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CHHOCOBbbI BBEJEHUA BUCIHEHNUOUYHBIX AHTUTEJA-MUMETHKOB FVIII
OJHUH PA3 B MECAILL

OBJIACTHh TEXHUKH

Hacrosimee wu3o0peTeHHe OTHOCHTCS K CrOcoOaM BBENEHHsS AHTHTEN-MHUMETHKOB
¢axropa VIII nmarmentam ¢ remoduiment.
BKJIIOUEHUE INEPEYHA HOCJETOBATEJIBHOCTEM HNOCPEACTBOM
CCBbLUIKHN

Hacrosimass 3asiBka mojaercss ¢ MepeyHeM MOCJEN0BAaTEIbHOCTEH B 3JIEKTPOHHOMN
dopme. [lonHOE comeprkaHUe MEpedHs MOCIEIOBATENILHOCTEH BKIIFOYEHO B JAHHBIA TOKYMEHT

MOCPEACTBOM CCBIJIKH.

CBEJEHUs O NIPEAHIECTBYIOIEM YPOBHE TEXHUKH

VY ManMeHToB C KOAaryJomaTtheld, Takux Kak Jnoau ¢ remodmmmeil A u B, ¢yHkums
pas3JMUHBIX 3TallOB KOAryJsLMOHHOIO Kackaja CTaHOBUTCS HApYyILIEHHOW, Hampumep, H3-3a
OTCYTCTBHSI HUIM HEIOCTATOYHOIO HANWYMsA (PYHKIHMOHANBHOTO (PaKTOpa CBEPTHIBAHHUS KPOBH.
Takoe HapymeHune (QYHKUMM ONHOH YacCTH KOAryJIIMUOHHOTO Kackajga MPHUBOAUT K
HEIOCTAaTOYHOMY CBEPTHIBAHMIO KPOBU U MOTEHLMAJIBHO ONACHOMY AJIA JKU3HM KPOBOTEUEHUIO
VI IOBPEXKACHUIO BHYTPEHHHUX OPTaHOB, TAKMX KaK CYCTaBbL

Heduuur ¢daxropa ceepreiBanuss kpoBu VIII (FVII), oOpHO Ha3piBaeMbIit
remopmineil A, mpencraBiseT coOOH BpPOXKAEHHOE HapyIIEHHWE CBEPTHIBAEMOCTH KpPOBH,
nopaxatouiee npumepHo 420000 uenoBek BO BceM Mupe, u3 KoTopbix oxosno 105000 B
HACTOsILIEe BPEMsI UMEIOT IIOCTABJIEHHBII THAarHO3.

[MarmenTtsl ¢ reModuineii A MOTryT MOJydyaTh 3aMECTUTENbHYIO TEpanuio (pakTopoM
CBEPTBHIBaHUS KpOBU, TakuM Kak 3k30reHHbii FVIII. TpagunuonHoe nedeHue COCTOUT W3
3aMECTHTEJIBbHON TepamuH, NPEAOCTaBIsAEMOW B KauecTBe NPOYUIAKTHKH WM TpU
HEOOXOMUMOCTH Il JICUEHHs SNH3010B  KpoBOTeueHWs. [0 HemaBHero BpeMeHH
PO HIAKTHUECKUM JIEYEHUEM TMAILUeHTa C TsDKeJION reModmimeii A OpU1o BBeneHHE He Oolee
TpeX BHYTPUBEHHBIX MHBEKLMI B HEAETH WM MOJIy4eHHOro u3 miasmel kposu FVIIL wumn
pexomOunanTHOTO FVIIL, Min ero BapraHTOB JUIUTENBHOTO AEHCTBUS.

OpnHako y TakuxX MalHUEHTOB CYLIECTBYET PUCK Pa3sBUTHUsA HEHTPaNIU3YIOLIUX AHTUTE,
TAK HAa3bIBAEMbIX HMHIHOWUTOPOB, K TaKUM 5K30T€HHbIM (akTopaM, 4YTO JeNlaeT paHee
s¢pdextuBHyr0 Tepammo HedddekruBHOH. [emodumus A y NAaUUEHTOB ¢ HHTUOUTOpaMH

npeAcTaBisieT coO00 HEOrPaHUYMBAOLINN PUMEP KOAryJONaTHH, KOTOPAsi SBISETCS YaCTHYHO
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BPOXKIEHHONH M YaCTHYHO mnpuoOpereHHOH. IlalieHTOB, y KOTOPBIX Pa3BUINCh WHTHOUTOPHI
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 MJIAIIEero BO3PacTa MOXKET MNOTPeOOBAThbCS BBENEHHE BHYTPUBEHHBIX KaTETEPOB B
IPYAHYIO BEHY XHPYPTHYECKHM IyTeM, YTOOBI FapaHTUPOBATH JOCTYI B BEHY. DTO MPUBOIUT K
OO0JIBIIOMY PUCKY Pa3BUTHS Y HUX OaKTePHAbHBIX WH(EKIIUH.

JlekapcTBeHHOE cpencTBo smuum3yMad (xemntpa (HEMLIBRA®)), Takske ussecTHoe
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 mns 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 KQUeCTBE NPOKOATyJISIHTOB JUJIs JIeueHus: reMopuinnu A.

