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TEMUCYJIb®ATHAA COJIb HYKJIEOTHJIA JJIA JEYEHWUA BUPYCA
I'EIIATUTA C

OIIMCAHUE

CchLIKA HA POJCTBEHHbIE 3aBKH

CornmacHo Hacrosiled 3asBKE MCMPAIIMBAETCS NPUOPUTET B COOTBETCTBHHM C
NpeaBapUTEbHBIMU 3asiBKaMu Ha Bbimauy nateHToB CIIIA ¢ cepuitnbimu NeNe 62/453437,
nomanHou 1 ¢eBpanst 2017 roma; 62/469912, nmomannoii 10 mapra 2017 roma; 62/488366,
nonanHou 21 anmpenst 2017 roma, u 62/575248, noganHoii 20 oktsiOpsi 2017 roma. ITonHoe

COACPIKAHUE NAaHHBIX 3asIBOK BKJIFOYCHO B HaCTOﬂH_II/Iﬁ AOKYMEHT NIOCPEACTBOM CCBLIIKH.

00.J1a¢Th TEXHHKH, K KOTOPOH OTHOCHTCH HACTOALIEE H300peTeHne

Hacrosimee wn3o0pereHne OTHOCHTCS K  IeMHCYJb(aTHOW COMM  BBIOPAHHOTO
HYKJICOTUIHOTO  COENMHEHUs, KOTOopas o0JagaeT HEOXXHIAHHBIMH  TEPareBTUYECKUMHU
CBOMCTBAMH I JICHCHHA  XO3s5HUHa, PIH(l)I/ILII/IpOBaHHOFO rernaTuToM C, a TaKXE€ K

(bapMareBTUIeCKM KOMIIO3HLIUSAM U UX JIEKAPCTBEHHBIM (popmam.

IlpennmecTBYIOIIUNA YPOBEHb TEXHHKH HACTOAIILET0 I/I306DeTeHl/lH

Bupyc remaruta C (HCV) saBnsercs conepskamuMm opHoHureByro PHK Bupycom u
npencrasutesnieM poma Hepacivirus. Tlo ouenkam, 75% Bcex ciy4aeB 3a00JieBaHHIl MEYeHU
Bei3BaHbl HCV. Hugexuums HCV moxer npuBecTH K LUPPO3y U paKy IEYEHH, a MpHU
NPOTPECCUPOBAHUU - K TEUEHOYHOH HENOCTATOYHOCTH, AJISI KOTOPOH MOXKET MOTPeOOBATHCS
nepecagka neueHu. IlpuOnusurensbHo 71 MUUTMOH 4YeEIOBEK BO BCEM MHpPE KHBYT C
xpormdeckumu uHpexuusmu HCV, u npubmmsurensro 399000 yenoBek e:KeroqHo YMUPAKOT OT
HCV, B ocHOBHOM OT 1iuppo3a U Ne4eHOYHOTOKJIETOUHON KapLIMHOMBL

PHK-nonumepasa siBJsieTcsi OCHOBHOH LEJbIO TIPU pa3paboTKe JIEKaPCTBEHHOT'O CPEACTBA
npotus coxpepxkamux opgHonutesyro PHK Bupycos. PHK-3aBucumas PHK-nommmepasa -
HecTpykTypHBIA Oenok NSS5B HCV - sBnsiercss kimroueBbIM (PEPMEHTOM, OTBETCTBEHHBIM 3a
UHUIMalMIo U Katanu3 cuHTe3a BupycHoil PHK. CyiecTByeT nBa OCHOBHBIX MOJKJIacca
uHruOuTOpoB NSS5B: Hyk/€O3uWAHBIE AHAJIOTH W HEHyKJIeo3uaHble HHruOuTophl (NNI).
HyxneosunHble aHajgorn aHaOOMM3UPYIOTCS OO aKTUBHBIX TPU(POCHATOB, KOTOPBIC AEHCTBYIOT
KaK aJbTEePHATUBHBIE CYyOCTPAThI JJIsI MOJMMEPA3HBIX U HEHYKJICO3UAHBIX HHruOuTOpoB (NNI),
CBSI3BIBAIOLIMXCS C AJUIOCTEpUYECKUMHU obnactsaMu B Oenke. Hykneo3uaHble Win HyKJI€OTUIHbBIE

UHTUOUTOPBI IMUTHUPYIOT MPUPOIHbIE CyOCTPAThI MONUMEPA3bl U NEHCTBYIOT KaK TEPMUHATOPbI



nernu. OHM MHTHOMPYIOT MHHMLMAUUIO TpaHckpunuuu PHK u yannHeHHe BO3HMKAMOIIEH Lenu
PHK.

B  nmomomnenme k  HapenuBanuro Ha PHK-mommmepasy — kOMOWMHHpOBaHHBIE
TepareBTUUECKHe CPENCTBA TaKkke MOryT ObIThb HaleneHbl Ha apyrue Oenku PHK-Bupycos.
Hampumep, Oenxamu HCV, xoropple SBIAIOTCS — JONOJHHUTENBHBIMH — LEIAMH  JJISI
TepaneBTUUECKUX IMOAXON0B, sBIsIOTCA NS3/4A (cepuunporeasa) u NSSA (HECTPYyKTypHBbIi
0eoK, KOTOPBIiI SIBJISIETCS] BAJKHBIM KOMIIOHEHTOM peruinkasbl HCV u okasbiBaet psin 3¢ dexToB
Ha KJIETOUHBIE My TH).

B nexabpe 2013 roma Obut omoOpeH mnepBblii Hykseo3ugHbld uHruoOurop NSS5B
nomumepasbl  codocOyBup  (Sovaldi®,  Gilead  Sciences). Sovaldi®  sBisiercs
ypuanHdochopaMUIaTHBIM — MPOJEKAPCTBOM, KOTOpPOE IMOIJIOLIAETCS  [EMaTOLUTaAMHU |
NOABEpPraeTcsi BHYTPUKJIETOYHOH akTUBaLMKM ¢ OOpa3oBaHHEM aKTUBHOro merabonura 2’-
ne3okcu-2’-o-prop-B-C-meruny puann-S’ -tpudocdara.
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Sovaldi® sBnsieTcs mepBLIM JT€KAPCTBEHHBIM CPEICTBOM, KOTOPOE MPOIEMOHCTPHPOBAIIO
OezomacHOCTh U 3(PPEKTHBHOCTb MNPH JIEUEHHH HEKOTOpbIx TunoB uHbpekipm HCV 6e3
HEOOXOAMMOCTH COBMECTHOTO BBeleHus wuHTepdepoHa. Sovaldi® sBusercs TpeTbum
JIEKAPCTBEHHBIM CPEICTBOM CO CTAaTYyCOM INPUHLUITHAIBHO HOBOTO JIEKAPCTBEHHOI'O CPEACTBA,
nony4yuBmuM onodpenne FDA.

B 2014 romy FDA CIHA ogobpuio wucnomb3oBanue Harvoni® (nenucmacsup,



uHruourop NSSA, u codocOyBup) st edeHus: XpoHuueckord nHpekunu Bupyca remarura C
renotuna 1. Harvoni® - mepBas kOMOWHUpOBaHHAas Ta0JeTkKa, ONOOpPEHHAs U JICYCHHSI
xponndeckor nHpexkunu HCV rernoruna 1. 310 Taxke nepBblii 040OPEHHBINH PEXUM, KOTOPBIH
He TpeOyer BBeneHus ¢ uHTepdepoHoM unu pudasupuHoM. Kpome Ttoro, FDA onobOpuno
cumenpesup (Olysio™) B kombunaruu ¢ copocoysupom (Sovaldi®) B kauecTse MEPOPaTLHOTO
JIeYeHUs] OUH pa3 B CyTKU Oe3 mHTepdepona u pudaBupuHa ajst B3pocibix ¢ nHpexkuueir HCV
reHoruna 1.

Takxe B 2014 romy FDA CIIA ono6puno VIEKIRA Pak™ xommanuu AbbVie,
YIAKOBKY M3 HECKOJIbKMX TaOJIeTOK, COmepsKalyro nacaOyBup (HEHYKJIEO3UIHBIH WHTHOUTOP
NS5B nomumepasbr), omburacup (uaruourop NSSA), mapurtanpesup (uarudurop NS3/4A) u
putonasup. VIEKIRA Pak™ moskHo ucnonbs3osath ¢ puGaBUpuHOM UM 6€3 HEro sl JIeUeHuUsl
uHpuumposanHbeix HCV rerornna 1 OonbHBIX, B TOM YHcie OOJBHBIX C KOMIEHCHPOBAHHBIM

kTM

uupposom nedeHu. VIEKIRA Pa He TpeOyeT COBMECTHOH Tepanuu ¢ UHTephepoOHOM.

B wmone 2015 roga FDA CIIA ono6puno Technivie™ u Daklinza™ nns neuenus
3abonepannii, Bp3BaHHBIX HCV renoruna 4 u HCV renoruna 3, coorBercrsenHo. Technivie™
(oMOuTacBUp/MapuTanpeBUp/pUTOHABHUP) ObLT OMOOpPEH AJIT MCIOJb30BAHHUS B KOMOWHAIIMH C
pubaBupuHOM misi jedeHus uHpuimposaHHblx HCV-4 GonpHbIx 0€3 pyOnOB M mupposa u
ABJISIETCS TIEPBbIM BapuaHToM i nHpuuupoBanHbix HCV-4 GonbHBIX, KOTOPEIM HE Tpedyercs
coBMecTHOe BBezieHne ¢ unTepdeponom. Daklinza™ 6Grin onobpen anst npumenenus ¢ Sovaldi®
mnst nevenusi uHdexkimii HCV renotuna 3. Daklinza™ ssnsercs mepebiM nexapCTBEHHBIM
CPEACTBOM, KOTOPOE MPOAEMOHCTPUPOBAIO 0Oe30macHOCTh M 3(P(PEKTUBHOCTD TPU JICYEHUH
3aboneBannii, BbiBaHHBIX HCV reHotuma 3, 0e3 HeEOOXOOUMOCTH COBMECTHOI'O BBEICHMSI
uHTepdepoHa miu pubaBUPHHA.

B oktsa6pe 2015 roma FDA CIHIA npeaynpeamyio 0 TOM, YTO JieueHHe 3a00JIeBaHMUI,
Bbi3BaHHBIX HCV, ¢ momompio Viekira Pak u Technivie MokeT BbI3BaTh CepPbE3HOE
NOBPEXKACHUE IE€YEHH, B NEPBYIO ouepeab y OOJbHBIX C OCHOBHBIM IPOrPECCHPYIOLINM
3a0oneBaHNeM TI€YeHH, M NOTpeOoBaOo 00AaBUTh JOMOJHUTENBHYIO HWHPOPMALHUI O
0e30MacHOCTH Ha STHUKETKE.

Jlpyrue omoOpeHHBIE B HAcTOsIIee BpeMsl TepaneBTHueckue cpexnctsa mnpotus HCV
BKJIFOUAIOT B ceOsi uHTepdepoH anbda-2b wnm nermnmpoBaHHbI HHTEpdeEepoH anbdha-2b
(Pegintron®), koTopbIii MOKHO BBOAMTH ¢ pubaBupuHOM (Rebetol®), Temanpesupom NS3/4A
(Incivek®, Vertex u Johnson & Johnson), 6ouenpesupom (Victrelis™, Merck), cumenpesupom
(Olysio™, Johnson & Johnson), maputanpesupom (AbbVie), om6uracsupom (AbbVie), NNI
nacabysupom (ABT-333) u Zepatier' ™ komnanuu Merck (omHOTabaeTOuHAs KOMOMHALMS U3

IBYX JICKAPCTBEHHBIX CPEICTB IPa3onpeBUp U 3J10acBU).



JononHuTtenbHble MHrHOUTOPHI NSSB monmMepassl B HacTOsIIEe BpeMsl HAXOISTCS B
cranuu paspaborku. Merck pa3padaTbeiBaeT poJIeKapCTBO YPUIUHOBOTO Hykjeotuaa MK-3682
(panee Idenix IDX21437), u Ha HaHHBII MOMEHT 3TO JIEKAPCTBEHHOE CPENCTBO HAXOIUTCS HA
cTai KOMOMHUPOBAHHBIX UcTbITaHul (a3l I1.

ITatentsr Coenunennsix 1lITatoB AMepuku u MexayHapoaHble 3asBKu WO, B KOTOPBIX
OITUCBHIBAIOTCS HYKJICO3UAHbIE MHTHOUTOPBI OJIMMEPa3bl AJIs JeUeHUs 3a00IeBaHuUil, BBI3BAHHBIX
Flaviviridae, B Tom uucie HCV, Bkimouarot B cedst monannbie Idenix Pharmaceuticals (maTteHTsbI
CIITA NeNe 6812219; 6914054; 7105493; 7138376, 71482006; 7157441, 7163929; 7169766;
7192936; 7365057, 7384924; 7456155; 7547704, 7582618; 7608597, 7608600, 7625875;
7635689; 7662798; 7824851; 7902202; 7932240, 7951789; 8193372; 8299038; 8343937,
8362068; 8507460, 8637475, 8674085, 8680071, 8691788, 8742101, 8951985; 9109001,
9243025, 3asBku Ha Bbimady mareHToB CIIIA NoNe US2016/0002281; US2013/0064794;
mesknyHaponubie 3asBku WO  NeNe WO2015/095305; WO02015/081133; WO0O2015/061683;
WO02013/177219; WO02013/039920; WO02014/137930; W02014/052638; W02012/154321);
Merck (marenter CIIA NeNe 6777395, 7105499; 7125855, 7202224; 7323449; 7339054,
7534767, 7632821; 7879815, 8071568, 8148349, 8470834, 8481712, 8541434, 8697694,
8715638, 9061041, 9156872 m mexnyHapomHas 3asBka WO Ne WQ02013/009737); Emory
University (marentsr CIITA NeNe 6348587; 6911424; 7307065; 7495006; 7662938; 7772208,
8114994; 8168583, 8609627, 3asBka Ha Bblmauy mnateHta CIIIA Ne US2014/0212382 wu
mexxnyHaponHas 3asiska WO Ne W02014/1244430); Gilead Sciences/Pharmasset Inc. (mareHTbI
CIITA NeNe 7842672; 7973013; 8008264; 8012941; 8012942; 8318682; 8324179; 8415308;
8455451, 8563530, 8841275; 8853171; 8871785; 8877733; 8889159; 8906880; 8912321;
8957045; 8957046; 9045520; 9085573; 9090642 u 9139604) u (nmatentsr CIITA NeNe 6908924;
6949522; 7094770, 7211570; 7429572; 7601820; 7638502; 7718790, 7772208; RE42015;
7919247, 7964580; 8093380; 8114997, 8173621, 8334270, 8415322; 8481713; 8492539;
8551973, 8580765, 8618076; 8629263; 8633309, 8642756, 8716262; 8716263; 8735345;
8735372; 8735569; 8759510 u 8765710); Hoffman La-Roche (marent CIIIA Ne 6660721),
Roche (marentsr CIIIA NeNe 6784166, 7608599, 7608601 u 8071567), Alios BioPharma Inc.
(marenter CIIIA NoNe 8895723; 8877731; 8871737, 8846896, 8772474; 8980865; 9012427,
3asiBKU Ha Bbimady nmateHtoB CIITA NeNe US2015/0105341; US2015/0011497; US2010/0249068;
US2012/0070411; mexnynaponssle 3asBku WO NeNe WO2015/054465; W02014/209979;
WO02014/100505;, W02014/100498; W02013/142159; WO02013/142157, W0O2013/096680;
WO02013/088155;, W0O2010/108135), Enanta Pharmaceuticals (marentsr CIIIA NeNe 8575119;
8846638, 9085599; mexnyHaponusle 3asBku WO NeNe W02013/044030; W02012/125900),
Biota (marenter CIIIA NoNe 7268119; 7285658; 7713941, 8119607; 8415309; 8501699 u



8802840), Biocryst Pharmaceuticals (marenter CIIA NoeNe 7388002; 7429571, 7514410;
7560434; 7994139; 8133870, 8163703; 8242085 u 8440813), Alla Chem, LLC (marent CIIA
Ne 8889701 m mexxmyHaponHas 3asBka WO Ne WO2015/053662), Inhibitex (marent CIIA
Ne 8759318 u mexxnyHapoanas 3asska WO Ne W02012/092484), Janssen IIpoaykTs (maTeHTs
CIIA NeNe 8399429; 8431588, 8481510, 8552021, 8933052; 900629 u 9012428), University of
Georgia Foundation (marenter CIIIA NeNe 6348587; 7307065; 7662938; 8168583; 8673926,
8816074, 8921384 u 8946244), RFS Pharma, LLC (matentsr CIITA NoNe 8895531; 8859595;
8815829; 8609627, 7560550; 3asBku Ha Bbimauy mnateHToB CIIIA NeNe US2014/0066395;
US2014/0235566; US2010/0279969; wmexnynaponnbie 3asBku WO NeNe W0O2010/091386 u
WO02012/158811) University College Cardiff Consultants Limited (MexxnyHapomHble 3asBKH
WO NeNe WO2014/076490, W(O2010/081082; W0O2008/062206), Achillion Pharmaceuticals,
Inc. (mexnynaponnbie 3asiBkm WO NeNe W02014/169278 u W02014/169280), Cocrystal
Pharma, Inc. (marent CIIIA Ne 9173893), Katholieke Universiteit Leuven (mexmyHaponHas
3assBka WO Ne WO2015/158913), Catabasis (mexxayHapoaHas 3asska WO Ne W02013/090420)
u Regents of the University of Minnesota (MexxayHapoaHas 3assska WO Ne W0O2006/004637).

Atea Pharmaceuticals, Inc. packpeuia -D-2’-ne3okcn-2’-a-¢pTop-2’-B-C-3amerneHHble-2-
MOIM(pUIUPOBaHHbIE-N®-(MOHO- M JUMETUN)IyPHHOBBIE  HYKJEOTHABI  JUId  JIEYEHHE
3aboneBanus, Bei3BaHHOro HCV, B marente CIIIA Ne 9828410 u B momaHHON MmO mpoueaype
PCT 3asBke Ne W02016/144918. Atea Taxxe packpsuia -D-2’-ne3okcu-2’-3amerneHHble-4’ -
3aMereHHble-2-N°-3aMelneHHbIe-6-aMUHOMY PUHOBbIE HYKJICOTUIbI ISt JIeUeHHsI
NApaMHUKCOBHUPYCHBIX U OPTOMHKCOBHUPYCHBIX MH(peKILUi B 3asBke Ha Bblaady nareHta CIIIA
Ne US2018/0009836 u B MexxayHapoaHoit 3assBke WO Ne W02018/009623.

B wMemwnuHe TO-TIpeKHEMY COXpPAHsETCs OCTpas NOTpeOHOCTh B paspaboTke
TepaneBTHueckux cpencts npotus HCV, koropeie Obun Obl Oe30macHbIMU, 3PPEKTHBHBIMEI H
XOpOLIO MEepPeHOCUMbIMU. HeoOXOomMMOCTh  3a0CTPSIETCS]  OKUJAHHEM YCTOWYHBOCTH K
JIEKaPCTBEHHOMY CpPEACTBY. boyiee MOIHbBIE MPOTUBOBHPYCHBIE MPENapaThl MPSIMOTO NEHCTBUS
MOTYT 3HAYUTEIBHO COKPATUTH MPOAOIDKHUTEIBHOCTh JICUEHHS] W YJIYUILINTh TOAATIMBOCTH U
gactory SVR (ycToW4uBBIH BHUPYCHBIH OTBET) ANl OONBHBIX, HH(PHUIUPOBAHHBIX BCEMHU
renotunamu HCV.

CrnenoBarenbHO, L€Nb HACTOSIIETO H300pPETEHUS 3aKJI0YaeTcst B oOecreueHuH
COeMHEHNH, (papManeBTHUIECKUX KOMITO3UIIHH, CIOCOOOB U JIEKAPCTBEHHBIX (POPM IS JIEUCHUS
w/nnu npenynpexnaerns napexnuit HCV.

Kparkoe packpbITHE HACTOSIIEr0 H300peTeHHS

HeoxxnpanHo BBIACHUJIM, HYTO FeMI/Icy.]'Ib(I)aTHaﬂ COJIb COCOAMHCHUA 1, KOTOpas



NPENCTABJICHA HIDKE KaK COeNMHEeHHe 2, JEMOHCTPHPYET HEOKUIAHHbIe OJaronpHsTHbIE
TepareBTUUECKHE CBOICTBA, B TOM YHCJE MOBBILICHHYIO OMOJOCTYIMHOCTb U CEJIEKTUBHOCTDH B
OTHOLIEHHH LEJIEBBIX OPTAHOB, 10 CPABHEHHIO C €ro CBOOOIHBIM OCHOBaHMEM (CoenrHEeHHeM 1).
OTH HEOXHMIAHHBIE TPEHMYILIECTBA HE MOIJIM ObITh mpenckasanbl 3apaHee. CoenuHeHue 2,
TaKUM 00pa3oM, MPENCTaBIsIET COOOM TeparneBTUUECKH MPEBOCXOAHYI0 KOMITO3ULIMIO BEIeCTBA
AJ1sl BBeZeHUs! B 3(p(PEeKTUBHOM KOJIMYECTBE XO3SUHY NMPH HEOOXOAUMOCTH 3TOTO, KaK MPaBUIIO,
yenoBeky, ansi jedenus remaruta C. CoenwHeHHe 2 HA3bIBAIOT TeMHUCYJIb()ATHOW COJIBIO
uzonponwi-((S)-(((2R,3R,4R,5R)-5-(2-amuH0-6-(MeTunamMmuHo)-9 H-my pun-9-mn)-4-¢rop-3-
THIPOKCH-4-MeTuaTeTparuapodypan-2-mi)metokcH )(penokcu )pochopun)-L-anaHuHara.

Coenunenue 1 packpoiBaercs B marenre CIIIA Ne 9828410.
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Coeaunenue 2

Coenunenue 2, kak coenuHeHue 1, mpeBpalaeTcsi B KJIETKE B COOTBETCTBYIOILUN €My
tpudocdar Hykneoruna (coenuHeHue 1-6), KOTOPBIA SBJISETCS AKTUBHBIM METaOOJUTOM H
unruouropom PHK-nonmmmepassr (cMm. mpuBenenHyto Huxke cxemy 1). [Tockonpky coenunerne 1-
6 npoayuMpyeTcs B KJIETKE U He MOKHUIAET KJIEeTKy, OHO He u3Mepsiercs B masme. OnHako 5°-OH
Mmetabonut coenuHeHue 1-7 (cM. cxemy 1) 3KCIOPTUpPYETCS M3 KIETKH W, CIIEIOBAaTEIbHO,
u3MepsieTcsi B IJla3Me€ M JAEWCTBYeT KaK 3aMEeHMUTENb KOHLEHTPAaLUH BHYTPUKJIETOUHOTO
aKTUBHOTO MeTaboinTa coenuHeHus 1-6.

BrrsicHMIN, 4TO KOHLEHTpALMS /7 VIVO 3aMEHSIOLIEro coeuHeHus 1-7 B masme, U TaKUM
00pa3oM BHYTPHKJIETOYHOTO COeAUHEHHs 1-6 3HAYUTENILHO BBILIE, €CITN BBOASIT COSNUHEHHUE 2 i
Vivo, ueM eciu BBOAAT coenuHenue 1 in vivo. IIpu npsiMmoM cpaBHEHUH COOAaK, MOJNYUUBIINX JO3Y

coenquHeHust 1 u coenunenus 2 (mpumep 19, Tabmuua 28), BBemeHHE O3Bl COSNUHEHUS 2



nocturayio AUC 0-4 waca) KOHEUHOTO MeTabomuTa ryanuHosoro 5’-OH nykieosuna (1-7), koTopasi
B nBa pasa mnpespliana AUC mnocne BBeneHus n03bl coeauHenus 1. He oxupanu, yro
HEKOBAJIEHTHasi CONb oOnajmaer TakuM 3(@ekToM Ha KOHLEHTPALMI0 B IUIa3Me€ HMCXOTHOTO
JIEKapCTBEHHOTO cpeacTBa (coenuHeHus 1).

Kpome Toro, coenuHeHne 2 CeJeKTHUBHO PaclpenessieTcs il vivo B NEeUeHH, a He CepAle
(mpumep 19, Tabmuua 29), 4TO MOJE3HO, MOCKOIbKY MEYEHb SIBJISAETCS OOJbHBIM OPraHOM Y
x03s1eB, uHpuupoBanubix HCV. Cobakam BBOIWIM 103y coenuHeHusi 1 UM COequHEHUs 2 U
U3MEPSUT KOHIEHTpaLuio akTuBHOro tpudochara (1-6) B medyenu u cepaue. OTHOLIEHUE
KOHIIEHTpaluii akTUBHOrO Tpudocdara medeHb/cepaune ObUIO BbINIE TOCAE BBEIEHUS 103bI
COeMHEeHHs] 2 MO CPAaBHEHMIO ¢ coenuHeHueM 1, kak mokaszaHo B Tabmuue 29. B wacTHOCTH,
OTHOILIEHHE pacTpeeNieHnsl IeUeHb/Cepane sl CoequHeHns1 2 coctabisieT 20 0 CPaBHEHHIO C
OTHOIIIEHUEM pacripenesieHus nedens/cepane 3,1 ansa coequnenus 1. HeoskunaHHO 3TH JaHHbBIE
YVKa3bIBAlOT HAa TO, YTO BBENEHHE COEAMHEHHUs 2 JaeT B pe3yJbTaTe MPEANOYTHTEIbHOE
pacripeneneHne akTUBHOroO Tpudochara ryannHa (coenuHeHus: 1-6) B rmedyeHH, NMPEBbIIIAIOIIEe
TAaKOBOE B CEpJLE, M0 CPABHEHHH C COEAMHEHUEM 1, UTO CHIIKAeT MOTEHIHAJIbHbBIE HELEIEBbIC
s¢¢exTor. HeosxunaHHBIM OBIIO TO, YTO BBEAECHHUE COCIUHEHHS 2 MOTJIO CYIIECTBEHHO CHIIKATh
HEKEeJIaTeNIbHOE HELleJIeBOe pachpezesieHrne. JTO MO3BOJIET BBOAUTh COCAMHEHUS 2 mpu Oonee
BBICOKOH J103€, ueM coenuHeHue 1, eciii 3T0 oqo0psieT Jeyalinii Bpad.

Kpowme Toro, conepskanus B TKAaHU MEYEHU U CepALia aKTUBHOTO TpudochaTryaHMHOBOTO
NPOM3BOJHOTO coeanHeHus 2 (meradbomnura 1-6) n3MepsIn mnocie NepopaibHbIX 103 COSTUHEHUS
2 y kpbic 1 00e3bsH (mpumep 20). Boicokoe copeprkanue aktuBHOro Tpudoctara ryanusa (1-6)
U3MEpSTIM B TEUEHU BCEX TECTHPYEMBbIX BHJIOB. BakHO OTMETHTh, UTO HE MOAJArOIIeecs
KOJINYECTBEHHOMY OMpEAeNIeHHIO conepkanue Tpudocdara ryannna (1-6) msmepsuin B cepamax
0o0e3bsiH, W OJTO YyKa3plBaeT Ha crnenuduueckoe uIA TeYeHH OOpa3OBaHHE AKTUBHOTO
tpudochara. Takum oOpa3om, OOHAPYIKUJIH, YTO MO CPABHEHUIO ¢ BBEACHHEM JO3bI COSTUHEHUS
1 BBeneHUe O3Bl COEMHEHMS 2 yiydiiaeT pacnpenenenue tTpudocdara ryannsa (1-6).

IIpn BBe#EHMM 3MOPOBBIM MALMEHTaM M OOJBHBIM, WHPUIHMPOBAaHHBIM rematutom C,
COeIMHEHHE 2 XOpOLIO MEPEeHOCWIOCh IIOC/Ie OJHOKPAaTHOMH NEepOopalbHOM OO3bL, U
dapmakokuHeTnyeckne napamerpbl Cmax, Tmax B AUCor Obutn comocTaBiUMBI B 00€HUX rpymnmax
(trabmumpr 34 u 35), kak omwcaHO B npuMepe 24, ONHOKpaTHas 1032 COCAMHEHUs 2 y
uHpuumposanHbex HCV O0NbHBIX MPpUBOAMIIA B Pe3yJIbTaTe K 3HAUYUTEIBbHON MTPOTHBOBUPYCHON
aktuBHOocTH. Conepskanue B ma3me Metadonura 1-7 ObUIO B OCHOBHOM MPOTIOPIIHOHAIBHO 03¢
B HCCJIEZTy€EMOM JlHana3oHe.

WnnuBunyanpHble (apMakOKHHETHYECKHe/(PapMaKOAMHAMUYECKUE aHAINU3bl OOJBHBIX,

MOJIyYMBIINX 103y COEAMHEHHs 2, MOKAa3aJid, YTO BUPYCOJOTHYECKUN OTBET KOPPEIHPOBAT C



comep:kaHueM B IulazmMe Metadonura 1-7 coemmnenus 2 (mpumep 24, ¢ur. 23A - 23F), uro
YKa3bIBAa€T HA TO, YTO BBIPAXKEHHbIE BUPYCOJIOTHYECKHE OTBETHI JOCTUKUMBI IIPU MOBBIIEHHbIX
703aX COeqUHEHNUs 2.

Ilpumep 24 mnoaTBepkKAAECT, YTO B KA4eCTBE HEOrPAHUYMBAIOIIMX BapUAHTOB
OCYILIECTBJIEHUs] OJHOKpaTHble nepopaibHble A03bl 300 mr, 400 mr u 600 Mr mpuBOzAT B
pesyjbTaTe K 3HAUUTENBHOM IPOTUBOBUPYCHON akTuBHOCTHM Yy moneidl. OcrarouHas
KoHIeHTpanus B rasme Co4 MeTabosura 1-7 nocie 1o3b1 600 Mr coeiHeHus 2 yaBauBajach 1o
CPaBHEHHUIO C OCTATOYHOM KOHIeHTpauuen B miaasme Ci4 merabonuta 1-7 mocne no3bl 300 Mr
COEIUHEHMUS 2.

Ha ¢ur. 24 u B npumepe 25 nMoka3zaHO HEOKUIAHHOE M300pPETEHHE, 3aKITIOYArOIIeecs: B
coenuHeHnn 2 gy siedenust rematuta C. Kak mokasaHo Ha ¢wur. 24, mporHo3MpoBasin
PaBHOBECHbIE OCTATOUHBIE copep:kanus B iasMe (Caqss) MeTabonuTa 1-7 mocne BBeIeHUs JO3bI
coenuneHus 2 y mozeit (600 mr QD (550 mr skBuBanieHTa cBOOOAHOTrO OcHOBaHUs) U 450 mr QD
(400 mr sxBHBasieHTa CBOOOAHOTO OCHOBaHUs)) U cpaBHuBaiM ¢ ECos coenunenwus 1 in vitro nns
psina xnuHHYeckux wm3onsToB  HCV, 49roObl ompenenurtb, sBISETCS JH  PAaBHOBECHAS
KOHLIEHTpaLMs B muia3Me crtabuipHO BhIme, yeM ECos, 9TO MOXET NPUBECTH B PE3YJbTATE K
BBICOKOH 3((PEKTUBHOCTH NPOTUB MHOXKECTBA KIMHUYECKUX w30iATOoB in vivo. ECos mns
coequHenust 1 siBsiercst Takoi ke, kak ECos coenmuenust 2. JIyis TOro 4to0bl COeqUHEHHE 2
Ob110 3(p(PeKTUBHBIM, pABHOBECHOE OCTATOYHOE COMEPKaHMe B Iula3Me MetadonuTa 1-7 TOMKHO
npesbimath ECos.

Kak nokaszano Ha ¢ur. 24, ECos coennHeHns 2 MPOTHB BCEX TECTHPYEMbIX KIMHUYECKUX
M30JIATOB, BapbUpPOBaja OT Npuom3nuTenbuo 18 HM no 24 HM.

Kak mokazano Ha ¢ur. 24, coenunenue 2 npu nosze 450 mr QD (400 mr skBHBajieHTa
CBOOOJHOTO OCHOBAHMsI) y JIFOJEeH 00eCreYrBaeT MPOrHO3UPYEMYHO PABHOBECHYIO OCTAaTOYHYIO
KOHIeHTpaluio B miasMme (Cas) npudmusutensHo 40 vr/mn. Coenunenue 2 npu go3ze 600 mr
QD (550 mr skBuBajieHTa CBOOOTHOTO OCHOBAHUS) Y JIIOJeH OOECreunBaeT MPOTHO3UPYEMYIO
PAaBHOBECHYIO OCTATOUHYIO KOHIIEHTpaImiO B ruiasMe (Ca4 ss) mpubnu3uTensHo SO Hr/mit.

CrnenoBarenbHO, MPOTHO3UpPyEMas PaBHOBECHAsl KOHLIEHTpaLMsl B IJIa3Me€ 3aMEHUTENs
merabonura 1-7 moutu BaBoe mpesbimaeT ECos MPOTHB BCEX TECTUPYEMBIX KIMHHMYECKHX
U30JSITOB  (aXke MPOTHB TPYAHO mnopnaromerocss sedeHuto (GT3a), 4ro ykaseiBaeT Ha
NPEBOCXOAHYIO 3P PEKTUBHOCTb.

B ommume ot storo, ECos craHmapTHOro MemamummHCKOro Hykieotuaa codocOysupa
(Sovaldi) Bapeupyer or 50 HM no 265 HM nisi BCeX TECTHPYEMbIX KIMHUYECKUX H3O0JISITOB
HCV, mnpu stom ECos MeHblIEe NpPOrHO3UPYEMON pABHOBECHONH KOHLEHTpAaLUU IpHU

KoMMepueckoi no3upoBke 400 mr tonbko st aByx usonAToB - GT2a m GT2b. ECos mpu



KoMMepueckoil no3upoBke 400 mr codocOyBupa Oosble, 4eM MPOTrHO3UpPyeMasi paBHOBECHASI
KOHLIEHTPALM U APYTuX KiIMHU4Yecknx n3oisatoB - GTla, GT1b, GT3a, GT4a u GT4d.

CpaBHeHune pmaHHbIX 3(QQEKTUBHOCTH U (PAPMAKOKMHETHYECKHUX  PaBHOBECHBIX
napameTpoB Ha ¢ur. 24 4YeTKO NEMOHCTPUPYET HEOXKHJAHHOE TepaneBTUYECKOe 3HAYeHHe
coenuHeHust 2 A nedeHust remarura C. JIeHCTBUTENBHO, NPOTHO3MPYEMOE PABHOBECHOE
conep:kanue B miasMe (Caqss) OCE BBEACHUS COEUHEHNs 2, KaK MPOrHO3UPYIOT, IO MEHbIIEH
mepe B 2 pasa Bbilie ECos 151 BCeX TECTHPYEMbIX T€HOTHIIOB U B 3-5 pa3 3¢ eKkTrBHEE MPOTHB
GT2. DTu naHHBIE YKa3bIBAIOT HA TO, YTO COEAMHEHHE 2 00JIaaeT MOIIHOW aKTUBHOCTHIO
NPOTUB BUPYCOB BCeX TeHOTUIOB y smoneil. Kak mokazano Ha ¢ur. 24, ECos copocOysupa
nporuB GT1, GT3 u GT4 mnpesbimaer 100 ur/mm. Takum 00pa3oM, YIUBUTENBHO, YTO
coenuHeHue 2 sBisieTcst akTuBHBIM potuB HCV B nekapcTBeHHON (hopMe, KOTOpasi JOCTAaBIISET
Ooyee HM3KYIO PABHOBECHYIO OCTATOUHYIO KOHHIEHTpauuto (40-50 Hr/mi), 4eM paBHOBECHAs
ocTtaToyHasi KoHUeHTpauwsi (mpubmmsurensHo 100 Hr/mi), nocTuraeMasi SKBUBAJCHTHOMN
JekapcTBeHHOH (opmoii copocOysupa.

ITosToMy, COrlacHO OJHOMY BAapUAHTy OCYINECTBJIEHUS] HACTosIee H300peTeHHe
BKJTIOUYAET B ce0si JIeKapCTBEHHYIO (PopMy coenmuHeHUs1 2, KOTopasi 00ecreunBaeT paBHOBECHYIO
OCTaTOYHYH KOHIeHTpauuio B miaa3me (Ca4ss) Merabonmra 1-7 ot mpubnusurensHo 15 mo 75
Hr/min, Hampumep, 20-60 wr/mu, 25-50 wr/mna, 40-60 ar/mn wim paxe 40-50 Hr/mun 39to
HEOXXKMJAHHO B CBETE TOTO (paKTa, 4TO paBHOBECHAsI KOHLIEHTPALMs SKBUBAJIEHTHOrO MeTaboInTa
coocOyBupa cocrasisier npudnuzuteapbHo 100 Hr/mt.

Kpome Toro, BBIAICHHIIH, YTO COCAMHEHHE 2 SBISIETCS] HEOObIUAHO CTAOMIIBHOM, BHICOKO
pPacTBOPUMON HETHTPOCKOMUYHON CONIBI0 € akTUBHOCTBIO mpotuB HCV. D10 ynusuTenbHO,
TIOCKOJIbKY PsIZl CoJiel coenuHeHus 1, OTIIMYHBIX OT reMHCyJb(aTHON CONH (COequHEeHUs 2), B
TOM YHCJIe MOHOCYJIb(ATHON conu (coenuHenus 3), He SBISIOTCS (PU3NYECKU CTaOMIIbHBIMU, HO
BMECTO 3TOrO MEPEXOIAT B JKUIAKOE COCTOSIHHE WJIM CTAHOBATCS CMOJIMCTBIMU TBEPIBIMU
BemectBamu (mpumep 4) u, TakuM o00pa3oM, He TMOAXONAT IJisi CTaOWIIbHBIX TBEPABIX
(apManeBTHYECKUX JIEKAPCTBEHHBIX (OPM. YIIUBUTENBHO, YTO, XOTS COCOUHEHHE 2 He
CTAaHOBUTCSI CMOJIMCTBIMH, OHO B 43 pasza Oonee pacTBOPUMO B BOIE MO CPABHEHUIO C
coenuHeHneM 1 u Oonee yem B 6 pa3 Ooiee pacTBOPUMO, 4eM coeduHeHue 1, B yCIOBHSX
umHTaLmH ey gouHoro coka (SGF) (mpumep 15).

Kak obcy:xnaercst B mpumepe 16, coenunenne 2 ocraercst OeIbIM TBEPABIM BELIECTBOM
npu IR, 9TO COOTBETCTBYET STAJOHHOMY CTaHAAPTy, B TE€UEHHE O MECSALEB B YCIOBHSX
«yckopennoro crapenus» (40°C/75% RH). Coenunenue 2 siByisiercs CTaOMIBHBIM B TeUeHHE 9

MecsLEB NPU OKpyskaromux yeinoBusix (25°C/60% RH) u B ycnoBusIx XpaHEHUs! B XOJOAMIbHUKE

(5°C).
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Teepabie nexkapcreeHHbie Gopmbl (Tabnetku mo S0 mr u 100 Mr) coennHeHHs 2 TakkKe
SBJISTFOTCS] XUMUYECKH CTAOUJIBHBIME B YCIIOBUSIX «yCKOopeHHoro crapenus» (40°C/75% RH) u B
ycnoBusAx xpaHeHus B xonoauibHuKe (5°C) B Teuenue 6 mecsues (npumep 26). Coenunenue 2
ABJISIETCSA CTAaOUIIBHBIM IPU OKpY:karouux ycnosusx (25°C/60% RH) B TBepaoii JekapCTBEHHOM
(dopme 1o MeHbIIEl Mepe B TeueHHe 9 MeCsLEB.

Cxema 1 obecrnieunBaeT MeTaOOMMUYECKUI MyTh COeNUHEHNs 1 M COequHEHMs 2, KOTOPBI
BKJIIOYaeT B ce0s HaudajbHyK nescrepudukanuio ¢Gocopamunara (meradbomura 1-1) ¢
obpasopanueM Metabonuta 1-2. 3atrem wMeraGomut 1-2 mnpespamaercs B N°-merun-2,6-
IMaMUHOIY pUH-5"-MoHOdOChaTHOE MPOoN3BOAHOE (MeTaboMUT 1-3), KOTOPBIH, B CBOKO OYepenb,
MeTabonu3upyercs 10  CBOOOAHOTO 5’ -ruApokcHI-N°-MeTun-2,6-11uaMHHOTY PHHOBOTO
Hykseosuna (meradonura 1-8) u ((2R,3R,4R,5R)-5-(2-amun0-6-0kco-1,6-guruapo-9H-nypun-9-
win)-4-rop-3-runpokcu-4-mermnrerparuapodypan-2-mwinmeruia-guruapodocdara B Buge S’-
MoHodochara (merabonura 1-4). Merabonmut 1-4 aHabonm3upyercsi 10 COOTBETCTBYIOIIETO
nudocdara (merabonura 1-5), a 3aTeM akTUBHOTO TpHU(OcHAaTHOro MPOU3BOIHOTO (MeTadbonura
1-6). 5’-Tpudochar moxker ObITh Hajiee MeTadONU3MPOBAH ¢ OOpa3oBaHUEM 2-aMHHO-9-
((2R,3R,4R,5R)-3-pTop-4-runpokcu-5-(ruApOKCUMETHII)-3-MeTunTeTparuapodypan-2-mn)-1,9-
murunpo-6H-nypun-6-ona (1-7). Merabonur 1-7 u3MmepsieTcst B IUIa3Me€ U, CIIEIOBATENBHO,

ABJISIETCS 3aMEHHUTENIeM akTUBHOTO Tpudocdara (1-6), KOTOPBIH HE U3MEPSIETCS B TUIA3ME.

Cxema “NH
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CornacHo OZHOMY BapHAaHTY OCYILNECTBIIEHHs HACTOsLIee H300peTeHHe OTHOCUTCA K
coeMHEHNI0 2 W K ero npumeHenuro s jeudeHuss rematurta C (HCV) y xossauna npu
HEOOXOMMOCTH 3TOr0, HeoOs13aTeIbHO B (papMareBTHYeCKH npreMieMoM Hocutene. CornacHo
OIHOMY aCIIeKTy COEIMHEHHEe 2 UCIONB3YIOT B BHAEe aMOpdHOro Teepaoro Beuectsa. CoraacHo
OPYyTOMY acIieKTy COeAMHEHUE 2 UCTIONb3YIOT B BUJIE KPUCTAJUIMYECKOTO TBEPAOrO BEILIECTBA.

Hacrosiiee uzo0perenue, KpoMe TOro, BKIIOYAET B C€0sl TUITMYHBIA HEOTPAHUUHBAO LTI
CHOCO0 MONYyUeHHs COENUHEHHS 2, KOTOPBII MpenyCMaTpUBaET

(1) NEPBYI0 CTaJMI0 PAcCTBOpPEHUs coeAuHeHUs 1 B OpraHUYecKOM pacTBOPUTEIE,
HampuMep, B alleTOHE, 3THUJIAIeTaTe, METAHOJIE, alleTOHUTPUIIE, WK >dupe, Wik nogodHOM, B
KOJIOE WJIU KOHTEHHEpE,

(i1) 3arpy3Ky  BTOpPOW  KOJOBI WM  KOHTEWHEpa BTOPBIM  OpPTraHUYECKHM
pacTBOpPUTENEM, KOTOPBIH MOXET ObITh MOXKET OBITh TaKkuM JK€ WM OTJIMYaTbCS OT
OpPTaHUYECKOTro pacTBOopuTesss co craguu (1), HEoOs3aTeNpbHO OXJAKICHHE BTOPOTO
pactBopurenss no 0-10 rpamycoB Llenbcust u noGaienme kammsimua H>SOs BO BTOpOH
OpraHUYecKUil pacTBOpHTENb s co3naHusi cMecu HaSOs/oprannueckuil pacTBOpUTEND; U MPU
5TOM PaCTBOPHUTEIIEM MOKET OBITh, HAIIPUMED, METAHOIT,

(1)  nobGasnenune karmsimu cMmecu HaSOs/pacTBOpUTENs NP MOJSIPHOM OTHOIIEHUH
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0,5/1,0 co cramuu (ii) B pactBop coemuHernust 1 co craamm (1) IpU OKPYKAIOIIEH WA ClIerKa
NOBBIIIEHHOH MJTH MTOHIWKEHHOH Temneparype (Harpumep, 23-35 rpaaycos Llenbcus);

(lv)  mepememnBaHHE PEAKLMOHHOW cMecH co cTtaguu (1i1) 1o oOpa3oBaHUs OCaaKa
COEAMHEHMs] 2, HAlpUMep, MPU OKPYIKAOLIEH WM CJIerka IMOBBIIIEHHOW, WIM NOHWKXEHHOU
TEMIIepaType;

(v) HeoOs13aTeIbHO (PUIIBTPOBAHHE MONYUYEHHOTO B pe3yJIbTaTe 0CaaKa co cTaguu (iv)
Y TIPOMBIBAHHUSI OPTaHUYECKUM PACTBOPUTENIEM; U

(vi)  HeoOs3aTeNIbHO CYMIKY MOJYYEHHOTO B Pe3yJbTaTe COCOUHEHHsS 2 B BaKyyMe,
Heo0s13aTeIbHO MPH MOBBILIEHHOW TeMIepaType, Hanpumep, S5, 56, 57, 58, 59 wnu 60°C.

