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CNOCOBLI BBEJAEHUS BUCHENN®NYHBIX AHTUTEJI-MUMETHKOB FVIII
KAJKJBIE IBE HEJAEJIHN

OBJIACTb TEXHHUKH
Hacrosimee u3o0pereHne OTHOCUTCS K CHOCOOaM BBENEHUsS AHTUTEN-MHUMETHUKOB

¢axropa VIII nmanpentam ¢ remoduiment.

BKJIIOYEHUE NEPEYHSA IOCJIEJOBATEJIBHOCTEN HOCPEJACTBOM
CCBLIIKAN

Hacrosimass 3asiBka mojaercss ¢ MEpPeYHEM MOCJEI0BATENIbHOCTEN B BJIEKTPOHHOMN
dopme. [lonHOE comeprkaHUe MEpPeyHs MOCIEIOBATENILHOCTEH BKIIFOYEHO B JAHHBIA TOKYMEHT

NMOCPEACTBOM CCBIJIIKH.

CBEJEHUS O NIPEJHIECTBYIOIIEM YPOBHE TEXHUKH

VY ManMeHToB C KOAaryJiomaTtheld, Takux Kak Jnoau ¢ remodmmmeil A u B, ¢pyHkums
pas3MUHBIX 3TallOB KOAryJsLMOHHOIO Kackajga CTaHOBUTCS HApYILIEHHOW, Hampumep, H3-3a
OTCYTCTBHSI HUIM HEIOCTATOYHOIO HANW4MsA (PYHKIHMOHAIBHOTO (PaKTOpa CBEPTHIBAHHMS KPOBH.
Takoe HapymeHue (QYHKUMHM OFNHOH YacTH KOAryJISIUOHHOIO Kackajga TMPHBOAUT K
HEIOCTAaTOYHOMY CBEPTHIBAHUIO KPOBU U MOTEHLMAJIBHO ONACHOMY AJIA JKU3HM KPOBOTEUEHUIO
WM NOBPEXKACHUIO BHYTPEHHHUX OPTaHOB, TAKMX KaK CYCTaBbL

Hepummr ¢dakropa cseprbiBanuss kposu VIII (FVII), oObdHO Ha3bIBaeMBbIN
remopmineii A, mpencraBiaser coOOH BpPOXKAEHHOE HApyIIEHHE CBEPTHIBAEMOCTH KPOBH,
nopaxarouee npuMepHo 420000 denoBek BO BCEM MHUpPE, M3 KOTOpbIx okoso 105000 B
HaCTOsiIIlee BpeMsl UMEIOT MIOCTaBJIeHHbBIN AUArHO3.

[TarmenTtsl ¢ reModuineii A MOTyT MOJydaTh 3aMECTUTENBbHYIO TEpanuio (pakTopoM
CBEPTBIBaHUS KpPOBU, TakuM Kak 3k30reHHbil FVIIL. TpagunnuonHoe nedeHue COCTOUT U3
3aMECTHTEJIBPHON TepamnuH, NPEAOCTaBIAEMON B KauecTBe MNPOYUIAKTHKH WM TpPU
HEOOXOMUMOCTH Uil JICUEHHWs SIMH300B  KpoBOTeueHWs. [0 HemaBHero BpeMeHH
NpOQHUIAKTHUECKUM JIEUEHUEM TMALMeHTa C TSDKEJION reModrineii A OpUIO BBeeHUE HE Oolee
Tp€X BHYTPUBEHHBIX MHBEKLUI B HEAEIH WM MOJIy4eHHOro u3 miasmel kposu FVIIL wummn
pexomOunanTHOTO FVIIL, Min ero BapuaHTOB JUINTENBHOTO AEHCTBUS.

OpHako y TakuxX MalHUEHTOB CYLIECTBYET PUCK Pa3sBUTUs HEHTPaNIU3YIOLIUX AHTUTE,
TAK HAa3bIBAEMbIX HMHIHOMUTOPOB, K TaKHUM O3K30T€HHbIM (akTopam, UYTO JeNlaeT paHee
s¢pdextuBHyr0 Tepammio HesddexkruBHOH. [emodunmuss A y NaUUEeHTOB ¢ HHTUOUTOpaMH

npeAcTaBisieT co00 HEOrpaHUYUBAOLINN NPUMEp KOAryJONaTHU, KOTOPAasi SBISETCS YaCTHYHO



10

15

20

25

30

BPOXKIEHHONH M YacTHYHO mNpuoOpereHHOH. IlaleHTOB, y KOTOPBIX DPa3BMIINCh MHTHOUTOPBI
FVIII, Henb3s 1€4uTh C MOMOIUBIO TPAAULIMOHHON 3aMECTUTEIbHON TePaIHH.

Dx30reHHble (HaKTOPBI CBEPTHIBAHHUS KPOBU MOKHO BBOJIUTH TOJBKO BHYTPUBEHHO, YTO
CO3JIaeT 3HaYUTENbHbIE Heyno0cTBa U auckoMpopT ans nanueHtoB. Hampumep, mimaneHnam u
AeTSIM MJIAJIIero BO3PacTa MOXKET MNOTPeOOBATbCS BBEOEHHE BHYTPUBEHHBIX KaTETEPOB B
IPYAHYIO BEHY XHPYPTHYECKHM IyTeM, YTOOBI FapaHTUPOBATH JOCTYI B BEHY. DTO MPUBOIUT K
OO0JIBIIOMY PUCKY Pa3BUTHS Y HUX OaKTePHAbHBIX WH(EKIIUH.

JlekapcTBerHOe cpeacTso smumsymad (xemmnopa (HEMLIBRA®)), Takoke H3BecTHOS
kak ACE910, omoOpeHO sl MOIKOKHOTO BBEAEHUS Ui TPOQPUIAKTHYECKOTO JICUEHUS
reMopumuun A ¢ wuHrHOMTOpamMm WM 0Oe3 HHUX. OMHLUM3yMal MpPencTaBisieT COOOM
rYMaHU3UPOBaHHOEe  OucnennpuyHOe  MOHOKJIOHANbHOe  aHTuTeno kK  FIX(a)/FX(a),
pa3padorannoe Chugai Pharmaceuticals/Roche Pharmaceuticals ans nedenus: remopumnu A.
Omurmsymab paspaboran nist umurauuu ¢pyskiun kodaxkropa FVIIL (cm. Sampei et al.: (2013)
PLoS One, 8, 57479 u W02012/067176).

B W02015/194233 u WO2018/047813 pacKpbITbl peXHMbI JTO3UPOBAHHS, KOTOPBIE,
KaK 3as1BJICHO, MOJKHO MTPUMEHSTh JUI BBEACHHS SMULIU3yMala.

B W02018/021450, W02020/025672 1 W02021/152066, Hanpumep, Takke PaCKPBITHI
oucnermduunsie antutena k FIX(a) u FX(a), koropsie sBistorcs mumerukamu FVIIL u ux
NPUMEHEHNE B KaUeCTBE MPOKOAryJISIHTOB JIJIs JieueHus: reMopminu A.

B nanHO#l 0OOnacTu TEXHMKHM CyIIECTBYET NOTPEOHOCTh B YIIYYIIEHHBIX CIOCOOax
BBEJICHHs] KOHKPETHBbIX OucnenuduyHbix anturen-muMmeTnkoB FVIIL nanuenram, crpagarommm

remodunei A, Takoi kak remounus A ¢ HTHrHOMTOpPaMu 1K Oe3 HUX.

CYHIHOCTB U30BPETEHUS

Hacrosimmee n3zoOpereHne OTHOCHTCS K CIIOCO0aM BBENEHUS] COCAMHEHUH, KOTOpBIE
ciykar 3ameHoil ¢akrtopa cseprthiBaHust kpou VIII (FVIII) y maumeHTOB, CTpamaroimux
KOaryJjomnaTiel, U, B YaCTHOCTH, Yy NAIMEHTOB, y KOTOPBIX OTCYTCTBYET (PYHKLMOHAIBHBINA
FVIII, Takux Kkak manmueHThl ¢ reMopuineil A, BKIIOYas TAIUEHTOB ¢ reModuianein A ¢
uHruoOuropamu. B wacTtHocTH, OucnenmpuyHbIE AHTHTENA MOXXHO NPUMEHSTh B JICUECHHU
reMopunmun A ¢ uHruOWTOpamMu WM 0e3 HUX, NPUYEeM YKa3aHHOE OHCrenu(rIHOe aHTUTEIO
cniocoOHo cBsi3biBaThest ¢ FIX (SEQ ID NO:1) unu ero akrusuposanHoit popmoit u FX (SEQ ID

NO:2) nnu ero akTHUBUPOBAHHON (POPMOH.
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B ongHOM acnekte HacToslee HM300peTeHne OTHOCHTCS K OucnennuIHOMy aHTHTETY
IUI IPUMEHEHHUs B JIeYeHUU reMopuimnu A ¢ MHruOuTOpaMu min 0e3 HUX, IpUYeM YKa3aHHOe
oucnenupuuHOE AHTUTENO COAEPIKHUT
antureno k FIX(a) wim ero aHTUreHcBs3bIBatOmUi (parMeHT, criocoOHbI cBsi3biBaThCs ¢ FIX
(SEQ ID NO:1) w/unu ero akrusupoBaHHO#l dopmoii (FIXa), comepkamuii Tspkenyro nemns u
JIETKYIO LIeTb, U
anTuTeno K FX(a) uiam ero aHTUreHCBSA3BIBAIOIMI (ParMeHT, CIIOCOOHBIN CBs3bIBaThCSA ¢ FX
(SEQ ID NO:2) w/unu ero axtuBupoBanHO# (opmoit (FXa), comepkamuii TSKEIYO Lenb U
JIETKYIO LIeTTb,
npuyeM
yKa3aHHas TsoKeas uenb aHturena Kk FIX(a) mimm ero aHTUreHCBs3BIBAKOIEro (pparmMeHTa
conepxut mnocnenosarenbHocTd CDRI1-3, mpencrasnennsie B SEQ ID NO:3, 4 u S,
COOTBETCTBEHHO, U
yKa3aHHas Jierkas uenb aHTurena K FIX(a) mim ero aHTHUreHCBs3BIBAKOIIEro (pparmMeHTa
conepxut mocnenosarenpbHoctT CDRI1-3, mpeacrasiaennsie 8 SEQ ID NO:8, 9 u 10,
COOTBETCTBEHHO, U
yKa3aHHas Tspkenas Lenb anturena K FX(a) umm ero aHTHreHCBs3pIBAKOLIEro (pparmMeHTa
conepxut nocieaosarenbHoctTd CDR1-3, mpencrasnennsie 8 SEQ ID NO:13, 14 u 15,
COOTBETCTBEHHO, U
yKa3zaHHas Jierkas Lenb aHtutena k FX(a) wim ero aHTUreHCBS3bIBAIOLIETrO (pparmMeHTa
comepxkut nocienoarenbHoctn CDR1-3, mpencrasnennsie B SEQ ID NO:18, 19 u 20,
COOTBETCTBEHHO, U
NPU 3TOM YKa3aHHOE OMCHeLn(UIHOE AHTUTENO MPEIHAZHAUYEHO ISl MOJKOKHOTO BBEICHUS
MALMEHTY-4€JI0OBEKY B KOMIIO3MIIUH, COAEep KAl yKa3aHHOe OucnennpuyHoe aHTUTEIIO,
IIPU 3TOM Harpy304HYIO 103y, COAEPIKaLIYIO
- mpuONMM3UTENbHO 9 Mr ykazaHHOro Oucneuu(UYHOrO AHTHTENA, BBOMST
NaLUEeHTy, UMEIIIEeMy Maccy Tena OT 5 Kr 1o <15 kr, unun
- mpuONM3HUTENbHO 29 Mr yKa3aHHOro OHCIenu(UYHOTO aHTUTENA BBOMST
NALUEeHTy, UMEIIIeMy Maccy Tena oT 15 kr no <45 kr, uin
- MpUONM3HUTENbHO 66 Mr YKa3aHHOrO OHUCTeUU(UYHOTO aHTHTENA BBOMST
MAIMEeHTY, UMEIOIEMy MacCy Teja 45 Kr uiu OoJbIe,

IIPU 3TOM MOJAEPKUBAIOLIYIO 103y, CONEPIKALIYIO
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- MpHUOJU3UTENBHO 4 MI' YKa3aHHOTO OMCenn(UIHOTO aHTUTENA, BBOIAT OJUH Pa3
Ka)KIble IBE€ HEA U MALMEHTY, UMEIOLEMY MacCy Tesla OT 5 Kr 10 <15 kr, unu
- MpHUONM3UTENBHO 9 MI' yKa3aHHOrO OMCIenn(UIHOTO aHTUTENA, BBOAAT OJUH Pa3
Ka)KIble 1BE€ HENEJIU MALUEHTY, UMEIOIEeMy Maccy Tesa OT 15 xr 1o <45 kr, uinu
- npubmmu3uTenpHo 20 Mr yKa3aHHOTO OMCTenUIHOro aHTUTENa BBOASAT OUH pa3
Ka)kJIble IB€ HeNeIH MAalMeHTy, UMEIoLIeMy Maccy Tena 45 Kr uiu Oosblie,
IpU 3TOM YKa3aHHYIO NEPBYI0 MOJAEPKUBAIOLIYIO J03Y BBOIAT uUepe3 JBE HEAENU I0CIe
BBEICHUSl YKA3aHHOM HArpy304HON [O3bI, W TPU 3TOM MPEAyCMOTPEHA IUIa3MaTUYecKast
KOHLIEHTpAsi OUCTeLM(UYHOTO aHTUTENa B PABHOBECHOM COCTOSSHUM B JIHAIa30HE
NPUOU3UTENIBHO OT 2 MKI/MJI 10 MPHONMM3UTENbHO 18 MKr/mil, Takas Kak OT 3 10 9 MKr/mi,
Takas Kak 6,5 MKI/MJI.

B onHOM BapuaHTe peanu3aluM yKazaHHOE OHCHENU(pUIHOE AHTHTENO COAEPIKUT
MEPBYIO0 TSDKENYH wLemnb, comaepxkamyo SEQ ID NO:7, u nepByro JErkyr LHenb, COASPKALIYIO
SEQ ID NO:12, a Takxe BTOPYK TspDKenyro uemnb, comepskamryro SEQ ID NO:17, u Bropyro
JIeTKYIO 1enb, coaepxkamy SEQ ID NO:22 (MAT 1).

B omHOM BapmaHTe peanu3zalMM  HAcTosllee M300pEeTeHHEe  OTHOCHTCA K
(apMaeBTUYECKON KOMIIO3UIINH, CoAeprKaliell OucnenupuyHoe aHTUTENIO0, OMHCAHHOE B
TAHHOM JIOKYMEHTE.

B onHOM BapuaHTe peanuszanyy ykazaHHOe OucnennuIHOe aHTUTENO MPEeIHA3HAYEHO
IUIi  TIOAKOXKHOTO  BBENEHUS TMALMEHTy-4eloBeKYy B (papMaleBTU4YecKOl KOMITO3HIIUY,
coaeprkaiei oucrnenupuuHOe aHTUTENO, OMMUCAHHOE B JAHHOM JJOKYMEHTE.

B onHOM acniekre OucnenuduyHOE aHTUTEIO BBOIST OJUH Pa3 KaXK/ble IBE HEMIeNH, KaK
PACKPBITO B JAHHOM JOKYMEHTE.

B npeamodTuTeNbHOM BapUAaHTE pEATU3ALMHM YKA3aHHOE AaHTUTEJI0O BBOIST B
HArpy304HOW 103€ ¢ TOCIEAYIOMMU MOAACPKUBAIOLIMMH J03aMH, KaK PACKPBITO B JAHHOM
TOKYMEHTE.

B nmpyrom acmekrte Hactosiiiee H300peTeHHE OTHOCHTCS K HaOopam, COAep KaliuM
KOMITO3ULIMIO, COAEpKalyr OucnenupuyHOe AaHTUTENO, HAlMpUMep, B YCTPOMCTBE IUIs

PIH"bGKL[PIfI, U UHCTPYKLUU IO MPUMEHCHUIO.

KPATKOE OIIUCAHUE ' PA®OUYECKUX MATEPHAJIOB
Ha ¢ur. 1 npencrasnenst SEQ ID NO:3-22 B TabnnunoMm popmare.
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Ha ¢wur. 2 nokasanel cpennue npodpumn koHueHtpaunu MAT 1 B masme KpoBu
nauueHTta. M3mepeHus 10 BBEAEHUsS J03bl, KOTOpPbIE MEHBLIE HIDKHErO Ipenena
KOJINYECTBEHHOT O onpeneneHus, ycranapnuBanu kak 0. Konuenrtpamus mist O cooOmanack kak
le-2 MKr/mMin u3-3a UCHONMB30BaHUA Jorapudmuyeckoit ocu. BeprukanpHble TUHIN 0003HAYAIOT
nBa ceaHca oueHku papmakokuHeTuku (PK). denp 56-63 ceanca ouenkn OK ucnonb3oBanu ass
koropT 1-3 u 5 (oauH pa3 B HEAEJIO), TOTIA KaK AeHb 56-84 MCMOIB30BaNH st KOTOPTHI 4 (OUH
pa3 kaxnabie 4 Henenn). Cpennee £ COC.

Ha ¢ur. 3 nokasaHa Bu3yajbHas NPOTHOCTHYECKAas NpoBepka cooTBeTcTBHi DK
monenu aaHHbiM HaOmomeHuit B yactu FRONTIER1 MAD. Touku AaHHBIX MPEACTABISIOT
co0ol MHOUBUAYANBHBIE TUla3MaTHueckue KoHueHTpaund MAT 1 B 3aBHCHUMOCTH OT BPEMEHH.
CrutomHas JMHUS TPEACTaBIsIeT MEAMAHY JAHHBIX HAOMIONEHHWH, MYHKTUPHAS JIHHUS
MPEACTABJIACT IMPEACKA3aHHYH0 ¢ TOMOLIBI0 MOAENH MEJUAHHYK  IUIa3MAaTUYECKYIO
koHueHTpauuro MAT 1 B 3aBucumoctu OT BpeMeHH. IlyHKTHUpHBIE JHWHUU NPEACTABISAIOT
NPEACKA3aHHbIN ¢ OMOIIBI0 MOAENH S5-i (HWKHUN) 1 95-11 (BepXHMI1) MPOLIEHTHIIN Ha OCHOBE
1000 uccnenoBarenbCkux HMMHUTALMU ¢ ucnoib3oBaHueM DK momenu. MeauaHHYKO JUHHIO
TpeHAa U BapuabeTbHOCTh AAHHBIX HAJIEXKALTNM O0OPa3oM PErHCTPUPYIOT C MOMOIIBI MOAENH
IUTsl BCEX KOTOpT.

Ha ¢ur. 4 mnokasaHbl NHUKOBbIE ypPOBHM TPOMOHMHA Y MALMEHTOB, MOJYYaBIIUX
nosbitaromuecss 1036l MAT 1 u KIIMHHYECKH PEKOMEHAOBAaHHYIO 103y AMulu3ymada (emi).
OO6pa3ipl 11a3Mbl KPOBU Opajiy y MALMEHTOB, MONy4aBIIuX paszianuHble 70361 MAT 1 (koroptsl,
HOJTy4YaBIIMEe MHOTOKpaTHble Bo3pacratomue no3bl (MAD), y KOTOpBIX Hayaly JieueHHe
SMHULNU3YMaOOM MJIM KOTOpBIE MPOAOIDKAIOT YCTAHOBJIEHHYIO NMPOPHIAKTUKY SMHULIHU3YMaOOM, B
pa3nuyHble MOMEHTBI BPEMEHU HAa NPOTSIKEHMM BCEro mnepuona JyedeHus. lloTeHuumanbHyro
aktuBHOCTh FVIII HelTpanusoBamn nyteM nobasnenuss anturen k FVIII u BeimonHsm
TECTUPOBAHHUE HA MpeaMeT 00pa3oBaHus TPOMOMHA ex Vivo. CIUIOUIHbIE IMHUH MPECTABISIOT i1
Vifro o0pasubl IUIa3Mbl KPOBH YEJIOBEKA OT 3JOPOBBIX CYOBEKTOB, y KOTOPBIX MMHUTHPOBAIU
reMopumro A ¢ momompro aHTHTen K FVIIL M KOTOpBIM BBOAMJIM pa3jMyYHbIE H3BECTHBIC
koHueHtpauun MAT 1 wmu smunmsymaba. IlyHKTHpHAs JUHHS TPEACTABISIET CPEIHION0
masmMatudeckyro koHueHtpaiuo MAT 1 (C,, paccuuTbiBaId HA OCHOBAHUHU CEAHCOB OLIGHKH
@K) nnist KaXKI0# U3 YKa3aHHBIX KOTOPT.

Ha ¢ur. 5 nokaszansl npenckazannbie Tun4Hble npodpum @K ans MAT 1y cyOpekToB
C pa3sHbIMM 3HAYEHUSIMM MAacCChl Te€jla NPU MPUMEHEHUM ONHOKPATHOM HArpy304HONU HO3BbI C

NOCJICAYIOIHUMHA NOAACPKUBAKOIITUMU 1O03aMU, IPUBCACHHBIMU B KAY€CTBE MPpUMEPA B Ta6m/1ue
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8. MogenupoBanne ®K neMOHCTpUpPYET, 4TO BCE CYOBEKTbHI, HE3aBHCHMO OT MAacChl TeJa,
JOJDKHBI JOCTHYb IIa3MaTHdeckux KoHueHTpauuii MAT 1 B TepameBTHUECKOM [AMaIa3oHE,
OTrpaHUYE€HHOM MUHUMAaJIbHON KOHLIEHTpaLMel, CPaBHUMO C KOHLIEHTpauuel B koropte 2 MAD
FRONTIER1 (C2) (2 Mkr/mi), u MakCUMaJbHON KOHIIEHTpalued, onpeneneHHON Kak Cax B
koropte 5 MAD (18 mkr/mut). DT0 NMpOAEeMOHCTPUPOBAHO [JIsi HHTEPBAJIOB BBeAeHUs1 103 QW

(onuH pas B Henenmo), Q2W (oauH pa3 kaxkable n8e Heaenu) u QM (oauH pas3 B MecsiI).

KPATKOE OITMCAHUE MMOCJIEJTOBATEJIbHOCTEN

SEQ ID NO:1 mnpencraBisieT aMHHOKHCIOTHYI MOCJIEIOBATENIBHOCTh (pakTopa
cBepThIBaHus KpoBHU IX denoseka.

SEQ ID NO:2 mnpexacraBisieT aMUHOKHCIOTHYK MOCIEIOBATEIBHOCT (haKkTOpa
CBEPTBIBaHUS KPOBU X YEJIOBEKA.

SEQ ID NO:3-22 npenctaBisitoT aMUHOKHCJIOTHBIE TIOCTIEIOBATEIbHOCTH KOMITOHEHTOB
oucnermduunoro anturena «KMAT 1», ymoMHHAEMOro B JaHHOM JAOKYMEHTE, WU SIBIISTFOIIUXCS
COCTaBHBIMH YaCTSIMU YKa3aHHOTO AHTHUTEJNA, IPUBEICHHBIC HIKE:

SEQ ID NO:3, 4 u 5 npenctaBisitOT ONPEACISIOMYI0 KOMIUIEMEHTapHOCTh 00JIacTh
(CDR) 1-3, coorBeTcTBeHHO, TspKenol nenu aHturena Kk FIX(a), sBusromerocs KOMIIOHEHTOM
MAT 1.

SEQ ID NO:6 npencrasisier BapraOenbHbIA TOMEH Tspkenod nenu (Vi) aHTHTENna K
FIX(a), spnsromerocs: komnoHentom MAT 1.

SEQ ID NO:7 npencrasiseT NOJHOPa3MEpPHYIO Tspkenyro Lenb aHturena k FIX(a),
ABJsIrOIIerocss KomrnoHeHToM MAT 1.

SEQ ID NO:8, 9 u 10 npencraBnsitor CDR 1-3, COOTBETCTBEHHO, JIETKOW LEMU
antutena Kk FIX(a), ssnstomerocst komnoneHTom MAT 1.

SEQ ID NO:11 npencrasisier BapuaOeabHbI AOMeH Jerkoil nenu (Vi) aHTUTeNna K
FIX(a), sBnsrorerocst komnoHeaTrom MAT 1.

SEQ ID NO:12 npexncraisieT MOJTHOPAa3MEPHYIO JIETKyI0 menb antutena k FIX(a),
sBsoLerocss komnonentom MAT 1.

SEQ ID NO:13, 14 u 15 mpeacrasisitor CDR 1-3 COOTBETCTBEHHO, TSDKENON LENU
antutena kK FX(a), semsrorerocst kommnonentoM MAT 1.

SEQ ID NO:16 npencrasnsier BapuadenbHbIi TOMeH Tsbkenod uenu (Vi) aHTHTENA K

FX(a), ssnsromerocst komnoHeHTOM MAT 1.
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SEQ ID NO:17 nmpexncrasnsier coO0H MOTHOPa3MEPHYIO TSDKEIYIO Ielb aHTUTENa K
FX(a), ssnsromerocss komnoHeHToM MAT 1.

SEQ ID NO:18, 19 u 20 npencrasinstor CDR 1-3, COOTBETCTBEHHO, JIETKOW LEMU
anturena k FX(a), ssisromerocst komnoHeHToM MAT 1.

SEQ ID NO:21 npexcrasjsier BapuabenbHbIll JOMeH Jerkoil nenu (Vy) aHTUTeNna K
FX(a), sBnsromierocst komnoneHToM MAT 1.

SEQ ID NO:22 mpezacraisieT MOJHOPa3MEpPHYIO JIETKYIO Lenb aHTHTena k FX(a),
sIBIsTEFOIIIerocst kKomnonentom MAT 1.

B nmononHeHWe K MepedHI0 TMOCIeNOBATENIbHOCTEH, IMPENOCTABIEHHOMY C IaHHBIM
JOKYMEHTOM B 3JieKTpoHHOH ¢opme, Ha @Durype 1 mnpeacrasnenst SEQ ID NO:3-22 B

TabnuaHOM (hopmarte.
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OIIMCAHHUE

Hacrosimee n3o0pereHne 0THOCUTCS K criocobaM BBeeHNs OMCTIEU(PUUHBIX aHTUTEN U
KOMITO3ULIMH, COAep)KalIMX Takue OucnenuuyHble aHTUTENa, KOTOpbIE CIyKaT 3aMEHOU
daxTopa ceeprbiBanus kposu VIII (FVII) y manumeHTOB, CTpajmaromux KoaryJjonaTued, u, B
YaCTHOCTH, Yy MAIMEHTOB, Y KOTOPbIX OTCYTCTBYeT (yHkumoHanpHbii FVIII, Takmx kak
NauueHTel ¢ remopminedl A, BKIIOYas NaUMeHTOB ¢ remoduumeldn A ¢ HHrUOUTOpaMu U
NalueHToB ¢ remoduiueii A 0e3 WHrHOMTOPOB. B  YacTHOCTH, NPEIIOKEHBI PEKHUMbI
JIO3UPOBAHUSI OAMH pa3 Kakable nBe Henenu. UYroObl OOJNErduTh MOHUMAHHE HACTOSIIETrO
n300peTeHns, CHaYaJla PUBEICHBI ONPENEIeHUs] HEKOTOPBIX TEPMHUHOB.

TepmuHBI B €TUHCTBEHHOM 4YHCIIE (MIpeaBapseMble «a» U «an» B MCXOJHOM TEKCTE Ha
AHTJIMHACKOM $I3bIKE) O3HAYAKOT «OAMH MM Ooinee». TepMHH «comepKaTb» W €ro BapUaHTBHI,
TaKWe KaK «CONEPKUT» M «COAEPIKALIHiT», KOrJa OHU MPENIIECTBYIOT YKa3aHUIO 3Tama MU
3JIEMEHTa, NPeAHa3HA4YeHbl 11 0003HAUEHHs TOro, YTO A00aBJI€HHE NOMOJHUTENBHBIX 3TAIOB
WY 3JIEMEHTOB SIBJISIETCSI HEOOSI3aTEIbHBIM M HE UCKJIIOYAETCsI.