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

remoduiuei A, Takol kak remoduins A ¢ HHrHONTOpaMy WM Oe3 HUX.

CYHIHOCTDB U30BPETEHUSL

Hacrosimmee m3zoOpereHne OTHOCHTCS K CIIOCO0aM BBENEHUS] COCAMHEHUH, KOTOpBIE
ciykar 3ameHoil ¢akropa cseprthiBaHust kpou VIII (FVIII) y manmeHTOB, CTpamaromux
KOaryJjomnaTuel, W, B YaCTHOCTH, y TAMEHTOB, Y KOTOPBIX OTCYTCTBYET (DYHKIIMOHAJIbHBINA
FVIII, Takux Kkak ManueHThl ¢ reMopuiueidl A, BKIIOYas TAUEHTOB ¢ remoduianein A ¢
uHruoburopamu. B wacTtHocTH, OucnenmpuyHbIE AHTHTENA MOXXHO MNPUMEHSTh B JICUECHHU
reMopunun A ¢ uHruOWTOpamMu WM 0e3 HUX, NPUYEeM YKa3aHHOE OHCrenu(uIHOe aHTUTEIO
cniocoOHo cBsizbiBaThes ¢ FIX (SEQ ID NO:1) unu ero akrusuposansoii popmoit u FX (SEQ ID
NO:2) nnu ero akTHBUPOBAHHON (POPMOH.

B oxgHOM acnekte Hacroslee M300peTeHne OTHOCHTCS K OucnennuyHOMy aHTHTETY

AJisi IPUMEHEHUA B JICHCHUU FeMO(bI/IJ'II/II/I Ac I/IHFI/I6I/ITOpaMI/I uim 6e3 HUX, MPUYEM YKA3aHHOC
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OoucnermduuHoe aHTHUTENO conmepkuTaHTUTeNo K FIX(a) miam ero aHTHreHCBSI3BIBAIOLIHMNA
¢dparmenT, ciocobnslit ces3pBaThCs ¢ FIX (SEQ ID NO:1) n/unu ero ak THBUPOBaHHOM (HOpMOit
(FIXa), comepskammii TsDKENMyKO Lenb W JIETKYKO Lenb, u aHtureno k FX(a) wmu ero
AHTUT€HCBA3BIBAIOIIUN (pparMeHT, crocoOHbIi cBsa3biBaThess ¢ FX (SEQ ID NO:2) w/unu ero

akTUBUpOBaHHOM (hopmoii (FXa), coneprkaiuii TsSHKENyo Lenb U JIETKYIO Lelb,

IIPU 5TOM
yKa3aHHas TspKejasi 1enb aHnturena K FIX(a) wim ero aHTUreHCBSI3bIBAIOIIEro (parMeHTa
conepxut mnocneaosarenbHoctu CDRI1-3, mpencrasnennsie B SEQ ID NO:3, 4 u 5,
COOTBETCTBEHHO, U
yKa3aHHas Jierkas nenb aHtutena Kk FIX(a) mim ero aHTUreHCBS3BIBAIOIIETO (pparMeHTa
conepxut mnociuenoBarenbHocTd CDRI1-3, mpeacrasnenusie B8 SEQ ID NO:8, 9 u 10,
COOTBETCTBEHHO, U
yKazaHHasl Tspkenasi menb aHthtena Kk FX(a) mimu ero aHTUTeHCBS3BIBAIOINETO (parMeHTa
conepxut nocnenosareabHocTd CDRI1-3, mpeacrasnennsie B SEQ ID NO:13, 14 u 15,
COOTBETCTBEHHO, U
yKa3aHHasl JieTKash [ernb aHThTeNa K FX(a) miMm ero aHTUTeHCBS3bIBAIOMIEro (parMeHTa
conepxut nocnenosareabHocTd CDRI1-3, mpeacrasnennsie B SEQ ID NO:18, 19 u 20,
COOTBETCTBEHHO, U
IIPH 3TOM yKa3aHHOe OucrernupuIHoe aHTUTEJIO NPEeIHA3HAYECHO ISl TIOAKOKHOTO BBEICHUS
MAIMEHTY-4€JI0BeKY B KOMIIO3UIINH, COlepsKalieil ykasaHHoe OucrenupuaHoe aHTUTETIO,

IIPU 5TOM Harpy304HyIO 103y, COAEPKaIIYIO

- mpuONU3UTENbHO 9 MI YKa3aHHOTrO Oucnenu(puyHOro aHTHTENa, BBOASAT MALUEHTY,

UMEIOIEMYy Maccy Tena oT S5 kr o <15, wnu

- mpubnusutenbHo 40 Mr yka3aHHOTO OMCHENU(PUYHOrO aHTUTENA, BBOIST MAIHEHTY,

MMEIOIEMY Maccy Tena oT 15 xr no <45, unu

- mpuOnu3uTeNnbHO 92 Mr ykasaHHOro OMCHEnU(pUYHOrO aHTUTENA, BBOIAT MALHEHTY,

UMEIIeMy Maccy Tena 45 Kr nim Oonblie,

IIPU 5TOM NOAAEPKUBAOILIYIO A03Y, COACPKALIYIO
- mpuONM3UTENBHO 9 MI yKa3aHHOro OuCHEerM(UIHOrO AHTHUTENA, BBOAAT OAWH pa3 B