CornacHO OTHOMY BapHaHTy OCYINECTBJICHHS OPraHMYECKUM pacTBopuTesieM cranuu (1)
ABJISIETCS 3-MeTUJ-2-IeHTaHOH. COrJIaCHO OTHOMY BapHaHTY OCYINECTBJIEHUS] OPTraHHYECKHM
pactBoputeneM craauu (i) sBISETCS STHIIM3ONPONUIOBbIA KeToH. COracHO OTHOMY BapHaHTY
OCYIIECTBJICHHS] OPTaHUYECKUM pacTBopureieM craguu (1) SIBJISIETCS METHJIPOIHOHAT.
CornacHo OZHOMY BapUaHTy OCYIIECTBJICHHS OPTaHMYECKHM pacTBopureneM craanu (1)
SIBJISIETCS] STHJIOY TUPAT.

Hecmotpss Ha 0O0BEM nuTepaTypsl M 3adBOK HAa BblAady MATEHTOB, KACAIOIIUXCS
NPOTUBOBUPYCHBIX  HYKJICO3WIOB, COCAMHEHHWE 2 KOHKPETHO He ObUIO  PacKpbITO.

CrnenoBarenbHO, HacTOsAllee M300peTeHHME BKJIIOYaeT B ce0f  COeqUHEHHWe 2, WIH

>
(bapMareBTUIECKH IPUEMIIEMYIO KOMIIO3UIIUIO, HJIH €€ JIEKApCTBEHHYIO (JOpPMy, OITUCHIBAEMBIE B
HACTOSILIEM JOKYMEHTE.

IIpencraBieHbl COCOMHEHUsI, CIIOCOOBI, JIeKapCTBEHHbIE (HOPMBI M KOMIIO3ULIMU IS
JedeHust xo3suHa, uHpuuuposanHoro Bupycom HCV, nyrem BBemenus 3¢d¢dexkTuBHOro
konuyecTBa coeanHeHus 2. COrylacHO HEKOTOPbIM BapHUaHTaM OCYINECTBJIEHHUS COEAUHEHHE 2
BBOJSIT MPH J103€ MO MeHbinell Mepe mpudmusutenbuo 100, 200, 250, 300, 350, 400, 450, 500,
550, 600, 650, 700,750, 800, 850, 900, 950 uau 1000 mr. CornacHO HEKOTOPBIM BapUAHTaAM
OCYLLIECTBJIEHUS] COEAUHEHNE 2 BBOAAT CPOKOM 10 12 Henenp, cpokom a0 10 Hexenb, CPOKOM 10
8 Henmenb, CpokoM a0 6 Hemenb WM CpokoM 10 4 Hemenb. COrNlaCHO aJbTEPHATUBHBIM
BapMaHTaM OCYILIECTBJIEHHUs] COEMHEHUE 2 BBOAAT B TEUEHHE IO MeHbllel Mmepe 4 Hepelnb, B
TE€UEHUE MO MEHbIIEH Mepe O Helenb, B TEUEHHE [0 MEHbIIEeH Mepe 8 Heaenb, B TEUEHUE IO
MeHblel mepe 10 Henenb uiK B TeueHue 1o MeHbliuell Mepe 12 Hexenb. COrjaacHO HEKOTOPHIM
BapMaHTaM OCYILIECTBJIEHHUs] COEAMHEHUE 2 BBOJST IO MeHbIeH Mepe OJUH pa3 B CYTKU WU
yepe3 cyTku. COrnacHO HEKOTOpPBIM BapHUaHTaM OCYILIECTBJEHHUS COEJUHEHHE 2 BBOAAT B
JIEKapCTBEHHOH (hopMe, KOTopasi TOCTUTaeT PAaBHOBECHOIO OCTATOYHOI'O COAEPIKAaHUS B IUIA3Me
(Ca4ss) merabommra 1-7 ot mpubmusurtenbHo 15 mo 75 Hr/mn. CornacHO OZHOMY BapUaHTY

OCYILIECTBJICHUs] COEAMHEHHWE 2 BBOASAT B JIEKAPCTBEHHONW (opme, KOTOpas JOCTUTAET
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PaBHOBECHOTO OCTaTOYHOro coaepskanus B mnasme (Cass) Merabonuta 1-7 OT NpHONU3UTENTBHO
20 no 60 nr/mn. CoriacHO HEKOTOPBIM BapHUaHTAM OCYINECTBJICHUS COEAMHEHHE 2 BBOIAT B
JexapcTBeHHOH (opme, kotopas pocturaer AUC merabonura 1-7 ot mpubmusurtensao 1200
Hr*uac/mn no 3000 Hr*wac/mn. CoriacHO OAHOMY BapHAHTY OCYILIECTBIIEHHS COEAUHEHHE 2
BBOJISIT B JieKapcTBeHHOI (opme, kotopas nocturaer AUC merabonuta 1-7 OT npHONU3UTEIBHO
1500 mo 2100 Hr*vac/m.

CoenuHeHHs, KOMIIO3ULIUHU U JIEKAPCTBEHHbIE (POPMBI TAKIKE MOTYT ObITh HCIOIb30BAHBI
IUISL JICYSHUS] CBSI3AHHBIX COCTOSTHHIM, TAKMX KaK COCTOSIHMA C HamnmuueMm aHtuten npotus HCV
WIM HAJIUYUEM AaHTHUIE€HOB, BHUPYCHOE XPOHHYECKOE BOCMAJCHHE TIeUeHH, paK IEeYeHH B
pesyabraTe 3amyiieHHoro remaruta C (medeHowyHokjerouHas kapuuHoma (HCC)), mumppos,
MOJHHEHOCHbIH rematur C

XpOoHMUYECKHil umum  octpbiii  rematutr  C XPOHUYECKUI

2 2

nepcuctupyromuii renatut C U yToMJieHHe, BbI3BaHHOE oOpa3oBanneM aHtuten npotus HCV.,
CoenvHeHre WM COCTaBbI, KOTOpPbIE BKJIOYAIOT B CeOs COENMHEHUs, TaKKe MOTYT ObITh
UCTIOJIb30BaHbI MPO(HIAKTUYECKHU IS IPEAYTPEKICHUS U OTPaHUYCHUS MPOTPECCHPOBAHMS
KJIMHIUYECKOH OOJIe3HN y WHAMBUAYYMOB ¢ HajmuuueM antuten nporus HCV wim Hamudmem
AHTHTE€HOB, WJIN KOTOPbIE MMOABEPTIINCH BO3IEHCTBIIO BUpyca remaruta C.

Hacrosimee n3o0perenne, TakuM 00pa3oM, BKIIOUAET B ceOsl CIeAYIOLINe MPU3HAKH:

(a) COeMHEHHE 2, OMUChIBAEMOE B HACTOSIIIEM JOKYMEHTE,
(b) MPOJIEKAPCTBA COSAUHEHUS 2;
(c) NPUMEHEHHUE COEAMHEHHs] 2 B U3TOTOBJICHMU MEIUKAMEHTa i JICYSHHUs

uHpekuun Bupyca renatura C;

(d) COeMHeHue 2 Ui MpuMeHeHus1 npu JiedeHuu remaruta C, HeoOsi3aTeabHO B
bapMarieBTUYECKH TPHEMIIEMOM HOCHUTEIIE,

(e) Crocod M3TOTOBJIEHUS] MEAMKAMEHTA, MPEIHA3HAYEHHOTO ISl TEPANEBTHYECKOrO
npuUMeHeHust Uit JiedeHuss uHdekuuu Bupyca rematuta C, XapaKTEPHU3YIOUIHICS TeM, YTO
coenvHeHWe 2 Wik (papMameBTHYECKU MPUEMJIEMYIO COJib, OIMCHIBAEMBIE B HACTOSIIEM
TIOKYyMEHTE, HCIIOJIB3YIOT B H3TOTOBIIEHHUH;

(e) dapmaueBTudeckuii coctaB, comep:kamuii 3pGeKTHBHOE IS JICUEHUS XO3SIHHA
KOJIMYECTBO COenrHEHus 2 ¢ (papMaiieBTHUECKU MPUEMIIEMbIM HOCUTENIEM UJTH pa30aBUTENEM,

(f) CIOCOOBl  TOJYYEHUS TEPANeBTHUECKUX MPOAYKTOB, KOTOPbIE COMEpPIKAT
3¢ pekTHBHOE KOJTMYECTBO COSTMHEHUS 2,

(g) TBEpHAbIE JIEKAPCTBEHHbIE (OPMBI, B TOM HHCJIE T€, KOTOpbIe OOECIEeUHBAIOT

OnmaronpusTHBIN (papMaKOKHHETHUECKUI Mpoduib; U

(h) CHoCOOBI U3TOTOBJIEHHSI COSAMHEHNS 2, OMUCHIBAEMOI'0 B HACTOSIIIEM JOKYMEHTE.
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KpaTlcoe OINHCAHUE rpaquecxnx MaTEepHuaJjaoB

Ha ¢ur. 1A mnpencraBneno cosmewenne audpaxrorpamm XRPD o6pasmos 1-1
(amopdHOro coemmuenus 1), 1-2 (kpucrtamnmueckoro coenuHenust 1), u 1-3 (amopdHoro
COeNMHEHUs] 2) MO HMCCIeNOBAHUI CTAaOMJIBHOCTH C LEJIbI0 XapaKTEePUCTHUKH, KaK OMHCAHO B
npuMepe 2 u npumepe 5. Ilo ocu x noxasan 2 Tera, u3mMepeHHslll B rpaaycax, a mo OCu y
MOKa3aHa UHTEHCHUBHOCTh, U3MEPEHHAs B UMITYJIbCaX.

Ha ¢ur. 1B npencrasnena xpomarorpamma HPLC amopdnoro coenunenus: 1 (oOpasua
1-1) ans ompeneneHus: YUCTOTBHI, KaK OMUCAaHO B mpumepe 2. Hucrtora obpasma cocCTaBiisia
98,7%. Ilo ocu X moOKa3aHO BpeMs, H3MEPEHHOE B MHUHYTax, a IO OCH Yy IIOKa3aHa
WHTEHCUBHOCTb, U3MEPEHHAs B UMIIyJIbCaX.

Ha ¢ur. 2A npencraBnena xpomarorpamma HPLC kpucrammmdeckoro coenuHeHws 1
(obpasma 1-2) mns ompeneneHUs: YUCTOTHI, KaKk OMUCaHO B mpumepe 2. Uucrora obpaszma
coctaBysiia 99,11%. Ilo ocu x moka3aHO BpeMsi, U3MEPEHHOE B MUHYTaX, & IO OCH y MOKa3aHa
MHTEHCUBHOCTb, U3MEPEHHAs B UMITyJIbCaX.

Ha ¢ur. 2B mnpencraenen rpapux DSC u TGA xkpucrammueckoro coeawHeHus 1
(obpasma 1-2) mepen mrOOBIM U3 UCCIIENOBAHHUN CTAOMIBHOCTH C LEJIBI0 XapAaKTEPUCTHKH, KaK
onucaHo B npumepe 2. Ilo ocu x mokaszaHa temmnepatypa, usMmepsiemast B °C, no 1eBoi ocu y
MOKa3aH TEIUIOBOM MOTOK, U3MepsieMblil B BT/T, a 1o mpaBoii ocu y nmokasaHa mMacca, u3MepsieMast
B IIPOLICHTAX.

Ha ¢ur. 3 nokazano mnzoOpakeHue PEHTIeHOBCKOH Kpucramiorpaduu coemumHeHus 1,
AEMOHCTPHPYIOLIee a0COMIOTHYIO CTEPEOXIMHUIO, ONMCHIBAEMYIO B ITpUMepe 2.

Ha ¢ur. 4A mnpencraBneno cosmemenne auppakrorpamm XRPD obpasuos 1-1
(amop¢Horo coenuuenust 1), 1-2 (kpucrammuueckoro coeaunenuss 1) u 1-3 (amopdnoro
coequHeHus 2) mnocie xpaHeHus: npu 25°C u 60% OTHOCUTENBHOH BJIAXKHOCTU B TeueHue 14
CYTOK, Kak onucano B npumepe 2. ITo ocu x nokasan 2 Tera, n3aMepeHHbIN B rpaaycax, a o OcH
y MOKa3aHa MHTEHCUBHOCTb, U3MEPEHHAsl B UMITYJIbCAX.

Ha ¢wur. 4B npencrasneHo cosmenienne nudpakrorpamm XRPD obpasuos 1-4, 1-5, 1-6,
1-7 n 1-9 nocne xpanenus npu 25°C u 60% OTHOCUTEIBLHOMN BJIAXKHOCTH B T€UEHUE 7 CYTOK, Kak
onucaHo B npuMepe 4. [1o ocu x nokazad 2 Tera, u3amepeHHbI B rpagycax, a o OCH y noKa3aHa
MHTEHCUBHOCTb, U3MEPEHHAas B UMIIyJIbCaXx.

Ha ¢ur. SA npencrasneno coBmemnenue audpakrorpamm XRPD o6pasuos 1-4, 1-6, 1-7
u 1-9 nocne xpanenus npu 25°C u 60% OTHOCUTEBPHON BIAXKHOCTH B TeueHue 14 CyTok, Kak
onucaHo B npuMepe 4. I1o ocu x nokasan 2 Tera, uamepeHHbI B rpagycax, a Io OCH y OKa3aHa

HUHTCHCUBHOCTDb, UIBMCPEHHAs B UMITYJIbCAX.
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Ha ¢ur. 5B nokazan marrepn XRPD amopdnoro coemmnenus 2 (obpasen 1-3), kxak
onucaHo B mpumepe S. I1o ocu x nokasan 2 Tera, namepeHHbI B rpagycax, a mo OCH y IOKa3aHa
MHTEHCUBHOCTbD, U3MEPEHHAs B UMITYJIbCAX.

Ha ¢ur. 6A mpencrasiaena xpomarorpamma HPLC amopdnoro coennnenus 2 (obpasna
1-3) nmst ompenesieHus: YUCTOTHI, Kak omucaHo B mpumepe 5. HUucrora obpasua cocrasisiia
99,6%. Ilo ocum X mMOKa3aHO BpeMs, U3MEPEHHOE B MMHYTax, a IO OCH Yy IIOKa3aHa
UHTEHCUBHOCTb, U3MEPEHHAs B UMITYJIbCAX.

Ha ¢ur. 6B npencrasnen rpapux DSC u TGA nnsa amopdroro coenuaenus 2 (odpasua
1-3) nepen moOBIM U3 UCCIENOBAHUN CTAOMIIBHOCTH C LIEJIBIO XaPAKTEPUCTUKH, KaK OMHCAHO B
npumepe 5. Ilo ocu x mokaszaHa temmeparypa, usMepsiemass B °C, Mo JeBOH OCH y IMOKa3aH
TEIUIOBOW TOTOK, M3MepsieMblii B BT/T, a mo mpaBoii ocu y mokasaHa macca, u3MmepsieMasi B
MPOLIEHTAX.

Ha ¢ur. 7A mnpencraBneno coemeuenne nudpakrorpamm XRPD kpucrammmyeckux
o0pa3ios (0bpasuos 2-2, 2-6 u 2-7) u cinabokpucraindecknx odpasuos (odbpasnos 2-3, 2-4, 2-5
u 2-8), naeHTuQUIMPOBAHHBIX NPH KPUCTAJUIM3ALUAX coenuHeHus 2 (mpumep 6). ITo ocm x
nokasal 2 Tera, U3MepeHHBIN B rpagycax, a 10 OCH y ITOKa3aHa MHTEHCUBHOCTb, U3MEPEHHAs B
UMITY JIbCaX.

Ha ¢ur. 7B npencraeneHo comeuienue audpakrorpamm XRPD amopdubx 00pas3ios
(obpazuos 2-9, 2-10 u 2-11), uneHTHPUUUPOBAHHBIX INPH KPUCTAJUIM3ALMAX COCAMHEHUS 2
(mpumep 6). Ilo ocum x mokazaH 2 Tera, u3mepeHHbINi B rpagycax, a MO OCH y IOKa3aHa
UHTEHCUBHOCTb, U3MEPEHHAs B UMITYJIbCAX.

Ha ¢wur. 8A npencrasneno coBmenienne nudpakrorpamm XRPD obpasuos (o6pasuos 2-
2, 2-3, 2-4, 2-5, 2-6, 2-7 u 2-8) mocne 6 cyTtok xpaneHus npu 25°C u 60% OTHOCHUTETHHOMU
BnaxxHocTH (mpumep 6). Ilo ocu x mokazan 2 Tera, M3MepeHHBI B Tpagycax, a Mo OCH Y
NOKa3aHa HHTEHCUBHOCTD, U3MEPEHHAsI B UMITYJIbCAX.

Ha ¢ur. 8B npencrasnen rpapuxk DSC u TGA nnst obpasua 2-2 (nmpumep 6). 1o ocu x
NoKa3aHa TemIiepatypa, usMepsiemass B °C, Mo JeBOW OCH Yy IOKa3aH TeIJIOBOHW IOTOK,
u3MepsieMblii B BT/r, a mo mpaBoil ocM y TOKazaHa Macca, H3MepsieMas B TIPOLICHTAX.
DxcnepuMeHTanbHble npouenypsl 11t kosutekun DSC u TGA npusenens! B npumepe 2.

Ha ¢ur. 9A npencrasnen rpapuk DSC u TGA ans obpasua 2-3 (mpumep 6). I1o ocu x
MoKazaHa TemrepaTypa, usMmepsemas B °C, Mo JIeBOM OCH y TOKa3aH TEIUIOBOH TMOTOK,
u3MepsieMblii B BT/r, a mo mpaBoil ocM y TOKa3aHa Macca, H3MepsieMas B TIPOLICHTAXx.
OxcnepuMeHTanbHble npouenyps! 11 kosiekuu DSC u TGA npusenens! B npumepe 2.

Ha ¢ur. 9B npencrasnen rpapuxk DSC u TGA nns obpasua 2-4 (nmpumep 6). 1o ocu x

nokKasaHa TeMmIieparypa, usMepsemas B °C, Mo J€BOM OCH Yy IMOKa3aH TEIUIOBOW IOTOK,
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u3MepsieMblii B BT/r, a mo mpaBoil ocM y mOKa3aHa Macca, H3MepsieMas B IIPOLICHTAXx.
OxcnepuMeHTanbHble npouenypsl 11 kosiekuuu DSC u TGA npusenens! B npumepe 2.

Ha ¢ur. 10A npencrasnen rpapuxk DSC u TGA s obpasua 2-5 (mpumep 6). ITo ocu x
MoKazaHa Temmeparypa, usmepsemas B °C, Mo JIeBOM OCHM y IOKa3aH TEIUIOBOM MOTOK,
usMepsieMbli B BT/r, a mo mpaBoil ocu y mOKa3zaHa Macca, HU3MepsieMas B IPOLIEHTaX.
OxcnepumMeHTanpHble poueay pbl 11st kosutekuun DSC u TGA npusenens! B mpumMepe 2.

Ha ¢ur. 10B npencrasnen rpapuk DSC u TGA nist obpasua 2-6 (mpumep 6). ITo ocu x
noKa3aHa TemIieparypa, usMepsiemas B °C, MO JeBOW OCH Yy TMOKa3aH TEIUIOBOM IIOTOK,
u3MepsieMblii B BT/r, a mo mpaBoil ocu y TOKazaHa Macca, H3MepsieMass B TPOLICHTAX.
DxcnepuMeHTanbHble npouenypsl 11 kostekuu DSC u TGA npusenens! B mpumepe 2.

Ha ¢ur. 11A npencrasnen rpa¢puxk DSC u TGA nns obpasua 2-7 (mpumep 6). Ilo ocu x
nokKa3aHa TemIiepatypa, usMepsiemass B °C, Mo JeBOW OCH Yy IMOKa3aH TEIJIOBOW IOTOK,
u3MepsieMblii B BT/r, a mo mpaBoil ocM y mOKazaHa Macca, H3MepsieMas B TIPOLICHTAXx.
DxcnepuMeHTanbHble npouenypsl 11 kosiekuu DSC u TGA npusenens! B mpumepe 2.

Ha ¢ur. 11B npencrasnen rpaduxk DSC u TGA nnsa obpasua 2-8 (mpumep 6). Ilo ocu x
NoKaszaHa TemIeparypa, usMepsiemass B °C, 1o J€BOW OCH Yy IMOKa3aH TEIJIOBOW IOTOK,
u3MepsieMplii B BT/r, a mo mpaBoil ocu y moOKazaHa Macca, H3MepsieMas B IIPOLICHTAXx.
OxcnepuMeHTanbHble npouenypsl 111 kosekuun DSC u TGA npusenens! B npumepe 2.

Ha ¢ur. 12A nokasan marreps XRPD amop¢uoro coemunenus 4 (obpasua 3-12),
obcyxnaemoro B npumepe 7. ITo ocu x nokaszan 2 Tera, U3MEpEHHBIH B Ipaaycax, a 1o OCH y
NOKa3aHa MHTEHCUBHOCTb, U3MEPEHHAsl B UMITyJbcax. KpucTanausanuo MajJOHATHON CONU He
HaOJII0 JaTi HE3aBHCHUMO OT HUCIIOJIBb3YEeMOTO PACTBOPUTEII.

Ha ¢ur. 12B npencrasneno coBMmernenue audpakrorpamm XRPD amopdHbIx 00pa3ios
(obpasuos 3-6, 3-10, 3-11 u 3-12), uneHTU(PUIUPOBAHHBIX NPU MOMBITKE KPUCTAJUIU3ALUN
coenuHeHust 1 ¢ manoHatHoW conbto (mpumep 7). ITo ocu x mokaszan 2 Tera, u3MepeHHbIH B
rpaaycax, a o OCH y noka3aHa HHT€HCUBHOCTb, U3MEPEHHAsI B UMITyJIbCaX.

Ha ¢ur. 13A mpencrasnena xpomartorpamma HPLC ofpasua 3-12 mpu mombiTke
KpUCTAJUTM3AMI coequHeHnst 1 ¢ MaJlOHaTHOW COJIbIO, Kak omucaHo B mpumepe 7. OOpazen
xapaktepusoBaics 4uctoroil 99,2%. Ilo ocu X mokazaHo BpeMsl, U3MEPEHHOE B MUHYTax, a MO
OCH y NOKa3aHa HHTEHCUBHOCTb, U3MEPEHHAs B MAU.

Ha ¢ur. 13B npencraeneHo cosmemenue audpakrorpamm XRPD TBepnbx o0Opasios,
MOJIyY€HHBIX TIPU KPUCTAJUTH3aLNH ¢ ucnoyibzoBanueM LAG (o6pasuos 4-13, 4-12, 4-9, 4-3 u 4-
1), mo cpaBHeHHO ¢ coennHeHueM 1 (obpasuom 1-2), kak ommcano B nmpumepe 8. Bce XRDP
COOTBETCTBYIOT MAaTTEPHAM INPOTUBOMOHA KPHCTAJUIMYECKOM KHUCJIOTHI 0€3 JOMOJHHUTEIbHBIX

nukoB. Ilo ocu x mnokasan 2 Tera, u3MepeHHbI B rpaaycax, a IO OCH y MOKa3aHa
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MHTEHCUBHOCTb, U3MEPEHHAs B UMIIyJIbCaX.
Ha ¢ur. 14A npeacraBneHo coBMmemenne audpakrorpamm XRPD  o0pasnos,
MOJNyYEHHBIX TPU  UCIOJNb30BAHMU 3TUJALETaTa B  KAdyeCTBE KPUCTAUIM3ALMOHHOTO
pactBopurens (odpasuos 6-13, 6-12, 6-11, 6-10, 6-8, 6-7, 6-6, 6-5, 6-4 u 6-2), MO CPaBHEHHIO C
KpuUcTaJUTNUecKuM coennnerneM 1 (obpasuom 1-2), kak onucano B nmpumepe 10. BeisscHumm, 4ro
narrepabl XRPD 00bIMHO COOTBETCTBYIOT MATTEPHY COenuHEeHHs 1 3a UCKIIOUeHHEeM 00pasloB
6-2, 6-4 u 6-5, KOTOpble AeMOHCTpUpYIOT HeOonbmine ornuums. [1o ocu x mokazan 2 Tera,
U3MEpEeHHBIN B Ipajycax, a 10 OCH Y NMOKa3aHa UHTEHCUBHOCTb, U3MEPEHHAs! B UMITYJIbCaX.

Ha ¢ur. 14B npencraeneHo coBMmerienue nudpakrorpammbel XRPD obpasua 5-1 moce
BTOporo pactsopeHusi B MEK u no0aBieHus: aHTHPACTBOPHUTENS IMKJIOTEKCaHA M TTaMOEBOMN
KUCJIOTBI, KaKk ormucaHo B npumepe 9. Obpazer 5-1, KpUCTANTU3UPYEMBIil B TAMOEBOH KHUCIIOTE,
ObUT TBEpIBIM TOCNE OTCcTamBaHMsA, HO marTepH XRPD cooTBeTcTBOBaN MaTTepHY MaMOeBOH
KHUCJIOTBI.

Ha ¢ur. 15A npeacraBneHo coBMmemienne paudpakrorpamm XRPD  o0pasnos,
MOJNyYEHHBIX TPU  UCIOJb30BAaHHMU  3TUJALlETaTa B  KAdyeCTBe KPUCTAUIM3ALMOHHOTO
pactBopurens (00pa3uoB 6-5, 6-4 u 6-2), MO CPaBHEHHUIO C KPUCTATMYECKHM COeAuHEeHHeM 1
(obpasuom 1-2), kak ommcaHo B mpumepe 10. Bouicamnu, uro marrepasl XRPD o6eraaO
COOTBETCTBYIOT MATTePHy coeAuHeHusi 1 3a UCKIIOYeHHeM o0pas3noB 6-2, 6-4 u 6-5, KoTopbIe
IEeMOHCTpUPYIOT Hebonbime ornuuus. [1o ocn x nmokaszan 2 Tera, n3MepeHHBIH B rpaaycax, a 1o
OCH y TIOKa3aHa MHTEHCUBHOCTb, H3MEpPEHHAass B HUMIIYJbCAX W IIOMEYEHHAasl KHCIOTOMH,
UCIOJIb3y MO MPU KPUCTAJIIU3ALIUH.

Ha ¢ur. 15B nokasan narrepn XRPD mns coenmHenns 2, kak onucaHo B npumepe 14.
Ilo ocu x noxaszan 2 Tera, U3MEpeHHBIN B rpaaycax, a IO OCH y IOKa3aHa MHTEHCHUBHOCTD,
U3MEpEeHHasl B UMITyJIbCaX.

Ha ¢ur. 16A nokazan rpaduk ypoBHel KoHUeHTpauuu aktuBHOro TP (merabonura 1-6)
B TMEYEHU U cepAue Kpbic, cobak u obe3psH (mpumep 18). ITo ocm X oTMeueHa NO3UPOBKA,
u3MepsieMasi B MIV/KT, JJIsl KQKJOTO BHJA, a IO OCH Y OTMEYeHa KOHLEHTpauus akTUBHOrO TP,
u3MepsiemMasi B HI/T.

Ha ¢ur. 16B nokasan rpaduk ypoBHell KOHUEHTpauu aktuBHoro TP (merabonura 1-6)
B MIEUEHH U cepane codak (n = 2), uaMepseMbIx yepe3 4 uaca 1ocie OTHOKPATHOH MepopabHON
no3bl coenuHenns 1 wim coepunenus 2 (mpumep 19). ITo ocn X oTMedeHa JO3UPOBKA KaKAOTO
COEAMHEHUs, M3MepsieMass B MI/KI, a MO OCH y OTMEYEeHa KOHIIEHTpauus akTHBHOrO TP,
u3MepsiemMasi B HIVT.

Ha ¢ur. 17 nmokasan npodunp B mnazme coenuHenus 1 u merabonura 1-7 y KpbIC,

NOJIyYMBIIMX OIHOKPATHYIO IepopajibHyr 103y 500 mr/kr coeaunenust 2 (nmpumep 20),
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U3MepsieMblil yepe3 72 Jac nocie noaydeHus 103bl. [Io ocu X 0TMe4eHO Bpemsi, U3MepseMOe B
jacax, 110 OCH y OTMeYeHa KOHLIEHTPALHS B IIJI1a3Me, U3MepsieMasi B HI/MJI.

Ha ¢ur. 18 nokazan npodunp B muasme coennnenus 1 u meradomura 1-7 y o0e3bsiH,
MOJIyYMBUIMX OAHOKpaTHbIe mnepopanbHbele Ao3bl 30 mr, 100 mr mmm 300 mr coenunHenus: 2
(mpumep 20), n3MepeHHbIN depe3 72 yac mocie nonydeHus: no3bl. ITo ocu X oTMedeHo Bpems,
U3MepsieMOoe B Yacax, a 10 OCH Y OTMEYEHa KOHIIEHTPALMs B IIa3Me, H3MepsieMast B HI/MJL.

Ha ¢ur. 19 nokasan rpadux ECos, usmepsiemoii B HM, st codocOyBupa u coenuHenus 1
npotus kiuHU4Yeckux n3zonsatoB HCV. 3nauenus ECos nns coenunenus 1 B 7-33 pasa Huke, ueM
y codocOysupa (mpumep 22). Ilo ocu X OTMeYeH T'eHOTHI, a MO ocu y mnokazaHa ECos,
u3Mepsiemasi B HM.

Ha ¢ur. 20 nokazan rpaduk ECso, uamepsiemoii B HM, st codocOysupa u coenunenus 1
MPOTHUB JTA0OpPaTOPHBIX MTaMMOB reHoTurnoB la, 1b, 2a, 3a, 4a u Sa HCV. Coenunenue 1 B
npubmusuTensHo 6-11 pa3 sddexTuBHee codocOyBUpa B OTHOIIEHHH I€HOTHUNOB 1-5 (mpumep
22). ITo ocu X OTMEYEH I'€HOTHII, a 1o ocu y nokazana ECso, u3mepsiemast B HM.

Ha ¢ur. 21 noka3zan rpaduk npoduss cpenHell KOHIEHTPALMH B MJIa3Me B 3aBUCUMOCTHU
OT BpeMeHU coeiHeHus 1 mocie BBeAeH s OJHOKPATHOM 103bl COEIMHEHNUS 2 BO BCEX KOrOpTax
yactu B nccnenoBanus, kak onucaHo B npumepe 24. Coennrenne 1 OpicTpo abcopOUpoOBaIOCh U
OBICTPO MeTabONMM3UPOBAIOCH B Mpeeiax MPHOJM3UTEIbHO 8 4aCOB BO BCEX KOropTax 4actu B.
ITo ocu X OTMeueHO BpeMs, U3MEpsieMOe B 4Yacax, a MO OCU y OTMEUYEHO IeOMETPUYECKOe
cpeaHee KOHLIEHTPALUH B IUIa3Me, U3MepsieMOe B HI/MIL

Ha ¢wur. 22 nokasan rpaduk npoduist cpeaHeli KOHLIEHTPAIMU B TUIa3Me B 3aBUCUMOCTH
oT BpeMeHun Merabonuta 1-7 mocie BBEOEHUS OJHOKPATHOH MO3bI COENMHEHMS 2 BO BCEX
KOropTax 4actu B uccienoBaHus, Kak OMUCAaHO B mpuMepe 24. Metaboaut 1-7 1eMOHCTPUPOBAIT
YCTONYMBYIO KOHLIEHTPALMIO B IJIa3Me€ BO Bcex koroptax dactu B. 1o ocu X oTMeueHo Bpews,
U3MepsieMoe B Hacax, a 110 OCH Y OTMEUYEHO reOMEeTPUUECKOe CpefHee KOHLEHTPALUHU B IIJIa3Me,
U3MePsIEMOEe B HI/MIL

Ha ¢wur. 23A IIOKazaH WHJUBUAY AJIbHBII
(bapmakokuHeTHYECKUI/(hapMaKOTMHAMUYECKUH aHaN3 CyObeKTa, BKIFOYEHHOTO B KOTOPTY 1b,
kak omucaHo B npumepe 24. Ha rpaduke mokaszano BosnelictBue merabonura 1-7 B muiazme u
cHiwkenue yposHeli PHK HCV. IlyHktupHas JuHUS TpeACTaBiseT MHUHHUMAJbHYIO
KOHLIEHTpaLi0 MeTadonuTta 1-7, HEoOXOMUMYIO ISl IOAIEPKaHHS BUPYCOJOIMYECKOTO OTBETA,
npesbimaromy 3HadeHue ECos, mpotus GT1b. Ilo ocum X OoTMEYeHO BpeMsi, HU3MEpseMOe B
gyacax. Ilo neBoil ocu y mokasaHa KoOHLeHTpauusi Mmetadonuta 1-7 B 1uazme, u3MmepsieMasi B
HI/MJI, a 1o npaBoi ocu y nokaszano cHmwkenne PHK HCV, uzmepsiemoe B logio ME/mo.

Ha ¢wur. 23B MOKa3aH WUHIUBUY AJIbHBIN
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dapmakokuHeTHUECK U/ (hapMaKONMHAMUYECKUH aHaIH3 CyOBbeKTa, BKIFOYEHHOTO B KOTOPTY 1b,
Kak ornucaHo B npumepe 24. Ha rpaduke mokazano Bosneiictue meradonura 1-7 B muiasme u
ciwkenue yposHeli PHK HCV. IlynktupHas JnuHUS TOpEACTaBiIsieT MHUHHUMAJBHYIO
KOHLIEHTpaLio Metadonura 1-7, HEoOXOMUMYIO sl IOAIePKaHHs BUPYCOJOIHYECKOrO OTBETA,
npesbimaromy 3HaueHue ECos, mporus GT1b. Ilo ocu X oTmMedeHO Bpems, H3MepseMOe B
yacax. [To neBoil ocu y moka3aHa KOHIEHTpauusi Merabonuta 1-7 B 1uasme, u3MepsieMasi B
HI/MJI, a 1o TpaBoii ocu y noka3ano cHmwkenne PHK HCV, usmepsiemoe B logio ME/mit.

Ha ¢wur. 23C NOKa3aH WHIVBUY AJIbHBIN
(bapMakoKuHeTHYECK Ui/ (hapMaKOTMHAMUYECKUH aHaU3 CyObeKTa, BKIIOUEHHOTO B KOropTy 1b,
kak onucaHo B npumepe 24. Ha rpaduke mokazano BosnelictBue merabonura 1-7 B muiasme u
cHiwkenue yposHeli PHK HCV. IlynktupHas J#MHUS TpeACTaBiseT MHUHHUMAJbHYIO
KOHLIEHTpALMI0 MeTtadoauTa 1-7, HeoOXOMUMYIO ISl IOAIePKAHKS BUPYCOJIOTMYECKOTO OTBETA,
npepbimatomy 3HaueHue ECos, mpotus GT1b. Ilo ocu X OoTMeYeHO BpeMs, HM3MepseMOe B
yacax. [lo ymeBoli ocu y moka3aHa KOHIEHTpauusi merabonuta 1-7 B 1uasme, u3MepsieMasi B
HI/MJI, a 1o mpaBoi ocu y nokaszano cHmwkenne PHK HCV, usmepsiemoe B logio ME/mo.

Ha ¢wur. 23D MMOKazaH VHJUBUAY AJIbHBIN
(dapmakokuHeTHUECK U/ (hapMaKOTMHAMUYECKUH aHAIH3 CyOBeKTa, BKIIOUEHHOTO B KOTOPTY 3b,
Kak ornucaHo B mpumepe 24. Ha kaxnom rpaduke nmokasaHo BoszaeiictBue merabonura 1-7 B
mnasme u cHiwkeHue yposHeil PHK HCV. IlyHkTupHas nuHUS NpeACTaBisieT MUHHUMAJIBHYIO
KOHLIEHTpaLio Metadoaura 1-7, HEOOXOMUMYIO ISl IOAIePKAHKS BUPYCOJOIHYECKOrO OTBETA,
npesbimaroinyo 3Hadenue ECos, mporu GT1b. Ilo ocu X OTMeuYeHO BpeMmsi, U3MepsieMOe B
yacax. [lo neBoii ocu y moka3aHa KOHLeHTpauust merabonura 1-7 B Iuasme, usMepsiemas B
HI/MJI, a 1O TpaBoy ocu y nokaszano camwkenne PHK HCV, msmepsiemoe B logio ME/mit.

Ha ¢wur. 23E MIOKa3aH WHJUBUIY AJIbHBIN
(bapmakokuHeTHYECK Ui/ (hapMaKOTMHAMUYECKUH aHaIU3 CyObeKTa, BKIIOUEHHOTO B KOTOPTY 3b,
Kak omucaHo B mpumepe 24. Ha kxaxmom rpaduke mokasaHo Bo3nelicTBue meradonurta 1-7 B
miasme u cHikeHue yposHeil PHK HCV. IlyHxTupHas nuHUS NpeAcTaBiisieT MUHUMAbHYIO
KOHLIEHTpaLMi0 MetadonuTa 1-7, HEOOXOIUMYIO ISl IOAIEPKAHHS BUPYCOJIOTMYECKOTO OTBETA,
npepbimaromy 3HadeHue ECos, mpotus GT1b. Ilo ocu X OTMEYeHO BpeMs, H3MEpsSeMOe B
yacax. [lo meBoli ocu y moka3aHa KOHIEHTpauusi merabonuta 1-7 B 1uasme, u3MepsieMasi B
HI/MJI, a 110 mpaBoi ocu y nokaszano cHmwkenne PHK HCV, usmepsiemoe B logio ME/mo.

Ha ¢ur. 23F MIOKa3aH VHJUBUAY ATbHBIN
(bapmakokuHeTHUECK U/ (hapMaKOTMHAMUYECKUH aHAIU3 CyOBbeKTa, BKIIOUEHHOTO B KOrOpTY 3b,
Kak omucaHo B mpumepe 24. Ha xaxmom rpaduke mokasaHo BosnelicTBue meradonurta 1-7 B

mnasme u cHiwkeHue yposHeil PHK HCV. IlyHkTupHas nuHUS NpeACTaBisieT MUHHUMAJIbHYIO



20

KOHLIEHTpaLio MeTadonuTa 1-7, HEoOOXOMUMYIO ISl IOAIePKaHHs BUPYCOJOIMYECKOTO OTBETA,
npesbimaromy 3HaueHue ECos, mporus GT1b. Ilo ocu X oTMedeHO BpeMms, H3MepseMOe B
yacax. [lo neBoii ocu y moka3aHa KOHLeHTpauusi merabonura 1-7 B 1uasme, usMmepsieMasi B
HI/MJI, a 110 npaBoi ocu y nokaszano cHmkenne PHK HCV, usmepsiemoe B logio ME/mo.

Ha ¢ur. 24 nokasan rpaduk 3Hauennii ECos coenunenus 1 u copocOyBrupa B OTHOIIEHHH
GonpHbIX, WHpUUUpOBaHHBIX KiuHuueckumu wusomsatamu GT1, GT2, GT3 u GT4 HCV.
I'opuzoHTaNbHAsT MYHKTUpHAS JUHUS (- - - - -) TPEACTABJISIET PABHOBECHYIO OCTATOYHYIO
koHueHTpaui (Cas) Hykieosuma codocOyeupa mocie mo3bl 400 mr QD codocOysupa.
CrutomHasi rOpU3OHTANbHAS JIMHUA (———) TIPEACTABJISAET PABHOBECHYK OCTATOUHYIO
koHueHTpaiuo (Cas ss) Merabomuta 1-7 nocsie 600 Mr coequHeHus 2 (4TO SKBUBAJIEHTHO 550 mr
coenunenusi 1). I'opusoHTanbHas TOYEYHAs JUHUS (--------- ) TpencTaByseT PaBHOBECHYIO
octaTouyHyr0 KoHHeHTpauuto (Criss) Merabomura 1-7 mocie 450 mr coepmHeHust 2 (4TO
skBuBaIeHTHO 400 mr coemuHenus 1). Kak oOcyxpmaercs B mpumepe 25, MPOTrHO3ZUpPyEMOe
PaBHOBECHOE OCTaTOUHOE coneprkanne B miaasMe (Caqss) Merabomura 1-7 mocne 600 mr u 450 mr
coenuHeHus 2 npessbluiaet 77 vifro ECos coennHenus 1 npoTUB BCeX TECTUPYEMbIX KIMHUYECKUX
n30JTOB. PaBHOBecHOe octarouHoe conepskanue B muazMe (Caass) codocOyBHpa MpeBbIIAET
totbko ECos mpu kmuanueckux usomnstax GT2. ITo ocu X oTMeueHbl KIMHUYECKUE U30JISThI, a B
tabnuie nox ochro X npuBoasaTcs 3HaueHus1 ECos st coenunenus 1 u copocOysupa. ITo ocu y
nokazaHa ECos mpoTHB KIMHMYECKMX H30JATOB, n3Mepsiemass B Hr/mu. ECos BwIpaxaercss B
Hykj1eo3ugHoM >KkBuBajieHTe. CodocOyBup U coenuHeHne 2 BBoAIU execyTouHo (QD).

Ha ¢wur. 25 nokasana 0yok-cxema, IEMOHCTPUPYIOIIAs cnoco0 M3rotoBieHus SO-mr u
100-mr Tabnerok coeauHeHuss 2, Kak omucaHo B npumepe 26. Ha cramum 1
MHUKPOKPUCTAJUIMYECKYIO LEJUTI0JI03Y, COeANHEHHE 2, MOHOTUIPAT JIAKTO3bl U KPOCKapMEJUIO3y
HaTpusi GUIBTPYIOT Yepe3 skpaH 600 MkM. Ha cranguu 2 comep:kumoe co cTaauu | 3arpyskaroT B
V-00pa3Hblii CMECUTENIb U CMEIIMBAIOT B T€YeHHE 5 MHHYT npu 25 oboporax B muHyTy. Ha
cramuu 3 creapaT MarHusi QUIBTPYIOT 4epe3 skpaH 600 mxM. Ha cragum 4 creapar Maraws
3arpy’kar0T B V-OOpa3HbIi  CMECHUTENlb, CONEpKAllUi  COAep:KUMOe CO CcTaguu 2
(MUKpPOKPUCTAJUIMYECKYIO LIEJUTIOJIO3Y, COSAMHEHNE 2, MOHOTHIPAT JIAKTO3bl U KPOCKAPMEIIO3Y
HATPHsI) U CMEIIUBAIOT B TEUEHHE 2 MUHYT IIPH 25 000pOTax B MUHYTY. 3aTEM BCIO CMECh AEIST
s onyudeHust SO-mr tabnerok u 100-mr tabnerok. Jns moaydyerust SO-mr TabieTok cMech CO
CTaauu 4 IpeccyroT C MOMOIIbIO 6-MM KPYIJIOro CTAHAAPTHOTO JIBOSIKOBOIHYTOTO MHCTPYMEHTA.
Jns monyuenust 100-Mr TabneTok cMech CO CTaguu 4 MPECcCyIOT ¢ MOMOIIBI0 8-MM KpPYTIJIOro
CTAaHIAPTHOTO JBOSKOBOTHYTOrO WMHCTpyMeHTa. 3areM Tabnerku makyror B HDPE OyTbuiky,
WHAYKIMOHHO 3aredaTtanHble PP koanmaykoM ¢ BIaronorjioTUTENEeM.

Ha ¢ur. 26 nokazana remucynbdaTHas COJb, KOTOpask AEMOHCTPHUPYET OJaronpusiTHbIe
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(apmakonornyeckre CBOWCTBA 10 CPABHEHUIO ¢ COOTBETCTBYIOLIUM €1 CBOOOHBIM OCHOBAHHUEM

1T JiedeHus 3a0oJieBaHusi, BbI3BaHHOTO BUpycom HCV.

TloapoOHOE pacKpbITHE HACTOSIINEI0 H300peTeHu s

Hacrosimee wn3oOpeTeHue, packpblBaeMOE€ B HACTOSIIEM JOKYMEHTE, OTHOCHUTCS K
COEUHEHHIO, CTIOCO0Y, KOMIIO3HULIMK U TBEPIOH JIEKapCTBEHHOM (popMme IS JiedeHHsT HHPEKIUi
WM BO3IEHCTBUS Ha JIIOJAEH W JPYyTHX OKUBOTHbIX-xo03sieB BHpyca HCV, xortopbie
NpeayCcMaTpUBaOT BBeneHue 3()(PEeKTUBHOrO KONMMYECTBA TeMHCYIb(PATHOW COJIM H3OMPOTIHII-
((S)-(((2R,3R 4R, 5R)-5-(2-amuHO0-0-(MeTHIIaMUHO)-9 H-11y puH-9-1111)-4- TOp-3-rUApOKCH-4 -
metunteTparunpodypan-2-un)merokcu )(peHokcu )pochopun)-L-agannnara (coequHeHUs 2),
OINMUCBHIBAEMOTO B HACTOSIIEM JOKYMEHTE, HeoOs3aTeNbHO B (DapMaLeBTHYECKH MPHUEMIIEMOM
Hocutene. COrlaCcHO OHOMY BapHaHTY OCYIIECTBJICHHsS COEIMHEHHE 2 TMPEACTaBisieT coOOH
amop¢droe TBepaoe BemecTBo. COracHo eIie OHOMY BapHAHTY OCYLIECTBIIEHHS COEAUHEHHE 2

NpenCcTaBisieT cOO0H KPUCTAJUTUUECKOE TBEPOE BELIECTRO.

