
NPOTHBOBHPYCHOE CPeACTBO MHIrHOUpyeT pemmmKaiuio BI'C mi6o myTteM uHrHGupoBaHus
(yHKOMH KIETOK X03MHA, aCCOLMMPOBAHHBIX C PEIUIMKAIMEH BHpyca, MO0 AeicTBHEM
benkoB reHoma Bupyca. Heorpammumsaromum npumepom PHK-comepskamero Bupyca
saBnsgercd Bupyc renarura C (BI'C).

Emme oqHiM BapHaHTOM OCYINECTBIEHAS HACTOSAIIETO H306PETEHHS ABIAETCSA CIIOCO6
JAeYeHWA WM NpOoQUIaKTMKH HHOMEKIHMOHHOro 3aGojieBaHus, BbI3BaHHOro BI'C,
BKJIIOYAIOIIHA COBMECTHOE BBECHHE MALIUEHTY, HYKAAIOMIEMYCS B TAKOM JICYEHHH, OJHOTO
WK GoJiee areHTOB, KOTOpHIE JIEUaT Wi oberdaroT cumnToMs! HHbekunn BI'C, Bmogas
IHPPO3 U BOCHIAJIEHHE NEYEHH, C TePACBTHIECKH 3P (HEKTHBHEIM KOJIMYECTBOM HHIHOUTOpa
GopMynsr 1 WIM €ro KpUCTAUIMYECKOH WM TONMKPHCTA/LIAYECKOMN dopMBl WM HMX
bapManeBTHYECKH IPAEMIIEMOM COMH I10 HACTOAIIEMY H300PETEHMUIO.

Jlpyrue areHTel, NpUMEHAEMbIE B COMETaHMM C MHTUOUTOpPOM dopMmyisl 1 Wik ero
KPHCTAJUTMYECKOH MM IONMKPHCTAIIHYECKOH GOpMOH WM ¢ HX ¢apMaleBTHIECKH
NPUEMIIEMOH CONBIO [0 HACTOAIMEMY H300PETEHHMIO, BKIIOYAIOT TEPANEBTHUECKHE CPECTBA
JUIl JedeHHs 3abosneBaHui, oOycnoBneHHBIXx uHpekumedt BI'C, KoTopble MOAaBIAIOT
pemwmukaipio BI'C npsaMbIMH WM KOCBEHHBIMH MEXaHHU3MaMH. JTH areHTEHI BKJIFOYAIOT, HO
HE OrpaHM4HBAIOTCS UMM, MMMYHOMOZYJIATOPE! XO3fMHa (HalpHMep, HHTepdEepoH-abda,
NETUNMPOBAHHEIA HHTEphepoH-anbha, KOHCEHCYCHBIH MHTepdepoH, HHTepdhepoH-Gera,
uHTephepon-ramma, CpG-OJUrOHYKIEOTHAB! M T.IL); MIPOTHBOBUPYCHBIE COCIHHEHHS,
HUHIHOMpYIoImye GYHKIMH KIETOK XO3IHUHA, TAKHE KaK HHO3MHMOHOdOChAT meruaporeHasa
(Harpumep, puGAaBUPHH M T.L); IUTOKUHBI, MOIYJIUPYIOINHE HMMYHHYI (YHKIIHIO
(HampuMep, HHTEpieHKUH 2, HHTepieHKkuH 6 u HHTEPJIEHKMH 12); coeawHeHwHe,
ycuIHBarollee DPasBUTHE OTBeTa T-KICTKU-Xennepa IIEpBOro THIA; HHTepdepHpyolas
PHK; antncmseicioBas PHK; Baxkumuel, coxepkamie aHTureHsl BI'C mimm xomOuHamm
AHTUTCH-aJIbIOBAHT, HampablieHHble NPoTHB BI'C; m mo6oi areHT mmM koMOuHamus
areHTOB, KOTOPEIC MHTHONpPYIOT perumKammio BI'C neiictreM Ha npyrue Genku BHPYCHOT'O

TCHOMa, y9aCTBYIOIMC B PEIUIMKAIMH BHUPYCa, WHIH BIUSIOT Ha (YHKIMIO APYrHX
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BUPYCHBIX MHIICHEH, TaKkMX KaK HMHrHOMTOpHl mnporea3sl NS3/NS4A, remmkassr NS3,
nomumepasel NSS5B, 6enka NS4A u Genxa NS5A.

Eime onuuM BapuaHTOM OCYINECTBIICHHS HACTOAIIETO W300peTEHUs ABIAETCS CIIOCO6
JAe4eHHUsA WM npodunakTHkd 3abGomeBanus, uHexkmpoHHoro BI'C, BKIFOYAOIIHIA
COBMECTHOC BBEJICHHE MALIMEHTY, HYXAAIOIIEMYCd B TaKOM JICYCHHHU, OJHOTO WM Oolee
arcHTOB, NPE/IHA3HAYCHHBIX JUIA JICYCHHS IallUeTOB OT 3a00JIeBaHs, BEI3BAHHOIO BHPYCOM
renatuta B (BI'B), ¢ Tepanesruyecku 3¢ heKTHBHBIM KOIHYECTBOM MHTHOGUTOPA GOPMYIIBI
1 WM ero KpUCTAIIHYECKOH MK TOMMKPHCTAILTAYECKOH DOPMBI MIH MX (apMaleBTHIECKH
OPHEMJIEMOH COJIM 10 HACTOSAIEMY M300PETEeHHIO. ATEHT, IPeAHA3HAYECHHbIN 11 JICUSHHS
NAleHTOB  OT 3a00NeBaHHA, BBEI3BAHHOTO BHpycoM rematuta B (BI'B), Mmoxer
NpEICTAaBIATs COOOH, HaNpuMep, HO HE OrPaHUYHBAACH MMM, L-T€30KCHTUMHIHH,
aaedoBUp, TAMUBYIUH HIIH TEHOGOBHD HITH JIEFOOYI0 HX KOMOUHALIHIO.

Eme ogHuM BapHaHTOM OCYLIECTBIICHHS HACTOSIIETO H300PETEHNS ABIAETCS CIIOCO0
JEYCHUS WM [POQUWIAKTHKM HH(EKIMOHHOro 3aboneBanus, Bb3BaHHOrO BI'C,
BKIIFOYAIOIHMIT COBMECTHOE BBEJICHHE TAILIMEHTY, HyKIAIOMEMyYCs B TAKOM JICYEHUH, OTHOTO
Wi Oojlee areHTOB, INPefHA3HAYEHHBIX JUIA JIEYEHHS [ANHUEHTOB OT 3aboneBanus,
BBI3SBAHHOTO ~ BHPYCOM HMMyHoaeduuura uemoBeka (BUU), ¢ TepameBTHYecku
30 (EKTUBHEIM KOMM4eCTBOM HHTHGHTOpa (opMmynst 1 Wik ero KPHCTaJUIMYECKON MK
TONMKPUCTA/UTHYECKOH  GOPMBI MM MX (dapMaleBTHYeCKH MPHEMIEMOH COJNH IO
HaCTOAIEMY H300peTeHHI0. ATeHT, Npe3Ha3sHA4eHHBIH [UIS JIeYEHHS MalMeHTOB OT
3ab0sieBaHuUs, BEI3BAHHOTO BUPYCOM HMMYHOE(hHIHTA Ye/I0BeKa (BUY), MOXET BKIIIOYATS,
HO HE OrpaHHYMBAcTCA WMH, PHTOHABHD, JIOMMHABUP, MHIMHABHD, HEI(HHABHD,
CakBUHABHp, AaMIpeHaBHp, arasaHaBWp, THUnpaHasup, TMC-114, docamnpenasup,
SUIIOBYIIUH, JIaMUBYJIWH, IUIAHO3WH, CTaBYJWH, TE€HO(OBHp, 3albIUTaGUH, abaxaBup,
a¢daBUpeHs, HeBUpaNuH, Aenasupaun, TMC-125, L-870812, S-1360, sudpysuprux (T-20) u:
T-1249 nmm ;mo6yro ux KOMOMHALHIO.

Moxer CTy4uThCS TaK, YTO NAlHMEHT MOXET OBITh COBMECTHO 3apaXeH BHPYCOM
renatuta C ¥ OJHMM WM HECKONLKMMH JAPYyTHMH BHPYCaMH, BKIIOYas, HO He OrpaHHYHBAsACh
MMM, BUPYC UMMYHOAeuuuTa Yenosexa (BUY), Bupyc remarura A (BT A) UK BHPYC renarura
B (BIB). Takum ofpasoM, B HacToSImeM M300peTeHHH Takke pacCMaTpHBAaeTCS
KOMOMHHPOBaHHas Tepanus UL JIeYCHHs TAKUX KO-HH(pEKmuit IIyTEM COBMECTHOTO BBEICHHUS
HHru6uTOpa GOopMyIs! 1 WM €ro KPHCTAUIMYECKOH HITH HOJIMKPUCTAILTHYECKON GopMBI MM

X (apMaleBTHYECKH NPHUEMIIEMON CONH IO HaCTOALIEMY HM300pETEHHMIO, IO MEHbIIEH

Mepe, ogqauM uHruburopom BUY, BI'A unu BI'B.
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Kpome Toro, HacTosmee M306peTeHie NpeAyCMaTpHBaeT NPUMEHEHHE HHIHOHTOpa
dopmynbl 1 MM €ro KpHCTAIUIMYECKOM WIM TOMMKPHCTALIHYECKOM (OPMBI WM HX
(hapMaleBTHYECKH NPHEMIEMON CONM [O HACTOAMEMY H300PETEHHIO M ONHOTO MIIH
HECKOJILKUX areHTOB, BRIOPaHHBIX W3 TPYIINIBI, COCTOSMIEH U3 HMMYHOMOJYJIATOPA XO3SAHHA
H OIHOro MM 0ojiee NONMOIHMTENBHBIX MPOTHBOBHPYCHBIX areHTOB MM HX KOMOHHALWMH,
A1 IPUTOTOBJICHHUA JIEKAPCTBEHHOI0 CPEACTBA I JeueHud mH(ekuuu, BeI3BanHoi BI'C.
IIpuMepamMu MMMYHOMOIYNIATOpa XO3SHHA SBIAIOTCA, HO HE OrPAaHHYHBAIOTCH HMH,
uHTEepdepoH-anbdha, MIEerMIMPOBAHHBIM HHTEpEepoH-anbda, uHTEepdepoH-OeTa,
MHTEppEpPOH-TaMMa, LMTOKMH M BaKUMHA. IIpeINOYTHTENsHO, uTOGBI YKa3aHHBIH
AOMOJIHUTENBHBIH MPOTHBOBUPYCHBIA areHT MHrHOHpoBain perumkamuio BI'C mu6o myTem
MHrMOMpPOBAaHUA (QYHKUMH KIETOK XO3SHHA, ACCOLMMPOBAHHBIX C peIUTMKALHE BHpYyCa,
nu6o neficTBHeM Ha GelKd reHOMa BUpyca.