Tepmun «IPUOIM3UTEIHHO» HUCIONB3YETCS B AAHHOM IOKYMEHTE IJisi O0OO3HAYECHUS
NpUOU3UTENBHO, MPUMEPHO MM OKoyio. Korzma TepMuH «IpuUOIU3UTENBHO» HCIIONB3YETCS B
COYETAaHNH C YUCIIOBBIM TMANa30HOM, OH M3MEHSET 3TOT JAWANa30H MyTeM PACLIMPEHUs TPaHMLI
BBILIIE M HIDKE YKA3aHHBIX YHCJIOBBIX 3HaYEHWH. B 1enoM, TepMHUH «IIPUOIU3UTENBHO» MOXKET
M3MEHSTh YHCJIOBOE 3HAYEHUE BBILIE U HIDKE YKA3aHHOTO 3Ha4eHUs Ha 10 MpOLIEHTOB, BBILIE UITH
HIpKe (OOJbIIe T MEHBIIE).

Tepmun «cpennerogoBas uactoTa KpoBoreueHuit» (ABR) orHOcuTCcs k umcay
U3JICYEHHbIX  OMHM30/I0B  KPOBOTEUEHMS (BKJIIOYAs  CHOHTAHHBIE W  TPaBMATHYECKHE
KPOBOTEYEHHUST), KOTOpbIE MEPEHEC MAIMEeHT B TEUSHHE OIPENeIEHHOrO TMepHOAa BPEMEHH,
SKCTPANOJUPOBAHHOMY Ha OAMH rof. Hampumep, nBa KpOBOTEUEHHS 3a IIECTh MeCsLEB OyayT
yka3bpiBaTh Ha ABR, cocTaBisiroinyro yeroipe.

TepMHUH «aHTHUTENIO» BKJFOYAET, HO HE OTPAHUYMBAETCS MEPEUNCIICHHBIMH, aHTHTEINA,
KOTOpbIE SIBISIFOTCS OMBAJICHTHBIMHU, Takue Kak Oucnenmduunsie anturena. [lomHopasmepHbie
aHTUTENIA COAEPIKAT IO MEHbIIEH Mepe YeThIpe MONUNenTUaHbIe nenu: ase Tsokenbie nenu (HC)
u nee jerkue nenu (LC), kotopbie coenuHeHbl quCcynbpuaHbIMU cBsi3siMU. OCOOBIN HHTEpEC IS
NoJy4eHus: (papMaLeBTUYECKUX IPENapaToB IMPEACTABISAET ONWH KJIACC MMMYHOTJIOOYJIMHOB,
IgG. V mopeit knacc IgG mMoxHO pasgenuTs Ha ueTelpe noaknacca IgGl, IgG2, 1gG3 u, B
NPEANOYTUTENIbHOM BapuaHTe peanusanuy, IgG4 Ha OCHOBaHMH TIOCIENOBATEIBHOCTH UX

KOHCTAHTHBIX 00/1acTel TSKEJIOM LCIIHN. Jlerkue LNy MOXKHO PasaciinTh Ha [Ba THUIIA, Kalla- U
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nsiMOa-1en, Ha OCHOBAaHUU PA3jIMUUi B MX COCTaBax MociienoBaTenbHOCTe. Monekynsl IgG
COCTOSIT U3 JBYX TSDKEJBIX IIeTeH, CBSI3aHHBIX IBYMs WJIU Oosee AUCYIbQUIHBIMHU CBSI3SMH, U
IBYX JIETKHX LeNeH, Kaxaas W3 KOTOPBIX NPHUCOENUHEHAa K TSDKENOH Lenu ANCYJIb(UAHOH
cBsi3bt0. Tsikenas nens [gG MokeT conepikath BapraOeabHBINA TOMeH Tspkenol uenu (Vi) U He
Oonee Tpex KOHCTaHTHBIX noMeHOB Tsikeaon uernu (Cp): Cyl, Cy2 u Cy3. Jlerkasi uenb MOKeT
cozeprKaTh BapuadeIbHbIH TOMeH Jerko nenu (Vi) U KOHCTaHTHBIH 1oMeH serkoit nemu (Cr).
Obnacty Vg u VI, MOXKHO JOMOJHUTENBHO MOAPA3AeUTh Ha 00JacTH THIepBapuadeIbHOCTH,
Ha3bIBAEMBbIE OTIPENEJISTFO I UMH KOMILJIEMEHTapHOCTD obnactsimu (CDR) WIH
runepapuabenbubiMu - obnmactamu  (HVR), depenyrommecs ¢ Oonee  KOHCepBaTHBHBIMH
oOnacTsimu, Ha3piBaeMbIMU KapkacHbiMH oOsacTsiMu (FR). Jlomens! Vi 11 Vi, 0OBIYHO COCTOST 13
Tpex CDR u uetsipex FR, pacnonoeHHbIX OT aMHHO-KOHIIA K KApOOKCH-KOHIY B CIEIYIOIIEM
nopsinke: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4. BapuaOenbHble JOMEHBI TSKEIOH U
JEerKoi 1emnel, coxepxamue runepsapuadenbubie obmactu (CDR), obOpasyrooT cTpykTypy,
KOTOpasi CocoOHa B3aMMOJAEWCTBOBATH C AHTUICHOM, B TO BPEMs KaK KOHCTaHTHas 00jacTb
aHTUTENIAa MOKET OMOCPEAOBATh CBS3BIBAHME MMMYHOIJIOOYJHMHA C TKaHSAMH WU (PaKTOpamu
XO35IHA, B TOM 4YHCIle, 0e3 OrpaHH4YeHHs, C PA3TUYHBIMU KJIETKAMH HWMMYHHOW CHCTEMBI
(> dexTopubiMu KiteTKamu), Fc-penentopamu u nepsbiM komrioHeHToM, C1q, u3 komrmuiekca Cl
KJIACCUYECKON CUCTEMBI KOMIUIEMEHTA.

AHTHTENa WU UX PPAarMEeHThl MOXKHO OTPENENINUTh C TOUKH 3PEHUS UX OTNPEIEIIIOLINX
komrieMeHTapHocTh  obnacrelt  (CDR). HMcnonb3yemblii B JaHHOM JOKYMEHTE TEPMHUH
«OTIpeneNnsroIasl KOMIIEeMEHTapHOCTh obnacTe» miu «CDR» oTHOCHTCS K 00sacTsIM aHTUTENA,
B KOTOPBIX PACIOJIOXEHbl AMUHOKHUCIIOTHBIE OCTATKM, YYACTBYIOLINE B CBSA3bIBAHMM aHTUIEHA.
CDR MOXHO HIEHTUPHUIHMPOBATH KaK OOJACTH C CaMOil BBICOKOH BapuaOeIbHOCTBIO MpU
BBIPABHMBAHUY aMHHOKHCIIOTHBIX TIOCIIE0BATENIbHOCTE!N BapuabeabHbIX JOMEHOB aHTUTeN. s
unentudpukamru CDR MoxHO ucnonb3oBaTh 0a3bl JaHHBIX, Takue Kak Oa3a maHHbix Kalara,
npu 3ToM CDR, Hanpumep, onpenensroTcs Kak coaepkallie aMUHOKHCIOTHbIE OCTaTKu 24—34
(L1), 50-56 (L2) u 89-97 (L3) BapuabenpHOro nomeHa jerkoi uenu u 31-35 (H1), 50-65 (H2)
u 95-102 (H3) B BapmabenpHOM nomene Tspkenoil uenm (Kabat e al. 1991; Sequences of
Proteins of Immunological Interest, Fifth Edition, U.S. Department of Health and Human
Services, NIH Publication No. 91-3242). Kak npaBuio, HyMepaLnuo aMIHOKHUCIOTHBIX OCTaTKOB
B OTOW OO0JaCTH BBIIOJHSIOT TOCPEACTBOM crocoba, omucanHoro B Kabat er al. swiute.
Beipaxkenusi, Takue kak «monoxkeHue rno Kadaryy, «ocratok mo Kabaty» u «B COOTBETCTBHHU C

KabaTtom», B JaHHOM AOKYMEHTE OTHOCSTCS K TAaHHOH CUCTEME HyMepaluH IJisi BapruaOeIbHbIX
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JIOMEHOB TSDKEJIOW LeNMu WM BapuaOeNbHBIX JOMEHOB JIETKOW LEMu, M, €CIH 3TO He
NPOTUBOPEYHT KOHTEKCTY, B TAaHHOM JIOKYMEHTe UCTIONb3yeTcst Hymepauus o Kadary.

Hcnonp3yeMblil B JAHHOM TOKYMEHTE TEPMUH «OUCTIEIIM(PUIHOE aHTUTEN0» OTHOCUTCS
K aHTUTENy, KOTOpO€ CIOCOOHO CBSI3bIBATBCA C IBYMS PA3HbIMU AHTHICHAMU WU JBYMs
Pa3HBIMH SIIUTONAMH HAa OTHOM U TOM K€ aHTUTEHE.

Tepmun «duxcupoBaHHast n03a» OuUCHELU(PUYHOrO AHTHTENA OTHOCUTCA K JI03€,
KOTOPYIO BBOJSIT MALMEHTy, UMEKIIEMy MacCy Tejla B TpeAeiiax 3apaHee OINpeeeHHOrO
nuanazoHa (Hanmpumep, ot 15 kr go <45 kr). Takum oOpa3om, (¢uUKCHpOBaHHas 103a
peayCMOTPEHa He B BHJE O3Bl MI/KT, a B BUAe aOCOJIOTHOrO KOJWYeCTBa Oucmenu@uaHOro
aHTUTENA.

[TonpasymeBaercsi, 4TO HCIOJIBb3YEMbIHl B TAaHHOM JOKYMEHTE TEPMHH «YEJIOBEUECKOe
AHTUTENIO» 00O3HAYAeT aHTHUTEJNA, UMEIOIINE BapHaOebHbIe JOMEHBI, B KOTOPBIX 10 MEHbLICH
Mepe 4acThb KapKacHOW oOiacTu W/miHM 1o MeHblieid mepe dactb obmactu CDR monmyuens! u3
NOCJIEIOBATENIbHOCTEH MMMYHOIJIOOYJIMHA  3apOABIIIEBOH JIMHUM 4esnoBeka. Hampumep,
YeJIOBEYECKOE AHTHUTEIO MOXKET MMETh BapHaOeNIbHbIE TOMEHBI, B KOTOPBIX KaK KapKacHbIE, TaK
u obmactu CDR monydeHsl U3 MOCIEN0BATENbHOCTEH NMMYHOTIIOOYINHA 3apOBILIEBON JINHUH
gyenoBeka. Kpome TOro, ecimm aHTUTENO CONEPKUT KOHCTAHTHYIO O0JIacTh, TO KOHCTAHTHAs
o0NacTh MM €€ YacThb TAaKKe IOJYYEeHbl W3 MOCJIEeNOBATENbHOCTEH HMMYHOITIOOYINHA
3apOJBILIEBON JIMHUM uesoBeKka. [IpenrnouTHUTEeNnbHO 4YeNOBEYeCKOe AHTHUTENO MPEACTaBIAET
co0OI MOHOKJIOHAJIbHOE aHTHUTEJIO.

Hcnone3yemblii B maHHOM jAokymMeHte TepmuH «MAT 1» oTHocures K
oucnermduuHOMy aHTUTENy, coaepxkamemy antuteno Kk FIX(a), cnocobHoe cssbiBathes ¢ FIX
(SEQ ID NO:1) w/unu ero aktusupoBannoii popmoii (FIXa), comepskainee TSKENyH LeMb U
JIETKYIO Liernb, 1 aHTtuTesio k FX(a), cnocobHoe ces3biBaThes ¢ FX (SEQ ID NO:2) w/unu ero
aktuBupoBanHoil (opmoii (FXa), comepikaimee TSDKENyH0 LEMb W JIETKYKO LEMNb, MNPUYEM
yKa3aHHas Tspkenas uenb aHtutena K FIX(a) comepsxur SEQ ID NO:7, ykazaHHas Jierkas 1ernb
aatutena k FIX(a) comepxxut SEQ ID NO:12, ykasannas Tspkenas nenb antutena k FX(a)
cogepxkut SEQ ID NO:17 u ykazanHast nerkas nenb aHturena k FX(a) comepxutr SEQ ID
NO:22. bucnemudpuyHoe aHTUTENO coaep:xkut mocienosarenbHocTd CDR, mpencrasieHHbIE
SEQID NO:3,4,5u8,9, 10, atakke 13, 14, 15 u 18, 19, 20.

TepMuH «peKuUM BBENEHHS H03» WIH «PEKAM TO3MPOBAHUS» BKIHOUAET PEKUM
JIeYeHHs] Ha OCHOBE OIpernesieHHoro Hadopa no3. Hampumep, B OHOM BapHaHTE pean3aliudl B

HaCTOAIIEM I/I306peTeHI/II/I ONMUCAHbI PCXKUMbI AJO3HUPOBAHUA IJIA JICUCHUA FeMO(l)I/IJ'II/II/I A ¢
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UHTHOUTOpaMH WM Oe3 HUX, B KOTOPhIX OucnenuduyHOe AHTUTENO CHaJalla BBOIAT B
HArpy304HON /103€, & 3aT€M BBOAAT B MOAAEPKUBAIOIINX J103aX, COIEPIKAIIUX TaKO€ XK€ WU
MEeHblIIee KOJINIECTBO YKA3aHHOrO OUCTIeIM(PUIHOTrO aHTUTENA, YeM B HArpy304HOH J03€.

TepMuH «103upOBaHUE» OTHOCUTCS K BBENEHHUIO BemiecTBa (Takoro kak MAT 1) mns
JOCTHKEHUS TePANeBTUYECKON 3ama4yu (HampuMep, JiedeHHs reMopuinu A ¢ HHrHOUTOpamu
win 6e3 HUX).

«Jlo3a» MoxerT ObITh BBEOEHA C IOMOIIBI) OJHOTO BBEACHMS WM HECKOJBKUX
NOCJIeIOBaTENIbHBIX BBeneHud. Hampumep, no3a 60 mr MoskeT ObITh BBeldeHa JIMOO B BHIE
OTHOKpAaTHOro BBeneHust 60 Mmr, 10O B BHIE ABYX IMOCJIEAOBATENBHBIX BBeNEeHUH 1o 30 Mmr
Kaxnaoe, 1 1o3a 120 mMr mosker ObITh BBEIEHA, HANpPUMEP, B BUAE TPEX IMOCIEAOBATEIbHBIX
BeeneHnil o 40 mr. IlocnemoBarenbHOE BBEeNEHHE 103 B TedeHUE | yaca mociie BBENCHUs
NIePBOM J103bI B CYMME COCTAaBJISIET OAHY A03Yy (HAampuMep, Harpy304HYIO 103y, KOTOPYIO HENb3s
JIETKO BBECTH 32 OJTHO BBEICHHE).

Tepmur «FIX (SEQ ID NO:1) w/umm ero axrueuposanHas (opma (FIXa)» taxke
MoxeT o0o3HauaTbes kKak «FIX/FIXa» mmu npocto «FIX(a)».

Tepmun «FX (SEQ ID NO:2) n/unu ero aktusuposanHas ¢popma (FXa)» Taxke Moxxer
obo3nauarbes kak «FX/FXa» nnm npocro «FX(a)».

TepmuH  «Tskenmast — LeNb»  BKJIIOYAET  IMOJHOPA3MEPHYIO  TSDKENYK  ILIeTb.
[TonHOpa3mepHas TspKenas Henb COAEPKUT AOMEH BapuabenbHOU oOnactu, Vy, W TpU AOMEHa
koHcTanTHOM obmactu, Cyl, Cy2 u Cyx3. JloMen Vy HaXOauTCs HA aMHUHO-KOHIIE TTOJIUITENITHIA,
u nomenbl Cy HaxomsTcsl Ha KapOOKCHIIBHOM KOHLE, npu 3ToM Cy3 Haxomutcs Oimke BCEro K
COOH-koH1y.

Ucnonp3yeMblii B JaHHOM JOKYMEHTE TEPMHH <«JIerKas ILemnb» BKJIOYAeT
NIOJTHOPA3MEPHYIO JIETKYIO Lienb. [loHOpa3sMepHast Jierkas Lerb BKII0YaeT JOMEH BapHaOeIbHOM
obnactu, Vi, u noMeH koHcTaHTHOM obOnactu, Cp. JloMeH BapuaOenbHON OONACTH JIETKOW LEnH
HAXOIUTCS HA aMHHO-KOHIE monumnentuna. Jlerkue nemnu, OnucaHHbIE B JTAHHOM JOKYMEHTE,
BKJIFOYAIOT Kamma-Leny 1 JIIMOIa-1eru.

Tepmun «HaOOpP» OTHOCHUTCS K YIIAKOBAHHOMY MPOIYKTY, COAEPKAIEMY KOMITOHEHTHI,
C KOTOPbIMU BBOAAT OucnenndpuuHoe aHTUTeNO (Takoe kak MAT 1) nnst nedeHus: HapyImeHus, u
UHCTPYKLUHU MO NpuMeHeHH0. Hadop mpearnodTuTeNnsHO COAep KUT KOPOOKY WIIM KOHTEHHEp,
I7ie HaXOIATCsl KOMIIOHEHThI Habopa. K kopoOke iy KOHTEHepy Npuiaraercst STUKETKA WJIH
IPOTOKOJI, ONOOpPEHHBI YTpaBIeHHEM IO KOHTPOJIK KadecTBa IHIIEBBIX MPOAYKTOB H

nexapcTBeHHbIX cpencTB CIIA (Mo COOTBETCTBYIOIIUM OPTraHOM).
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Hcnonp3yeMblli B TaHHOM JOKYMEHTE TEPMHUH «HArpy304Has A03a» OTHOCUTCS K
nepBoi 03¢ OucnenupUIHOro aHTUTENa, BBOAMMON MAalMEHTy B Hayalle pekuMa JiedeHus. B
LEJIOM, Harpy3o4Hass n03a MpeJHa3HauY€Ha JJs1 AOCTMIKEHUs TEePaneBTUYECKU 3HA4UMMOU
TUIA3MAaTHYECKONW KOHLIEHTPALMH OMCIIELIU(PUUHOrO aHTUTENa B OpraHU3Me MaleHTa B TeUeHHe
KOPOTKOT'O MEPUOAA BPEMEHHU.

TepMuH «Harpy3ouHbIl MNEpUOA» OTHOCUTCS K TEpUOAY JICYEHHUs MALUEHTA,
BKJIFOYAIOLIIEMY BBEICHHE OUCHenM(PUYHOrO aHTHTEJIA TMALMEHTY C LEeNb0 WHAYKIHH
KJIMHUYEeCKOro oreera. « Harpy3ounslii nepuon», Kak NpaBuio, UMEET NPOJAOJIKUTEIBHOCTh OT
OIHOM HeAenu [0 OJHOTO Mecsilla B 3aBUCHUMOCTH OT JKEJIaeMOW 4YacTOThl BBENEHUs H
WHULIUMPYETCs. BBEEHUEM IEepBONM Harpy304HON n03bl. Harpy3ouHblll nmepuon mpeniecTByeT
BBEJICHUIO NIEPBON MOAAEPKUBAIOLIECH 03B

Hcnonp3yeMblll B JAHHOM JTOKYMEHTE TEPMHUH «IOAAEPKUBAIOIIAS 1032» OTHOCUTCA K
no3e Oucrnenn(puIHOrO aHTUTENA, BBOJUMON MAIIEHTY B MOMEHT BPEMEHH IOCJE BBEICHHS
Harpy304HOM 03Bl

TepmuH «MakcuMaibHasi rmia3MaTudeckas KOHUEHTpamus» (Cpax) O3HAYAET CaMYIO
BBICOKYIO HaOJIFOAaeMyr0 KOHLIEHTPALUIO OucnennUIHOro aHTUTENa B TUIa3Me KPOBU MAlUEHTa
1oCJIe BBEICHUS OncnennUIHOrO aHTUTENA MALUSHTY.

Tepmun «cpenusis muasmaTuueckas KOHIEHTpauus (M «Cayg») OTHOCUTCS K CpeHEN
IUIA3MAaTHYECKONW KOHLEHTPALUU OHCIIEU(pUUHOrO aHTUTENAa B NpeAesax WHTepBaja BBEIECHUS
7103 B PABHOBECHOM COCTOSIHUH.

Tepmun «Cp,x B pABHOBECHOM COCTOSIHHM JJISL IJIa3MaTH4eCKON KoHUeHTpauuu MAT
1» OTHOCHUTCS K COCTOSIHMIO, ITPU KOTOPOM MaKCUMAaJbHAs Ila3MaTHuecKas KoHueHTpauust MAT
1 mocne BBeneHWsI O3Bl HE OTJIMYAETCS OT OAHOM A03bl A0 Apyroi. B omHOM Bapuante
peammzaiud Cp,x B PAaBHOBECHOM COCTOSIHMHM i Tuta3Matudeckod koHmeHtpaumu MAT 1
cocTaBinsieT nmpuOnusuTenbHo 18 Mxr/mit. B npyrom Bapuante peanmuzauiu C,x B PABHOBECHOM
COCTOSIHUM JUTS TUTa3MaTH4ecKoi koHUeHTpauud MAT 1 coctaBnsieT npuOIM3UTENbHO 9 MKI/MIT.

TepmuH «Cpin B PABHOBECHOM COCTOSIHMM JJIs TIJIA3MaTHUUeCKONW KOoHUeHTpauun MAT
1» OTHOCHUTCSI K COCTOSIHMIO, IPU KOTOPOM MHUHHMAJbHasl Mla3MaTuydeckas koHueHTpauus MAT
1 mocne BBeneHMs NO3blI HE OTIMYAETCS OT OAHOM A03bl A0 Apyrol. B ogHOM BapuaHTe
peamm3aiud Cpin B PAaBHOBECHOM COCTOSIHUM ISl Tla3MaTudeckorl koHueHtpauuu MAT 1
COCTaBIISIeT MPUOTU3UTENBHO 2 MKI/MII. B npyrom Bapuante peanuzaiul Cpin B PABHOBECHOM

COCTOSIHUM JUTA TUTa3MaTH4eCKOl koHUeHTpaunu MAT 1 coctaBnsieT nmpuONIM3UTENbHO 3 MKI/MIIL.
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TepMuH «mepuon MONYXU3HU B CHIBOPOTKE MJIM IIJIa3Me€» OTHOCUTCS KO BPEMEHH,
HEOOXOMMMOMY Ul TOTO, YTOOBI IOJIOBHMHA KOJHWYECTBA BEIIECTBA, BBEIEHHOIO MAI[HEHTY,
MeTaboIM3UpPOBaIaCh MM BBIBEJIACh U3 CHIBOPOTKH HJIM IUIA3Mbl KPOBU MAIIEHTA C ITOMOIIBIO
HOPMaJIbHBIX OMOJIOTHYECKHX MPOLIECCOB.

Tepmun «npoduIakTHUECKOE JIEYEHHE» OTHOCHTCS K BBEIEHHMIO TEpPAreBTUYECKOTrO
cpencrea i JedeHuss reMouinn A ¢ mHruOuTopaMu WM 0e3 HHX, IPUYeM TaKOe JICUSHHE
NpeIHa3HAYeHO JUIsI KOHTPOJIS, BENEHHUs, MPEeNOTBPALIEHUS WIM CHIDKEHUS YacCTOTHI
BO3HHKHOBEHUS] W/MJIM TSDKECTH ONHOTO MM Oojiee CHMIITOMOB, HampuMep, reMopuimu A ¢
UHruOUTOpamMu WM 0e3 HUX, HAPUMEp, STTH30I0B KPOBOTEUEHHsI, HATIPUMED, OHOTO WK OoJiee
SMHU30/I0B CIOHTAHHOTO KPOBOTEUEHUS M/ HJTH MTOBPEKIEHHSI CyCTaBOB.

TepMuHbl «iedeHHEe» WIH «OCYLIECTBJIATH JIEUeHHE» O3HA4daloT CHIDKEHHE YacTOThI
BO3HHKHOBEHHsI OJJHOTO WJIH OoJjiee CHMITOMOB reModuiuu A ¢ mHrubutopamu uin 0e3 HHX,
HampuMep, OSMU30[0B CIOHTAHHOIO WJIM HEKOHTPOJUpPyeMoro kposoTeueHus. OpHaxo
«JIeueHNe» He 0053aTeNIbHO JOJDKHO MPEACTABISATh COO0H n3NieueHue.

TepmuH «Tiax» OTHOCHTCS K HAOMIOJAEMOMY BPEMEHH 10 AOCTH)KEHUS] MAKCUMAaJIbHON
KOHLIEHTpalMy BelLIeCTBa B IIJla3M€ KpPOBU MAllMEHTa IIOCJI€ BBENEHUS OTOr0 BELIECTBA
MaLUEHTY.

Hacrosimee n3o0pereHne 0OTHOCUTCS K crioco0am BBeIEHHs] OMCTenn(UIHbBIX aHTUTET,
KOTOpble cnykaT 3ameHoW (akropa ceeproiBanus kposu VIII (FVII) y mnauueHTos,
CTPAfalOIIUX KOAaryJomaTuel, M, B YaCTHOCTHU, Y MALMEHTOB, y KOTOPBIX OTCYTCTBYET
¢ynkumonansubiii FVIIL, Takux kak manueHTsl ¢ reModuined A, BKIIOYas MALMEHTOB C
remopminer A ¢ MHrHOMTOpaMHM W TALMEHTOB C remodmmeidr A 0Oe3 wuHrubutopos. B
YaCTHOCTH, OHCIeNU(pUUHBbIE AHTUTENAa WM WX AHTUTCHCBS3BIBAIOIIMN (PparMeHT MOXKHO
NPUMEHSITh B JIEYeHUH remMopuiuu A ¢ uHruOuropamu wid 0e3 HUX, MPUYEM YKa3aHHOE
aHTuTeNo crnocobHo ces3bBaThes ¢ FIX (SEQ ID NO:1) wnu ero akTUBHPOBaHHOW (HOPMOi U
FX (SEQ ID NO:2) unu ero akTHBUPOBAaHHOU (HOPMOIL.

CornacHO OTHOMY TaKOMY BapUaHTy peau3aluy Tsokesas 1enb anturena k FIX(a) umu
€ro  aHTHIeHCBs3bIBAIOIEro  (parmMeHta  comep:kut  mocienosareinpHocTH  CDRI-3,
npenctasienabie B SEQ ID NO:3, 4 u 5, cooTBeTCTBEHHO, M Jierkas Lenb aHtutena k FIX(a)
WIH €ro aHTUTEeHCBS3bIBAIOINEro (¢parMeHTa conmepskut mnocienoBarenbHocTn CDRI-3,
npencrasieHHbie B SEQ ID NO:8, 9 u 10, cOOTBETCTBEHHO, a TspKenas Lenb antutena k FX(a)
WIH €ro aHTUTEeHCBS3bIBAIOIIEro (¢parmMeHta conmepkut mnocienoBarenbHoctn CDRI1-3,

npenctasienHabie B SEQ ID NO:13, 14 u 15, COOTBETCTBEHHO, U JieTKasl 1erb aHTuTena k FX(a)
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WIH €ro aHTUTEeHCBS3bIBAIOINEro (¢parmMeHta coumepkut mnocienoBarenbHocTn CDRI-3,
npencrasyieHHbie B SEQ ID NO:18, 19 u 20, cOOTBETCTBEHHO.

CornmacHO OmHOMY TakOMy BapwaHTy peanu3auuu aHtureno K FIX(a) wmm ero
AHTUT€HCBSA3ZBIBAIOIIUN  (ParMEHT COAEPKUT BapuabeNbHBI JOMEH TSDKENOH — Liemy,
npexacrasieHHbiii B SEQ ID NO:6, u BapuabenbHbIil JOMEH JIETKOW LIEMH, NPEICTaBICHHbINA B
SEQ ID NO:11, u antureno k FX(a) uiam ero aHTHUreHCBA3bIBAOIINUN (HPArMEHT COAEPIKUT
BapuadesIbHBINA JOMeH Tspkenou nernw, npencrasieHHbiii B SEQ ID NO:16, u BapuabenbHbIi
JIOMEH Jierkou enu, npeacrasieHHbiii B SEQ ID NO:21.

B npeanoutuTensHOM BapuaHTe peanu3anuu OUcenn(UIHOE aHTUTENIO OTHOCUTCS K
uzoruny 1gG4.

B npeamodtuTeNbHOM BapUaHTE peatn3alui Oucnenu(puuaHOe aHTUTENO NMPEICTABISIET
co0OH YeIoBeUeCcKOe aHTUTEIIO.

B omgHOM BapmanTe peanmuzanmu Tspkenas nenb aHturena k FIX(a) comepxur SEQ ID
NO:7, u nerkast nens anrurena k FIX(a) conepxur SEQ ID NO:12, a Tsokenas enb aHTHTENA K
FX(a) comepxxur SEQ ID NO:17 u nerkas uens anturena k FX(a) cogepxur SEQ ID NO:22
(Tak>ke yIOMHHAETCs B JTaHHOM IoKyMeHTe kak MAT 1).