.y
H.C. O (T:HS?,.' o_N N//kNHz
O B0 Lons

H O s
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Coenunenue 2

CoennHeHne, KOMIIO3ULIUHU U JIEKAPCTBEHHbIE (POPMBI TAKIKE MOTYT ObITH HCIOJIb30BAHBI
IUIA JIEYeHHs] COCTOSIHUH, CBs3aHHbIX C BozaeiictBueM Bupyca HCV wnu BO3HMKamOIMX B
pesyJabraTe TakoBOro. Hampumep, akTHMBHOE COETUHEHHE MOXET OBITh HCIIOJIB30BAHO ISt
JIeUEHUs] COCTOSTHUH, KOTOpBIE COMPOBOKAAOTCS HajauuneM antuten rnpotus HCV u aHTUreHOB,
BBI3BAHHBIX BHUPYCOM XPOHHUYECKOrO BOCHAJEHUs [€YeHH, paka [E€YEeHH, BbI3BAHHOIO
3amyiieHHbIM rematutoM C  (HampuMmep, NEUEHOYHOKJETOUYHOH KapLHMHOMBI), LHPPO3a,
XpoHudeckoro wunu octporo rematuta C, MonHMeHOocHoro rematura C, XpPOHHUYECKOIO
nepcuctupyromero rematuta C ¥ yTOMIICHHUS, BBI3BAHHOTO OOpA30BAHHMEM AHTUTEN IPOTHB
HCV.

AKTUBHBIE COEAMHEHUS] U KOMIIO3ULIMN TAK)K€ MOTYT OBITh MCIIOJIb30BaHbI JIs JISUEHUS
3a0oneBaHui, BbI3BaHHBIX psnoM reHorunoB HCV. B mupe mpeHTH(UIIMPOBAHO MO MEHBIIEH
Mepe mecTb pasHbix reHotunoB HCV, kaxnblii U3 KOTOPBIX MMEET HECKOJbKO TMOITHUIIOB.
I'enorunel 1-3 sBisrOTCSA NMpeoOataroiuMy B MUpE, a reHoTunsl 4, 5 u 6 reorpadudecku dosee

orpanuueHsl. ['eHoTun 4 sBusercs oObraHbM 11a CpenHero Boctoka m Adpuxu. I'enorun 5
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yaie Bcero Bcrpedaercs B FOxxHol Adpuke. ['eHOTHI 6 MpenMy1ecTBeHHO cymecTByeT B FOro-
Bocrounoit Asun. Xots Hambonee pacnpocTtpaHeHHbIM reHoTurnoM B CoemmneHHbIX IllTarax
AMepuku sBisieTcss T€HOTHN |, ompedeneHHWe TIeHOTUNIA W IOATHUNA MOXKET IOMOYb B
OTIpeAeNIeHNH TUIA U NPOAOJDKUTENBHOCTH JeueHus. Hanpumep, pasHble FeHOTUIIBI IO-Pa3HOMY
pearupyroT Ha pasjM4YHble JIEKapCTBa, W ONTHUMAJbHOE BpEMsl JIEYEHHs] BapbUPYET B
3aBUCHMOCTH OT T'€HOTHNa WH(peKunn. BHyTpH reHOTHIIOB MOATHITBI, TAKHE KaK MEHOTUN la u
reHotun 1b, Takke MO-pasHOMY pearupyroT Ha JeueHune. 3apakeHHe OTHUM THUIIOM I'eHOTHUIIA He
UCKJIFOYaeT MOCIeAYIOLIEro 3apaskeHus IPYTUM T€HOTHUIIOM.

Kak onucano B npumepe 22, coenuHEHHE 2 SIBJIAETCS aKTUBHBIM MPOTUB Psifi TEHOTUIIOB
HCV, B Tom uncne resotunos 1-5. CornacHo 0OJHOMy BapHaHTy OCYILECTBJIEHUs COeTUHEHHE 2
UCTIONB3YIOT Juist JieueHus 3abosesanust, BbizBaHHOro HCV renoruna 1, HCV renoruna 2, HCV
redotuna 3, HCV renoruna 4, HCV renoruna 5 umu HCV renoruna 6. CormacHo omHOMY
BApUAHTY OCYIIECTBIIEHHS COSNUHEHHE 2 HMCIONBb3YIOT Ul JieueHHs 3a00JeBaHNs, BbI3BAHHOTO
HCV renoruna la. CornacHo OJHOMY BapHWaHTy OCYILIECTBJIEHUS COEAMHEHUE 2 HCIOJBb3YIOT
s nedeHus: 3adonesanus, BezBaHHOrO HCV renoruna 1b. CormacHo omHOMY BapuaHTy
OCYIIECTBIIEHUsSI COEAMHEHHE 2 WCIIONB3YIOT Al JeueHus 3aboneBanusi, BezBaHHOoro HCV
reHotuna 2a. CoriacHO OJHOMY BapUaHTy OCYILIECTBJEHHUS COEANHEHHE 2 HCHOJBb3YIOT IJIs
neuennss 3abomeBanus, BbiBaHHOro HCV renoruna 2b. CormacHo OmHOMY BapHaHTY
OCYILECTBIIEHUSI COEAMHEHHE 2 WCIIONB3YIOT A JieueHus 3aboneBanusi, BeizBaHHoro HCV
reHotuna 3a. CormacHO OJHOMY BAapUAHTY OCYLIECTBJEHHUS COEAMHEHHWE 2 HMCHOJBb3YHOT JJIs
nedeHust 3aboneBanus, BbBaHHOrO HCV renoruma 4a. CornacHO OZHOMY BapHaHTy
OCYIIECTBJIEHHUS] COEAMHEHHE 2 WCIONB3YIOT AJisi JieueHust 3aboneBanusi, BeizBaHHOro HCV
reHorurna 4d.

CornacHO OJHOMY BapUaHTy OCYIIECTBJIEHUS coeAuHeHue 1 WM coeauHeHue 2
UCTIONB3YIOT Auis JieueHust 3abonesanusi, BbizBaHHOrOo HCV renormna Sa. CoriacHO omHOMY
BAapMAHTy OCYIIECTBJIEHUs coenuHeHHe 1 wiM coequHEHHe 2 UCHOJBb3YIOT IJs JIEYeHMUs
3aboneBanusi, BbizBaHHOrO HCV renoruna 6a. CoriacHO OIHOMY BapHaHTy OCYLIECTBICHHUS
coequHeHne 1 WM coenuHeHUe 2 HWCMONB3YIOT IS JjieueHus: 3aboseBanusi, BbizBaHHOro HCV
TeHOTHIOB 6b, 6¢, 6d, 6e, 6f, 6g, 6h, 61, 6], 6k, 61, 6m, 6n, 60, 6p, 6q, 61, 68, 6t WK OU.

Kak oOcysxmaercst B mpumepe 25 u mokazaHo Ha ¢ur. 24, mporHosupyemasi paBHOBECHAs
ocratouHasi koHueHTpaiwst (Cr ) MeTabomura 1-7 mocae mo3bl 450 mr (400 Mr cBOGOIHOTO
ocHoBaHUs) U 103bl 600 Mr (550 Mr cBOOOJHOrO OCHOBaHMS) COEOUHEHHS 2 COCTABISET OT
npubmusutensHo 40 Hr/mMa o 50 vr/mn. Taxol ypoeHb Caass mpesbiman ECos coenunenus 1
npu HCV renorunos la, 1b, 2a, 2b, 3a, 4a u 4d. DTu naHHbIe MOATBEPKIAIOT, YTO COSAMHEHHE 2

06J1az[aeT MOIITHOM aKTHBHOCTBI) B OTHOIIEHHUH BCEX T€HOTHIIOB. T0 YAUBUTECIIBHO, MMOCKOJIbKY
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COoeMHEeHue 2 ocTUraeT 0ojiee HU3KOH PaBHOBECHOH octarouHOW KOHIEHTpauuu (Cr4ss), UeM
paBHOBecHass octatouHass KoHuHeHTpauus (Crss) Hykieo3uaHoro merabomura codocOyBupa
1IOCJIe BEAEHUS 3KBUBAJIEHTHOH N03bl codocOyBupa. PaBHOBecHass ocTaTOYHAsi KOHLIEHTPALUSA
(C2455)  COOTBETCTBYIOIIETO  HYKJIEO3UIHOTO  Merabosuta  coocOyBUpa  COCTaBISIET
npubmsutensHo 100 HI/mi, HO 3TOT ypoBeHb npesbimaer Tonbko ECos copocOyBupa npotus
kiuHmuecknx m3omatoB GT2 (¢ur. 24). Coenunenne 2 sBusiercst Oonee >PQPEKTUBHBIM, YeM
coocOysup, nporuB GT1, GT2, GT3 u GT4 u, cienoBaTeNbHO, NOMYCKAET JIEKAPCTBEHHYIO
dopMy, HOCTaBISIOUIYI0 OoJiee HU3KYKD PABHOBECHYI) OCTATOYHYKO KOHLIEHTPALMIO 3TOTO
MeTaboJHTa, KOTOpasi, TeM He MeHee, 3((eKTHBHA POTHUB BCEX TecTUpyeMbIx reHoTunos HCV.
CornacHo OmHOMY BapHaHTy OCYINECTBJIEHHUS HOCTABISETCS JIEKAPCTBEHHAs (hopMa COCTMHEHUS
2, KOTOpasi IOCTUTAeT PABHOBECHOH ocTato4yHOU KoHIeHTpauuu (Casss) Metabonura 1-7 or
npubm3uTeNbHO 15 no 75 ar/mn. CorjacHO OMHOMY BapHaHTY OCYIIECTBIICHUS JOCTABJISIETCS
JeKapCcTBeHHass (opMa COeOUHEHHs] 2, KOTOpas JOCTUTaeT pPAaBHOBECHOW OCTATOYHOMN
konuentpaiuu (Ca4ss) Metabonuta 1-7 ot npubnuzurenpro 20 1o 60 ur/mi, ot 20 xo 50 Hr/mMn
v ot 20 10 40 Hr/mu

CorjmacHo OIHOMY BapHaHTy OCYIIECTBJIEHHS COEJUHEHHE, COCTAaBbl WM TBEPAbIE
JIeKapCTBeHHbIE (OPMBI, KOTOpBIE BKJIFOYAIOT B CeOsl COeNMHEHHWe, TaKXXe MOTYT OBITh
UCTIOJIb30BaHbl MPOPUIAKTUYECKU AJIST TIPEAYIPEXKIeHUs] UM OrPaHUYEHHs POrPECCUPOBAHUS
KJIMHUYECKOH OOJNe3HM Yy MHAUBUAYYMOB ¢ HanuuueMm antuten nporus HCV wmm Hammumem
AHTUT€HOB, WM MOJIBEPTHYBLUINXCs BO3/ieficTBHIO BUpyca remnaruta C.

B wacTtHOCTH, BBIICHMIM, 4YTO cOequHEeHUEe 2 sBisercsa akTuBHbIM npotuB HCV u
JIEMOHCTPHPYET IPEBOCXOMAHBbIE JIEKAPCTBEHHbIE U (hapMAKOJIOTUYECKHE CBOHCTBA IO
CPaBHEHHUIO C €ro CBOOOIHBIM OCHOBaHUEM (coequHeHreM 1). Y AUBUTENBHO, YTO COeIUHEHHUE 2
sBisieTcst Oosiee OmonocTynHeIM U focturaer oonee Boicokoii AUC, yem coenunenue 1 (mpumep
19), u coenuHeHue 2 siBisieTcsi OoJyiee CENEKTHUBHBIM MO OTHOIIEHHIO K IEJIEBOMY OpraHy -
nedeHu, yem coequHenue 1 (mpumep 19).

CoenuHenne 2 TakXKe MPEBOCXOAUT COeAMHEHHWE | B OTHOIIEHHH PAacTBOPUMOCTH H
XUMHYECKOH CTaOMIIBHOCTH. DTO yAWBUTENBHO, IIOCKOJIBKY MOHOCYJIb(aTHAS COJb U30MPOITHII-
((S)-(((2R,3R 4R, 5R)-5-(2-amuHO-0-(MeTHIIaMUHO)-9 H-11y puH-9-1111)-4- TOp-3-rUApOKCH-4 -
metmnteTparunpodypan-2-un)merokcu )(peHokcu)pochopun)-L-anannnara (coenuHeHue 3)
SIBJISIETCS] HECTAOMJIbHOW W MMeEET BHEIIHHN BUI JIMIKOM CMOJIbI, TOTJAa KaK COeIUHEHHE 2,
reMucyjbdarHas conb, SBISIETCS CTAOMIBHBIM O€JIbIM TBEPIBIM BelecTBOM. | emucynbdarHas
COJIb, KaK B BHJI€ TBEPJOrO BEINECTBA, TAK M B TBEPIOH JIEKAPCTBEHHON (popme, SBIIETCS OUEHb

CTaOUJIPHOM Ha MPOTSDKEHUU 9 MeCSILIeB U SIBJISIETCS] HETUTPOCKOITMYHOM.
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Coenunenue 3

Hecmotpss Ha oOBeM JuTEpaTyphl MO MPOTHBOBUPYCHBIM HYKJIEO3UIAAM U TMOJAHHBIX
MATEHTHBIX JOKYMEHTOB COEIMHEHHE 2 He ObIO KOHKPETHO PACKPBITO.

Coenunenne 2 umeer S-crepeoxumuro mo aromy (ocdopa, 4To OBUIO MOATBEPKAECHO
peHTreHoBckol kpucrauiorpadueii (gur. 3, mpumep 2). CornacHo aqbTepHATHBHBIM BapUaHTAM
OCYIIECTBIIEHUSI COETUHEHHE 2 MOXKET OBbITh HCHONB30BaHO B (popme ¢ocdopHbx R- m S-
SHAHTHOMEPOB B JIFOOOM JKEa€MOM OTHOLIEHHH, BIUIOTh 0 YHCTBHIX SHAHTHOMEpOB. CoriacHo
HEKOTOPBIM BapHaHTaM OCYILIECTBIIEHHs] COEIWHEHHe 2 HCIOJb3YIOT B (popme, KOTOpas Io
MmeHblIell Mepe Ha 90% cBOOOIHA OT MPOTHBOMOJIOXKHOIO SHAHTHOMEPA U MOXKET OBITh IO
MeHbInel mepe Ha 98%, 99% wumn naske 100% cBOOOIHA OT MPOTHBOIOJIOKHOTO SHAHTHOMEPA.
Ecnu He onmchIBaeTCs MHOE, SHAHTHOMEPHO OOOTallleHHOEe COSAMHEHUE 2 TI0 MEHbIIeH Mepe Ha
90% cBOOOJHO OT MPOTHBOIIOJIOKHOIO SHaHTHOMEpa. Kpome Toro, cornacHo anbTepHATUBHOMY
BapUAHTy OCYLIECTBJIEHHs aMUHOKHCIOTa (ochopammunara Moxker wumers D- wimm L-
KOH(UIypaLUIO WM UX CMECh, B TOM YHUCIIE PALIEMHUYECKYIO CMECh.

Ecnu He yka3aHO HHOe, COEAMHEHHUs, OINHUCHIBAEMble B HACTOSIIEM JOKYMEHTE,
npencrasienbl B B-D-xonpurypaunu. CornacHO anbTepHATUBHOMY BAapHAHTY OCYINECTBIICHUS
COEMHEHUs] MOTYT ObITh mpencrasyieHbl B [-L-kongurypauun. IlogoOHbM oOpasom, mrodast
rpyImna 3aMeCcTUTeNel, KOoTopas o0Jagaer XHpaJbHOCTBIO, MOXKET ObITh TPENCTaBJICHA B
palieMHYeCKOl, SHAHTHOMEPHOH, nuactepeomepHoii Qopme wmmu modoit ux cmecu. Ecmu
dochopamunar obnmanaeT XHPaIBHOCTBIO, TO OH MOXKeT ObIThb obecriedeH B Bume R wimm S
XUPaAIbHOTO (HOCHOPHOro MPOU3BOAHOTO MM UX CMECH, B TOM YHCIIE PaLleMUYECKOH cmecH. Bee
KOMOMHAIIMK TAaKUX CTEPEOKOH(UTypauui NPEencTaBIAOT COOOH albTepHATUBHBIC BapUAHTHI
OCYILECTBIICHHUS] HACTOSALIETO M300PETEHHs], OMUCHIBAEMOr0 B HACTOsIIEM NOokyMeHTe. CorllacHO
IPYroMy BapHaHTy OCYLIECTBJICHHS IO MEHbBINEH Mepe OIWH M3 BOAOPOAOB COEAMHEHUS 2
(HyKJIeOTHA W TeMHCYTb()ATHOHN COJTH) MOKET OBITh 3aMEIIeH JeiTepruem.

Takue anbTepHATUBHBIE KOHPUTYPALIMK BKIIIOYAIOT B ceOst Oe3 orpaHmueHust
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I I'emucyabgarnan coJIb mzonponuia-((S)-((2R,3R,4R,5R)-5-(2-amuno-6-
(meTnnamuno)-9H-nypun-9-ui)-4-Pprop-3-ruapoxcu-4-merunrerparuapodypan-2-
un)merokcu)(Ppenoxkcu)pochopun)-L-ananunara (coexuHeHue 2)

AKTUBHBIM COEAMHEHHEM B COOTBETCTBHHM C HACTOSIINM H300PETCHUEM SIBJISETCS
COeMHEHUEe 2, KOTOpOe MOXKeT ObITh o0ecrnedeHO B (hapMaLeBTUYECKH NPUEMIIEMON
KOMIIO3WLIMM WJIK B €ro TBepAOH JekapcTBeHHOH ¢opme. CoriacHo OTHOMY BapUaHTY
OCYILECTBIIEHHUsI COEAMHEHUE 2 TpeacTaBisieT coboli amopdHoe TBepaoe BemecTBo. CoriacHo
CJIEAYIOILIEMY BAPUAHTY OCYIIECTBJICHUS COSAMHEHHUE 2 MPENCTaBiseT cOOOH KPUCTATHYECKOEe

TBEPAOEC BEIICCTBO.

Cunres coequHeHus 2

Hacrosimee nzobperenue, Kpome TOro, BKIIFOYAET B Ce0sl THITUYHBIN HEOrPaHUYHBAIO NN
WJUTIOCTPATHBHBIN CIIOCOO MONYYeHUsI COeNUHEHUsI 2, KOTOPBIN Mpeay CMaTpUBaeT

1) NIEPBYIO CTAJUI0 PACTBOPEHMs COEAMHEHHUs 1 B OpPraHMYeCKOM PpacTBOPHTEIE,
HanpuMep, B alleTOHE, STUJIALETaTe, METAHOJIE, alleTOHUTPUIIE, WiIK dUpe, WiIH MOA0OHOM, B
KOJIOE WU KOHTEHHEpE,

(1)  3arpy3ky BTOpOH KOJObI ~HMJM  KOHTEHHEpa BTOPBIM  OPTraHUYECKUM
pacTBOpUTENEM, KOTOPBIH MOXET ObITh MOXKET OBITh TAaKHUM K€ WJIM OTJIHYaThCs OT
OPTaHUYECKOrOo pacTBOpuTeNss co craauu (1), HeoOsA3aTeNbHO OXJAKACHHE BTOPOTO
pactBopurenss no 0-10 rpamycoB llenbcus u poGamienme karusimu H>SOs BO BTOpOH
OpraHUYecKuil pacTBopuTeNb i co3naHust cMecu HaSOs/oprannueckuii pacTBOpUTEND; U TIPU
5TOM PaCTBOPHUTEJIEM MOXKET OBITh, HAIPUMED, METAHOT,

(111)  nmoGamnenme kxarusimMu cmecu HaSOs/pacTBopuTeNs NMpH MOJSIPHOM OTHOLIEHUH
0,5/1,0 co cramuu (i1) B pacTBOp coenuHeruss 1 co craamm (1) IpU OKPY’KAKOIEH WA ClIeTKa
NOBBIIIEHHOHN MJTN MTOHWKEHHOH Temrepartype (Harmpumep, 23-35 rpaaycos Llenbcus),

(lv)  mepemermmBaHuE PEAKLMOHHON cMecH co crtamuu (1i1) 1o oOpa3oBaHMs Ocaaka
COEAMHEHUs] 2, HAIpUMeEp, MPU OKPYIKAOLIEH WIJINM CJIeTKa IMOBBIIIEHHOW, WM MOHWXEHHOU

TEMIIEPATyPe;
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v) HeoOs13aTeTbHO (PHIIBTPOBAHKE TIOJYUYEHHOTO B Pe3yJIbTaTe OCaaKa o craguu (iv)
Y IPOMBIBAHUS] OPTAHUYECKUM PACTBOPUTENIEM; U

(vi)  HeoOs3aTeNbHO CYIIKY IMOJYYEHHOTO B pe3yjibTaTe COSAMHEHHsS 2 B BaKyyMe,
HeoOs13aTeIbHO MIPH MOBBILIEHHON TeMIepaType, Harpumep, 55, 56, 57, 58, 59 umu 60°C.

CornacHO HEKOTOPbIM BapHAHTAM OCYINECTBJIEHUS BBIMIEYIOMSIHYTYIO cTanmio (i)
BBIMIOJIHSAIOT B aneroHe. Kpome TOro, BTOpPBIM OpraHUYeCKUM pacTBOpHUTENeM Ha craguu (ii)
MOXKeT ObITh, HANPUMEP, METAHOJ, a CMEChI0O OPraHUYECKHX pacTBOpuTened Ha craguu (V)
SIBJISIETCSI METAHOJI/AL[ETOH.

CoriacHo OJHOMY BapHaHTy OCYILIECTBJICHHs COeAMHEHHE 1 pacTBOPSIIOT B ATHJIALIETATE
Ha craguu (i). CorjgacHO ONHOMY BAapUAHTY OCYINECTBJICHHs COequHeHHe 1 pacTBOPSIOT B
terparuapodypane Ha craguu (1). CorlacHO OHOMY BapUaHTy OCYIIECTBIIEHUSI coenuHeHue 1
pacTBOpsiFOT B aneroHutpwie Ha craguu (i), CoryllacHO JONOJHHUTEBHOMY BapHaHTY
OCYIECTBIIEHUsI COequHEeHNE 1 pacTBOPSIOT B tuMeTiI(gopMaMuae Ha ctaand (1).

CornacHo OgHOMY BapHaHTy OCYILIECTBJIEHHS BTOPBIM OPTaHUYECKUM PACTBOPUTENIEM Ha
cragun  (i1) sBisiercss 3taHon. CoriacHO OIHOMY BapUaHTy OCYINECTBJIEHUS BTOPBIM
OpPraHMYECKUM pacTBOpHTeNieM Ha cramuu (ii) sBisiercss m3onporanon. CorllacHO OTHOMY
BApUAHTy OCYINECTBJIEHUS BTOPHIM OPraHMYECKHUM PACTBOPHUTENEM Ha ctaauu (i1) sSBIsETCS H-
OyTaHOJI.

CornacHo OOHOMY BapHAaHTy OCYILIECTBJIEHHMS CMeCh PAacTBOPHUTENEH HCHOJB3YIOT IS
NpOMBIBaHMST Ha crtaamu (v), Hampumep, dTaHos/aueroH. COrjgacHO OJHOMY BapHaHTY
OCYIIECTBJIEHHS] CMECbIO pAaCTBOpPHUTENIeH Uil MNpPOMbIBAHUA Ha craauu (V) SIBISIETCS
usonponaxoi/anerod. COrllacHO OIHOMY BapHaHTy OCYLIECTBJIEHHSI CMECHIO pPacTBOpUTENEH
IUIsE IPOMBbIBaHUST Ha cranguu (V) siBiseTcsi H-OyTaHoj/aneroH. CorjacHO OJHOMY BapHaHTY
OCYIIECTBJIEHHS] CMECBIO pACTBOPHUTEJCH JJisl MPOMBIBAHUS Ha Crtaauu (V) SIBJISETCS
sTanon/sTrnanerat. CorinacHO OHOMY BapUaHTY OCYINECTBJICHHS CMECBIO PACTBOPHUTENCH IJis
MPOMBIBaHMS Ha cTanuu (V) sBJsieTcsl u3omnponano/stunanerar. CoriaCHO OHOMY BapHaHTY
OCYIECTBIIEHUS] CMECBI0 pACTBOPUTENEH Ui TNpOMbIBaHMA Ha craauu (V) SBISIETCS H-
OyTanon/s>Trnanerar. CoOrnacHO OHOMY BapHAHTY OCYLIECTBJICHHS CMECBHIO PaCTBOPUTENEH AJIst
NPOMBIBaHMS Ha cTafguu (V) siBisieTcst sTaHoj/Terparnapodypad. CorimacHO OOHOMY BapHaHTY
OCYIIECTBIIEHUSI CMECBIO pACTBOPHUTENECH JJisl TpPOMBIBAHUS Ha craauu (V) SIBJISETCS
u3onpomnaHoi/rerparuapodpypad. CorjacHo OFHOMY BapUAHTy OCYILIECTBICHHS CMECHIO
pacTBOpUTENeH Ui TNPOMBIBaHUS Ha craguu (V) sBisieTcs H-OyTaHO/TeTparnapodypas.
CormacHo OfHOMY BapHaHTy OCYINECTBJIEHHS CMEChIO PAacTBOPUTENEH IUIsi MPOMBIBAHUS Ha
cragun (v) sBiseTcst dTaHon/aueToHuTpwil. COriacHO OJHOMY BapHAHTY OCYINECTBIICHUS

CMECBIO PAaCTBOPHUTENEH I MPOMBIBAHHS HA CTaAuH (V) SIBISETCS M30MPONAHO/aleTOHUTPIIL
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CornacHo OfHOMY BapHAHTY OCYIIECTBIEHHsS CMECBHIO PACTBOPHUTENEH M MPOMBIBAHUS HA
cragun (v) siBsiercss H-OyTaHoj/aneToHuTpuiI. COrJlaCHO OZHOMY BAapHAaHTY OCYINECTBIICHUS
CMECBhIO PAaCTBOPHUTENEH ISl IPOMBIBAHUS Ha CTaguu (V) SBISIETCS 3TaHON/AUMETHI()OpPMaMU.
CornacHo OfHOMY BapHAHTy OCYIIECTBJIEHHS CMECBhIO PAaCTBOPHUTENEH A MPOMBIBAHUS HA
cragun (V) sBiseTcss u3onpomnaHoy/auMerminpopmamun.  CornacHO OZHOMY — BapHAHTY
OCYLIECTBJIEHUSI CMEChIO pACTBOPHUTENEH IJIsi NPOMBIBAaHMA Ha CTaauu (V) SIBISIETCSl H-

OyTaHOJ/TUMeTHI(OPMAMUL.

II. Mera6oausm wuzonponui-(($)-(((2R,3R,4R,5R)-5-(2-amuno-6-(MeTuaamuno)-9H-
nypuH-9-ui)-4-Pprop-3-ruapoxcu-4-meTuarerparuapodypan-2-
un)merokcu)(Ppenoxcu)pochopun)-L-ananunara (coexuHeHus 2)

Mertabonmu3Mm coenuHeHus 1 U COCOMHEHHUS 2 TPeayCMaTpHBAaET MPOAYLUPOBAHHUE 5 -
monodocdara u nocneayroruii anabonusm N°-meTHI-2,6-1MaMUHOMY PUHOBOrO ocHoBaHus (1-
3) ¢ obpazoBanuem ((2R,3R,4R,5R)-5-(2-amuno-6-0kco-1,6-guruapo-9H-nypun-9-nn)-4-prop-
3-runpokcu-4-merunrerparuapodypan-2-mn)mernina guruapodocdara (1-4) B BuUme S’-
mMoHodochara. 3atem monHodochar nmanee aHadbommzupyercst 10 akTuBHOro TpudocharHoro
coequHenus: - 5’-tpudochara (1-6). 5’-Tpudocdar moxer ObITh nanee MeTabOIU3HPOBAH C
oOpazoBaHHEM 2-amMuHO-9-((2R,3R,4R,5R)-3-pTop-4-runpokcu-S-(THAPOKCUMETHII)-3 -
metuarerparugpodypan-2-uin)-1,9-gurunpo-6H-nypun-6-ona (1-7). B kauecTBe anpTepHaTHBBI,
5’-monOdochar 1-2 MokeT ObITh MeTAOONN3UPOBAH C 0Opa30BaHUEM Iy PHHOBOTO OCHOBaHUS 1-
8. Merabomuueckuit nmyte i uzonpormi-((S)-(((2R,3R,4R,5R)-5-(2-aMrUHO-6-(METHIIAMUHO)-
9H-nypun-9-un)-4-pTop-3-ruapokcu-4-mMerunrerparuapodypan-2-

win)MeTokcH )((peHokcn)pochopui)-L-aJaHuHaTa MoKa3aH Ha cxeme | (MoKa3aHHOH BBIIIE).

II1. {onosHUTeILHBbIE COJIN COeAUHeHus 1
CornacHo aJbTEepHATHBHBIM BapUaHTaM OCYLIECTBICHHMs HAcTosIIee H300peTeHue
obecrieunBaeT coenuHenne 1 B Buae okcajatHoil comm (coemuHenuss 4) wmmu comn HCl

(coenuuenus S).
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Kak 1:1 okcamatHas comb, Tak U 1:1 comp HCl oOpasyroT TBepable BemecTBa ¢
MPpUEMJIEMbIMU CBOHCTBaMU AJist TBEPABIX JICKAPCTBECHHBIX q)OpM JJIA JICUYCHUA XO3s1MHa, TaKOIro
KaK 4esyoBek, ¢ rematuroM C. OgHako, OKcanaTHasi COJb MOXKET ObITb MEHee JKeJIaTeNbHOW U,
BO3MOXKHO, MOXXET HE IOAXOAMThH, €CIU OOJNbHONW BOCIPUMMYHUB K OOpa30BaHMUIO KaMHEH B
noukax. Conp HCI sBisiercst Gonee TI'MIPOCKONMMYHON, 4YeM TeMHCYyJb(aTHas Coib. Takum
oOpazom, reMmucyib(aTHas Ccoib OCTaeTcs HauboJjiee JKenaTeJbHOH CconeBoi  (Gopmoi

coenuHeHus 1 ¢ HEOKUAAHHBIMUA CBOHCTBAMH.

IV. Onpenenenus

Hcnonb3yeMblii B KOHTEKCTE HACTOSIIEro uzoOpereHus TepMuH «D-xoHburypaums»
OTHOCUTCSI K OCHOBHOW KOH(UIypaLUH, KOTOpass UMHUTHUPYET NPUPOAHYIO KOH(HUIYpPALHIO
caxapHbIX ()ParMEHTOB MO CPABHEHHIO C HE BCTPEUYAIOIIMMUCS B MPHUPOAE HYKIEO3HIAMH TN
«L» xonpurypaumeit. Tepmun «P» mmm «B-aHomMep» HCMOMB3YIOT Ui OOO3HAYEHUS
HYKJICO3MIHBIX AHAJIOTOB, B KOTOPBIX HYKJICO3WAHOE OCHOBaHHE CKOH(UIYPHPOBAHO
(pacmosyioskeHO) HaJ IMJIOCKOCTHIO (DypaHO3HOTO (hparMeHTa B HYyKJICO3UITHOM aHAJIOTe.

TepMHHBI «COBMECTHO BBOAHMTH» M «COBMECTHOE BBEICHHE» WM KOMOMHHPOBAHHAS
Teparusi UCIONB3YIOT JJIsI ONMHCAHUS BBEACHUS COCAMHEHUS 2 B COOTBETCTBUU C HACTOSLINM
n300peTeHneM B KOMOWHAIIMM IO MEHbIIEeH Mepe C OJHUM JAPYTUM aKTUBHBIM CPEICTBOM,
HanpuMep, B cllyyae HEOOXOAMMOCTH, IO MEHBIIEH Mepe C OJHUM JOTOJHUTEIbHBIM CPEACTBOM
nporus HCV. Bpewmst ocyliecTBieHHs COBMECTHOI'O BBEIEHHUS JIydIlleé BCEro ONPEAENSTh
MEIULMHCKOMY CIELHAJIUCTy, JiedameMmy OonbHOro. HHOrma mnpeamouTHTENbHO BBOAHTH
CpeAcTBa B OJHO U TO K€ Bpems. B kadecTBe ajbTepHATUBBI, JIEKAPCTBEHHBIE CPENCTBA,
BbIOpaHHBIE I KOMOMHHMPOBAHHOW Teparuu, MOTYT OBbITh BBEAEHbI OOJBHOMY B pasHbIE
MOMeHTHI BpeMeHHn. KoHe4yHO, nmpu Hanmuuuu Oosiee 4eM OHOHM BHPYCHOW HITM MHOW WH(EKIUH
WIN JPYTOr0 COCTOSIHUSI COCAMHEHHS B COOTBETCTBHM C HACTOSIIIUM H300pEeTeHHEeM TpHu
HEOOXOIUMOCTH MOTYT OBITh OOBEIWHEHBI C IPYTMMH CPEACTBAMH JUIS JICYCHUS STHUX IPYTUX
UH(EKIINU I COCTOSHUSL.

Hcnonp3yeMblii B HACTOSIIEM JOKYMEHTE TEPMHH «XO35SMH» OTHOCHUTCS K
ONHOKJIETOYHOMY WJIM MHOTOKJIETOYHOMY OpraHm3Mmy, B KotopoM Bupyc HCV wmoxer
PETIMLUPOBATHCS, B TOM YHCIIE K KJIETOYHBIM JINHUSAM, JKUBOTHBIM U, KaK MPAaBHJIO, K YEJIOBEKY.
TepMHH «XO034MH», B YaCTHOCTH, OTHOCHTCS K HWH(HUIMPOBAHHBIM KIETKAM, KIJIETKaM,
TpaHChUIMPOBaHHBIM MOJHBIM TeHoMOM HCV unm ero 4acTero, M JKUBOTHBIM, B YaCTHOCTH,
npumaraMm (B TOM YHCJIE IIUMMaH3e) 1 moaaM. Ilpu OonpIInHCTBE MPUMEHEHHUH IJISl JKUBOTHBIX
B COOTBETCTBUU C HACTOSIIUM H300pETEHHEM XO35IMHOM sIBIIsieTcss OOJbHON denmoBek. Tem He

MEHee IPUMEHEHUS] B BETEPUHAPUH, TIPU ONPENEJICHHbIX MOKA3aHUAX, SIBHO MIPEIy CMAaTPUBAKOTCS
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HACTOSIIUM H300peTeHueM (Hampumep, AN LIMMIIaH3€). XO3IMHOM MOTYT OBbIThb, Hampumep,

ObIYbH, JIOIIAMHBIE, ITUIILL, COOAUbH, KOIIAYbH U T.1I.

N3oTonHoe 3amemenue

Hacrosiee n300peTeHre OTHOCUTCS K COSIMHEHMSIM M K IPUMEHEHHIO COeUHEHHUs 2 C
TpeOyeMbIMH HM30TOIHBIMHM 3aMELICHUSIMH aTOMOB B KOJHMYECTBAX, KOTOPbIE MPEBBINAIOT
pPacnpOCTPaHEHHOCTh W30TONA B MPUPOAE, T. €., K oOorameHHbIM. M30TONbI mpencTaBisIOT
co0OH aTOMBI C OJUHAKOBBIM aTOMHBIM YHCJIOM, HO C Pa3HbIMU MAaCCOBBIMH YHCJIAMH, T. €. C
OJIMHAKOBBIM YHCJIOM IPOTOHOB, HO Pa3HBIM YHCJIOM HEWTPOHOB. B kauectBe olmero mpumepa
1 6e3 OrpaHMueHHs], M30TOMBI BOAOPOAa, Hampumep, aeiirepuit (*H) u tpurtuii (*H), MoryT 6bITh
UCTIOJIb30BaHbI B JJFOOOM MECTE B OMHCAHHBIX CTPYKTypax. AJBTEPHATUBHO MU B AOMOJHEHUE,
MOTYT OBbITh MCHOJB30BaHbl M30TONBI yriaepoaa, Hanpumep, °C u “C. IIpeanoyruTensHbIM
W30TOMHBIM 3aMEIICHUEM SIBIISIETCS ASHTEpHid U1 BOAOPOAA B OJHOM MJIM HECKOJBKHX MeCTax
MOJIEKYJIbI JUISl YIIYULICHUS] XapaKTePUCTHKH JIEKAPCTBEHHOTO cpencTaa. Jleiirepuii MOXXeT OBITh
CBsI3aH B MECTE pa3pbIBa CBSI3U BO BpeMsl MeTa0on3Ma (KMHETUYECKUH M30TOMHBINA 3PdexT a-
AeUTepHs) WK PSIOM C WIIM BO3JIE MECTa Pa3pbIBa CBsI3U (KMHETUYECKHUI N30TONMHBIN 3 dexT -
neiirepusi). Kommanusi Achillion Pharmaceuticals, Inc. (B mexayHapomHbix 3asiBkax WO
NeNe W0O2014/169278 u WO02014/169280) omuceiBaeT nelHTepUpOBaHHE HYKIEOTHUIOB JIJIst
yJy4iIeHus: ux (apMakOKHHETHYECKUX WIN (hapMaKOAMHAMHUYECKUX IOKa3aTelel, BKIoJas S-
MIOJIOXKEHHE B MOJIEKYJIE.

3aMeleHne M30TONAMH, TAaKUMU Kak JAeWTepuil, MOXXET [aBaTb OIpeeNIeHHbIE
TepareBTUUECKHE IPEUMYIINeCTBa, BO3HHMKAIOIIME BCJIEACTBHE OOJbIIeH MeTadOoIH4ecKoit
CTa0MJIBHOCTH, TaKW€ KakK, HAIpUMEpP, YBEIMYEHHBIH in VivOo TIEpHOA TIOJNyBbIBEICHHS MU
CHIDKEHHBIE  pa3Mepbl JO3UPOBKM. 3aMelleHue JAeWTepueM BOAOPOAAa IO  Y4acTKy
MeTabOIMYECKOTO PACHICINICHHS MOKET YMEHbILIATh CKOPOCTb WM 3JIMMHUHHPOBATH META00IH3M
IO TakOW CBs3M. B JIFOOOM MONIOKEHHH COENUHEHHs, B KOTOPOM MOJKET MPUCYTCTBOBATH aTOM
BOJIOPOJIA, aTOM BOJOPOZA MOXKET OBITh JIFOOBIM H30TONOM BOZOPOZAA, B TOM YHUCIIE MPOTHEM
(‘H), neitrepuem (*H) u tputuem (CH). Takum o00pa3oMm, YIOMHHAHHE B HACTOSIIEM
M300pETEHNH COETUHEHNST OXBATBHIBAET BCE BO3MOKHBIE M30TOIMHBIE (POPMBI, €CIIH B KOHTEKCTE
YEeTKO HE YKa3aHO HHOE.

TepMHH «M30TONMHO MEUEHHBIN» aHAJOT OTHOCUTCS K AQHAJIOTY, KOTOPBIH MPEACTABISIET
coboii «aelireprpoBanHblil aHanor», «'*C-MeueHHbIH aHamor» WM «AeHTepupoBaHHbIH/">C-
MEYEHHBbIM aHajnor». TepMHH «IEUTepUPOBAHHBIM AaHAJIOI» O3HAYAE€T OIUCHIBAEMOE B
HACTOSAIIEM H300pETEeHUH COEJUHEHHE, B COOTBETCTBHM C KortopbiM H-msorom, T. e.

Bonopon/mpotuii (‘H), 3amemen H-uzoronom, T. e. neiitepuem (*H). 3amemenue neiitepuem
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MOXeT OBITh YaCTUYHBIM WJIM MOJHBIM. YacTHUYHOE 3aMelLIeHHe AeHTepHeM O3HA4YaeT, 4To I10
MEHbIIIeH Mepe OJIMH aTOM BOJIOPOAA 3aMELleH M0 MeHblIel Mepe oaHuM aelitepueM. CornacHo
OTIpeNieIEHHbIM BapuaHTaM OcyInecTBieHus: u3oron Ha 90, 95 um 99%, unu Gornee oborameH
M30TONOM B JIIOOOM TMpeAcTaBisitoiieM uHTepec Mecte. COINIaCHO HEKOTOPHIM BapHaHTaM
OCYLIECTBJICHUsI OH IPeNCTaBIsieT coOoil neitrepuii, kotopbiid Ha 90, 95 mnu 99% oboramieH B
JKEJIaeMOM MOJOoXeHUH. Ecian He OTMeueHO uHOe, ASUTEepUPOBAHUE COCTABISIeT MO MEHbLIEH
mepe 80% B BbIOpaHHOM TOJIOKeHUU. JlefiTepupoBaHre HYKJI€O3UAa MOKET MPOUCXOAUTDH IO

T000My 3aMEHSIEMOMY BOZOPOAY, KOTOPBIN 00ECIIeYHBAET JKeJIaeMble Pe3yJIbTaThL

V. Cnoco6bl JieyeHus: WM NPOPUIAKTHKH

Hcnonb3yemblil B HaCTOALIEM AOKYMEHTE TEPMUH «JIEYEHHE» OTHOCUTCS K BBEIEHUIO
COEMHEHUs] 2 XO35MHYy, HAIpUMEp, YeJIOBeKYy, KOTopbld mH(uIupoBan Bupycom HCV wmmm
MOXeT cTaTh HHpUuHpoBaHHBIM BupycoM HCV.

Hcnonp3yeMblii B HACTOSIIEM JOKYMEHTE TEPMUH «IPOPHIAKTHYECKOE»  WIH
«TpeayINpexarollee» OTHOCUTCA K BBEACHHMIO COEAMHEHUs 2 N NpeAyNpexIeHus WIn
CHIDKEHHsI BEPOSTHOCTH BO3HHMKHOBEHMsI BHPYCHOro HapyiueHusi. Hacrosiee wnzoOpereHue
OTHOCHUTCSI KaK K JIedeOHbIM, Tak M K MNpOPUIAKTUIECKHM WIH TPenyNpeKIaroum
TepaneBTHYecKuM cpencTsam. CornacHO OAHOMY BapHaHTy OCYLIECTBJIEHUS COEAMHEHHE 2
BBOIIT XO3sIMHY, KOTOpPBIM mojBeprcsi uHGpekuuu Bupyca rematuta C u, Takum o0Opasom,
PHUCKYET CTaTh HH(PUIMPOBAHHBIM TaKOBBIM.

Hacrosimee wu3o0pereHne OTHOCHTCSI K CHOCOOY JIeYeHMS WM NPOQUIAKTHKH
3a00eBaHNi, BBI3BAHHBIX BUPYCOM rematuta C, B TOM 4HCie YCTOHYHUBBIMU K JIEKAPCTBEHHOMY
CPEACTBY M YCTOWYHMBBIMHU K HECKOJIBKUM JieKapcTBEHHbIM cpencTBaM popmamu HCV, a takxke
PONCTBEHHBIX OOJIE3HEHHBIX COCTOSIHUM, COCTOsIHMI Win ocnoxaenuit nHpekuun HCV, B Tom
YHClie UPPO3a U POJCTBEHHBIX I'eNaTOTOKCUYHOCTEH, a TAK)Ke APYTUX COCTOSIHUM, SBIISIOLIUXCS
BTOPUYHBIMU 1O OTHOIEHHIO K uHpekmumn HCV, Takux Kak Hapsay ¢ MpoYuMH ciadoCThb,
NOTepsI AIMETHTa, MOTEPs BECa, YBEINYSHNE MOJIOUHON skene3bl (0COOEHHO y MY’K4YHH), CBIIb
(ocoOeHHO Ha JamOHSIX), 3aTPYJHEHUE CBEPTHIBAHUS KPOBH, 3BE3qYAThIE COCYIbl HA KOXKE,
CIyTAaHHOCTb CO3HAHMs, KOMa (SHLedanonaTus), HAKOIUIEHHE JKUAKOCTH B OPIOIIHON MOJIOCTH
(acuuThl), pacIIMpeHNe BEH MUINEBOA, MMOPTAIbHAS THIEPTEH3Hs, IOY€YHAsk HEIOCTaTOUYHOCTb,
YBEJINYCHUE CEJIE36HKH, YMEHBIICHUE KPOBSHBIX KJIETOK, aHEMHUS, TPOMOOLIUTONCHHUS, JKEITyXa
U TEYEHOYHOKJeTOuHblH pak. Crnoco0 mpemycmarpuBaeT BBENEHHE XO3SIMHY IIPHU
HEOOXOIUMOCTH 3TOrO, KaK IPaBHIIO, YEIOBEKY, 3(P(PEKTHBHOIO KOJMUYECTBA COCOMHEHHUS 2,
OIHCBHIBAEMOTO B HACTOALIEM JOKYMEHTe, HeoOs3aTeIbHO B KOMOMHAILIMK 110 MEHbIIEH Mepe ¢

OOHHUM AOOIOJIHUTEIbHBIM OHMOaKTUBHBIM CpE€ACTBOM, HallpUMEP, AOMOJHUTCIbHBIM CPEACTBOM
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npotuB HCV, nononHuTensHO B KOMOMHALNH ¢ (hapMalleBTUYECKH MTPHEMIIEMbIMUA HOCUTEINEM,
n00aBKOH W/MITN BCTIOMOTaTEIbHBIM BELIECTBOM.