Ilpy wucronp3oBaHMM B BEINEYKA3aHHBIX MM APYTHX CcHOco6ax  JIeYeHus
HHruOMTOpa GOpMYIBl 1 MM €ro KpHCTALLTHYECKOH HIIH TOIHKPHCTALTHYECKOH ¢dbopMBI MK
HX GapMaLeBTHYECKH NPHEMIIEMOR COJIH [0 HACTOAIEMY M306PETEHHIO BMECTE C OXHMM
HJIH HECKOJIBKUMH areéHTaMH, KaK OIpPEIeNIeHO 3/eCh BEIIIE, MOXET OBITh MCIIO/Ib30BAHA B
9UCTOH (opMme WM, eciM Takue (GOPMEI CYIIECTBYIOT, B BHIAE HX bapMareBTHYECKHI
IPHEMIEMOH COMM. B ajbTepHATHBHOM BapHaHTe Takas KOMOMHAIMS TepareBTHYECKHX
arcHTOB MOXET BBOAWTECA B BHAC (apManeBTHYECKOM KOMIIO3MIHMH, COAEpIKAlIeH
TEPANEBTUYCCKH  3((PEKTHBHOE KOIHYESCTBO HHIHOGHTOpa dopmynsr 1 wmmm  ero
KPHCT/UINIECKOH WM MONHMKPUCTAITMYECKOH (OpMBI MMM MX  (hapMaueBTHIECKH
IPUEMJIEMOH COJM 1O HACTOSIEMY H30GDETEHHIO, B COYCTAHMH C OJHMM HJIH
HECKOJIbKMMH areHTaMH, KaK OTpPE/IeICHO 34€Ch BHIIE, H (apMaleBTUYECKH TIPHEMIEMBIM
HocutTeneM. Takue ¢apMaleBTHYeCKHE KOMIIO3UIMM MOTYT GbITh HMCIOIB30BAHBI VIS
MHrHOHpoBaHus BI'C, IyTeM KOHTAKTHPOBAHMA YKAa3aHHOrO BHpyCca C YyKa3aHHOM
¢apmanesTUIeckol Kommosumued. Takue KOMITO3HITAM MIPUTOAHBL UL JICYECHHs MU
IPOGHUIAKTHKH HHPEKLUMOHHOr0 3a6onesanus BIC.

CrietoBaTenbHo, ele ONHMM BApMAHTOM OCYLIECTBJICHHS H300peTeHNs ABAETCS
CIIOCO0 JIeYeHHs MM NPOGUIAKTHKE MHQEKIMOHHOTO 3aboneBaHus, Bbi3BanHOrOo BI'C,
BKTIOYAIOIMH  BBeJCHME  NAMEHTY, HYXIJAOUEMYCS B  TaKoM JICYESHHH,
bapmaneBTHUECKOH KOMMIO3HIMH, comepxamedt HMHruburop ¢opmymel 1 W ero
KPHCTaUINYECKOH JJIH  NOJMKPUCTAUTHYECKOH (OPMBI WM  HX dbapmaneBTHYECKH
TIPUEMJIEMOH COJIM IO HACTOALIEMY H300DETEHHMIO M OJHOTO WM Gojee areHTOB, Kak

ONpCACIIEHO 3€Ch BHIIIIE, C (bapMaueBanecxn IIPHUEMJICMBIM HOCHUTEJIEM,
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ITpu BBenleHMHU B KOMOHHAIMH TEPAIICBTUYECKHE ar€HTEl MOXKHO COCTABJIATH B BUIE
OTACIIBHBIX KOMIIO3HIMMA, KOTOPEIE BBOJATCA B ONHO M TO XK€ BpPEMs MM B TeUCHHE
3alaHHOrO MEpHOJa BPEMEHH, MJIH TEPAleBTHYECKHE areHThl MOXKHO BBOIHTH B BHIE
¢uKCHpOBaHHOMN TO3UPOBAHHOI JIEKAPCTBEHHOMH (GOPMEL

ITpoTHBOBHpYCHBIE CpEACTBa, NpeJHA3HAYEHHBIE JUI1 MCIIONB30BAaHHA B TaKOM
KOMOHHHPOBAHHOMN TepamnuH, BKIHOYAIOT B ce6a areHTH (COSIMHEHHS WIM GHOJIOTHYECKH
AKTHBHEIC BCLIECTBA), KOTOpBIE ABIAIOTCA O()GOEKTHBHBIMH 11 HHTHOHPOBAHMA
(GopMHpOBaHMSA MMM PEIUIMKAlMM BHPYCAa Y MJICKONMTAIOIIEro, BKIIOYAS, HO He
OrPaHHYMBAsACh MMH, arcHTEHI, KOTOpPble OIIOKUPYIOT MEXaHM3MBl ACHCTBHSA XO3AMHA WIIH
BHpyCa, HEOOXOomuMble 111  (QOPMHMpPOBAaHHA WWIM pEIVIMKAIMM  BHpYca Y
MJICKONIUTaIomero. Takue areHTel MOryT OBITh BBIOpaHbl M3 Apyroro anTH-BI'C arenra,
uHruburopa BUY, urruburopa BI'A win unru6utopa BI'B.

Jlpyrue areHTsl, KOTOpHIE MOXHO BBOJZMTh B KOMOMHAIMH C WHIHGHTOPOM
dopMynsl 1 WIM €ro KpUCTANIMYECKON WM HOJIMKPHCTAUIMYECCKOH QopMoii uam HX
(apManeBTHYECKH NPHEMIEMOM COJIBIO II0 HACTOAIIEMY H300PETEHHIO, BKIIOYAIOT
MHrHOUTOp IMTOXpoM P450-3aBHCHMOl MOHOOKCHTEHA3HI (34€Ch TAKKE YIIOMHHAETCA KakK
uaruburop CYP), mHrHOHpyrolmi, Kak OXHIaeTcs, METabojM3M 3aABJIEHHBIX 371Ch
coenuHeHui. CienoBaresbHO, HHIHOUTOD mutoxpoM P450-3aBHCHMOM MOHOOKCHT'€HA3bI
JOIDKEH OBITh B KOMMYeCTBEe, J(O(EKTUBHOM I8 HHIHOMpPOBaHMA MeTaboIU3IMA
3ajBJICHHBIX 31€Ch coeuHeHNH. CooTBeTCTBEHHO, HHTHONTOp CYP BBOAAT B KOJMHMYECTBE,
AOCTATOYHOM JI yBENMYeHHs OMOMOCTYIHOCTH MHrHOHTOpa ¢opmymsl 1 wWmM ero
KPUCTAUIAYIECKOH MIH  MOJMKPUCTALIMYECKOH (GOpMBI WM WX  (papMareBTHYECKH
NPUEMIIEMOM COJIH 110 HACTOAIEMY H300PETEHHIO, KOraa GHOIOCTYIIHOCTb YBEIMIUBACTCS
10 CPaBHEHHIO C OHOJOCTYITHOCTBIO B OTCYTCTBHE HHTH6HTOpa CYP.

B onmoM BapmanTe oOCymiecTBIEHMS M306pETEHHS MpEJIararoTca  CroCoOBI
ylyqineHus $papMakOKUHETHKH HHrHOHTOpa (opMynsl 1 MM ero KpHCTALIMYECKOH MM
NOJNMKPUACTALIMYECKOH GOpMBI MM HMX (hapMaLeBTHYECKM MpHEMIIEMON COMH IO
HacTosdmeMy  H300peTeHHIo. IMpermymecTBa  yiIydimeHus (hapMaKOKHHETHKH
JICKapCTBCHHBIX CPEJICTB U3BECTHBI B JaHHOM 00/1aCTH TEXHHKH (cM., Hanpumep, US Patent
App. No. 2004/0091527; US 2004/0152625). CoOOTBETCTBEHHO, ONHHUM M3 BapHAHTOB
OCYIICCTBICHHA [AHHOIO H300peTeHMs SBIETCA CHOCO6, BKIIOYAOIIHIA BBEICHHE

unruburopa CYP3A4 u unruburopa AV-4126 unu ero (bapMaLleBTHYECKH TIPHEMIIEMOI

COJIH.
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JpyrdM BapHaHTOM OCYINECTBIEHHS HACTOSALIErO M300PETEHHs ABIETCA CIIOCOO,
BKTIOYAIOIUA BBeJeHHE HHruGuropa ¢opMmynsl 1 WM €ro KpUCTAIMYECKOH WIIH
NOJIMKPHCTAIMYECKOH (opMBI MM MX (apMaleBTHYECKH MNpPHEMIIEMOH COMH IO
HacToAIIEeMy H300peTeHuIo M uHrubuTopa m3odepmenta 3A4 ("CYP3A4"), m3odhepMmenTa
2C19 ("CYP2C19"), m3odepmenra 2D6 ("CYP2D6"), uzodepmenta 1A2 ("CYP1A2"),
nsodepmenta 2C9 ("CYP2C9") nmm msodpepmenta 2E1 ("CYP2EI"). B npeanoururensHoM
BapuanTe HHruOuTOp CYP npeanoururensro unruGupyer CYP3A4. Jro6oit mHrHGHTOD
CYP, kotopsii ynyumaer QapmakokuneTnky wuHrubuTopa AV-4126 wm  ero
(papmaneBTHUECKH NPHEMIEMOH COJIH, MOKET OBITh HCIOIB30BaH B CIOCOOE JAHHOTO
u300peTeHus. OTu uHrHOHTOpE CYP BKIMOWAIOT, HO HE OTPAaHHMYHBAIOTCS WUMH, PHTOHABHP
(cm., wHanpumep, WO 94/14436), KeTOKOHA30N, TPOJICAHIOMHULYH, 4-MeTunIIEpason,
LUKJIOCIOPHH,  KIOMETHa30J, UHMETHIMH, MTPAKOHa30J, (IIyKOHa30d, MMKOHA30J,
(ryBoxcamun, diryokceTHH, Heha3040H, CEepPTPAIHH, HHAHHABHUD, HenhHHABUD, aMIPEHABHD,
ocamnpenaBup, caKBHHABHp, JTONMHABHD, NENABHPIMH, SPUTPOMUIME, VX-944 u VX-497.
[Ipemnoururensusle  uuHrubutopsl CYP  BrIOYaror PHUTOHaBHp,  KETOKOHA30JI,
TPOJICAHIOMHLHH, 4-METHIINHNPA30J1, IAKJIOCIOPHH B KIOMETHA30I.