CaoiicTBa OucnenuduuHoro anTurena onucansl B W(02020/025672, KOTOPBIN BKIFOUEH
B IaHHBIHN IOKYMEHT MTOCPEACTBOM CCBUIKH.

Takum 00pazoM, Kak OYEBHIHO W3 U3JIOKEHHOTO BBIIIE, OUCIENU(UIHOE AHTHUTEJIO
MOKHO OXapaKTepH30BaTh CO CCbUIKOM Ha mocienosaTenbHocTH CDR, mocnenoBaTenbHOCTH
BapuadeNbHbIX JOMEHOB WM TIOCJIENOBATENIbHOCTH TMOJHOM TSDKENOW U JIETKOH Lemed
yKa3aHHOro aHTtutTena. Bo m3bexanune HeompeneneHHoctu ccbuika Ha MAT 1 monpasymesaer
HaJIMYUE TSDKEIbIX Lernel u terkux uerei, npeacrasieHHbix B SEQ ID NO: 7 u 12, a takke 17 u
22 B manHoM nokymeHrte. TepmuH «MAT 1» ucnonb3yercs B3aMO3aMEHSIEMO C TEPMHUHOM
«OuUMAT 1».

CriocoObl, packpeITbie B JaHHOM JIOKYMEHTE, BKJIOYAOT BBEIACHHUE IALIUEHTY
OucnenpUUHOro aHTHTENA MyTEeM IOAKOXHBIX HMHBEKIMH OAMH pa3 KaXKAble JIBE HEIEIH.
[IpenqnoyruTenbHO BBEOEHHE OAHOW WM OoOJee Harpy30YHbIX 103 TIPEALIECTBYET CXEMe
BBEJICHUS OIH pa3 KaK/ble JIBE€ HEAENU.

COOTBETCTBEHHO, B TEPBOM AaCIEKTe HACTOSINErOo H300pEeTEeHUs! MPENJIoNKEH Crocod
neueHnss remopunuu A ¢ MHrHOMTOpaMu MM 0€3 HUX, BKIIOYAIOIIUN BBEIEHHE MAaLUEHTY,
HyXXJaromeMycst B 3ToM, 3(QeKkTHBHOro KojmuyecTBa OHCIENU(UUHOTO aHTHUTENA, NPUYEM

yKa3aHHbIN c110cO0 BKIIFOYAET
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a) BBEICHUE 110 MEHbIIEH Mepe OIHOW HArpy304HOM J03bl OMCIIEM(PUIHOTO aHTUTENa

NaLHEeHTY,

u

b) BBemeHHe MO MEHbIIEH Mepe OIHOM MOoxAepKUBANOLIEH M03bl OHcrenuuuHOro

aHTUTEJIA MTALIUEHTY 10CIIe BBEIEHUS MTOCIeAHEN Harpy304HON 103bL.

B onHOM acniekte Takoe OucnenupuuHoe aHTUTENO npeactasisier codoit MAT 1.

B npeanodtuTeNbHOM BapUaHTE peau3alii HArPY30UHYIO 103y U MOAACP KHUBAIOILYIO
703y BBIOMPAIOT HA OCHOBAHWHU MAcCChl T€JIa MAMEHTA U, B YaCTHOCTH, JUAMA30HOB MACChI Tela
nanueHTa (Takke Ha3bIBA€MbIX B JAHHOM JJOKYMEHTE «TPYIIAMH 110 MaCCe» ).

B Takom BapuaHTe peajr3anuy IPyNmupyoT NAHEHTOB, UMEIOIINX MaCCy Tesa OT S KT
1o <15 xr.

B npyrom TakoM BapHaHTE peaNu3alfy TPYIIUPYIOT MAlMEHTOB, MMEIOIIHX MacCy
Tena ot 15 kr o <45 kr.

B eme onHOM TakOM BapHaHTE peajH3aliy IPYNIHPYIOT MALUEHTOB, UMEIOIIUX MaCCy
Tena 45 kr wim Oosple.

B onHOM BapmaHTe peann3zalii Harpy304Has A03a (Z103bl) U MOAAEPIKUBAIOLINE O3B,
COOTBETCTBEHHO, MPENCTABIISAIOT CO00H (PUKCHPOBAHHBIE T03bI, MOIXOASIINE IS IPUMEHEHUS Y
MaLHUEHTOB, UMEOLNUX MacCy Teja OT 5 Kr 10 <15 kr.

B onHoM BapmaHTe peann3aluy Harpy3o4Has 1032 (J103bl) U MOAAEPIKUBAIOLINE AO3bI,
COOTBETCTBEHHO, MPENCTABJISAIOT CO00M (PUKCUPOBAHHBIE [03bI, MOAXOAIINE AT IPUMEHEHUS Y
NALUEeHTOB, UMEIOIIUX Maccy Tena oT 15 kr o <45 kr.

B onHOM BapmaHTe peann3aly Harpy3ouHast 703a (JO3bI) M MOANEPKUBAOLINE JTO3bI,
COOTBETCTBEHHO, MPENCTABJISIOT CO00M (PUKCUPOBAHHBIE T03bI, MOIXOASIIIUE TSI TIPUMEHEHUS Y
MAIMEHTOB, UMEIOIIHUX Maccy Tenia 45 Kr uiiu OoJblIe.

B onHOM BapumaHTe peanu3aluyl Harpy3oudHasi 703a (I03bl) U MOAEPKUBAKOLIAS 1032
(mo3BI), W3MEPEHHBIE B MI, SIBISIIOTCS HMOSGHTUYHBIMH C TOYKH 3PEHHUS KOJHYECTBA
JOCTaBJISIEMOTro OUCTIe(PUIHOTrO aHTUTEIA.

B onmHOM BapmaHTe peanu3aliil Harpy3odHas 103a ([03bl) U MOANEPKUBAMOINAS 71032
(mo3BI), W3MEpPEHHBIE B MI, HE SBISIOTCS HACHTUYHBIMA C TOYKH 3PEHUS KOJHYECTBA
JOCTaBJISIEMOro OUCTe(UIHOTO aHTUTEIA.

Crioco0 BBeEHHs, PACKPBITHIA B JTAHHOM JIOKYMEHTE, BKJIIOUAET PEKUMBI JO3HPOBAHUS

OIUVH pa3 KaKAbIC ABC HEACIH, TAKUC PCKUMbI YUUTBIBAIOT, B YACTHOCTHU, I'PYIIIBI IO MaCCe TEJa
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NAlMEeHTOB U J03bl, TLIATENbHO pa3pabOTaHHBIE aBTOPAMM HACTOSIIETO HM300pETeHUs, YTOOBI
obecnieunthb Oe3omacHoe u 3G (HEeKTUBHOE JICUSHHE.

Bceneacreue nnurensHoro nepuona nonyxusiu MAT 1 B coueranuu ¢ orpaHu4eHHON
BapuabeNbHOCTBIO  IUIA3MATHYECKOM  KOHLEHTpPALMM  Mexay CcyObekTamu,  OOJbIIOro
TEpaleBTUUECKOr0 OKHAa M JO3MPOBaHMsA, OJIM3KOrO K MaKCHUMalbHOMY 3(QexTy, Kak
YCTaHOBJIEHO aBTOPaMU HACTOSIIErO M300pEeTeHHs, CUMTAETCs 11es1ecO00pa3HbIM BBOJUTH A03Y,
UCIIONB3Ysl YIPOLIEHHbIE TPYMIbI MO Macce Tela BMECTO IIOCTOSHHOIO JO3UPOBaHMs Ha
OocHOBaHMM Macchl Tenma. [lomumo  oOecneuenuss OesomacHoro u 3 (EKTUBHOTO
reéMOCTaTHYECKOTO TOKPBITHS, BBEIEHHE 103 Ha OCHOBAHMM TPYINI IO Macce Tela ¢
UCTIONIb30BaHHEM (PUKCHPOBAHHOTO O0BEMa WHBEKIMU Takke OyneT Oosee ynoOHBIM, 4eM
BBE/ICHHE 7103 Ha KI' MACChl T€Ja, TOCKOJbKY 3TO He Tpedyer pacdera JO3bl M CHIDKAET PUCK
omrOOK B TNPHMEHEHHH JIEKaPCTBEHHOIrO IMpernapara. 3ajada 3akiF04aeTcsi B YIPOLICHHH
BBE/ICHUS, YUYMUTBHIBAasi MPU 3TOM pAa3jIM4Usl B IUIA3MATHYECKOW KOHLEHTPALWH, CBSI3aHHBIE C
Maccoi Tena M JO3UPOBKOH JIEKapCTBEHHOro mpoaykra (cm. mpumep 1, Tabmumy 6). Dot
croco0 BBENEHHUS 03 TMOOXOAMT Ui YCTPOHCTB [JIsl HMHBEKIUH, TAaKWX KakK, HO HE
OTPAaHUYMBASCh TEPEUYHCICHHbIMM, [PEIBAPUTENBHO 3aMOJHEHHBIM INNPHUL-pyYKa IS
nonakoxxHoro BeefgeHust MAT 1.

Jlnana3zoHsl AJisl pe;KMMA 103HPOBAHUS OJHH Pa3 KaKAble 1Be Helean

B mpennmouruTenbHBIX  BapUaHTaX — peaNM3alUM  HArpy304HYK A03y  (703BI),
COZIep KAl MPUONU3UTENBHO OT S5 Mr g0 npubnusurensHo 15 wr, Hampumep, 9 wr,
OucneuuduyHoro anrurena, Takoro kak MAT 1, BBOAAT nmaiyieHTaM, UMEIOLINM Maccy Teja OT
5 xr go <15 kr, U Harpy304Hyr [03y (Z103BI), COAEPKAILYI0 MPUOIUSUTENIBHO OT 25 Mr 10
npuOIM3UTENbHO 35 Mr, Hampumep, 29 mr, OucnenupuIHOro aHTuTena, Takoro kak MAT 1,
BBOIAT MALIMEHTaM, UMEIOIIUM Maccy Tejia OoT 15 kr mo <45 kr, u Harpy304HyK 103y (103bl),
comepkauyro npudbausutenbHo ot 60 mr mo npubmmsurensHo 70 mr, Hampumep, 66 Mr,
oucnenuduyHOro aHTUTena, Takoro kak MAT 1, BBOAST malueHTaMm, UMEIOIINM Maccy Teja 45
KT WJIH OOJIbIIE.

B mpeanodTuTeNbHBIX BapHAHTaX pPeANTM3ALMU  TOANEPKUBAOINYI0 103y (ZO3BI),
CoAepKaLIyl MPHONM3UTENbHO OT 2 Mr A0 NpuOnusuTenbHo 6 Mr, Hampumep, 4 Mr,
oucnermduyuHoro anturena, Takoro kak MAT 1, BBOAAT manueHTaM, UMEIOIUM MacCy Tejla OT
5 xr no <15 Kr, ¥ MOAJEPKUBAIOLIYIO 03y (O3bI), COAEPIKAINYIO MPHOTU3UTENBHO OT 7 MT 10
npudmmsuTensHo 11 wmr, Hanpumep, 9 mr, OucnenuduuHoro antutena, Takoro kak MAT 1,

BBOJAT NALMEHTaM, MMEKIIUM MacCy Tena oT 15 kr Ao <45 kxr, U NOANEP>KUBAKILYI) I03Y
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(mo3bI), comeprkalyro NPUOIU3HTEIBHO OT 18 Mr 1o npubnusurtensHo 22 mr, Hanpumep, 20 mr,
oucnennuuHOro aHTUTENa, Takoro kak MAT 1, BBOAST mauueHTaMm, UMEIOIINM Maccy Tena 45
KT UM OOJIbLIE.

B npeanouruTensHOM BapuaHTe pearn3alui NEPBYIO MOAAEPKUBAIOLIYIO 103y BBOASAT
yepes JIBe HeJIeNU TI0CiIe BBEACHUs HArPy304HOM A03bI.

B npennouTtuTenbHbIX BapUAaHTAaX peajlu3allii BBEACHUE MOAAEPKUBAIOLINX 103 OJUH
pa3 Kaxzsle qBe Hepenu OyaeT MpoaoDKaThCs 10 TeX MOp, MOKa HEOOXOAMMO JIEUEHHE.

B onHOM BapuaHTe peanu3aluy MpeaioKeHbl CIOCOOBI JIEYeHUsT TeMO(IITUH, TaKOH KaK
reMopuiust A ¢ MHTHOUTOpaMU WK 0e3 HUX, MPUYEM YKa3aHHBIA COCOO BKJIIOUAET BBEICHHE
YKa3aHHOMY TAIMEHTy KOMITO3UIIMH, COAepKamed OucnenupuvHOe aHTUTENO, CHOCOOHOE
ces3biBaThes ¢ FIX(a) u FX(a), mpu 3TOM yka3aHHOE BBEAEHHE OOECTIEUNBACT IJIA3MATHYECKYIO
KOHLIGHTPALIMIO YKA3aHHOro Oucnermu@uYHOrO aHTUTeNla B PABHOBECHOM COCTOSIHUHM B
aManasoHe OT 2 MKI/MJ A0 NpUOIH3UTENbHO 18 MKIr/Mi, NpPEeANnOYTUTENIbHO B IUANA30HE
NPUOIU3UTENBHO OT 3 MKI/MJ A0 MPUOTU3UTENBHO 9 MKI/MJ, Takyr Kak OoT 6 10 7 MKr/mi,
TaKyH Kak oT 6,5 10 7 MKI/miI.

B npeamoutuTensHOM BapHaHTE peaM3anMUd OUCTIELU(UYHOE AHTUTENO COAEPIKUT
aatuTeno k FIX(a) mnm ero aHTUreHCBsA3bIBAOIUN (ParMeHT, criocoOHbIN cBsA3bIBaThCsA ¢ FIX
(SEQ ID NO:1) w/unu ero akrusupoBaHHou (opmoii (FIXa), comeprkamuil TSHKEIyIO LeNb U
JeTKyro 1enb, u aHtutesio K FX(a) miam ero aHTUreHCBSI3bIBAIOIIHK ()PArMEHT, CIIOCOOHBIMA
cs3biBaThes ¢ FX (SEQ ID NO:2) w/unu ero aktusupoanHoi popmoit (FXa), coneprkarmii
TSDKEJYIO LieNb U JIETKYIO 1ieTlb, IpUYeM yKa3zaHHas Tsbkenas menb aHturena k FIX(a) wmum ero
AHTUTEHCBSA3bIBAIOLIETO (pparmenTa comep:kut nocienosareabnoctu CDR1-3, npencraBneHHbIe
B SEQ ID NO:3, 4 u 5, COOTBETCTBEHHO, U
yKa3aHHas Jierkas uenb aHtutena K FIX(a) wim ero aHTHUreHCBS3bIBAIOLIErO (parMeHTa
conepxxut mnocienosarenbHocTd CDRI1-3, mpeacraBnennsie B SEQ ID NO:8, 9 u 10,
COOTBETCTBEHHO, U
yKa3aHHas TsDKeNasl menb aHTuTena K FX(a) wiM ero aHTUreHCBSA3BIBAIOIIErO (parMeHTa
conepxut mnocnenosarenbHocTd CDRI1-3, mpencrasnennsie B SEQ ID NO:13, 14 u 15,
COOTBETCTBEHHO, U
yKa3aHHas Jerkas menb aHtutena K FX(a) Wi ero aHTUreHCBSA3BIBAIOIIErO (parMeHTa
conepxut mnocnenosarenbHocTd CDRI1-3, mpencrasnennsie B SEQ ID NO:18, 19 u 20,

COOTBCTCTBCHHO.
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B Oonee mpenmouTuTenbHOM BapuaHTe peanm3auuu aHtureno k FIX(a) mmm ero
AHTUTCHCBSA3BIBAIOIINN  (pParMEHT COAEPKUT BapuabelbHBI JOMEH TSDKEJNOH — Liemu,
npenctasieHHbiii B SEQ ID NO:6, u BapuabenbHbIil JOMEH JIETKOH LT, MPeaCTaBJICHHbIN B
SEQ ID NO:11, a anruteno k FX(a) wam ero aHTUreHCBS3bIBAIOIUI (PparMeHT COAEPIKUT
BapuadesbHbII JOMeH Tspkenol nenu, npeacrasneHHbiii B SEQ ID NO:16, u BapuabGenbHbIi
JIOMeH JieTkoit neny, npeacrasiaeHHbiii B SEQ ID NO:21.

B nHaubosee mpennoyTHTEIHPHOM BapUaHTE peANU3alMK TsoKeNas Lelb aHTUTeNla K

FIX(a) conepxut SEQ ID NO:7 u nerkas uenb anturena k FIX(a) conepxxut SEQ ID NO:12, a
Tspkenast 1enb anturena Kk FX(a) cogepxur SEQ ID NO:17 u nerkast nenb anturena k FX(a)
conepxut SEQ ID NO:22.
Harpy3ouHnbie 103b1 B pe:xUMAax J03MPOBAHUA OAUH pa3 Kaxablie Ase Heneau aiass MAT 1,
0XApPAKTEePH30BAHHOIO ¢ MOMOIIbI0 nocenoBareabHocTeilt CDR Tskenoil u erkoi nenem
WIH TOCJIeA0BATEJIbHOCTEH Bapuade/JibHBIX JOMEHOB TSKEJIOH M JIerkoil meneil WU
NMOCJIe0BATEIbHOCTEH MOJTHOPA3ZMEPHOI TAMXKEJIO0M U JIerKoH 1ened YKa3aHHOr0 aHTHUTeJIa

B omHOM BapmaHTe peamu3alMM  KOMIIO3HMLMIO, COAEpIKALIyK OucrnenupuiHoe
AHTUTEJIO, BBOAST MOAKOXKHO B Kau€CTBE HArPy30UHOH 103bI B peXXHUME JO3UPOBaHUS OAUH pa3
KaXK/Ible IBE HEACNH, MPUYeM YKa3aHHOE aHTUTENIO MOXeT ObITh B 03¢ 8,5, 8,0, 8,7, 8,8, 8,9, 9,
9,1,9,2,9,3, 9,4 unu 9,5 Mr, npeANOYTUTENBHO 9 MT, allMeHTaM, UMEKOLIUM MacCy Tejaa OT S K
1o <15 xr.

B opHOoM BapuaHTe peanusalM KOMIIO3HMLIMIO, COAEpXKAILIyl OucrnenudpuiHoe
AHTUTEJIO, BBOAAT MOAKOXKHO B KaUeCTBE HArPy304HOH 03Bl B peXHUME JO3UPOBaHUS OAUH pa3
KaXXJIble JBE HEIENH, MPUYEM YKa3aHHOE aHTHUTENO0 MOKET ObITh B mo3e 28,5, 28,6, 28,7, 28,8,
28,9, 29, 29,1, 29,2, 29,3, 29,4 unu 29,5 Mr, NpeANOUTUTENbHO 29 MT, MalMeHTaM, UMEIOIIUM
Maccy Tena ot 15 kr 1o <45 kr.

B opHOM BapuaHTe peanM3alMM KOMIIO3HLUIO, COAEpIKALIYK OuncrnenupudHoe
AHTUTEJIO, BBOAST IOAKOXKHO B KaueCTBE HArpy304YHON J03bl B peXXUMe JO3UPOBAHUS OJUH pa3
KaK/ble JIBE HENEeNH, MPUYeM yKa3aHHOE aHTHTENI0 MOXKeT ObITh B J03e 65,5, 65,6, 65,7, 65,8,
65,9, 66, 66,1, 66,2, 66,3, 66,4 unu 66,5 Mr, TPeANOUYTUTENBHO 60 MI, MALUEHTAM, UMEIOLIUM
Maccy Tena 45 kr win Oonblie.

IMoanep:kuBarmonue 103b1 B pesKUMAX J03HMPOBAHMS OAMH pa3 KaxAble JBe HeAeJH 1Jisi
MAT 1, oxapakTepu30BaHHOr0 ¢ MOMOIbI0 mocjaenoBareabHocTeli CDR Tskenoit wu

JIErKOW Hemed HWJIHM MOCJEA0BATEIbHOCTeH Bapualde/JbHbIX JOMEHOB TSKeJOH H JIerKou
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nerne MJIHM MOCJe0BATEeIbHOCTel MOJTHOPA3ZMEPHOI TS2KeJI0H U JIETKOH Lemneil YKa3aHHOI O
aHTHTeEJIA

B omHOM BapuaHTe peanuzalMM KOMIIO3MLIUIO, COAepKaInyro OucrnenuduaHoe
AHTUTEJIO, BBOAST MOJAKOKHO B KaU€CTBE MOAAEPKUBAIOLIEN 03Bl B PEKUME TO3UPOBAHUS OUH
pa3 Kakable 1BE HEENH, PUYEeM YKa3aHHOE aHTHTEI0 MOKeT ObITh B 103e 3,5, 3,6, 3,7, 3.8, 3,9,
4,4,1,4,2,43, 4,4 unu 4,5 Mr, OpeanodTUTENbHO 4 Mr, NallueHTaM, UMEIOLUM MacCy Teja OT 5
Kr 1o <15 xr.

B omHOM BapuaHTe peanu3alMd  KOMIIO3MLHMIO, COAepKalnyro OucrnenudpuaHoe
AHTUTEJIO, BBOAST MOJAKOKHO B KaU€CTBE MOAAEPKUBAIOLLIEH 103l B PEKUME JO3UPOBAHUS OUH
pa3 Kaxkable IBe HEAeNU, MPUYeM YKa3aHHOe aHTUTENIO MOXKeT ObITh B 103e 8,5, 8,0, 8,7, 8,8, 8.9,
9,9,1,9,2,9.3, 9,4 unu 9,5 Mr, NpeaAnoOYTUTENLHO 9 MT, MallME€HTaM, UMEIOLUM MacCy Tejia OT
15 xr go <45 kr.

B omHOM BapumaHTe peanM3ali  KOMIIO3HMIHWIO, COAepramyr OucnenuduyaHoe
AHTUTEJIO, BBOAST MOJAKOKHO B KaU€CTBE MOAAEPKUBAIOLIEN 03Bl B PEKUME TO3UPOBAHUS OUH
pa3 KakIple ABE HENENH, MPUYeM YKa3aHHOE aHTUTEJIO MOxeT ObiTh B mose 19,5, 19,6, 19,7,
19,8, 19,9, 20, 20,1, 20,2, 20,3, 20,4 unu 20,5 mr, npennoytutesbHo 20 Mr, NalUEHTaM,
UMEIOLIUM Maccy Tena 45 Kr wiu Oouble.

B onHOM BapuaHTe peanau3anui CrocoObl BBEICHUS, PACKPBITbIE B TAHHOM JOKYMEHTE,
obecrieunBaroT ABR 1, 2, 3, 4 wiu 5, wnmn B auanaszone 0-3, Takom kak 1-3 wiaum 2-3, uiau B
nuanaszone 1-5, Takom kak 1-2, 1-3, 1-4, 2-3, 2-4, 2-5, 3-4, 3-5 unu 4-5.

B onHOM BapmaHTe peanusaluu Croco0 BBEACHMs BKIIOYAET BBEIEHHE OJHOM, JBYX
WM TpeX AOMOJHUTEIbHBIX HArpy304YHBIX 03, HAa3bIBAEMBIX «PACIIUPEHHON HArpy304HOU
J0301», 4TOOBI OTJIMYATh €€ OT Ha4yaJbHOW HArpy304YHOM MO3bI, €CJIM MALUEHT HE JOCTHUraeT
COOTBETCTBYIOLIEr0 KJIMHUYECKOTO OTBETA B KOHLIE HAYAJIbHOT'O Harpy3o4Horo nepuoaa. /losza u
HMHTEPBAJIbl MEXAY BBEICHUSIMH 103 B TEUCHHE PACLIMPEHHOTO HArpy304YHOr0 MepHona, Kak
MPABUJIO, SABJISIFOTCS TAKUMH K€, KaK J103a U UHTEPBAJbl MEXIYy BBEICHUSIMHU 103 B TEUCHUE
HAYaJbHOTO HArpy304HOrO TMepHoja, HO MOTYyT OBITh M3MEHEHBbI, €CId Yy JIeYallero
MEIHUIIMHCKOTO pabOTHUKA €CTh OCHOBAHHUS MOJIaraTh, YTO MAIUEHT MOKET MOJYYUTh O3y OT
U3MEHEHUH, TaKWX KakK TOBBIIICHHAs 1032 OUCNenU(UYHOrO aHTHTeNa WM 0ojiee HacToe
BBEJICHHUE J103.

B npeanoututenbHOM BapuUaHTE peau3alyy MEPBYI0 MOAAEPKUBAOIIYIO 03y BBOIAT

4epes J1Be HeJleNU NOC/Ie BBEACHUs HArpy304HOU A03bI MALIUEHTY.
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B onHOM BapuaHTe peanu3alMu MEPBYI0 MOAAEPKUBAKOLIYK) O3y BBOASAT MALIUEHTY
yepes ABE HelleNU NOCIIE€ BBEACHHUST HArPy304HOU JO3bI.

B onHoMm BapuanTe peanuzanun T/, cocrasiser npudbnusurenbHo 30,4 mHs.

B ognoMm Bapuante peanmuzauuu T,y COCTaBIsIET MPUOIU3UTENBHO 9,1 HHS.

B npeanouTuTenbHOM BapuaHTE pealU3allUUd  JICYEHUE, PACKpPhITOE B JAHHOM
JAOKYMEHTE, MIPEACTaBIsIeT COO0H NMPOPUIaKTHIECKOE JIEUSHHE.

B onHOM BapuaHTe peanu3aliy ¢ TOMOIIBIO CIIOCOOOB BBEACHUS, PACKPBITHIX B JAHHOM
NOKYMEHTE, CHWXXAKOT YacCTOTY CIIOHTAHHBIX KPOBOTEUEHUN WJIM 3IMU30[0B KPOBOTEYEHHUS Y
NALUEHTa, BOCIPUUMYMBOIO K TAaKOMy CIIOHTAHHOMY KPOBOT€YEHHMIO MWJIHM OMH30[aM
KPOBOTEUEHHS.
dapmaneBTHYECKHE COCTABDI

B onHOM acmekre HacTOSIIEro W300peTeHHs TNpeasiokeHa (papmarieBTUIecKast
KOMITO3ULHSI, KOTOpasi TMOAXOMUT JJIsl IPUMEHEHHSI CO CIocoO0aMu BBEAEHHUS, PACKPBITBIMU B
JAHHOM JIOKYMEHTE.

Takast papmarieBTHHIECKast KOMITO3ULUSI COAEPIKUT OMCTIEHN(UIHOE aHTUTENO, KOTOPOE
NPEANOYTUTENBHO MPHUCYTCTBYET B KOHLEHTpauu oT 1 mr/ma go 100 mr/mi, Takoil kak ot 2
mr/mit 1o 100 mr/mi, Takoi kak ot 2 mr/mi 1o 60 mr/min, u Xapakrepusyercs pH B quamnasone ot
5,5 no 7,5, mpeanoyTUTEeNpbHO B Auama3one oT 6,0 mo 6,5, Hanmpumep, MpHUOIU3UTENBHO 6,3,
Harpumep, 6,3.

B Gonee npeanodTUTENBHBIX BapHAHTaX pean3aluyi KOHLEHTpaLus OucrnennpuaHoro
aHTHTeNa cocTaBsieT 2 mr/mi, S mr/mi, 11,25 mr/mim, 25 mr/mi wnu 57,5 mr/mot.

Takas ¢papmaneBTHUecKast KOMIO3ULUS MTOAXOAUT AJIsl IPUMEHeHHs1, 0e3 OrpaHuYeHus],
B YCTPOHCTBAaxX Ui HMHBEKUUH C (PUKCUPOBAHHON MJO30#, HAmpuMep, yCTPOWCTBAX IS
WHBEKLHUN, BBIMOJHEHHBIX C BO3MOXHOCTBIO BBeIeHUs 0,8 MJI HA MHBEKIHIO.