CormacHo [npyromy acrekTy HacTrosiiee H300peTeHHe OTHOCUTCA K  CHocoly
npeaynpexaeHus wi npodunakruku uHpexnuun HCV, nnn Oone3HEHHOro COCTOSIHUSA, WUIIH
POZACTBEHHOTO, WJIM TOCIEOYIOLEero OONE3HEHHOTO COCTOSIHUS, COCTOSHHMSI WJIM OCJIOXKHEHHS
uapexuyun HCV, B TOM 4mcie nuppo3a U pOACTBEHHBIX I'eaTOTOKCHYHOCTEH, TaKkKe APYTHX
COCTOSIHMH, SIBIISTFOIIMXCSI BTOPUYHBIMU 110 OTHOImeHHIO k nHpekuun HCV, Takux kak Hapsgy ¢
NPOYMMH CJTa00CTh, TIOTEPS AMIETHTA, TOTEPsI BECa, YBEIMYSHHE MOJIOYHOH KeJie3bl (OCOOEHHO
y MyX4HUH), ChIllb (OCOOEHHO Ha JIAJOHSX), 3aTPYJHEHUE CBEPTHIBAHUSI KPOBH, 3BE3YaThIC
COCYIbl Ha KOXK€, CIyTAHHOCTh CO3HAHMsA, KOMa (dHUedaNonaTus), HaKOIUICHHE JXUIKOCTH B
OpIOLIHOM MOJIOCTH (aCUUTBI), paCIIMPEHE BEH MUIIEBOA, TIOPTAJIbHAS THIIEPTEH3Us, TOYeUHAsT
HEIOCTATOYHOCTh, YBEJIHUYEHHE CEJIE3CHKH, YMEHbBIIEHHE KPOBSHBIX KIJIETOK, aHEMHS,
TPOMOOLIUTONIEHUSI, JKENTyXa M IEYCHOUHOKJIETOYHBIH pak (TMEeYeHH), MPU 3TOM YKa3aHHBIH
croco0 TpeaycMaTpuBaeT BBEIAEHHE OOJBHOMY C pPHCKOM 3(PQEeKTHBHOrO KOJMYECTBA
COEIMHEHUs] 2, KaK OMNKCHIBAETCS BBILIE, B KOMOMHALMU C (papMaLEBTHYECKH MPUEMIIEMBIMH
HOcHuTeneM, TOOABKOH WIJIM BCIIOMOTATENbHBIM BEIIECTBOM, HEOOS3aTENbHO B KOMOWHAIMH C
apyrum cpenctsoM npotus HCV. CormacHo apyromMy BapHaHTy OCYIIECTBIECHUS AKTHBHBIE
COEMHEHUs] B COOTBETCTBHHM C HACTOSIIMM H300pETEHHEM MOTYT OBbITh BBEIEHBI OOJBHOMY
1IOCJIe CBSI3aHHOM C relaTUTOM TPAHCIUIAHTALIUH [I€UEHH JUIsl 3aLUThl HOBOIO OpPTaHa.

CornacHo anpTepHATUBHOMY BapHaHTy OCYLIECTBJIEHMs COEIUHEHHE 2 TPECTaBJICHO B
BUze reMucyibhaTHoil conmu ocdopamunara coenquHeHust 1, OTIMYHOTO OT Crielu(pUIecKoro
docdopamuiaTa, ONMCAHHOTO B WILTIOCTpAlMu coequHenus. CnennanucraM B JaHHOH oOnactu
U3BECTEH IIUPOKUH psim PochopamMumaToB, KOTOPBIM BKJIOYAET B CeOsi pas3UYHbIE CIIOKHbBIE
a¢upsbl 1 cinoxubie Gochorpupsl, T0Oast KOMOMHALUS KOTOPBIX MOXKET OBITh UCIIOIb30BaHA JIJIsI
o0ecrieyeHns: aKTHBHOTO COEIMHEHUs, OMNHChIBAEMOTO B HACTOSINEM JOKYMeHTe, B (opme

reMucyib(paTHOM conu.

VI. ®apmaneBTHYeCKHE KOMIIO3HIIUH H JIEKAPCTBEHHBIE (POPMBI

CornmacHo acmekTy Hacrosimero u3o0pereHus: (papmMaueBTUYECKHE KOMIIO3UIUH B
COOTBETCTBHHM C HACTOSIIUM H300pereHneM conepxkar s¢dexruBHoe nporus Bupyca HCV
KOJIMYECTBO COENMHEHMs 2, OIMUCHIBAEMOIO B HACTOSINEM JOKYMEHTE, HeOOs3aTebHO B
KOMOMHaIMU ¢ papMarieBTUIECKH MPUEMIIEMbIMH HOCHTEJIEM, T0OABKOH WM BCTIOMOTAaTEIbHBIM
CPEACTBOM, KPOME TOro, HeoOs3aTeNbHO B KOMOWMHALIMHM WIM MPH YE€PEJOBAHUU IO MEHbILIEH
Mepe C OIHUM JIPYT'HM aKTUBHBIM coefrHeHueM. COriacHO OJHOMY BapHaHTY OCYINECTBIICHUS

HacTosiIee M300peTeHne BKIIOUaeT B ce0sl TBEPAYIO JIEKapCTBEHHYIO (OpMy COeAMHEeHUs 2 B
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(bapMareBTUIECKH IPHEMIIEMOM HOCHTEIE.

CornmacHO acmekTy Hacrosuero usobpereHust (papManeBTUYeCKHe KOMIO3UIUN B
COOTBETCTBUHM C HACTOSIIUM H300pereHueMm coaepxar d¢pdexrusHoe nporus Bupyca HCV
KOJIMYECTBO COENMHEHMs 2, OIMUCHIBAEMOIO B HACTOSINEM JAOKYMEHTEe, HeoOs3aTeNlbHO B
KOMOMHAIMU C (papMalieBTUUECKU NPUEMIIEMBIMU HOCUTEJIEM, 1OOaBKOW WM BCIIOMOTaTEIbHBIM
BELIECTBOM, KPOME TOro, HeoOs3aTeJbHO B KOMOMHALIMK MO MEHbIIEH Mepe ¢ OAHUM APYTHM
IPOTUBOBUPYCHBIM CPEIICTBOM, TAKMM Kak cpenctso npotus HCV.

Hacrosimmee mn3o0pereHne OTHOCHUTCS K (DapManeBTHUECKUM KOMITO3HLIUSM, KOTOPBIE
BKJIIOYAOT B ce0si addexkrnBHOe st JedeHuss wH(ekuun Bupyca rematuta C KOJUYECTBO
COEMHEHUs] 2 B COOTBETCTBUM C HACTOALIMM H300pETEHHEM WM MpPOJEeKapcTBa B
(apManieBTHYECKH TMPHEMJIEMOM HOCHTENe WM BCroMorareabHoM cpexactee. CoriacHo
ANbTEPHATHBHOMY  BAapUAHTy OCYIIECTBIEHHs HACTOsALIee H300pETEeHHEe OTHOCHTCA K
(apMaeBTHYECKM KOMIIO3HLIUSM, KOTOPBIE BKIIOHUAIOT B cedst 3((EeKTHBHOE IS JICUCHUS
uHpexknmu Bupyca rematuta C KOMUYECTBO COEAMHEHHS 2 B COOTBETCTBHHM C HACTOSIIUM
n300peTeHNeM WM TPOJeKapcTBa B (papMaleBTUYECKH TPHEMJIEMOM HOCHUTENEe MU
BCTIOMOTATEJIbHOM CPENICTBE.

Crienmanucty B JaHHOH obnacTu OyneT OYeBHIHO, UTO TepamneBThdecku 3(dexkTuBHOE
KOJINYECTBO OyZeT BapbUpPOBaTh B 3aBUCHMOCTU OT MH(EKIMHM WM COCTOSHUS, TMOAJEKAIINX
JICYSHMIO, UX TSDKECTH, IPUMEHSEMOro peskuMa JieueHus, (papMaKOKMHETHYECKUX TOKa3zaTesei
UCTIONIb3YEMOT'O CPE/CTBA, a TakKe OOJIbHOTO WM CyObekTa (PKHBOTHOTO MJIM YeJIOBEKa),
NOAJIEIKAIIETO JICYEHHIO, M TAaKOe TEePAreBTHUECKOe KOJIMYECTBO MOXET OBbITh ONIpeneseHO
JIeYalM BpauoM UJIH CHELIUATIHCTOM.

CoenuHenue 2 B COOTBETCTBUH C HACTOSIIIIMM H300PETEHHEM MOXKET ObITh COCTABIIEHO B
cMecH ¢ papMalleBTHYECKU pUeMIIeMbIM HocuTeNleM. Kak mpaBuiIo, mpeArnouTUTENbHO BBOUTh
(bapMaeBTHYECKYI0 KOMIIO3HLUIO B MEPOPAIIbHO BBOAMMOW (hOpMe, B HACTHOCTH, B TBEPAOH
JIEKapCTBEHHOM (popme, Takol Kak MUkt uin tabnerka. HeKoTopble COCTaBbl MOYKHO BBOUTH
NapeHTepabHbIM, BHYTPUBEHHBIM, BHYTPUMBIIIEYHBIM, MECTHBIM, YPECKOKHBIM, OYKKaJIbHBIM,
MOJKOKHBIM, C TIOMOIIBIO CYNIO3UTOPHS WIHM APYTHM IMyTEM, B TOM YHCJIE MHTPAHA3AJIbHBIM
pacrmbiieHHeM. BHYTpHBEHHbIE M BHYTPUMBILIICYHBIE COCTaBbl YacTO BBOISAT B CTEPUIBHOM
coneBoM pactBope. CrienuanucT B JaHHOW OOJAaCTH MOXKET MOAU(UIIMPOBATH COCTABBI, YTOOBI
crenath ux Ooyiee paCTBOPUMBIMH B BOJE MJIH JPYTOH Cpele-HOCHTENe, HalpuMep, 3TO MOXKHO
JErKO  OCYILIeCTBUTb C IOMOIIBI0  HeOonpmux  Monmudukammii  (comeobpa3oBaHws,
3CTepU(PUKAIMU U T. [I.), KOTOPbIE XOPOIIO U3BECTHBI CIELUANINCTY B HaHHOHM obmactu. Taxxke
CHELMANNCTY B JAHHOM OOJACTH XOPOILIO M3BECTHO, KaK MOAM(UIMPOBATH MyTh BBENCHUS U

PEKUM JIEKapCTBEHUsS] COEMHEHUs 2 AU PeryJHpOBaHus (papMaKOKMHETUYECKUX TOKa3aTesel



34

COEMHEHUII B COOTBETCTBUM C HACTOSINUM H300pETEHHEM Il MaKCHMAJbHO IIOJIE3HOTO
a¢dexra nyst OONBHBIX, KaK MOAPOOHO OMUCHIBAETCSI B HACTOSIIIEM JJOKYMEHTE.

B HexoTOpBIX (papMalieBTHUECKHX JIEKApCTBEHHBIX (OpPMaxX IJIsl JOCTHXKEHHS JKEIaeMOro
s¢pdexra Moxer OBITH HCIONB30BAHA MPOJIEKAPCTBEHHAsT (popma COeAMHEHHI, B TOM YHUCIE
AlMIMPOBAHHbIE (ALETWIMPOBAHHBIE WJIM HHbIE) U 3(UpHbIE (AJKUJIOBBIE M POICTBEHHbIE)
npousBonHble, GocdarHbie crnoxHble 3(upe;, THOhOChHOopamuaatel, (ochopamumaTel U
pasnuuHble CcoyeBble (OPMBI COCAMHEHHH B COOTBETCTBUH C HACTOSIIMM H300pETEHHEM.
Crnenuanmucty B JaHHOH 00JacTH OyAeT MOHSTHO, KaK JIETKO MOIU(GUIIMPOBATH COEIMHEHUS B
COOTBETCTBUH C HACTOSIIIMM H300pETEHHEM B MPOJEKAPCTBEHHbIE (POPMBI C LIENBIO OOIEerdeHH s
JIOCTaBKH AKTHUBHBIX COCIUHEHUH B IEJIEBOM YYaCTOK OpPraHM3Ma XO35MHA WM OOJIHOTO.
Crienanuct Takke CMOKET HCIIOJIb30BaTh ONAaronpusaTHbIE (PapMaKOKHHETHYECKUE MapaMeTPhI
NPOJIEKAPCTBEHHBIX (POPM TPHU TPUMEHEHHWH B JIOCTABKE COEAMHEHHI B COOTBETCTBUU C
HACTOSIIUM HM300pETeHHEM B LEJEBOH y4YaCTOK OpraHM3Ma XO3fWHA WM OOJBHOTO IS
MaKCHMH3aLHU TIpeanonaraeMoro 3 dexra coequHeHus.

KonmuectBo coenuHeHus: 2, BKIIOYEHHOTO B TEPANEBTHYECKH AKTUBHBIE COCTABBI B
COOTBETCTBUH C HACTOSIIMM H300pETeHHEM, IpeAcTaBisieT coOoi KommuecTBo, 3(dexkTrBHOE
IUIE  IOCTIDKEHMSI JKEJNAaeMOro pe3yJjbTaTa B COOTBETCTBHHM C HACTOSIIUM H300pETEHHEM,
Hanpumep, ais sedenus uHpexn HCV, cHumkeHus: BEpOSTHOCTH BO3HHUKHOBEHUS WH(QEKLIUH
HCV unu narubuposanus, cHkenust n/unu ycrpanenus HCV i ero BropuuHbix 3¢ QexTos,
B TOM 4YHcJe OOJE3HEHHBIX COCTOSIHMN, COCTOSHMH W/WJIM OCJIOKHEHMH, KOTOpBIE SIBIISIOTCS
BTOPUYHBIMU 10 oTHOMIeHno K nHpekmu HCV. Kak npasuno, TepaneBTudecku 3¢ GeKTHBHOE
KOJIMYECTBO COEIMHEHUs B COOTBETCTBMU C HACTOSIIMM HM300peTeHHeM B (hapMalieBTUYECKON
JeKapCTBeHHOH ¢opme o0O0bMHO Bappupyer or npudbmmsurensHo 0,001  Mr/kr  nmo
npubmmsuTensHo 100 Mr/kr B cyTkH wiu OoJblie, yaine, OT 4yTh MeHee npuoamsureasHo 0,1
MI/Kr 10 OoJiee yeM MpUOIM3UTETBHO 25 MI/KT MacChl Tejia OOJIbHOTO B CYTKH HJTH CYIIECTBEHHO
Oosblie, B 3aBUCHMOCTH OT HCIIOJIb3YEMOI'O COEAMHEHUS, MOJIEKALINX JICYCHUIO COCTOSHHS
wi nHpekunu u nyty BBeneHus. CoearHEeHNe 2 4acTO BBOAST B KOJIWYECTBAX, BAPbUPYIOLINX
ot npubnusutensHo 0,1 MI/kr 10 npuOIM3HTENBHO 15 MI/KT Macchl Tena OOJIBHOTO B CYTKH, B
3aBHCHUMOCTH OT (DapMaKOKMHETHUECKUX MMOKa3aTeseil cpeacrsa y OonpHOro. JlaHHbIA 1ruana3oH
JIO3UPOBKH, Kak mpaBwio, obecneunBaer 3(P¢EKTUBHBIE YPOBHH KOHLEHTPALMHA AKTUBHOTO
COEMHEHUs] B KPOBH, KOTOpPBIE MOTYT BapbupoBarb oT npudmmurensao 0,001 nmo
npubausutensHo 100, or npubnusutensHo 0,05 10 npubausutensHo 100 MUKpOrpamMmoB/cm’
KpOBHU y OOJIBHOTO.

Kax mpasuiio, 1i1st neueHus, IpeaynpekaeHus Wi 3aMeUIeHUs] Hadalla 3THX MH(eKuui

u/unu ans cHwkeHus: BepostHocTH HH(peximu Bupyca HCV unu BTOpHMYHOro OONE3HEHHOTrO
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COCTOSIHUS, COCTOsiHMA Wiu ocnokHeHus: uHpexkmu HCV coenmnenue 2 OynyT BBOAWTH B
TBEPJAOH JIEKAPCTBEHHOH (opMe B KOJWYECTBE, BapPbUPYIOIIEM OT npubmusutenpsHo 250
MHUKPOTPaMMOB 110 npubau3uTeibHo 800 MIUIIUrpaMMOoB 1K OOJbIIe, 110 MEHBIIEH Mepe OOUuH
pa3 B CYTKH, HalpuMep, Mo MeHbIIel Mepe npudnusurensHo 5, 10, 20, 25, 50, 75, 100, 150, 200,
250, 300, 350, 400, 450, 500, 550, 600, 650, 700, 750 unu 800 MUITUTPaMMOB WK OOJIbIIE
OIMH pa3, Ba pasa, TPU pasa WIA AO 4YEThIPEX Pa3 B CYTKH B COOTBETCTBUU C yKa3aHUEM
MenunuHckoro padorHuka. CoennHeHne 2 9acTO BBOAMTCS IEPOPAbHO, HO MOXKET OBITh
BBEJCHO TMApPEHTEPaJbHO, MECTHBIM IyTeM WiId B (OpMe CYNIO3UTOPHs, a TaKKe
MHTPAHA3aJbHO, B BHJE HA3aJbHOIO PACIHBUICHHUS, WJIW HMHBIM OINUCHIBAEMBIM B HACTOSLLEM
IOKyMeHTe crocoboMm. Yamne coemuHeHne 2 MOKET OBITh BBENEHO TaOJETKOH, KarCyJiow,
WHBEKLHUEH, BHYTPUBEHHBIM COCTaBOM, CYCHEH3UEH, XUAKOCTBIO, 3MYyJbCUEH, HMIUIAHTOM,
YacTULEH, cPepoil, KPEMOM, Ma3bl0, CYNIO3UTOPHEM, MHTAISLUOHHOW (HOPMOH, YPECKOKHOU
¢dopmoii, OYKKaIbHO, MOABSI3BIYHO, MECTHBIM Iy TEM, TeJIeM, Yepe3 CIM3UCTYIO H T. II.

Ecnu nexapctBeHHast opMa B HACTOSIIIEM NOKYMEHTE€ OTHOCHTCS K MUJUTUTPAMMOBOM
MacCOBOH 7103€, TO OHAa OTHOCHTCSI K KOJIMYECTBY COeUHEHHs 2 (T. €. K Macce reMHcyJibhaTHON
COJIN), €CJIM HE YKa3aHO WHOE.

CornmacHo HEKOTOpPBIM BapHAHTAM OCYLIECTBICHMs (papMalleBTUYECKass KOMITO3ULIUS
HAXOIUTCS B JIEKAPCTBEHHOH (opMme, KOTOpas COXEPKUT OT MNpUOIM3UTENbHO 1 Mr mo
npubnusurensHo 2000 wmr, ot npubnusutensHo 10 mMr no npuOmmusurensHo 1000 mr, ot
npubnusurensHo 100 mMr po mpubmusurensHo 800 wmr, ot mnpubnusurensHo 200 Mr no
npudmsutensHo 600 mr, ot mpubmusurensHo 300 mMr po npubmmsurensHo 500 Mr wim ot
npudmsutensHo 400 mMr o mpuGmusurensHo 450 Mr coeaMHeHHMs 2 B €JUHMYHOM
aekapcTBeHHOH (popme. COrinacHO HEKOTOPBIM BapUaHTaM OCYIIECTBIICHUS (apMaleBTHUECKas
KOMIIO3UIIMSI HAXOAUTCS B JIEKAPCTBEHHOM (popMe, HampuMep B TBEPIO JIeKapCTBEHHOH (opme,
KOTOpasi comepkutT 1o npudbmusureapbHo 10, npubmusurensHo 50, npubmmsurensHo 100,

npubmusutensHo 125, mpubnusutensHo 150, mpubmusurensHo 175, mpubnusurensHo 200

2

npubsmmsuTensHo 225, mpubnusurenvHo 250, mpubnusurensHo 275, mpubnmsurensHo 300,

2 2 2

npubmusuTensHo 325, mpubnusutenvHo 350, mpubmusurenvHo 375, mpubnmsurensHo 400

2 2

npubmusutensHo 425, mpubnusutenvHo 450, npubmusurenvHo 475, mpubnmsurensHo 500

2 2 2 2

npubmusutensHo 525, mpubnusutenvHo 550, mpubmusurenvHo 575, mpubnmsurensHo 600

2 2 2

npubmu3uTensHo 625, mpubnusutenvHo 650, mpubmusurenvHO 675, mpubmmsurensHo 700

2 2 2 2

npubnusuTensHo 725, mpubnusutenvHo 750, mpubnusurenvHo 775, mpubnmsurensHo 800

2 2 2 2

npubnusutensHo 825, mpubnusutenvHo 850, mpubmusurenvHo 875, mpubnmsurensHo 900

2 2 2 2

npubnusutensHo 925, mpubnuzurensHo 950, npubnuzurensHo 975 nnn npubmmsurensao 1000

Mr win Oonblle COeOUHEHHs 2 B EOUHUYHOH JiekapcTBeHHOU (opme. CoriacHO OZHOMY
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BApUAHTY OCYIIECTBJICHUS COCIMHEHNE 2 BBOISAT B JIEKAPCTBEHHON (hopMe, KOTOpasi JOCTaBIIAET
no MmeHslnedl mepe npudOmmsurensHo 300 mr. CorjnacHO OZHOMY BapHaHTY OCYINECTBIICHUS
COeMHEHHe 2 BBOAAT B JIEKAPCTBEHHOM (hopMe, KOTOpas IOCTAaBJIAET IO MEHbLIEH Mepe
npubnusutensHo 400 Mr. CornacHO OHOMY BapHaHTY OCYILIECTBIIEHHs COEAMHEHHE 2 BBOIST B
JIEKAPCTBEHHOH (popMe, KOTOpasi AOCTABISET MO MeHblield mepe mnpubnausutenpbHo 500 wr.
CornacHO OHOMY BapHaHTy OCYINECTBJICHHS COEIMHEHHE 2 BBOJSAT B JIGKAPCTBEHHOW (hopme,
KOTOpasi TOCTABJISIET 1O MeHbIIel Mepe npubnuzuteabHo 600 mr. CorjacHO OJHOMY BapHaHTY
OCYIIECTBIIEHHUS] COCAMHEHHE 2 BBOISIT B JICKAPCTBEHHOH (popme, KOTOpasi HOCTAaBJISET IO
MeHblIel Mepe mnpubmmsurenbHo 700 mr. CornacHO OXHOMY BapHaHTy OCYIIECTBIICHUS
COeMHEHUEe 2 BBOAST B JIGKAPCTBEHHOHW (hopMe, KOTOpas IOCTABJISIET 1O MEHbLIEH Mepe
npubmmsutensHo 800 mr. CoriacHO HEKOTOPBIM BapHAaHTaM OCYLIECTBJICHUS COCOHHEHHE 2
BBOJSIT 1O MEHBIIEH Mepe ONWH pa3 B CYTKH CpokoM 1o 12 Hemenb. CorjlaCHO HEKOTOPBIM
BAPUAHTaM OCYLIECTBJICHUsS COEANHEHUE 2 BBOAST IO MEHBILIEH Mepe OJUH Pa3 B CYTKHU CPOKOM
1o 10 nHegenb. CorjnacHO HEKOTOPBIM BapUaHTaM OCYILECTBIEHHUS COENMHEHHE 2 BBOJAT IO
MeHbIlIeH Mepe OJUH pa3 B CyTKU CpPOKOM 10 8 Hezenb. COrjacHO HEKOTOPHIM BapUaHTaM
OCYLIECTBJIEHUS] COCIUHEHHE 2 BBOAST MO MEHBIIEH Mepe OAMH pa3 B CYTKH CPOKOM 10 6
Hezenb. COrjgacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHHUS COEANMHEHHE 2 BBOIAT IO MEHbLIEH
Mepe OAMH pa3 B CyTKH CPOKOM 110 4 Henesnb. COrjaacHO HEKOTOPBIM BapUaHTaM OCYILECTBIICHHUS
COEeIMHEHHE 2 BBOAST IO MEHbIIEH Mepe OIUH pa3 B CYTKH B T€UEHHUE IO MeHblIeW Mmepe 4
Hezenb. COrjaacHO HEKOTOPBIM BApPUAHTaM OCYIIECTBJIEHHUS] COEAMHEHHE 2 BBOIAT IO MEHBIIEH
Mepe OIMH pa3 B CYTKH B TeueHHe IO MeHblueld Mepe 6 Henmenb. CoOryiacHO HEKOTOPBIM
BapMaHTaM OCYILECTBIECHUS] COEAMHEHUE 2 BBOASAT MO MEHbIIEH Mepe OAUH pa3 B CYTKU B
TedeHne Mo MeHblueil mepe 8 Hexenb. COryaCHO HEKOTOPBIM BapHaHTaM OCYLIECTBJICHUS
COEIMHEHME 2 BBOJAT MO MEHbLIEH Mepe OJUH pa3 B CyTKM B Te€UeHHE MO MeHbuiell mepe 10
Henenb. COrjacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHHUS] COEANHEHNE 2 BBOIAT IO MEHbLIEH
Mepe OIWH pa3 B CYTKH B TeueHHe mno MeHblued mepe 12 Hemenb. CormacHO HEKOTOPBIM
BApUAHTaM OCYILLIECTBJICHUs] COEAUHEHNE 2 BBOAAT IO MEHBLIEH Mepe uepe3 CYTKU CPOKOM 10 12
Henenb, 10 10 Henmenb, 1o 8 Hemenb, 10 6 Hexenb Wik 10 4 Heaenb. COTIaCHO HEKOTOPBIM
BAPUAHTaM OCYILECTBJICHHs] COCIUHEHNE 2 BBOAST MO MEHBbIIEH Mepe 4epe3 CYyTKU B TeYEHUE M0
MeHbIIEN Mepe 4 Henmenb, IO MEHbIIEH Mepe 6 Hexenb, IO MEHbLIEH Mepe 8 Hexenb, Mo
MeHblie mMepe 10 Henmenb wnu mo MeHblied mepe 12 Henmenb. CorjacHO OAHOMY BapHaHTY
OCYIIECTBJICHHSI TIO MEHbIIeH Mepe nmpudnusuteapHo 600 Mr coequHEeHHs 2 BBOIST MO MEHbIIEH
Mepe OJIUH pa3 B CYyTKU CpPOKOM 110 6 Heaenb. COrjacHO OJJHOMy BapHaHTY OCYLIECTBJIEHHUS IO
MeHblIel Mepe npuommusuTenbHo S00 Mr coeuHEeHUs 2 BBOAST IO MEHbIIEH Mepe OuH pa3 B

CYTKH CpPOKOM 110 6 Hepnenb. COrIacHO OJHOMY BAapUaHTY OCYILECTBIEHMs IO MEHbLIEH Mepe
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npuOm3uTeNbHO 400 Mr COeIMHEHUS 2 BBOJSIT MO MEHbINEH Mepe OJUH pa3 B CYTKU CPOKOM JI0
6 Henenb. CorjaacHO OHOMY BapHaHTY OCYLIECTBJEHUsS MO MeHbiner Mepe 300 Mr coeanHeHus
2 BBOZAT MO MEHbIIEH Mepe OAUH pa3 B CYTKM CpOKOM 10 6 Henenb. COrnacHO OZHOMY
BApUAHTy OCYLIECTBJICHUs IO MeHbIuer Mepe 200 Mr coequHeHus 2 BBOIAT IO MEHbLIEH Mepe
OUH pa3 B CYTKM CpPOKOM 10 6 Hegenb. COrymacHO OAHOMY BAapUAHTy OCYLIECTBJIEHUS IO
MeHbliel Mepe 100 Mr coenuHeHus 2 BBOAAT MO MEHbIIEH Mepe OJUH pa3 B CYTKU CPOKOM /10 6
HEZeNb.

Mertabomur 1-6 mnpexncraBnser coboii aktuBHbI Tpudocdar coemuHeHus 2, HO
metabonut 1-6 He U3MepsieTcs B Mma3Me. 3amenuTesieM Meradonura 1-6 sipnsiercst meradonur 1-
7. Merabonautr 1-7 sBsieTcss HYKJICO3UAHBIM MeTaDOJUTOM, H3MEpSiEMbIM B ILIa3Me, W,
CJIEZIOBATEJILHO, SIBJIIETCS ITOKA3aTeJIeM BHYTPUKJIETOYHBIX KOHIEHTpaluii meradonura 1-6. J{s
MaKCHUMaJbHOH akTHBHOCTH npoTuB Bupyca HCV nekapcrBenHas popma coenMHEHUs 2 OJDKHA
JIOCTUTaTh PABHOBECHOW ocTaTo4uHOI koHHeHTpanuu (Criss) Merabomura 1-7, mpeBblmaromeil
3HaueHne ECos coemmnenust 2. Kak mokazano Ha ¢ur. 24, ECos coemunenust 1 mporus
kimHmuecknx m3ojsitoB GT1, GT2, GT3 u GT4 cocrasisier menee 25 Hr/mn (3HadeHus: ECos
coenunenust 1 u ECos coenuneHust 2 ABISIOTCA OOWHAKOBBIMH). COIJIACHO OJHOMY BapUaHTY
OCYIIECTBIIEHUSI IOCTABJISETCS JIEKAPCTBEHHAas (opMa COEOUHEHHs 2, KOTOpas JOCTUTAeT
paBHOBeCHOH octatouHoil koHUeHTpauuu (Criss) Merabonmra 1-7, coCTaBisOIIEeHd  OT
npubm3uTensHo 15 no 75 ar/mn. CorjacHO OAHOMY BapHaHTY OCYIIECTBIIEHUS JOCTABIISIETCS
JeKapCcTBeHHass (opMa COeOMHEHHs] 2, KOTOopas JOCTUTraeT pPaBHOBECHOW OCTATOYHOMN
koHueHTpauuu (Ca4 ) Merabomura 1-7, cocrapisitoiedi oT npudnamsurenbio 20 1o 60 Hr/m
CornacHO OTHOMY BapHaHTy OCYIIECTBIJICHUS JOCTABISIETCS JIEKAPCTBEHHAS ()OpMa COCAMHEHHS
2, KOTOpas OOCTUraeT pPaBHOBECHOW ocTaTOuHON KkoHUeHTpauuu (Ci4ss) Merabommra 1-7,
coctaBisitoied ot mpubnmsutenbHo 30 o 60 Hr/mu.  CorynacHO OIHOMY  BapHUaHTY
OCYIECTBIIEHHUs] IOCTABJIIETCS JICKAPCTBEHHAs (popMa COCOMHEHHUS 2, KOTOpas JOCTUTaeT
paBHOBeCHOH ocTtarouHoil koHueHTpammu (Criss) Merabonmra 1-7, COCTaBISIIOIIEH OT
npubmm3uTenbHo 20 1o 50 ’r/mu. CorfacHO OMHOMY BapHaHTY OCYIIECTBIIEHUS JOCTABIISIETCS
JeKapCTBeHHass (opMa COeOUHEHHs] 2, KOTOpas JOCTUTaeT pPaBHOBECHOW OCTATOYHOMN
konueHtpauun (Casss) Metabonura 1-7, coctapisiroineit ot npubnusurenasHo 30 no 50 Hr/mi
CornacHo OmHOMY BapHaHTy OCYINECTBJIEHHUS AOCTABISAETCS JIEKAPCTBEHHAs (hopMa COCAMHEHUS
2, KOTOpasi AOCTHraeT pPaBHOBECHOW ocTaTouHoi KoHueHTparmu (Ca4ss) merabomura 1-7,
coctaBisiromied or  mpubnmsurenbHo 20 o 45 Hr/mn. CornacHO OJHOMY BapUaHTy
OCYIIECTBIIEHHUSI IOCTABJISIETCS JIEKApCTBEHHAas (opMa COEOMHEHHUS 2, KOTOpas JOCTUTAeT
paBHOBecHOH octarouHoil koHueHTpaimu (Criss) Merabonmra 1-7, cocTaBisOIied  OT

npubm3uTensHo 20 1o 30 ar/min. CorjlacHO OZHOMY BapHaHTY OCYIIECTBIIEHUS! JOCTABIISIETCS
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JeKapCcTBeHHass (opMa COeOUHEHHs] 2, KOTOpas JOCTUTaeT pPAaBHOBECHOW OCTATOYHOMN
koHuentpaun (Ca4 ) Merabomura 1-7, cocrapisitorneii oT npudbnausurenbio 20 1o 35 Hr/mi
CornacHo OZHOMY BapHaHTy OCYINECTBJIEHHUS AOCTABISAETCS JIEKAPCTBEHHAs (hopMa COCAMHEHUs
2, KoTopasi JOCTHraeT paBHOBECHOM ocTarouHOM KoHueHTpammu (Casss) Merabomura 1-7,
cocrapsiromied ot npudmusurenbHo 20 1o 25 Hr/mi. ANNPOKCUMATHBHBIE JIEKAPCTBEHHbIE
¢dopmsl cocTaBisirOT £ 10% OT paBHOBECHOH OCTATOUHON KOHIICHTPALMH.

CornacHO OTHOMY BapHaHTy OCYIIECTBJIEHHS COEANHEHNE 2 BBOIAT 10301 B KOJIUYECTBE,
kotopoe nocruraet AUC (momaau noj kpuBoii) meradonura 1-7 ot nmpubmusutenbao 1200 no
3000 wr/mi. CorjnacHO ONHOMY BapHAHTy OCYIIECTBJIEHUS COEIMHEHHE 2 BBOIST HO30U B
xonnuecTBe, kotopoe nocruraer AUC merabomura 1-7 or mpubmusurensHo 1500 mo 3000
HI/Mi. COrlacHO OTHOMY BapHAHTY OCYIUECTBJICHHUS COEIMHEHHE 2 BBOIST I030H B KOJIUYECTBE,
koropoe nocturaer AUC merabonura 1-7 ot npubnusutensHo 1800 no 3000 vr/mn. Cornacuo
OJHOMY BApHAHTy OCYINECTBJIEHHsS COEIWHEHHE 2 BBOAST JO30H B KOJHYECTBE, KOTOPOE
nocturaer AUC wmerabonura 1-7 ot mpubmusurensao 2100 mo 3000 ur/mn. CoriacHo
NPEANOYTUTEIbHOMY BapUaHTy OCYLIECTBJICHUS COEJUHEHHWE 2 BBOAAT J030M B KOJIUYECTBE,
koropoe nmocruraer AUC  wmerabomura 1-7  npubmmsurensHo 2200  Hr¥*uac/mun
AnmnpokcuMaTUBHBIE JIeKapcTBeHHBIE (popmMbl cocTaBisitoT = 10% ot AUC.

B crnyuae coBMeCTHOro BBEIEHHs COCMHEHNS 2 B KOMOMHALUY C IPYTHM COEIUHEHHEM
nporuB  HCV, wuHbIM 00pa3oM ONMUCBHIBAEMBIM B HACTOALIEM JOKYMEHTE, KOJHUYECTBO
COEMHEHUs] 2 B COOTBETCTBUM C HACTOSIIMM H300peTeHHeM, IOAJIeKallee BBEICHUIO,
BapbupyeT oT npudamsuTesabHo 0,01 Mr/kr Maccsl Tena 00bHOTO A0 Mpudbnu3uTenbHO 800 MI/Kr
Macchl Tesa OONbHOro My OOJbIE WIJIM 3HAYUTENBHO OOJblie, B 3aBHCUMOCTH OT BTOPOTO
CPEACTBa, MOJUIeKAIEr0 COBMECTHOMY BBEINEHHIO, U ero 3(p(EeKTHBHOCTH NPOTUB BHpPYCA,
COCTOSTHUST OOJIBHOTO U TSDKECTH 3a00JIeBaHMs MM MH(EKLNH, TIOJICKALINX JICUEHHIO, a TAKXKe
or nytu BeeneHusi. Jlpyroe cpenctso mnpotuB HCV MokeT ObITh BBENEHO, HAmpHUMEp, B
KOJIMYECTBAX, BapbUPYIOIMUX OT npubmusurenbHo 0,01 mr/kr mo npubmusureapbHo 800 mr/kr.
[TpumepamMu pa3MepoB IO3HUPOBKH BTOPOTO AKTHBHOTO CPENCTBA SIBISIFOTCS KOJIMYECTBA,
BapbUPYIOIIKE OT MpUOIU3UTENbHO 250 MUKpOrpaMMoB A0 mnpudausutenbHo 750 Mr wimu
OosblIre Mo MEHbLIEH Mepe OIUH Pa3 B CYTKH, HAIIPUMEP, IO MEHbIIEH Mepe MPHOIM3UTENBHO 5,
10, 20, 25, 50, 75, 100, 150, 200, 250, 300, 350, 400, 450, 500, 600, 700 wmm 800
MIUUTMTPAaMMOB ~ WJI  Oonble, 10 4erbipeXx pa3 B cyTkd. CorjiacHo HEKOTOPBIM
NPEANOYTUTENIbHBIM BapHAHTAM OCYIIECTBJIICHUS COEIUHEHHE 2 MOXKHO YacTO BBOOUTH B
KOJIMYECTBE, BapbHUPYIOIIEM OT mpuOiu3ureabHo 0,5 Mr/kr go npubnm3utenbHo S0 MI/Kr wiu
Oomnbuie (0OprHO 1m0 mpubnmsurenbHo 100 MI/Kr), Kak NpPaBWIO, B 3aBUCUMOCTH OT

(bapMakOKMHETHYECKUX MMOKa3aTee AByX cpenactB y OoapHOro. Takue nuama3oHbl TO3UPOBKH,
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Kak mpaBmio, obecrneunBaroT 3 PeKTHBHbIE YPOBHU KOHLEHTPALMN aKTUBHOTO COCAMHEHUS B
KpPOBHU y OOJIBHOTO.

Jns  nenel  Hacrosimero H300peTeHus NpOQUIAKTUYECKOE WM IPEBEHTHBHOE
3¢ }eKTUBHOE KOIUYECTBO KOMITIO3ULIMI B COOTBETCTBUH € HACTOSIINUM H300pETEHHEM IONaaeT
B TOT K€ IUANa30H KOHLEHTPALWH, YTO M3JOKEH BBIIIE U1 TePAaneBTUYECKH 3P PEeKTHBHOIO
KOJITYECTBA, U OOBIYHO SIBJIIETCS TAKUM JKe, KaK M TepareBTHIecKy 3P PeKTHBHOE KOIUIECTBO.

BBenenne coenuHeHusT 2 MOXKET BapbUPOBaThb OT HEMPEPBIBHOTO (BHYTPUBEHHOTO
KamneJIbHOTO BBEICHMUS) 10 HECKOJIbKHX MEePOPATbHBIX MM MHTPAHA3AJIbHBIX BBEIEHUI B CYyTKH
(mampumep, Q.ID.) mim YpPEecKOKHOTO BBEACHUS W MOXKET IMpeoyCMaTpUBaTh MEPOPATBHOE,
MECTHOE, TapPEHTEPATbHOE, BHYTPUMBIIIEYHOE, BHYTPUBEHHOE, MOJKOKHOE, YPECKOXKHOE
(KOTOpOe MOKET TpedyCMaTpHBaTh YCUJIMBAIOIIEE MPOHHUIIAEMOCTh CPEACTBO), OyKKaJIbHOE
BBEJICHHE M BBEJEHHE C TIOMOIIBIO CYIIO3UTOPHS, CPeau MPoUux nyTteil BBeneHus. [1IoKphIThIe
SHTEPOCOJIFOOMITBHON 000JIOUKOH TIepopabHbIe TAOJETKH TaAKKe MOTYT ObITh HCIIOTB30BAHbI JIJIs
yCuJieHHss OMOAOCTYNMHOCTH COCOMHEHWH [UIs MepopajbHOro MyTH BBeneHus. Haumbonee
s¢dexTuBHAA JIeKapCTBEHHAS dopma Oyner 3aBHCETh oT
OouonoctynmHOCTH/(PapMaKOKMHETHYECKUX TOKAa3aTeNiell KOHKPETHOTO BBIOPAHHOTO CPEACTBA, a
TaKXe OT TshKecTH 3aboneBanus y OonpHOro. IlepopaibHble lekapcTBEHHBIE (POPMBI SBISIFOTCS
0COOEHHO  MpPENOYTHTENbHBIMA  HW3-32  INPOCTOTHI  BBEOEHMS W MPEAIOJIaraeMoro
OaronpusATHOrO COOMIOAEHUS OOJNBHBIM PEXUMA JICUEHHUS.

Jdns monyueHust (papMaleBTHUYECKHX KOMIIO3MLUN B COOTBETCTBHM C HACTOSILIUM
n3o0pereHneM TepaneBTUUeCKH >(P(PEeKTUBHOE KOJMUYECTBO COEAWHEHMS 2 B COOTBETCTBHU C
HACTOSIIIUM ~ M300peTeHHeM  3a4acTyl TIIATEJBHO CMEIIMBAIOT C  (hapMaleBTHYECKH
NPUEMJIEMBIM  HOCHUTEJIEM COMJIACHO  TPAAUIMOHHBIM  METOAMKAM  (hapMaLeBTHYECKOTO
COCTaBJIEHHsI JJIsl TOJy4YeHus: N03bl. HocuTesnb MOKET NMpUHUMATh pa3HooOpasHble (OPMBI B
3aBHCUMOCTH OT (OpPMBI Tpernapara, *KejaeMoil IJIs BBENESHHs, HampuMep, MepopaibHON WU
napenrepanpHoi. [lpu  monyueHuHn (apMalEeBTHYECKUX KOMIIO3ULUN B  MEPOpPaIBHOM
JIEKapCTBEHHOH (hopMe MOKeT OBbITh MCMHOJb30BaHA JIF00ask W3 OOBIYHBIX (hapMaLEeBTHYECKUX
cpen. Takum o0Opa3oMm, UIg JKUAKHX MEPOPAIbHBIX TIPENapaToB, TAKUX KaK CYyCIICH3HH,
SIIMKCHUPBI U PACTBOPBI, MOTYT OBbITh MCIIOJIB30BAHBI MPUEMIIEMbIE HOCUTENIN U JOOABKH, B TOM
YHCiie BOZAA, MIMKOJM, Maclia, CIIUPTHI, apOMATH3aTOPbI, KOHCEPBAHTHI, KPACUTENHU U T. 1. Jlyis
TBEPIBIX MEPOPATBHBIX MPENAPATOB, TAKUX KaK IMOPOIIKH, TAOIETKHU, KAICyJbl, U JJIsI TBEPIbIX
NpenapaToB, TAKUX KaK CYyNIO3UTOPHH, MOTYT OBbITh HCIIOJNB30BaHbI MPUEMIIEMbIE HOCHUTEIH H
no0aBKHM, B TOM 4YHCJIe KpaxXMalibl, CaXxapHble HOCHTENH, TaKhe Kak JeKcTpos3a, manifold,
JIAKTO3a, & TaK)K€ POJCTBEHHbIE HOCUTENH, pa30aBUTENH, TPAHYJUPYIOIINE CPENCTBA, CMAa3KHy,

CBSI3YIOLINE, Pa3spbIXJUTeNad U T. 1. [Ipu HeoOXxoamMocTu TabJeTKHU WUITU KarCyJibl MOTYT OBITh
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NOKPBITBI ~ HHTEPOCONIOOWMIIBHBIM ~ TIOKPBITHEM  WMIM  oOecreueHbl € 3aMeIJICHHBIM
BBICBOOOXKIEHHEM C IMOMOINBIO CTAaHAAPTHBIX METOAMK. IIprMeHeHHe TakhX JeKapCTBEHHBIX
(opM MOXKET CYINECTBEHHO YJIy4LINTh OMOAOCTYTHOCTh COETUHEHUHN Y OOIBHOTO.

B mapeHTepanbHBIX COCTaBax HOCHTENb, KaK MPAaBUJIO, OylET COAEp:KaThb CTEPHIIbHYIO
BOAY WJIM BOAHBIA PAacTBOp HATpHUs XJOPHIA, XOTA TaKKe€ MOTYT OBITh BKJIOYEHBI APYIrHe
WHIPEIUEHTh, B TOM YHCIIe Te, KOTOpble obecreunBaroT aucnepcuro. KoHedHo, ecnu nomkHa
OBITh WCMOJIb30BAHA CTEPUJIbHAS BOAA MPH COXPAHEHHHM €€ CTEePHJIbHOCTH, KOMIIO3WULMH |
HOCUTENIH TaKK€ JOJDKHBI ObITh CTEPUIM30BAaHHBIMH. Takke MOTyT OBITh MOJYYEHbI
UHBEKLUHNOHHBIE CYCIIEH3HUH, H B 3TOM CJIy4ae MOTYT ObITh MCIIOJIb30BAHBI MOIXOASIINE KUIKAE
HOCHUTEIIH, CYyCIIEHAUPYIOIIHE CPEACTBA H T. II.

JIumocomMHbIe CyCIeH3U! (B TOM YHUCIIE JIMTTOCOMBI, HalleJIeHHbIE Ha BUPYCHbIC aHTHUT€HbI)
TaKXK€ MOTYT OBITh MOJYYEeHbl TPATULHMOHHBIMH CIOCOOAMHU MOJyueHHs! (papMaleBTHUECKH
npuemsieMbIx Hocuteneil. OHM MOTYyT MOOXOAWTH I JTOCTABKH CBOOOAHBIX HYKJIEO3WIOB,
aIvJI/aNKWIHYKJICO3UA0B  WJIM  TNPOJIEKApCTBEHHBIX (GopM  ochaToB  CIOKHBIX SPHUPOB
HYKJICO3HIHBIX COCMHEHNH B COOTBETCTBUU C HACTOSIIIUM H300pETEHHEM.

CornacHo TUMMYHBIM BapUAHTAM OCYIIECTBJIEHHUS] HACTOSLIETO N300PETEHUs] COEAMHEHNE
2 ¥ onHChIBa€Mble KOMIO3HMLUU HCIONB3VIOT IS JIEYEHUs], MPENyNPEKACHUS WIH 3aePiKKU
pazsutusi uHpekunu HCV wmm Bropuunoro cesizanHoro ¢ HCV 0oyie3HEHHOrO COCTOSHUS,

COCTOAAHHA UIIN OCJIOKHCHUA.