Cnenyer moHuMarh, YTO KOMOHMHAIMOHHOE JIEYEHHE B COOTBETCTBHH C
HACTOAIMM H300peTeHHEM NPOBOAMTCS C HCIOIB30BAHHEM EIMHHYHOM YIIAKOBKH
HJIM C HCIIOJIb30BAHUEM YIaKOBOK BCEX TpeOyeMBIX JEKapCTBEHHBIX GOPM, B KaXKIOH U3
KOTOPBIX COACPKHMTCA BKJIAABII C MHCTPYKIMEH NHO IPUMEHEHMIO, obecrednBaromest
NPaBWIbHOE HMCNOJB30BaHUE IMALMEHTOM HM300pETEHHs, YTO SABIACTCS AONOJHUTE/ILHBIM
JOCTOMHCTBOM HacCTOSIIETO H306peTeH .

Crnenyromelt 0coGEHHOCTBIO M300pETEHHS ABNAETCS YIIAKOBKA, coaepikaias
MHHUMYM  ONMH  MHTHOHTOp Qopmymsl 1 HIM  ero  KpUCTAUIMYECKYID WM
NONMKPUCTAIMYECKYI0O  GOpMYy HWIH HMX (apMaLEeBTHIECKM NPHEMIIEMYIO CONb  TIO
HacTosmeMy u3oOpereHuo u uHrubuTop CYP, a Takke MH(pOPMALMOHHEBIHR BKJIaJBIIII,
COACPKAMH yKa3aHUs IO TNPUMEHEHHMIO KOMOMHALMH MPENapaToB IO HACTOSAIIEMY
n300peTeHuIo. B albTepHATHBHOM BapHaHTE OCYLIECTBICHHS HACTOMIIErO H300peTeHHA
YIIaKOBKa JIOTOJHHUTEIBHO COACPKHUT OJMH WIH HECKOJBKO IONOJHHTEIHHEIX AarcHTOB
COTIaCHO HACTOALIEMY ONHMCAHHUIO. JIOTIONHUTENLHEIM areHT WK areHThHl MOTYT GBITH JIHGO
BJIOJKCHBI B OOILYIO YIIAKOBKY, JIH0O yIIAKOBAHEI Pa3eibHo.

Hpyro# acleKT HacCTOAINETO M30OPETEHHA BKJIOYAET B cebs YIaKOBaHHBIH Habop
A1 MALMCHTa, NPEAHASHAYCHHBIH JUIA JieYeHHMs WM Ipodmiaktukd uHbekmun BIC,

KOTOpEIH BKMOYaeT B ce0A: omHy Wi GoNlee IeKapCTBEHHEBIX dopM  Kaxmoro
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¢bapmaneBTHYECKOr0 KOMIIOHEHTa; KOHTEHHEp, B KOTOPOM OIHA WIH HECKOJIBKO
JIEKapCTBEHHbIX (OPM XpaHATCA 1O HCIOIb30BAaHHA, M HHCTPYKIMH IO NPUMEHEHHIO
JI€KapCTBa B ONTHMAJIbHOM DpEXHUME IIPH JIEUEHHH WIH NpodHIakTUKe 3a6osieBaHMii,
obycnopneHHbx BI'C-undexiuei.

CooTBeTcTBEHHO, JaHHOe M300peTeHHe IpexycMaTpuBaeT HaboOpHl I
OJTHOBPEMEHHOI'0 WJIH IOCICAOBATENILHOIO BBEACHHA HMHruOuTOpa Qopmyns: 1 uium ero
KPHCTA/UTAYECKOH WM  [OJMKPUCTAIMYECKOH (GOpMBI WM  HX  (papMareBTHYECKH
NPUEMIIEMOH COJIM 110 HACTOAWIEMYy H300peTeHMIo, mpu 5ToM uHrubmrop CYP (u
HeoOS3aTeNFHO NOMONHHUTENBHEIM areHT) WIH €ro MpPOM3BOAHBEIC IONYYAIOT OGBIYHBIM
cnocobom. Kak mnpasuio, Takoit HaGop OymeT comepxaTh, HampHMep, KOMIIO3HIIHIO
MHrHOHTOpa GOpMYIE! 1 WM €r0 KPHCTAMIAYECKOH WM MOJIMKPHCTALTMYECKOH GOPMBI HIIH
HX (apMalEBTHYECKH MPHEMIIEMO COJYM II0 HACTOAIIEMY M306PETEHHI0 U HeoGA3aTeIbHO
OMH HJIH HECKOJIBKO JONOJHUTEIBHEIX areHToB B (hapMalleBTHYECKH IIPHEMIIEMOM
HocuTene (M B BHJAE ONHOH MM HECKOJBKHMX JIEKAPCTBEHHHIX (DOPM), M IHCHMEHHBIE
HHCTPYKIUH 10 OAHOBPEMEHHOMY HJIM IIOCJIEI0BATE/ILHOMY BBEICHHIO.

B apyrom BapuanTe ocymiecTBIeHHA H300peTeHns MpeIaraeTcs Habop B YIaKOBKe,
KyZa BXOIHUT OJIHA MJIX HECKOJIBKO JICKAPCTBEHHBIX (OPM Il CAMOCTOATEILHOIO BBEACHHS,
CMKOCTb, NPEANOYTHTENRHO TIePMETHYHAd, IJIA XPAHEHUS JIEKApCTBEHHBIX (OpPM 10
HCIIONIb30BaHUA; M MHCTPYKIHMH [0 INPUMEHCHHIO JIeKapcTBa. MHCTPYKIMH OOGBIYHO
NPEACTABIAIOT COOOH IHCHMEHHBIE YKAa3aHMA Ha BKJIAJbIIE, JTHKETKE /WM APYTHX
KOMIOHEHTAX HaOOpa, a jeKapcTBeHHas (opMa HIM GOPMBI COOTBETCTBYIOT HACTOSIIEMY
ormcanmto. Kaxas sekapcTBeHHas (opma MOXKET NOMEMAThCS B HHIUBHIYaTbHYIO
YNaKkoBKy, Hampumep, OmucTep, TNpeACTaBIAIOMMA  COGOH  METATH3HPOBAHHYIO
TUIACTHKOBYIO  OCHOBY, 3aJJAaMHHHPOBaHHYIO (OJNBroi, rae JieKapcTBEHHBIE (OPMBI
YNaKOBaHbI 110 OJHOH B f4eHKe WM Iy3bIPE, MIIM K€ JICKAPCTBEHHbIE (OPMBI MOTYT
TNIOMEIATECA B OOLIYIO eMKOCTB, HAIpUMED, INIACTHKOBYIO Tapy. KpoMe Toro, coBpeMenHbIe
Habopel OOBIMHO BKIIOYAIOT B cebs CpencTBAa I YNAKOBKH OT/AENbHBIX KOMIIOHEHTOB
Habopa, TaKUX KaK JIEKapCTBEHHEIE (OPMBI, €MKOCTH, M IHChMEHHBIC HHCTPYKIIUH 110
npuMeneHnto. Takue cpencTsa MUl YIaKOBKH MOTYT MPEACTABIATE cO0OM KapTOHHbIE WITH

OyMa)kHBIE KOPOOKH, IUIACTHKOBBIE Callle WM Calle U3 ¢ oNBrY U T. 1.

OITPEJIEJIEHNA

Hike TNICPCYHCIICHBI ONIPCACIICHUSA Pa3IMYHBIX TCPMHHOB, HCIIOJIB3YCMBIX [JIA

OITUCAaHUA HAaACTOAUIErO n306peTeHn;1. Gy OIIPEACJICHUA OTHOCATCA K TCpMHHaM,
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HCIIOJIb3yEMBIM 110 BCEMY TEKCTY ONMMCaHuA M (GOPMYJIbl HACTOAIIETO H300pETEHHUs, €CIIH B
KOHKPETHBIX CiIy4asx HE OrpaHHMYEHO MHa4ye, Kak B OTIAEIBHOCTH, TaK U KaK 4acTh Oosee
KPYITHOM TpyNIIEL.

«AKTHBHBI KOMIIOHEHT» (JIEKApCTBEHHOE BEIIECTBO) O3HAYAET (DH3HOIOTHYECKH
aKTHUBHOC€  COCIMHEHHE  CHHTETHMYECKOIO MM  HMHOro  (OMOTEXHOJOTMYECKOTO,
PaCTHUTEIBHOI O, XKUBOTHOT'0, MUKPOOUIIHIHOrO H T.II.) HPOMCXOXICHHS, KOTOPOE IIPOSBIIAET
(hapMaKoIOrH4ecKyIo aKTUBHOCTH 51 SIBJIIETCA aKTUBHBIM HHIPEITUEHTOM
dbapmaneBTHIECKOM KOMIIO3ULMH, HCTIONB3YEMOM B IIPOU3BO/ICTBE.