MeCsIL TAalUEeHTY, UMEIOLIEMy MacCy Tena OT S Kr A0 <15 kr, uimn
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- mpubnusutenbHO 20 Mr ykazaHHOro Oucnermu@UYHOro aHTUTENA, BBOIAT OAMH pa3 B

MeCsL MALKUEHTY, UMEILIEMY MacCy Tesa oT 15 kr no <45 kr, uim

- mpubnusutenbHO 46 Mr ykazaHHOro Oucnenu@UYHOrO aHTUTENA, BBOIAT OAMH pa3 B

MeCsII] MMALIMEeHTY, UMEIOLIeMy Maccy Tesa 45 kr wiu OoJbine,

IPU 3TOM YKa3aHHYIO MEPBYI0 MONAEPKUBAIOLIYI0 J03Y BBOIAT 4epe3 OIMUH MeCALl TOCTe
BBEJICHUsI YKa3aHHOIN Harpy304HOMN J03bI, U

IpU 3TOM TPEAYCMOTpPEHA IJIa3MaTHYeCKasi KOHLEHTPAIMsl yKa3aHHOTO OucrnenuduyHoro B
PaBHOBECHOM COCTOSIHUM B IUAra3OHe MPUOJU3UTENBHO OT 2 MKI/MI 10 NMPUONM3UTENbHO 18
MKI/MJI, HAapuMep, OT 3 10 9 MKr/mMJ1, Harpumep, 6,5 MKI/MJI.

B onmHOM BapmaHTe peanuzalvKd YKa3aHHOE OucCHenu(UYHOEe AHTUTEIO COMEPIKHUT
MEPBYIO0 TSDKENYH uemnb, coaepkamyo SEQ ID NO:7, u nepByro JEerkyr Lemb, COAEPIKAIIYIO
SEQ ID NO:12, a Takxe BTOPYK TspKenyr wenb, comepxkamyro SEQ ID NO:17, u BTopyro
JIeTKYIO 1enb, coaepxkamy SEQ ID NO:22 (MAT 1).

B opgHOM acmekte Hacrosimee uU300peTEeHHE OTHOCHTCA K  (papMaleBTUYECKOM
KOMTIO3HIINH, COAepsKaliei OucnenuduaHoe aHTUTENO, OMMMCAHHOE B JAHHOM JIOKYMEHTE.

B omHOM BapuaHTe peanu3zanMM yKa3aHHOE Oucnenu(puuHOE AaHTUTENO BBOIST
MONKOXKHO  IMALIMEeHTY-4eJIOBeKY B  (apMaleBTHUECKOH  KOMIIO3WULIMH,  COAEpIKallei
oucnennpUIHOE AHTUTENIO, OMIMCAHHOE B TAHHOM JOKYMEHTE.

B onHoM acrniekte OucnenupuyHOe aHTUTENO BBOIAT OAMH Pa3 B MECSI], KaK PaCKpPbITO
B JIJAHHOM JIOKYMEHTE.

B mpenmouturenbHOM BapuaHTE peaNu3allld  YKa3aHHOE AaHTHUTENO BBOAAT B
HArpy304HOU 1103€ C TOCAEIYIOIUMH MOANEPKUBAIOIIUMU JO3aMH, KaK PAacKPbITO B JaHHOM
TOKYMEHTE.

B npyrom acnekre HacTosiiiee W300peTeHHE OTHOCUTCS K Habopam, CoaeprKalium
KOMIIO3UIIMIO, CONEPKAlIy0 Oucnenu@uuHoe aHTUTENO, HANpuUMep, B YCTPOHCTBE s

PIH"bGKL[PIfI, U UHCTPYKLIUHU IO MPUMEHCHUIO.

KPATKOE OIIUCAHUE T'PAOUYECKUX MATEPHAJIOB

Ha ¢ur. 1 npencrasnenst SEQ ID NO:3-22 B TabnuuHoM popmare.

Ha ¢wur. 2 nokasanel cpennue npopumu koHuertpaunu MAT 1 B mmasme kpoBH
nauueHTa. M3mepeHus 10 BBEAEHUs J03bl, KOTOpPbIE MEHbBLIE HIDKHEINO Ipefaena
KOJIMYECTBEHHOTO onpenenenus, ycraHapnuBanu kak 0. KonnenTpanus mist O coolmanack kak

le-2 MKIr/Mn u3-3a UCHONB30BAHMSA Jorapudpmuyeckoit ocu. BeprukanpHble TUHIN 0003HAYAIOT
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nBa ceanca oueHku papmakokuneruku (DK). lens 56-63 ceanca ouenku @K ucnonbzoBanu st
koropt 1-3 u 5 (oguH pas B HeZEIN0), TOTAA Kak IeHb 50-84 HCMONB30BaIH ISl KOTOPTHI 4 (OauH
pa3 xaxnbie 4 Henenn). Cpennee £ COC.