VII. KoMOuHHpOBAHHAS H YepeAYIOLIAsICS Tepanus

XOpoIIO U3BECTHO, YTO YCTOMYUBBIE K JIEKAPCTBEHHOMY CPEIACTBY BApUAHTBHI BUPYCOB
MOTYT TOSIBJIATBCSL TIOCTE JJIMTENBHOIO JIEUEHUS IPOTUBOBHUPYCHBIM cpencTtBoM. HHornpa
YCTOWYUBOCTD K JIEKAPCTBEHHOMY CPEICTBY BO3HUKAET M3-3a MyTallUU I'€Ha, KOTOPbIM KOOUPYET
(bepMeHT, HCTIONB3yeMblil B BUPYCHON perutukaui. DPPeKTHBHOCTD JIEKAPCTBEHHOTO CPENCTBA
npotuB uHdpexkun HCV MokeT ObITh MPOJIOHTUPOBAHA, YCHUJICHA WJIM BOCCTAHOBJICHA MyTEM
BBE/ICHUS] COCUHEHHsI B KOMOMHAILMH WJIM MPH YE€PEIOBAHUU C JPYTHM, a BO3MOXHO JaXKe C
ABYMsI MJIK TpeMsl APYTUMHU NTPOTUBOBUPYCHBIMU CO€IUHEHUSIMHU, KOTOPbIE UHAY LIUPYIOT APYTYIO
MyTaLUI0 UK AEHCTBYIOT uepe3 APYrod MyTh, IO CPaBHEHHUIO C OCHOBHBIM JIEKAPCTBEHHBIM
CPEICTBOM. B KauyecTBe anbTepHAaTUBBI, (apMakOKHHETHYECKHE MOKa3aTey,
OuopacnpeneneHye, MepUO MOJYBBIBEICHNS WIN APYTOH MapamMeTp JIEKAPCTBEHHOTO CPENCTBA
MOTYT OBbITb U3MEHEHbI TAKOH KOMOMHHPOBAHHOH Tepamueil (KOoTopas MOXKET BKJIIOUaTh B ceOst
YEepenyOIIyIOCs TEpamnuio, €cld CUuTaeTrcs coBMecTuMoir). IlockonbKy —packpsiBaeMoe
coequHeHne 2 siBjsiercst uHruOutopamu NSS5B monmmepassl, MOKET ObITh TMOJIE3HO BBOAUTH

COEIMHEHHUE X035/MHY B KOMOMHAINH, HAIpUMep, C
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(1) UHrHOUTOPOM IPOTEA3bl, TAKUM Kak HHruOuTop NS3/4A nporeassr,

(2) uHruoutropom NSSA;

(3) npyrum uHruouropom NS5B nonnmepassr,

(4) HecyOcTpaTHbIM HHTHOUTOpOM NS5B;

(5) uHTephepOHOM anbda-2a, KOTOPBIH MOXKET OBITh MErMIMPOBAHHBIM HIIM MHBIM

o0pa3oM MOAN(UIMPOBAHHBIM, H/WIH pUOABUPHUHOM;

(6) HEeCyOCTpaTHBIM HHTHOUTOPOM;
(7) UHTUOUTOPOM T€JIMKA3HI;
8) AHTHCMBICJIOBBIM OJIUTroNe30KCcHHY KiieoTunoM (S-ODN);

9 anTamepom,

(10)  ycroiuuBBIM K HyKJI€a3e pudb0o3uMOM,;

(11)  iRNA, B Tom uncne microRNA u SiRNA;

(12)  aHTHTENOM, YACTHYHBIM AHTHUTEJIOM WJIM JTOMEHHBIM aHTHTEJIOM INPOTUB BHUpPYyCa
WIIH

(13) BUPYCHBIM AQHTHI€HOM WJIHM YaCTHUYHBIM AHTHICHOM, KOTOPBIH HHOYLUPYET
0o0pa3oBaHNE aHTHUTEN Y XO35HMHA.

Heorpanununaromumu npumepamu cpeacts npotus HCV, koropble MOXKHO BBOAUTH B
KOMOMHAIIUU C COCAMHEHUEM 2 B COOTBETCTBUHU C HACTOSIIUM H300pETEHHEM OTAEIBHO WU C
HECKOJIbKIMH JIEKAPCTBEHHBIMU CPEACTBAMH U3 TAHHOTO MEPEUHS, SBJISIOTCS

(1) MHrUOUTOpLl TIpoTeasbl, Takue kak Tenanpesup (Incivek™), Gouenpesup
(Victrelis™), cumenpesup (Olysio™), mapuranpesup (ABT-450), rnekanpesup (ABT-493),
puronasup (Norvir), ACH-2684, AZD-7295, BMS-791325, nanonpesup, ¢punudysup, GS-9256,
GS-9451, MK-5172, cerpoOyBup, coBanpesup, Terodysup, VX-135, VX-222 u ALS-220;

(i1) uHruoutop NSSA, takoii kak ACH-2928, ACH-3102, IDX-719, naknaracsup,
nemucniaceup, Benmataceup (Epclusa), snbaceup (MK-8742), rpasonpesup (MK-5172) u
omburaceup (ABT-267);

(111)  uarudburopsl NS5B, Takue kak AZD-7295, xnemuzodn, nacadbysup (Exviera), ITX-
5061, PPI-461, PPI-688, codoctysup (Sovaldi®), MK-3682 u MepuiuTabus;

(iv)  unrudburopsr NS5B, takue kak ABT-333 u MBX-700;

(v) aHTHTENO, Takoe kKak GS-6624;

(vi)  xomOuHanus JIEKaPCTBEHHBIX CPEInCTB, TaKUX KaK Harvoni
(memumnaceup/codocOysup), Viekira Pak (omOuracsup/mapuranpeBup/puroHaBUp/macadysup),
Viekirax (omOuracsup/mapuranpesup/puroHasup), G/P (mapuramnpeBup u TIeKanpeBup);
Technivie (omOuracsup/mapurtanpesup/puroHasup) u Epclusa (copocOysup/Benmaracsup) u

Zepatier (3:m0acBUp U TPa3ONpPEBHP).
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Ecnn coenunenue 2 BBOAAT Ui JIEUEHHUs 3allyIleHHOro BHpycHoro rematuta C,
NPUBOASIIEr0 K PaKky MEYeHW WIM LHUPPO3Yy, COTJACHO OJHOMY BAapHAHTY OCYINECTBIICHUS
COCANHECHUE MOXET 6bITb BBC€ACHO B KOM6I/IHaL[I/II/I Wi 1pu 4HYepe€aoBaHUU C [OJPyTrUM
JIEKapCTBEHHbIM  CPEJICTBOM, KOTOpPOE€, Kak TMpaBWIO, MWCIOJNB3YIOT U JICYSHHUS
renarokyerouHo kapuuaomsl (HCC), Hanpumep, kak onucano Andrew Zhu B “New Agents on
the Horizon in Hepatocellular Carcinoma” Therapeutic Advances in Medical Oncology, V 5(1),
January 2013, 41-50. Ilpumepsl npueMIIEMbIX COSIMHEHUN IJisi KOMOMHUPOBAHHOHN Teparuwu,
eciu  xo3siuH  ctpagaer HCC wmu  puckyer 3abonmete HCC, BkimroyaroT B cels
NPOTUBOAHTHOTEHHbIE  CPEACTBA, CYHUTHHHO, OpuBaHuO, suHU(paHUO, pamyLupymao,
OeBammzymad, nenupanund, mnaszomanud, TSU-68, nenBarmauO, anturena nporuB EGFR,

uHruduropel mTor, mHruOuTOpH! MEK M MHrHOUTOPBI THCTOHEAETUIIA3HI.

IIpumepsl

O0uue cnocodbl

Crnextpel 'H, YF u P SIMP peructpuposanu npu 400 MIIl Ha CHEKTPOMETpE C
npeobpaszoBanueM Pypre mpoussoncTBa Bricker. Crnexkrper nmonyuamu B DMSO-ds, ecniu He
ykazaHo nHoe. CIIMHOBBIE MYJITUIUIETHOCTH 00O3Haua u cumBoiamu s (cunrier), d (oyomer), t
(Tpumier), m (MynbTuIuieT) U br (yuupenHsiii). KoHcranTel B3aumoneiictus (J) Bbpaxkainu B
I'n. Peakium, kak NpaBHJIO, IPOBOAMIIN B arMoc(epe OCYIIEHHOro a3oTa C HCIIOJIb30BaHHEM
Oe3BoaHbBIX pacTBOpuUTENeli mpousBoacTea Sigma-Aldrich. Bece oObruHbIe XMMUYECKHE BEIIeCTBA
npuodpeTany u3 KOMMEPUYECKHX HCTOUHUKOB.

B npumepax HCMONB3YIOT CIASAYIOIUE COKPALICHUS.

AUC: momaas nojx KPUBOH.

C24: KOHLIEHTpALUs JIEKAPCTBEHHOT'O CPEICTBA B TJIa3Me yepe3 24 yaca.

C24.5s: KOHLIEHTpALWS Yepe3 24 vaca Mmocie BBeJEHHsI T03bl B PABHOBECHOM COCTOSIHUU.

Cmax: MaKCHMaJIbHasi KOHLIEHTPALIMS JIEKAPCTBEHHOI'O CPEZCTBA, IOCTUIHYTAsS B IIa3Me.

DCM: guxnopmeras.

EtOAc: aTunauerar.

EtOH: sTanon.

HPLC: xungkoctHas xpomarorpadust BHICOKOTO JaBJICHUS.

NaOH: ruapoxcua HaTpusl.

NaSOq4: cynbdar Hatpust (6e3BOIHBINH).

MeCN: aleToHUTpPUIL.

MeNH;: meTunamMuH.
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MeOH: metaHo.

Na»SOg4: cynbdar HaTpus.

NaHCOs: buxkapOoHatT HaTpwsL.

NH4Cl: xnopua aMMOHWUSI.

NH4OH: runpokcun aMMOHUS.

PE: nerponeiinbiii 3¢up.

Ph3P: tpudenundpochus.

RH: oTHOCHTEIbHAS BIIAKHOCTb.
Cunukarens (230-400 merr, copOeHT).
t-BuMgCl: mpem-OyTrnmaraust XJIOpHUA.
Tmax: Bpems, 3a koTopoe nocturaercst Cmax.
THF: terparunpodypan (THF), Ge3BonHbIi.
TP: tpudocdar.

IIpumep 1. Cunre3 coenuHenus 1

Cxema 2 Cl

21 2-2
F
cHs € o F
HsC O P
¥ s
F
.CH
2-3 HN CH,
N S
t-BuMgCI/THF y N
> Hs O <N | P

c
H o) N~ "NH
Cramusi 2 H.C. _O P 2
OOy o T e,
o)

CH;

O i’
> -

HO F

Coenunenue 1

Cragusa 1. Cunres (2R,3R,4R,5R)-5-(2-amuH0-6-(MeTHIaMHUHO)-9H-nypuH-9-n1)-4-
¢prop-2-(ruapoxcumerni)-4-meTuiarerparuapodypan-3-oga (2-2)

B 50-n xonOy 3arpy:xamu meranon (30 i) u B36anteiBamu npu 10 £ 5°C. NH2CH3s (3,95
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KI') MeIJIEeHHO BeHTHiupoBanu B peaktop npu 10 = 5°C. Coenunenue 2-1 (3,77 kr) nobasisiiu
naptusimu nipu 20 + 5°C u B3banThiBain B TeueHue | dHaca ¢ MOJy4eHHEM MPO3PAUYHOTO
pactBopa. PeakunoHHyro cMmech B30anTbBaimu eme 6-8 wacoB, B 3TOoT MOMeHT HPLC
MOKa3bIBaJia, YTO IMPOMEXKYTOUHOE coeauHeHue coctaBmwio meHee 0,1% pactBopa. Peaktop
3arpy>xanu TBepasiM NaOH (254 r), B36anTbiBanu B TedeHue 30 MUHYT ¥ KOHLIEHTPUPOBAIN TPH
50 + 5°C (crenens Bakyyma -0,095). B mony4eHHblit B pe3ysbTaTe octaTok 3arpyxainu EtOH (40
J) ¥ IOBTOPHO CcycrnieHaupoBaiu B TeueHue 1 yaca npu 60°C. Cmech 3aTeM (UIBTPOBAIU Yepe3
LEJIUT U O0CaIOK Ha (puibTpe nmoBTOpHO cycnenauposanu ¢ EtOH (15 i) B Teuenne 1 yaca npu
60°C. @uubtpar eme pa3 QUIBTPOBANIM, OOBENUHSUIM C (QUIBTPATOM W3 TPEAbIAYINeH
¢dunbTpanuy, a 3aTeM KoHueHTpuposasu mpu 50 + 5°C (crenenp Bakyyma -0,095). Ocaxnanoce
Oonbioe koamdecTBo TBepaoro BemectBa. EtOAc (6 y1) noGaBisim K TBEPIOMY OCTaTKy M
cMmech KoHeHTpuposanu npu 50 = 5°C (crenenp Bakyyma -0,095). DCM 3arem nobasnsiim k
OCTaTKy M CMECh MOBTOPHO CYCIIEHAMPOBAJIHM C OOpaTHBIM XOJIOAWIBHUKOM B TeueHHe 1 yaca,
OXJIAXKIAJIHA 10 KOMHATHOM TeMrepatypsl, GpubtpoBanu u cymmin npu 50 £ 5°C B BakyyMHOH
Nevn C TMOJYYeHHEM COeIMHEHUus 2-2 B BHAE Trpsi3HO-Oenoro teepmoro Bemectsa (1,89 kr,
95,3%, uncrora 99,2%).

AHATUTHYECKUH cmocold ans coexmHeHusi 2-2. Yucrory coenmsaenust 2-2 (15 wmr)
nocturanu ¢ ucnonszoBanneM HPLC cucremsr Agilent 1100 ¢ xononkoit Agilent Poroshell 120
EC-C18 4,6%150 MM 4 MUKPOH NpHU CIEAYIOIIUX YCIOBHSX: CKOPOCTb MOTOKAa 1 Mi/MUHYTa,
cunuTbiBaHUe mpu 254 HM, Temreparypa kojoHku 30°C, oObeMm BBenmeHus 15 Mxi u Bpems
BoInoJiHeHus 31 munyTa. OOpasen pacteopsuu B aueroHutpuie - Boae (20:80) (oOvem/o0bem).

I'panueHTHBIN METOA MOKA3aH HUXKE.

Bpems (munyte1) | A% (0,05 TFA B BOae) B% (aueronuTpni)
0 95 5

8 80 20

13 50 50

23 5 95

26 5 95

26,1 95 5

31 95 5

Cragus 2: Cunte3 msonponui-((S)-(((2R,3R,4R,SR)-5-(2-amuH0-6-(MeTHIAMHHO)-
9H-nypun-9-ui)-4-Pprop-3-ruapoxcu-4-meTuyarerparuapopypan-2-
un)merokcu)(Ppenoxcu)pochopun)-L-ananunara (coequnenus 1)

Coenunenue 2-2 u COEUHEHHNE 2-3 (u3omponun-
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(nepdropdenokcu )(perokcu)pocdoprn)-L-ananunar) pacrsopsuid B THF (1 ;1) u B36anTeiBamu
MOJT A30TOM. 3aTeM CYCIIeH3UI0 OXJIAKIAIU 0 TeMIepatypbl Hibke -5°C 1 MeaieHHO T00aBIIsIH
1,7 M pacteop -BuMgCl (384 mn) 3a 1,5 uaca, npu 3ToM noxnaep usainu Temrepatypy S5-10°C.
B cycnensmo nodasmsiiun pactsop NH4Cl (2 1) u Boay (8 1) mpu KOMHATHOH TeMIiepaTtype, a
3areMm DCM. Cwmech B3OanTeiBaiu B TedyeHHEe S5 MUHYT nepen nobasieHueM 5% BOIHOIO
pactBopa K2COs (10 n) m cmech B30anThiBaaM euie 5 MUHYT nepen (HIbTPOBAHHEM 4Yepes
auaroMut (500 r). Jlmatomutr npomeiBaid ¢ nomomblo DCM u  dunbTpar oTaessuid.
Opranundveckyto a3y mpombiBamu ¢ nomombio 5% BomHoro pacreopa KoCOs; (10 nm x 2),
coneBoro pactBopa (10 n % 3) u cymunau Hag NaSOs (500 r) B TeueHue mpuOIM3UTENBHO 1
yaca. [Ipu 5TOM [naHHBIA NOJHBIA MNPOLECC MOBTOPsIM 7 pa3 MHapajyieNbHO U 8 MapTui
oobenunsin. Opranndeckue (asbl GUIBTPOBAIN U KOHUEHTpUpoBanu npu 45 + 5°C (creneHpb
Bakyyma 0,09 MIIa). lobasmsiu EtOAc u cmech B3OanTeiBaiu B Teuenue 1 gaca mpu 60°C, a
3aTeM TpU KOMHATHOH Temmeparype B TeueHue 18 wacoB. Cmech 3areM QMIBTpOBAIUA H
npoMeiBasii ¢ momomibid EtOAc (2 151) ¢ monydeHHeM HEOYHMINEHHOro coenuHeHus: 1.
Heounmennsiii Matepuan pactsopstii B DCM (12 ), nobasnsimu renran (18 i) mpu 10-20°C u
o0ecrieunBagy NepeMeIInBaHie cMecu B TedeHue 30 MuHYT mpu 3Toi Temmneparype. Cmech
($unbTpOBaNH, MPOMBIBAJIN C MOMOINBIO rentaHa (5 ) u cymmn npu 50 + 5°C ¢ nony4yeHuem
yrcroro coeaunenus 1 (1650 r, 60%).

AHanuTHYecKuH cmocod ans coeqmHenust 1. YUucrory coemmuenuss 1 (25 wmr)
nocturanu ¢ ucnoab3zoBanueM HPLC cucremsr Agilent 1100 ¢ kononkoi Waters XTerra Phenyl
5 MxMm 4,6%250 MM IIpH CIIEAYIOINX YCIOBHUSIX: CKOPOCTD MOTOKA | MJI/MUHYTa, CYHUTBIBAHUE TTPH
254 uMm, Temneparypa konoHkH 30°C, o0beM BBeneHHs 15 MK M BpeMsl BBITTOJIHEHHS 25 MUHYT.
Obpazen; pactBopsuin B aueroHutpmiie - Boge (50:50) (oOvem/oObem). I'pamueHTHBI MeTOn

IMOKa3aH HHXKE.

Bpems (MunyTHI) A% (0,1% H3PO4 B BOae) B% (aueronuTpmi)
0 90 10
20 20 80
20,1 90 10
25 90 10

IIpumep 2. XapakTepucTHKAa aMOP(HOro U KPHCTAJLIHYECKOr0 coequHeHus 1

AmopdHoe coenuHeHne 1 1 KPUCTAUTMUECKOE COeANHeHNe 1 CHavana aHaJIM3HUpPOBAIH C
nomoibio XRPD, 'H SIMP u HPLC. IMartepusl XRPD ns 060uMX COeMHEHUH MOKa3aHbl Ha
¢ur. 1A, a BesBneHable ¢ noMouipto HPLC cienoBbie koiauuecTBa Al ONpeneseHus] YUCTOThI

nokazansl Ha ¢ur. 1B u 2A, coorBercBeHHo. B Tabnune 1 mpuBomuTcs nepedeHb MUKOBBIX
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3HaueHni ot XRPD kpucrammueckoro coenuHeHus 1, a B Talnuie 2 MpUBOAUTCS MEPEYEHb
otHocuTesnpHOro BpemeHu ynepkanust (RTT) u3 BeisaBiaeHHbIx ¢ momouisto HPLC crnemoBbix
konudecTB. Yucrora amopdHoro coemuHenus 1 cocraemsma  98,61%, a uucrora
KpHCTaIueckoro coenuHenus 1 cocrasisna 99,11%. Oba coenuHeHMs npencTaBisian coOoi
Oenoe TBepmoe BemectBo. Ha ¢ur. 2B mnpencraBnensr rpapuku TGA wu DSC  npns
KPUCTAUIMUECKOro coeauHenuss 1. Jlnsg  kpucrtamnuueckoro coeauHeHus 1 sHAOTEpMy
Habsromanu npu 88,6°C, a Taxke Habmonanu norepro 7,8% maccor ot 80 mo 110°C.

Obpasen coequHenus: 1 mepekpuctanzoBbiBaiu u3 EtOAc/rekcaHa u pHUCOBAIM C
novompto  ORTEP. AGcomoTHyr0 CTpyKTypy coeauHeHHss 1 TOATBEpXKHadd MyTeM
NEepeKpPHUCTALIM3AME OHOrO Kpuctaya. Ha ¢ur. 3 mpencraBineH MmoNydeHHBIH C MOMOIIBEO
ORTEP pucynok coenunenusi 1. Kpucramnorpaguueckue maHHble W JaHHbIE W3MEPEHUH
nokasansl B Tabnune 3. Huke mokasana abCONMOTHAS CTEPEOXUMUS COeNMHEHHsI | Ha OCHOBaHUHU

PEHTI€HOBCKON KpHCTaIUIOrpadpuu:

¢Hs NS
HsC._O _P. N™ "NH,
\r H %)O CH,4
CH3 0 HO\\. ’/F

Hanasle DSC cobupanmu ¢ momompro TA Instruments Q2000, ocHameHHOro 50-
NO3ULIOHHBIM ~ aBTOMAaTUYeCKUM  MpoOoorOopHuKkoM. KanuOpoBKy 1O  TEmIOEMKOCTH
BBITIOJIHSJIM C MCIIONIb30BAHUEM carnupa, a KaIMOPOBKY MO SHEPTUH M TEMIIEPATyPe BbITOIHSIIN
C MCIIOJIb30BAaHHEM CepTUPUIIMPOBAHHOTO MHAMA. Kak npaBmiio, mpuOIU3UTEIBHO 3 MI' K&KAOTO
oOpasua B aJIOMHHHEBOW 4Yalle ¢ MroJbuaThiM OTBepcTHEM HarpeBaiu mpu 10°C/mMuHyTa OT
25°C mo 200°C. Han oOpa3ioM noaaep kKuBajiv MPOAYBKY CyXuUM a30ToM mpu S50 mi/MUHYTA.
IMporpammHbIM obecrieueHreM JUTsi KOHTpOoUIs 3a mpudopom ciyxmiu Advantage st Q Series
v2.8.0394 u Thermal Advantage v5.5.3, W naHHBIE aHAIM3MPOBAIH C HCIIOJB30BAHHEM
Universal Analysis v4.5A.

Hannasie TGA cobupamu Ha TA Instruments Q500 TGA, ocHaieHHOM 16-TIO3UIIMOHHBIM
aBTOMaTtudeckumM  mpoboorOopHukom. Ilpubop  kamubpoBanmm 1o  Temmeparype C
ucnojp3oBanueM ceprudummposanHoro Alumel u Hukens. Kak mpasmio, 5-10 mMr kakmoro
oOpasua 3arpy»ajy B PeIBapPUTEIbHO TAPUPOBAHHYIO amroMuHHEBYIO damy DSC u Harpesanu
npu 10°C/muHyTa OT OKpyXKaromeid Temneparypbl 1o 350°C. Hax oOpasuom mopnepkuBaiu
nponyBKy aszoroM mpu 60 mi/munyTta. I[lporpammHBIM OOecriedeHHeM Ui KOHTPOJS 3a

npubdopom ciyskunu Advantage st Q Series v2.5.0.256 u Thermal Advantage v5.5.3, u nanHbie
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aHaTM3UPOBaNU ¢ ncnojb3osanneM Universal Analysis v4.5.

AmopdHoe coenunenue 1 (1-1)

'H SAMP (400 MTI'u, DMSO-ds) & ppm 1,01 - 1,15 (m, 9 H), 1,21 (d, J=7,20 'y, 3 H),
2,75-3,08 (m, 3 H), 3,771 - 3,87 (m, 1 H), 4,02 - 413 (m, 1 H), 422 - 453 (m, 3 H),
481 (s, 1 H), 5,69 - 5,86 (m, 1 H), 6,04 (br d, J=19,33 I'u, 4 H), 7,12 - 7,27 (m, 3 H),
7,27 - 7,44 (m, 3 H), 7,81 (s, 1 H).

Kpucranauueckoe coennnenue 1 (1-2)

'H AMP (400 MTI'u, DMSO-ds) & ppm 0,97 - 1,16 (m, 16 H), 1,21 (d, J=7,07 T'w, 3 H),
2,87 (br s, 3 H), 3,08 (s, 2 H), 3,79 (br d, J/=7,07 ', 1 H), 4,08 (br d, /=7,58 T'y, 1 H),
417 - 4,55 (m, 3 H), 4,81 (quin, J=6,25 'y, 1 H), 5,78 (br s, 1 H), 591 - 6,15 (m, 4 H),
7,10 - 7,26 (m, 3 H), 7,26 - 7,44 (m, 3 H), 7,81 (s, 1 H).

Ta6auua 1. IlepeyeHbs NUKOBBIX 3HAYEHHS 1J151 KPUCTAJINYECKOro coeqnHeHus 1

Yroa/°20 d unTepsan/A il;:;;::]czs:onb/qncno HNuTencuBHOCTH/ %
6,03 14,64 1005 39,0
7,36 12,00 315 12,2
7,94 11,13 1724 66,9
9,34 9,47 2500 97,0
9,51 9,29 860 33,4
9,77 9,05 1591 61,8
11,08 7,98 2576 100,0
12,02 7,36 171 0,6
12,95 6,83 319 12,4
13,98 6,33 241 9,4
14,30 6,19 550 21,4
14,69 6,03 328 12,7
15,20 5,82 2176 84,5
15,94 5,56 1446 56,1
16,75 5,29 1009 39,2
17,29 5,13 700 27,2
17,72 5,00 1213 47,1
18,11 4,89 1565 60,8
18,46 4,80 302 11,7
18,89 4,69 385 14,9
19,63 4,52 636 24,7
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20,37 436 1214 47,1
20,74 4,28 1198 46,5
21,24 4,18 640 24,8
22,31 3,98 961 373
22,88 3,88 806 31,3
23,43 3,79 355 13,8
24,08 3,69 573 22,2
24,49 3,63 159 6,2
25,00 3,56 351 13,6
25,36 3,51 293 11,4
26,09 3,41 235 9,1
26,26 3,39 301 11,7
26,83 3,32 696 27,0
27,35 3,26 436 16,9
27,46 3,25 363 14,1
28,07 3,18 200 7,8
28,30 3,15 195 7,6
28,82 3,10 599 23,3
29,85 2,99 217 8,4
30,26 2,95 186 7,2
30,75 2,91 333 12,9
31,12 2,87 149 5,8
31,85 2,81 238 9,2
33,28 2,69 261 10,1
34,77 2,58 171 6,6
35,18 2,55 175 6,8
36,83 2,44 327 12,7
37,41 2,40 172 6,7

Ta6auma 2. OtHocutenpHOe Bpems yaepkanus npu HPLC  xpomarorpadusix

amMop¢HOTO coeHEeHUs 1 1 KPUCTAUTHIECKOro CoenuHeHus 1

AmopdHnoe coenunenue 1 | Kpucrasnnueckoe coexunenne 1

RRT % miaomaau | RRT % nJiomaau

0,48 0,15 0,48 0,17
0,51 0,04 0,48 0,17
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0,48 0,15 0,94 0,12
0,51 0,04 1,00 99,11
0,94 0,13 1,04 0,22
0,98 0,21 137 0,07
1,00 98,61

1,04 0,29

137 0,31

Tabauua 3. Kpucraanorpaduueckue J1aHHbIE U JaHHbIE H3MePeHHs coeqnHeHus 1

TouHOCTb CBSA3U

C-C=0,0297 A, nnmuna BosHbl = 1,54184

Sueiika a=10,1884(3), b = 28,6482(9), c = 12,9497(5)
anbga = 90, 6era = 113,184(4), ramma = 90
Temneparypa 150K
Paccuntannbie 3aperucTpupoBaHHbie
Ob6wrem 3474,5(2) 3474,5(2)
Ilpoctpancreennas rpynna | P21 P1211
XonnoBckas rpymnmna P 2yb P 2yb
dopmyna pparmeHTa C24 H34F N7 O7P 2(C24 H34 F N7 O7P)
Cymmapnas ¢popmyna C24 H34F N7 O7P C48 H68 F2 N14 O14 P2
Mr 582,55 1165,10
Dx, rem’! 1,114 1,114
Z 4 2
Mu (Mmh) 1,139 1,139
FO000 1228,0 1228,0
F000’ 1233,21
h, k, Imax 12,34 .15 12,34, 15
Nief 12742 [6510] 8259
Tmin, Tmax 0,790, 0,815 0,808, 1,000
Tmin 0,716

Croco® koppekuuu

# Peructpupyembie npeznessr T:

Tmin = 07808, Tmax = 1,00

AbsCorr MULTI-SCAN
IlonroTta 3HaveHuit | 1,27/0,65
napaMeTpoB B 0a3e NaHHBIX

Tera (maxc.) 68,244




50

R (orpaskenmust) 0,2091 (7995)
wR2 (orpaskenus) 0,5338 (8259)
S 2,875

Npar 716

ITocne »TOH W3HAYAJNBPHOH XapakTePUCTHKH cienoBano xpaHeHue mnpu 25°C/60%
otHocuTenbHOM BiakHocTH (RH) B Teuenue 14 cytok ¢ ananu3om ¢ nomorinsto HPLC u XRPD
yepes 7 u 14 cyrok. Ha ¢ur. 4A nokazana XRPD mnocne 14 cyrox mpu 25°C/60% (RH).
Amop¢roe coenunenue 1 (obpazery 1-1) ocraBamoch CIa0OKPUCTAUTMYECKUM, TOTTA Kak
Kkpuctaumueckoe coenunenue 1 (oOpasen 1-2) COXpaHsIO CBOK KPUCTAUIMYHOCTb, HO 00a

coenuHeHus1 ObuTH cTabmibHbIME 1Toce 14 cyTok npu 25°C/60% (RH).

IIpumep 3. CocTaB oKcATATHOM COJIH cOeanHeHHs 4

CHauana monydanu OKCaJaTHYK coib coequHeHuss 1 - coenuHeHne 4 - myTeMm
CMELINBAHUSI OKCAJaTHOW conmu ¢ pactBoputeneM (5 oOwbemoB, 100 mki) u obecrneunBanu
BBIIAPMBAHUE JIOOOrOo pacTBOpa TMpPU KOMHATHOW Temmeparype. JIroOyro cycreH3uro

BeIIEpKMBaN (KOMHaTHast Temmeparypa - S50°C) B TedeHme 3 4YacOoB M OLEHUBAIU

n-CHs
N B
N
/4
i ¢ f
® N N/)\NHZ
c

Cc
T 0
R O 0~

KPUCTAJINIMYHOCTD.

Hs
& - (o)
CHs; O HO F HO
OH
Coenunenue 4 o

B Tabnuue 4 moka3saHbl pa3jMYHbIE PACTBOPUTENH, HCIOJb3YEMbIe TNPH IMOJYYSHHH
coenuHeHus 4. Bece pacTBopuTeny, 3a UCKIFOYEHUEM JIBYX (LIMKJIOTEKCAHA U H-TENTaHa), JaBaJlid
KpUCTAJUIMYECKUEe NpOAYKThl. HecMoTpss Ha BBICOKYI0 KPUCTAUIMYHOCT U PACTBOPUMOCTH
COeMHEHUs 4 OKCAJIATHBIE COJIU HE SIBIIIOTCS] IPUEMIIEMBIMH TSI KITMHUYECKOH pa3padoTKu 13-
3a MOTEHINAIBHOTO (OPMHUPOBAHUS KAMHEH B TIOYKAX, M U3Yy4aJIl APyTHE COJN CoennHEeHMs 1.

Tabauua 4. [loryyeHne okcanaTHoOro coequHeHus 4

PacrBopuresn Haonaronenue nocJje
A00aBJIeHUS KHCJIOTBI MNPH
KOMHATHOM TemMImeparype

Hao0ironenune nocJje
OTCTaI/IBaHl/Iﬂ/BblﬂapHBaHI/IH

EtOH PactBop OXA — ¢gopma 1
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IPA PactBOp OXA - ¢popma 1
Aneron PactBoOp OXA - ¢popma 1
MEK PactBoOp OXA - ¢popma 1
EtOAc Cycnensus OXA - ¢popma 1
iPrOAc Cycnensus OXA - ¢popma 1
THF PactBop OXA — ¢opma 1
Tonyon PacTBop OXA — ¢opma 1
MeCN PacTBop OXA — ¢opma 1
IPA:10% BonbI PactBoOp OXA - ¢popma 1
TBME Cycnensus OXA - ¢popma 1
[uknorekcan Cycnensus Amopdroe

n-T'entan Cycnensus Amopdroe

IIpumep 4. Conesble coenuHeHus amopgHoro coequHeHus 1

ITockonbKy OkcanaTHoe coennHeHue 4 (mpumep 3) HE MOMIO OBITh TEpPeNaHo Ha
KJIMHAYECKHE WCIBITAHHUS M3-32 €ro CIoCOOHOCTH (POPMHPOBATH KAMHH B IMOYKAX, IMOJyYasd
amop(HbIe conu coenuHeHns 1 ¢ MPOTHBOMOHAMH, IPUBEAEHHBIMU B TaOnune 5. Coenunenue 1
pactBopsuin B mpem-0OyTtaHoine (20 obbemMoB, 6 MJ1) U pacTBOp 0OpadaThIBAI KHUCIOTHBIMU
npoTuBOHOHaMH (1 SKBHUBAJNIEHT Ui KakAoro odpasia, 3a UCKiIoueHneM odpasua 1-9, koropsrit
umen 0,5 skBuBajieHTa cyjbdara). 3aTeM 00pa3Lbl 3aMOPAKUBAIIN MPH YIAJIEHUN PACTBOPHUTEIS

muodpunusanueit. OcraToyHoe TBepAOe BelecTBo B obpasuax 1-4, 1-5, 1-6, 1-7, 1-8 u 1-9

cHauaja aHamusuposaiu ¢ nomoursio XRPD u HPLC.

Ta6nuua S. IloagpodHoe onucanue noJiyueHuss aMopgHou cou

ID IMoapo6Hoe MMoapo6Hoe Hao6monenne AMP
o0pasua | onmucaHue OMHCaAHHE
o0pa3ua CTOKOBOI'0
pacTBopa
1-4 HCI (1:1) THF 1 M benoe  TBepmoe | MmeHee 3 MPOTOHOB
BCINECTBO ~0,3 skB. --BuOH
1-5 Cepnas (1:1) THF 1 M benoe  TBepnoe | MmeHee 3 MPOTOHOB
BOINECTBO ~0,3 skB. --BuOH
1-6 dymapoBas MeOH:THF CrexnoBunHOE 1,05 skB. (ymaposoii
(1:1) (1:1)0,5M TBEpAOE KHUCJIOTBI
BOINECTBO 0,84 k8. -BuOH
1-7 bensoiinas (1:1) | THF 1 M benoe  TBepmoe | 1,0 3kxB. OeH30HHON
BEILECTBO KUCJIOTBI
0,34 sxB. --BuOH
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1-8 Anrapnas (1:1) | MeOH 1 M Jlunkoe  Oenoe | ~1,1 5kB. sHTapHOH
TBEpIOE KHCJIOTBI
BOIMECTBO 0,37 k8. -BuOH
1-9 Cepnas  (0,5:1 | THF 1M benoe  TBepmoe | MeHee 3 MPOTOHOB
kucaora:API) BELECTBO ~0.3 5k, 1-BuOH

'H SIMP criekTpbl mony4anu ajis BCex 00pas1os.

Oopasen 1-4, coab HCI (1:1)

'H AMP (400 MI'u, DMSO-ds) & ppm 093 - 1,39 (m, 16 H), 2,97 (br s, 2 H),
3,70 - 3,88 (m, 1 H), 4,10 (brs, 1 H), 4,18 - 4,49 (m, 3 H), 4,70 - 4,88 (m, 1 H), 5,71 - 5,94 (m, 1
H), 6,07 (br d, J=19,07 TI'u, 2 H), 7,14 - 727 (m, 3 H), 729 - 7,44 (m, 2 H),
7,83 -8,19 (m, 1 H).

Oopasen 1-5, coanb cepHoii kucjaorsl (1:1)

'H AMP (400 MI'u, DMSO-ds) & ppm 0,97 - 1,38 (m, 15 H), 2,96 (br s, 2 H), 4,06 - 4,18
(m, 1 H), 4,19 - 4,49 (m, 3 H), 4,66 - 4,91 (m, 1 H), 5,70 - 5,95 (m, 1 H), 5,96 - 6,16 (m, 2 H),
7,10 -7,27 (m, 3 H), 7,30 - 7,43 (m, 2 H), 7,88 - 8,19 (m, 1 H).

Oopasen 1-6, coab pymaposoii kuciaorsi (1:1)

'H AMP (400 MI'u, DMSO-ds) & ppm 095 - 1,31 (m, 21 H), 2,87 (br s, 3 H),
3,79 (brd, J=7,20 I', 1 H), 4,01 - 4,13 (m, 1 H), 4,16 - 4,23 (m, 1 H), 4,16 - 4,24 (m, 1 H), 4,20
(s, 1 H), 418 - 423 (m, 1 H), 424 - 452 (m, 1 H), 424 - 452 (m, 1 H),
424 - 449 (m, 1 H), 4,72 - 4,88 (m, 1 H), 5,68 - 5,86 (m, 1 H), 6,04 (br d, /=19,33 I', 4 H),
6,063 (s, 1 H), 6,61 - 6,66 (m, 1 H), 7,12 - 7,27 (m, 3 H), 7,27 - 7,45 (m, 3 H), 7,81 (s, 1 H), 13,16
(brs, 2 H).

Oopasen 1-7, coab 6eH30iHOI KucaoThI (1:1)

'H AMP (400 MI'u, DMSO-ds) & ppm 0,96 - 1,30 (m, 15 H), 2,87 (br s, 3 H),
3,79 (br d, J=7,07 T'y, 1 H), 4,07 (br s, 1 H), 4,20 (s, 1 H), 4,25 - 4,52 (m, 3 H), 4,81 (s, 1 H),
5,71 - 5,85 (m, 1 H), 6,04 (br d, J/=19,33 I'u, 4 H), 7,08 - 7,27 (m, 3 H), 7,27 - 7,43 (m, 3 H),
7,45 - 7,57 (m, 2 H), 7,63 (s, 1 H), 7,81 (s, 1 H), 795 (dd, J=8,27, 1,33 I'y, 2 H),
12,98 (brs, 1 H).

Oopasen 1-8, cosb ssHTapHOI KHcaoThI (1:1)

'H SIMP (400 MI'u, DMSO-ds) & ppm 0,98 - 1,28 (m, 15 H), 2,42 (s, 5 H), 2,87 (br s, 3
H), 3,57 - 3,62 (m, 1 H), 3,70 - 3,86 (m, 1 H), 4,02 - 4,14 (m, 1 H), 420 (s, 1 H),
4,24 - 451 (m, 3 H), 4,70 - 4,88 (m, 1 H), 5,69 - 5,86 (m, 1 H), 6,04 (br d, /=19,33 I';, 4 H),
7,12 -7,27 (m, 3 H), 7,27 - 7,44 (m, 3 H), 7,81 (s, 1 H), 11,95 - 12,58 (m, 2 H).
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Oopasen 1-9, coab cepHoii kucsotsl (0,5:1)

'H AMP (400 MI'u, DMSO-ds) & ppm 1,02 - 1,31 (m, 15 H), 2,94 (br s, 3 H),
3,79 (br d, J=7,20 T'u, 2 H), 4,09 (br s, 1 H), 4,22 - 448 (m, 3 H), 4,72 - 490 (m, 1 H),
5,71 - 5,92 (m, 1 H), 6,07 (br d, J/=19,07 I'u, 2 H), 7,12 - 7,28 (m, 3 H), 7,31 - 7,44 (m, 2 H),
7,75 - 8,19 (m, 1 H).

3arem oOpasubl noaBepraiu xpaneHuro npu 25°C/60% otHocuTenpHOU BiaaxxHOCTH (RH)
B TeueHune 14 cytok ¢ aHajgu3om ¢ nomoinsio HPLC u XRPD uepe3 7 (¢ur. 4B) u 14 cyTok
(bur. 5A). Bce monydeHHbIE COJM OCTABAIUCh aMOP(GHBIMH, W HAOJIOIAEHHs IMOKA3aHbI B
tabmure 6. BesicHum, yro MoHOCy Ib(aTHas (oOpasen 1-5) u cykuuHatHas conu (obpasery 1-8)
ObUTH (PU3UYECKH HECTAOMIIbHBIMU U MEPEXOAUIN B JKUAKOE COCTOSIHME WM MPEBPALIAJIHCh B
CMOJIy B XOJie uccienoBanus. BeusicHy, uto u pymaparnas (obpasen 1-0), u GeH30aTHAS COJH
(obpazer; 1-7) mpencrapnsuin coOOH CTEKJIIOBUIHBIE TBEPJbIe BEIIECTBA. BBISICHUIIM, YTO COJb
HCI (ob6pazen 1-4) coxpansiia cBou (pr3udeckue CBOWCTBA. Y IUBUTENBHO, UTO TeMHUCYIb(aTHas
conb (oOpazer; 1-9) Takke coxpaHsyia CBOM (pU3MUECKHUE CBOHCTBA B BUAE O€JOro TBEPIOTO
BEIIECTBA B OTJIMYHE OT MOHOCYJIb(paTHOrO coenuHeHus (obpasen 1-5), KOTOpoe MpencTaBJsiio
coboii umnkyro cmoiy. Pesyibprathl mokasanel B Tabmune 6. BoeuicHmnu, uro mono-HCI conb
(obpazenr 1-4) m remucynbdarHas coib (oOpazen 1-9) Obutm (U3MYECKH W XUMHUYECKH
cTa0MIbHBIM 11ocie 2 Henenb xpaneHus npu 25°C/60% ornocurenbhoi Bnaxkunoctu (RH). Xors
obe comu ObUIM CTaOWJIBHBIMH Ha NPOTSHKEHUHM JBYX HeZIeNb, reMUcyibdaTHas CoJjb
npesocxoauna conb HCI, nockonbky conp HCI Obna rurpockOnuyYHON, YTO MO CPAaBHEHHIO C
reMHCyJIb(paTHONW CONIBI0 JeJlaeT €€ MEHee NPUMEHHMOH Uil JUINTEeNbHOTO XPAHEHHs HIIH
PUMEHEHUSI.

Ta6nauua 6. CrabunbHocTH 06pa3uos nocyae 7 u 14 cyrokx npu 25°C/60% RH

ID Bpems Bo3aeiictBus 25°C/60% RH (cyTkn)
o0pa3ua
0 7 14
HPLC | Ha6nwaenne | HPLC | Ha6aoaenue HPLC | Ha6aronenue
1-1 98,6 benoe tBepnoe | 98,7 benoe TBepaoe | 98,5 benoe
BEIIECTBO BEIIEeCTBO TBEPIIOE
BEIECTBO
1-2 99,1 benoe tBepnoe | 99,2 benoe TBepaoe | 99,0 benoe
BEIIECTBO BEIIECTBO TBEPIOE
BEIECTBO
1-3 99,7 benoe tBepnoe | 99,6 benoe TBepaoe | 99,4 benoe
BEIIIECTBO BEIIECTBO TBEPIIOE
BEIIECTBO
1-4 98,7 benoe tBepnoe | 98,8 benoe TBepaoe | 98,6 benoe
TBEPAOE
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BEILECTBO BELLECTBO BELIECTBO
1-5 98,4 benoe tBepnoe | 55,7 Jlunkoe Oenoe | - JIunkas
BEILECTBO TBEPJIOE BELIECTBO cMoJta
1-6 98,7 CrexnoBugnoe | 98,6 IIpospaunoe 98,4 benok
TBEpIOE CTEKJIOBUJTHOE CTEKJIOBUITHOE
BELIECTBO TBEPJIOE BELIECTBO TBEpLIOE
BELIECTBO
1-7 98,8 benoe tBepnoe | 98,8 IIpo3paunoe 98,7 IIpozpaunoe
BELIECTBO CTEKJIOBUIHOE CTEKJIOBUIHOE
TBEPIIOE BELIECTBO TBEPIOE
BEIIECTBO
1-8 98,7 Jlunkoe Oenoe | - Ilepexonuno B |- [Tepexoaumno
TBEpIIOE KUTKOE B JKUIKOE
BEILECTBO COCTOSTHUE/ TUITKOE COCTOSIHHE
MacJyio
1-9 98,7 benoe tBepnoe | 98,1 benoe TBepaoe | 96,4 benoe
BEILECTBO BEILECTBO TBEPIIOE
BEIIECTBO

IIpumep S. XapakTepucTuka amopgHOro coefuHeHus1 2

AmopdHoe coenrHeHus 2 CHavana aHaau3upoBanu ¢ nomoibio XRPD, 'H AMP, DSC,

TGA u HPLC. Ilatrepr XRPD nnst amopdHOro coemuHeHus 2, COBMELIEHHBIH C TaKOBBIM

amopdHoro coequHeHus: 1 U KpUCTaTHIeCKoro coeauHeHus 1, nokasan Ha ¢ur. 1A, a marrepH

XRPD amopdroro coenuHeHuss 2 oTAenbHO nokaszaH Ha ¢ur. SB. B tabmune 7 npusogurcs

nepeyeHb MHUKOBBIX 3HaueHus u3 marrepHa XRPD, nmokasannoro Ha ¢ur. SB. BrisiBnenHoe ¢

nomotbto HPLC crnenoBoe KONMM4ecTBO Uil OMpenesieHHust YUCTOTHI MOoKa3aHo Ha ¢ur. 6A. B

tabnuiie 8 MPUBOIUTCS MEpevYeHb OTHOCHTENBHOTO BpeMenu yaepskanusi (RTT) ot BbIsIBJIEHHOTO

¢ nomoupio HPLC cnenoBoro kojudvectsa, MmokasaHHOro Ha ¢ur. 6A. Uucrora amopdhHOro

coenuHeHus 2 cocraBisuia 99,68%. Ha ¢ur. 6B npencrasnen rpagpuk TGA u DSC amopdroro

coeMHEHUs 2. OJKCIepuMeHTalbHble moapobHoctn s skcnepuMeHToB TGA u DSC

MIPUBENICHBI B IpuMepe 2.