«JlexapCTBEHHOE CpENCTBOY» O3HAYaeT COENMHEHHE (MM CMECh COCAMHEHHMH B BHE
(apmaneBTHIECKON KOMIIO3ULME) H JEKapCTBEHHBIA npemapar B BHAE TableTok, Kamcyil,
MHBCKIMH, Masell u JpYTHX TOTOBBIX (OpM, NpelHAa3sHAYEHHBIX JUI BOCCTAHOBJICHHS,
YAYYIICHHS WK U3MEHEHHs (QU3HMOTIOrHYecKuX (GyHKIMH y JIIOJEH M XUBOTHBIX, a TAKXe U
NeYeHHs ¥ NMPOGHUIaKTHKY 3a0oNeBaHuM, VIS JHMATHOCTHKM, AHECTE3HH, KOHTpAICIIVH, B
KOCMETOJIOTHH U T.[.

«TepaneBTHyeckuii KOKTeib» mnpeacTaBiaier coboit OJHOBPEMEHHO BBOIUMYIO
KOMOMHAIMIO U3 JBYX WIH Gojlee JEKapCTBEHHBIX CPECTB, MIPOSBJIAIOIIMX Pa3IMIHBIH
MEeXaHU3M (apMaKoIOrHYecKoro NEHCTBUA M HANpABIEHHBIX HA Pa3JHdHbIE OHOMHUIIIEHH,
YYacTBYIOIIHE B Npouecce 3a00IeBaHms.

«DapMaleBTHIECKass KOMIIO3HLMS»  O03HA4aeT KOMITO3HIHIO, BKJIFOYAIOLIYIO
MHIHONTOp AV-4126 i ero gapMaleBTHYECKH IIPHEMIIEMYIO COJb M KaK MHHHUMYM OJIMH
KOMIIOHEHT, KOTOpPBIH BBIOMpaeTCs M3 TPYNIBL, COCTOAIIEH H3 (apMaleBTHUECKH
OpUEMIIEMBIX M (apMakoIOTHIECKH COBMECTHMBIX HAIOJIHHTENEH, pacTBOpHUTEINEH,
pasbaBuTenel, HOCHTENEH,  BCIIOMOraTeNIbHBIX CpEeACTB,  pacnpeaciuTesieili. u
BCIIOMOraTe/IbHBIX BEIIECTB, CPE/ACTB JOCTABKH, TAKMX KaK KOHCEPBAHTHI, CTaGHIIM3aTOPHI,
HaIlOTIHUTE/IH, PAa3PBIXJIMTENHM, YBJIQXHUTEIH, 3MyYJLraTophl, CYyCIEHAMPYIOIIME AarcHTHI,
3aryCTHTE/H, IOJCIACTUTEH, KOPPUICHTHI BKYCa, apOMaTH3aToOphl, aHTHOAKTEpUAILHBIC
areHThl, QYHTHUIMOBI, CMa3BIBAIOIIUE BEIIeCTBA U PEeryJIATOPSl  IIPOJIOHTMPOBAHHOM
AOCTaBKH, BBIOOP M COOTBETCTBYIOLIME NPOIOPHHMH KOTOPBIX 3aBHCAT OT XapaxkTepa H
criocoba BBENEHMS M JO3HPOBKH. IIpuMepaMH MOXXORAIIMX CYCIIEHAHPYIOIUX areHTOB
ABJIAIOTCS  STOKCHUIIMPOBAHHEIM H30CTEapPUIIOBBIA CIHMPT, IOJMHOKCHITEH, COPOHTON M
COPOHUTOJIOBEIH 3(Hp, MHKPOKPUCTA/LIAYECKA LEJLII0NO03a, METaruApPOKCH] aTFOMHHH,
OGEHTOHMT, arap-arap 4 TparakaHT, a TAKXKE UX CMECH.

3amura OT MHKDOOPraHH3MOB MOXET OBITH  obecledena pa3IMYHBIMHU

aHTI/I6aKTepI/IaJII>HBIMI/I H HpOTI/IBOFpPI6KOBBIMH aréHTaMH, TaKHMMH Kak, HaIlrpuMmep,
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napaGeHsbl, XI0pOyTaHoI1, COpPOMHOBAs KUCIIOTa U MMOJ0OHEIMHU coequHeHHaMU. KoMmozumus
MOXXET TaKKE COACPKATh M30TOHHYECCKUE arcHTHI, TaKHMe KakK, HaIlpUMeEp, caxap, XJIOPHH
HaTpus U nofobusie coemunenns. IIponoHrupoBannsii 3G GeKT KOMIO3HIMH JOCTUIraeTCs ¢
IOMOINBIO  arcHTOB, 3aMEAIOMMX abCopOLMIO AaKTHBHOIO WHIPEJWEHTa, HAMpHMED,
MOHOCT€apaTOM aTIOMHHHA HIIM JKEJAaTHHOM. IIpuMepsl moaxoasimux HOCHTENeH,
pacTBoOpuTenel, pazbaBuTenel U CPEACTB TOCTABKH, MCIIONL3YEMBIX UL HHBEKIMIA: BOJA,
9TaHOJ, MOJMCIHPTEI X MX CMECH, HATypaJibHble Macia (TaKHe KaK OJIMBKOBOE Macio) U
OpraHH4eCKHe CIIOKHble 3QUpH (TaKUX KaK STwionear). [IpuMepaMu HaIOJHHTENCH
SBJIIIOTCSA JIaKTO3a, MOJIOYHBIH caxap, IIMTPaT HaTpHs, KapOoHaT Kanbpuus, Gocdar Kaapius
u T.. IlpuMepamu paspeixiuTeneif U pacnpenenuresiell SBIAIOTCS KpaXMall, aibrHHOBas
KHCJIOTa U €€ COJIM U CHJTHKATEL

IIpuMepaMu TOJXOAAMKUX JTyGPHKAHTOB ABIAIOTCS CTeapaT MarHHS, JIaypPHICyIbhaT
HaTpusd, TalbK W IOJMITUICHIVIMKONL C  BBICOKOM  MOJEKYJSIpHOM  MaccCoii.
®apManeBTU4ECKYIO KOMITO3HIHIO JUIA [IEPOPaIBLHOrO, CyOJIMHTBaTBHOT O,
TPAaHCACPMAIBHOTO, BHYTPHMBIIIEYHOrO, BHYTPHBEHHOI'O, IOJKOXHOTO M MECTHOrO HJIH
PEKTAITBHOTO CIIOCOGOB BBEICHHA aKTHBHOI'O MHIPEIMEHTA, OTAECIBHO WIH B KOMOHHALIH C
APYTHM aKTHBHBIM COCIHHECHHEM, MOXXHO BBOIHUTE JIOMSIM M >KMBOTHEIM B CTAHIApTHOM
JIEKapCTBEHHOM (opMe WM B CMECH C TPaJMUHOHHBEIMH (apMalleBTHYECKUMHA HOCHUTE/ISAMY.
Ilomxozsimue CTaHAApTHBIC JIEKAPCTBEHHBIE (OPMBI BKIIOYAIOT NEPOPAIbHEIE dbopmsl,
TaKHe KaK TaO/IeTKH, JKeIaTHHOBIE KAIICYJIbI, IIHIOJH, IOPONIKH, IPaHyJIb], KeBaTeIbHEIE
PE3HHKH ¥ IEPOPATIbHBIC PaCTBOPHI WUIIM CYCIIEH3HMH; CyOIMHrBagbHas M TpaHCOYKKaIbHasI
dbopmsr; a’po30JIH; HMILIAHTEHI; MeCTHas, TpaHcAepMaJIbHas, MOAKOXHas,
BHYTPUMBILIEYHA], BHYTPUBECHHAS, WUHTpaHA3albHAsd M HHTPAOKYJApHas QOPMBI, a TaKKe
pekTanbHas popma.

«®DapMaleBTHYECKH TpPHEMIEMas COJIb» O3HAYAET OTHOCHTEIBHO HETOKCHYHEIE,
OpraHHYeCKHe M HEOPTaHHYCCKHE COJM KUCIOT M OCHOBAaHHUM, PacKphIThIE B HACTOSAIIEM
n306peTernn. Conu MOXKHO IIPHIOTOBHMTE in Situ B NPOLECCE CHHTE3a, BHLICICHHS WA
OYHCTKH COCIWHEHHH MM WX MOXHO IpPUTOTOBHTH CIEUHATbHO. PapMareBTHYECKH
IPHEMIIEMBIC COM MOTYT OBITb HPHTOTOBJICHHl H3 HEOPraHMYECKHX HJIH OPraHHYECKHX
KUCTOT. [IpuMepbl MOAXOAAMMX HEOPraHMYECKMX KHCIOT BKIIOYAlOT, HO He
OTPaHMIUBAIOTCA UMH, COJIAHYIO, OPOMUCTOBONOPOIHYIO, a30THYIO, YIONbHYIO, CEPHYIO H
dbochopryro kucinotsl. ITpumepsl moaxoasmux OPraHHYECKHX KHCJIOT BKJIFOYAIOT, HO HE
OrpaHMYMBAIOTCA MMM, amupaTUdecKHe, NHUKIOATH(ATHYECKHE, aPOMATHYECKHE,