Ha ¢ur. 3 nokasaHa Bu3yajbHas NPOrHOCTHYECKas NpoBepka cooTBercTBHs PK
monenu naHHbIM HaOmopeHuit B yactu FRONTIER1 MAD. Touku NaHHBIX NPEACTABISIOT
coboil MHIMBUAYyaIbHBIE TUIa3MaTuueckne KoHueHTpauun MAT 1 B 3aBUCUMOCTH OT BPEMEHH.
CrutomHass JMHUS TPEACTAaBJIseT MEAMAHy MAAaHHBIX HAOMONEHWH, IyHKTUPHAs JIMHUS
NPEACTABIACT INPEACKA3aHHY0 € TOMOLIBI0 MOAENM MEJUAHHYK  IJIa3MAaTUYECKYIO
koHueHTpaimro MAT 1 B 3aBucumocté OT BpeMeHH. I[lyHKTHUpHBIE JWHUU TPEACTABISIOT
NPEACKA3aHHbIA ¢ TOMOIIBIO MOAENU S5-I (HWKHUN) U 95-11 (BepXHHIT) MPOLIEHTIIIN Ha OCHOBE
1000 umccnenoBarenbCKUX UMUTALUN C ucnonb3oBaHueM DK monenu. MenuaHHYH JIMHHIO
TpeHAa U BapuabeTbHOCTh AAHHBIX HAJICKALTIM O0Pa3oM PErHCTPUPYIOT C MOMOIIBI MOAEIH
JUTsl BCEX KOTOpT.

Ha ¢ur. 4 mnokasaHbl NHKOBbIE YPOBHH TPOMOHMHA Y TALIMEHTOB, MOJYYaBIIUX
noBbitmaromuecss 10361 MAT 1 u KIUHUYECKH PEeKOMEHAOBAHHYIO J03y SMuLM3yMada (emi).
OO6pa3ip! 1a3Mbl KPOBU Opajivl y MALMEHTOB, MOJNy4YaBuX pasianuHbie 710361 MAT 1 (koroptsl,
NOJIy4aBIIFE€ MHOTOKpaTHble Bo3pactaromme a036l (MAD), y KOTOpBIX Hadaiu JieYeHHE
SMULNI3YMaOOM MM KOTOPBIE MPOAOIDKAIOT YCTAHOBJICHHYIO MPOQMIAKTUKY SMULIU3YMa0OM, B
pa3iu4yHbIE MOMEHTBI BPEMEHU HA MNPOTSKEHUM BCEro mnepuona JyedeHus. lloreHuuanbHyro
aktuBHOCTh FVIII HelTpanusoBanu mnytem nobasnenus anturen k FVIII u Bemonssamm
TECTUPOBAHUE HA MpeaMeT 00pa3oBaHus TPOMOHMHA ex Vivo. CIUIOLIHbIE IUHIN NPECTABISIOT in
Vitro o0pa3upl IJIa3Mbl KPOBH YEJIOBEKAa OT 3O0POBBIX CYOBEKTOB, Y KOTOPBIX HMHTHUPOBAJIH
remopuio A ¢ momombro aHtuTen K FVIII M KOTOpbIM BBOAMJIM pa3jiMuYHbIE H3BECTHBIC
koHueHtpauun MAT 1 wmu smunmsymaba. [lyHKTHpHAs JUHHS TPEACTABISIET CPEIHIO0
masmMatudeckyro koHneHTparuo MAT 1 (C,yy paccUUTBIBAIM HA OCHOBAHUH CEAHCOB OLEHKU
@®K) st KaXKI0i U3 YKa3aHHBIX KOTOPT.

Ha ¢ur. 5 nokazansl npenckazannbie Tun4Hble npopumm @K ans MAT 1y cyObpekToB
C pa3sHbIMM 3HAYEHUSMH MAaCChl Tejla NPU MPUMEHEHUM OMHOKPATHON HArpy304HON HO3BI C
NOCJIEAYIOLINMH TOAEPKUBAIOIIUMHI JO3aMH, TIPUBEICHHBIMU B KauecTBe npuMepa B Tabmuie
8. MonenupoBanue @K neMOHCTpUpyeT, 4TO BCE CYOBEKTHI, HE3aBHCUMO OT MacChl Tela,
JOJDKHBI JOCTHYb IIa3MaTudeckux KoHueHTpauuii MAT 1 B TepameBTUYECKOM [uana3oHe,
OTrpaHUYE€HHOM MUHUMAaJIbHON KOHLIEHTpaluel, CpaBHUMON ¢ KOHILIeHTpaLueil B koropte 2 MAD

FRONTIER1 (C2) (2 Mkr/mi), © MakCUMaJIbHON KOHIICHTpAIHel, onpeneneHHON KaK Cpax B
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koropte 5 MAD (18 mkr/mur). 9T0 NpOAEMOHCTPUPOBAHO JUJIsl MHTEPBAJIOB BBeneHUst 103 QW

(omuH pa3 B Hepenmo), Q2W (onuH pa3 kaxnble n18e Henenn) u QM (oauH pa3 B MeCsI).

KPATKOE OITMCAHUE MMOCJIEJTOBATEJILHOCTEN

SEQ ID NO:1 mnpencraBnseT aMHHOKHCIOTHYK MOCJE€IOBATEIbHOCTh (PakTopa
cBepThiBaHUs KpoBH IX uenosexa.

SEQ ID NO:2 mnpencraBisieT aMHHOKHCIOTHYI TMOCJE€IOBATEIBHOCTh (hakTopa
CBEPTBIBaHUS KPOBU X YEJIOBEKA.