B mpenmoutuTensHOM BapHaHTe peanu3aluud  (papMareBTUYEeCKas KOMITO3HLIMS
npeacTasisier co0OW BOAHBIN cocTaB. B omHOM BapuaHTe peanusanuu OucneunpuvyHoe
aHTHTENO npencrasisier coborr MAT 1.

dapmaneBTHUECKAs KOMITO3ULUS MOXKET JAOMOJHHUTEIBHO COAEPIKaTh OJHO MM Oolee
3. OydepHOil  cHCTEMBl, KOHCEPBaHTa, CpPEACTBA, PETYJUPYIOIIEr0  TOHHUYHOCTH,
XeNnaToo0pa3yroIIero CpeAcTsa, CTabuin3aropa WIM TOBEPXHOCTHO-aKTHBHOTO BEIIECTBA, a
TAKXKE€ WX Pa3IUYHbIX KoMOuHaiwi. [IpuMeHeHHe KOHCEPBAHTOB, M30TOHHUYECKUX CPENCTB,

XeJIaTo00pa3yIIUX CPEeNCcTB, CTa0WIM3aTOPOB W TOBEPXHOCTHO-aKTHBHBIX BEIIECTB B
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(dapManeBTUIECKHX KOMITO3ULMSIX XOPOLIO U3BECTHO CIIELUAINCTY B JAaHHON oOmacth. MOXHO
cocnatbest Ha Remington: The Science and Practice of Pharmacy, 19" edition, 1995.

B onHoM BapuanTe peanusanuu GapMaLeBTHUECKash KOMIIO3ULUS COAEPIKUT OT 1 Mr/mu
1o 100 mr/mn 6ucnenuduunoro anrurena, Takoro kak MAT 1, L-apruaun nnmm rugpoxiopun L-
apruHuHAa, L-TUCTUINH U NMOBEPXHOCTHO-aKTHUBHOE BewecTBO npu pH B nuanasone ot 5,5 1o
7,0.

B ongHOM BapuaHTe peanuzaiyu GapMaLeBTHUECKAsT KOMIIO3UIUS COAEPIKUT OT | Mr/mu
no 100 mr/mn Oucnenuduunoro anturena, takoro kak MAT 1, npubnusurensHo 150 MM
ruapoxjopuna L-aprununa, npubmmsurensHo 20 MM L-ructununa, mommcopbar 20 wim
nogucopbar 80 npu pH B quamazone 5,5-7,0.

B oxgHOM BapmanTe peannzannu papMaleBTHUECKAsT KOMIIO3HULIUS CONEPIKUT 2 MI/MII, S
mr/mn, 11,25 wr/mon, 25 mr/mn wnm 57,5 mr/mn Oucnenuduunoro antutena MAT 1,
npubnusutensHo 150 MM rugpoxnopuna L-aprununa, npubnusutensHo 20 MM L-ructunnHa,
npubnusutensHo 0,02% nommucopbara 20 npu npudmusurensHo pH 6,3.

B mpenmouTHTENBHBIX BapHaHTAX peaNlu3alvd  (papMaleBTUYECKass KOMITO3ULIUS
COIEPKUT MPUOTUZUTENBHO 2 MI/MJI, TPUOTU3UTENBHO 5 Mr/mit, mpubnm3utensHo 11,25 mr/mo,
npUOMU3UTENBHO 25 MI/MIT Wi TpuOnu3uTeNnbHo 57,5 mMr/mn Oucnenuguyunoro antutena MAT

1, mpubmmsurensro 150 MM ruppoxnopuna L-aprunmba, npubnusutensHo 20 MM L-

ructuanHa, npuoamsuTenbHo 0,02% nonucopbdara 20 npu npubdnuszurensHo pH 6,3.

B npenmouturensHOM BapuaHTe peanu3alud  (papMaleBTUYecKas KOMITO3HMLIUSA
copepskut 2 mr/ma oucnerupuanoro anrturena MAT 1, 150 MM ruapoxnopuna L-aprununa, 20
MM L-ructuauna, 0,02% nonucopbara 20 npu pH 6,3.

B npyrom mpeanodTUTENbHOM BapHaHTe peanu3aiui (HapMalneBTHUECKass KOMITO3ULIHS
cogepxkut S mr/min oucnerduunoro anturena MAT 1, 150 MM runpoxnopuna L-aprununa, 20
MM L-ructununa, 0,02% nonucopdara 20 npu pH 6,3.

CornacHo npyromy MNpeanoOYTHTEIBHOMY BapUaHTy peaju3anuy (hapMaleBTHIeCKas

koMmno3uiwst  comepkut 11,25 wmr/man  Oucneumpuunoro amtutena MAT 1, 150 MM

ruapoxnopuna L-aprununa, 20 MM L-ructuanaa, 0,02% nomucopdara 20 mpu pH 6,3.
B npyrom mpeanodTUTENbHOM BapHaHTe peanu3aiiy (hapMaleBTHUECKass KOMIO3HIIUS
cogepxxut 25 mr/mn oucnenuduunoro anrutena MAT 1, 150 MM ruppoxnopuna L-apruanHa,

20 MM L-ructununa, 0,02% nomucopdara 20 npu pH 6,3.
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B eme oOgHOM TPEANOYTHUTENPHOM BapUaHTE peanu3auud (QpapManeBTUIecKas
KOMITO3ULIMSI coepskuT 57,5 mr/mn Oucneunduynoro anturena MAT 1, 150 MM rugpoxnopuna
L-aprunmnna, 20 MM L-ructununa, 0,02% nomucopdara 20 npu pH 6,3.

B oxgHOM BapuanTe peanuzanuu papMaLeBTHUECKass KOMIO3HULIUSA CONEPKUT 2 MI/MiI, 5
mr/mn, 11,25 mr/mn, 25 mr/mn wim 57,5 mr/ma Oucneumpuynoro antutena MAT 1,
npubmmsutensHo 150 MM runpoxnopuna L-aprununa, npuonusutensro 20 MM L-ructunnna,
npubmsuTensHo 0,02 mace./00.% nmonucopbara 20 npu npudnusureabHo pH 6,3.

B mnpenmouTHTENBHBIX BapHAHTAX peaTu3alud  (papMaleBTUYECKass KOMITO3ULIMS
COZIEPIKUT MPUOTUZUTETBHO 2 MI/MJI, TPUOTU3UTENBHO 5 MI/MiI, ipubnu3utensHo 11,25 mr/mi,
NPUOU3UTENBHO 25 MI/MIT WK NPUOIM3UTENBHO 57,5 Mr/mn Oucneunduyanoro antutena MAT

1, mpubmmsurensro 150 MM ruppoxmnopuna L-apruamna, npubnusutensHo 20 MM L-

ructuanHa, npuoamsuTensHo 0,02 macce./06.% nmonucopbara 20 npu npubdmusurensHo pH 6,3.

B mpenmouTuTensHOM BapHaHTE peanu3zauuu  (papMareBTHYeCKas KOMITO3HLIHS
comepxut 2 mr/min oucnerrduunoro anturena MAT 1, 150 MM runpoxnopuna L-aprunnsa, 20
MM L-ructuauna, 0,02 macc./00.% nomucopbara 20 pu pH 6,3.

CornacHo npyromy MpeONOYTHTENBHOMY BapUaHTy peaju3anuy (hapMaleBTHUIECKas
KOMTIO3HUIHS coAepskuT S5 mr/mi ducnieumduaroro anturena MAT 1, 150 MM runpoxiopuna L-
aprununa, 20 MM L-ructununa, 0,02 mace./06.% nonucop6ara 20 npu pH 6,3.

CornacHo npyromy MpeaNOYTHTENBHOMY BapUaHTy peaju3aluy (apMaleBTHUeCKas
kommnozummst  comepkut 11,25 wmr/mn  Oucneumnduunoro anturena MAT 1, 150 MM
ruapoxyopuna L-apruauna, 20 MM L-ructununa, 0,02 macc./06.% nonucop6ara 20 npu pH 6,3.

CornacHO npyroMy MNpeanOYTUTEIBHOMY BapHaHTy peanusanud (papManeBTHYECKas
KOMIIO3ULIMSI CONEpKUT 25 mr/mn Oucneunduunoro anturesa MAT 1, 150 MM rugpoxiopuna
L-aprununa, 20 MM L-ructununa, 0,02 macc./00.% nmonucopbara 20 mpu pH 6,3.

CornacHo ere OJTHOMY NPEANOYTUTEIEHOMY BapHAHTY peanu3anuu
(apmanieBTHYECKast KOMIIO3ULIUS CoAep kUt 57,5 mr/min Oucnenuduanoro anturena MAT 1, 150
MM runpoxnopuna L-apruanna, 20 MM L-ructununa, 0,02 macce./06.% nomucopbara 20 npu pH
6,3.

B onHOM BapuaHTe peanuzanun papManeBTHIECKY0 KOMITO3UIHIO, coaepkamyro MAT
1 B KOHLIEHTpaLMK 2 MI/MJI, TPUMEHSIOT JJIs BBeAeHust 1036l 1,6 mr MAT 1.

B onHOM BapmanTe peanuzanun GpapManeBTHUECKYI0 KOMIO3ULHIO, coaepxamyo MAT

1 B KOHLEHTpALMK S5 MI/MII, TPUMEHSIOT IJIst BBeneHust 1036l 4 mr MAT 1.
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B onHOM BapmaHTe peanuzanun (papManeBTHIECKYI0 KOMITO3UIHIO, coaepkaiyro MAT
1 B koHuenTpauuu 11,25 mr/mi, npumeHsroT aJist BBeaeHus 103b1 9 mr MAT 1.

B onHOM BapmanTe peanuzanuu papmManeBTHIECKyI0 KOMITO3ULMIO, coneprxkanyo MAT
1 B KOHIIEHTpaLUK 25 MI/MJI, TPUMEHSIOT I BBeaeHus 103b1 20 mr MAT 1.

B onHOM BapuanTe peanuzanun papMalneBTHUECKYI0 KOMIIO3UILMIO, coaepkalryro MAT
1 B KOHUEHTpaLwu 57,5 MI/Mi1, IPUMEHSIOT AJist BBeAeHus 1036l 46 mr MAT 1.

B HekoTOpbIX BapuaHTax peanuzanuy (papmMareBTHUYecKas KOMITO3ULUS, PACKPBITasl B
JaHHOM JOKYMEHTE, MpeIHa3HaueHa Ui MPUMEHEHUS W/WIIN COAEPXKHUTCS B YCTPOWCTBE IS
WHBEKIUH.

B npennoutuTenbHOM BapuaHTe peann3allii yCTPOMCTBO sl MHBEKLUI MPeACTaBIsIeT
co0OH yCTPOHCTBO C (PUKCHPOBAHHOW [I030M, TakKO€ Kak YCTPOIHCTBO, BBINOJIHEHHOE C
BO3MOJKHOCTBEO JTOCTaBKM OJHOKPATHOW 3apaHee OMpEeNeNIeHHOW M03bl (hapMaleBTUYeCKOM
KOMITO3ULIMH, U YCTPOUCTBO, BBIMOJHEHHOE C BO3MOKHOCTBIO IOCTABKM HECKOJIBKUX 3apaHee
ONpeNeNeHHbIX 103 (papMaleBTUUECKON KOMITO3UIMH, TIOCJIEAHEEe WHOIZA HAa3bIBAETCS
YCTPOHCTBOM C HECKOJIbKMMHU (PUKCHPOBAHHBIMH I03aMH MM YCTPOMCTBOM MHOTOKPATHOTO
OercTBUsT ¢ (PUKCHPOBAHHOW J030H. B HEKOTOPBIX BapuaHTaX peau3aldd YCTPOHCTBO IS
UHBEKUUN TpeAcTaBisieT coOOH OMHOPA30BOE IMPEIBAPUTENBHO 3AMOJHEHHOE MHOT0I030BOE
YCTPOMCTBO. B HEKOTOpBIX BapHaHTaxX peaTU3alMu YCTPOWCTBO AJIsI MHBEKLHNA MPENCTAaBISAET
co0O0l OZTHOPA30BOE MPEABAPUTENBHO 3aIIOJHEHHOE YCTPONCTBO OAHOKPATHOTO AEHCTBUS.

B opHOoM Bapumante peanmmzauuu (apMaLEBTHUECKYIO KOMIIO3HMIMIO  COTJIACHO
HACTOSIIEMY H300pPETEeHHMIO BBOAAT C HCHOJB30BAHMEM YCTPOWCTBA JJISI  MHBEKLHH,
COZEpIKaLIero KaTeTep ¢ KATMOpPOM HIJIbI B JUana3oHe oT 26 10 36.

B ongHOM BapuaHTe peanu3aliy HArPy304YHYK 03y W/WJIH MOANEPXKUBAIOLIYIO O3y
MOKHO BBOAWTb B BHJE OJHOKPATHON MHBEKUMU(HMHBEKIUI), COOTBETCTBEHHO, MPUYEM BCIO
HArpy304YHYIO J03y W/WJIHM MOIAEPKUBAIOLIYIO 103y BBOAST B BUE OJHOKPATHOTO BBEICHHUS, T.
€. IIPU 3TOM BCIO 103y BBOAST 34 OJIMH pa3s.

B HEKOTOpBIX BapuaHTaX peaTU3aALUN HACPY30UHYIO 103y W/WIHA MONIESPKUBAIOLIYIO
7103y BBOZST B BUJE HECKOJIBKUX MEHbBIINX 03, HAIIpUMep, B Buje 2, 3 Uin 4 MEHbIIUX 7103, UTO
B CyMMe€ COCTaBJsieT IOJHYI0 HArpy304HyI0 WIM NOAAEPKUBAKOLIYIO A03y. B kauecTse
HEOTPAaHMYHMBAIOINETO MPHMepPa HArpy3ouHyroo ao03y 80 mr OucnennduyHOro aHTUTENa MOKHO
BBOAUTHb B BUJE TPEX MEHbIIMX 103 Mo 60 Mr kaxnas. B kauecTBe ajnbTepHATUBBI, TaKXkKe
npenycMoTpeHbl Ase no03bl no 50 mr m omna nosza 80 Mr, BBOAMMBIE IOCJIEI0BATEIBHO,

HanpuMep.
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DapMaleBTUYECKYI0 KOMIIO3ULUIO MOXKHO BBOAWTH B BHUJE MOAKOXHON HHBEKLUU
o0beMoM 1o MeHblel mepe 0,05 mu pacTBOpa IJIsi MHBEKLUH, YTOOBI MOJYYUTH JKENAEMYIO
703y, U3MEPEHHYIO B MT.

Hanpumep, nnst papmaneBTrueckoil kKoMno3uuuu, coaepskamei 100 mr/min coequHeHHsI
MAT 1, ans obecniedenus no3bi 10 mr Tpedyercs oObem 100 MK,

HeoOxoaumplit 00beM Oyaer 3aBHCETh OT KOHLIEHTPAIMK OUCTIELU(UIHOTO aHTUTENA B
(apManeBTUYECKOH KOMITO3MLIUMY, MOJJIeKAIEH BBEICHUIO, MOCKOJBKY MEHBbIIHA 00BeM, Kak
NpaBuIo, MOTpeOyeT JOMOJHHUTENbHBIX MHBEKIUH, a Oonbmmii 00beM, Kak MpPaBWiIO, Oyder
NPUBOIUTE K AMCKOM(OPTY AJIsl MAllMeHTa B MecTe MHbeKUMU. Kak mpaBuiio, Ha WHBEKIHIO
BBOAST 0O0beM OT 0,08 mo 1,5 My pacTBOpa IJIsi MHBEKIMUH, npeanoYTuTeabHo oT 0,2 mo 1 mi,
6osee npennourutenbHO oT 0,6 1o 0,9 My, Oonee npeanoyTUTENHHO 0,8 M.

dapmaneBTUUECKNE KOMIIO3UIUH, ONHCAHHBIE BBIIIC, MOXHO OOBEOUHSTH TaKUM
o0pazom, 4yToOBl 00eCTIeYnTh BO3MOYKHOCTb BBEICHHSI KOHKPETHBIX 103, PACKPBITHIX B JaHHOM
IOKYMEHTe, C NMpUMeHeHHeM ((UKCHpOBaHHOr0) odbema pactBopa s uHbekumid 0,8 mi Ha
uHbeKM0. Hanpumep, aBe wuHbekuuu 1o 0,8 w1 (dapmareBTHUECKOH KOMITO3UIUH,
cogepxkameit 57,5 mr/mn MAT 1, nmo3BosAT monyuuts cymmapHyro nosy 92 mr MAT 1. B
Apyrom mnpumepe onHa uHbekus 0,8 M apmaneBTHUECKON KOMIO3ULNM, coaepxkamen 11,25
MT, C TIOCJenyromel onHol uabekuuen 0,8 M apManeBTHUECKON KOMITO3UIIUU, COAEpIKaIIen
57,5 mi1, NO3BOJIAT MOJNYYUTh CyMMapHyo 103y 55 mr MAT 1.

DapMaLeBTUUECKYI0 KOMIO3ULMIO MOKHO BBOAUTb B OJHO M TO K€ WIH B pa3HbIE
MECTa UHBEKLIUN.

B ngpyrom ofmem acmekre Hacrosimee u300peTeHHe OTHOCUTCS K  Habopy,
cofepKalieMy YCTPOHCTBO Uil MHBEKLHH, conepskamee (papMaleBTHUECKYIO KOMITO3UIHIO,
comepskamyo MAT 1 u onun uinu Gonee dapmarieBTHUECKH TpueMyieMbIXx Hocutesei. Habop
COAEP KUT MHCTPYKIMH MO MOIKOKHOMY BBEIEHHUIO 103 (papMaleBTHYECKOW KOMIO3HLIUU IS
aeyeHus: reMopriuu A ¢ HHrHOUTOpaMu WM 0e3 HUX.

JlonoIHUTeIbHbIEe BAPHAHTBI Peajin3auuu

I. Pexxum no3upoBaHust A1l MPUMEHEHHS B JICIEHUN reMOpIINNA A ¢ HHTHOUTOPAMHU WJIH
0e3 HHUX, BKJIIOYAOIMUN MNOAKOXKHOE BBENEHHE OWUCMENU(PUIHOTO aHTHUTEIA,
cozepKallero

artuteno k FIX(a) wim ero aHTUreHCBSA3bIBAIOIUI (PparMeHT, CIOCOOHBIN CBSI3bIBATHCS

¢ FIX (SEQ ID NO:1) w/umu ero aktusupoBaHHOU (opmoit (FIXa), conmepkamuit

TSDKEINYIO IIeTlb W JIETKYIO IIeTlb, U aHTUTeNo K FX(a) uimm ero aHTUIreHCBSI3bIBAIOLIHIA
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¢parment, cnocoOHbIH cBsa3biBaThC ¢ FX (SEQ ID NO:2) n/unu ero akTuBUpOBaHHON
dbopmoit (FXa), comeprammmii TSKENYIO [eTb U JETKYIO Lelb,

npUYeM yKa3aHHas TsDKemas uenb antutena K FIX(a) unm ero aHTUreHCBS3BIBAIOIIETO
¢parmenta copepxutr mnocnenosarenbHocTn CDRI1-3, mpencraBnenneie B SEQ ID
NO:3, 4 u 5, COOTBETCTBEHHO, U

yKa3aHHas Jierkas 1enb antutena k FIX(a) uinm ero aHTureHeBsi3pIBaoero pparMeHTa
conepxut nocaenosarenbHoctd CDR1-3, npencrasnenusie B SEQ ID NO:8, 9 u 10,
COOTBETCTBEHHO, U

yKa3aHHas TsDKenash Lenb aHturena K FX(a) wiM ero aHTUreHCBS3BIBAOLIETO
¢bparmenTa comepxkutr mnocienoarenbHocty CDRI1-3, nmpencraBnennsie B SEQ ID
NO:13, 14 u 15, COOTBETCTBEHHO, H

yKa3aHHas Jierkas uenb aHTuTena Kk FX(a) mnm ero aHTUreHCBs3bIBarOIEro parmMeHTa
conepxut nocienosarenbHoctd CDR1-3, mpencrasnennsie B8 SEQ ID NO:18, 19 u 20,
COOTBETCTBEHHO,

B OOHOW wiu OojJee HArpy3O4HbIX J03aX C IIOCJHEAYIOIIUM  BBEACHUEM

NMOAACPIKUBAOIINX 103 OAWH pa3 KaXAbIC ABC HCACIIN,

IpU 5TOM YKa3aHHAas HArpy3ouHas 1032 COHAEP:KUT TaKOe K€ MM OoJbllee KOJIUYECTBO

yKa3aHHOTO OucnenuuyHOro aHTuTeNa, YeM yKa3aHHast MOJAeP KUBAOLIast 103a.
PesxuM 103upoBaHMsI COMNIACHO BapUaHTY pealu3alui 1, XapakTepu3yOIUNHCs TeM, UYTO
ykazaHHoe antuteno k FIX(a) unmn ero aHTUreHCBA3pIBAIOIINM (PParMeHT COAEPIKUT
BapuabenbHbIA JOMEeH TspKkenoi uernu, mnpencrasieHHeidi B SEQ ID NO:6, u
BapuabenbHbIN TOMEH Jierkoi uenu, npeacrasieHsbii B SEQ ID NO:11, u

yKazaHHOe aHTuTeNo K FX(a) MM ero aHTUIreHCBS3bIBAIOLIUI (PparMeHT COOepIKHUT
BapualebHBIA OMEH TspKenol nenu, npeacrasieHHbii B SEQ ID NO:16, u
BapuadeTbHBIN JOMEH Jierkoi nenu, npeactasnensbiii B SEQ ID NO:21.

PexxuM 103UpOBaHMs COTJIAaCHO BApPUAHTY peanu3auuu 1 uim 2, XapakTepU3yrUIUNHC
TEM, UTO

yKazaHHas Tspkenas uenb antutena Kk FIX(a) comepxkut SEQ ID NO:7, u yka3aHHas
nerkas nernb antutena k FIX(a) cogepxur SEQ ID NO:12, u

yKa3aHHas Tsokenas uenb aHturena kK FX(a) comepxkur SEQ ID NO:17 u yka3aHHas

nerkas nenb antutena k FX(a) conepxxut SEQ ID NO:22.
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10.

I1.

Pexxum no3mpoBaHuss 1o J0OOMy M3 TNPEOBIAYLIMX BapUAHTOB PeAU3aLINH,
XapaKTEePU3YIOIUICS TEeM, YTO YKa3aHHOe OwucrnenupuyHoe aHTUTENIO BBOIAT B
dapmarieBTUIECKONH KOMITO3ULINH, COAepIKallel yka3aHHOe OucrennpuaHOe aHTUTENO.
Pexxum no3upoBaHus 1o J0OOMy U3 TNPEABIAYLIMX BapUAHTOB  peaN3alliy,
XapaKTEePU3YIOIUICS TeM, YTO YKa3aHHas (papMalleBTHUECKash KOMITO3ULIUS COAEPIKUT
or 1 mr/mn no 100 mr/mn yxasanHoro Oucnenupu4HOro aHtutena, L-apruHuH uiam
ruapoxyopun L-aprunmHa, L-rUCTHMAMH M ITOBEPXHOCTHO-aKTHMBHOE BEINECTBO MPHU
npubnusutensHo pH 5,5-7.

Pexxum no3upoBaHuss 1O JOOOMy M3 NPEObIAYLIMX BapUAHTOB pPeaU3aLIUH,
XapaKTEePU3YIOIIUHCS TeM, YTO yKa3aHHas (papMaueBTHYeCKas KOMIIO3ULHS CONEPIKUT
or 1 mr/mn go 100 mr/mi ykazaHHoro Oucneun(pu4HOro aHtuTena, L-apruHUH WM
rugpoxiopun L-apruamHa, L-TUCTHOWH M NOBEPXHOCTHO-aKTUBHOE BEINECTBO INPHU
npubnusutensHo pH 6,3.

Pexxum no3mpoBaHuss 1o J0OOMy M3 MPEOBIAYLIMX BapUAHTOB  PeAU3aLINH,
XapaKTEePU3YIOIIUICS TeM, YTO yKa3aHHas (papMaleBTHUECKash KOMIO3ULUS COAEPIKUT
ot 1 mr/mu no 100 mr/mn ykazaHHOro OucCHenuUUHOTO AHTUTENA, MPUOIUZUTEITHHO
150 MM L-aprunnsa, npubnusurtensHo 20 MM L-ructuanna n npubnusurensHo 0,02%
nosaucop6bara 20 unu 80 mpu npudnusutensHo pH 6,3.

Pexxum no3wpoBaHus 1o J0OOMy M3 TNPEOBIAYLIMX BapUAHTOB  peaM3alliy,
XapaKTEePU3YIOIUICS TeM, YTO YKa3aHHas (papMalleBTHUECKash KOMITO3ULUS COAEPIKUT
ot 1 mr/mn o 100 mMr/mn ykazaHHOrO OuCHenu(UIHOrO aHTHTENA, MPUOTHU3UTEITHHO
150 MM rugpoxnopuna L-aprunuba, npuGnusurensHo 20 MM L-ructuamna u
npubnusutensHo 0,02% nonucopbara 20 npu npudamsurenasHo pH 6,3.

Pexxum no3upoBaHuss 1O JOOOMYy M3 NPEObIAYLIMX BapUAHTOB pPeaU3aLUH,
XapaKTEePU3YIOIUICS TeM, YTO yKa3aHHas (papMaleBTHUECKash KOMITO3ULIUSI COAEPIKUT
ot 2 mr/mn 1o 60 mr/min MAT 1, nanpumep, 2 mr/mi, 5 mr/mor, 11,25 mr/mo, 25 mr/min
wi 57,5 mr/mn MAT 1, 150 MM ruapoxnopuna L-apruanna, 20 MM L-ructunusa u
0,02% nomucopbara 20 mpu pH 6,3.

Pexxum no3mpoBaHuss 1o JOOOMy M3 NPEOBIAYLIMX BApUAHTOB PeAU3aLINH,
XapaKTEePU3YIOIUICS TeM, YTO YKa3aHHOe OHCrenupuyHOe AaHTUTENO BBOJAT
MALMEHTY-4EJIOBEKY.

Pexxum  nmosupoBanmst mo  yro0oMy M3 BapuaHTOB  peanmmsanmu  1-10,

XapaKTEPU3YIOIUICSA TeM, YTO HArPy30UHYIO [03Y, COAEPKALIYI0 MPHONIU3UTENBHO OT
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12.

5 mr po mpubmusurenbHO 15 Mr yka3zaHHOrO OHCIENM(UYHOTO AHTUTENA, BBOIAT
NaLUEHTy, UMEIOLIEMY MacCy Tesa OT S Kr 10 <15 kr, uinun

NPUONU3UTENBHO OT 25 Mr 10 HPUOIU3UTENBHO 35 MI yKa3aHHOro OucnenuduaHoro
aHTUTEJA BBOAST MALIMEHTY, UMEIOIIEMY MacCy Tesa OT 15 xr 1o <45 kr, uinu
npubau3uTensHo oT 60 Mr 10 mpubausuTenbHo 70 Mr yKa3aHHOro Oucnenu(uIHOro
AHTUTEJNIAa BBOIAT MALMEHTY, UMEIOIIEMY Maccy Teja 45 kr uinu Oobiie,

IIPYU 3TOM NOJAEPKUBAKOLIYIO 103y, COAEPIKALIYIO

NPUOU3UTENIBHO OT 2 Mr A0 NPHUOIM3UTEIBHO 6 MI yKa3aHHOro OucnernuduyHoro
aHTHUTEJa BBOAAT OJIMH pa3 KaXKAble 1B€ HEJENU MalueHTy, UMEIOLIeMy MacCy Teja OT 5
Kr g0 <15 kr, nim

npUOIU3UTENBHO OT 7 Mr mo npudiamsurensHo 11 mr ykasanHHoro OucnenuduaHoro
aHTHUTeNa BBOJAT OJUH pa3 KaxkAble JB€ HEleNU MalMeHTy, HMEIoLIeMy Maccy Teja OT
15 kr go <45 xr, niu

npubIu3uTeNpbHO OT 18 Mr mo mpubmu3uTenpsHO 22 Mr yKa3aHHOTO OHcrenuduaHOro
aHTHUTeNa BBOJAT OAMH pa3 Kak/ble ABE HEJeNU MalUeHTy, UMEIoLIeMy Maccy Tena 45
KT WK OOJIbIIIE,

IpU 3TOM YKa3aHHYIO MEPBYI MOAMEP’KUBAIOIIYIO [03y BBOAAT depe3 JIB€ HEAeNu
MOCJI€ BBEICHUS YKAa3aHHOW HArpy304HOMN AO3bI.