apanndaTUYecKue, TIeTEPOLMKIMYECKUE, KapOOKCHIBHEIE M CYIbQOHOBEIE  KJIACCHI
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OPraHWYECKHX KHCIOT. KOHKpETHBIE NpPHMEPHl MOAXOMAIIMX OPTraHMYECKHX KHCIIOT
BKJIIOYAIOT alleTar, TpUdTopauerat, popMHAT, IPOIHOHAT, CyKIMHAT, TIHKOJIAT, [NIFOKOHAT,
AMITIIOKOHAT, JIAKTaT, MajaT, TapTpaT, LMTPaT, ackopbarT, IIOKypoHaT, Majiear, (yMapar,
NHpYBaT, acnaprar, IIyTamar, GeH3o0aT, aHTpaHWIAT, ME3WIAaT, cTeapaT, CATHLIAT, H-
THIAPOKCHOCH30aT, (eHHNaleraT, MaHzenar, 5MG0HAaT (mamoar), METaHCYIb(OHAT,
3TaHCYJb(OHAT, 6ensoncynbdonar, IIaHTOTEHAT, TOJyONCyJIb(PoHAT, 2-
THAPOKCHITAHCYIbQOHAT,  CyNb(aHHIAT, LHKIOTEeKCHIAMHHOCYTh(OHAT, AaIbIHHAT,
OKCHOYTHpaT, TranakTapaT, TaJaKTypOHAT, AaWIIaT, AJbIUHAT, bucynbtdar, Oyrupar,
KaMdopar, kamdopcysdoHar, IHKJIONIEHTaHNPOIIMOHAT, AoAeLMIICYIbaT,
TJIMKOTeNTaHoaT, riMuepodocdar, reMucyabdar, renTaHoar, reKCaHoaT, HUKOTHHAT, 2-
HagTamuHCYbGOHAT,  1,5-HadTaIMHIMCYNHE(OHAT, OKCanaT, NaNLMOAT, [EKTHHAT,
nepcyibdaT, 3-GpeHUIPONHOHAT, ITHKpaT, NUBajaT, THONHMAHAT, TO3WIAT M YHAECKAaHOAT.
CoenuHeHus WM COMM 1O HACTOAIIEMY H306PETEHHIO MOTYT CYIIECTBOBAaTh B BHIE COJILBATOB,
TA€ B pONM pPACTBOPUTENA MOTYT BBICTYNATh Boja (T.€., THAPATH) MM OPraHHYECKHE
PacTBOpuUTENH (HapUMEp, METAHO, ITAHON MM aleTOHHTPHI, 0GpasyolwFye, COOTBETCTBEHHO,
MCTaHO/AT, IJTAHOJAT M AaueTOHWTpHiar). [logpoGHoe omnMcaHMe CBOMCTB TakHX cCoJjeil
nmpuBeleHO B cTatee Berge S. M., et al. "Pharmaceutical Salts" J. Pharm. Sci., 1977, 66, 1-
19.

Nuruburop ¢opmyns: 1 uim ero kpucTamiuyeckas Wi HOJMKpHCTAIAYecKas hopMa
WM UX (papMaleBTHYECKH NPHEMIIEMAst COJIb 10 HACTOALIEMY H300pPETEHHIO MOXET TaKKe
IIPUMEHSTBCA B BHIE IPOJIEKAPCTB.

Huruburop dopmyns: 1 wim ero kpucramimdeckas Wi HOJHKpUCTAIINYECKas hopMa
WM uX ¢apMalleBTHYECKH MpHeMiIeMas CoJib 1O HacCTOAIIEMY H300PETEHUIO MOXKET
CYIIECTBOBATh B PA3IMYHEIX TAayTOMepHBIX (opmax. Muruburop dopmynsr 1 wma ero
KpHCTaJlTHIeCKas MM MOMMKPUCTAIUIHYECKast popMa Ml UX dapMaleBTUIECKH NpHeMiIeMas
COIb MO HACTOAIEMY H300PETEHHMIO HE OrPaHHMYEHBl KaKAM-THMO0 ONXHHM KOHKPETHBIM
TayTOMEpOM, a CKOpee OXBATBIBACT BCE TayTOMepHbIE (opmbl. MHru6uTOp dopmys: 1 wmu
€ro  KpUCTAUIMdeCcKas MM MNONHKPHCTALIMYECKAas (opMa WM WX (apMaleBTHIECKH
TpUEMIIEMast COMb 110 HACTOAIIEMY H300DETEHHIO MOIYT CYIIECTBOBaTh B Pa3MHUHBIX
CTaGMIBHBIX  KOH(OPMAIHOHHEBIX dopmax, KoTOpele MOryT OTZENATHCS. HanHoe
H300pETEHHE OXBATHIBAET KayKIbIii KOH(OPMAIMOHHEINA H30Mep uHrubuTopa dopmynnr 1
WM €T0 KPUCTAUIMYECKOH HIHM IONMKPHCTAIINYECKOH (BOPMBI MM HX dapMarneBTHYECKH

[pUEMIIEMOH COJIH 10 HACTOAIIEMY U306 PETEHHIO.
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Ilpeanonaraercs, 4ro ecym MHruburop dgopMynsl 1 wim ero kpucrauIHdecKas HIH
IONIHKPHCTa/UIHYecKas GopMa WK MX (GapMalleBTHYECKH HpUEMIIEMas! COJTb MO HACTOAIIEMY
H300pETEHHIO CYINECTBYET B PAa3IMYHBIX TAyTOMEPHEIX (OPMAaX, TO O3TO COEJUHEHHE
OXBaTBIBACT BCE TAyTOMEPHbIE (HOPMEL.

Tepmun «dapmaneBTHUeCKH NpPHEMIEMBIH» O3HAYAET, YTO ONpEAE/IIeMOe UM
CYINECTBUTE/ILHOS TOJMTCA UL NMPUMEHEHHWs B KadeCTBe (apMalleBTHYECKOro IPOAyKTa
WM B Ka4eCTBE YacTH (HapMarleBTHUECKOIO POIYKTa.

Tepmun «TepaneBTHYecKH 3(Q(EKTHBHOE KOIHMYECTBO» OTHOCHTCS K obmemy
KOJIMYCCTBY KaXJOr0 aKTHBHOI'O BEINECTBA, KOTOPOE fABIAETCA JOCTATOYHBIM AJIA TOTO,
4TOOBl HPOAEMOHCTPHPOBATh 3HAYMMYIO IIOJB3y IUIS IIAlIHEHTa, Halp¥Mep, CHIDKCHHE
BHPYCHOM HarpyskKH.

Tepmun «mmposiekapcTBO» OTHOCHTCA K HPOM3BOMHBIM COSAHHEHHH IO JaHHOMY
H300pETEeHNIO, KOTOPBIE UMEIOT XUMUYECKH HMIIM METaGOIHIECKH OTIIEUIseMEIe rpynisl 1
IIPEBPAINAIOTCA B PE3YyJbTATe PEAaKUHH COJBBOJIN3Aa MM H3MEHEHHA (DU3MOIOTHYESCKHX
YCJIOBMi B COCIMHEHHUS M0 NAHHOMY M300PETEHHIO, KOTOPHIE ABJIAIOTCS (hapMaleBTHYECKH
aKTHBHBIMH in vivo. IIpoieKkapcTBO COeMMHEHHS MOXET GBITh MOMYYeHO OGIIEIPHHATHIM
CIIoco6oM peakimell (YHKUMOHAILHOM TPYIIBI COETUHEHHUS (Takoff Kak aMHHOTpPYIINa,
THAPOKCHIPYINa WTM Kapbokcurpymma). IIposnekapcTBa 4acTo UMEIOT IPEHMYINECTBA B
PacTBOPMMOCTH, TKAaHEBOH COBMECTHMOCTH MM 3aME[JICHHOM BBICBOGOXIEHHH Y
Miekonuraromux (cM. Bungard, H., Desing of products, pp. 7-9, 21-24, Elsevier,
Amsterdam 1985). IponekapcTBa BKIIOYAIOT MPOH3BOLHEIE KHCJIOT, XOpPOWIO U3BECTHEIE
TIpakTHKYIOMHUM CIELHaINCTaM B JaHHOH 00JacTH TEXHMKM, TakHe Kak, HalphMep,
CJIOXKHBIS (MBI, MONYYEHHbIE B3aMMOJCHCTBHEM HCXOJHOIO KHCJIOTHOTO COSNHHEHHS C
HOAXOMAINM  CIHUPTOM, MJIH aMHU[bl, IIOJy4EHHBIE B3aMMOJCHCTBHEM HCXOIHOIO
KACJIOTHOTO COCAUHEHMA C MOAXOAAIIMM aMHHOM. IIpuMepsl nposieKapcTB BKITIOYAIOT, HO
HE OrpaHMYHBAIOTCA WMH, aleTaT, ¢(opmuaT, OEH30aT WIM APYTHe AlMTHPOBAHHBIE
[IPOM3BOZHBIC CHUPTOBBIX HIM AMHUHHBIX (PYHKIMOHAIHGHBIX TPYNI B COSAMHEHHSX II0
JMaHHOMY M300pETEHHIO.

Tepmun «coneBaTy OTHOCHTCS K (U3MUYECKON acCOMMAIIMH COEIUHEHUS IO
HACTOAIEMY H300peTeHHIO C omHOM WM 6ojnee MoyeKyIaMu OPraHMYECKOI0 MM
HCOPraHHYeCKOro pacTBOpUTeNns. OJTa (QUIMYECKas acCOlHallusi 4YacTO CBS3aHA C
00pa3oBaHHEM BOJOPOJHBIX CBs3eid. B OIIPEACICHHBIX CITy4asX CONbBAT MOXHO BBIJIEIIHTS,
HAalpUMEp, KOrxa KpUCTaIMYECKas PEIeTKAa KPHCTA/UIMYECKOTO TBEPAOTO BEIIECTBA

COACPXKUT OJHY HJIM HECKOJIBKO MOJIEKYJT paCTBOpPHTENIA. TepMPIH «COJIbBAT» BKIIIOYAET B
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cebs Kak pacTBOPBI, TaK U BBLAEISEMBIE COLBATEL. THIIMYHBIE COMBBATHI BKIIOYAIOT, HO HE
OrPaHHYMBAIOTCI UMH, THIPATHI, STAHOJIATEI 1 METAHOJIATEL