Ta6smuna 7. IlepedeHb MUKOBBIX 3HAUYEHUS TSI aMOP(HOTO COEAMHEHUS 2

Vroa/°20 | d uateppan/A | HHTeHCHBHOCTB/MHCI0 HMITYIbcOB | UHTeHCHBHOCTDL/ %
420 21,03 486 81,8

4,67 18,91 482 81,0

5,16 17,10 595 100,0

9,13 9,68 547 92,0
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Ta6auna 8. Xpomarorpamma HPLC amopdnoro coennnenus 2

Amop¢Hoe coequHeHHe 2
RRT % nuiomagu
0,48 0,02

0,48 0,02

0,67 0,01

0,94 0,13

1,00 99,68

1,04 0,06

AmopdHoe coenuHeHue 2

'H AMP (400 MI'u, DMSO-ds) & ppm 093 - 1,29 (m, 13 H), 2,94 (br s, 3 H),
3,79 (td, J=10,04, 7,07 Ty, 2 H), 405 - 419 (m, 1 H), 419 - 450 (m, 3 H),
4,81 (quin, J=6,25 ', 1 H), 5,71 - 5,94 (m, 1 H), 5,97 - 6,16 (m, 2 H), 7,14 - 7,28 (m, 3 H), 7,31
- 7,44 (m, 2 H), 7,82 - 8,09 (m, 1 H).

IIpumep 6. Kpucrannauszanus amop(pHoro coeauHeHus 2

ITockonbKy BBIACHWJIM, YTO Te€MHUCYJb(aTHas COJNb OCTaeTcsi TBepAod mocie 14-
CYTOYHOTO HCCJIEAOBAaHUS CTAaOWJIBHOCTH, Kak IMOKa3aHoO B Talmuue 6, NPOBOAMIN
NpeABapUTENIbHbIE UCTIBITAHUS, UCCIENYIOINE YCIOBUSA KPUCTAJUIN3ALUH, C UCTIOIb30BaHueEM 11
pa3HbIX pacTBOpUTENiel. AMOppHOE COeqUHEHNE 2 CyCIeHINPOBAIU B 5 00beMax pacTBOPUTES
npu 25°C (obpazusl 2-1, 2-2, 2-3, 2-4, 2-5, 2-6, 2-7, 2-8, 2-9, 2-10 u 2-11). K stim oOpasuawm,
KOTOpbIe He ObLT CBOOOMHO Tekymumu (2-1, 2-2, 2-3, 2-4, 2-5, 2-6, 2-7, 2-8 u 2-10), noGaBnsiu
JOTOJHUTENBHO S5 O0BEMOB pacTBOpPHUTENs. 3aTteM oO0pasubl orcTamBainu npu 25-50°C
(1°C/muHyTa MEXXIY TeMIepaTypaMu U 4 daca npu KaKIOH TeMIeparype) B Te4eHue 6 CyTOK, 3a
UCKIIFOYeHHeM oOpa3ma 2-1, KOTOpbIi, Kak HaOM0Jand, TPEACTaBIsLT COOOW MpO3payvHbId
pactBop dYepe3 1 cyTkm, m oOecrnedyWBajy BBIIAPUBAHUE TMPH OKPYIKAOIIUX YCIIOBHSIX.
PesynbraTel nokaszansl B Tabnune 9. Kpucramimieckue naTTepHbI MOJNyYaid B Pe3yJbTaTe MpH
KpucTaum3anuu ¢ uzobyranosom (obpaser 2-1), aneronom (obpasen 2-2), EtOAc (obpazer 2-
6) u iPrOAc (obpasen 2-7). Jga crabokpucTaNTMYeCKuX oOpas3la Tak:ke HISHTU(DUIIUPOBAIH
npu kpuctammsauu ¢ MEK (obpasen 2-4) u MIBK (o6pasen 2-5). [Tarrepast XRPD nokaszanbl
Ha ¢ur. 7A.

Tabauua 9. YcjaoBus KPpUCTAILIH3ALMHU COANHEHUS 2

ID Pacteopu | HaGmonenue | HaGmogenne | HaOmopenne | XRPD
o0pa3ua | Tesb nocJie S | mocae 10 | mocoe 1-
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00beMoOB 00beMoOB CYTOYHOTO
OTCTaAaUBaAHUA

2-1 IPA Teepnoe Cobognoteky | PactBop, Cwmona
BEILECTBO — HE | 4asi CYyCIEH3UsI | BbIIIAPEHHBIN
CBOOOJTHOTEKY npu RT,
yee JAXOLIU I

CcMOJTy
2-2 Uzobytan | Teepmoe CobGonnoteky | CycneHsus Kpucramnmuuec
o1 BEINECTBO — HE | Hasi CyCIEeH3Hs KO€ BELIECTBO

CBOOOTHOTEKY — MaTTepH 2
yee

2-3 AueroH Tepnoe Cobognoreky | CycrneHsus Kpucrannuuec
BEIIECTBO — HE | Yasi CyCHEeH3Us KO€ BELIECTBO
CBOOOZTHOTEKY — TMaTTepH 3
qee

2-4 MEK Teepnoe Cobognoreky | CycneH3us Crnabokpucran
BEIIECTBO — HE | Yasi CyCHEH3Us JHYECKOe
CBOOOTHOTEKY BEIIECTBO -
yee naTTepH 4

2-5 MIBK Teepaoe Cobognoreky | CycrneHsus Crnabokpucran
BEIIECTBO — HE | Yasl CyCHEH3Us JMYECKOe
CBOOOTHOTEKY BEIIECTBO -
yee naTTepH 4

2-6 EtOAc Tepnoe Cobognoreky | CycrneHsus Kpucrannuuec
BEIIECTBO — HE | Yasl CyCHEH3Us KO€ BELIECTBO
CBOOOJTHOTEKY — matTepH 1
qee

2-7 iPrOAc Teepnoe CobGonnoteky | CycreHsus Kpucramnmuuec
BEILECTBO — HE | 4as CyCIEeH3Us KO€ BELIECTBO
CBOOOTHOTEKY — matTepH 1
qee

2-8 THF Teepnoe Cobognoreky | CycrneH3us Cnabokpucran
BEIIECTBO — HE | Yasi CyCHEeH3Us JMYECKOe
CBOOOTHOTEKY BEIIECTBO
qee

2-9 TBME CBoOonmHOTEKY | - Cycnensus Awmopdroe
Yasi CyCIeH3HUs BEIIIECTBO

2-10 Tonyon Teepmoe Cobognoreky | CycneHsus AwmopdHoe
BEIIECTBO — HE | Yasl CyCHEH3Us BEIECTBO
CBOOOITHOTEKY
qee

2-11 I'entan CBoOonHOTEKy | - Cycnensus AwmopdHaoe
Yasi CyCIeH3Us BEIIECTBO

Cemb oOpasnos (obpasupl 2-2, 2-3, 2-4, 2-5, 2-6, 2-7 u 2-8) aHATU3UPOBAIN C MOMOLIBIO
DSC, TGA, 'H SIMP u IC (tabauua 10, ¢ur. 8A, ¢ur. 8B, dur. 9A, ¢ur. 9B, dur. 10A, ¢ur.
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10B, ¢ur. 11A u ¢ur. 11B), a Taxke ¢ nmomompro XRPD mocne 6 cyTok XpaHeHHs NpU

25°C/60% OTHOCUTEJIbHOM BJIQKHOCTH (RH) (Bce obpasLbl OCTaBaJIUCh

KPUCTAJUTHYECKUMU/CITA0OKPUCTAIIIMUECKUMH TIOCJIe COCTOSIHHSI paBHOBecusi). Bce oOpasibl
COXPAHSJIM TPHMEPHO TOJOBUHY OJKBUBAJIEHTA CyJb(ara, HO COAEPIKATH OTHOCUTEIBHO

OoJNbIIOE KOJMUECTBO OCTATOYHOrO pacTBopuTens. HanoskeHne peHTreHOBCKUX AU(pPaKTOrpaMM

amopdHbIX 00pasuos 2-9, 2-10 u 2-11 nokasano Ha ¢ur. 7B.

Ta6auua 10. XapakrepucTuka o6pa3suoB KPUCTAIMYECKOT0 COeAUHEHHS 2

ID Pacteop | DSC TGA H sIMP IC
0 asga | uTejib KO CEKTHPO
op (xoppexTHp
BaHO o
TGA)
8,3%
Hzo0yTa o okpyxaromy | 1,1 9KB.
2-2 Ounorepma 113,8°C . 0,45 5kB.
HOJI X YCIOBHH | n1300yTaHOIA
- 140°C
7,6%
2-3 Aueron Dnnorepua 30-95°C okpysxarou | 0,5 KB 0,46 5xs
DHnorepma 100-145°C | UX YCJIOBHII | alleTOHA ’ '
- 140°C
IITupokast KOMILIEKCHAsI 8,5 %
2-4 MEK sunorepma 30-115°C ;ip};f;};ﬁu 0,8 5k. MEK | 0,45 5ks.
OuporepMma 115-145°C - 140°C
IMMupoxas SHIOTEPMaA 5,2%
2-5 MIBK | 30-105°C Eipgi‘;(‘;ﬁﬂ 0,2 5xB. MIBK | 0,46 oK.
Duporepma 114,7°C - 110°C
2,0%
2-6 EtOAc | OCTPa JHAOTEPMA | OKPYHAIOI | ) g 5y p EtOAC | 0,46 5KB.
113,6°C UX YCJOBUI
- 100°C
1,6%
2-7 iPrOAc | Duuorepma 30-90°C OKPYHAIOIL | () 8 5p. iPrOAC | 0,45 5k,
HUX YyCJIOBUU
-90°C
Quporepma 30-100°C 4,2%
2-8 THF Bonee ocTpas S;pﬁ(;(*;ﬁﬂ 0,7 5ks. THF | 0,45 k8.
sHporepma 115,6°C - 130°C

'H SIMP criekTpbl GbUTH MONyYEHBI 7151 BCEX 0OPA3LOB U MPUBEIEHBI HUKE.

Oopa3zen 2-2

'H SMP (400 MI'w, DMSO-ds) & ppm 0,83 (d, J=6,69 T'yy, 7 H), 0,99 - 1,26 (m, 14 H),
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1,61 (dt, J=13,26, 6,63 Tu, 1 H), 3,73 - 3,87 (m, 2 H), 403 - 418 (m, 1 H),
418 - 4,51 (m, 4 H), 4,66 - 492 (m, 1 H), 4,70 - 490 (m, 1 H), 4,72 - 4,88 (m, 1 H),
581 (br s, 1 H), 593 - 6,11 (m, 2 H), 7,10 - 7,26 (m, 3 H), 7,14 - 7.26 (m, 1 H),
7,30 -7,41 (m, 2 H), 7,94 (br s, 1 H).

O6pasen 2-3

'H AMP (400 MI'u, DMSO-ds) & ppm 1,00 - 126 (m, 13 H), 2,09 (s, 3 H),
3,74 - 387 (m, 2 H), 410 (br d, J=7,70 Tu, 1 H), 422 - 450 (m, 3 H),
4,81 (quin, /=6,28 I'r;, 1 H), 5,71 - 5,90 (m, 1 H), 5,96 - 6,15 (m, 2 H), 7,12 - 7,26 (m, 3 H), 7,31
- 7,41 (m, 2 H), 7,79 - 8,07 (m, 1 H).

Odpaszen 2-4

'H AMP (400 MTI'u, DMSO-ds) & ppm 0,91 (t, /=7,33 I'y, 3 H), 1,01 - 1,28 (m, 13 H),
2,08 (s, 2 H), 3,72 - 3,89 (m, 2 H), 4,10 (br d, J=8,08 T'y, 1 H), 423 - 447 (m, 3 H),
4,81 (quin, J=6,25 T';, 1 H), 5,69 - 5,89 (m, 1 H), 5,94 - 6,13 (m, 2 H), 7,14 - 7,25 (m, 3 H), 7,32
-7,41 (m, 2 H), 7,79 - 8,11 (m, 1 H).

Obpaszen 2-5

'H AMP (400 MTI'u, DMSO-ds) & ppm 0,86 (d, J=6,69 I';, 1 H), 0,98 - 1,33 (m, 13 H),
2,02 -2,09 (m, 1 H), 4,03 -4,17 (m, 1 H), 4,22 - 4,50 (m, 3 H), 4,81 (quin, J=6,25 'y, 1 H), 5,81
(br s, 1 H), 593 - 6,15 (m, 2 H), 7,11 - 727 (m, 3 H), 7,31 - 7,41 (m, 2 H),
7,77 - 8,21 (m, 1 H).

Oopa3sen 2-6

'H AMP (400 MI'u, DMSO-ds) & ppm 0,98 - 128 (m, 15 H), 2,00 (s, 3 H),
3,99 - 4,14 (m, 3 H), 4,21 - 449 (m, 3 H), 4,81 (quin, J=6,22 Ty, 1 H), 5,82 (br s, 1 H),
5,93 -6,14 (m, 2 H), 7,11 - 7,26 (m, 3 H), 7,29 - 7,42 (m, 2 H), 7,79 - 8,17 (m, 1 H).

Odpaszen 2-7

'H AMP (400 MTI'u, DMSO-ds) & ppm 0,92 - 128 (m, 17 H), 1,97 (s, 2 H),
404 - 416 (m, 1 H), 420 - 451 (m, 3 H), 471 - 493 (m, 2 H), 582 (br s, 1 H),
5,95-6,14 (m,2 H), 7,11 - 7,28 (m, 3 H), 7,31 - 7,43 (m, 2 H), 7,75 - 8,21 (m, 1 H).

Odpaszen 2-8

'H AMP (400 MI'u, DMSO-ds) & ppm 0,81 - 1,11 (m, 13 H), 1,19 (s, 1 H),
1,53 - 1,66 (m, 1 H), 3,87 - 4,01 (m, 1 H), 4,06 - 4,32 (m, 3 H), 4,64 (quin, J=6,25 'y, 1 H), 5,55
- 575 (m, 1 H), 5,77 - 597 (m, 2 H), 6,94 - 7,10 (m, 3 H), 7,13 - 7,26 (m, 2 H),
7,66 - 7,96 (m, 1 H).
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IIpumep 7. HeBO3MOXHOCTL KPHCTANIH3AUMH aMOP(GHOH MAJOHATHOH COJIH
(coennnenmus 4)

Kax nokaszano B mpumepe 3, KPUCTAJUIMYECKYIO OKCAJATHYIO COJb HIEHTH()HULIHUPOBAIU
IIPU OTIpEeNIEHUH MOAXOASIINX CONeH st coeuHeHus 1, HO OKcajlaTHas COJb - COEIUHEHHE 4 -
He Moryia ObITh MepeaHa Ha KIMHUYECKHE HCIBITAHUS H3-32 €€ CIIOCOOHOCTH (HOpMHPOBAThH
kaMHU B moukax. ClienoBaTenbHO, NMPEANPUHUMAIN IOMNBITKY KPUCTAIM3ALUU XUMHUYECKU
POICTBEHHON MaJIOHATHOM coyu (COeNMHEHUs 5) ¢ UCTIOIb30BaHUEM TeX ke 11 pacTBopuTenei,
yto U Ay remucysbgparaoit conmu. Coequnenue 1 (12 x 50 mr, obpasusl 3-1, 3-2, 3-3, 3-4, 3-5,
3-6, 3-7, 3-8, 3-9, 3-10, 3-11 u 3-12) pacrBopsiiu B mpem-Oytanone (20 oObeMOB), a 3aTeM
pacTBOpbl 0OpabarbiBasii 1 3KBHUBAJIEHTOM CTOKOBOTO PAacTBOpa MaJOHOBOHW KHCJIOTHI (1 M B
THF). 3arem oOpasubl 3aMOpakuBajM MPHU yNAJICHUU PacTBOPUTENS myTeM Juodmmmszauuu. K
obpazuam 3-1, 3-2, 3-3, 3-4, 3-5, 3-6, 3-7, 3-8, 3-9, 3-10 u 3-11 noGaBIsLIN COOTBETCTBYOIIUI
pactBopurens (5 00beMOB) Mpu KOMHATHOH TemmnepaType. OOecnednBaiy BhITAPUBAHUE JTFOOBIM
NOJIyYMBIIMMCS B PE3yJIbTATe PACTBOPAM NPU OKPYIKAIOIIUX YCJIOBHSX, IPH 3TOM CMOJIbI HITH
TBEpJbIE BemecTBa orcranBaiu npu 25-50°C (1°C/muHyTa MEXIy TeMrepaTypamu U 4 4aca npu
KQXIIOW TeMmepaType) B T€YeHHE 5 CyTOK. TBepable BELIeCTBAa AHAIU3MPOBAIN C TOMOLIBIO
XRPD (¢ur. 12B), HO BBEICHWIH, 4YTO Bce 0Opasubpl JuOO OO0pa3oOBBIBAIM CMOJY, JIHOO
cranoBuinch amopdubiMu (pur. 12B). PesynbraTel nokazansl B Tadmuue 11. Onuna TBepabIi
(amopdHubIif) obpasen (3-12) ananuzuposanu ¢ nomombio 'H IMP u HPLC u 06Hapy Kuu, uTo
OH COZAEP>KUT OKOJIO 1 3KBHBaJIEHTa MAJOHOBOHM KHMCJIOTHI (IIMKHU MEPEKPBIBAIOTCS), a Takxke 0,6
skB. --BuOH. Yucrora coenunenust coctasinsiia 99,2% (pur. 13A). Ha ¢ur. 12A npencrasneHa
XRDP obpasua 3-12. a Ha ¢ur. 13 A npencrasiena xpomatorpamma HPLC obpasma 3-12.

Obpaszen 3-12

'H AMP (400 MI'u, DMSO-ds) & ppm 081 - 1,11 (m, 13 H), 1,19 (s, 1 H),
1,53 - 1,66 (m, 1 H), 3,87 - 4,01 (m, 1 H), 4,06 - 4,32 (m, 3 H), 4,64 (quin, J=6,25 'y, 1 H), 5,55
- 575 (m, 1 H), 577 - 5,97 (m, 2 H), 6,94 - 7,10 (m, 3 H), 7,13 - 7,26 (m, 2 H),
7,66 - 7,96 (m, 1 H).

Tabnuua 11. VYcaoBusi KpHCTALIM3ALMM aMOpP(HOII MAaJIOHATHOM coOJIH -

coeanrHenus 4

ID PacrBopurenn | Haomonenue | HaGmogenne  mociae  5- | XRPD

obpasua nocje S | cyTouHoro
o0bemoB OTCTAUBAHHUSA/BbINAPUBAHHS

3-1 IPA IIpo3paunslii IIpo3paunas cmona -
pactBop*

3-2 N3o0yTanon IIpo3paunsrii IIpo3spaunas cmona -
pactBop*
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3-3 AueroH IIpo3paunsrii IIpo3paunas cmona -
pactBop*

3-4 MEK IIpo3paunslii IIpo3paynas cmona -
pactBop*

3-5 MIBK PactBOp u | IIpospaunas cmoia -
HEKOTOpOe
KOJINYECTBO
CMOJIBI

3-6 EtOAc IIpo3paunbiii IIpo3paunas cMoJa u | AMopdHoe
pactBOp* KPHCTAJIONONOOHBIN BEILECTBO

BHEIITHUH BUJ

3-7 iPrOAc Cwmona IIpo3paunas cmona -

3-8 THF IIpo3paunsrii IIpo3paynas cmona -
pactBop*

3-9 TBME I'ycras IIpo3paunas cmona -
CyCIIeH3Usl

3-10 Tonyon benas benas cmona AwmopdHoe
CMOJIa/TBEpIOe BEI[ECTBO
BELIIECTBO

3-11 I'enran benoe TBepnoe | benas cmona Awmopdroe
BELIIECTBO BEIIIECTBO
(craTruHOE)

3-12 - (benoe TBepnoe | (Jlumkoe  Oemoe  TBepmoe | AMopdHOE
BEINEeCTBO — 0€3 | BELIECTBO — OKPY’KAIOIINE | BEIIECTBO
pacTBOpUTENs) | YCIOBUS)

*BpInapuBaii P KOMHATHOM TeEMIIepaTtype.

Ipumep 8. HeBO3MOKHOCTH HALJIEKALIET0 COJIEOOPA3OBAHHS € HCMOJIb30BAHHEM

U3MeJibueHus B npucyTcTBuM ;kuakoctu (LAG)

BreimonHsm uccienoBaHue ¢ u3MesbueHueM B mnpucyTcTBuu skuakoctu (LAG) ms

OTpeNeNIEHUs] COOTBETCTBYIOIUX COJIEH, OTJIUYHBIX OT TeMHUcyib(dara ¢ ucrnoip3oBaHueM 14

KUCJIOTHBIX TTPOTHBOUOHOB M3 TaOHIbI 12.

Taoauma 12.

kpucranausanun ¢ LAG

CrokoBbIe

pacTBopbI

NMPOTHBOUOHOB,

IIporuBonoHn PacrBoputens (1 M)
ITamoeBOi KHCIOTHI DMSO

MaJIoHOBO# KHCJIOTBI THF

D-I'nroxy pOHOBOM KHCJIOTHI Bona
DL-MuHpansHOM KHUCIOTHI THF

HCMOJIB3YEMBbBIC

npH
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D-I'nt0KOHOBOI KUCIOTBI THF
I'mukoneBoi KUCIOTHI THF
L-Mono4HOMi KUCIIOThI THF
OnenHOBOM KUCJIOTHI THF
L-AckopOUHOBOM KHCIOTBI Bona
AUNUHOBOHN KUCIIOTBI THF (narpesanue)
KanpoHoBOl KUCIOTBI THF
CreapuHOBOH KUCIOTBI THF
ITanbMUTHHOBON KUCIOTHI THF
MeTtaHCyTb(OHOBOMN KUCIIOTHI THF

Coenunenne 1 (30 mr) momemanu Bo ¢uakons! anst HPLC ¢ nBymst 3-MM mapukamu.
Marepuansl cMaunBamu pactBoputenieM (15 Mk stanona, obpasusl 4-1, 4-2, 4-3, 4-4, 4-5, 4-6,
4-7, 4-8, 4-9, 4-10, 4-11, 4-12, 4-13 wu 4-14) u noOapnsii 1 SKBUBAJIEHT KHUCJIOTHOTO
NPOTUBOHMOHA. 3aTeM 00pa3lbl U3MeNbYaIl B Te4eHHue 2 yacoB npu 650 obopoTax B MHHYTY C
UCTIONIb30BaHNeM cucteMbl nomona Fritsch ¢ amanrepom Automaxion. OOHapyskwiu, d9TO
OONBLUTMHCTBO 0OPA3LOB MOCKE IOMOJIA MPEACTABIISUIN COOON MPO3payvHble CMOJIBI U UX Jajiee He
aHaymsupoBau (tabnmma 13). Te, koropble, kak ObUIO OOHAPYIKEHO, COAEpPKAIU TBEPIOE
BELIECTBO, aHAIM3UpOoBaIH ¢ nomolpo XRPD, 1 BO Beex cilyuasix, KaK BbIICHUJIH, IOJTYy4YE€HHbIE
NaTTepHbl COOTBETCTBOBAJIM TAKOBBIM IMPOTHBOMOHA KPHCTAJUIMYECKOM KHUCIOTHI  0e3
JOMOJHUTENbHBIX MUKOB (¢ur. 13B).

Ta6auua 13. Ha6monenus u pesyabtarbl XRPD nocie LAG coennnenmii 1

ID Kucaora Hao6sonenne nocjie | XRPD

o0pa3ua H3MeJIb4YeHUs

4-1 ITamoeBas Kenras cmona/Teepnoe | [lamoeBass  kucinora U
BEIIECTBO amMop(HBII opeot

4-2 ManonoBas IIpo3paunas cmona -

4-3 D-I'nroxypoHoBas benas cmona/Teepnoe | D-I'mrokypoHoBasi Kucjaora
BEIIECTBO U aMOp(QHBIH Opeo

4-4 DL-MunpansHnas IIpo3pauynas cmona -

4-5 D-I'nroxoHoBast IIpo3paunas cmona -

4-6 I'mukoneas IIpo3spaunas cmona

4-7 L-Monounas IIpo3paunas cmona -

4-8 OneunoBas IIpo3spaunas cmona -

4-9 L-AckopOuHoBast benas cmona/Tepaoe | L-AckopOuHoBasi KucjaoTa
BEIIECTBO U aMOp(QHBIH Opeot
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4-10 AnunuHOBas IIpo3spaunas cmona -

4-11 Kanponosas IIpo3spaunas cmona -

4-12 CreapuHoBas benas cmona/TBepnoe | CreaprHOBasi KHCIOTa U
BELIECTBO amMop(HbIi opeot

4-13 ITanbMuTHHOBAS benas cmona/Teepaoe | [lanbmutuHOBas KUCIOTA
BEIIECTBO U aMOp(QHBIH OpPeo

4-4 MeraHcy e oHOBas IIpospaunas cmomna -

IIpumep 9. HeB03MOXKHOCTH MOJIYYEHHS] HAAJIEKALIEr0 CO0JIeOOPa30BAHHUA €
HCnoJib30BaHueM MeTHITHIKeTOHA (MEK)

Hanee wucnonb3oBamu MeTwnTWIKeTOH (MEK) B KkadecTBe pacTBOpHUTENS st
UCCIIEIOBAHHUS  COOTBETCTBYIOIIMX  COJIEH, OTIMYHBIX OT remucyibpatHoi comu. C
UCTIONIb30BaHHEM 14 KHCIOTHBIX MPOTHBOMOHOB B Tadiwue 12, McCIenoBaHWE BBINOJIHSIIN
nytem pactBopenus: coequaenus 1 (50 mr) B MEK (20 06beMOB) py KOMHATHON TeMIIepaType.
PactBopel oOpabateiBanmy | 3KBHBaJIEHTOM BBIOPAHHBIX MPOTHBOMOHOB (Tabmuma 12). 3atem
obpasubl oxnaxgamu 10 5°C mpu 0,1°C/muHyTa M B30anThBIBANIM NPH 3TOH TeMIepatype Ha
npotsbkeHnH Houl. O0ecreunBaiy BeIApPUBAHIE BCEX 0OPA3LOB MPHU OKPYIKAIOIIUX YCIOBHSX U
nroObple  HaOMOmaemble TBepAble BellecTBa aHamu3upoBain ¢ mnomombio XRPD. Takoe
BBIIAPMBAHHE B OCHOBHOM JaBajlo CMOJBI, 3a HCKIIOYEHHEM O00pasloB CO CTEapUHOBOMH
kucnoroit (obpazen 4-12) m nmanbMUTHHOBOM kucioroi (oOpaseny 5-13), koropble naBanu
CTEKJIOBHIHBIE PACTBOPUTENN. DTH TBepble BelecTBa OblIn aMopdHbIMU 110 faHHBIM XRPD, n
KpHCTa/THUeCKue (GOPMbI COJIM He ObLIHM MONTyueHbl. Pe3ypTaThl okaszanel B Tabnuue 14. (¢pur.
13A).

Ta6nuua 14. Pesyastatel pactsopenus coennnenusi 1 B MEK (20 o6bemoB)

ID Kucaora PacrBopure | HaGnronenue Ha6monen | Haduonenu
o0pa3ua Jb AJIS | IpH ue npu | e npu
KHCJIOTBI A00aBIeHUH OXJIA’KAEHH | BHIMAPUBAH
npul M KHCJIOThI H HH
5-1 ITamoeBas DMSO Kenrtorii Kenrerii Kenras
pacTBop pacTBop cMona
5-2 ManonoBas THF PactBOp PactBOp IIpo3paunas
cMoJa
5-3 D-I'moxyponoBass | Bona PactBOp PactBOp IIpo3paunas
cMoJa
5-4 DL-Munpansnas | THF PactBOp PactBOp IIpo3paunas
cMoJa
5-5 D-I'nroxoHoBas THF benwiit ocanox MyTHBII IIpo3paunas
pacTBop cMona
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5-6 I'mukonesas THF PactBOp PactBOp IIpo3paunas
cMoIIa
5-7 L-Mosnounas THF PactBOp PactBOp IIpo3paunas
cMoua
5-8 Oneunosas THF PactBOp PactBop IIpo3paunas
cMouta
5-9 L-AckopbuHoBasi | Bona PactBop PactBop Kenras
cMoJ1a
5-10 AZIMNIUHOBAs THF PactBOp PactBop IIpo3paunas
(HarpeBaHue) cMoITa
5-11 Kanponosas THF PactBOp PactBOp IIpo3paunas
cMoJ1a
5-12 CreapunoBas THF PactBOp MyTHBII IIpo3paunoe
pacTBop CTEKJIOBUJIHO
e TBEpIOe
BEIEeCTBO™
5-13 [TanemMuTHHOBAs THF PactBOp PactBOp IIpo3paunoe
CTEKJIOBUJIHO
e TBEpAOe
BEIIEeCTBO™
5-14 Mertancynbponos | THF PactBOp PactBOp IIpo3paunas
ast cMouta

CTOKOBBIH PacTBOpP FOTOBUIIM Tepes JOOABIEHUEM KUCIOTHI.

COCTOsIHUA C TUKaAMU OT KUCJIOTHOT'O IPOTHUBOMOHA.

*Q0pasipl aHanusupoBanu ¢ nomombo XRPD u monydanu mnarrepHbl amMopgHOTO

ITockonpky Bce 0Opasipl ObuM amMOp¢HBIMH, MX MOBTOpHO pactBopsii B MEK (5

o0beMoB) U pobapmsin LuKJIorekcaHn (20 oOBEMOB aHTHPACTBOPUTENSI) TPHU KOMHATHOM

TeMreparype, a 3areM | yac nepemerubanu rnpu 25°C. 3atem obOpasubl orcrauBanmu npu 50-5°C

(1°C/munyTa Mexay Temmepatypami, 4 4aca IpU KaXIOW TeMmreparype) B TeueHue 2 CyTOK, a

3areM UKk MeHsuin Ha S50-25°C B Teuenue cneayroumx 4 cyTtok. OOpasimpl BH3YaJIbHO

OCMaTpHBAJIMA TIOCTIE OTCTawBaHWs. Pe3ynbTaThl mokasansl B Tadmune 15. Ilocne orcrawBanwms

BBISICHIJTH, YTO BCe OOpa3ipl, 3a HCKIOueHHeM S5-1 (¢ maMoeBOW KHCJIOTOMH), MpeacTaBIIsIIH

coboii cmonbl. Obpasern 5-1 - xxentoe TBepAOe BEIIECTBO - aHATU3UPOBaN ¢ oMoribio XRPD,

BBISICHWJIM, YTO NMATTEPH COOTBETCTBYET M3BECTHOW (popme mamoeBoil kuciotel (¢ur. 14B), u,

CJIEIOBATENIbHO, KPUCTAITHYECKUE (POPMBI COJTH HE HAOJIIO1aTIH.
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Tabauna 15. Pe3syabTarel moBTOpHOro pacrsopenusi coeaumHenuss 1 8 MEK (S

00b€MOB) H AHTHPACTBOPHUTEJIE

ID Hemennennoe Hao0monenune 4epes | Habmonenue Hao0usonenne

o0pasua | HaOJ0aeHue 10 munyT yepe3 60 MUHYT | mocJie
OTCTAaUNBAHUA

5-1 Ocanok Cwmomna Cwmomna Kenras
cycrneHsus**

5-2 Ocanox Cwmona Cwmona Cwmona

5-3 Ocanox/cmona Cwmona Cwmona Cwmona

5-4 Ocanox Cwmona Cwmona Cwmona

5-5 Ocanox/cmona Cwmomna Cwmona Cwmomna

5-6 Ocanok Cwmona Cwmona Cwmona

5-7 Ocanok Cwmona Cwmona Cwmona

5-8 Ocanok Caetnas cycrieHsust Cwmona Cwmona

5-9 Ocanok Cwmona Cwmona Cwmona

5-10 Ocanok Cwmona Cwmona Cwmona

5-11 Ocanok Caetnas cycrieH3us Cwmona Cwmona

5-12 Ocanox Csetnas cycrieHsus Cwmona Cwmona

5-13 Ocanox Csetnas cycneHsus Cwmona Cwmona

5-14 Ocanox Cwmona Cwmona Cwmona

**O0pazen anamuzupoBanu ¢ nomoinbto XRPD, mpu 3TOM marTrepH COOTBETCTBYET

U3BeCTHOH (popMe nmamMoeBoi KUCIOTHI (0e3 JOMOIHUTENbHBIX THKOB).

Ipumep 10. HeB0o3MO:KHOCTHL TMOJIYUeHHS HAAJIEKAIEro CO0JIeO0pPa3oBaHUA C
HCNOJIb30BAHHEM ITHJIALeTATA

Jlanee WCHONB30BaIM OSTUJALETAT [Js HCCIEAOBaHUS COOTBETCTBYIOLIUX COJIEH,
OTIMYHBIX OT remucyybpaTHoW comu. C HCmomp30BaHHEM 14 KHUCJIOTHBIX NMPOTHBOHOHOB B
tabmune 12 wuccnenoBaHWE BBINONHAINM NyTeM pacTBopeHHus coenuHeHns 1 (50 mr) B
stunanerate (20 oovemon) npu S0°C. PactBopbl oOpabarbiBaiu 1 3KBUBAJIEHTOM BBIOPAHHBIX
npotuBoHOHOB (Tabmuma 12). 3arem obOpasusl oxnaxmanu g0 S5°C mpu 0,1°C/mMunyta u
B30aNTHIBAIM MpH 3TOH TemmepaType B TeueHHe 4 cytok. ObecneunBany BbIMAPHBAHUE BCEX
0o0pa3lOB TpU OKPYKAOIIMX YCJIOBUSAX U JoOble HaOMOmaeMble TBEpHAble BEIIECTBA
aHamusupoBanu ¢ nomouplo XRPD. Pesynbratel Kpuctaiusanuii € HUCHOJIb30BAHUEM
STHNALeTaTa NMpUBOAATCA B Tabnune 16. B ommune ot nmpuMepa 8, B KOTOPOM pacTBOPHUTEIEM
o1 MEK, HaOmomamu, 4To OOJBIIMHCTBO OOpPa3IOB IMPENCTABISUIH COOOH CyCIEH3UH TOCe

OXJIAKIACHHUs] CMECH KHCJIOTa.COeqUHEHHe (TeM, KOTOpble OBbLUIM pacTBOpaMH, OOeCreuyuBajIH



BbITIApHUBAHUEC

OpU  OKPYXKAIOLINX  YCIOBHSAX).

65

Onnako,

KaKk OOBMHO OOHApy KUBAJIH,

mudpakrorpammel XRPD cooTBeTcTBOBaNu Kpuctamumdeckomy coenuHeHnio 1. OOpasusl 6-2,

6-4 u 6-5 umenu Hekotopble HeOonble pasnuuus (pur. 14A u ¢ur. 15A). Kpucrammueckue

¢dbopMbI conu He OBUTH MOJTyUEHBI.

Ta6auna 16. Pesyastatel pactBopenus coennnennus 1 B EtOAc (20 o0bemoB)

ID Kuciaora | PacrBopure | HaGmonenn | HaGmoaen | XRPD Ha6mone
o0pa3ua Jb A | e npu | ue npu HHE TpH
KHCJIOTHI A00ABJEHHH | OXJIAKIEHH BbINAPHUB
npulM KHCJOTbI H aHHH
6-1 ITamoeBast | DMSO Kenroiii Kenroiii - Cwmona
pacTBoOp pactBop*
6-2 Masnonosa | THF Pactsop benas Hebonpm | -
st CyCIeH3usi | ue
OTJINYHS
oT
cBOOOIHOT
)
OCHOBaHH
st
6-3 D- Bona PactBop PactBop* - Cwmomna
I'mroxypon
oBast
6-4 DL- THF PactBop benas Hebonpm | -
MunnansH CyCIIEH3Usl | U€
ast OTJINYHUS
oT
cBoboxHOT
0
OCHOBaHH
st
6-5 D- THF Bbenbrii Honycruma | HeGonpin | -
['mroKOHOB 0CaI0K St Oenas | ue
ast cMmona OTJINYHS
oT
cBOOOIHOT
)
OCHOBaHH
st
6-6 I'mukonesa | THF PactBop benas CobogmHo | -
st CyCreH3usi | e
OCHOBaHHeE
6-7 L- THF PactBop benas CobonmHo | -
Mosnounas CyCIeH3us1 | €
OCHOBaHHE
6-8 Oneunosast | THF PactBop benas CobomHo | -
CyCreH3usi | e
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OCHOBaHHE
6-9 L- Bona PactBop PactBop* - benoe
AckopbuHo TBEpAOE
Bast BEILECTBO
o
OoKOoBOIt
cTeHke/
JKeJTas
cMoia —
amopgHoe
BEILECTBO
6-10 Anunuaos | THF PactBop Bbenas CobomHo | -
ast (HarpeBaHue) cycneHsust | e
OCHOBaHMe
6-11 Kanponosa | THF PactBOp benas CeobonHo | -
st CyCcrmeH3usi | e
OCHOBaHHe
6-12 Creapunos | THF PactBoOp benas CeobopHo | -
ast CyCreH3usi | e
OCHOBaHHeE
6-13 [Manemutan | THF PactBop benas CobonmHo | -
HOBast CyCreH3usi | e
OCHOBaHHE
6-14 Merancyns | THF benbrit PactBop/mp | - IIpo3paun
¢doHoBas 0CaI0K o3pavHas as cMona
cMmona*

IIpumep 11. Onpenesienne XuMu4ecKoil YucTOTHI ¢ nomowmbio HPLC

AHanu3 4UCTOTHI B IpUMepe 2 U npuMepe 4 BBINONHAIN HA MOCIEA0BATENIbHON CUCTEME

Agilent HP1100, ocHalieHHOW IETEKTOPOM HAa AHMOAHOM MaTpHle, U C HCIOJb30BAaHHEM

nporpammuoro obecrnedenuss ChemStation vB.04.03 ¢ momoripio crnocoda, MOKa3aHHOTO B

Tabmmue 17.

Tabauua 17. Cnocod HPLC pisi onpeneneHnii XuMHY€CKOH YHCTOTHI

IlapameTtp

B3Hauenue

Tun cnocoda

Oobpamennas (aza ¢ rpaJUeHTHBIM 3JTFOUPOBAHIEM

[TonyueHune oOpasna

0,5 mr/mn B atieroHuTpwiI:Bona 1:1

Kononka Supelco Ascentis Express C18, 100 x 4,6 mM, 2,7 MKM
Temmnepatypa kononku (°C) 25

Beenenne (Mxi) 5

JlTiHa BOJIHBIL, IIUPHUHA MOJOCH (HM) 255, 90

CxopocTb moToka (MJI/MHUHYTA) 2

daza A

0,1% TFA B BOOe

daza B

0,085% TFA B aueronuTpuie
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Bpewmst %o da3er A o ¢da3b1 B
0 05 5
6 5 05
[Iporpamma
Porp 0,2 05
3 05

IIpumep 12. MeToaHKH NOPOLIKOBOH peHTreHoBckoi audpaxuun (XRPD)

IMatrepust XRPD B mpumepax 2, 3, 4, 5, 6, 7, 8, u 9 cobupanu Ha nudppakToMeTpe
PANalytical Empyrean ¢ ucnonszoBanueM msiayuenuss Cu Ko (45 kB, 40 MA) B reomerpun
nponyckanus. [ magaroero Jyyda ucnoib3osanu menu 0,5°, sxpana 4 mm u meneii Cosiepa
0,4 pan ¢ pokycupyromum 3epkanom. Jerexrop PIXcel’®, pasmemennelii Ha audparupoBanHOM
nyuyke, Obul cHaOxeH mnpuemHoi 1menbto u menssmu Comepa 0,04 pan. TexHuueckue
XapaKTEPUCTHKH MPUOOpa XKEHEACTHHO MPOBEPSIIN C UCMOJIb30BAHUEM KPEMHHEBOTO OPOLIKA.
[IporpaMMHBIM OOecTiedeHHeM, HCTIOJb3yeMbIM It cOopa maHHBIX, sBisUioch X Pert Data
Collector v. 5.3, naHHbIe aHATU3UPOBAIU U MPEACTABISLIN ¢ ucnojb3oBanueM Diffrac Plus EVA
v. 15.0.0.0 wnu Highscore Plus v. 4.5. O0pa3iibl rOTOBWJIN M aHAJIM3UPOBAIN HA METAITHYECKOM
wiaHmere wid  Ha  96-nmyHouHoM maHmere Millipore B pexume  MpOIMyCKaHUS.
PeHTreHonpo3payuHyo MIEHKY HCIOIb30BAIN MEKAY METAJUINYECKUMU JIMCTAMH Ha IJIAHLIETE C
METAJUTNYECKUMHU JIYHKAMHU U MOPOIIKH (MIPUONIN3UTENBbHO 1-2 MI) HCIIOIB30BAU B TOM BUJIE, B
KOTOpOM OHHU ObLM mosyueHsl. Ilnanmer Millipore ucrnonb3oBanu st BBIAENEHUS] U aHAIU3a
TBEPJbIX BELIECTB W3 CYCIEH3UH MyTeM A00aBieHUs HEOOJBIIOrO0 KOJWYECTBA CYyCHEH3HU
HETOCPEICTBEHHO B IUIAHILET Nepen puiIbTpauyneil B IErkOM BaKyyMe.

B pexume ckaHMpOBaHUS U1 METAJUIMUECKOro IUIAHINETa HCIOJNb30BAIA  OCh
CKaHMPOBAHUSI gonio, Toraa kak s ruaHmera Millipore wcnonb3oBanu ckaHupoBaHue 26.
[TpoBepKy TEXHHYECKHX XapaKTEPUCTHK MPOBOIWIN C HCIOIb30BAHUEM KPEMHHEBOTO MOPOIIKA
(MIaHIeT ¢ MeTaUTHYEeCKUMU JIyHKamMu). Jleraau cOopa NaHHBIX NMPEACTABISUIA COOOM: YTIIOBOM
auanasoH ot 2,5 no 32,0°20, pasmep mara 0,0130°26 u cymmapHoe Bpems coopa 2,07 MUHYTHL

O6pasubl Takxke codupanu Ha audpakromerpe Bruker D8 ¢ ucnonb3oBannem msnydeHus
Cu Ka (40 kB, 40 mMA), 6 - 26 roHnmomerpa, pacxoguMocTH V4 u npueMmHbIx mened, Ge
MOHOXpomaropa u aerektopa Lynxeye. TexHH4eckne XapaKTEpPUCTHKU MPHOOpa MPOBEPSUTH C
ucrosnb3oBaHneM ceptudunuposanHoro craiaapra Corundum (NIST 1976). IlporpamMmmHBIM
obecnieuenueM st coopa naHHbIX siBisuiock DiffracPlus XRD Commander v. 2.6.1, u naHHble
aHAM3UPOBAIIN H MPEACTABIUM ¢ ucnonp3oBanueM Diffrac Plus EVA v. 15.0.0.0.

OO6pasipr oOpabaTbiBad NMPU OKPYSKAKOIIMX YCIOBUSX B BHIE IUIOCKHX OOpPasLoB C
UCTIOJIb30BAHMEM MOPOLIKAa B TOM BHJAE, B KOTOPOM OH Obul momyueH. OOpaser; akKypaTHO

YIaKOBBIBAJIM B IIOJIOCTb, BBIPEC3aHHYIO B HOHHpOBaHHOfI erMHHeBOﬁ MJIaCTUHE C HYJCBBIM
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donrom (510). Obpazer; Bpaiaiu B ero MIOCKOCTH BO BpeMsi aHanmu3a. Jleramu cOopa HaHHBIX
npeacTaBisu coOoil: yrioBoit nuamnas3oH ot 2 ao 42°26, pasmep mara 0,05°20 u Bpems cOopa

0,5 cexyHnpl/Iar.

IIpumep 13. Cunre3 amopgHOro coenuHeHust 2

_CH
HN/CH3 HN 3
/N | N </N | N
CH; O
CHs 9 o) <N /)\ 0,5 HySO4 R (o} N N/)\NH
HaC. O . ..P N "NHy 27 2772 HC O N’P\\O/\g 2
3 \[]/\N’\OUCH:, Y \n/\H N CH,
cH, 0 1 ° % CHs O & & *05 HSO,
3 @ HO F H F
Coenunenue 1 Coenqunenue 2

B 250-mn konby 3arpyxamm MeOH (151 mui) m pacteop oxmaxkpanmu no 0-5°C.
Konnenrpuposannsiii pactsop HoSO4 nobapnsm karmsimu 3a 10 muHyT. B oTnenpHyo konOy
3arpyxamn coenmHenne 1 (151 r) m ameron (910 M) m noOaBisUIM KaruisiIMH - PacTBOP
H>SO4/MeOH mpu 25-30°C 3a 2,5 yaca. Ocaxnanocs O0NbIIOe KOJMYECTBO TBEPAOTO BELIECTBA.
ITocne B3OanThiBaHMs pacTBopa B TeueHne 12-15 wacos mpu 25-30°C cmech ¢unbTpoBaiy,
npomeiBasiu ¢ nomotnbio MeOH/aneron (25 mi/150 mut) u cymmmum npu 55-60°C B Bakyyme C
nonyueHuem coenuaenus 2 (121 r, 74%).