PexuM no3upoBaHus COrJIACHO BapUaHTy peaiu3auuu 11, XapakTepusyroluics Tem,
4TO

Harpy304Hyr A03y, coaepxkamyto 8,5, 8,6, 8,7, 8,8, 8,9, 9, 9,1, 9,2, 9,3, 9,4 unu 9,5 mr
YKa3aHHOTO OMCIerM(UYHOrO aHTHTENA, BBOIST MALMEHTY, HMEIOLIEMy MacCy Tena OT
5 xr mo <15 kr, uim

Harpy3ouHyr A03y, coaepsxkamyro 28,5, 28,6, 28,7, 28,8, 28,9, 29, 29,1, 29,2, 29,3, 29,4
wii 29,5 Mr yka3zaHHOrO OMCHEeUU(UYHOTO AHTHTENA, BBOIST MALMEHTY, UMEIOLIEMY
Maccy Tena ot 15 kr no <45 xr, unu

Harpy304HyI A03y, coaepskaiyto 65,5, 65,6, 65,7, 65,8, 65,9, 66, 66,1, 66,2, 66,3, 66,4
wii 66,5 Mr yka3aHHOrO OMCHEeUHU(UYHOTrO AHTHTENA, BBOIAT MALMEHTY, UMEIOLIEMY
maccy Tena 45 xr wiu Oonbiie, u

IIpU 3TOM

MOAEPKUBAIOIIYIO 103y, comepxaiyro 3,5, 3,6, 3,7, 3,8, 3,9, 4, 4,1, 4,2, 4,3, 4,4 uiu
4,5 Mr yka3zaHHOTO Oucnenn(puIHOrO aHTHUTENA, BBOASAT OAMH Pa3 KaXK[ble IBE HENENIH

MaLMEHTY, UMEKIIEMY MacCy Teja OT S Kr a0 <15 kr, uimn
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13.

14.

15.

MOAEPKUBAOIIYIO 103y, comepxainyro 8,5, 8,6, 8,7, 8,8, 8,9, 9, 9,1, 9,2, 9.3, 9,4 unu
9,5 Mr yka3aHHOro Oucrnenu(puIHOro aHTHTENA, BBOAST OIUH pa3 KaKIble B HEIENN
NaLUEHTy, UMEILIEMY Maccy Tena OT 15 kr go <45 xr, unu

NOAAEPKUBAOIYIO 03y, comepxatyro 195, 19,6, 19,7, 19,8, 19,9, 20, 20,1, 20,2,
20,3, 20,4 wnmu 20,5 mMr yka3zaHHOro Oucneuu(pUYHOrO aHTHUTENA, BBOIST ONMUH pa3
KakIble B HEIEH MAlHeHTY, UMEIOLeMy Maccy Tena 45 Kr uiu Oobliie.

PexuM no3upoBaHUs COTJIACHO BapUaHTy peanusanuu 12, xapaKTepHu3yIOIIUICS TeM,
YTO YKA3aHHYI0 HArPY304YHYIO 703y, COAEPKALIYIO MPHUONU3UTENBHO 9 MI' yKa3aHHOTO
OucnenpUIHOro aHTHUTENA, BBOAST MALMEHTY, UMEIOIEMy Maccy Tena OT S Kr o <15
KT, WA

HArPy304YHYIO 103y, COAEpKallyr0  NpuOIu3MTeNnbHO 29 Mr  yKa3aHHOTO
OoucnenpUIHOro aHTUTENA, BBOAST MAIMEHTY, IMEIOLIEMy Maccy Teja oT 15 kr go <45
KT, WA

HArPy304YHYIO 703y, COAEp KAyl  MpUOIU3UTENbHO 606 Mr  YKa3aHHOTO
OucnenpUIHOro aHTUTENa, BBOAAT MALMEHTY, MMEIOLIEMy Maccy Tena 45 Kr Win
Oonble, U Mpu TOM

NOJJIEPKUBAIOINYIO 03y, COAEPKAINYI0 NPUONM3UTENbHO 4 Mr  yKa3aHHOTO
OucrenMpUUHOrO aHTUTENA, BBOAAT OOUH pa3 KaXble [BE HENENH NAlHeHTY,
HUMEIOIIEMY MacCy TeJsa OT S5 Kr 10 <15 kr, unm

NOJJIEP’KUBAIOINYIO 03y, COAEPKAINYK NPUONM3UTENBHO 9 Mr  yKa3aHHOTO
OucnenupuIHOro AaHTUTENa, BBONIT OIMH pa3 Kakable [BE HENeNu MalueHTy,
UMEIOIEMY MaccCy Tena oT 15 kr 1o <45 kr, umm

MOAEPKUBAIOIIYIO 103y, COMAEpKalyro npuOam3uTenbHo 20 Mr  yKa3aHHOIO
OucnerpUIHOrO aHTUTENA, BBOIAT OOWH pa3 KaxIble JBE HEAETH NAlHeHTY,
UMEIOIIeMy Maccy Tena 45 kr wiu Oosbie.

Pexxum no3wpoBaHuss 1o Jr0OOMy M3 NPEObIAYLIMX BapUAHTOB PeAU3ALINH,

XapaKTepPU3YIOIUICA TeM, YTO YyKa3aHHOE JieueHHe NpeACTaBisieT  coOoil

)
PO HIAKTHUECKOE JICUCHHE.
Pexxum no3mpoBaHuss 1o JOOOMy M3 NPEOBIAYLIMX BApUAHTOB PeAU3aLINH,
XapaKTEPU3YIOIIMICA TEM, 4YTO MNPEAyCMOTPEHa IJIa3MaTUYecKass KOHLEHTPALMs
YKa3aHHOTO 6I/ICH6LII/I(1)I/ILIHOFO AHTHUTECJIa B PAaBHOBECCHOM COCTOAHUM B OJUAIIA30HE

NPUOIU3UTENBHO OT 2 MKI/MJI 10 TPUOIM3UTENBHO 18 MKI/mit.
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16.

17.

18.

19.

20.

21.

Pexxum no3mpoBaHuss 1o J0OOMy M3 TNPEOBIAYLIMX BapUAHTOB PeAU3aLINH,
XapaKTEePU3YIOIUHCS TeM, 4YTO NPEAYCMOTPEHA IUla3MaTH4YecKash KOHLEHTpAIUs
YKa3aHHOTO OHCIEeUU(pUUHOrO aHTUTENAa B PABHOBECHOM COCTOSIHUM B JHAalra3oHe
NPUOIU3UTENBHO OT 3 MKI/MII 1O IPUOTU3UTENBHO 9 MKI/MII, Takas Kak OT 6,5 MKIr/mi
10 7 MKIr/mi.

Pexxum nosupoBaHuMs 1O J0OOMy U3 TNPEObIAYINNX BapUAHTOB  peaU3aLNH,
XapaKTePU3YIOIUICA TeM, 4YTO MpPEeAYCMOTPEeHa IUIa3MaTHYecKass KOHLIEHTPALIS
yKa3aHHOTO OMCNenn(UYHOTO aHTHTEIA B PABHOBECHOM COCTOSHHHM MPUOIU3UTEIHHO
6,5 MKI/mi1.

Pexxum no3mpoBaHuss 1O JOOOMYy M3 NPEOBIAYLIMX BApUAHTOB  PeAU3aLINH,
XapaKTEePU3YIOIIUNCS TeM, YTO yKa3aHHbIN pexkum odecneunBaer ABR 0, 0,1, 0,2, 0,3,
0,4,0,5,0,6,0,7,0,8,09,1, 1,1, 1,2, 1,3, 1,4, 1,5, 1,6, 1,7, 1,8, 1,9, 2, 2,1,2,2, 2.3, 2. 4,
2,5,2,6,2,7,2.8, 2.9 unmu 3, unu 4, unu ABR B quanazone 1-5.

Pexxum no3mpoBaHuss 1o J0OOMy M3 MPEOBIAYLIMX BapUAHTOB  PeAU3aLINH,
XapaKTEePU3YIOIIUNCS TEM, YTO YKa3aHHOE OHCIenu(UUHOE AHTUTENO MPEACTABISET
coboit MAT 1.

HaGop a) comepxamwmii  (HapManeBTUYECKYID  KOMITO3WULIUIO,  COMAEPIKAIIYIO
OucnenmpuyHOE AaHTUTENO MO JIOOOMYy W3 BapHAHTOB peanuzauuu 1-3; u b)
MHCTPYKLUHU IO MOIKOXKHOMY BBEICHUIO YKa3aHHOW (hapMaleBTHUECKON KOMITO3ULIUU
OJIMH pa3 KaXible ABE HENeNu AJs JedeHus reMopumun A ¢ MHruOuTopaMu uimm Oe3
HHX I10 JIOOOMY M3 MPEIbIAYINNX BAPUAHTOB PEATU3ALIHH.

Cnoco6 newdenust remodpunuu A ¢ wuHrubutopamu win 0Oe3 HUX, BKIIIOYAKOLINN
MOJIKO’KHOE BBEACHUE OUCTIeIn(UIHOTO aHTUTENA, COAEePIKALIETO

anTuteno k FIX(a) nim ero aHTUreHCBSI3bIBAIOIIUI (PparMeHT, CIOCOOHBIH CBSI3bIBATHCS
¢ FIX (SEQ ID NO:1) w/umu ero aktusupoBanHou (opmoit (FIXa), conmepkamuii
TSDKEIYIO IIeTlb W JIETKYIO IIelb, U aHTuTeNno K FX(a) uiu ero aHTHreHCBS3bIBAKO LA
¢dparment, cnocoOHbIN cBs3biBaThCs ¢ FX (SEQ ID NO:2) n/unu ero akTuBUpOBaHHON
dopmoit (FXa), comeprammuii TSKENYIO [eb U JIETKYIO LeTb,

npUYeM YKa3aHHas TsDKelas uenb antutena K FIX(a) mnm ero aHTUreHCBS3BIBAIOIIETO
¢dparmenTa comep:xkutr mnocienoarenbHocty CDRI1-3, mpencrasnennsie B SEQ ID
NO:3, 4 u 5, COOTBETCTBEHHO, U

yKa3aHHas Jierkas nernb antutena k FIX(a) nim ero aHTHreHeBsi3pIBaroiero gparmMmeHTa

conepxut nocaenosarenbHoctd CDRI1-3, npencrasnennsie B SEQ ID NO:8, 9 u 10,
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22.

23.

24.

25.

COOTBETCTBEHHO, U
yKa3zaHHas TsDKenas ILenb aHtutena K FX(a) wim ero aHTHIeHCBS3BIBAIOLIETO
¢parmenta copep:xutr mnocnenosarenbHocty CDRI1-3, mpencraBnenneie B SEQ ID
NO:13, 14 u 15, COOTBETCTBEHHO, U

yKa3aHHas Jerkas 1enb aHtutena K FX(a) uiam ero aHTHreHcBs3bIBaromero GparMeHTa
conepsxut nocnenosarenbHoct CDR1-3, npencrasnennsie B SEQ ID NO:18, 19 u 20,
COOTBETCTBEHHO,

B OOHOW wiu Oojee HArpy304HbIX J03aX C TOCJIEAYIOIIMM  BBEICHHEM
NOJAEPKUBAIOLINX 103 OAUH pa3 KaxKible 1B HEJeH,

NPY 3TOM yKa3aHHAasi Harpy304Hasi 1033 COAEPIKUT TaKOe K€ W OOJIbIIee KOJTHYECTBO
yKa3aHHOTO OucnennUIHOro aHTUTeNa, YeM yKa3aHHast MOAAEP KUBAIOLIAst 1032, 1
Opu  3TOM  MpefyCcMOTpeHa  IJla3MaThdeckas  KOHLEHTpauuss  yKa3aHHOIo
oucnenu(pUIHOrO aHTUTEJIA B JAHANA30HE MPUONH3UTENBHO OT 2 MKI/MJI JI0
npuOIU3NUTENBHO 18 MKI/MIL.

Crioco0 yiedeHust COTIaCHO BapUaHTy peanu3anun 21, XapakTepU3YIOLIHICS TeM, YTO
ykazaHHoe anTuTeno k FIX(a) mmn ero aHTUreHCBS3pIBAIOIINI (PPArMEHT COEPIKHUT
BapualeNbHBIH JOMEH TspKeJIouW weru, mpencrasienaslii B SEQ ID NO:6, wu
BapuadeIbHBIN JOMEH Jierkoi nenu, npeactasnenssiii B SEQ ID NO:11, u

ykazaHHoe aHTuTeno K FX(a) uinm ero aHTUreHCBs3bIBAOLIUI (PparMeHT COAep >KHUT
BapualeNnbHBIA JOMEeH TspKenol nernu, npencrtaBineHHblii B SEQ ID NO:16, u
BapuabebHbIN TOMEH Jierkol 1enu, npencrasieHHbiii B SEQ ID NO:21.

Crnoco0 yiedeHust COracHO BapuaHTy peanusanuu 21 wimm 22, XapakTepHU3YHOLIHHCS
TEM, UTO

ykazaHHas Tspkesas uenb antutena Kk FIX(a) comepxxut SEQ ID NO:7, u yka3aHHas
nerkas nenb antutena Kk FIX(a) cogepxur SEQ ID NO:12, a

yKa3aHHas Tspkenas uenb aHturena kK FX(a) comepsxkur SEQ ID NO:17 u yka3anHas
nerkas nenb antutena kK FX(a) conepxxut SEQ ID NO:22.

Croco® nevenust mo moOOMy M3 BapHAaHTOB peaim3anuu 21-23, XxapaKTepu3yLIHICs
TE€M, YTO YKa3aHHOe OHucrmenu(puvHOEe AaHTUTENO BBOIAT B (papMaLEeBTHYECKON
KOMIIO3UIINH, CONEpIKalIel ykazaHHoe OucnenupuIHOe aHTUTEO.

Croco® nevenust mo moOOMy M3 BapHAaHTOB peaim3anuu 21-24, XxapakTepHu3yOLIHHCs
TE€M, YTO yKa3aHHas (papMaleBTHUYECKas KOMITO3HMLMS comepskut oT 1 mr/mi mo 100

MI/MJI YKa3aHHOro Oucnenu@UIHOro aHTtuTena, L-apruHuH Wik ruapoxiopun L-
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26.

27.

28.

29.

30.

31.

apruHMHA, L-rUCTUIMH 1 MOBEPXHOCTHO-aKTHBHOE BEIIECTBO NPHU NMpHOIM3uTENbHO pH
5,5-7.

Crioco0 nevenust mo moOOMy M3 BapHaHTOB peaim3anuu 21-25, xapakTepu3yLuics
TE€M, YTO yKa3aHHas (apMaleBTHUeCKas KOMIIO3MLHUsA coaepkutr oT 1 mr/ma mo 100
MI/MJI YKa3aHHOTO OMCHEeLM(HYHOrO aHTHTeNa, L-apruHuH WM rugpoxsopun L-
aprUHUHA, L-TUCTUANH 1 NOBEPXHOCTHO-aKTHBHOE BEIECTBO NpH npudausurensHo pH
6,3.

Crnioco0 nedenust mo JroOOMy M3 BapUAaHTOB peaim3anuu 21-26, XxapakTepu3yLHics
TE€M, YTO yKa3aHHas (apMarleBTHYECKas KOMIO3HMIMUsA comepkut oT 1 mr/mi mo 100
MI/MJI YKa3aHHOTO Oucrenn(puaHOro antutena, npudamsutenbHo 150 MM L-aprunuHa,
npubnusuTensHo 20 MM L-ructunnna u npubmmsurensHo 0,02% nonmucopbara 20 win
80 mpu mpubmmsurensHo pH 6,3.

Crioco® nevenust mo moOOMy M3 BapHaHTOB peaim3auuu 21-27, XapakTepu3yOLIHICs
TE€M, YTO yKa3aHHas (apMarleBTHUECKas KOMITO3HMIUs comepkutr oT 1 mr/mi mo 100
MI/MJI  yKa3aHHOrO OucnenuduuHOro aHTUTENa, mnpudbmmurensHo 150 MM
rugpoxiopuna L-aprunmnna, npuOmusurensHo 20 MM L-ructuanHa u npubIu3uTeIbHO
0,02% nomcopbara 20 npu npudnusurensHo pH 6,3,

Crioco0 nevenust mo moO0OMy M3 BapHaHTOB peaim3anuu 21-28, xapakTepHu3yOLIHics
TE€M, YTO yKa3aHHas (papmaleBTUYECKass KOMIIO3HUIMS CONEPKUT OT 2 mr/mu no 60
mr/min MAT 1, vanpumep, 2 mr/m, 5 mr/mi, 11,25 mr/mn, 25 mr/mn wimn 57,5 mr/mn
MAT 1, 150 MM rugpoxnopuga L-apruamna, 20 MM L-ructuguna u 0,02%
nonucopOara 20 npu pH 6,3.

Crnoco0 neuvenust mo r0OOMy M3 BapHaHTOB peaim3auuu 21-29, XxapakTepu3yLIHiCs
TEM, YTO YKa3aHHOE OMCTIEU(PUUHOE AHTUTENIO BBOAST MAL[HEHTY-YEJIOBEKY.

Croco® nevenust mo mroboMy M3 BapuaHTOB peaim3auuu 21-30, XapakTepu3yLIHics
TE€M, YTO HArpy30UHYIO JA03y, COAEPKAIYI NPUOIU3UTENTPHO OT S5 Mr [0
npuOIU3UTENBbHO 15 Mr ykasaHHOro Oucnenu(puyHOro aHTUTENA, BBOIST IMALUEHTY,
HUMEIOIIEMY MacCy Tena oT 5 kr a0 <15 kr, unm

NPUOU3UTENBHO OT 25 Mr 10 HMPUOTU3UTENBHO 35 Mr yKa3aHHOro OucnenuduaHoro
aHTUTENA BBOAST MALMEHTY, UMEIOIIEMY MacCy Tena OT 15 xr no <45 kr, uinu
npubnu3uTensHO OoT 60 Mr mo mpubau3uTenpHO 70 Mr yKa3aHHOrO OHCIenu(pUIHOTO
aHTHUTEJIa BBOIAT MAIL[UEHTY, HMEIOIIEMy Maccy Tena 45 Kr wiu Ooblie,

IpUYEM MOAAEPKUBAIOIIYIO A03Y, COAEPIKALIYIO
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32.

NPUONU3UTENBHO OT 2 Mr A0 NPHUOJIM3HTENBHO 6 MI yKa3zaHHOro OucnenuduaHoro
AHTUTEJNIA BBOIAT OAMH Pa3 KaxkJble ABE HEEIN NaLlUEeHTY, UMEIOLIEMY MacCy Teja OT 5
Kr g0 <15 kr, wim

NpUONU3UTENBHO OT 7 Mr A0 npuOiausurenbHo 11 mr ykasaHHoro OucnenuduyHoro
AHTUTEJIA BBOAST ONMH Pa3 KaKIble ABE HEIEIU MAaLUMEHTy, UMEKIIEMY MacCy Tejla OT
15 kr go <45 xr, niu

npUOIM3UTENBHO OT 18 Mr 1o mpuOIu3uTebHO 22 MI yKa3aHHOTO OHMCIEIU(PUIHOTO
AQHTUTENIa BBOAST OJIMH pa3 KaxkIble JIB€ HEAESIN MALUeHTY, UMEIOLIEMy Maccy Tena 45
KT WJIA OOJIBIIIE,

MPU 3TOM YKa3aHHYIO TMEPBYI0 MOAACPKUBAIOIIYIO 03y BBOAAT 4Ye€pe3 JIBE HENETU
NOCJI€ BBEACHUS YKa3aHHOW HArpy304HOU JO3BI.

Crioco0 neyeHust COrNIaCHO BapUaHTy peanu3auni 40, XapaKTepU3YIOLIHICS TEM, YTO
Harpy304Hyr 103y, coaepxamyro 8,5, 8,6, 8,7, 8.8, 8,9, 9, 9,1, 9,2, 9,3, 9,4 unu 9,5 mr
YKa3aHHOTO OMCIEU(UIHOrO aHTUTENA, BBOIAT MAMEHTY, UMEIOIIEMy MacCy Tejia OT
5 xr mo <15 kr, wim

Harpy3o4Hyro A03y, coaep:kamyro 28,5, 28,6, 28,7, 28,8, 28,9, 29, 29,1, 29,2, 29,3, 29,4
wii 29,5 Mr yka3zaHHOrO Oucnenn(puYHOrO aHTHTENA, BBOIAT MALMEHTY, UMEIOIIEMY
Maccy Tena ot 15 kr 1o <45 xr, unu

Harpy304Hyr 103y, coaep:kaiyro 65,5, 65,6, 65,7, 65,8, 65,9, 66, 66,1, 66,2, 66,3, 66,4
wi 66,5 Mr yKa3aHHOTrO OUCIEIU(UYHOTO aHTHUTENA, BBOAST MALUEHTY, UMEIOIEeMY
maccy Tena 45 kr wiu Oonblie, u

npu4eM

MOAEPKUBAIOIIYIO 103y, coaepxatnyto 3,5, 3,6, 3,7, 3,8, 3,9, 4, 4,1, 4,2, 4,3, 4,4 unu
4,5 Mr ykazaHHOro Oucnenu(pUYIHOrO aHTUTENA, BBOOST OIUH Pa3 KaXk[able IBE HEIEIH
MaLKUEHTY, UMEIOIIEMY MacCy Teja oT S kr 10 <15 kr, nimn

MOAEPKUBAIOIIYIO 103y, coaepxalnyto 8,5, 8,6, 8,7, 8,8, 8,9, 9, 9,1, 9,2, 9,3, 9,4 unu
9,5 Mr ykazaHHOro OuCIelu(pUIHOTrO AHTUTENA, BBOISAT OJUH pa3 KaXKIbIE JIBE HENEH
MaLKUEeHTY, UMEIOIIEMY MaccCy Tena oT 15 kr no <45 kr, uimn

NMOAAEPKUBAIOIIYIO 03y, comepxawmyro 19,5, 19,6, 19,7, 19,8, 19,9, 20, 20,1, 20,2,
20,3, 20,4 wim 20,5 Mr ykazaHHOro OWcmenu(UYHOTO AHTUTENA, BBOISAT OIWH pas

KQKIbIE IBE HEACNH MAllUeHTY, HMEIOIEMY MacCy Tejia 45 Kr uiu OoJbIie.
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33.

34.

35.

36.

37.

Crioco0 nedeHus: cormacHO BapuaHTy peanuzanun 40, XapakTepU3YIOLIUICS TeM, YTO
HArpy304HYIO 7103y, COAEPIKAIIYIO IPUOTU3UTENBHO 9 MT yKazaHHOTO OucnenuduaHoro
aHTUTENA, BBOAAT MALIMEHTY, UMEIOLIEMY MacCy Tesa OT 5 kr A0 <15 kr, uiu
HAarpy304HYyI0  J103y, COAEp)KallyK  NpUOIM3UTENbHO 29 Mr  yKa3aHHOIo
OucnenupuIHOro aHTHUTENA, BBOJST MALIMEHTY, UMEIOIIeMy Maccy Tena ot 15 kr 1o <45
KT, WU

HAarpy304HYI0 7103y, COIepXKallyr0  NpUOIM3UTENbHO 66  Mr  YKa3aHHOTO
OucnerpUIHOro aHTUTENA, BBOAST MAIMEHTY, MMEILIEeMy Maccy Tena 45 Kr Hin
Oosblie, U

npuyeM

NOAACPKUBAOINYIO 03y, COAEPKAIIYI0 NPUONU3UTENbHO 4 Mr  yKa3aHHOTO
OucrenpUIHOrO aHTUTENA, BBOIAT OOUH pa3 KaXIble [BE HENENH NAlHeHTY,
MMEIOLIEMY Maccy Tesia OT S Kr a0 <15 kr, win

NOJJICPKUBAIOIIYIO 03y, COAEPKAIIYI0 NPUONU3UTENbHO 9 Mr  yKa3aHHOTO
OucrnennpUIHOro aHTUTENa, BBONIT OIWH pa3 Kaxable J[BE HEOENU MaIHeHTy,
UMEIOLIEMY MacCy Tesa OT 15 kr 1o <45 kr, uinmn

MOJACPKUBAIOLIYI0 103y, COAEpKalyro npuOamsuTenbHo 20 Mr  yKa3aHHOTO
OucrenMpUUHOrO aHTUTENA, BBOAAT OOUH pa3 KaXble [BE HENENH NAlHeHTY,
UMEoIIEMy Maccy Tena 45 Kr nim OoJble.

Crioco0 neuenust no moO0OMy K3 BapHaHTOB peanm3auuu 21-33, xapakTepHusyroLuics
TE€M, 4YTO MpenycMOTpeHa Ia3Marudeckas koHueHtpauuss MAT 1 B nuamasone
NpUOIM3UTENBHO OT 3 MKI/MJI 10 NPUOIH3UTENBbHO 9 MKI/MII, Takas Kak OT 6,5 MKI/mi
0 7 MKT/MIL

Crnioco0 nedenust mo roOOMy M3 BapUAHTOB peaim3auuu 21-34, XapakTepu3yOLIHICs
TE€M, UYTO MpeAyCcMOTpeHa Iula3Matudeckas koHueHtpauuss MAT 1 B nuanasone
NPUOTU3UTENBHO 6,5 MKI/MIL

Croco® nedenust mo mr0OOMy M3 BapHAaHTOB peaim3anuu 21-35, XapakTepu3yLHuics

TeM, 9YTO VyKa3aHHas IJla3MaTU4ecKas KOHIEHTpPALusl MPeacTaBisieT  CoOoi

I1a3MaTUYECKYI0 KOHLIEHTPALUIO B PABHOBECHOM COCTOSIHUU.

Crioco® neuenust mo moOOMy M3 BapHaHTOB peaim3anuu 21-36, XapakTepu3yOLIHiCs
TeM, 4TO yKazaHHoe jiedeHue odecneunsaer ABR 0, 0,1, 0,2, 0,3, 0,4, 0,5, 0,6, 0,7, 0,8,
09,1,1,1,1,2, 1,3, 14, 1,5, 1,6, 1,7, 1,8, 1,9, 2,2,1,2,2, 23,24, 2,5, 2,6,2,7,2,8, 2.9,

3 wm 4, unu ABR B quamnasone 1-5.
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38.

39.

40.

41.

42.

43.

44.

Crioco0 nevenust mo m0OOMy M3 BapHAHTOB peaim3anuu 24-27, XapaKTepHU3YOLIHHCS
TE€M, YTO yKa3aHHas (apMaleBTHUYECKas KOMITO3ULUS COAepkHuT oT 1 mr/ma mo 100
MI/MJI  yKa3aHHOro OucnenuduuHOro aHTUTeNa, mnpudbmmsuressHo 150 MM
rugpoxjopuna L-aprunmnna, npudnusurensHo 20 MM L-ructuanna v npubIu3uTebHO
0,02 macc./06.% nmonucopbata 20 mpu npubnusutensHo pH 6,3.

Crnoco6 nedenus o moOOMy M3 BapHAaHTOB peanm3auuy 24-28, xapakTepH3yrIuiics
TE€M, YTO yKa3aHHas (papmaieBTUYECKash KOMIIO3HUIMS CONEPKUT OT 2 mr/mi mo 60
mr/min MAT 1, vanpumep, 2 v/, 5 mr/mi, 11,25 mr/mn, 25 mr/mn waua 57,5 mr/min
MAT 1, 150 MM rugpoxnopuna L-apruauna, 20 MM L-ructuauna u 0,02 macc./06.%
noniucopbara 20 pu pH 6,3.

Crocob mo moboMy U3 BapHaHTOB peanu3anuu 21-39, XapakTepU3YIOLIHICS TEM, YTO
yKazaHHoe OucnenupuaHoe aHTUTENO npencrasisier codoit MAT 1.
dapmaneBTHUECKAs KOMITO3ULMS, COAEPIKaIlasl YKa3aHHOe OucnenuuyHoe aHTHTEIO
MAT 1, mpubmmsurensao 150 MM rugpoxnopuna L-apruanna, npudmmsurensao 20
MM L-ructunmnaa, npubnusurenpbHo 0,02 wmacc./00.% mnommcopbara 20 mpu
npubnusutensHo pH 6,3.

dapmaneBTHYECKAs KOMITO3ULIUS COrJacHO  BapuaHTy  peamusauun 41,
XapaKTEePU3YIOINAsACA T€M, UYTO yKa3aHHAsh KOMIIO3ULUS CONEPKUT MPHUONHU3UTENBHO OT
2 no mpubmmsutenpHO 57,5 Mr/min ykazanHoro Oucneunpudnoro anrtutena MAT 1,
npubnusutenpsHo 150 MM ruppoxnopuna L-aprununa, npubmusurensHo 20 MM L-
ructuauHa, npudamsureabHo 0,02 macc./06.% nonucopbara 20 npu npuOIHM3UTETHEHO
pH 6,3.