Tepmun «N-3amurHas rpynna» umm «N-3aluTHAs» OTHOCUTCA K TEM IPYNNaM, KOTOpHIE
CIIOCOGHBI 3aIIMTHTL AMHHOTPYIIITY OT HEXeNaTebHbIX peakuuit. O6mmenpuHaTsie N-3aIIuTHbIE
rpynnsl omucanel B KHMre Greene and Wuts, PROTECTING GROUPS IN CHEMICAL
SYNTHESIS (3™ ed., John Wiley & Sons, NY (1999)). Heorpanuursaromue mpumepsr N-
3QUINTHBIX TPYNI BKIIOYAIOT AlMIBHBIE TPYNNbI, TaKHE Kak (OPMHUI, aleTHI, IPOMHOHHI,
NABAJIOWII, mpem-0y THIANETHII, 2-XJI0paneTrI, 2-6pomarneThi, TpudTOpaneTHII,
TPHXJIOPALETHN, (PTAINN, 0-HUTpO(eHOKCHaNeTH, GeHsomnn, 4-xmopbensomwi, 4-GpomMGer3ont
WA 4-HUTPOGEH30MI; CYNb(QOHMIBHEIE TPYNIbl, TaKWe KaK OeH30iaCYTBQOHMIT MM n-
TOJYONCYIbGOHUT; CynbhEHHIBHEIE TPYIIE], TakHe Kak QeHmIcytbdenun (deHmn-S-) wmm
TpUeHUIMETACYTbGERUN (TPHTHII-S-); CYIbOUHMIBLHEIE TPYIIIBI, TAKHE KaK
n-meTdenucynsdunnn (n-metundennn-S(0)-) wm mpem-6yTuncyisuHmT (#-Bu-S(0)-);
KapOamat-06pasyrolnie rpymsl, TAKHe KaKk GEH3MIOKCHKApOOHHII,
N-XTOPOEH3UIOKCUKApOOHII, 7-METOKCHOEH3HIOKCHKApGOHHI, n-HATPOOEH3MIIOKCHKApOOHUIL,
2-HUTPOGEH3UITOKCHKAPGOHII, N-GpOMBEH3UTOKCHKAPOOHHI,
3,4-1nMeTOKCHOEH3UIOKCHKApOOHHI, 3,5-muMeToKCHOEeH3UITOKCHKApGOHMI,
2,4-1MMeTOKCHOEH3UIOKCHKApGOHMI, 4-MeTOKCHOEH3MITOKCUKApOOHHUI,
2-HnTpo-4,5-,unMeToxcn6eH3nn0KcnKap6OHHJI, 3,4,5-TpuMeTOKCHOEH3MIOKCHKapOoHmI,  1-(n-
OueHmITHI)- | -METHIIPTOKCHKAPOOHHILIL, JUMETHII-3,5-TUMETOKCHOCH3HIOKCHKApOOHHIIT,
OeH3rHAPHIOKCUKAPOOHHUIL, mpem-6y TUIOKCHKApGOHHI, JMH30MPOITHIMETOKCHKAPOOHH,
H30IPOIMIOKCUKAPOOHUI, STOKCHKapOOHMUII, METOKCHKapOOHHJI, aTHIOKCHKapOoHu, 2,2,2-
TPHXJIOP-3TOKCH-KapOOHWI, GEHOKCHKAPGOHHMI, 4-HUTPO-DEHOKCHKApGOHIL,
UHKJIONEHTHIOKCUKAPOOHHII, aNaMaHTHIIOKCHKAapGOHMI, IHKJIOT€KCHIIOKCHKapOOHHII HITH
(eHMITHOKaPGOHMIT; ANKHIIBHEIE TPYTITTBL, TAKHE KaK GeH3m, N-METOKCHOCH3HII,
TPHOEHIIMETHI U GEH3UIOKCHMETHIT; 1-METOKCH(EHMIT, H CHIMIIHHEIE IPYIINbI, TAKHE KaK
TpumeTHICHIHL.  [Ipennodrurenshble N-3alUTHBIE TIPYNIE BKIIOYAIOT dopmun, aneru,
OGCH30MJI, MUBAJIONIT, mpem-0yTunaneT, GQeHwICy1bGoHm, GeH3u,
mpem-0yTanokcukapOoru (Boc) u GeH3mmokcHKapGOHUI (Cbz).

IlpencraBneHnble HEXE IPUMEDH OCYIIECTBIEHHS HACTOSIIErO H300peTeHHus He
TIPCATIONAraloT orpaHAIeHue ero o6bema. Haobopor, HacTosimee H306peTeHne OXBATHIBACT BCE
AILTCPHATHBHBIC BADHAHTEI, MOAM(UKALMK U SKBHBAICHTbI, KOTOPHIE MOTYT GBITH BK/IIOUEHH! B
o0beM ¢opMynmel H306perenms. Tak, crenyomme IPUMEPEI, HIIIOCTPUPYIOT  OIHO

TIPaKTHYECKOE OCYINECTBIICHAE HACTOSIIETO H300PETEHHUS; IIPH STOM NOHAMAETCS, YTO IIPUMEPEL
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NpeaHasHaAYCHBI I HIUTIOCTPALIMH HEKOTOPBIX BAPHAHTOB OCYIIECTBIICHUS U IIpE€/ICTABJICHBI KaK
Haubosee HeJ’ICCOO6paSHI>IC H JOOCTYIIHBIC [JIA IIOHHMMAaHHS OIHCAHUSI €ro METOOHK |

KOHICIITYAJIIbHBIX aClICKTOB.

Jlyumuii BApHAHT ocyImecTB/IeHHs H300peTeHHs
Haunoe wuso0peTeHHe MIUTIOCTPHpPYETCA, HO HE OIPAHHYHBACTCS  CIEAYIOMIHMH

IpUMEpaMH.

IIpumep 1. Cunres mernn [(15)-1-({(2S5)-2-[5-(4'-{2-[(2S)-1-{(2S,3R)-3-MeToKCH-2-
[(MeToxcHKapGORHI)aMUHO |6y TaHOMT } -THPPOIHANH-2-11]- 1 H-uMHIa3011-5-11 } G berm-4-
w)-1 H-uMua3071-2- W JIHppoH ARH- 1 -1 } -2-MeTrnmponm JkapGamara (1).

Bapuanm A. Cmecs 1 3x8. metun [(1S)-2-MeTun-1-({(25)-2-[5-(4'-{2-[(2S)-nupponuaus-
2-un}-1 H-amunazon-5-un} 6udenmn-4-un)-1 H-umuaazon-2-yl jouppomaus-1-
n}kapbonum)nponui]-kapbamara (2.1) mwim ero rpuruapoxsopuna (2.1-3HCI), 1 sxB. N-
MeTOKCHKapOoHuI-O-Merun-L-tpeonuna (3.1), 1,1 3x8. HATU u cootBeTcTBeHHO] 3KB. MyH 4
okB. DIPEA B aumeTtnngopmaMue epeMeInuBaioT B X0IOWILHAKE B TeUeHHe 2 ,
AUMETHN(HOPMAMHUL OTTOHSIOT C 0-KCHJIONIOM Ha POTOPHOM KCIIAPHTEJIE, OCTATOK PACTBOPSIOT B
AUXJIOPMETAHE, IPOMBIBAIOT 5 % pacTBopoM Na,COj3, ymapusarot B Bakyyme u MetogoM BAXKX
BBIJEIIAIOT LieNeBOH npoayKr 1.

Bapuanm B. Cmecs 1 5kB. MeTHI [(1S,2R)-2-meToxen-1-({(2S)-2-[5-(4'-{2-[(2S)-
nuppoauH-2-1ui|-1 H-uMunason-5-un } Gudenmn-4-un)-1 H-umupaszon-2-yl jnupponunun-1-

W1} KapOoHmI)ponui|kap6amara (2.2) UM ero Tpuruapoxiopuaa (2.2-3HCI), 1 sks. N-
MeTokcukapOoHui-L-anuna (3.2), 1,1 sxB. HATU u cootBercrBenno1 2kB. mimn 4 5xB. DIPEA B
AUMETHIIGOPMaMHUJIE IEPEMEITHBAIOT B XOJIOJUILHAKE B TEUEHHE 2 U, JUMETHIPOpMaMHu
OTTOHAIOT € 0-KCHIIONIOM Ha POTOPHOM HCIApPUTENE, OCTATOK PACTBOPSIOT B UXJIOPMETAHE,
npoMbIBaloT 5 % pactBopoM Na,COs, yniapusarot B BakyyMe H MetonoM BOXKX Beimensior
L[eJICBOH IpoayKT 1,

Mertun [(18)-1-({(2S)-2-[5-(4'-{2-[(25)-1-{(2S,3R)-3-MeTOKCH-2~
[(MeToxcnKap(Sonnn)aMHHo]-6yTaHonn}-nnppoanH-Z-nn]-lH-HMn):[ason-S-Hn}6H¢)eHm{-4-
HJI)-1H—nMpmaBon-Z-pm]nnpponnz(m{-1-HJI}-2-MeTHnnpoan]Kap6aMMa (LC-MS (ESI) 771
(M+H)". 'TH NMR (DMSO-ds, 400 MHz) $ 11.70-12.21 (m, 2H), 7.60-7.83 (m, 8.4H), 7.51 (s,
1.4H), 7.27 (m, 1.9H), 6.92 (m, 0.03H), 6.81 (m, 0.1H), 6.70 (d,J=7.6 Hz, 0.17H), 5.38 (m,
0.45H), 5.08 (m, 1.55H), 4.29 (m, 2H), 3.82 (m, 4H), 3.55 (s, SH), 3.48 (m, 2H), 3.42 (s, 1H),
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3.29 (s, 1H), 3.19 (s, 5H), 2.16 (m, 3H), 2.00 (m, 3H), 1.86 (m, 1H), 1.70 (m, 1H), 1.05-1.12 (m,
6H).

Ipumep 2. [TpuroToBnenne GpapMaieBTHIECKON KOMIIO3UIMH B HOPME KaICyIL.

Merun [(15)-1-({(25)-2-[5-(4'-{2-[(2S)-1-{(2S,3R)-3-MeTOKCH-2-
[(MeToxcukapGonm)amMun0]-6yTanon }-nupponuaun-2-un]-1 H-umunason-5-ui} 6udenn-4-
wi)- | H-umuna3on-2-mi | muppom ius- 1 -1 } -2 -MeTanponm | kapbamar JUTHIPOXIIOPHUL
(1-2HCI) ¥ nopoIoK JaKTo3s! TIATEIHFHO CMELIMBATH B COOTHOLIEHHH 2 : 1. Iomy4ennyto
TIIOPOIIKOOGPa3sHYIO CMECh YIaKOBBIBATH B JK€IAaTHHOBBIE KANICYJIBI ITOAXO/ALIETO PasMepa 1o

60-300 Mr B KaXxayro.

IIpamep 3. [Ipurotosnenne GapmaneBTHIECKONH KOMIIO3UIMH B GOpMe TaGIeTKH.