AHATUTHYECKUH cmocod aJisi coequHeHusi 2: UYUCTOTHI COENUHEHUS 2 AOCTHraslu C
ucnons3oBanneM HPLC cucremsr Agilent 1100 ¢ komonkoit Waters XTerra Phenyl 5 mxm
4,6%250 MM TIpHU CIEOYIOIUX YCIOBHSX: CKOPOCTh MOTOKA | MJI/MUHYTa, CYMThIBaHHE Tipu 254
HM, Temmneparypa kojoHku 30°C, oObem BBemenus 10 MK U Bpemsi BbINOJHEHUsT 30 MUHYT.
Oopasen pactBopsuin B ACN:Boza (90:10, oobem/00bem). I'paiueHTHBIN METON 1Tl pa3aesIeHHsI

npeacTaBiieH Huxe. R (MUHYTBI) COeIMHEHUS 2 COCTABIISLIO MPUOINU3UTETBHO 12,0 MUHYTHI.

Bpewms (MmunyTel) | 0,1% H3PO4 B Boge (A)% | Aueronurpui (B)%
0 90 10
20 20 80
20,1 90 10
30 90 10

'H SIMP: (400 MI'w, DMSO-ds): & 8,41 (br, 1H), 7,97 (s, 1H), 7,36 (t, J = 8,0 T'w, 2H), 7,22
(d,J=8,0Tw, 2H), 7,17 (t, J= 8,0 'y, 1H), 6,73 (s, 2H), 6,07 (d, J = 8,0 'y, 1H), 6,00 (dd, J =
12,0, 8,0 'y, 1H), 5,81(br, 1H), 4,84-4,73 (m, 1H), 4,44-4,28 (m, 3H), 4,10 (t, J = 8,0 I'yy, 2H),
3,85-3,74 (m, 1H), 2,95 (s, 3H), 1,21 (s, /= 4,0 T, 3H), 1,15-1,10 (m, 9H).
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IIpumep 14. XapakTepucTHKAa COeAUHEHHS 2

Coenunenue 2 fanee XapakTepPU30BaIM BU3yanbHO, ¢ nmomombio 'H SMP, C SAMP,
YF IMP, MS, HPLC u XRPD (¢ur. 15B). OcTaTouHblii pacTBOPUTENb U3MEPSIN C TIOMOIIbIO
GC. CopmepxaHue BOABI H3MEpsUIM IyTeM TUTpoBaHus Mo Merony Kapna Puinepa, u
coziep KaHue BOJBI COCTAaBIsIO Bcero yuinb 0,70%. JlaHHbIE KpAaTKO OMUCBIBAIOTCS B TaOJMLE
18.

Ta6nmuua 18. Kpartkoe onmcaHue JaHHBIX [JONMOJHHTENBHOH XapPaKTePHCTHKH

coeJHEeHUd 2

Tect PesyabTat

Buewnumii Bun benoe TBepaoe BewEeCTBO

SMP IMuxosble 3HaueHus 'H IMP npusoasTcs B npumMepe 4

MS MS(ESI+ve) [M+H]" = 582,3 — COOTBETCTBYET CTPYKType

HPLC 99,8% no AUC nipu 254 HM (cpenHee 3HaUSHHE ABYX MOy YEHHH )
OctatouHblit Mertanon — 57 yacTell Ha MUJUIHOH

acteopurens npu GC
p p p AneroH — 752 yacTd Ha MUJUIMOH

Juxnopmeran — 50 yacTell Ha MUJUTMOH

OTunanerar — 176 yacteil Ha MAJIJIMOH

Coneprxanue BOIbI 0,70%

IIpumep 15. PactBopumocTH coeauHenus 1 u coenunenus 2

Coenunenne 1 u coeauHEHHE 2 TECTUPOBAJIM Ha TPEAMET pAcTBOPUMOCTU B
OnoaneKBaTHBIX IJIsI TECTUPOBAHUS CPeiaX, B TOM YUCJE B MMUTHPOBAHHOM JKEJIyIOYHOM COKE
(SGF), umutupoBanHoM skenynodHoM coke Haromiak (FaSSIF) u B skenyno4HOM COKe Toce
npuema ruiy (FeSSIF). Pesynbratel ans coenunenus 1 mokaszansl B Ta0smie 19, a pe3yabTarhl
Il COeqUHEeHMs1 2 TmokasaHbl B Tabmuue 20. OOpasupl B30AaNThIBAIM TPU KOMHATHOM
temneparype (20-25°C). Coenunenue 2 Obutio Oosiee yem B 40 pa3 Ooiee pacTBOPUMBIM, YeM
coenuHeHue 1, B Boxe uepe3 2 yaca u Oosee uyeM B 25 pa3 Oosiee pacTBOPUMBIM yepes3 24 yaca.
ITpu ycnoeusax SGF coenuHeHne 2 xapakTepu30BajoOCh PacTBOPUMOCTBIO 84,2 mr/mu depes 24
Yaca Mo CPaBHEHUIO C PACTBOPUMOCTBIO 15,6 Mr/mi coennHeHus 1 B TOT K€ MOMEHT BPEMEHHU.
Coenunenne 2 Ttakke Obulo Oosee pacTBOpUMBIM depe3 2 daca mpu yciosusax SGF, uem
coenuHeHue 1, U TOCTATOYHO PACTBOPHMBIM IJIi OOECIIEYEeHUS] TECTUPOBAHMS Aaxke yepe3 48

4acoB, TOTZ1a KaK TECTUPOBaHKE coenrHeHus 1 yepe3 48 4acoB HE MPOBOAUIIOCE.
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Tabauua 19. Pe3yabTaTel TECTHPOBAHHUSI PACTBOPUMOCTH coeJuHeHMs 1

Cpena PacrBopumocts (B Mr/ma) | BHemnuii Bua OnucareJbHbIH

TeCTHPOBAHMA [~ = 24 aaca TePpMHH

Bona 1,5 2,5 IIpo3paunslii CnabopactBopumoe
pactBop®

SGF 13,8 15,6 IIpospaunslii pacTBOp | Y MEPEHHOPACTBOPHU
CO CMOJIOH Ha JHE MO€

FaSSIF 1,7 1,7 MyTHBIi CnabopactBopumoe

FeSSIF 2,8 2,9 MyTHBIi CnabopactBopumoe

*O0paszer BbIIJIsIE MPO3PAYHbIM, HO PACTBOPUMOCTD AOCTHTraNa ToJibko 1,5 mr/mu. Ipu
JaTbHEHIIeM HCCIIEIOBAHUM OTMEYAIM, YTO Ha Melnajke o0pa30Bajiach CMOJIMCTAs TUICHKA.
AKTUBHBIN (hapMaLeBTHUECKUI HHTPEIUEHT - coenHeHne 1 - 00pa3oBBIBAI CMOJIUCTBIN MIAPHK
B pasbasurene (90% Boabl/10% aneToHUTpUIIA) BO BpEeMsl CTAHIAPTHOTO MPUTOTOBJICHUS, IS
KOTOpPOro TpeOOBAJIOCh IJIUTENIbHOE BpeMsi OOpaOOTKM  yJBTPAa3BYKOM JJIE  TOJIHOTO
pPacTBOPEHUSL.

Tadnuua 20. Pe3yabTaThl TECTUPOBAHUSI PACTBOPUMOCTH COEAHHEHHUS 2

Cpena PacrBopumocts (B Mr/ma coau | BHemnui OnucareJbHbIH
TeCTHPOBAHMSI | NPUCOeIUHEHH S OCHOBAHUSI) BHJ TePMHH

2 gyaca 24 gaca 48 yacos
Bona 65,3 68,0 HET NaHHbIX | MyTHBII PactBopumoe
SGF 89,0 84,2 81,3 MyTHbII PactBopumoe
FaSSIF 1,9 2,0 HeT JaHHbIX | MyTHBII CrnabopactBopumoe
FeSSIF 33 3,4 HeT JaHHbIX | MyTHBIH CrnabopactBopumoe

IIpumep 16. Xumnueckasi CTAOUIBHOCTb COEHHEHUS 2

CoenuHeHnne 2 TeCTUPOBAIM Ha MpeaMeT XUMHUYecKol crabunbHocTH mipu 25 u 40°C 3a
NepUosl BpeMeHU 6 MecsleB MyTeM MOHUTOPHHIa OPraHMYeCcKOil YUCTOTHI, COAEpP>KaHUS BOABI,
'H sIMP, DSC u pamanosckoro IR. Cucrema yKyTlOpEHHOTO KOHTeHHepa Jisl MCCIIeqOBaHus
npeacTasisuia coboil KOMOMHALIMIO MEIULIMHCKOrO TaKeTa ¢ KJIAMaHOM ¢ (apMareBTHYeCKON
JTAMMHHUPOBAHHOM IJIEHKOM MOBEPX MaKeTa U OCYIIAIIINUM CUIIMKAreseM MeXay ABYMsl CIOSMHU.
Coenunenne 2 (1 1) u3mMepsuM B KaXXIOM KOHTeHHepe. 3aTteM makeTsl XpaHmiu npu 25°C/60%
RH (orHocurenmpHOW Bnaxknoctu) u  40°C/75% RH (oTHOcuTENnpHOH  BIIQXKHOCTH).
OpraHu4eckyr u4HCTOTy, cojepxkanue Boael, 'H SIMP, DSC u pamanosckoe IR usmepsanu B
MOMEHT BpemeHu 0, mecsn 1, mecsan 2, mecan 3 u mecsu 6.

3Ha4YeHNe YHCTOThI COEMHEHHs 2 MOJy4allu ¢ UCTIONb30BaHueM cucteMbl Shimadzu LC-

20AD c kononkoii Waters XTerra Phenyl 5 mxm, 4,6 x 250 MM mpu ClEeQyIOIIUX YCIOBUSIX:
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CKOPOCTB MOTOKA 1 MJI/MHUHYTa, CYUTHIBAHHE ITpH 254 HM, Temriepatypa KoyoHkH 35°C u oobem
BBeneHus: 10 mkin. OOpasen pacteopsutn B aueronutpuie — Boxe (90:10) (obbem/oObem).

I'pagueHTHBIN METOX MOKA3aH HUXKE.

Bpemsi (MuHYTBI) A% (ACN) B% (Boaa)
0 90 10
20 20 80
20,1 90 10
30 90 10

Conep:xanne Boabl coemuHeHus 2 (250 Mr) ompenensiii ¢ MOMOIIBI ammapara s
TUTPOBAHUS BOABI IIyTe€M TUTPOBaHUs o MeToay Kapia ®uiuepa.

PesynbraTel mokasansl B Tabnmue 21 u tabmune 22. Ilpu XpaHeHMH COEOWHEHUS 2 B
TedeHue 6 mecsres npu 25 u 40°C ckopocTh pa3ioxkeHHus Oblila MUHUMaNIbHOH. Yepes 3 mecsa
coenuHeHue 2 Obuto 4MCThIM Ha 99,75% mponentos B ycnoBusx 25°C u uncteiM Ha 99,58% B
ycnoBusix 40°C. Uepes 6 mecsitieB coelMHeHNe 2 ObUIO BCE elle YUCThiM Ha 99,74% B yCIOBHSIX
25°C u yucteiM Ha 99,30% B ycnoBusx 40°C. Ilpu 25°C mpoueHT pasioxkeHusi MpoayKTa
nosbitmaincs ot 0,03% B cytku 0 go 0,08% uepes 6 mecsues. IIpu 40°C npoueHT pa3nokeHus
npoaykta nossimancs ot 0,03% B cytku 0 go 0,39%. Ha npotsizkeHun 6 MecsiLieB IPOLEHT BOJbI
nosblmancs npudbnusurensHo Ha 0,6% npu 25°C u nosslimazncs Ha npudmsurensHo 0,7% npu
40°C.

XapakTtepuctuka ¢ mnomombio 'H SIMP, pamanosckoii cnektpockomuu u DSC
coenuHeHus 2 uepes 1, 2, 3 u 6 MecsueB Obl1a TAaKOH K€, KAK U XapaKTEePUCTHUKA COSTUHEHU 2 B
cytku O B ycnoBusx oOeux Ttemneparyp (tabmuna 22), 4TO MOTYEPKUBAET JIHTEIBHYIO
CTaOUIIBHOCTD COSTMHEHMS 2.

Ta6auua 21. CkopocTh pa3/ioKeHHs1 COeAUHEHHUS 2 HA NMPOTSKeHUH 6 MecsiLieB NMPH

25 u 40°C

Bpems Hpouent | IIpouent | IIpouent MakcuManbHBIN
TeCTUPOBAHMS | BOABI YHCTOTHI | Pa3JI0KEHUs NMPOLIEHT
NMPOAYKTA npuMecH
CyTtku 0 1,2 99,82 0,03 0,12
Mecsn 1 1,9 99,77 0,04 0,12
25°C Mecsu 2 1,8 99,75 0,06 0,12
Mecsu 3 1,8 99,75 0,06 0,12
Mecsu 6 1,8 99,74 0,08 0,13
40°C Cytku 0 1,2 99,82 0,03 0,12
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Mecsy 1 2,0 99,71 0,09 0,12
Mecsiy 2 1,9 99,63 0,15 0,12
Mecsin 3 1,9 99,58 0,20 0,12
Mecsiy 6 1,9 99,30 0,39 0,14

Tabnuna 22. XapakTepucTHKA COeINHEHNs 2 B X0/1e HCCJIeI0BAHUS PAa3JI0KeHHS

Bpems PamaHoBcKkas
P 'H AMP DSC
TECTHPOBAHUS CMEKTPOCKONHS
Cvrxit 0 HauanpHoe HauanbpHoe HauanbpHOe
y TECTUPOBAHUE TECTUPOBAHUE TECTUPOBAHUE

To xe, yro u B|To xe, uyro u B | To e, 4To U B
Mecsn 1

cyTku 0 cytku 0 cyTku 0

To xe, yto u B|To xe, uytro u B | To ke, 4TO U B

2

25°C Mecsi 2

cyTku 0 cyTku O cyTku 0

Mecsin 3 To xe, utro m B|To xe, duro u B | To ke, 49TO0 U B
cyTku 0 cyTku 0 cyTku 0

Mecsin 6 To xe, utro m B|To xe, dyro mu B | To e, 49TO U B
cyTku O cyTku 0 cyTku 0

Cvrxi 0 HadgansHoe HagansHoe HauansHOe

g TeCTUpOBaHNE TECTUPOBAHUE TECTUPOBaHUE
Mecsi 1 To xe, uro u B|To xe, yro u B | To ke, 4TO U B

cyTku 0 cyTku 0 cyTku 0

To xe, utro u B|To xe, uro u B|To e, 4TO U B

2

40°C Mecsi 2

cyTku O cyTku 0 cyTku 0

To xe, ywro u B|To e, uro u B | To e, 4To U B
Mecsn 3

cyTku 0 cyTku O cyTku 0

To xe, yro u B|To xe, uro u B | To e, 4To U B
Mecs 6

cytku 0 cytku 0 cytku 0

JIONIOJTHUTE IbHBIE UCCIIEAOBAHMS XUMHYECKONW CTa0MIIBHOCTH COENUHEHHS 2 TTPOBOIUIH
IUISL OTIPENIENICHUsS] COAEePKaHUN MPUMECH M BOABL. TeCTHPOBAJIH TPHU YCIIOBHS: CTa0MIIBHOCTD B
YCIIOBHAX «ycKopeHHoro crapenus» (40 = 2°C/75 + 5% RH) 3a 6-mecsuHbIl eproa BpeMeHH,
CTa0MIIBHOCTh B OKpyskaromux ycnosusax (25 + 2°C/60 £ 5% RH) 3a 9-mecsunblil mepuon
BPEMEHHU U CTa0MJIBHOCTb B YCJIOBUSX XpaHeHHs B xonomwibHuke (5 + 3°C) 3a 9-mecsunbIit
Nepuoa BpeMeHHU. Pe3ynbTarhl Asl CTa0WJIBHOCTH B YCIOBHSIX «YCKOPEHHOTO CTapEHHS,
CTa0MJIBHOCTH B OKPYJKAIOIIUX YCIOBUSX M B YCIOBHAX XPAHEHHS B XOJIOAMJIBHUKE TIOKA3aHbI B
tabmune 23, Tabmuue 24 u tabmuue 25, cooTBeTcBeHHO. Mcxons W3 pe3yibTaTOB JAaHHBIX
UCCIIEIOBAHUN COEIMHEHHE 2 ABIIAETCA XUMUYECKH OUeHb CTAOMIIbHBIM.

B uccnenoBaHuu CTaOMIBHOCTH B YCJIOBUSIX «YCKOPEHHOro crapeHus» (tabmuua 23) B



KaXXJIbIi MOMEHT BpeMeHH (

1 BIT
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Mecsn, 3™ mecsi u 6°" Mecsl) u3MepeHusl COeMHEHHUs 2 TIO

BHEIIHEMY BUAY COEIUWHEHHE 2 BCerna MpencTaBisuio coOoi Oenoe TBepaoe BemiecTBo, U IR

COOTBETCTBOBAJ 3TAJIOHHOMY CTaHAApPTY.

Uepes miecTb MecsLEB CyMMapHble IIpPUMECU

poncTBeHHOro BemecTBa | coctaBisiim Bcero Jyuib 0,08%, M He BBIABISUIM POJACTBEHHOE

BEIIECTBO 2 U U30MEPHI.

Ta6auna 23. CTaObUJIBHOCTE B YCJIOBHSIX KYCKOpPeHHOro crapenusi» (40 £ 2°C/75 +

5% RH) coequnenus 2

IHoka3zarean Onucanue | MoMeHT BpeMeHH TeCTHPOBAHUSA
Mecsin 0 | 1" mecsiny | 3" mecsin | 6° mecsin
benoe wunu
IPS3HO- benoe benoe benoe benoe
BHewnuii Bun Oenoe TBEpHOE TBEpAOE TBEpPHOE TBEpPHOE
TBEpAOE BEIIECTBO | BELIECTBO | BEIIECTBO BEIIECTBO
BEIIECTBO
CootrsercTB (B:yoe(fBeTCT Cootrserct | CooTBETCTB
IR yer STajioHHO |/ yer yer
3TaJIOHHOM vy STAJIOHHOM | 3TaJIOHHOM
y CTaHIapTy cranmapTy y CTaHIAPTy | Y CTAaHAAPTY
Bona <2,0% 0,45% 0,21% 0,36% 0,41%
ITpumecr A | <0,15% N.D. N.D. N.D. N.D.
ITpumecy B | <0,15% N.D. N.D. N.D. N.D.
ITpumecs F | <0,15% N.D. N.D. N.D. 0,01%
Poncreenn | 1Ipumece H | <0,15% N.D. N.D. N.D. N.D.
0¢ Jrobast
BELIECTBO |
Apyrad <0,10% 0,01% 0,02% 0,01% 0,05%
OINMHOYHAS
pUMeCh
Cymmapreie | ) 5o, 0,01% 0,02% 0,02% 0,08%
IpUMeCH
Poncreenn
oe ITpumecer G | <0,15% N.D. N.D. N.D. N.D.
BELLECTBO 2
IMpumecy C | <0,15% N.D. / N.D. N.D.
Hzomep ITpumece D | <0,15% N.D. / N.D. N.D.
ITpumecs E | <0,15% N.D. / N.D. N.D.
98,0% - 0 0 0 o
AHamm3 102,0% 98,8% 101,5% 99,6% 99,5%
Muxkpobno <1000 <
TAMC KOE/r 1 KOE/r |/ / /

JIOTHUYCCKOC
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TecTupoBaH | IlnecHeBbie
ue rpudkn 1 | <100 KOE/r | <1 KOE/r / /
IPOXOKA
E. coli He ND. / / /
BBISIBJISLITH

N.D.: He BBIIBJISIIN.

B wuccnenoBanun CTaOUIBHOCTH B OKpPYyXKaromux YyCJIOBUAX NIPU U3MEPCHUH BHELIHETO

Buna, IR, comepykaHuii BOABI W TMPUMECH B TEUEHHUE NEBATH MECSALEB COEINUHEHHE 2 MO

BHEIIHEMY BHIY BCerjaa MpencraBisiio coboit Oenoe TBepmoe BemiectBo, a IR Bcerma

COOTBETCTBOBAJ STAJIOHHOMY 00pa3iy. Pesynbrare! (Tabnuua 24) moqyepKkuBalOT XUMHYECKYHO

cTabuapHOCTh coenuHeHust 2. Uepe3s 9 MecseB MPOLIEHTHOE OTHOIIEHWE BOABI B 00pasie

coctaBysuio Beero nuuib 0,20%, u cymMmapHble IPUMECH POICTBEHHOTO BellecTBa | COCTaBISIN

Bcero Jumb 0,02%. ITomoOHO wWCcnenoBaHUSIM CTAa0MJIBHOCTH B YCIOBHSIX «yCKOPEHHOTO

CTapCHUs» POACTBEHHOC BCIICCTBO 2 u KaKkue-1do HU30MEPBLI COCAUHEHUA 2 HE BBISIBJISLIH.

Tabauua 24. CTaOUJIBHOCTD cOeJHHEHHs 2 B OKpYyKawomux ycaosusx (25 £ 2°C/60

+ 5% RH)
Ioxka3zarenn Onucanne MomeHT BpeMeHH TeCTHPOBAHUS
Mecsm 0 ll,lﬁ 3m”1 60ﬁ 951171
MeCAL MeCsL MeCHaL MeECAIL
Benoe  wnwm Beroe Benoe Benoe Benoe 16;5;?)}610-
Brewwsuii B rpsi3HO-0esoe TBEDIOE TBEpROE | TBEpAOE | TBEpHOE | .
2 TBepL[oe Be pé:[CTBO BCLIECCTB BECLICCTB BCIILIECTB Be pé:[CTB
BCIICCTBO m (6] (6] (6] o =
CoorBeTcT Cooreer | CoorBer | Coorser
CoorBercTy Bver CTBYET CTBYET CTBYET
IR €T B”SF,aJ'IOHHO / S5TaJIOHH 5TaJIOHH STAaJIOHH
STANOHHOMY | oMy oMy oMy
CTaHIAPTY CTyaH):[apTy CTaHIAPT | CTAHAAPT | CTAHZAPT
y y y
Boxa <2.0% 0,45% 0,19% | 029% | 046% | 020%
ngMe“ <0,15% ND. ND. ND. ND. ND.
Hpumecs | |50, ND. ND. 0,03% | ND. ND.
Poncrtse B
HHOC IIpumecs
semects | <0,15% ND. ND. 0,02% |0,01% |ND,
ol 0
Hp“MeC" <0,15% ND. ND. ND. ND. ND.
Thobas | <0.10% 0,01% 001% |0,03% |002% |0,02%

apyras
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OAUHOYH
ast
pUMECh
Cymmap
Hbie <0,2% 0,01% 0,02% | 0,11% |0,05% |0,02%
IpUMECH
Poncree
HHO® Hpuveck | ) 150 N.D. ND. N.D. N.D. N.D.
BemectB | G
02
gp“Me“’ <0,15% N.D. / N.D. N.D. N.D.
Vsomep rDIp“M“" <0,15% N.D. / N.D. ND. N.D.
gp“Mec" <0,15% N.D. / N.D. N.D. N.D.
0/
Anamus ?/8’0”’ 102,01 98 804 101,1% | 99,6% |99,7% | 100,9%
0
TAMC | <1000 KOE/r | <1 KOE/r |/ / / /
Mukpod IInecues /
HOJIOrn4
eCcKoe bl <100 KOE/r |<1KOE/r |/ / /
rpudKH
TECTUPO N
BaHUEC AP
E. coli He BoisiBiisin | N.D. / / / /

N.D.: He BBIABJIISLIN.

PGSYJ'IbTaTbI NU3MEPECHUA CTaOMJIBHOCTH B YCJIOBUAX XPAHCHUA B XOJIOAUJIIbHUKE IMTOKa3aHbI

B Tabmune 25. EnuHCTBeHHbIE TpuMecH, OOHAPYKEHHbIE TOJNBKO uepe3 9 Mmecsues, ObLIH

CBS3aHbI C POACTBEHHbIM BemecTBOM | u Bomoil. ConepskaHue BOIbI 4epe3 9 MecsleB

coctaBysio 0,32%, a cyMMapHbIe MPUMECH POACTBEHHOIO BELIECTBA | COCTABIISLIM BCETO JIUIIb

0,01% obpasua. CoenuHeHue 2 SIBJISIETCS XMUMHYECKU CTAOWJIBHBIM B BBICOKOW CTENEHU B

YCJIOBUAX XPAaHECHUSA B XOJIOAUJIBHUKE.

Tabauua 25. CtaOunbHOCTH B YCJIOBHSIX XpaHeHHMs1 B XoJqoauibHuke (5 = 3°C)

coeaHeHHd 2

IHoka3zarenn Onucanue | MoMeHT BpeMeHH TeCTHPOBAHHUSA
Mecsig 0 | 104 Juii 60 Qe
MecCsI MeCsII MeCsI] MeCsI
benoe wunmu I'psizHO-
benoe Bberoe Bbenoe Benoe p
TpA3HO- TBEpIOE | TBepmOe | TBepaoe | TBepmoe benoe
Buemnmnii Bug Oenoe P P p p TBEPHOE
BEILIECTB | BEIECTB | BEIECTB | BELIECTB
TBEPAOE BEILECTB
0 0 0 0
BEIIIECTBO 0o
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COOTBETC COOTBETC | COOTBETC | COOTBETC
COOTBECTCTB TByeT TByeT TByeT TByeT
IR yET STAJIOHH / OTAJIOHH OTAJIOHH OTAJIOHH
STAJIOHHOM | OMY oMy oMy oMy
y CTaHAApTY | CTaHAApT CTaHAAPT | CTAHAAPT | CTaHIAPT
y y y y
Bona <2,0% 0,45% | 0,19% |032% |042% | 032%
gp“MeCE’ <0,15% ND. ND. ND. ND. ND.
rBIp“Me"b <0,15% ND. ND. 0,01% |ND. N.D.
IEIPHM“E’ <0,15% N.D. N.D. N.D. N.D. N.D.
Poncteen
Hoe Hpumecs | |50, ND. ND. N.D. ND. N.D.
BCIICCTBO H
1 Jrobast
Apyras <0,10% 0,01% |0,01% |0,01% |001% |001%
OOUHOYHA
sl IPUMECH
CymmapH
ble <0,2% 0,01% |0,01% |0,03% |003% |001%
pUMECH
Poncreen
Hoe Hprvecs | 150 ND. ND. N.D. N.D. N.D.
BeuectBo | G
2
gp”Me% <015%  |ND. |/ ND. |ND  |ND
Vsomep rDIp“MeCE’ <0,15% ND. / N.D. N.D. N.D.
gp“‘“ec*’ <0,15% | ND. / N.D. N.D. N.D.
o/ .
Anams 3(%04’ 102, 19889 | 101.1% | 1002% |98.6% | 101.4%
0
<1000 <1
TAMC KOE/r KOE/r / / / /
Muxkpobu
onmornuec | IlmecHeBEI <1
<
KOoe e rpudku | <100 KOE/r KOE/r / / / /
TECTUPOBA | U IPOXKKHU
HUC He
E. coli ND. / / / /
BbBIABJIAIN

N.D.: He BBISIBJISUIN.
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Hpumep 17. Conep:xkanussi B MmIa3Me MeTA0OJHTOB MOCJAe OXHOKPATHBIX
NMepopabHbIX 103 COeAUHEHUS 2

OnHOKpaTHYI0 NepOopaNbHYI0 A03y COEAMHEHHs 2 BBOAMIM KpbicaMm, cobakaM W
00e3bpsiHaM M U3MEPSUIN COEPKaHUs B IIa3Me HEKOTOPBIX MeTabOINTOB, MOKa3aHHBIX HA CXEMe
1.

ITpeBpamenue coenuuenus 2 B coenunenne 1 u merabonur 1-7 nmokasansl B Tabmmuie 26,
a pesysbraThl misi Metabosnura 1-8 u Mmerabonura 1-2 mokasanbl B Tabmuie 27. K kpbic
HaOJMIOIaTM HU3KHE YPOBHU BO3IEHCTBHsI coenmHeHHst 1, HO HaOMIOAaNM BBICOKHE YPOBHHU
BO3eiicTBUsl Metabonura 1-7 - HYKIEO3WAHOrO MeradojuTa akTHBHOrO Tpudocdara
(merabomuta 1-6). Y o00e3bsiH M3MepSIM IMOYTH TPOIMOPIMOHAJIBHOE JI03€ BO3IECHCTBHE
coenuHeHust 1. Y cobak M3Mepsuid CBEPXIMPONOPLUOHATIBHOE BO3ACHCTBHE coennHeHue 1, 4to
yKa3bIBa€T Ha META0OJMUYECKUI KIMPEHC MEPBOro MPOXOXKIASHHs B neueHH. Ha mpoTspkeHuH
BCEr0 HMCCJICZIOBAHUS HAONIOANN 3HAYUTEIBHO OOJNbIIE CiTydaeB pPBOTHI y codak (5/5 B rpymme
BBICOKOH J103b1), 4eM y 00e3bsiH (1/5 B rpymnme BBICOKOH 103bI).

Tabauua 26. Conepxanusi B miasme coeauHeHusi 1 u meradoaurta 1-7 mocue

OJHOKPATHBIX NEPOPAJIbHBIX 103 COeAUHEHUS 2

Coeaunenue 1 Meta6oaur 1-7
Bunsi Hlosa*
A (MF/KF) Cinax Tmax AUCo.1ast Cunax AUCo.1ast
(ar/mum) (uacsr) (wac*ur/mm) | (Hr/mm) (wac™Hr/mm)
Kpeica® 500 70,5 0,25 60,9 748 12000
30 1530 0,25-1 1300 783 9270
Cobaka® 100 8120 0,5-1 10200 2030 24200
300 21300 204 44300 4260 60800
30 63,5 0,5-2 176 425 1620
O6e3pana® | 100 783 1-2 1100 131 3030
300 501 204 1600 93,6 3660

3 camma Ha o3y Ha Bunm, *cocrtaBbl no3bl. %0,5% CMC, 0,5% Tween 80 B BoOIE,

bl'IOpOH_IOK B KaricyJiax.

Tabauua 27. Cogepxanus B niaazme meraboaurtos 1-8 u 1-2 nocjie ogHOKpaTHOI

NnepopajibHOH A03bI COeANHEHHS 2

Meraoogur 1-8 Meta6oaur 1-2

AUCo-1ast
(vac™*Hr/mn)

Joza*
(mr/kr) Cunax (HI/M1)

Bunsi AUCo.1ast

Cunax (/M) (4ac*Hr/mn)

Kpeica® 500 5060 35100 9650 20300
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30 291 905 196 610

CoGaxa® | 100 1230 4370 886 2830
300 5380 35300 2380 8710
30 209 5690 300 1730

Obespana 55 406 12300 1350 8160
300 518 16800 1420 11400

3 camma Ha no3y Ha BuA, *coctaBbl mo3bl. %0,5% CMC, 0,5% Tween 80 B Bofg,

bHOpOLHOK B KaricyJjax.

Ipumep 18. Bo3aeiicTBHe HA TKaHb AKTUBHOr0 Tpudocdara nmocjae nepopajibHOU
A03bl COeAMHEHUS 2

Wsmepsuin  comepskaHusi B TKaHU cepAaua M nedeHn aktuBHoro Ttpudocdara (TP)
coenuHeHwus 2 (metadonuta 1-6) yepes 4 yaca mocie nepopayibHbIX 103 coenuHeHus 2. OOpa3ibl
MeYeHU U cepjLa Mnojiyydaiu depes 4 Jaca nocje OAHOKPATHON J103bl COEUHEHUS 2, MTHOBEHHO
3aMOpaKUBAJI, TOMOTCHH3UPOBAIM U aHAIM3UpoBaiu ¢ nomomplo LC-MS/MS Ha mpenmer
BHYTPHKJIETOYHBIX cofepkannii aktuBHOro TP. Conep:xaHus B TKaHSAX U3MEPSUIN Y KPbIC, co0ak
u 00e3bsiH, Kak moka3zaHo Ha ¢wur. 16A. Beicokue conepkanus aktuBHoro TP usmepsim B
MIEYEHU BCEX TECTUPYEMBbIX BUAOB. OTHOCUTENBHO HU3KHUE coAep kaHus akTuBHOro TP usmepsnu
B cepauax cobak M3-3a HACBHIMEHHs IMOYEYHOrOo MeTa0oJM3Ma IEPBOTrO NMPOXOXKIEHHs, U He
NOJAAIOIINECs KOJUUYECTBEHHOMY OINpeAeNeHnto conepxanus TP usmepsanu B cepauax KpbiC U
00€e3bsIH, 4TO YKa3blBaeT Ha Crienn(UUeCcKHil B OTHOIIEHUU MeUeHH cocTaB akTHBHOro TP. XoTs
3TO HE MOKAa3aHO, MO CPABHEHUIO C BBEACHHUEM J103bl COeMHEHNs 1 BBeIeHNE A03bl COeNUHEHNUS

2 ynyumano pacnpenenesue TP.

IIpumep 19. dapmaxosiornyeckoe cpaBHeHHe coeauHeHMsi 1 u coeauHeHusi 2 'y
cobak

[TpoBonuim mpsiMoe cpaBHEHHE COOAK, MOJMYYUBIINX 03y COCOMHEHHUS 1 M COenqUHEHUs
2. B xone uccienoBaHusl U3MEPsUTH COAEepPKaHusA B Tula3Me coequHenus 1 u meradonura 1-7 (co
cxembl 1) gepe3 4 waca mocne BBeneHHs 103bl coenuHeHust 1 (25 mr/kr) u coenunenus 2 (30
mr/kr) (tabmuua 28), 1 AUC0-4 wacay MeTaOonmuta 1-7 ObUIa BABOE BBIIIE Y COSAMHEHHUS 2 TI0
cpaBHeHUIO C¢ coenuHeHneMm 1. HopmanuzoBaHHble MO N103€ BO3JAENHCTBUS coeAnHEHMs] 1 U
mMeTtabonuta 1-7 nmokasanbl B Tadnuie 28. 3Hauenuss AUC o-4ny 1151 coenuHenus 1, metabonura

1-7 u cymma coenmnnenust 1 + merabonuTa 1-7 ObUTH BBILIE TIOCIIE BBEASHHS A03bI COSNUHEHNS 2.
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Tabauua 28. CpaBHeHHe coaep:KaHHMH B IUia3Me coeanHeHusi 1 u coequHeHHUs: 2

nocJjie€e BB€ACHUSA 103bl

BBoaumoe no3oi | Cpeansisa Hopmanu3zosaHHas 10 A03e AUC0-4 vaca)® (MKM*uyac)
coeNHEeHHUe AJIst
coeauHenus 1 metadbonura 1-7 coequHeHuss 1 +
merabonura 1-7
Coenunenue 1 (25 mr/kr) | 0,2 1,9 2,1
Coenunenue 2 (30 mr/kr) | 1,0 4.1 5,1

BuavueHust AUC (0-4 waca), HOPMAJTU30BaHHBIE IO 103€ 25 MI/KT.

OtHoweHne neuyeHb/cepaLe Ui KOHUeHTpanuid Tpudocdara ykasplBaeT Ha TO, 4TO
BBEJICHHE JI03bl COENMHEHHs 2 IO CPAaBHEHHMIO C COEOUHEHHEM 1 TIOBBIAET CEJIeKTHBHYIO
nocraBky Tpudocdara B medenb, kak mnokazaHo B Tabmuie 29. AUC(0.4 waca)y AKTUBHOTO
ryaanHoBoro Merabonmra (1-6) mocne BBemeHus coenuHeHus 1, u3MepsiemMass B CepaLe,
cocraBsa 174 mxM™*uac, Torna kak AUC (04 waca) AKTHBHOTO I'yaHHHOBOTO MeTtadosnura (1-6)
1IOCJIe BBEIEHHs COENMHEHHs 2, u3Mepsiemasi B cepaue, cocrasisuia 28 MkM*uac. OTHoueHne
TIeYeHb/CepaLe IJIsi COeqUHEHHs 2 cOCTaBsuio 20 O CPaBHEHUIO C OTHOLICHHEM IeYeHb/Cepie
3,1 nnst coequnenus 1.

Tabauua 29. CpaBHeHHe BO3AeHCTBHS HA NedYeHb M cepille Moc/je BBeAeHHS 103bl

coenrHeHus 1 U coeauHeHUs 2

BBoaumoe no3oii | Cpeansist HopmanuszoBaHHast 0 103€ AUC0-4 saca)® (MKM*uac) nuist
coeqnHeHHe

MeYeHH cepaua neueHb/cepaLe
Coenunenue 2 565 28b 20
Coenunenue 1 537 174 3,1

Konuentpauuu aktuBHOro TP (1-6; cxema 1), HOpMaTM30BaHHBIE MO 103€ 25 MI/KT.

YJKCTPamoMMpOBaHO HUKE HIDKHETO MpefeNa  KONHYECTBEHHOTO — OTpeeNeHHs
KaJTMOPOBOYHOH KPHUBOIA.

D¢ dexT MoBBIIEHHON CENEKTUBHOCTH B OTHOIIEHUH TMEYEHU 10 CPABHEHHIO C CEepIILIEM
NPU BBEIEHUH COEAMHEHHsS 2 MO CPaBHEHMIO C coeanHeHueM 1 Taxke mokaszaH Ha ¢ur. 16B.
ConepxaHust B TKaHSIX CepAla W NEUeHH aKTHBHOro Tpudocdara mocie BBEOEHHUS HO3bI
coenuHeHus1 2 (30 MI/Kr) CpaBHHMBAJIH C CONEPKAHISIMH B TKaHSX aKTHBHOTO TpUdocdaTa mocne
BBeieHUs 1036l coenuHenus 1 (25 mr/kr). KoruenTparus aktusHoro TP Obia BbIEe B MMEYEHH,
4eM B cepaue s coenuueHus 1 u coequaenns 2, HO akTuBHBIA TP Obut O0Jiee CeJIeKTUBHBIM B
OTHOLIEHWH II€YE€HH, YeM B OTHOIIEHHH CepALa INPHU BBEJEHHHM [03bl COCOMHEHHUS 2 TI0

CPaBHEHMUIO C coequHeHueM 1.



80

Hpumep 20. lpodunau B niazme MeTaGoJIMTOB COeHHEHHS 2 Y KPbIC H 00€3bsIH

Camuam kpwic Sprague-Dawley u sBanckuM MakakaMm (3 >KMBOTHBIX Ha IOJIyYaBIOYIO
703y TPYITY) JaBajld OJHOKPATHBIE NMEpOpasbHbIe 03Bl COCAMHEHUs 2. AJHMKBOTHI IUIA3MBI,
NOJIy4eHHONW M3 00pa3noB kpoBH, oOpabortanHol ¢ momoursto Dichlorvos, anammsuposanu ¢
novompto LC-MS/MS Ha mnpenMer KOHUEHTpaiuii coenuHenus 1 u  merabomuta 1-7
(HyKJ1€03uIHOTO MeTabouTa akTUBHOTO Tprudocdara coequHeHus 2, MOKa3aHHOTO Ha cxeme 1),
U (papMaKOKHMHETHYECKHE TTapaMeTphl ONpeaessiiu ¢ ucnonbp3oBanrueM WinNonlin. Pe3yabrarsl
IUIE OMHOKpaTHOW na03bl S00 MI/KT y KphIC mMoKa3aHbl Ha ¢ur. 17, a pe3yiabTarthl AJs
oxHokpaTHO# 10361 30, 100 umm 300 Mr/kr y obe3bsiH mokaszanbl Ha (ur. 18. Pe3ynbrarsl Takke
KPaTKO OMUCHIBAIOTCS B Tabmume 30.

Bricokue conmepkanust B IutasMe Mertabonurta 1-7 - HYKJIEO3WAHOTO MetabojmTa
aktuBHoro Ttpudochara (TP) coenmHeHuss 2 — yKa3bBAlOT Ha OOpa3OBaHHE BBICOKUX
conepskanuii TP, maxe y KpbIC, Y KOTOPBIX HAOJIOMAIM OUY€Hb HHU3KHUE COAEPIKAHHS B TUIa3Me
HCXOIHOTO HYKJIEOTHIHOTO TIPOJIEKAPCTBA, H3-32 KOPOTKOTO TMEpUONa IOJIYBBIBEACHUS
coennneHus1 1 B kpoBH Kpbic (<2 MuHyT). [lepcuctupyrone conepskanus B miiasme Mmerabonura
1-7 oTpakar0T JJIMHHBIN NEpUOA NONyBbiBeAeHUs TP.

VY 00e3bsiH coneprxanus B maazme (AUC) coenunenust 1 ObUTH MOYTH MPONOPLHOHAIBHBI
703e, Torza Kak BosneiicTeus MerabonuTa 1-7 ObIIM HECKOJIBKO MEHEE MPOIOPLIHOHANIBHEI 03¢,
xotst 3HadeHuss AUC U A7 MCXOIHOrO JIEKAPCTBEHHOTO CPENCTBA, M A HYKJIEO3HUIHOTO
merabonura akTuBHOro TP mpoposrkana moBBIIIATHCS O CaMOI BBICOKOM TECTHUPYEMOH I03bI
(300 mr/kr).

[TepopanpHOE BBE#EHHE COCOUHEHUs 2 KpbicaM U O0e3bsiHAM MaBaj0 BBICOKHE H
3aBUCHUMBIE OT J03bl COAEp:KaHUs B IiasMe Meradonuta 1-7 (HYKJIEO3WTHOTO MeTadoJUTa
BHYTPHKJIETOYHOTO aKTHBHOTrO TpHudochaTa coenuHenus 2);, Bo3aedcTBuss Mertadomuta 1-7
MPOJOJIKAIM YCUIIMBATBCA 1O CaMOH BBICOKOM TECTUPYEMOW MA03bl, OTpa)kas CyLIECTBEHHO
obOpazoBaHue akTUBHOTO TP y TaHHBIX BHIOB.

Tabnuua 30. Coaep:kanuss B nuasme coeauHeHuid 1 u 1-7 mocie OJHOKPATHOI

NnepopajibHOH A03bI COeANHEHHS 2

Buabi Kpobica®* | OGesbana®

To3a (Mr/kr) 500 30 100 300
Coenunenue 1 | Cmax (Hr/mu) 60,8 63,5 783 501

Tmax (12Cb1) 0,25 0,5-2 1-2 204

AUCo-1ast (uac*ur/ma) | 78,2 176 1100 1600
Meta6oant 1-7 | Cmax (Hr/mui) 541 42,5 131 93,6
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AUCo1ast (aac*ur/ma) | 9640 1620 3030 3660
Tmax (4acbI) 6-8 12-24 4 424
T1/2 (4acsi) 15,3 11,5 15,0 18,8

Cocrasbl 103b1: 20,5% CMC, 0,5% Tween 80 B Bozie; "TIOPOLIOK B KATCyJiax.

Mpumep 21. Dddexr akTuBHOro Tpudocdara coexuHenus 1 u coequHeHus 2 B
OTHOLIEHHH MUTOXOHAPHAJIbHON LEJ0CTHOCTH

OtHocurenpHy0 3(h(eKTUBHOCTD BKIIOUEHUs akTuBHOrO Tpudochara (TP) coenunenms
1 u coemunenust 2, merabonmra 1-6 (cxema 1), uenoBedeckoil MutoxonapuampHoW PHK-
NOJIMMEPA30l CPABHUBAJIHM C OTHOCUTENBbHON 3(¢eKTUBHOCTRIO akTuBHOrO TP codocbOysupa u
aktuHoro TP INX-189. Coenunenme 1 u coenuHeHue 2, MO-BUAUMOMY, HE BIUSIOT Ha
MHUTOXOHJIPHAJIBHYIO LEJIOCTHOCTh, MOCKOJIbKY MX AKTUBHBIA TpUQOCOaT IIOXO BKIHOYAETCS
yenoBedyeckoil MutoxonapuanbHoli PHK-nonumepasoit ¢ 3¢ ¢ ekTHBHOCTBIO, MOJ00OHON TaKOBOH
tpudochara codpocbyBupa; mpu 3ToM oTHOCHUTENbHAS d(PPekTUBHOCTL BKIFOUeHHs Tprudocdara
INX-189 Gputa mo 55 pa3 Beime. PesynbraTel mokasansl B TaOmuue 31. BxiroueHme 3Tmx
aHayoros yenoBeueckoi muroxoHapuanbHoii PHK-3aBucumoit PHK-nommepasoit (POLRMT)
onpenensin cornacHo Arnold et al. (Sensitivity of Mitochondrial Transcription and Resistance
of RNA Polymerase II Dependent Nuclear Transcription to Antiviral Ribonucleotides. PLoS
Pathog., 2012, 8, €1003030).