HaGop a) comepxkamuii  (papMaleBTUYECKYI0 ~ KOMIIO3HMIIMIO,  COAEPIKALIYIO
OoucnermpuyHOe aHTHTENO MO JIOOOMYy U3 BapUaHTOB peanmzaumu 1-19; u b)
WHCTPYKLUHU MO MOIKOKHOMY BBEICHUIO YKa3aHHOW (hapMaLeBTHUECKON KOMITO3ULIMU
OIIMH pa3 KaKAble JBE HEHENTU IS JIeYeHUss reMopuinu A ¢ UHTHOUTOpaMu WiH Oe3
HUX 110 JIIOOOMY M3 BapHaHTOB peanu3anuu 21-39.

Habop cormacHo Bapuanty peanumsaiuu 20 win 41, XapakTepU3YIOMIUICS TEM, YTO
yKazaHHOe OucnenupuaHoe aHTUTENO npencrasisier codoit MAT 1.

B mpennmodtuTenbHOM BapHaHTE pealM3alid  ABTOPBI HACTOSILETrO H300peTeHHs

npeayCMaTpmuBarOT PEXKUM AO3UPOBAHUSA OAMH pa3 KaXAbI€ ABC HCACIWU OJiI NPUMCHCHUS B

aeueHnd remMornuu A ¢ MHruOuTopamMu WM 0e3 HMX, BKIIIOYAIOIIUN TMOAKOXXHOE BBEIECHUE

OucnenupuIHOro aHTUTENA, COAEPIKALIETO
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artuteno k FIX(a) nnm ero aHTUreHCBs3bIBAOIIMI (pparMeHT, CriocOOHBIH CBSA3bIBATHCS
¢ FIX (SEQ ID NO:1) u/unu ero akrusuposanHoi ¢popmoii (FIXa), copeprkaimii TsSOKEIyIO Herb
U JIETKYIO Lenb, U aHTuTeno K FX(a) mnm ero aHTUreHCBA3BIBAIOLINN (PparMeHT, CIOCOOHBIN
csa3biBaThes ¢ FX (SEQ ID NO:2) w/unu ero aktusBuposanHoi (opmoii (FXa), coneprxauii
TSDKEJTYIO LEMb U JIETKYIO LIeb,

npuyueM yKasaHHas Tspkenast uenb anturena Kk FIX(a) comepxxur SEQ ID NO:7, u
yKaszaHHas jierkas nenb antutena k FIX(a) comepxxur SEQ ID NO:12, a yka3aHHasi TspKesast
uenb antutena k FX(a) copepxxut SEQ ID NO:17 u ykazanHas nerkasi uenb anturena k FX(a)
conepxut SEQ ID NO:22;

B OJHOH Harpy304HOH J103€ C MOCIEeIYIOIUM BBEIEHHEM MOAEPKUBAOIINX 103 OIUH
pa3 Kakable BE HENEIH,

OpU 3TOM YKa3aHHOE OuCrnenupuuHOEe AHTHTENO BBOIAT B (hapMarleBTHUECKON
KOMIIO3ULIMH, COJEpKalleld yKa3zaHHOe OucneunpuvyHOe AaHTHTENO, NPU OSTOM YKa3aHHas
dapmaneBTHYECKass KOMIO3HLUS COAEpPKUT S mr/mu, 11,25 mr/ma umm 25 Mr/mnn ykasaHHOTO
oucnermduunoro antutena, 150 MM runpoxnopuna L-aprunnna, 20 MM L-ructununa u 0,02%
nosnrcopbara 20 npu npudmmsurensao pH 6,3;

IpU 3TOM

HArpy304HYIO 7103y, COIEPIKAIIYI0 MPUOIU3UTENBHO 9 MI yKa3zaHHOro OucnenuduyaHoro
AQHTUTENA, BBOAAT NMALIMEHTY, UMEIOLIEMY MAcCy Tejia OT 5 Kr 10 <15 kr, uim

HArpy304YHYI0 703y, COAepKallyl  NpHOAM3UTeNbHO 29 Mr  YKa3aHHOIO
OucnenupuIHOro aHTUTENA, BBOIST MALIMEHTY, HMEIOIIEMY Maccy Tena oT 15 kr go <45 xr, wim

HArpy304UHYK) 703y, COAep)Kallyr  NpUOIM3UTENbHO 60 Mr  yKa3aHHOTO
OucnenruyHOro aHTHTENA, BBOAAT MALMEHTY, UMEIOLIEeMy Maccy Tena 45 Kr wiu OoJblie, u
IPY 5TOM

NOJJICP’KUBAIOIIYIO 103y, COAEPKAIIYK NPUONU3UTENbHO 4 Mr  yKa3aHHOTO
OucnennpUUHOro aHTUTENA, BBOISIT OIMH pa3 KaxIble IBE HENEeNU MAlHEeHTY, UMEIIIeMy
Maccy Tesia ot S Kr 1o <15 kr, unu

NOJJICPKUBAIOIIYIO 03y, COAEPKAIIYI0 NPUONU3UTENbHO 9 Mr  yKa3aHHOTO
OucnenpUUHOro aHTUTENA, BBOOAT OAMH pa3 KaXble IBE HENENU MALHEeHTY, UMEKIEMy
Maccy Tedia ot 15 kr 1o <45 xr, uimn

MOJAEPKUBAIOIIYIO 103y, COAEpKalyrd npuOam3uTenbHo 20 Mr  yKa3aHHOTO
OucnennpUUHOro aHTUTENA, BBOOAT OAMH pa3 KaXble IBE HENeNU MNALHEeHTY, UMEIIeMy

Maccy Tena 45 Kr wim Oonble;
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Opy  3TOM  TPEAyCMOTPeHa  IUIa3MaTh4ecKas  KOHLEHTPALHs  yYKa3aHHOTO
OucnenupuUHOro aHTUTENa B PABHOBECHOM COCTOSHUHM B JHANa3oHE NPHUOIM3UTENIBHO OT 2
MKI/MJI 10 IPUOIM3UTENBHO 18 MKI/MuL.

B mpennmodruTenbHOM BapHaHTE peaNu3aliM  aBTOPbl HACTOSIIEr0 H300peTeHus
NPeAyCMaTPUBAIOT PEXHUM AO3UPOBAHHS OIMH pa3 Kakible JBE HEAENU U1 NPUMEHEHUs B
aedeHun remMo¢puiauu A ¢ MHrHOMTOpaMHU MM Oe3 HUX, BKJIIOYAIOLIMH MOAKO)XKHOE BBEICHHE
OoucnenuPUIHOTO aHTUTENA, COAEPIKAIIErO

antuteno k FIX(a) unu ero aHTUreHCBSI3bIBAIOIIUI (PparMeHT, COCOOHBIN CBSI3bIBATHCS
¢ FIX (SEQ ID NO:1) u/unu ero aktuBupoBanHoii ¢popmoii (FIXa), cogepkammii TSKENYO Lenb
U JIETKYIO LeTb, U aHTUTEeNO K FX(a) i ero aHTUreHCBA3BIBAIOLIMNA (PPAarMEHT, CIOCOOHBIH
cs3biBaThesl ¢ FX (SEQ ID NO:2) w/unmm ero aktuuposanHon (opmoit (FXa), comeprkarmmii
TSDKEIYIO LEeTb U JISTKYIO LIeTb,

npuYeM yKasaHHas Tspkenas nenb antutena k FIX(a) comepskut SEQ ID NO:7, u
yKaszaHHas jierkas nenb antutena k FIX(a) comepxkutr SEQ ID NO:12, a yka3aHHas Tspkemast
nenb aatutena k FX(a) copepxxut SEQ ID NO:17 u yka3annas yerkas nenb anturtena k FX(a)
conepxut SEQ ID NO:22;

B OZHOH Harpy304HOH 7103€ C MOCIEeNYIOIUM BBEIEHHUEM MOJAEP KUBAIOLINX 103 OIHUH
pa3 Kakable BE HEEIH,

OpU 3TOM YKa3aHHOE OHCrnenu(puuHOEe AHTUTENO BBOIAT B (apMaleBTUUECKON
KOMITO3UIIMH, COJepsKallel ykazaHHOe OucrnennpuyHOe AaHTUTENO, NPH 3TOM yKa3aHHas
(dapmaneBTHYECKasT KOMIO3ULUS COmepkUT S5 mr/mu, 11,25 Mr/mia wnm 25 Mr/min yka3aHHOTO
Oucneuuduyunoro anturena, 150 MM rugpoxnopuna L-aprunmnna, 20 MM L-ructuausa u 0,02
macc./06.% nonucopbata 20 npu npubmusutensHo pH 6,3

IPU 5TOM

HArpy304HYIO 103y, COAEPKAIIYIO TPUOTU3UTENBHO 9 MT yKa3aHHOTO OucnenuduaHoro
aHTUTENA, BBOAAT MALIMEHTY, UMEOLIEMY MacCy Tesa oT 5 kr a0 <15 kr, wim

HArPy304YHYIO 103y, COJepKamyrw  OpuOau3uTeNbHO 29 Mr  YKa3aHHOTO
oucnenupuIHOro aHTUTENA, BBOAAT NMALIMEHTY, UMEIOLIIEMY MaccCy Tena oT 15 kr 1o <45 kr, uim

HArPy304YHYIO 703y, COAEp KAyl  NpHOIM3UTENbHO 06 Mr  YKa3aHHOTO
OucnenpUIHOro aHTHTENA, BBOAAT MALMEHTY, UMEIOLIEMy Maccy Tena 45 kr wiu Ooblie, u

IIPU 5TOM
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NOJ/IEPKUBAIOINYIO 03y, COAEPKAINYI0 NPUONM3UTENbHO 4 Mr  yKa3aHHOTO
OucnenpUUHOro aHTUTENA, BBOIAAT OAMH pa3 KaXble IBE HENEeNU MNALHEeHTY, UMEILEMY
Maccy Tesa oT S Kr 10 <15 kr, unu

NOJJIEPKUBAIOINYIO 103y, COAEPKAIIYK NPUONM3UTENBHO 9 Mr  yKa3aHHOTO
OucnenupuIHOro aHTHTENA, BBOAAT OAMH pa3 KaxIble JBE HEENH MalUEeHTY, MMEIOIEeMy
Maccy Tena ot 15 kr 1o <45 kr, unu

NOAJIEPKUBAIOIIYIO 103y, COAepkauyr mnpuOnmsurenbHo 20 Mr  yKa3aHHOTO
OucnerpuIHOro aHTUTENA, BBOIOSIT OAMH pa3 Kaxble IBE HENENU MAlHEeHTY, UMEKLEMY
Maccy Tena 45 Kr wim 0onbLe;

Opu  3TOM  TPEAYCMOTPEHa  IUIa3MaTUYecKas  KOHLEHTPALHs  yYKa3aHHOTO
OucneruuUHOro aHTUTENIa B PABHOBECHOM COCTOSHUHM B JIHANa30HE NPHOJHM3UTENBHO OT 2
MKT/MJT 10 TPUOIM3UTENBHO 18 MKI/ML

Crienanucty B AaHHOW OOJMacTH TEXHUKH OYyAyT TOHATHBI Pa3IMYHBIE CIIOCOOBI
U3MEPEeHUs] M BBIYHCIIEHUS (hapMakoKuHeTHueckuxX (Hampumep, 6e3 orpaHudeHHs], Cmax, Tmax,
NEepUO MONY>KU3HU B CBIBOPOTKE KPOBH) U (PapMaKOAMHAMUYECKUX MMAapaMeTPOB, OMHUCAHHBIX B
IaHHOM AOKyMeHTe. Kpome TOro, cnenuanucty B AaHHOW OOJACTH TEXHHUKH OyAyT MOHSTHBI
pa3nu4Hble  CrOCOOBI  OCYIIECTBIIEHHsS] CTATUCTHYECKMX CpaBHEHWH (Hampumep, 0Oe3
OTpaHUYEHUs], CPAaBHEHUsI U3MEHEHHs] OT MCXOAHOTO YPOBHS IO YPOBHS IOCIE JICUEHUs W/UIH
CpPaBHEHMs MEXIy TIpyNIaMu JieueHus) W/uiM aHannuza (PapMaKOKMHETHYECKHX |

(I)apMaKOI[I/IHaMI/I‘{eCKPIX nmapaMeTpoB, OMUCAHHBIX B JAHHOM JOKYMCHTC.
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IIpumepsnl

IlepeueHb cOKpaleHui

CL: CucTeMHBIH KIUPEHC
ITv: MexxuHauBHAyaIbHAsl BApHa0EIbHOCTD
Ka: KoncranTa ckopoct abcopOuunu

MAD: MHorokparHasi Bo3pacTraroiias 103a
OFV: 3nHaueHus 1eneBoi GyHKIUU
PwHA: TlaumeHnTs! ¢ remodunueii A

DK: DapMaKOKMHETHKA

SAD  OpnHoOkpaTHasi BO3pacTaroIias 103a
SIA W neHTnyHBbIN N0 NOCIE0BATEIbHOCTH aHAJIOT
Q: MeskkaMepHbIN KIUPEHC

QW:  OpuH pa3 B HEACIO

Q2W: OpuH pa3 Kaxaple BE HENETH
Q4W: OpuH pa3 Kaxble YeTbIpe HEAeIU
QM:  OpuH pa3 B MecsLl

RSE:  OrtHocuTenbHas CTaHmapTHAsE OIIMOKa

Va: I{eHTpasbHBI 00bEM pacrpeneneHus
Vs: ITepugeprueckuii 00peM pacnpeneneHus
F: OTtHocuTenpHass OMOAOCTYTHOCTD

IIpumep 1: Mccaenosanue ¢ NOBBIIEHUEM J103bI
bucneunduunoe antureno k FIX(a)/FX(a), comepkaiiee MHEpPBYIO TSIKENIYH LEIb,

conepxkamyo SEQ ID NO:7, u nepyto serkyto uenb, conepxamnyo SEQ ID NO:12, a takxke
BTOPYIO TSDKENyH0 1ernb, coxepxkamyo SEQ ID NO:17, u BTOpyO JIETKy0 IeMb, COAEPIKAIIYIO
SEQ ID NO:22 (MAT 1), HaxomuTcsi Ha CTaguu pa3pabOTKU Uil JICYEHHs MALUEHTOB C
remopuineit A (PwHA) ¢ narnburopamu minu 6e3 HUX.

Lensto FRONTIER1 (EudraCT:2019-000465-20; NCT04204408) siBnsieTcst u3y4ueHune
0e30macHOCTH, TMEPEHOCUMOCTH, (apMAKOKUHETHKH, (papMakOIUHAMUKA H 3(PPEeKTHBHOCTH
OTHOKPATHBIX BO3PACTAIOIINX MOAKOXKHBIX 103 MAT 1 (6ucneumduyunoro aHTHTENA) ¥
3I0POBBIX YUYACTHUKOB; U MHOTOKPATHBIX Bo3pactaromux 103 MAT 1 y PwHA ¢ uaruburopamu
wi 6e3 Hux. Kpome Toro, nienn ucciaeoBaHus 3aKJIOYAOTCS B MPEIOCTABICHUH TAHHBIX IS

omnpeneneHus 1036l B nocnenyomux uccienosanusx FRONTIER.
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Metoabi: B (dase BBemeHuss omHOKpaTHOW Bo3pacrtaromei no3el (SAD) 3m0poBbie
CyOBEeKThI MONydaIu OZHOKpaTHble Bo3pacraromue 103l MAT 1 (ueneBble miazMaTudeckue
koHueHTtpauuun ot 0,05 mo 3 wmxr/mi) wmim niane6o. B ¢asze BBeneHHs MHOTOKpPaTHBIX
Bo3pacraromux 103 (MAD) PwWHA monyuann mHOrokpartHsie Bo3pacrarouiue no3el MAT 1 ¢
LIEJIBI0 TOCTHDKEHUSI CPeIHEeH IIa3MaTUYecKOi KoHueHTpaunu 1 mMkr/mi (koropra 1, BBeneHHe
103 QW), 3 mkr/min (koropta 2, BBeaeHue 103 QW), 9 mxr/mi (koropra 3, BBenenue 103 QW u
xoropta 4, BBenenue 103 Q4W) wnu 16 mxr/mi (koropta 5, BBeaeHue 103 QW).

Jlna aHanu3a OJaHHBIX O 3aBUCHMOCTH IUla3MaTthyeckoil koHueHtparmu MAT 1 or
BpeMeHu n3 FRONTIER] ucnosip30Baii HENMHEHHYIO MOJAENIb CO CMEIAaHHBIMHU 3 eKTamu.
Pazpabotka cTpykTypHO# ocHOBHOU Monenau mansi MAT 1 Bkiro4ana OJHOKOMIIAPTMEHTHYIO U
ABYXKOMIAPTMEHTHYIO Moxaenu. [Tpodunn 3aBUCUMOCTH Mia3MaTu4eckoi koHnenTpaunu MAT
1 oT BpemMeHHu Jydlle BCEro OMUCHIBAINCH C IMOMOIIBIO JIBYXKOMIIAPTMEHTHOW MOIENIH CO
CKOPOCTBIO BBIBEICHUSI U aOCOpPOLIMH MEPBOTrO MOpsIIKa, NMapaMeTPH30BAHHOW KaK: KOHCTAaHTa
ckopoctu abcopbumu (k,), cucremubni kmupenc (CL), wexkamepHsiii kimuperc (Q),
LeHTpaIbHbI 00beM pacnpenenenust (J), mepudepuueckuii odbem pacmupenenenus (V) u
OTHOCUTeNbHAast OnonocTynHocTh (£, pukcupoBanHast Ha 1). Ciy4aiiable 3¢ eKTbl HCcCIenoBaIm
C MEeXUHAMBHAYaNbHOH wu3MeHunBOCTBHIO (IIV, mnm MexcyObeKTHONW H3MEHYHMBOCTBIO) IO
NEPBUYHBIM TapaMeTpaM MOAENU U aJAWTUBHOW W/WIM TPONOPLUOHAIBHON OCTaTOYHON
omnbkoil. MuHNMabHOE TaneHue 3HaueHui nenesoit pynkuuu (OFV) va 3,84, B nononHeHue
K CTaOUJIIBHOCTH MOAEIH M TOYHOCTH MapaMeTPOB, PACCMATPHUBAIIH AJISl BKIIIOUEHHs CIy4aiiHOTO
s¢dexra. Koneunas mopens Brirouana IIV no CL, k, u I, a ocTaTouHyr0 OMMOKY ONMUCHIBAIH C
TIOMOIIBIO TIPOTIOPIIMOHAIBHON OMINOKH.

B Tabnumax 1-5 nepedncneHsl pexKiuMbl JO3UpOBaHUs st KoropT 1-5 MAD.

Tabmuua 1: BBeIEHME HAMPY30UHOM WM IOaep:kuBaroimeil o3 B koropre 1 MAD (BBeneHue

710361 OJAUH Pa3 B HEJIEJO)

Harpysounas no3a Ne 1 u 2 nomwkHa ObITh BBeieHa Ha Henese O u Henene 1.

Harpy3ounas no3a

Auana3oH maccsl | /lo3a Konuentpanus HNukpemMeHTDI Ho3a (M)

Tesa (Kr)* (mr) MAT 1 (mr/mu) AJISl HHbeKLHHU

30,0-59,9

*Ha OCHOBaHHMH MAaCChI T€JIa, U3MEPEHHOI Ha Henee 0.

IMocnenyromue NoaAePKUBAOLITNE TO3bI JOJKHBI OBITH BBEACHBI, HAUNHAS C HEJEH 2.
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oanepxkuBarwmas 103a

Auana3on maccsl | /loza Konuentpanus HNuxpemeHTDI Ho3a (M)

Tesa (kr)* (mr) MAT 1 (mr/mu) AJIS HHBEKLHH

IIPOTOKOJIA.

Tabmuua 2: BBEIEHHE HAMPY30UHOU M NOJUIEPKUBAOLIECH 103 B koropre 2 MAD (BBeneHue

710361 OJUH PA3 B HENEJO)

Harpysounas no3a Ne 1 u 2 nomwkHa ObITh BBenieHa Ha Henene O u venene 1:

Harpy3ounas nosa

Auana3on maccsol | [lo3a Konuentpauus HNukpemMeHTDI Hdo3a (M)

Tesa (Kr)* (mr) MAT 1 (mr/mu) AJISI HHbeKLHH

30,0-59,9

-

*Ha OCHOBaHHMH MAaCChI T€JIa, U3MEPEHHOI Ha Henee 0.

IMocnenyromuye NogaepKUBAOLIHIE O3B JOJIKHBI OBITH BBEACHBI, HAYMHAS C HEAENH 2:

HoanepxkuBaromas 103a

Auana3on maccsl | /loza Konuentpanus HNuaxpemeHTDI HMo3a (M)

Teqa (Kr) (mr) MAT 1 (mMr/ma) AJISI HHbEKIHH

Tabmuua 3: BBEIEHME HAMPY30UHOM M MOAEp:KUBarOIei no3 B koropre 3 MAD (BBeneHue

710361 OJUH PA3 B HENEJIO)

Harpysounas no3a Ne 1 u 2 nomwkHa ObITh BBenieHa Ha Henene O u Henene 1:

Harpy3ounas nosa

Huana3on maccol | [loza | Konuentpanus | Uabekuusi | Uakpementsr | o3a (M)

TeJa (Kr) (mr) MAT 1 (mr/ma) | Ne AJIS HHBEKLHH

30,0-59,9
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[Mocnenyromuye NoaAepKUBAOLIIE O3B JOJIKHBI OBITH BBEACHBI, HAUMHAS C HEAENH 2:

MoanepxkuBaromas 103a

Muana3zon maccel | /lo3a Konuentpanusi | Uabexknusi | UHKpemeHTHbI Jo3a (M)

Tesa (Kr) (mr) MAT 1 (mr/ma) | Ne AJIS HHBEKLHH

Tabmuua 4: Koropra 4 MAD (BBenenue no3sl Q4W)

OnnHa Harpy3o4Hasi 103a AOJDKHA ObITh BBeJleHa Ha Hepene O:

Harpy3ounas nosa

Muana3zon maccsl | lo3a Konuentpauus | Uabexkuus | MHKpemMeHTHI Ho3a (M)

Teqa (Kr) (mr) MAT 1 (mr/ma) | Ne AJIS1 MHbEKIHU

HocnenonmI/Ie JAO03bI JOJIZKHBI OBITh BBCACHDBI, HAUNHAasA C HCACIINU 4:

Hoaaep:xxuBaromas 103a

Huana3on maccsl | /lo3a Konuenrpauus | Uabexkuus | MHKpemMeHTHI Ho3a (M)
Tesa (Kr) (mr) MAT 1 (mr/ma) | Ne AJIS MHbEKIUU
30,0-59,9 41 100 1 41 0,41

Tabmuua 5: Koropra S MAD (Beenenue 103 QW)

Onna Harpy3o4Has 103a JOJDKHA ObITh BBeJleHa Ha Hepene O:

Harpy3ounas nosa

Huana3on maccol | [loza | Konuentpauus | Uabekuusi | Uakpementst pis | Jo3za (ma)

Tesa (Kr) (mr) MAT 1 (mr/ma) | Ne HHBbEKLHUH

30,0-59,9
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IMocnenyromuye NoaAep>KUBAIOLIIE O3B JOJIKHBI OBITH BBEACHBI, HAUMHAS C HEAENH 2:

HoanepxkuBaromas 103a

Huana3on maccsl | /lo3a Konuentpauus | Habexkunsn | Makpements! s | lo3a

Tesa (Kr) (mr) MAT 1 (mr/ma) | Ne HHBbEeKIHUH (M)

30,0-59,9 24 100 1 24 0,24

PesyabTaTel: MAT 1 xopolo nepeHOCHIIOCH MTOC/e BBEAEHUS KaK OJHOKPATHBIX 103,
TaK W MHOTOKPAaTHBIX J03, W OTCYTCTBOBaJM COOOWIEHWs O CBSA3aHHBIX C HUM
TPOMOO3MOOIMUECKUX SIBJICHUSIX HJIM CEPbE3HBbIX HEXKEJIATENbHbIX sBIEHHIX. OTCyTCTBOBAIN
coobmenust o cnydasix oOpasoBanus aHtuten k MAT 1. Jlannwele u3 pasmena SAD
obecnieunBaroT pacuetHoe 3HaueHue Ty, 30,4 g u Ty 9,1 nea. Camas BbICOKas
koHueHtpauust MAT 1, HaOmonaemas B koropte 5 MAD, cocraBuia 18 MKI/Mi 1 OLleHHBAJIACh
kak OezonacHas u 3¢pdexruBHas (Purypa 2).

Anamus mopenu nonynasunoHHoH @®K mns gannHeix FRONTIERI nokasan, uro @K
MAT 1 nyume Bcero omuchiBaercss AByxkommapTMmeHTHONH DK mopenvro ¢ abcopbumelt u
BBIBEZICHHEM NepBOro mnopsiaka. OCHOBHBIMH KOBapHATHBIMM (DakTOpaMu, BIHUSIOIIMMU Ha
koHueHrpauio MAT 1, Obutn Macca Tesia B Ha4aJIbHBIX YCJIOBHUSIX U JO3UPOBKA JIEKap CTBEHHOTO
nponykra. OLEHKH MapaMeTpoB, MOJYUEHHbIE B Pe3yJbTaTe aHajlN3a MOJENU IMOMYJISLHOHHON

@K, cobpansl B Tabauue 6, u coorsercrere moaenu nanHbiM FRONTIER 1 MAD npencraBieHo

Ha Qurype 3.

Tabnuua 6: OueHky napamMeTpoB Mojenu nonyJsinuoHHon OK

MapameTp Ouenka RSE % | Onucanue

CL/F (n/pensn) | 0,201 4 Kaxymuiicsa knupeHc

V2/F (1) 5,81 12 Kaxxymmiics o0bpeM pacrpeneneHusi, LeHTPaIbHbINA

V3/F (n/nenn) | 2,58 23 Kaxymutics o0beM pacnpeneneHus,
nepugepuIeCcKuii

Q/F (a1) 10,8 22 Kaxymuiicsa MexxkaMepHbIN KIIUPEHC

KA (1/nenn) 0,304 6 KoncranTa ckopocTtn abcopOrum

cov CL_BW 0,817 19 KoBapuarta, BiusAHME MacChl TeJla Ha KIHMPEHC,
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nokasarenb crenenu 3¢pdexra koBapuaTsl

covV_BW 0,968 12 KoBapuara, BnusiHHEe MacChl T€JIa HA LIEHTPAJIbHBIN V,

nokasarenb crerneHu 3¢dexra koBapuaTsl

covF _DP SAD | 0,747 6 Kosapnata  SAD, wu3MeHEHHE  OTHOCHUTEJIbHOMU

ouonocrynHoctu, DP 100 mr/mn

covF DP 0,831 5 Kosapuata MAD, wu3sMeHeHHe€ OTHOCHUTEIBHOMN
MAD o6uonocrynuoctu, DP 100 mr/mn

IIV_CL (%) 28,4 16 MexunauBuayanbHas BapradensHocTs CL

IIV_KA (%) 64,6 8 MexuHauBUyalbHAs BapradenbHOCTh KA

IIV_F (%) 22,0 11 MexxuHauBUy alTbHAST BapHaOenbHOCTD F

PropRE 0,154 6 [IponoproHanbHast OCTaTOYHAs OIUOKa

RSE: OtHOCuTeNnbHas CTaHAAPTHAS OIIHOKA

B Teuenme 12-HenmenbHOro mepuoma HaOMIONEHUS COOOIANoch O 15 H3JIeYeHHBIX
KPOBOTEUEHHUSIX y 8 MAlMeHTOB, U3 HUX 13 kpoBoTedeHuit (9 TpaBMarnyecknx) Habmogamm y 6
MAaLUEeHTOB U3 KOTOpPThI, MOJydaBLIEd CAMYI0 HU3KYHO J03y. 2 KPOBOTEYEHHUs y MALMEHTOB W3
KOropt 2 u 3 ObUTM TPaBMAaTUYECKHMMH, TaKUM OOpa3oM, 3a HMCKJIIOUEHHEeM KOropTel 1, He
HAOJMIOAIM HU W3JICYCHHBIX CYCTABHBIX KPOBOTEYCHHWH, HU CIOHTAaHHBIX KPOBOTECUEHHIA
(Tabmuua 7).