SEQ ID NO:3-22 npeacTaBisiitoT aMUHOKHUCJIOTHBIE TIOCIEAOBATEIbHOCTA KOMITIOHEHTOB
oucnermduunoro anturena «KMAT 1», ymoMHHAEMOrO B JaHHOM JOKYMEHTE, WU SIBJISTFOIIUXCS
COCTaBHBIMH YaCTSIMU YKa3aHHOTO AaHTHUTEJA, IPUBEICHHBIE HIKE:

SEQ ID NO:3, 4 u 5 npencTaBisitOT ONPEAESIOIYI0 KOMIIEMEHTAPHOCTh 00JIacTh
(CDR) 1-3, cooTBeTcTBEHHO, TspKenol nenu aHturena Kk FIX(a), sBisromerocs KOMIIOHEHTOM
MAT 1.

SEQ ID NO:6 npencrasisieT BapuaOeNbHbIH AOMeH Tspkenod nenu (Vi) aHTUTENa K
FIX(a), sBnsrornerocst komnoHenToM MAT 1.

SEQ ID NO:7 mpencrasiseT MOJHOpPa3MEpHYI TsDKenyr nenb aHturena k FIX(a),
sIBJISTEOLIErocss KomnoHneHtomM MAT 1.

SEQ ID NO:8, 9 u 10 npencraBasitor CDR 1-3, COOTBETCTBEHHO, JIETKOW LEMU
anturena k FIX(a), spnstomerocs: komnoneHToM MAT 1.

SEQ ID NO:11 npencrasisier BapuabenbHbIli JOMeH Jerkoil unenu (Vy) aHTUTeNna K
FIX(a), sBnsrornerocst komnoHentom MAT 1.

SEQ ID NO:12 mpencraBisier MOJHOPAa3MEPHYIO JIETKyl0 Henb aHTutena k FIX(a),
sIBJISTEFOLIIErocst KommoneHtoM MAT 1.

SEQ ID NO:13, 14 u 15 mpencrasmsitor CDR 1-3 COOTBETCTBEHHO, TSDKENON LENU
antutena Kk FX(a), sensromerocst komrnonentom MAT 1.

SEQ ID NO:16 npencrasnsier BapuadenbHbIi TOMeH Tsikenod uenu (Vi) aHTHTENA K
FX(a), ssnsromerocst komnoHeHToM MAT 1.

SEQ ID NO:17 npencrapnsier coOOH MOJTHOPAa3MEPHYIO TSDKENYIO IIeTb aHTUTeNa K
FX(a), sBnsromerocst komnoHeHTOM MAT 1.

SEQ ID NO:18, 19 u 20 mpencrasmsitor CDR 1-3, cCOOTBETCTBEHHO, JIETKOW LEMU
anTuTena k FX(a), sisromerocst kommoHeHToM MAT 1.

SEQ ID NO:21 npencrasisier BapuaOenbHbI AOMeH Jjerkoil nenu (Vi) aHTUTeNna K

FX(a), ssnsromerocss komnoHeHToM MAT 1.



SEQ ID NO:22 npexacraBisieT MOJHOPAa3MEPHYIO JIETKYIO Iienb aHtutena k FX(a),
SIBJISTEFOLIIErocst KomnoHneHToM MAT 1.

B nononHeHue k mMepedHrO MOCIENOBAaTENbHOCTEH, MPEAOCTABIEHHOMY C JAHHBIM
JOKYMEHTOM B 3JIeKTpoHHOH ¢opme, Ha Durype 1 mnpeacraBiensr SEQ ID NO:3-22 B

5  TabnuuHom dopmare.
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OIIMCAHHUE

Hacrosimee n3o0pereHne OTHOCUTCS K Cioco0aM BBEIEHHs OMCTIEU(UYHBIX aHTUTEN U
KOMIIO3ULIMH, COAEp)KALIMX Takue OucnenuuuHble aHTUTENa, KOTOpbIE CIYKaT 3aMEHON
¢akTopa ceprbiBanust kpoBu VIII (FVII) y manueHTOB, CTpamaroliuxX KOAaryjionaTued, , B
YACTHOCTH, Yy TWALMEHTOB, Yy KOTOPBIX OTCYTCTByeT (yHkunoHaibHbii FVIIL, Takmx kak
NalMeHThl ¢ reModuiiueil A, BKJIOYas MAlUEHTOB ¢ reModuiueit A ¢ uUHrHOWTOpaMu U
NanueHToB ¢ remodmiueii A 0Oe3 WHruOWTOPOB. B 4YaCTHOCTH, NPENSIOKEHBI PEKUMBI
JO3UPOBAHUS OTMH Pa3 B MECSILI.

UroObl 00NeryuTe MOHMMAHHE HACTOSILEro H300pETeHUs, CHavaja MPHBEICHBI
OTIpeNeNIeHUs] HEKOTOPBIX TEPMUHOB.

TepMuHBI B €IMHCTBEHHOM 4HCIE (MIpeaBapseMble «a» U «an» B UCXOAHOM TEKCTE Ha
AHTJIMHACKOM $SI3bIKE) O3HAYAIOT «OAWH Miu Oonee». TepMHMH «comep:kaTb» W €ro BapHAHTHI
TaKle KaK «COHNEPKUT» MU «COAEpKALIMil», KOTAa OHU MPEIIeCTBYIOT YKa3aHUIO STama WiIn
3JIEMEHTA, MpeJHAa3HAueHbl 11 O0O3HAYEHUsI TOTO, YTO NOOABJIEHHE AONMOJHHUTEIBHBIX 3TAIlOB
WY 3JIEMEHTOB SIBJISIETCS HEOOSI3aTEIbHBIM M HE HCKITFOUAETCS.