Kpaxman (1600 mr), u3mensuennyro jakrosy (1600 mr), Tanek (400 Mr) 1 MeTHI [(15)-1-
({28)-2-[5-(4'-{2-[(25)-1-{(2S,3R)-3-MeTOKCH-2- [(MeToKCHKapOOHIT)aMUHO |0y TAHOMIT } -
THPPOTHAMH-2-1i]-1 H-uMuna3on-5-un} 6udennn-4-un)- | H-umunason-2-un|mappomuus- 1 -
wi}-2-MeTunmponui]kapbamar  muruapoxiopun  (1-2HCI) (1000 MI) CMEUUBaAIH U
CIPECCOBBIBATH B BHAC Opycka. Bpycok m3Mmenbyamu B IpaHyNbl W IIPOCEHBANIM depe3 CHTO,
cobupas rpanyins! pasmepoM 14-16 me. IlonyueHHEIe TakuM 0Gpasom rpaHybl TabJIETHPOBAIH

B TabneTku noaxoasueit GopMel BecoM mo 115-230 mr.

IIpumep 4. AnHanormyso npuMmepy 4 MoNy4aroT (bapManeBTHYECKYI0 KOMIIO3HIIHIO B
dopme Tabnerku comepxamet 400 mr unruburopa 1:2HCI u 400 Mr H027-4289 w200 Mr
1-:2HC1 u 400 mr H027-4289, umu 160 mr 1-2HCI u 400 mr HO027-4289, unu 80 mr 1-:2HCl u
400 mr H027-4289, wm 40 mr 1-2HCI u 200 mr H027-4289 wmz 40 mr 1-2HCI u 400 Mr
H027-4289.

Ilpamep 5. Aranornuso npumepy 4 mosydaror (bapManeBTHYECKYIO KOMIIO3HLHMIO B
opme Tabnetkm conepxameit 400 Mr unruGuTopa 1-2HCI 1 400 Mr Codocbysupa w200
mr 1-2HCI u 400 mr CodocGysupa, umm 160 mr 1-2HCI u 400 mr CodocOysupa, mmu 80 Mr
1-2HCI u 400 mMr CodocGysupa, mim 40 mr 1-2HCI u 200 mr CodocOysupa wimu 40 mr
1-2HCl 1 400 Mr CoocGysupa.
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IIpumep 6. AHalOrMyHO NpUMepy 4 MONY4arOT (GapMaleBTHYECKYIO KOMIIOZHLHIO B
dopme Tabnerku comepxameit 300 Mr umarHGuropa 1 m u 300 mr I'mexanpeBupa, 120 mr

unruburopa 1 u 300 mMr I'nexanpesupa, 40 mr uaruGuropa 1 u 100 mr I'texanpeBupa.

Ipamep 7. Anamus perymkoHa BI'C  ucmonms3oBamy  mis  ompejaeneHHs
NIPOTHBOBUPYCHOM aKTUBHOCTH COeMHEHUH o61meil hopMyIs! 2 (TECTUpyeMbIE COSTHHEHMS).

JluHMe# TecTHpyeMBIX KIETOK, MCIIONB3yeMOH B aHamm3e pemnukoda BI'C, 6bL1a
KJIeTOYHas JIHHHA remaToMbl denoBeka Huh7, Bxmouaromas pemmwkonsr  BI'C,
CHHTC3UPOBAaHHbIC BHEIIHUM ITOCTAaBIIMKOM. 96-TyHOUYHBIEC TUTAHINETHI 3aCCHBAIM KJIETKAMH C
IOTHOCTHIO 7,5%10° Ki1eTok Ha JyHKY B 50 MKJ aHamTUTHYECKOM cpelsl. MaTOYHBIN MCXOIHbIH
pacTBOp OBUI CBEXENPHTOTOBIEH B cpefie A1 aHanmu3a (DMEM 1X; ucrounux Cellgro; xar. Ne
10-013-CV) B Bune 2X 3amaca. Beero 6bu10 npoBeseno 11 mocienoBaTenbHEIX TPEXKPATHBIX
pa3sBelCHHUI TECTUPYEMBIX COeMMHEHMH 13 2X HCXOJHOTO MaTepHala B aHAIM3UPYEMOH CpeJie B
npenenax ot 20 u’M mo 0,2 oM. Cnycrs, mo MeHbluel Mepe, 4 Yaca Mociie BHICEBaHHS KIETOK
Ha4YMHAOT 00paGoTKy coeanMHEHMeM pobOapieHHeM 50 MK pa3sBEACHHOTO COCIHHEHHS B
IaHeTsl. KoHeuHble KOHIEHTPAIMH COSAMHEHHUS, TaKMM 00pa3oM, cocTaBisuta oT 10 HM no
0,1 oM npu pas6aenenun 1:1 B KynsTypanbHO# cpene. Koneunas konmenTpamms JMCO
coctaBiaia 0,5%. Kietku 1 HHrHOUTOpPHI MHKYOHpOBAIX B TeueHHE Tpex aHe# mpu 37 °C/5%
CO,. Cpeny ymansiy u3 IIaCTHH C IIOMOLIBIO JIETKOFO NOCTYKMBaHHS. KneTku $uxcmpoBamu
100 M1 1:1 aneToH:MeTaHON B TeUCHHE MUHYTHI, IPOMBIBATH TpH pasa Oydepom PBS u 3arem
Groxuposamu 150 mx/mynky 10% ¢eransHol 6prubeit ceBopotku (FBS) B PBS B Teuenue 1 4
IpH KOMHAaTHOM TeMmmeparype. 3aTeM KIETKM INpOMBIBaIM Tpu pasa 6ydepom PBS m
MHKyOMpoBami ¢ 100 MKI/TYyHKY MOHOKJIOHA&IBbHBIMM aHTHTENaMH K Kop-aHTHreHy BI'C
(Affinity BioReagents, xat.# MA1-080, 1 mr/mi, pa36apnennsiit 1: 4000 B 10% FBS-PBS) B
TeYeHHe NBYX 4acoB npu 37 °C. 3ateM KIeTKH TprKAsI poMbiBany PBS u uaky6uposam ¢ 100
MKI/IIyHKYy € aHTHTENaMM KO3b K HMMYHOIJIOGYJMHAM MBI (KOHBIOTHPOBAHHEIMH ¢
IIepOKCHIa30H XpeHa, passeneHHbl 1:3500 B 10% FBS-PBS) B Teuenme 1 waca npu 37 °C.
3aTeM KIETKU TpHXIB! nmpoMbBaid PBS u o6pabarssamu pactBopom OPD, 100 MKV/ITyHKY (1
Tabrerka OITJI + 12 mn nurpat/docdarroro 6ydepa + 5 mxa 30% H,0, Ha miacTuy) 30 MuH B
TEMHOTE NpH KOMHATHOH Temmueparype. Peaknuio ocranaBmBamy ¢ nomousio 2N H,SO4 (100
MKI/JIYHKY) M HM3MEPIM ONTHYECKYIO IUIOTHOCTE Npd A490 X Ha MHOrOKaHAIBHOM

ciekTpootomerpe Victor' V 1420 (Perkin Elmer). 3nauenns ECsy oms Bcex TecTHpyeMBIX
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COCAMHEHHH ONpelessUli ¢ HCIOIb30BaHHEM NporpaMMHOro obecrieuenus XLfit 4.1 (Ta6mump
2).

ITUTOTOKCHYHOCTD HCCIIETYEMBIX COENMHEHUH H3ydaly NapalleibHo, HCTIONb3YS Ty XKe
kneTounyto muuauio Huh7. XKusnecmocoOHOCTE KIIETOK ONpeeNnsui ¢ UCIoNb30BaHueM Habopa
ATPLite (Perkin-Elmer, Bocton, CIIIA) B COOTBETCTBUM ¢ MHCTPYKIHAMH NPOHU3BOAUTENS. 96-
JIyHOYHBIE Y€PHbIE IUTAHIIETH! ¢ IPO3PAYHBIM JHOM 3aCEHBANH KIETKAMH ¢ IUIOTHOCTBIO 7,5x10°
KJIeTOK Ha JyHKy B 50 Mkn cpenpl. Crycts 18 yacoB HaumHaroT 06paboTKy COeIMHEHHEM,
RobaBisis 50 MKI pa3BeNEHHOTO COSAMHEHUs B IUIaHINETH. Kaxknoe pa3s6aBleHHe COeIMHEHUS
TECTHPOBAJIM B TPEX HOBTOPHOCTAX. 3aTe€M KIETKHM M MHTHOMTOPbI MHKYGHPOBAIM B TeueHHE 96
gacoB mpu 37 °C/5% CO,. Ilnanmers xBaxas! npomsBaid PBS (0,2 MI/TyHKY) M 3areM
nu3upoBamy fobapneHueMm jusmpyromero Gydepa, 0,05 mu/nyHKy (BCe peareHThl BXOMAT B
xommiekt ATPLite). Tlocne xauanus B TeueHHe 5 MUH Ha Kadaromeiics miaTdopMe J06aBIsIA
6ydep mna cyberpara (0,05 mu/mynky). Ilocie nomonHHTENBHOM S-MHHYTHOM HHKyOarmu
IUTQHIIETHI BBIACPXKUBAIA B TEMHOTE B TedeHHE 10 MHH M H3MEPAIM JTIOMHHECICHIHIO
ucnonp3oBaHueM TopCount NXT (Packard, Perkin Elmer). 3mauenms CCsy m1s Bcex
TECTUPYEMBIX COCMHEHUH ONPENENAIH C HCIONB30BaHHEM IIporpaMmHoro obecreuenus XL fit

4.1. Iloxydens cremyromue 3Ha4eHus 47151 HOBOro HErHGHTOpa 1-2HC1 CCso > 10000 nM.

HpOMbIIIIJIeHHaﬂ NPHMECHHMOCTD

Hacrosiuee n3o6peTenne MOXET IPHMEHATHCS B MEUITHHE, BETCPUHAPHH, GHOXMMUH.
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Dopmysia H300peTeHHs

1. Mertun [(15)-1-{(25)-2-[5-(4'-{2-[(2S)-1-{(2S,3 R)-3-MeTOKCH-2-
[(MeToKCHKap6OHMIT)aMHHO |6y TaHOMI } -IIMpPONUMH-2-17]- 1 H-aMunazon-5-
i} Oudennn-4-un)-1H-umuna3on-2-un nuppomu aus- 1 -uit ) -2-metumponun Jkap6amart
(opmys! 1, ero KpHCTALIMYECKAs WM HONMKPUCTALTHYECKAsS GOPMBI H HX

(dhapManeBTHIECKH IPUEMJIEMBIE COJTH

CHs
o

ge
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2. TlauremortunuyHosmi HHrHOHTOP NS5SA BI'C npeacrapisomuii co6oi coenuHer e

¢dopmyist 1 no 1. 1.