Ta6auma 31. KunHernueckue mnapaMeTpbl [JJsl HYKJICOTHIHBIX AHAJIOIOB,

OLICHHBAEMBbIX € Yes1oBevueckoii mutoxonapuaabHoii PHK-nonumepasoii

HyxaeoTuaHbiii aHaOr Kpol (c1) Ka,app Kpovkd,app OTHocHuTEIbHAS
(MxM) (MxM1c!) | apdexTHBHOCTL*

2’-ne3okcu-2’-F-2’-C-metun- | 0,00034 +1590+250 |58 x 107 +£|1,0x10°

UTP (AKTHBHBII TP | 0,00005 2,6 x 107

codocOyBupa)

2’-C-metua-GTP 0,051£0,002 [240+£26 |2,1 x 10* £]|5,5x10°

(axTusHbIi TP INX-189) 0,2 x 10

AxtuBHblii TP coexmnenms | 0,0017 +204+94 |83 x 10%+[22x10°

1 u COeTUHEHUS 2 10,0002 4,0 x 10

(meTabosut 1-6)

*OTHOCHUTEBHAS 3(1)(1)6KTI/IBHOCTB = (Kpol/Kd,app)aHanoroBmﬁ HyKJ‘ISOTI/I,Zl/ (Kpol/Kd,app)HaTypam,Hmﬁ

HYKJICOTHL-

IIpumep 22. AKTHBHOCTb coeAHHeHHs] | NPOTHB PEMJIMKOHOB, COJEpPKALIHX

nocJjexosareabHocts NS5B
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[Tanens pemIMKOHOB, coaepkamux nociaegoBatenbHocTu NSSB  oT  paznuyHbix
renotunoB HCV, nony4ennsix u3 6 nadoparopHsix 3TanoHHbIX mramMoB (GT1a, 1b, 2a, 3a, 4a
u 5a) (pur. 19) u u3 8 obpasuos muasmel 6onpHbIXx HCV (GTla, 1b, 2a, 2b, 3a-1, 3a-2, 4a u 4d)
(¢pur. 20), ucnonw3oBanu s onpenenenus 3pdexrusHocT coenrnenus 1 u copocdysupa.

Coenunenue 1 Obuto Gonee >¢dexTuBHBIM, YeM COPOCOYBHP MPOTUB KIMHUYECKUX H
nabopatopubix mTamMmmoB HCV. Coenunenne 1 1eMOHCTPHPOBAIO MOIIHYIO aKTHBHOCTD IIPOTHUB
BUPYCOB BCEX T'€HOTHUIIOB /71 Vifr0 B OTHOLUIEHUH KJIMHUYECKUX U30JIATOB TUKOro Tumna ¢ ECos <80
HM, kortopasi Obuia B 4-14 pa3 Beiue TakoBoil y codocOysupa. Kak mokasano Ha ¢ur. 20,
3HaueHuss ECos nnst coemuuenuss 1 Obumn B 7-33 pasa Huxke, yeM y codocOyBHpa, MPOTHUB
KJIMHUYECKUX U30JIATOB BeexX TecTupyemMbix reHotunoB HCV. 3nauenus ECso ans coenunenus 1

Obutn B 6-11 HIDKE, yeM y codocOyBupa, nmpotus sadoparopHeix mrammoB HCV rerorunos 1-5

(¢ur. 19).

[Ipumep 23. UccsienoBanue 0AHOKPATHON HapacTawomei 10361 (SAD) coennnenus 2
HA 310pOBLIX BoJIoHTepax (YacTh A) U uHpuuuposanubix GT1-HCV GoabHbIX (4acTh B)

CoenuHeHne 2 TECTUPOBAIM B UCCIIEOBAHUM OIHOKpPATHOW Hapacrtaromiei 1o3sl (SAD)
IUIE U3MEpPEHUs1 ero OEe30MacHOCTH, NMEPEHOCUMOCTH U (hapMaKOKWHETHYECKHX ITTOKas3arenen y
310poBbIX CyOBekToB (dacth A). YacTh A mpexacraiisiia coOOW PaHIOMU30BAHHOE, JBOHHOE
crenoe, ¢ KOHTpoieM no ruanedo uccnepoaHue SAD. 3nopoBele cyObekThl B HacTH A
NOJy4aJi OJHOKPATHYIO 103y coenuHeHus 2 mi ranedo Haromak. CyObekToB momemanu B
KJIMHUKY OT CyTOK -1 10 CyTOK 6.

BBenenune 1036l B K0 KOrOpTe paclpenessuiy Tak, 4ro 2 cyobekTos (1 monyyaBuimii
aKTHUBHOE coenuHeHue:l mnonyuaBmui mmiane00) OueHWBaauM B TeueHne 48 YacoB mocne
BBEJCHHUS JI03bl O TOTO, KAk MOJiyyayia J03y OCTajlbHas 4acTh KOropthl Kaxpmas koropra
Nojly4ajia COeAMHEHHEe 2 B MOpsAKE BO3pacTaHus. BBeneHue M03bI CIENYIOIIUM KOropTam
NPOMCXOAMIO Ha OCHOBAHWM aHAJIM3a AOCTYIHBIX JAHHBIX MO 0€30mMacHOCTH (IO CYTOK S5) U
(bapMaKOKMHETUYECKHUX JAaHHBIX IIa3MbI (10 24 4acoB) MpenbIay el KOropThL

[ToBpIIeHNE A03bI MPOAOIDKAIN TOCHE YIOBIETBOPUTEIBPHOIO AHAIN3A S3TUX JIaHHBIX.
ITockonbKy (hapMaKOKMHETHYECKHE TOKa3aTeln U JaHHbIE MO OE30MacHOCTH TMOJyYadd OT
NpPEeABIAYIIUX KOTOPT, 03bl, OLEHEHHBbIE B KOroprax 3a-4a, peryJupoBad ¢ maroM He Oonee
100 mr. CymmapHasi MakCUMalibHasi J103a, OLIEHHBaemas B 4actu A, He mpesbimana 800 wr.

PexxuM BBeneHue 0036l IS 4acTy A mokasad B Tabauue 32.
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Taoauma 32. PexuMm BBegeHHMs A03bI AJII YACTH A HCCJIEA0OBAHHS BBeIEHHSA

coeaHEeHHd 2

Koropta Honynsiums N (axTtuBHoe | Coequnenne 2 (coenuHenue 1)*
coequHeHue:mIanedo)

la 310pOBBIE 6:2 50 (45) mr x 1 cyTku

2a 310pOBbIE 6:2 100 (90) mr x 1 cyTku

3a 3n0poBbIe 6:2 200 (180) mr x 1 cyTku

4a 3n0poBbIe 6:2 400 (360) mr x 1 cyTkH

*KnuHUYeCKre M03bl BBIPAKATM OTHOCHTEJIBHO COEIUHEHMs 2, TPU STOM B CKOOKax
yKa3aH annpOKCUMAaTUBHBIN 3KBUBAJIEHT OCHOBAHUs coeAnHeHus 1.

310pOBBIMH BOJIOHTEPAMH B HaCTH A HUCCIENOBAHHMA ObUTH MY’KYMHBI M JKEHIIHMHBI B
BO3pacte OT 18 mo 65 jner. PenunueHTOB aKTUBHOTO COEOWHEHHs W IUIaed0 OObeqUHSIIH B
Ka)Xy0 KOropTy 4acTu A KOropra AJisi COXpaHEeHUsI aHOHUMHOCTH MCCIIEI0BAHUS.

CoenuHeHue 2 TakXke TECTUPOBAJIN B UCCIIENOBAHUU OJHOKPATHON HapacTarolieil 103bl
(SAD) nnsa wm3mepeHus ero 0O€30MAaCHOCTH, NEPEHOCUMOCTH, (PapMaKOKHHETUYECKUX
noKasaresel U MPOTUBOBHPYCHOM akTHBHOCTH Yy MHUIHpoBaHHbXx GT1-HCV GonpHBIX (4acTh
B). CyObekTsl B wactu B mosiydanu OJHOKpPATHYIO O3y COENWHEHMs 2 HATOLIAK. BOJBHBIX
MOMEINAJIN B KIIMHUKY OT CYTOK -1 10 CyTOK 6.

Yacte B HaumHanu mnocne aHanm3a JAaHHBIX 1O Oe3omacHOCTH (OO CYTOK 5) U
(apMakOKMHETHYECKUX JAaHHBIX IUIa3Mbl (10 24 4acoB) OT KOropthl 3a B yactu A. JloCTymHbIE
JaHHble MO Oe30macHOCTH (IO CyTOK 5) u (hapMakOKMHETHYeCKue naHHble (H0 24 4acoB)
aHAJM3UPOBAIIN AJIs1 MEPBOH KOTrOpTHI B 4acTH B (xoropter 1b) nepen BkiroueHHeM Ciieayromumx
koropt vactu B. Crepyromme xoropTel 4yacT B monydanu m03y TOJBKO MOCJE aHAIU3a
JIOCTYITHBIX JaHHBIX MO 0E€30MacHOCTH M (HAPMAKOKUHETHYECKUX JAaHHBIX OT COOTBETCTBYHOLIMX
703 B 4aCTH A, a TakXe JOCTYIHBIX JAHHBIX MO 0€30MacHOCTU (IO CYTOK S5) OT MpenbIIyIIux
KOropt 4actu B.

[ospimuenue no3bl 1o 600 mr y uHpunupoBanHbix HCV OOMBHBIX MPOIOIIKATIH TOCHE
YAOBJIETBOPUTEIBHOIO aHAIN3a 3TUX JAHHBIX. PexxuM BBeNEeHME N03bI I 4acTu B mokasan B
Tabmune 33.

Tabnuua 33. Pexum BBegeHuss 1036l Aas 4actTH B wuccienoBaHusi BBeaeHMs

coeaHeHHd 2

Koropra | llonyasinus N (akTuBHoe | CoenuHeHue 2
coequHeHue:miaanedo) | (coenmnenue 1)*

WHpuimpoBaHHbIe GT1

1b HCV

3 100 (90) mr x 1 cyTku

2b WHpuuupoBaHHbIe GT1 |3 300 (270) mr x 1 cyTkn
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HCV

WHuimpoBaHHbIE GT1
3b HCV 3 400 (360) mr x 1 cyTkH
4b Mupuumposanbie  GT1 | 5 600 (540) mr % 1 cyTku

HCV

*KnnHuueckne 103bl BbIPAKAJIU OTHOCHUTENIBHO COEAMHEHMs 2, NMPH 3TOM B CKOOKax
yKa3aH annpoKCUMAaTUBHbIA HKBUBAJIEHT OCHOBAHUS cOoeMHEeHus 1.

bonbuble, wuHpuuupoBannbie HCV, Obutn  He  NONyYaBIIUMH  JICYCHUS,
Hermpporudeckumu uHPuuuposanubiMu GT1 cyObekramu ¢ BUpPYCHOW Harpyskoit >5 logio
ME/mn.

Hukaknx Cepbe3HbIX HEKEJIATENbHbIX SIBJICHHH 3aperucTPUpPOBAHO HE OBLUIO, U HE
TpeOOBaJIOCHh MPEXAEBPEMEHHOTO TPEKPALEHHS TPHEeMa CPECTBa HU B YacTH A, HA B 4acTu B.
Bce nobounbie 3dexTsl ObUH OT CnabbIX A0 YMEPEHHBIX IO MHTEHCHBHOCTH, M HE OBLIO
BBISIBJICHO HUKAKUX 3aBHCHUMBIX OT JI03bI MATTEPHOB, B TOM HHUCIIE JAOOPATOPHBIX MapaMeTpoB,

nokasarejiei xxusHenesarenbuoct u ECQG.

IIpumep 24. Pe3yabTaThl HCCIEA0BAHUS OJHOKPATHOH HapacTtawmeil 10361 (SAD)
coeJUHEHus 2

dapMakOKHHETUYECKUE TMapaMeTpbl coenuHeHus 1 u Hykjeo3uaHoro merabommra 1-7
U3MEpsUIH NIOCNIe OJJHOKPATHOM N03bl coenuHeHus 2. Octarounble KOHLEHTpauuu B miasme Coa
(Ca4n) MeTabonura 1-7 y unduuupoBanasix HCV GonbHbIX mocie 1031 600 Mr coeanHeHus 2
coctaBysim 25,8 Hr/mi, uto Oosiee 4eM B JIBa pa3a MPEeBbIIAI0 KOHLIEHTPALMIO B IIa3Me MOCIe
no3bl 300 Mr coenunenus 2. Merabonut 1-7 (nokasan Ha cxeme 1) Mor ObITh 00pa30BaH TOJNBKO
nytem nedochopunupoBanusi BHyTpUKIeTouHOro ¢ochara merabonura 1-4, meradonura 1-5 u
meraboaura 1-6, KOTOpbIE SIBJISIOTCS aKTHBHBIMH COeAMHEHUsMH. ClenoBaTeslbHO, MEeTabOIUT
1-7 MOKHO CUMTATh 3AMEHUTEJIEM aKTUBHOTO COeNUHEHHs. PapMaKOKMHETUUECKUE JaHHBIC IS
BCEX KOTOPT IMOKa3aHbl B Tabnuie 34 u Tabnune 35. 3HaYeHUs] PErUCTPUPOBAIM KaK CpelHee +
SD, 3a wuckimo4YeHHeM Tmax, JJII KOTOPOH pErucTpUpOBAM MeAWaHy (IHMarasoH).
DapMaKOKMHETUYECKHE TapaMeTpbl OBLIM COMOCTABHUMBIMH Yy 3IOPOBBIX CYOBEKTOB W

uHpnurpoBaHHbIXx HCV G0NbHBIX.
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Tabnuua 34. Yenoseueckne (papMakoKuHeTHUECKHE MapaMeTpbl coefuHeHus 1 u

Metabosnta 1-7 mnocjie BBeAeHHS] OAHOKPATHOH [03bl COEAHHEHHS] 2 Y 340POBBIX

BOJIOHTEPOB
Ho3a Chnax T,,,, (1ac) AUC,, T,,, (uac) Can
(mr) (ur/mu) (ar*gac/mur) (ur/muo)
Yactb A, 310poBbIe CyObeKThI
0,5 (0,5- 032 +
50 4644176 | '3 3644123 | "0 -
- +
100 156 + 96,3 0,5 0.5 167+ 110 0,53 -
Coenunenne 1,0) 0,24
1 0,5 (0,5- 071 +
200 818 + 443 3.0) 656 £ 255 0.16 --
1194 |05 (0,5- 086 +
400 | 401 L0) 1108:£326 | 2 -
279  £]3,5 (3,0 707+
2 2 2 :l: 2 :I:
50 5 62 40) 285£694 | 5 2,28+ 095
56,6  +]40 (3,0- 17,7 =+
2 2 2 :l: 2 :l:
MeraGousr 100 14.0 6.0) 663 + 242 14.7 445 +1,87
1-7 50  (3,0- 159 =+
200 | 111£388 | o) 1524497 | 25 13,7 + 5,09
60  (4,0- 156 =+
400 1153494 | o0 2342598 | ) 235+ 631

*Ha ocHoBaHNH 24-4acOBOTO PO UJIs.

Tabnuna 35. Yenoseueckne papMakoKHHeTHYECKHE MapaMeTpbl coeauHeHusi 1 u

MeTtabosnTa 1-7 mociie BBeneHusi coenuHenus 2 y uHpuuuposaHibix GT1-HCV GoabHbIX

H03a Cmax T (qac) AUCtot T (qac) C24h
(mr) (ar/mu) max (ar*uac/ma) | (ur/mo)
0,5 (0,5- 0,54 +
+ > > + 2 -
100 212+32,0 1.0) 179+ 54,4 0.12
0,5 (0,5- 0,64 +
+ > > + 4 -
300 871+ 590 1.0) 818 £475 0.20
Coenunenne 0,5 (0,5- 0,84 + | --
1 300 2277+ 893 | 1,0) 1856 £ 1025 | 0,18
2675 +11,0 (1,0- 0,86 + | --
400 2114 2,0) 2408 £ 1013 | 0,18
3543 +1|1,0 (0,5- 0,70 + | --
600 1649 1,0) 4132+ 1127 | 0,13
MetaboauTt 6,0 (4,0- 3,60 =+
+ > > + % + * 5
17 100 50,2+ 15,4 6.0) 538+ 103 8,4+43 0.40
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60  (3,0- 10,9 =+
+ > > sk % >

300 9694389 | o) H31:£273% | 81£24% | 1

40 (3,0 18,0 =+
300 123+ 16,6 | 6,0) 1420+ 221 | -- 8,83

40  (4,0- 11,6 +[225 =+
400 160+ 36,7 | 4,0) 2132+ 120 | 1,21 3,29

40  (4,0- 258
600 198+ 19,3 | 6,0) 2176 £ 116 | -- 4,08

*Ha ocHOBaHHH 24-4aCOBOTO PO UJISI.

Taxke BBMUCTIN NMPOQWIM CpeAHEH KOHLEHTpPAlMM B IUIa3Me B 3aBHCHUMOCTU OT
BpeMeHH coenmaeHust 1 u merabonuta 1-7 aiist BCeX KOrOPT 4acT A | 4acTH B uccnenoBanus.
Ha ¢wur. 21 npencraBneHa cpeaHsisi KOHUEHTPALHS B TUTa3Me coequHeHns 1 mocie OqHOKPaTHOM
J03bI COCMHEHUS 2, a Ha Gur. 22 mpeacTaBiieHa CPeAHssi KOHLIEHTPALWS B IUIa3Me MeTadoJnTa
1-7 mocne omHOKpaTHOH 1036l coenuHenus 2. Kak nmokaszano Ha ¢wur. 21, coenunenne 1 ObICTpo
abcopOupoBanock U OBICTPO/aKTUBHO MeTaOOIM3NPOBATIOCh BO BCeX Koroprax m3 dactu B. Kak
noka3zaHo Ha ¢ur. 22, merabomut 1-7 ObUT OCHOBHBIM METaOOJHMTOM U JIE€MOHCTPHUPOBAI
yCTONHYMBBIE KOHLIEHTpaLuu B Iuiasme. Conep:kaHue B I1a3Me coeiHeHus 1 3aBUceno OT 03k,
IIpH 3TOM BO3JeicTBHe MeTabouTa 1-7 OBLJIO POMOPLHUOHAIIBHO JIO3€.

Jdns unuuupoBanHeix HCV  cyOpekToB wactu B u3MepeHHs KONWYECTBEHHOTO
onpeaenenuss PHK HCV BpimmonHAnu 1[0, BO BpeMs U IOCI€ BBENEHUS COEAUHEHMs 2.
Onpenenenns PHK HCV B mnnasme BbINONHAMM @PU NPUMEHEHUHM BATUAUPOBAHHBIX
KOMMepYeCKUX aHaiu30B. FICXOMHBIN YypOBEHb ONPEAesaan Kak CpeiHee MOKa3aTelel B CyTKH -
1 m cyrku 1 (mepen BBemenuem no3bl). OnHokpartHas noza 300 Mr coemumHenus 2 (4To
SKBUBAJEHTHO 270 wMr coeamHeHuss 1) mnpuBOomMIa B pe3yjbrare K 3HAYUTEIbHOM
NPOTUBOBUPYCHON akTuBHOCTH y wuHuuupoBanHbix GT1b-HCV cyOwekroB. Cpennee
makcumanbHoe cHibkeHne PHK HCV uepes 24 yaca nocne BBefeHUs] OMHOKpaTHO 10361 300 Mr
coctasisiio 1,7 logio ME/Mi, 11 3T0 cONOCTaBUMO €O CHUkeHHueM -2 logio ME/mut wepes 1 cyTku
nocie 400 mr monoreparmuu codocOysupa y unbpummpoanHeix GTla HCV cyObexTos.
Cpennee makcumanbHoe cHibkeHne PHK HCV uepes 24 waca mocne BBeNeHUs] OJHOKPATHOM
no3bl 100 mr cocrasnsno 0,8 logio ME/mn. Cpennee makcumanbHoe cHmkenne PHK HCV
cocraBmsio 2,2 logio ME/mMn mocne omHOkpatHOo#d no3el 400 wmr. HHamBuayanbHbIE
dapmakokuHeTHYECKUE/(hapMaKOTHHAMUYECKUE aHATU3bI JUII OTACNBbHBIX CYOBEKTOB U3 HACTH
B nccnenosanmns nokasanel Ha ¢ur. 23A - 23F. Konuenrparuro merabonura 1-7 HAaHOCHIN Ha
rpaduk nporus cHrkeHus koHueHtpauuu PHK HCV, u kax mokazano Ha ¢ur. 23A - 23F,
camwkenne PHK HCV B mmasme kxoppenupyer ¢ BosxeiictBueM Mmerabonura 1-7 B 1uiasme.

Bupyconoruueckuii OTBET ABIAJICA YCTOWYMBBIM C KOHIIEHTPALUSIMH B I1a3Me Merabonura 1-7,
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koTopsie npesbimanu 3HaueHne ECos B otHomenuu GT1b. Koppemsinust Mexxay KOHIEHTpaLuei
B tazme u ypoHsamu cHbkeHus: PHK HCV ykasbiBaer Ha TO, uTo Oosee BbIpak€HHBINH OTBET

Oyaer nocTUrHyT ¢ O0iee BBICOKUMHU J03aMH COSTMHEHUS 2.

IIpumep 25. IlporHo3upyemble paBHOBECHbIe coAep:KaHusi merabosmura 1-7
npeBbImaOT 3HaYeHusi ECos coennnennst 1 B OTHOMIEHHN KJIHMHHYeCKUX H30Js10B GT 1-4
HCV

Kak mokasaHo Ha ¢wur. 24, paBHOBECHbIe OCTaTOYHbIe coxuepkanusi B miasMe (Caiss)
metabomauTa 1-7 mocne BBeneHus 103bl coenuHenus 2 y moaei (600 mr QD (550 mr sxBUBaNeHT
cBobomgHOoro ocHoBanusi) U 450 mr QD (400 Mr sKkBUBaJEHT CBOOOIHOTO OCHOBAHWUS))
nporHozupoBanu U cpaBHuBaiu ¢ ECos coepmnenust 1 in vifro mo BCeM TeCTHPYEMbIM
KJIMHAYECKHM H30JIATaM, YTOOBI ONPENEeNUThb, SBJISETCS JIM PABHOBECHAs KOHLIEHTPALUS B
wiasMe crabmipHO Oosiee BbicOKOH, deM ECos, uro mpuBommio Obl B pe3yibraTe K BBICOKOH
3¢ (EeKTUBHOCTH MPOTUB JIFOOBIX WJIM BCEX TECTUPYEMBIX KJIMHUYECKUX H30JATOB i1 Vivo. ECos
s coenuaeHus 1 siBsiercst Takoi ke, uto u ECos coequnenust 2. [yt Toro, 4ToObI COeNMHEHNE
2 Obuto 3¢ (deKTHBHBIM, PAaBHOBECHOE OCTATOYHOE COIepskaHue B IuiasMe Merabonmra 1-7
noykHO npebiaTe ECos.

Kax nokaszano Ha ¢ur. 24, ECos coenuHeHus 2 MIPOTUB BCEX TECTHPYEMbIX KIMHHYECKUX
M30JISITOB BapbUPOBaJa OT NpuOmmu3uTensHo 18 1o 24 HM.

Kax mokazano Ha ¢ur. 24, coenunenue 2 npu nose 450 mr QD (400 Mr >KBHBaJEHT
cBOOOTHOTO OCHOBAaHMS) y JIIOAEH 0oOecreunBaeT MPOrHO3UPYEMYI0 PABHOBECHYIO OCTaTOUHYIO
koHUeHTpauo B rmiasme (Casss) npubmmsutensio 40 ur/mi. CoenuHenue 2 mpu gose 600 mr
QD (550 mr »kBHBaJieHT CBOOOIHOIO OCHOBaHHS) y Jtojel oOecredyrBaeT MPOTHO3UPYEMYIO
PaBHOBECHYIO OCTATOUHYO KOHIEHTpaIHiO B Tuta3Me (Ca4 ss) MpUOIU3UTENBHO SO HI/MIL.

CrnenoBarenbHO, MPOTHO3UpPYEMas PaBHOBECHAsl KOHLIEHTpaLMsl B IJIa3Me€ 3aMEHMUTENs
meraboaurta 1-7 moutn BaBoe npepbimaeT ECos B OTHOIIEHHH BCEX TECTHPYEMBIX KIMHHYECKHX
U30JISITOB (axke TpyAHO mopnaromerocs jedernnto GT3a), 9To yka3bplBaeT Ha MPEBOCXOIHYIO
3¢ PeKTHBHOCTS.

B otnmume ot storo, ECos cranmapTa nedenus - Hykyieotuaa codpocOyBHpa - BapbHPYET
oT 50 no 265 HM B OTHOIIEHUU BCEX TECTUPYeMbIX KiuMHHuYeckux uzojsitoB HCV, mpu stom
ECos MeHbllle MpOrHO3UpyeMOll PaBHOBECHON KOHLIEHTPALMU NP KOMMEPYECKOW J03HpPOBKE
400 mr Tonbko ans aByx usonstoB GT2a u GT2b. ECos nnsa xommepueckoit nozuposku 400 Mr
coocOyBupa TMpPEBBINAET IPOTHO3UPYEMYIO PABHOBECHYIO KOHLEHTPALMIO Ui JIPYTHX
kimHndeckux m3onsatoB GT1a, GT1b, GT3a, GT4a u GT4d.

PaBHOBecHyr0 ocTarouHyi KOHHEeHTpanuio B miasme (Crass) 450 Mr coemuHeHus: 2
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MPOTHO3MPOBAIIN C UCIIOIBb30BAHUEM PABHOBECHOH OCTATOYHOH KOHIEHTparuu B rmasme (Caqss)
300 mr. Cpenusisi paBHOBeCHasi ocrarodHas KoHueHTpauusi B miasme (Criss) mpu 300 mr
cocraBysuia 26,4 HI/miL, U, ClIeA0BaTENbHO, pacdyeT Obut cienyromum 26,4*450/300 = 39,6 Hr/m.

PaBHOBecHYI0 ocTaTOuHYI0 KOHIEHTpaluio B miasme (Ca4ss) 600 Mr mporHo3upoBaju C
UCTIONIb30BaHHeM Tpex nmoaxonoB: 1) cpeansis Cog mpu 600 mr B cyTku 1 cocrasinsiia 25,8 Hr/mi,
u npeanonarand 60% MOBBILIEHUE Ui TOCTYDKEHHs paBHOBecHst. ClenoBaTenbHO, pacuer Obul
cnenytotmum 25,8%1,6 = 41,3 ur/mn;, 2) cpenusis Cxs nipu 400 Mr B cyTku 1 cocraBisiia 22,5
HI/MA, W npexnnojaramu ©60% TOBBILIEHHWE JUIs AOCTIOKEHHs paBHOBecws. C  yuerom
npornopionansHoii no3e PK pacder Obun cnegyromumm 22,5%1,6%600/400 = 54 ur/mu, u
3) paBHOBecHast octaTouHasi KoHIeHTpanus B mia3Me (Caa ss) mpu 300 Mr cocrassna 26,4 Hr/mi,
u npennonaranack npornopiuonanbaas PK. CrnenosarenpHo, pacder ObuT cieayromum 26,4*2 =
52,8 ur/mn. PaBHOBecHast ocraTo4yHasi KOHIeHTpauus B masme (Cass) mpu 600 Mr siBisieTCst
CpeIHUM 3HaueHueM 3 Touek maHHbiX ((41,3 + 54 + 52,8)/3 = 49,3 ur/mn). Kak npasuio, npu
paBHOBecHOM coctosiHnH Cz4 yBenmuuBaercss Ha npuOmmsurensHo 60% mo cpaBHeHHio ¢ Cag
MOCJI€ ONTHOKPATHOM AO03BI.

CpaBHeHne pmaHHbIX 3(QQEKTUBHOCTH U (PaPMAKOKMHETHYECKHMX  PaBHOBECHBIX
napamMeTpoB Ha (ur. 24 4YeTKO AEMOHCTPHPYET HEOXKUIAHHYIO TEPAIeBTUYECKYI0 Ba’KHOCTH
coequHeHust 2 ans jedeHus rematura C. JleHCTBUTENBbHO, NPOTHO3UPYEMOE PAaBHOBECHOE
COJIepKaHue B IUIa3Me IOCJe BBEIEHUS COEANHEHMs 2, KaK IPEoaraiy, o MeHbllel Mepe B
2 pa3a npesbiinaer ECos B OTHOLIEHNH BCEX TECTHUPYEMbIX T'€HOTUIIOB U B 3-5 pa3 addexTuBHee
npotuB GT2. DTu naHHbIE YyKa3blBAIOT HAa TO, YTO COEAMHEHHE 2 o0jazaer MOIIHOW
AKTMBHOCTBIO IPOTUB BUPYCOB BCEeX TI'eHOTHNOB y smoaei. Kak mokasano Ha ¢ur. 24, ECos
copocOysupa B otHomenuu GT1, GT3 u GT4 npeswbinmaer 100 ur/mu. Takum oOpasom
YAMBUTENILHO, YTO COeAUHEeHHe 2 siByisieTcsi akTuBHBIM mpoTuB HCV B nexapcrBeHHOU (opme,
KOTOpasi obecreunBaer Oojiee HHU3KYI) PABHOBECHYHO OCTaTOYHYK KoHLeHTpauuto (40-50
HI/MJI), 4YeM paBHOBECHas OCTaTO4YHas KoHuUeHTpauus (mpubmmsurensHo 100 Hr/m),

obecnieunBaemMasi monoOHOM JiekapcTBeHHOU (hopmoii codocOyBupa.

IIpumep 26. Onucanue cocTaBa M U3roTOBJICHUE COCTUHEHUST 2

TunuuHbI HEOTPAHUYHUBAKOIINKA COCTaB MAPTHH JJisi TabneTok coenuHeHus 2 (50 Mr u
100 mr) npencrasien B Tabnune 36. Tabnerku nonyyanu u3 oOIIeld CMECH € HCIIOJIb30BAaHHEM
nporecca MPsSIMOTO TPECCOBAHMS, KaK IMOKa3aHO Ha ¢ur. 25. AKTUBHBIA (papMaLeBTHUECKUN
uHrpenuent (API) perynupoBanu Ha OCHOBaHUM aHajHM3a 0e3 mepecueTa Ha CyXOe BEIECTBO C
pPEeryJupOBKOM TPOLEHTHOTO COMAEP’KAHUS MUKPOKpUCTAIMUecKol uemmono3el. APl u

BCIIOMOTaTCJIbHBIE CPEACTBA (MI/IKpOKpI/ICTaJ'IJ'II/ILIeCKYIO HEJUII0JIO3Y, MOHOruApaT JIAKTO3bl U
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KPOCKapMeJIo3y HaTpHsi) MPOCeuBay, moMenanu B V-obpasueiii cmecurens (PK Blendmaster,
eMKocTh 0,5 JT) U CMeLIMBalu B TeYeHHe 5 MUHYT Ipu 25 obopoTax B MHUHYTY. 3aTeM cTeapaT
MarHusi MpOCeNBai, TOOABIIAIN U CMeCh NepeMeInBaji eme 2 MUHyThl. OOIy0 cMech AeIn
IUIs IPUMEHEeHHsI B noy4deHuu tabnerok S0 mr u 100 Mr. 3aTeM cMa3aHHYIO CMeCh MPECCOBANN
npu ckopoctu 10 TabaeTok/MHUHYTa C HCIOJIB30BAHHEM OJJHOITYaHCOHHOTO MCCIIEIOBATENLCKOTO
tabnerounoro npecca (Korsch XP1) u mopomkoBoro nuraTesisi rpaBUTALMOHHOTO TUMa. S0-mr
TaOJIETKHU MOJyYaIH C UCHOJIb30BAHUEM KPYIJIOrO CTAHAAPTHOTO BOIHYTOTO 6-MM MHCTPYMEHTA
u ycwmii 3,5 kH. 100-mr TabneTku monydajaud ¢ HCIOJIb30BAHHUEM KPYIJIOTO CTAHAAPTHOTO
BOTHYTOrO 8-MM MHCTpyMeHTa U ycunui 3,9-4,2 xH.

Taoauga 36. Coctas S0-mr u 100-Mr Ta0/1eToOK coeauHeHHUd 2

HeoOpaboTannbrii % r/maprus MI/eJUHHIA

Marepua. macca/macca 50-mr taénerka | 100-mr TabaeTka
Coenunenue 2 50,0 180,0 50,0 100,0
Muxkpokpucramnueckas | 20,0 72,0 20,0 40,0
uemosoza,  USP/NF,

EP

Mosnorugpar nakto3sl, | 24,0 86,4 24,0 48.0
USP/NF, BP, EP, JP

Kpockapmennosa 5,0 18,0 5,0 10,0
Hatpust, USP/NF, EP

Creapar maruus, | 1,0 3,6 1,0 2,0
USP/NF, BP, EP, JP

Bcero 100,0 200,0

CoenuHenue 2 peryMpoBajIM HA OCHOBAHHH aHaiIHM3a 0e3 mepecyera Ha CyXOe BEIIeCTBO
C PeryJupOBKOI MPOLIEHTHOTO COAEP KaHUs MUKPOKPUCTAIINUECKOHN 1esrono3bl. CoennHeHne
2 ¥ BCIIOMOTATENIbHBIE CPEACTBA (MUKPOKPUCTAITMYECKYIO IIEJUTIOJIO3Y, MOHOTUAPAT JTAKTO3bI U
KPOCKapMeJIO3y HaTpHsi) MpocenBay, nmomerman B V-obpasueiii cmecurens (PK Blendmaster,
eMKkocTh 0,5 1) U cMemuMBaIM B TeYSHHE 5 MUHYT mpu 25 o0opoTax B MUHYTY. 3aTeM creapar
MarHusi MPOCENBAIH, JOOABIIST U CMECh NepeMeInBaIy eme 2 MUHYThl. O0IyI0 CMECh eTHIIN
IUIsl IPUMEHeHHsI B oy4eHnuu tadaerok S0 mr u 100 mr. 3aTemM cMa3aHHYIO CMECh IPECCOBAIH
npu ckopoctu 10 TabneTok/MHHYTa C HCIIONb30BAHIEM OAHONYAHCOHHOTO HCCIIE0BATENBCKOTO
tabnerounoro mnpecca (Korsch XP1) u mopomkoBoro muraTelis rpaBUTALMOHHOTO TUMa. S0-Mr
TaOJIETKU MOJyYasii ¢ UCMOJIB30BAHUEM KPYIJIOrO CTAHAAPTHOIO BOTHYTOrO 6-MM MHCTPYMEHTA
u ycwmid 3,5 kH. 100-mr Tabnetku mojydanw ¢ HCHOJIB30BAHHUEM KPYTJIOTO CTAHAAPTHOTO
BOrHyToro 8-mm uHCcTpyMeHTa u ycunuil 3,9-4,2 xH. Omnmcanus 50-mr m 100-mr Tabnerox

npeacTaBieHbl B Tabune 37.
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Taoauua 37. Onucanusa S0-mr u 100-mr TadJeTox coequHeHus 2

50-mr TabaeTKkH 100-mr TadeTKH
Cpennsist macca (n=10) 100 £ 5 mr 200 + 10 mr
HWnauBunyanbHas macca 100+ 10 mr 200 + 20 mr
TsepoocTsb 5,3 kp 8,3 xp
Pacnagaemocts <15 MunyT <15 munyT
Hctupaemocts NMT 0,5% NMT 0,5%

50-mr u 100-Mr TabneTku, MOJyYeHHbIe, KaK OMMCAHO BBIIE, TOABEPTaIl O-MECIYHBIM
UCCIIEIOBAHMSAM CTAOMIBHOCTH MPH Tpex yenoBusix: S°C (ycnoBus B xonommibHuke), 25°C/60%
RH (okpyxatomue ycaosusi) u 40°C/75% RH (ycioBust «yckopeHHOro crapeHus»). U 50-mr, u
100-mr TabneTku OBUTH XUMUYECKH CTAOMJIbHBIMU TIPU BCEX TPEX TECTUPYEMBIX YCIOBHUSX.

B ycnoBusix xpanenust B xonoamibHuke (5°C) u 50-mr, u 100-Mr TabiaeTkn ocTaBajvch
OenbIMU TBEPIBIMU, U UX BHEIIHUN BuA He MeHsiicsi oT T = 0 no T = 6 mecsiues. Ha npoTrsbkeHun
6-MeCSYHOIO UCCIIeIOBAaHUS HE PErMCTPUPOBAIN HUKAKUX npuMeceil, npespinatomux 0,05%, Ha
s 50-mr Tabnerok, HU mnst 100-mr tabnerok. Copmep:kaHue BOIBI Hepe3 6 MECSIEeB TakkKe
cocraBisio MeHee 3,0% wmacca/macca A obenx Tabmerok. IlomoOHble pe3ynbTaThl
pPErHuCTPUPOBANH, KOTAa TaONETKH MOABEpraju OkpyskaromuMm ycnoBusm (25°C/60% RH);
HUKAKUX npumMecel, npesblimaromux 0,05%, He perucTpupoBajIl Ha MPOTSKEHUH 6 MeCSLEB 1S
obeux TabneTok, W copepxaHue Boabl He mpesblmano 3,0% wmacca/macca Ha 6-MeCSYHOM
ormerke. Korma TabneTku moaBepraiu yClIOBHSM «yckopeHHoro crapenus» (40°C/75% RH),
BHewHUH BuA S0-mr m 100-mr TabneTok He oTimuancs or Oenoi, kpyrioi Tabnerku. OxHy
NpUMECh 3aperucTPUpPOBAIM 4epe3 3 Mecsia, HO NpUMech cocTaBiisuia Bcero juiib 0,09%.
Bropyto npumecs 3aperucTpupoBaiiu uepe3 6 MecseB, HO CyMMapHOe MPOLIEHTHOE COofiep KaHue
npumecH coctaBisuio Bcero Jyumb 0,21% xak ana S0-mr, Tak u ansg 100-mr Tabnerok.
Conep:xanue Boabl cocTaBsiio 3,4% macca/macca yepes 6 mecsites st SO-mr tabnetok u 3,2%
macca/macca it 100-mr TabeTox.

B ormenbHOM wuccrenoBaHMM H3MeEpSTH  CTaOWIBHOCTH SO-mr u 100-mr Tabnetok
coenuHeHus 2 mpu OKpykarmux ycnoBusx (25°C/60% RH) depe3 9 mecsine. BaemHuit Bua
50-mr u 100-Mr TabneTok HE OTIMYAJICA OT OeNoH, KPYriod TalNeTKh Ha NPOTSHKEHHH 9
mecsues. [Ipumecu B S0-mr tabnerke cocraisuin MeHee 0,10% depes3 9 mecsues, a mpuMecH B
100-mr Tabnerke cocrapmsuim menee 0,05%. Conmep:xanne Boawl B 5S0-mr tabnerke u 100-mr
TabyeTke yepe3 9 MecsleB COCTAaBJLIO Bcero Jjuib 2,7% macca/macca u 2,6% macca/macca,
COOTBETCBEHHO.

Hacrosimmee omnucaHue OMNHUCBIBAETCS CO CChUIKOH Ha BapUAaHTbl OCYLICCTBJICHUS
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Hactosimero m3oOperenus. OMHAKO CHENUANMCTY B AaHHOW oOjactu OyIOeT MOHSITHO, 4YTO
paziryuHbie MOTU(HUKAIIMI U U3MEHEHHSI MOTYT OBITh BBITIOJHEHBI 0€3 OTCTYIUIEHUs] OT o0bemMa
HACTOSIIET0 M300pETeHus, H3JIOKEHHOTO B TPUBEINEHHOW Huke (opmysne u3o0peTeHus.
CnenoBaTenbHO, HACTOSIIIEEe OMHCAHHME CENyeT PacCMaTPUBAaTh KaK HJUIIOCTPATHBHOE, a He
OrpaHUYMBAIOIIEe, M BCE TaKhMe MOMU(HUKALMHM MpeaHa3HAuYeHbl IJIsl BKJIIOYEHHs B 00BEM

HACTOSIIIEro U300peTeHus.



N3MEHEHHASA ®OPMYJIA U3OBPETEHUA

1. Coenunenue HopMyJibl

CH; O St
@ HO  F o 0.5H,50,

3. CoenuHeHne mo m. 2, mpuyYeM COeNUHEHHe Mo MeHbliuell mepe Ha 90% cBobomHO OT
MPOTHUBOIOJIOKHOTO, coaepaxkarnero pochop R-snantruomepa.

4. Coenunenue o 1. 1 Gpopmysibt

CHs © HO“ F
* 0.5 H,S0,

5. Coenunenue mo n. 4, mpuyeM coeauHeHHe MO MeHblnell Mepe Ha 90% cBOOOAHO OT
MPOTHUBOIIOIOKHOTO, codepaxkariero pochop S-sHaHTHOMEDA.

6. Coenunenue o m. 1 popmyiisr
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9. dapmareBTHYECKAs KOMITO3ULUS, coaep Kaias 3PpPeKTHBHOE KOJIUYECTBO COEAMHEHUS 10
nrobomy u3 . 1-8 B (hapmalieBTHUECKH MTPHEMIIEMOM HOCUTEITE.

10. ®apmareBTHUECKass KOMIIO3HUIHS 110 1. 9 B IEPOPaIbHOM JIEKapCTBEHHOH (hopMe.

11. dapmarieBTHYECKast KOMIIO3UIKs 1m0 1. 10, mpuuem nepopasbHas JekapcTBeHHas Gopma
npencraBiseT coO0i TBEPAYIO JEKAPCTBEHHYIO (OpMY.

12. ®apmanepTryeckass KOMIO3UIMs 1Mo 1. 11, mpuyem TBepmas JiekapcTBeHHas (opma
npeacTaBiisieT CoOOM TabneTky.

13. dapmaneBTryeckass KOMIO3UIMsa 1Mo 1. 11, mpuyeM TBepaas JekapcTBeHHas (opma
npeacTaBIisieT COOOM KamncyJy.

14. dapmarieBTHYECKast KOMIIO3UIMs 1Mo 1. 10, mpuuem mepopasbHas JeKkapcTBeHHas Gopma

npencraBiisier coOOH JKUIKYIO JIEKAPCTBEHHYIO (hopmy.



15. dapmaineBTHYeCKass KOMIO3WIMS MO M. 14, mpuyeM >KuUIKas JieKapCTBeHHast (opma
npeacraBiseT cOOOH CyCIeH3HIO WIH PACTBOD.

16. ®apmanieBTHUECKAsT KOMIIO3UIUS 10 1. 9 BO BHYTPUBEHHOM COCTaBE.

17. dapmaneBTHUecKas KOMIIO3ULMS 110 1. 9 B HapeHTepaIbHOM COCTAaBe.

18. dapmaneBTrueckass KOMHO3WLHUs MO JroOoMy u3 mm. 9-17, kOoTOpas OOCTaBjsIeT MO
MeHbl1el Mepe S00 Mr coenuHeHus!.

19. dapmaneBruueckass KOMOO3HLHUs MO JroOoMy u3 mm. 9-17, koTOpas OOCTaBjsIeT MO
MeHbl1el Mmepe 600 Mr coenuHeHus!.

20. ITpumenenue TepaneBTHYeCKU () (HEKTUBHOrO KOJTHUECTBA COSAMHEHUS IO JTFOOOMY M3 TIL.
1-8, HeoOs3aTENBHO B (DapMaLIeBTUUECKH TPUEMIIEMOM HOCHUTENIE, sl JIeUeHHs HH(EeKI K renaTuta
Cy uenoseka.

21. Ilpumenenue no n. 20, npuyeM COeUHEHNE BBOIST IePOPATIBLHO.

22. Ilpumenenue no n. 20, npuyemM COeUHEHNEe BBOISAT BHYTPUBEHHO.

23. Ilpumenenue no n. 20, npuyemM COeUHEHNEe BOAST NapEeHTEePATIbHO.

24. Tlpumenenue mo jbomy u3 mm. 20-23, mpudyeM BBOAAT MO MeHbueil mepe 500 mr
COEJIMHEHUsI.

25. Ilpumenenue mo gwodomy u3 mm. 20-23, mpuueMm BBOAAT MO MeHbIned Mepe 600 mr
COeqUHEHUSI.

26. Ilpumenenue no gwobomy u3 mm. 20-23, mpuueM BBOAAT MO MeHbIued Mepe 750 mr
COeUHEHUSI.

27. Ilpumenenue no rodomy u3 . 20-26, mpuyeM COeqrHEHH e BBOIST CpOKOM 110 12 Henesb,
CpPOKOM 10 8 Henelb Wi CPOKOM 10 6 HeJlelb.

28. Ilpumenenue no a0domy u3 mi. 20-27, mpuyueM CoOeTuHEHe BBOAST OIUH Pa3 B CYTKH.

29. Tlpumenenue no a0bomy u3 mm. 20-27, mpuyueM COennHEHNe BBOIST 1Ba pa3a B CYTKH.

30. [Ipumenenue no rodbomy u3 mm. 20-27, npuyeM COeqrHEHNEe BBOAIT TPH pa3a B CYTKH.

31. Ilpumenenue no grodbomy u3 mm. 20-30, npuuem Brpyc renatuta C npeacrasisier coOOi
renotun la un 1b.

32. Ilpumenenue no grodomy u3 mm. 20-30, npuuem Brpyc renatuta C npeacrasisier coO0i
reHoTun 2a uian 2b.

33. Ilpumenenue no grodbomy u3 mm. 20-30, npuuem Brpyc renatuta C npeacrasisier coOOi

TeHOTHI 3a.
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34. Ilpumenenwne no grodomy u3 mm. 20-30, npuuem Bupyc renatuta C npeacrasisier coOoi
reHoTun 4a unu 4b.
35. Ilpumenenne no grobomy u3 mm. 20-30, npuuem Bupyc renatuta C npeacrasisier coOOi

reHOTHII Sa.
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