Tepmun «IpUOIM3UTETHHO» HUCIONB3YETCS B AAHHOM IOKYMEHTE IJisi O0OO3HAYEeHUS
NpUONU3UTENBHO, MPUMEPHO WU OKono. Korma TepMuH «puONM3UTENBHO» HCIIONB3YETCS B
COYETAaHHH C YUCIIOBBIM JTUANa30HOM, OH M3MEHSET 3TOT JUANa30H MyTeM PACLIMPEHUs TPaHMLL
BBILIIE M HIJKE YKA3aHHBIX YHMCJOBBIX 3HaUeHHMH. B 1enoMm, TepMHUH «IpUOTU3UTENBHO» MOXKET
U3MEHSTh YUCIOBOE 3HAUEHUE BBILIE U HIDKE YKa3aHHOTO 3HadeHHs Ha 10 MpOLIEHTOB, BbILIE UITH
HIKe (OOJIbIIe MITH MEHBIIIE).

Tepmun «cpeaHerofoBas uactoTa KpoBoredeHuin» (ABR) oTHocutcs k ymciy
U3JICYCHHBIX  OMU300B  KPOBOTE€YEHMs  (BKJIOYAas  CIIOHTAHHbIE H  TPaBMATHYECKHE
KPOBOTEUYEHHUSI), KOTOPbIE MEPEHEC MAIMeHT B TEUEHUE OINPENEICHHOrO MNepuoa BPEMEHH,
SKCTPANOIMPOBAHHOMY Ha OAuH rof. Hampumep, 1Ba KpOBOTEUEHHS 3a INIECTh MECSALEB OyayT
yka3bpiBaTh Ha ABR, cocTaBisiroimyro yetsipe.

TepMHH «aHTHTENO» BKIOYAET, HO HE OTPAHUYMBAETCS MEPEUNCICHHBIMHU, aHTHTENA,
KOTOpbIE SIBISIFOTCS OMBAJCHTHBIMU, Takue Kak Oucnennduunsie anturena. [lonHopasmepHble
aHTUTENIA COAEPIKAT IO MEHbIIEH Mepe YeThIpe MONUNenTUaHbIe nenu: ase Tsokenbie nenu (HC)
u nBe serkue nenu (LC), kotopble coenuHeHbl TUCyIbGUIHBIMEA CBsi3siMU. OCOOBIN HHTEpEC IS
NoJiy4eHus: (papMaleBTUYECKUX IPETapaToB IMPENCTaBJISET ONHUH KJIACC MMMYHOTJIOOYJIMHOB,
IgG. V mopeit xnacc IgG MoxHO pasgenuTs Ha ueTelpe noakiacca IgGl, IgG2, 1gG3 u, B

MPEANOYTUTEILHOM BapuaHte peanuzauuu, IgG4 Ha OCHOBaHMM MOCJEIOBATENLHOCTU UX



10

15

20

25

30

KOHCTaHTHBIX oOyacTeil Tsokenon neru. Jlerkue 1eny MOKHO pa3fesuTh Ha /IBa THUIA: Kalma- U
nssMOa-1en, Ha OCHOBAaHUU PA3jIMuUi B MX COCTaBax MociienoBaTenbHOCTe. Monekynsl IgG
COCTOAIT U3 JBYX TSDKENBIX LIETel, CBS3aHHBIX IBYMs WUJIH Oosiee AUCYJIbGUAHBIMH CBA3SIMH, U
IBYX JIETKUX LIeTIeH, KaXkiasl U3 KOTOPBIX MPUKPEIIEHA K TSUKENIOH Leny TUCYIb()UIHON CBA3BIO.
Tsoxenast uens IgG Moxer conmeprxath BapuaOenbHbI AOMEH Tspkenoi unenu (Vi) u He Oonee
Tpex KOHCTaHTHbIX noMeHOB Tspkenod uermu (Cp): Cpul, Cu2 u Cy3. Jlerkas uemb MoOXer
coziepskaTh BapuabeNbHbIi qOMeH Jjierkoit nenu (V1) U KOHCTaHTHBIN qoMeH jierkoit nenu (Cr).
Ob6nactu Vg 1 Vi, MOXHO JOTOJIHUTENBHO MOAPA3ACIUTbh Ha OOJNIACTH TUIEPBAPHAOETBbHOCTH,
Ha3bIBAEMbIC OTPENEISIOI MU KOMILIEMEHTAPHOCTh obactamu (CDR) Wn
runepapuabenpubivu - obnmactsamu  (HVR), depenyrommecs ¢ Oonee  KOHCEpBAaTHBHBIMH
oOnacTsimu, Ha3piBaeMbIMU KapkacHbIMH oOJnacTsMu (FR). Jlomens! Vi 11 Vi, 00BIYHO COCTOST 13
Tpex CDR u uetsipex FR, pacnonoXeHHbIX OT aMHHO-KOHIIA K KApOOKCH-KOHIY B CIEIYIOIIEM
nopsinke: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4. BapuaOenbHble JOMEHBI TSKEIOH U
JEerKoi 1uemnel, conepxamue runepsapuadensabie odmactu (CDR), o0pasyioT CTpykTypYy,
KOTOpasi CocoOHa B3aUMOAEWCTBOBATH C AHTUICHOM, B TO BPEMsS KaK KOHCTAHTHast 00JacTb
aHTUTENIAa MOKET ONOCPEAOBATh CBSI3bIBAHWE MMMYHOIJIOOYJIMHA C TKaHAMH WIH (aKTOpamu
XO35IMHA, B TOM 4YHCIle, 0€3 OrpaHWYeHHUs, C PA3TUUYHBIMU KJIETKAMH HWMMYHHOW CHCTEMBI
(> dexTopubiMu KiteTKamu), Fc-penentopamu u nepsbeiM komrioHeHTOM, C1q, u3 komrmuiekca Cl
KJIACCUYECKON CUCTEMBI KOMIUIEMEHTA.