BeiBoa: PapMakOKMHETHYECKUE CBOMCTBA MOANEPKUBAIOT MOAXOA K BBEACHUIO 103
OJIUH pa3 KaXIble ABE HEJEMU, PACKPBIThIN B JaHHOM AOKyMeHTe. Moaenb nonyasuuoHHoi @K
HaJUIeKauM 00pa3oM OMKChIBAJIa MEAHAHHBIN TPEHA M BapHaOeNbHOCTb JAHHBIX, MPH 3TOM
OCHOBHBIMHM KOBapuaTaMu ObUIM Macca Tejla B HAYaJbHBIX YCJIOBUSIX U JO3HPOBKA
aekapcrBeHHOro mpoaykra. MAT 1 Xopomo mepeHOCHNIOCh, U OTCYTCTBOBAIM COOOIIEHUS O
cnydasix oOpasoanusi antuten k MAT 1. FRONTIER1 mnpencraBnser OOHameKHBArOIIME
JaHHbIE, MOAAEP KUBAIOIINE NABHEHINYIO0 KIMHUYECKYIO pa3spaboTKy ¢ MPUMEHEHHEM CIIOCOOO0B
BBEJICHUSI/PEKUMOB JO3UPOBAHUS, OMUCAHHBIX B JAHHOM JIOKYMEHTE, KOTOpbIe ObLIH MOJYYeHbI

C YUETOM BJIMAHHSA MACChI TCJIa U JO3UPOBKHU JICKAPCTBEHHOTO IMPOAYKTA.
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Tabauua 7: U3neueHuble KpOBOTEYEHUs! B TeueHue 12 Henenb geuenuss PwHA MHOrokpartHeiMu Bo3pacTtaroimuMu nozamu MAT 1

Cpennsist 3an/1aHHPOBAHHAS

Ia3MaTHYeCKAas 1 MKr/min 3 MKr/min 9 MKr/mn 9 MKr/mMn 18 MKr/™mi
KOHLEHTpauus (pexXxum (BBenmenue 103 QW) (Beenenue no3 QW) (Beemenue no3 QW) (BBenenue no3 Q4W) (Benenue 103 QW)
AO3HPOBAHUS)
Yuciio cy0beKToB 7 9 8 8 10
Oo0mee Bpems Bo3aeiicTBUS

1,50 2,05 1,80 1,73 2,31
(roasr)
Ymncs10 KpOoBOTEUECHHU I 13 1 1 - 11
Yucao cy0beKkToB ¢

6 (85,7) 1(11,1) 1(12,5) - 3 (30)
KpoBoTedeHusimu, N (%)
Yucao cy0beKTOB ¢ HyJIeBbIM

1(14,3) 8 (88,9) 7 (87,5) 8 (100,0) 7 (70)
YHCJIOM KpoBoTedyeHuii, N (%)
Tsaxesnbie kpoBoTeueHusi, N
(%)
IIpuyuna kpoporeyenusi, N
(%)
CrnioHTaHHbBIE 4 (30,8) - - - 10 (91)
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TpaBmaruueckue 9(69,2) 1 (100,0) 1 (100,0) 1(9)
Mecto kposoTteuenusi, N (%)

Cycras 11 (84,6) - - 10 (91)
Mpiiiibt 2 (15,4) - 1 (100,0) 1(9)
Hpyroe - 1 (100,0) - -
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Ipumep 2: OGpasosanue TpoMOuHa nocie seenenuss MAT 1

3amemenue ¢akropa VII (FVII) sBisercs craHAapTOM JIEYSHHs IMallUEHTOB C
remopunueit A (HA). MAT 1 npeacrasisier coboif OucnenupuyHOe aHTHUTENO, CIIOCOOHOE
oobenuuaTh paxrop IX(a) u FX(a), ¢ ynydmeHHbIMI TéMOCTaTUYECKUMU CBOMCTBAMU i71 Vilro u
B Monenax HA Ha mpimax no cpaBHeHuto ¢ smunusymadoM. FRONTIER1 (NCT04204408)
npencrasisier coboil  umcciaenosaHue ¢aspl  1/2, B KOTOPOM H3ydaercss Oe30MacHOCTb,
MEPEHOCUMOCTh, (hapMaKOKHHETHKA U (apMaKOoIUHAMHKA BBOIMMOro mnoakoxkHo MAT 1 y
3I0pOBBIX TOOPOBOJIBLIEB U MALMEHTOB C TspKenoi HA, He3aBHCHMO OT CTaTyca MHTHOHUTOPOB
FVIIL

AHaNM3UpOBaJIM MUKOBOE 00pa3oBaHUEe TPOMOMHA M JTaOOPATOPHBIE MApPKEPHI B OTBET
Ha MAT 1 unmu smunmuzymad.

Metoasbi: Yacte ¢aser 2 FRONTIER] sBisiercst oTkpsiTol, npu 5ToM MAT 1 BBOZSAT
MOJKOKHO B TeueHHe 12 Hemenb B MATH KOropTax, NPEeIHA3HAUYEHHBIX JJI1 BBEICHHS
MHOTOKPATHBIX BO3PACTAIOIIMX 103, C LENbI0 JOCTI)KEHUs] CpPeAHEH IUIa3MaTHYeCKOM
KOHLEHTparuu 1-18 MKI/MiI mocpencTBoM BBEACHUS 03 OJUH pa3 B Henenro (KoropTel 1-3 u 5)
WIM OAWH pa3 Kaxable deTblpe Henenu (koropta 4), s KOropt 3/4 ueneBoil sBisercs
OIMHAKOBAasl IUIA3MaTHYECKass KOHUEHTpauus. [l CpaBHEHHs BKIIOYAIN JONOJHHUTEIbHYIO
HCCIIEIOBATENBCKYIO KOTOPTY CYOBEKTOB, KOTOPBIX JICUHIH 3MULIU3YMaOOM.

PesyabraTel: Brutoumnu 42 cyobekra, nomyudaBmmx MAT 1 (koropter 1 [n=7], 2
[n=9], 3 [n=8], 4 [n=8] u 5 [n=10]), u 10 cyObekroB, momyuyaBuMx >MULKU3yMa0. [IuKoBBIE
ypOBHM TpOMOMHA MOBBILATHCH ¢ TMOBbieHHeM 1036l MAT 1. B skcnepumente in vitro, B
KOTOPOM B 00pas3isl Iua3Mbl KpoBH ¢ HeWTpanu3oaHHbIM FVIIL 1o BBeneHus 10361 100aBIsin
u3BeCTHy0 KoHUeHTparmioo MAT 1 wium smunusymad, MakCHUMajbHas BbICOTA MHKa Oblia
JOOCTHTHYTa MpHU 0oJiee HU3KUX IJIa3MATUYECKUX KOHLEHTPALUSIX, YeM B Cllyd4ae SMHLU3yMada,
YTO yKa3biBaeT Ha Oosee BbICOKYIO 3¢ dextuBHOCTE MAT 1 (cMm. @urypy 4). CpenHue muKoBbIe
ypOBHH TpoMOWHA OBUIM COMOCTABHUMBI MEXAY MAlMEHTAMH, MOJYYaBIIMMH 3MHUIHM3YMad U
MAT 1, B koropre 2. He HaOmomanu n0303aBUCHMMOIO HM3MEHEHHsI ypoBHel D-mumepa,
¢ubpunorena, TpomboruTo mwin antureHa FIXa/FX; 60ipIIMHCTBO 3HAYE€HUN OCTABAIUCH B
npenenax HOPMAIbHOTO aAuana3oHa. Jlo3o3aBHUcHMOe yBenudeHHe YpoBHs ¢parmeHTOB 1 u 2
nporpoMOnHa HaOmoamy y nanueHToB, nonydaBmmx MAT 1 u smunusymal (OTHOCHTENBHOE
usmenenue [%]: 26,08, 93,99, 323,65, 606,41 u 315,62 B koroprax 1-5, COOTBETCTBEHHO, U
85,04 nns smMunmsymaba), co crabumnmsanuell B paBHOBECHOM COCTOSIHUU.

BoiBoabi: J{0303aBHCHMOE TMOBBIIIEHHE OOpa3OBaHHWs TPOMOMHA HAOMIOOATH Y

nanueHToB, nony4daBmux MAT 1, mpu 3ToM ObUIM AOCTUTHYTBHI OOJie€ BBICOKHE ITMKOBBIE
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yPOBHH TPOMOMHA, Y€M y MAIMEHTOB, MOJy4YaBIINX dMUL3ymad. JlabopatopHble napaMeTpel He
BBISIBUJIH ITPOOJIEM ¢ 6€30MaCHOCTHIO.

IIpumep 3: Dxcrpanosinust pe3vabpTaroB u3 llpumepa 1 1 2 Ha HOBBIE PEKUMBI TO3UPOBAHUS

AU PA3JIMYHBIX T'PYIIIT IO MaCCC TCJId

Ha ocHOBaHMM KOHKPETHBIX HOBBIX JAaHHBIX U3 KIMHUYECKUX HCCIIEN0BaHUN
FRONTIER]1, Takux kak pnaHHble, BKiOdeHHble B [lpumeprl 1 u 2, aBTOpBI HacTOSILEro
u3o0Operennst paspabotanu CrnocoObl BBEACHUS W, B YaCTHOCTH, KOHKPETHBIE PEKHMBbI
JIO03UPOBaHUs (BKJIOUAsh BbIOOP JHAMAa30HOB MAcChl TENA/TPYIN), PACKPbIThie B IaHHOM
JIOKYMEHTE, TIOCPEACTBOM TINATEJIBbHOIO aHAJINW3a W HUCIOJb30BAHUS HOBBIX JAHHBIX,
NOJIYYCHHBIX B YKAa3aHHBIX HCCJIEAOBAHMSX, BKJIOYAs OTBET MalUeHTa U HaOJIroaaeMble
cBoiictBa Oucneruduunoro antutena MAT 1 (takue kak 103a, Ty, Tmax U MJIA3MaTHUECKAS
KOHLIEHTpALHsi). ABTOPBI HACTOSIIETO M300PETEHMs, HAIPUMEp, MPENyCMOTPENN AOCTIKEHHE
TEPANeBTHUECKON TUIa3MAaTUYECKOH KOHLEHTPAIMd B PABHOBECHOM COCTOSIHUHM B JHAIa30HE
NPUOTU3UTENBHO OT 2 MKI/MJI 10 MPUONU3UTENBHO 18 MKI/MI, MpeanodTuTeNbHo oT 3 10 9
MKI/MJI, Hampumep, S, 5,5, 6, 6,5 wmu 7 Mkr/mui, u paspaboTanu HeOOXOIUMBIE PEKUMBI
NO3UPOBAHUST ISl JTOCTMOKEHHUS STOM IJIa3MAaTUYECKOH KOHLEHTPAlUd B PAaBHOBECHOM
COCTOSIHUH JUIsI KOHKPETHBIX TPYHII 110 Macce Teja MyTeM PacCLIMPEHHs YUClia TPy 10 Macce
TeNa OT ABYX JO TPeX TaKUM 00pa3oM, YTOOBI OXBATUTh MAacCy TeJa OT 5 KT H, CJIEOBAaTEIbHO,
TaKXKe MAILHeHTOB JIETCKOTr0 BO3pacTa.

Hcnonezys moxens nonymsanuonHor @K, ommcannyro B Ilpumepe 1, aBTOpBI
HACTOSIIEr0 M300PETeHUs] YCTAHOBWIM PEXHMMbI JO3UPOBAHUS, KOTOPBIE MO3BOJIIOT OBICTPO
YCTAHOBUTH IJIa3MAaTUYECKYI0 KOHLeHTpauuio MAT 1 B paBHOBECHOM COCTOSIHUU B Ipenesax
TeparneBTHYECKOro auamna3zoHa (0T 2 go 18 MKI/MiT) ¢ MOMOIIBI OJHOW HArpy304YHOM HO3BI C
MOCJICAYIOIEH TMOANEPKUBAIOIIECH M030M JJIs1 4acTOoThl BBeneHwsi 103 Q2W 1t TUNUYHBIX
3HAYEHUH MACChI TeJia B TOMYJISILUU C TeMO(UITHEH.

[TpumMeps! yKa3aHHBIX PEKUMOB TO3UPOBAHMS M TPYII MO MAacce Teja MOKa3aHbl B

Tabmune 8.
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Tabmuua 8: [TpuMepsl NOIEPKUBAOIIEN U HATPY30YHON 103 W IPVIII 0o Macce Ttena st MAT

1

I'pynna no macce tena (kr) |do3a Q2W (mr)
IMonnepxuBaromas n1o3a Harpysounas nosa
5-<15 4 9
15 - <45 9 29
>45 20 66

Q2W = oauH pa3 Kaxxable ABE HEAEIH

[Mpumepsr @K-npoduneit ykazannoro MAT 1 mis TunnysebIXx cyOBEKTOB B IMpenesiax
KaXI0M TPYTIIBI [0 Macce TeJla U YacTOThI TO3UPOBaHMsI oka3aHbl Ha @urype S (C2 = koropra
2, Cug = cpenHss muasmaTuyeckas KOHUEHTpauus, Cm.x = MakCHMajbHas IJIa3MaTHYeCKas
KOHIIEHTPAIHS).

Ipumep 4: CrabunpHocTs KoMOo3uuidi MAT 1

dapmaneBTUUECKUE KOMITO3UIHHY, IPOAHAIU3UPOBAHHBIE B HACTOSIIEM IpPUMEDPE,
cogepxkat 1-100 mr/mn Oucnenuduunoro anturenra MAT 1, 150 MM ruppoxmnopuna L-
aprununa, 20 MM L-ructununa, 0,02 macc./06.% nonucop6ara 20 npu npubnusurensao pH 6,3.

CTaOunpHOCTh OLEHMBAJIM HAa OCHOBAHWUHU CIEAYIOIIMX KIJFOYEBBIX IapaMETPOB:
Buemnuii Buz, BbicokomodsiekyssipHele Oenku (HMWP), monomep u crenenb umctorsl. Ha
OCHOBAaHUHU PE3yJIbTATOB HCCJIEIOBAHUS CTaOWJIBHOCTH, MpHBENEHHbIX B Tabmuuax 9-22, He
HaOMomany win HaONMIONANM JIMIIb HE3HAUYUTEJIbHOE W3MEHEHHE TEHIEHIMU JUI KIIOYEeBBIX
napaMeTpoB BO BpeMsi XpaHEHUs B YCJIOBHSX pnojrocpodHoro xpanenus (5°C = 3°C) u B
YCIIOBHSIX YCKOPEHHOTO HCCIeNOBaHUs CTa0mIbHOCTH npH XpaneHnn (25°C + 2°C), cBsi3aHHBIX €
xumudeckor crabunpHOocThiO (HMWP, MoOHOMEp u CTemeHb 4YHMCTOThI) U (PU3HYECKOH
CTa0MJIBHOCTBIO (BHELITHUN BUJ).

Takum 0Opa3oMm, pe3ysbTaThl MOKA3BIBAIOT, YTO KOMIIO3HMLIUHU SIBISIFOTCSI XUMUYECKA U
¢dusnvecku crabmIbHBIMU C TeueHueM Bpemenu npu 5°C u 25°C.

AHanuTHYECKHE METOAUKH

1. @apmaroneiinvie auanumuyecKue MemoOouKu

JLJist KOHTPOJISI JIEKAPCTBEHHBIX MPOIYKTOB MPUMEHSFOTCS ClIeAyromue GpapMaKoneiHble
aHAIMTHYECKHE METOTUKH.

Buemuanii Bug
BHewHnii BUA J€KapCTBEHHBIX MPOAYKTOB ONPEAEHSIOT IMyT€M BH3YaJIbHOIO OCMOTpPa B

cootsercTBuM ¢ EBp. @apm. u Amn. Papwm.

48




10

15

20

25

30

pH
pH u3sMepsroT C NOMOLIBIO TMOTEHLIMOMETPUYECKOTO OINpENeNieHUs, BBIIOJIHEHHOTO B
cootBercTBuM ¢ EBp. @apm., @apm. CHIA u An. Papm.

2. Heghapmaroneiinvie ananumuyeckue mMemoouxu

Jndg  KOHTpONs ~ JIEKapCTBEHHBIX ~ MPOAYKTOB ~ IPHUMEHSIOTCA  CIEAYIOIIHE
HedapMaKoneiHble aHATUTHYECKIE METOTUKH.

2.1 Cooeporcanue coenacrno SE-HPLC

Conepxanue onpenensitor ¢ nomoupio SE-HPLC ¢ mpumeneHuneM H30KpaTHUECKOTO
SJIOMPOBAHUsA HA OKCKIK3MOHHONW KOJIOHKE U nocieayromero Y ®-geTeKTUpOBAHUSL.
ConepskaHue pacCUUTHIBAIOT C MUCIIOJIB30BAHUEM IUIOIIAACH MUKA BBICOKOMOJIEKYJISIPHBIX O€JIKOB
(HMWP) u mnuka MoOHOMepa OTHOCHUTENbHO momaneli nmuka HMWP u mmka MoHOMepa
STAJIOHHOTO MaTepHalla C U3BECTHOW KOHLIEHTpALMEH (Coep:KaHueM) 1 BBIPAXKAIOT B MI/MJL.

2.2 Monomep coenacno SE-HPLC

Conepxanne MoHoMepa ompenensitoT ¢ nomombio SE-HPLC ¢ nmpumenennem
WU30KPAaTUYECKOrO 3JJIIOMPOBAHMS HAa 3KCKIIO3UOHHOM KOJIOHKE M nocienyrpomero Y d-
nerekTupoBaHus. I1nomane muka MOHOMEpPA OTHOCHUTENBHO OOIIeH IMIIOIaal pacCUUTHIBAIOT U
BBIPAKAIOT B MPOLIEHTAX.

2.3 Beicokomonexyaspusie oenxu (HMWP) coenacno SE-HPLC

Conep:xanue HMWP onpenemsror ¢ nomombto SE-HPLC ¢ npumeHeHnem
MU30KPaTUYECKOTO JJIIOMPOBAHUS HA OKCKIIO3MOHHON KOJOHKE U mnocneaywouero Yo-
nerextupoBanus. Ilnomane nmuka HMWP ortHOCHTEeNnpHO OOINelH IUIOmagy pacCUUTBHIBAOT U
BBIPAXAIOT B IPOLICHTAX.

2.4 Cmenens uucmomer coenacno CE-SDS

CreneHp 4YHCTOTHI OMNpPENENSIOT Kak IUIOIIAAb [JIABHOTO TMHKAa IO JaHHBIM
KanmuusIpHOTro 3nekTpodopesa B npucyrereun noaeuwicynbdara Harpus (CE-SDS). Crenenb
YUCTOTHI onpenessitoT ¢ nomouibio CE-SDS B HeBOCCTaHABIMBAIOIIUX YCJIOBUSAX U C IOMOLIBIO
Y®-nerextupopanus. CTeneHb YUCTOTHI PACCUMTBHIBAIOT Kak IUIOMIAAb TJABHOTO IHKa
OTHOCHTEINIbHO OOIIeH TUIOMAId U BBIPAXKAIOT B MPOLICHTAX.

Jlaunvie no  cmaburvHocmy  kKomnosuyuil, cooepacawmux MAT 1 6 ouanaszowue

xouyenmpayuii 1-100 me/mn

CrabuinbHOCTh KOMMO3UIMH, copepskammx 1, 2, 5, 11,25, 57,5 u 100 mr/mn MAT 1,
OTCJIEXKHBAJIM B yCIOBUAX poirocpoyHoro xpaneHus (5°C + 3°C) u B yCIOBHSIX YCKOPEHHOTO

uccieoBanus cTadminbHOCTH pu xpaneHnn (25°C £ 2°C).
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Pesynprarel miis kommosuuui, cogepxkamux MAT 1 B aumamasone ot 1 mr/mu mo 100
MI/MJI, TIOKQ3bIBAIOT COTIOCTABUMYKO CTaOWMJIBHOCTb. KOMIO3UIMH SIBJISIFOTCS XUMHUYECKH U
¢bu3znUecKy CTaOUITBbHBIMU.
HanHblie mo cradbuabHocTH Ajs 1 mr/mua MAT 1

JlaHHBIE 1O CTA0MIBHOCTH KOMMO3ULM#, copepskamux | mr/min MAT 1, npencraBineHbl
B Tabnuue 9 nist ycnosuit nonrocpouHoro xpaHenust u B Tabmuue 10 st ycnoBuit yCKOPEHHOTO
UCCJIEIOBAHUS CTAaOMIIBHOCTH MPU XPAHEHUU.

Tabmauua 9: auubie 1o crabunbraocTy it 1 mr/mMa MAT 1 npu 5°C+3°C

TecTupyemsiii Bpemennas Touka (mecsiibi) npu S°C+3°C

napaMmerp 0 3 6 9 12 18

Buewmmnuii Bun |Coorsercts [CoorBercts [CoorBeTcTB [CoOoTBeTCTB |{CoO0TBEeTCTB (COOTBETCTB
yer1 yeT1 yeT1 yeT1 yeT1 yeT1

pH 6,4 6,4 6,3 6,3 6,3 6,3

Conepxxanne |1,0 1,0 1,0 1,0 1,0 1,0

(mr/mu)

HMWP (%) 0,5 0,6 0,6 0,5 0,6 0,6

Monowmep (%) (99,4 99,2 99,3 99.1 99.4 993

Crenenp 97.6 97,5 97,5 96,8 97,1 96,7

qucToThI (%0)

' CootBercTByeT o3Hauaer: IIpospauHas WM TOYTH NPO3PAUHAs, OECIBETHAs WM MOYTH

6eCLIBeTHa$I KHUAKOCTD, IO CYILIECTBY HE CoacpKalas 4aCTHUI]

Tabmuua 10: Tagusie no crabunpocty i 1 mo/mit MAT 1 nopu 25°C+2°C

TecTupyemsiii | BpemenHnast Touka (Mecsiubl) npu 25°C+2°C

napamerp 0 1 3 6
BHewnuii Bun COOTBeTCTByeT1 COOTBeTCTByeT1 COOTBeTCTByeT1 COOTBeTCTByeTl
pH 6,4 6,3 6,3 6,3
Conepxxanne | 1,0 1,1 1,0 1,0

(mr/mu)

HMWP (%) 0,5 0,6 0,6 0,6

Monowmep (%) | 99,4 99,2 99,2 99,2
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Crenenb 97,6 96,0 95,7 94,1

2 2 2 2

qucToThI (%0)

1
CootBercTByer o3Havaer: [Ipo3payHasi WM TOYTH MPO3paduHasi, OeCLBETHAas WIM IOYTH

6eCI_IBeTHaH JKUAKOCTD, IO CYLIECTBY HE COACPIKaIIast 4aCTUL

JMaHHbIe Mo cTaduabHocTH s 2,0 mr/mua MAT 1
Hannble mo crabunpHOCcTH it 2,0 mr/min MAT 1 coobmarorcss B Tabmume 11 mns

YCJIOBHI JOJITOCPOYHOrO XpaHeHus: u B Tabnuue 12 nst yeinoBuil yCKOPEHHOTO MCCISOBAHUS

CTa0MJIBHOCTH TPU XPAHEHHH.

Tabmuua 11: Tagusie o crabunpaocty wist 2.0 mr/ma MAT 1 opu 5°C+3°C

Tecrupyemeprii napamerp  (Bpemennas Touka (Mecsinbl) npu S°C+3°C
0 3
BHewnumit Bun COOTBeTCTByeT1 COOTBeTCTByeT1
pH 6,3 6,3
Conep:xanne (mr/min) 1,99 2,00
HMWP (%) 0,8 0,8
Mounowmep (%) 99,2 99,1
Crenenp uuctotsl (%) 97,4 97,5

' CootBercTByer o3Hauaer: IIpospadHas WIH TOYTH MNPO3PAavHAs, OECLBETHAS WIH MOYTH

6CCLIBCTH3.H KHUAKOCTD, IO CYIIECTBY HE CoACpKalasd 4aCTHI]

Tabmuua 12: aaubie 1o crabunbaocTy mist 2.0 mo/mua MAT 1 nopu 25°C+2°C

TecTupyembiii napamerp Bpemennas Touka (Mecsinbl) npu 25°C£2°C
0 1

Bremnuit Bug Coorsercrayer’ Coorsercrayer'
pH 6,3 6,3
Conep:xanmne (Mr/min) 2,00 2,00

HMWP (%) 0,8 0,8

Mounowmep (%) 99,1 99,1

Crenenb unuctotsl (%) 97,5 97,8
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1
CootBercTByer oO3Havaer: [Ipo3payHasi WM TOYTH TPO3paduHasi, OeCLBETHAsT WM IOYTH

6eCLIBeTHaH JKUAKOCTD, IO CYLHECTBY HE COACPIKalIast 4HaCTULL

JManHblie mo cradunbHocTu s 5,0 mr/man MAT 1
HMannble mo crabunpHOCcTH it 5,0 mr/mn MAT 1 coobmarorcst B Tabaume 13 ms

YCJIOBUI1 JOJITOCPOYHOro xpaHeHus u B Tabmune 14 mis yciaoBHil YCKOPEHHOTO HUCCIEIOBAHUS

10

15

CTa0MJIBHOCTH MPHU XPAHSHHH.

Tabmuua 13: agssie o crabunbHocTy Wi 5.0 mr/ma MAT 1 opu 5°C+3°C

TecTupyemsbiii napamerp  (BpemenHasi Touka (Mecsinbl) npu S°C+3°C
0 3
BHewnuii Bun COOTBeTCTByeT1 COOTBeTCTByeT1
pH 6,3 6,3
Conep:xanue (mr/min) 4,90 4,91
HMWP (%) 0,7 0,7
Mounowmep (%) 99,2 99,2
Crenenb unuctotsl (%) 97,0 97,9

1
CootBercTByer o3Havaer: IIpo3payHasi Wi TOYTH MpPO3paduHasi, OeCLBETHAas WU MOYTH

6eCI_IBeTHaH JKUAKOCTD, IO CYLIECTBY HE COACPIKaIIast 4aCTHUL

Tabmuna 14: Jagusle o crabunsHocTy st 5.0 mr/mut MAT 1 pu 25°C+£2°C

TecTupyemprii napamerp Bpemennasi Touka (Mecsiubl) npu 25°C+2°C
0 1

BHewnumit Bun COOTBeTCTByeT1 COOTBeTCTByeT1
pH 6,3 6,3
Conep:xanue (Mr/mi) 4,91 4,90

HMWP (%) 0,7 0,8

Mounowmep (%) 99,2 99,1

Crenenb unctotsl (%) 97,9 97,6

1
CootBercTByer o3Havaer: [Ipo3payHasi WM TOYTH MPO3padHasi, OeCLBETHAash WU IOYTH

6eCLIBeTHa${ JKUAKOCTD, IO CYLIECTBY HE COACPIKaIIast 4aCTUL
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JManHblie mo cradbuabHocTH as 11,3 mr/man MAT 1

Hannbie o cradunmpHOcTH mist 11,3 mr/mn MAT 1 coobmarorcst B Tabmume 15 mns
YCIIOBH AOJTOCPOYHOro xpaHeHus u B Tabnuue 16 nns ycnoBuil yCKOPEHHOTO MCCIEOBAHUS
CTa0MJIBHOCTH NPU XPAHEHHH.

Tabmuna 15: Jagusle o crabmwibHocTh wist 11.3 mr/mun MAT 1 nipu 5°C+3°C

TecTupyemelii napamerp  |Bpemennasi Touxka (Mecsiubl) npu S°C+3°C
0 3
BHewnumii Bug COOTBeTCTByeT1 COOTBeTCTByeT1
pH 6,3 6,3
Conep:xanue (mr/mi) 11,2 11,2
HMWP (%) 0,8 0,9
Mounowmep (%) 99,1 99,0
Crenenb unctotsl (%) 97,3 96,5

1
CootBercTByer o3Havaer: [Ipo3payHas WM TOYTH MPO3padHasi, OeCLBETHAsT WJIM IOYTH

6eCLIBeTHa$I JKUAKOCTD, IO CYLIECTBY HE COACPIKaIIast 4aCTUL

Tabmauua 16: Tagusle o crabunbgocty mas 11.3 mr/ma MAT 1 opu 25°C+2°C

10

TecTupyemblii napamerp Bpemennas Touka (Mecsiubl) npu 25°C+2°C
0 1

Buemnwmit Bug CootercTByer CooTBeTCTBYeT"
pH 6,3 6,3
Conep:xanue (mMr/mi) 11,2 11,2

HMWP (%) 0,9 0,9

Mounowmep (%) 99,0 99,0

Crenensb unctotsl (%) 96,5 96,2

T
CootBercTByer O3Havaer: [Ipo3payHas WM TOYTH MPO3padHasi, OeCLBETHAs WJIM MOYTH

6eCLIBeTHa$I JKHUAKOCTD, IO CYLIECTBY HE COACPpKalIast 4aCTULL

JanHble mo ctadbuabHocTH Aas 25,0 mr/mua MAT 1
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Janubie no crabunpHOCTH I 25,0 mr/min MAT 1 coobmatorcss B Tabnuue 17 mist
YCIIOBH AOJTOCPOYHOrO xpaHeHus u B Tabnuue 18 nnst ycnoBuil yCKOPEHHOTO MCCIENOBAHUS
CTa0MIIBHOCTH NP XPAHEHHH.