3. Crmoco6 nonmy4enus coeanHeHns GopMynbl 1 aHIHPOBaHHEM METHIT [(1S)-2-meTHi-1-
({(2S)-2-[5-(4'-{2-[(28)-nnpponmmn-2-nn]-1H-Hmnnazon-S-nn}6nq)eHm1-4-m1)-lH-
MMUa3011-2-yl [nuppomuann- 1-un} kap6orum)nponun|kap6amara (2.1) N-
METOKCHKapOOHNI-O-MeTHil-L-TpeonutoM (3.1) B numeTmndopmamuze B IIPUCYCTBHH
HATU u DIPEA

wmf )/\C;

3.1 O\CH3

4. Croco6 noydyeHus coefrHEHHS GOPMYIIBL lanmuposanuem metun [(1S,2R)-2-

Metokcu-1-({(2S5)-2-[5-(4'- {2-[(2S)-1Ipr0JIH11HH-2-HJI]-lH-nMnL[ason-S-HJI} 6udennn-4-
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un)-1H-umuaason-2-ylJmupponuaus- 1-ui } kapGouwn)nponui]kap6amara (2.2) N-
MeTOKCHKapOoHHI-L-pamuH (3.2) B numerundopmamuze B npucyctsud HATU u DIPEA
/

OCHG
e R \ o
U\(CA AT ™ s wf

&
ov

/

H,C

LR
o
N

2.2 O~cH,

5. dapmareBTUdecKas KOMIIO3HLHA, COAepXKamlas coequHeHwe (opMymsl 1 WM ero
KPHCTAJUIMYECKYI0 WM MOJMKPHUCTAIMYECKYI0 (GopMy WIH HX (apMaleBTHYECKH
IIPHEMJICMYIO COJIb B KOMOHMHAIMM ¢ ¢apMalleBTHYECKH IPHEMIIEMBIM HOCHTENIEM

HJIA BCIIOMOTraTEJIbHBIM BEIIICCTBOM.

6. ®apmarieBTHYECKasA KOMITO3ULMA 110 I. 5, NOMOJHHTEIBHO BKIIOYANOINAS OJHH HIIH
HECKOJILKO areHTOB, BHIOPAaHHBIX H3 MHTepdhepoHa, HNErHINPOBAHHOTO MHTep(depoHa,
pubaBupyHa, amMaHTajMHa, MHrHGHTOpa mporeassl BI'C, mHrHGHTOpa MOJIUMEpPa3kl
BI'C, unruburopa renukasst BI'C mim uHruGuTopa yyacTka BHYTpeHHeH IOCAIKH

puUOGOCOMEL

7. dapManeBTHYeCKas KOMIO3HIMSA IO M. 5, JOHNONHHTENBHO BKIIOYAIOMIAS OXMH MM
HECKOJILKO areHTOB, BBIOPAHHBIX U3 HHTepdepOHa, NMErHIMPOBAHHOTO HHTepdepoHa,
pubaBupuHa, mHruburopa NS3/4A, NS4A, NS4B, NS5B u HHIUOHUTOpa y4acTka

BHYTPEHHEH Nocagku puOOCOMEL.

8. (dapmaneBTHYECKas KOMIIO3ULMS 110 1. 5, JONONHUTEIFHO BKJIOYAIONIAs pubaBupun

¥ UHTEepOEPOH MM HErHIMPOBaHHbINA HHTEP(EPOH.

9. dapmaneBTHYeCKas KOMIIO3WUNMA IO II. 5, NOIOJHHTEIBHO comepxamas NS3/4A,

prGaBHPHH ¥ UHTEPHEPOH WM IIETHIIMPOBAHHEIM HHTEPHEPOH

10. ®apmaneBTHYECKAs KOMITO3MIHSA TI0 IT. 5, JOMOMHUTEIBHO coziepikaillas HHruGUuTop
NSS5B.



WO 2021/080458 PCT/RU2020/000430

11.

27

@apManeBTHYECKas KOMITO3MIMA 1o 1. 10, comepkainas B KayecTBe HHTUOUTOpa

NS5B unrubutop AV-4289 win CodocOysup.

12.@apmaueBTHYECKas KOMIIO3HIMSA IO I 5, TONOJHHUTENBHO COAEPKAmas HHTHOUTOD

13.

14.

15.

16.

17.

18.

19.

IMTOXpoM  P450-3aBHCHMOM  MOHOOKCHI'®Ha3Bl, WIM €ro (apMaleBTHYECKH

IIPUEMJIEMYIO COJIb.

@apMaleBTHYECKass KOMIIO3HIMS 10 0. 12, rae wWHrHOUTOp IMTOXpoM P450-

3aBHCHMO¥ MOHOOKCHI'€HA3bl IIPEICTABIAET 060l pUTOHABHD.

Croco6 neyeHus wii NpoHIaKTHKH HHGEKIMOHHEIX 3a00/IeBaHt#l, BEI3BAHHBIX

PHK-coaepskaium BUpyCcoM, BKJIIOYAIOINHH BBECHHE NALMEHTY, Hy KAAIOMEMYyCs B
TaKOM JICYCHUH, TEPANEeBTUYECKH 3D HEKTHBHOTO KOJIMYECTBA COSQUHEHUS HOPMYITBI
1, ero KpuCTANTAYIECKOH HIIM HOMUKPHCTAIIHYIECKOH GOPMBI HIIH MX (apMaIieBTHIESCKH

MPHEMJIEMON COJIH.

Crmoco6 mo n. 14, B xotopom PHK-comepsxamuii BHpyC mpeacTaBiaseT coboi BHpPYC

renatuta C.

Cnoco6 no mn. 14, 15, NONONHMTENHPHO BKMIOYAOINMN CTATUIO COBMECTHOTO
BBCJICHHA OJHOrO WJIH HECKOJIbKMX areHTOB, BHIODaHHBIX M3 IPYMNEI, COCTOSIICH W3

HMMYHOMOLYJIATOPA XO03A1Ha U ITPOTHBOBHPYCHOI'O arc¢HTa, Uil ux KOM6I/IHaIII/II/I.

Croco6 mo m. 16, B KOTOPOM HMMYHOMOZIYNATOpP XO3AHHA BBIOUPAIOT U3 TPy,
cocTosmel U3 HHTepdepoHa anba, MNErHIHPOBAHHOTO HWHTephepoHa anbda,

uHTepdepona bera, MHTEpGEPOHA raMMa, KOHCEHCYCHOTO HHTepGEpOHa, IUTOKUHA U

BAaKIHWHBI.

Crioco6 no 1. 16, B KOTOPOM IIPOTHBOBHPYCHOE CPEACTBO UHTUOHPYET pEeIIHKALHIO

BI'C myrem uHruGMpoBaHHA (GyHKIUM KIETOK-X035€B, CBA3aHHBIX C pernMkanueit

BHpYyCa.

Crioco6 mo m. 16, B KOTOPOM NPOTHBOBHPYCHOE CPEICTBO MHTHOHUPYET PEILIMKAIUIO

BI'C neficTBreM Ha GeNKH BHPYCHOTO reHOMa.
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Croco6 mo n. 16, B KOTOpOM yKa3aHHBI MPOTHBOBHUPYCHBIM areHT IMPEACTABIIAET
coboit marubuTop Genka Bupyca BI'C, mpoliecca peliMKaldy WM HX KOMOGHHAINH,
I/le yKa3aHHbIH HalpaBJICHHBIH OEITOK MIIH MPOIECC PEILUTMKAIMK BHIOpaH U3 IPYIILL, -
COCTOAINEH M3 TEJMKasbl, IpoTeasbl, ITOJHMeEpa3bl, MeTaUIonporeassl, NS3/4A,

NS4A, NS4B, NS5A, coopka NS5B, Bxoa u IRES.

Cnoco6 mo mm. 14, 15, NONOJHUTENHHO BKTIOYAIONIME CTAOHI0 COBMECTHOTO
BBEJICHHA AareHTa WM KOMOHMHAIlMM areHTOB, KOTOpBIE JieyaT WM OO6JerdaroT
CHMITTOMBI HWH(EKUHOHHBIX 3aboseBaHuii, Be3BaHHEIX BI'C, Takux Kak IMppos,

BOCHTAJICHHC IICYCHU U UX KOM6I/IHaI.II/I}I.

Croco6 mo mn. 14, 15, HONONMHMUTENHLHO BKTIOYAIOUIHH CTagHI0 COBMECTHOTO
BBC/ICHHS OQHOI0 MJIM HECKOJIBKMX areHTOB JJIA JICUCHHS MALMEHTOB OT 3a00eBaHuii,

BEI3BaHHBIX HH(eKk1meli renatuta B (BI'B).

Cnoco6 mo mm. 14, 15, NONOJHUTENHHO BKTIOYAIOMIMH CTAMHI0 COBMECTHOTO
BBEJICHHS OHOI'O MJIH HECKOJIBKHUX areHTOB JUIS JICUECHHUS [TAlIIEHTOB OT 3a00JIcBaHuM,

BBI3BAaHHBIX BHPYCOM HMMyHoAeduUIuTa yenoseka (BI1Y).

Croco6 steuenns renaruta C y CyObeKTa, HyKIaIOIIErocs B TAKOM JICUSHNUH,
BKJTIOYAIOLIHNA COBMECTHOE BBEICHHE YKa3aHHOMY CYyOBEKTYy HHTHOUTOPA LIUTOXPOM
P450-3aBucHMOii MOHOOKCHUI€HA3BI MK €ro (hapMalleBTHYECKH TIPHEMIIEMOM COJTH
coenunenus GopmyIsl 1, €ro KPUCTALTHYECKOH WK MONMMKPUACTALTYECKOM (GOPMBI HITH

uX GpapMaIeBTHIECKH IPHEMIIEMON COJIH.
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