AHTHTENa WU UX (PPAarMEeHThl MOXKHO ONPENENINUTh C TOUKH 3PEHUS UX OTNPEIEIIIOLINX
KoMmIuieMeHTapHocTh obnacteit (CDR). Hcnonb3yemblii B JaHHOM JOKYMEHTE TEPMUH
«OTIpeneNsIoInasl KOMIIEeMEHTapHOCTh obOnacTb» min «CDR» oTHOCHTCS K 0OnacTsmM aHTUTENa,
B KOTOPBIX PACMOJIOKEHbI AMUHOKHUCIOTHBIE OCTATKH, YYACTBYIOIIHME B CBSI3BIBAHUU AHTUIEHA.
CDR MOXHO WIEHTU(PHUIHMPOBATH KakK OOJACTH C CaMOH BBICOKOH BapHaOENbHOCTBIO MPHU
BBIPABHMBAHUN aMHHOKHCIIOTHBIX TIOCIIEOBATENIbHOCTEN BapuabeIbHbIX JOMEHOB aHTUTeN. [lis
unentudpukamu CDR MoxHO mcnonb3oBaTh 0a3bl JaHHBIX, Takue Kak Oa3a maHHbix Kabara,
npu 3ToM CDR, Hampumep, onpenemnsroTcs Kak copepkaliue aMUHOKHUCIOTHbIE OCTaTKu 24—34
(L1), 50-56 (L2) u 89-97 (L3) BapuabenpHOro nomeHa jerko uenu u 31-35 (H1), 50-65 (H2)
u 95-102 (H3) B BapmabenpHOM nomene Tspkenoil menm (Kabat ef 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, HyMepaLunuo aMHHOKHCIOTHBIX OCTaTKOB
B OTOW OO0JAacTH BBIIOJHSIOT TOCPEACTBOM crocoba, omucanHoro B Kabat er al. swiute.

Beipaxkenusi, Takue kak «monokeHue rno Kadary», «ocratok mo Kabaty» u «B cOOTBETCTBUU C
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KabaTtom», B JaHHOM AOKYMEHTE OTHOCSTCS K TAaHHOH CHCTEME HyMepaluH IJisi BapruaOeIbHbIX
JOMEHOB TSDKEJIOW LeNMu WM BapuaOelIbHBIX [OMEHOB JIETKOW LeMu, MU, €CIH 3TO He
NPOTUBOPEYHT KOHTEKCTY, B JAHHOM JIOKYMEHTe UCIIONb3yeTcst Hymepanus o Kadary.

Hcnonp3yeMblil B JAHHOM TOKYMEHTE TEPMHH «OHCIIeu(pUIHOE aHTUTEIIO» OTHOCUTCS
K aHTHTENy, KOTOpPO€ CIOCOOHO CBSI3BIBATHCS C IBYMSI PAa3HbIMU AHTUICHAMH WA JBYMS
Pa3HBIMU SIIUTONAMU HAa OZTHOM U TOM K€ aHTUTEHE.

Tepmun «dukcupoBaHHass a03a» OuCeNUPUIHOTO AHTUTENA OTHOCHUTCS K JO3€,
KOTOPYIO BBOZST MALMEHTy, UMEKINEMy MacCy Tella B Npeaeiiax 3apaHee OINpPeNeJeHHOTO
nuanazoHa (Hampumep, ot 15 kr go <45 kr). Takum obpasom, (¢uUKCHpOBaHHas 103a
NpeayCMOTpPEHa He B BHJE O3Bl MI/KT, a B BUAe aOCOJIOTHOrO KOJNWYeCTBa OucmenuuaHOro
aHTUTENA.