Tabmauua 17: Jagusie o crabunpocty st 25.0 mr/mua MAT 1 opu 5°C+3°C

Tecrupyemsbrii napamerp  |BpemenHast Touka (Mecsiubl) npu S°C+£3°C
0 3
Buemnuit Bug Coorsercrayer’ CooTBercTByer'
pH 6,2 6,3
Conep:xanue (Mr/mi) 24,6 24,6
HMWP (%) 0,9 0,9
Monowmep (%) 99,0 99,0
Crenenb unctotsl (%) 97,3 97,4

1
CootBercTByer oO3Havaer: [Ipo3payHas WM TOYTH MPO3padHasi, OeCLBETHAs WM MOYTH

6eCLIBeTHa$I JKUAKOCTD, IO CYLIECTBY HE COACPKalIast 4aCTULL

Tabmuua 18: Jlaguele o crabunbaocty wist 25.0 mo/ma MAT 1 opu 25°C+£2°C

TecTtupyembiii mapamerp Bpemennasi Touka (Mecsinbl) npu 25°C£2°C
0 1

Buemnwuii Bug COOTBeTCTByeTl COOTBeTCTByeTl
pH 6,2 6,3
Conepsxanue (Mr/m) 24,6 24,7

HMWP (%) 0,9 1,0

Mounowmep (%) 99,0 98,9

Crenenb unctotsl (%) 97,3 96,9

1
CootBercTByer O3Havaer: [Ipo3payHasi WM TOYTH MPO3padHasi, OeCLBETHAsT WM MOYTH

6eCLIBeTHa$I JKUAKOCTD, IO CYLIECTBY HE COACPKalIast 4aCTULL

JManHble o cradbuabHocTH Aas 57,5 mr/min MAT 1
Janubie mo crabunpHOCTH I 57,5 mr/mn MAT 1 coobmarorcss B Tabnuue 19 mis
YCIIOBHH AOJTOCPOYHOrO xpaHeHus u B Tabnuue 20 ais yCIoOBUI yCKOPEHHOTO MCCIENOBAHUS

CTa0MJIBHOCTH NP XPAHEHHH.
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Tabauua 19: anusie o crabunpocTy st 57.5 mr/mua MAT 1 opu 5°C+3°C

TecTtupyembiii mapamerp

Bpemennasi Touka (Mecsinbl) npu S°C+3°C

0 3
Buemnmnii Bug COOTBeTCTByeT1 COOTBeTc:TByeT1
pH 6,3 6,3
Conep:xanue (mMr/mi) 56,7 55,8
HMWP (%) 0,9 1,0
Mouowmep (%) 99,1 98,9
Crenenb unctotsl (%) 97,3 97,6

2

2

1
CootBercTByer O3Havaer: [Ipo3payHas WM TOYTH MPO3paduHasi, OeCLBETHAs WM MOYTH

6eCLIBeTHa$I JKHUAKOCTD, IO CYLIECTBY HE COACPpKallast 4YaCTHL

Tabmuua 20: Tanusle o crabunpbHocTy wist 57.5 mo/ma MAT 1 opu 25°C+£2°C

TecTupyembliii napamerp Bpemennas Touka (Mecsiubl) npu 25°C+2°C
0 1

Brewnnii Bun COOTBeTCTByeT1 COOTBeTCTByeT1
pH 6,3 6,3
Conepsxanue (Mr/m) 55,8 56,5

HMWP (%) 1,0 1,1

Mouowmep (%) 98,9 08,8

Crenenb unuctotsl (%) 97,6 96,9

1
CootBercTByer O3Havaer: [Ipo3payHas WM TOYTH MPO3padHasi, OeCLBETHAs WM MOYTH

6eCLIBeTHa$I JKHUAKOCTD, IO CYLIECTBY HE COACPpKalIast 4aCTHL]

JanHblie no cradbuabHocTH aast 100 mr/ma MAT 1

Hannbie o crabwibHoct isi 100 mr/mn MAT 1 coobmarorcst B Tabmune 21 mns

YCIIOBHH JOJTOCPOYHOTO XpaHeHus u B Tabnuue 22 nisi yCIOBUI YCKOPEHHOTO HCCIENOBAHUS

CTa0MJIBHOCTH TIPU XPAHEHHH.

Tabmauua 21: Taguele no crabunpocty wist 100 mr/ma MAT 1 opu 5°C+3°C

TecTtupyembin

Bpemennasi Touxka (Mecsiubl) npu S°C+3°C
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napamerp 0 3 6 0 12 18

Brewnnii Bun Cootsercts [CootBercTB [CooTBeTCTB [Co0TBETCTB |COOTBETCTB (COOTBETCTB
yer' yer' yer' yer' yer' yer'

pH 6,3 6,3 6,3 6,3 6,3 6,2

Conepsxanue (mr/mi) (99,9 99,3 08,7 100,8 100,6 101,9

HMWP (%) 0,6 0,8 0,9 0,9 1,0 1,0

Monowmep (%) 99,3 99,0 99,0 98,7 98,9 08,8

CreneHb YUCTOTHI 97,7 96,0 97,5 97,1 97,1 97,1

(7o)

1
CootBercTByer O3Havaer: [Ipo3payHas WM TOYTH MPO3padHasi, OeCLBETHAsT WM MOYTH

6eCLIBeTHa$I JKUAKOCTD, IO CYLIECTBY HE COACPpKalIas 4aCTULL

Tabmuua 22:; Taguele o crabunpocty it 100 mr/ma MAT 1 mpu 25°C+2°C

TecTupyemsiii | Bpemennasi Touka (Mecsiubi) npu 25°C+2°C

napamerp 0 1 3 6

Brewnnit Bun COOTBeTCTByeTl COOTBeTCTByeT1 COOTBeTCTByeT1 COOTBeTCTByeT1
pH 6,3 6,3 6,3 6,3
Conepxanne [99,9 99,9 99,1 98,6

(mr/min)

HMWP (%) 0,6 0,9 1,1 1,4

Mounowmep (%) (99,3 98,9 98,7 98,4

Crenenp 97,7 97,1 95,1 93,7

qucToThI (%0)

2

2

2

2

T
CootsercTByer O3HauaeT: lIpo3padnass wiam modTH mMpo3payHas, OecIBETHAas WIN

IMoYTHu 66CL[B6THa$[ JKUAKOCTD, IO CYLIECTBY HE COACPKallas 4aCTHUL]

XoTs onpeneNneHHble MPU3HAKK HACTOSIIEr0 N300peTeH s ObLIH MPOMILTIOCTPUPOBAHBI

U ONHMCAaHbl B JAHHOM AOOKYMCHTEC, CIICLUAIUCTaM CpeI[HefI KBaJ'II/I(I)I/IKaLII/II/I B HaHHOﬁ obnactu

TEXHHUKHU 6YIIYT OUYE€BHUAHBI MHOI'E MOI[I/I(I)I/IKaL[I/II/I, 3aMECHbI, UIBMCHCHHA 1 5KBHUBAJICHTHI. Taxknm

oOpaszom, criexyer MOHMMAaTh, 4TO Mpuiaraemas (GopMyiia H300pETeHUs NpenHa3HA4YeHa IS

OXBaTa BCEX TAaKHX MOZ[I/I(I)I/IKaI_[I/IfI u HSMGHGHHfI, KOTOPBIC HAXOOATCA B MNpPEAciiax WCTUHHOU

CYLTHOCTHU HACTOALIECTO I/I306peTeHI/I$I.
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POPMYVYIJIA U3OBPETEHUA

1.

bucnenuduyHoe aHTUTENO I MPUMEHEHHS B JICYEHUH reMOPIINN A ¢ HHTHOUTOpaMH I
0e3 HuX, T1e yKazaHHOe OucnenuuyHOe aHTUTENIO COAEPIKUT
antuteno k FIX(a) umm ero aHTHreHCBSA3bIBAIOIUN (PparMeHT, CIIOCOOHBIN CBS3BIBATHCS C
FIX (SEQ ID NO:1) w/unu ero aktuupoBanHoii popmoii (FIXa), conepskammii TsSIKETy0
LIeTb U JIETKYIO LIeTlb, U
aHTUTeN0 K FX(a) uau ero aHTUreHeBSI3bIBAIOIIUI (PparMeHT, CIIOCOOHBIN CBsI3bIBAThCs ¢ FX
(SEQ ID NO:2) u/unmu ero aktuBuposanHoi Gopmoii (FXa), conepkamuii TSHKENyO Henb U
JIETKYIO LIeTb,
npuyemM
yKa3aHHas Tsokenas uenb aHturena K FIX(a) wiam ero aHTUreHCBS3BIBAIOIIETO (pparMeHTa
conepxut mnocnenosarenbHocTd CDRI1-3, mpencraenennsie B SEQ ID NO:3, 4 u S,
COOTBETCTBEHHO, U
yKa3aHHas Jierkas uenb aHTurena K FIX(a) mim ero aHTHUreHCBs3BIBAKOIIEro (pparmMeHTa
conepxxut nocnenosarenbHoctu CDRI1-3, npeacrasiaennsie B SEQ ID NO:8, 9 u 10,
COOTBETCTBEHHO, U
yKa3aHHas TspKenas Lenb aHtutena K FX(a) mnm ero aHTUreHCBS3BIBAIOLIEro (hparMeHTa
conepxut nocieaosarenbHoctTd CDR1-3, mpencrasnennsie 8 SEQ ID NO:13, 14 u 15,
COOTBETCTBEHHO, U
yKazaHHas Jerkas uenb aHtutena k FX(a) uam ero aHTUNeHCBS3BIBAIOINErO (parMeHTa
comepxkut nocienoarenbHoctn CDR1-3, mpencrasnennsie B SEQ ID NO:18, 19 u 20,
COOTBETCTBEHHO, U
IPU 3TOM YKa3aHHOE OMCHeUn(UIHOE AHTUTENO MPEIHAZHAUYEHO ISl MOKOKHOTO BBEICHUS
MALMEHTY-4€JI0OBEKY B KOMIIO3HIIMH, COMEpKAIIEH yKa3aHHOe OucnennuyHOe aHTUTEIIO,
IIPU 5TOM Harpy304HYIO 103y, COAEPIKALIYIO
- mpuONMM3HUTENbHO 9 Mr ykazaHHOro Oucneuu(UYHOrO AHTHTENA, BBOMST
MaLUeHTY, UMEIOLIEMY MacCy Tesa oT S Kr A0 <15 kr, uimn
- mpuONMM3HUTENbHO 29 Mr yKa3aHHOro OHCIEenu(UYHOTO aHTUTENA BBOZST
NAaLUeHTY, UMEILIEeMy Maccy Tena oT 15 xr go <45 kr, unu
- [puONM3HUTENbHO 66 Mr yKa3aHHOro OHCIenu(UYHOTO aHTUTENA BBOZST
MAIMEeHTY, UMEIOIEMy MacCy Teja 45 Kr uiu OoJbIe,
IIPY 3TOM MOJAEP KUBAIOIIYIO 03y, CONEPIKAIIYIO
- MPHUONU3UTENBHO 4 MI' YKa3aHHOTO OMCIenn(UIHOTO aHTUTENA, BBOIAT OJUH Pa3

Ka)KJble 1BE€ HEAEIU MALUEHTY, UMEIOIIEMy Maccy Tesa OT 5 Kr A0 <15 kr, uiu
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- MpHUONU3UTENBHO 9 MI' YKa3aHHOTO OMCenn(pUIHOTO aHTUTENA, BBOIAT OJUH Pa3
KaKIble 1BE€ HEJEIU MALUEHTY, UMEIOIEMy Maccy Tena OT 15 xr 1o <45 kr, uiu
- mpubmm3nuTeNnbHO 20 Mr yKa3aHHOTO OHMCTEM(UYHOrO aHTUTENA BBOISAT OAMH Pa3
KaX/Ible JIBE HEIENU MalNeHTY, UMEIOLeMy Maccy Teja 45 Kr uin OoJblie,
IIPU 3TOM YKa3aHHYIO MEPBYH NOANEPKUBAKOLIYIO 03y BBOJAAT 4epe3 [BE HEAeNU MOCie
BBEJICHUSI YKA3aHHON Harpy304HOMN A03bI, U
IPU 3TOM MPEIyCMOTPEHA IUIa3MaTHUECKash KOHLEHTPALUSI YKa3aHHOTO OucnenuduyHoro B
PABHOBECHOM COCTOSTHHH B JHAMa30He MPUOIM3UTENBHO OT 2 MKI/MJI 10 NPUOIH3UTENbHO 18
MKI/MJI, HanpuMep, OT 3 10 9 MKr/mMJ1, Harpumep, 6,5 MKI/MJI.
bucnenuduyHOe aHTUTENO [T MPUMEHEHUS B JIECYEHUU TeMOQHINI A ¢ UHTHOUTOpaMH WIIH
6e3 HUX 1O 1. 1, OTIIMHArOLIeecs: TEM, UTO
ykazaHHoe aHTuTeno K FIX(a) nimn ero aHTUreHCBA3BIBAIO NN (PPATMEHT COAECPIKUT
BapuralesbHBIN TOMeH Tspkenon nemnu, npeacrasieHHbiii B SEQ ID NO:6, u BapuaOenbHbIi
noMeH Jierkoi nenu, npeacrasieHHbiil B SEQ ID NO:11, rne
yKa3zaHHOe aHTHTeNo K FX(a) uiam ero aHTUreHCBS3BIBAIOIIMHA (parMeHT COOEpPIKHUT
BapualebHBIN JOMEH Tspkesion nenu, npencrapieHdsiii B SEQ ID NO:16, u BapuabenbHbIHI
JIOMEH Jierkoi 1enu, npeacrasieHHbiil B SEQ ID NO:21.
bucnenuduyHoe aHTUTENO IS MPUMEHEHUS B JIEYEHUH reMOoQUInu A ¢ UHTHOUTOpaMu HITH
0e3 HUX MO II. 2, OTJINYAIOLIEECs TEM, UTO
yKaszaHHas Tspkenas nenb anturena k FIX(a) conepxxur SEQ ID NO:7, u yka3zaHHas Jierkas
uens antutena k FIX(a) conepxxur SEQ ID NO:12, a
yka3aHHas Tspkenast 1enb antutena k FX(a) conepsxut SEQ ID NO:17, n yka3aHHas jerkast
uenb anTuTena k FX(a) conepxxut SEQ ID NO:22.
bucnenuduyHoe aHTUTENO TSI TIPUMEHEHUS B JICYCEHUH TeMODHIIUl A ¢ HHTHOUTOpAMH HITH
06e3 HUX MO JIFOOOMY W3 MPEOBIAYIIMX IYHKTOB, OTJIHMYAIOIIEECS TEM, YTO yKa3aHHOE
oucnenudpuaHOE aHTUTENO NpencTasisieT codoit MAT 1.
bucnenuduyuHOe aHTUTENO ISt TPUMEHEHUS B JICYEHUH TeMOQHIINI A ¢ HHTHOUTOpaMH HITH
6e3 HUX 1Mo JFOOMY U3 PEABIAYINNX MyHKTOB, OTJIMYAIOIIEECS TEM, YTO HArPy304HYIO J03Y,
COJIEPIKALIYIO
- 9 Mr ykaszaHHOro OHMCIEU(PUYHOrO AHTUTENA, BBOIST MALHEHTY, UMEIIIEMY
Maccy Tena oT S kr 1o <15 kr, uim
- 29 Mr yka3aHHOTro OHCIEU(PHYHOrO AHTHUTENA, BBOAAT MALMEHTY, UMEIOIIEMY
Maccy Tena ot 15 kxr 1o <45 xr, uimn
- 606 Mr ykasaHHOro OMCHEeUH(UYHOrO AHTUTENA BBOAAT MALMEHTY, UMEIOIIEMY

Maccy Tena 45 xr uiu Oosbine,
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IIPU 5TOM NOAAEP>KUBAKOIIYIO JO3Y, COAEPKALLYHO
- 4 Mr ykasaHHOro OuCHenu(pUUHOrO AHTUTENA, BBOAAT OAMH pa3 KaXIble /B
HEZENIN MaLUEeHTy, UMEIOIIEMY MAcCy Teja OT 5 Kr 10 <15 kr, unu
- 9 Mr ykasaHHOro OuCHenu(pUYHOTO AHTUTENA, BBOAAT OAMH pa3 KaxIble /B
HEZeJIU MALUEHTY, UMEIoLIeMy Maccy Tesa ot 15 kr no <45 kr, umm
- 20 mr ykaszaHHOro Oucnenu(puYHOrO aHTUTENIAa BBOIAT OAMH Pa3 KaKAble IBE
HeJIeNIM MALUEHTY, UMEIoIIeMy Maccy Tena 45 Kr wiu Oosblie,
NPU 3TOM MPEIyCMOTPEeHA Ila3MaTH4deckas KOHLEHTPALUs YKa3aHHOro OucnenuduaHoro
aHTHUTEJIa B PABHOBECHOM COCTOSIHUM B JAHMAINA30HE MPUOIU3UTENHO OT 3 10 9 MKI/mi,
Harpumep, 6,5 MKI/MIL.
bucnenuduyHoe aHTUTENO ISt TPUMEHEHUS B JICYEHUH TeMODHIINE A ¢ HHTHOUTOPaMH HITH
0e3 HUX, TIe YKa3aHHOe OucnenupuIHoe aHTUTENI0 peacTasisier codoit MAT 1, u
npuieM MAT 1 npeaHasHaueHO [UIsl IOAKOXKHOTO BBENEHUs NAllMEHTY-4€JIOBEKY B
koMmmo3ulm, copepkameit MAT 1,
IIPU 5TOM Harpy304HYyIO A03Y, COAEPXKALIYIO
- 9 mMr MAT 1 BBOAAT MaLMeHTy, UMEIOIIEMY Maccy Tesa oT 5 Kr a0 <15 kr, unu
- 29 Mr MAT 1 BBOAAT NalMeHTy, UMEIOLEMY Maccy Tena oT 15 kr 1o <45 kr, unu
- 66 Mmr MAT 1 BBOZAT MaIMEHTY, UMEIOLIIEMY MaccCy Tena 45 Kr uiu Oonblie,
IIPU 5TOM NOAJEPKUBAKOILYIO O3y, COAEPKALIYIO
- 4 mr MAT 1 BBOZAT OAUH pa3 Ka)KaAble BE HEACNU NALUEHTY, UMEIOLIEMY MaccCy
Tena ot S kr A0 <15 kr, wiu
- 9 mMr MAT 1 BBOIAT OAMH pa3 KaXk[ble 1B€ HENEIHN MAlMEeHTY, HMEIOIIEeMy Maccy
Tena oT 15 kr go <45 kr, unu
- 20 mr MAT 1 BBOAST OOWH pa3 KaXAble JBE HENETH MAIUEHTY, UMEIOIIEMY
Maccy Tena 45 xr uiu 0osbiie,
IIPU 5TOM YKA3aHHYIO NEPBYIO MOAAEP>KUBAKOIIY) O3y BBOAST Yepe3 ABE HEAENH IOCHe
BBEJICHUsI YKAa3aHHON Harpy304HOMN A03bL, U
IpU 3TOM MpeaycMOoTpeHa InazMatudeckas KkoHueHTpauus MAT 1 B paBHOBeCHOM
COCTOSIHUH B Maria3oHe OT 3 10 9 MKr/mul, Harpumep, 6,5 MKI/MIL
bucnenuduyHOe aHTUTENO TSI TPUMEHEHUS B JICYEHUH TeMOoprinu A ¢ HHTHOUTOpaMH HITH
06e3 HUX MO JOOOMY M3 MPENbIOYLIMX IYHKTOB, OTJIHYAIOLIEEeCs TEM, YTO YyKa3aHHAs
KOMITO3ULIMSL COZNEPKUT mpuoOmmsurenpHo 150 MM rumpoxnopuna L-aprunamaa mmm L-
apruHuHa, npuOmusurenbHo 20 MM L-rucTuamHa M MOBEPXHOCTHO-AaKTHBHOE BELIECTBO,

Takoe kak rnonucopdat 20 mnu noaucopOar 80, npu npudnusurensHo pH 6,3.
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12.

13.

14.

I5.

bucnenuduyuHoe aHTUTENO IJIs1 TPUMEHEHHS B JICYEHUH reMopuiny A ¢ THTrHOUTOpaMH UITH
0e3 HuUX MO JOOOMY M3 MPENbIAYLIMX IYHKTOB, OTJIHYAIOLIEECs TeM, YTO YKa3aHHas
KOMITO3ULIMSL COZNEPKUT mpuommsurensHo 150 MM rumpoxnopuna L-aprunamsa mmm L-
apruauHa, npubnusutensHo 20 MM L-ructupuna u npubnusurensHo 0,02 macc./06.%
nonucopOara 20 wim nonucopbara 80 npu npudnusurensHo pH 6,3.

bucneunduyHoe aHTUTENO Ui NPUMEHEHHS B JIeYeHUH reMouiy A ¢ HHrHOUTOpaMH MU
06e3 HHX 1o MOOOMy M3 NPEABIIYIIMX IMYHKTOB, OTJIMYAIOIIEECS TEM, 4YTO YyKa3aHHAas
KOMIIO3ULIMST ~ copepkuT  npuommsurenbHo 150 MM ruppoxsopuna L-aprunuHa,
npubnusutensHo 20 MM L-ructuanna u npudnusurtenbho 0,02 mace./06.% nomucopbara 20
npu npudmmsuTensHo pH 6,3.

bucnenuduyHoe aHTUTENO ISt TIPUMEHEHUS B JICYEHUH TeMOQHIINE A ¢ HHTHOUTOpaMH HITH
06e3 HuUX MmO JOOOMY M3 TMPENbIIYLINX MYHKTOB, OTJIMYAKOLIEECS TEM, YTO YKa3aHHAs
xoMnosuuus coaepkut 150 MM ruppoxnopuna L-aprunnna, 20 MM L-ructuauna u 0,02

macc./06.% momucopdata 20 mpu pH 6,3.

. bucneun¢uvnoe aHTUTENO AN MPUMEHEHUS B JICUSHUH reMOp MK A ¢ MHTHOUTOPaMH WIIN

06e3 HUX MO JOOOMY M3 MPENbIIyIINX IYHKTOB, OTJIWYAOLIEECS TeM, YTO YKa3aHHas
KOMTIO3HUIHS COAEPIKUT MPHOJIM3UTENbHO 2, MPUOIU3UTENbHO S, mpubmusurensHo 11,25,
npubnu3uTeNnpHO 25 miau npuOnmsuTensHO 57,5 Mr/mu ykasaHHoro OucnenuduuHOro
aHTUTENA.

bucnenuduyuHoe aHTUTENO I MPUMEHEHUS B JIEYeHUN reMopuiiun A ¢ THTHOUTOpaMH HIIH
6e3 HUX 10 IFOOMY M3 MPEABITYLINX YHKTOB, OTJIMYAOLIEeCs TEM, YTO YKa3aHHOE JICUCHUE
obecnieunBaeT CpeqHErOA0BYIO YaCTOTy KpoBoTeuenuit 0, 1, 2, 3 wm 4.

dapmareBTHYECKasT KOMITO3UILIMS, COeprkalnas ykasanHoe oucnernuduynoe antuteio MAT
1, mpubmmurensHo 150 MM rugpoxyopuna L-aprununa, npubmusutensHo 20 MM L-
ructuanHa, npudausutenbHo 0,02 macc./06.% mnomucopbara 20 mpu npubnusurensHo pH
6,3.

dapmaneBTHUECKAs KOMIIO3HLUS O M. 13, OTIMYAOIIAsACs TEM, YTO YKa3aHHAsk KOMITO3HLIUS
COOEPKUT MNPUONM3UTENBHO OT 2 10 NpUOIU3UTENbHO 57,5 MIr/Mil  yKa3aHHOTO
oucnermduunoro anturena MAT 1, mpubnmsurensao 150 MM rugpoxnopuna L-aprununa,
npubmusutensHo 20 MM L-ructuauna, npubnusurtensao 0,02 macc./06.% mnonmcopbara 20
npu npudmmsuTensHo pH 6,3.

Habop, conepsxammii a) GpapManeBTUYECKYI0 KOMITO3UIUIO, CONEpsKalIyo OucrnenuduaHoe
aHTUTENO 1O J0O0MY M3 M. 1-4; 1 b) HHCTPYKLUU 1O MOIKOKHOMY BBEIEHHIO YKa3aHHOMN
dapmarieBTUIECKON KOMIO3ULIMU OJUH Pa3 KaKAble 1Be HEIENIH AJIs JedeHHs reMopumu A

C MHTUOUTOpaMHU WK O€3 HUX I10 JIIOOOMY U3 MPEIbIYIIUX TyHKTOB.
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IMocaenosarenpHocTu CDR u BapuadeibHOro J0MeHa U NMOJHOpPa3MepHbIe nocaeaoarebHocTH iieda MAT 1 nporus FIX(a)
SEQ SEQ SEQ SEQ
ID ID ID ID
NO NO NO NO
VH | EVQLVESGGGLVQPGRSLRLSCA |6 DYAMH; 3 GISWRGDIGGYV | 4 SYGSGSFYN | 5
ASGFTFHDYAMHW VRQVPGKGL KSVKG; AFDS;
EWVSGISWRGDIGGY VKSVKGRF
TISRDNAKNSLYLQMNSLRAEDT
ALYYCVKSYGSGSFYNAFDSWG
QGTLVTVSS
VL | DIOMTQSPSTLSASVGDRVTITCR | 11 RASQSISSW |8 KASKLER; 9 LEYSSYIRT |10
ASQSISSWLAWYQQKPGKAPKFLI LA,
YKASKLERGTPSRFSGSGSGTEFS
LTISSLQPDDFATYYCLEYSSYIRT
FGQGTKVEIK
HC | EVQLVESGGGLVQPGRSLRLSCAASGFTFHDYAMHW VRQVPGKGLEWVSGISWRGDIGGY VKSVKGRFTISRD | 7
NAKNSLYLOMNSLRAEDTALYYCVKSYGSGSFYNAFDSWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVES




2/8

KYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQ
FNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVK

GFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSL
G

LC

DIQMTQSPSTLSASVGDRVTITCRASQSISSWLAWYQQKPGKAPKFLIYKASKLERGTPSRFSGSGSGTEFSLTISSL
QPDDFATYYCLEYSSYIRTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNA
LQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

12
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®durypa 1, mponoswkenue

HocnenosatenbHocTu CDR u Bapua6enbHOro 10MeHa U noJtHOpa3MepHbie nociaeaosarebHocTH ieda MAT 1 nporus FX(a)

SEQ SEQ SEQ SEQ
ID ID NO ID ID
NO NO NO
VH | EVQLVQSGAEVKKPGESLRISCKG | 16 TSWIV; 13 MIDPSDSFTSYSP | 14 LHYYNSEEF | 15
SGYSFSTSWIVW VRQMPGK GLEW SFQG; DV;
MGMIDPSDSFTSYSPSFQGHVTIS
ADKSISTAYLQWSSLKASDTAMY
YCARLHYYNSEEFDVWGQGTLV
TVSS
VL |EIVLTQSPGTLSLSPGERATLSCRA |21 RASQSVSSS | 18 GQSSRTR; 19 QQFGDSQLF |20
SQSVSSSYLAWYQQKPGQAPRLLI YLA; T.
YGQSSRTRGIPDRFSGSGSGTDFT
LTISRLEPEDFAVYYCQQFGDSQL
FTFGQGTKLEIK
HC |EVQLVQSGAEVKKPGESLRISCKGSGYSFSTSWIVWVRQMPGKGLEWMGMIDPSDSFTSY SPSFQGHVTISADKS | 17
ISTAYLQWSSLKASDTAMYYCARLHYYNSEEFDVWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVK
DYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKR VESKY GPP




4/8

CPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFLLYSKLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLG

LC

EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGQSSRTRGIPDRFSGSGSGTDFTLTISR
LEPEDFAVYYCQQFGDSQLFTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVD
NALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

22
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OUTYPA 2
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PUI'YPA 3

Koropta 1 MAD QW Koropta 2 MAD QW Koropta 3 MAD QW

10.00
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.

Koropta 4 MAD Q4W Koropta 5 MAD QW 0 20 40
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Bpemsi ¢ MOMeHTa BBEAEHUS NEPBON 4,03bl (HEAENN)
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PUI'YPA 4

BbicoTa nuka TpomMOuHa (HMOnb/n)
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MAT 1 (mkr/mn)

8/8
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