[Tonpa3ymeBaercsi, 4TO HCIOJNb3YEMbIIl B TaHHOM JOKYMEHTE TEPMHH «UEJIOBEUECKOE
AHTUTENIO» O0O3HAYAeT AHTHUTENA, UMEIOIINE BapHaOebHbIe JOMEHBI, B KOTOPBIX 10 MEHbLICH
Mepe 4acThb KapKacHOW oOmacTu W/miM 1o MeHbluei mepe dactb obmactu CDR monyuens! u3
MOCJIEIOBATENIbHOCTEHl MMMYHOIJIOOyJIMHA  3apOABIIEBON JIMHUM dejoBeka. Hampumep,
YeJIOBEYECKOe AaHTUTEIO MOXKET MMETh BapHaOeNIbHbIE TOMEHBI, B KOTOPBIX KaK KapKacHbIE, TaK
u obnmactu CDR monydeHsl U3 MOCIen0BaTENbHOCTEH HUMMYHOTJIOOYJIMHA 3apOBILIEBOI JTMHUN
gyenoBeka. Kpome TOro, ecimm aHTUTENO CONEPKUT KOHCTAHTHYHO OOJNacTh, TO KOHCTaHTHAs
o0nacTh MM €€ YacTb TaKKe IIONYYEeHbl H3 IMOCJIEeNOBATENbHOCTEH HMMYHOITIOOYINHA
3apOJBILIEBON JIMHUM uesoBeka. [IpennouTHTenbHO 4YeIoBEYeCKOe AHTUTENO IPENCTaBIsSeT
co0Ol MOHOKJIOHAJIBHOE AHTHUTEJIO.

Ucnonb3yembiii B naHHOM jaokymeHTe TtepmMuH <«MAT 1» orHOocuTcs K
oucnennpuUIHOMY aHTUTENY, coaeprkaineMmy antuTeno k FIX(a), cmocobHoe cBsizbiBaThes ¢ FIX
(SEQ ID NO:1) w/unu ero akruupoBanHOi (opmoit (FIXa), comeprkainee TKETYHO LENb U
JIETKYIO Liernb, u aHtutenno k FX(a), cocobHoe cesisbiBathes ¢ FX (SEQ ID NO:2) w/unu ero
axtuBupoBanHoil (opmoii (FXa), comepkaimee TsDKENyrO LEMb W JIETKYK LEMb, MPUYEM
yKazaHHas Tspkenas uenb aHtutena k FIX(a) comepsxur SEQ ID NO:7, ykazaHHast Jerkas nerb
aatutena k FIX(a) comepxxut SEQ ID NO:12, yka3annas Tspkenas nenb antutena k FX(a)
cogepxxut SEQ ID NO:17 u ykazanHast nerkas nenb aHturena k FX(a) comepxur SEQ ID
NO:22. bucnemudpudHoe aHTUTENO coaep:kut mocienoBarenbHocTd CDR, mpencrasieHHbIE
SEQID NO:3,4,5u8,9, 10, atakke 13, 14, 15 u 18, 19, 20.

TepMuH «peKuUM BBEOEHHS O03» WIH «PEKUM IO3MPOBAHMUS» BKIOYAET PEKUM

JIeYeHHs1 Ha OCHOBE OIpernesieHHoro Habopa no3. Hampumep, B OMHOM BapHaHTE pean3aliudl B
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HACTOSIEM H300pPETeHUH OMHCAHBI PEXUMBI JO3UPOBAHUS Ui JieueHUss remMopmimu A ¢
UHTHOUTOpaMH WM Oe3 HUX, B KOTOPhIX OucnenudpuyHOEe AHTUTENO CHavajlla BBOIAT B
HArpy304HOH /103€, a 3aT€M BBOAAT B MOAAEPKUBAIOIINX 033X, COIEPKAIUX TaKO€ XK€ WU
MeHblIIee KOJINIECTBO YKA3aHHOrO OUCIerMpUIHOro aHTUTENA, YeEM B HArPy304HOM 103€.

TepmuH «1o3upoBaHHE» OTHOCUTCS K BBENEHHUIO BemecTBa (Takoro kak MAT 1) mns
JOCTIDKEHHSI TeParieBTUYeCKON 3aaauu (Hampumep, JiedeHus reMopuianu A ¢ MHMHOUTOpaMu
win 0e3 HUX).

«Jloza» MokeT OBbITh BBEIEHA C IMOMOIIBI) OJHOIO BBENEHUS WM HECKOJIbKUX
TOCJIeIOBATENIbHBIX BBeneHud. Hampumep, no3a 60 mr MoskeT ObITh BBeAeHa JIMOO B BHIE
OHOKpAaTHOro BBeneHus 60 mr, 0O B BUAE ABYX MOCJIEAOBATENBHBIX BBeNEeHUH mo 30 Mr
Kaxaoe, U go3a 120 mMr mMoskeT ObITh BBEAEHA, HANPUMEpP, B BHIE TPEX MOCIEIOBATENBHBIX
BeeneHnil no 40 mr. IlocnemoBarenbHOE BBEAECHHME 103 B TeYeHHE | yaca MoOcCie BBEACHUs
NePBOM 103bI B CYMME COCTAaBJISIET OAHY A03Y (HampuMep, Harpy304HY0 A03Y, KOTOPYIO HENb3s
JIETKO BBECTH 32 OJTHO BBEICHHE).

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

Tepmun «FX (SEQ ID NO:2) n/unu ero aktuupoBansas gopma (FXa)» takxke Moxer
obo3nauarbes kKak «FX/FXa» nnm npocro «FX(a)».

TepmMuH  «TspKenas — Lemb»  BKJIOYAET  IOJHOPA3MEPHYH)  TSDKENYI0  Lellb.
ITonHopa3mepHas Tskenast Lelb COAEPIKUT JOMEH BapualenbHOW obnactv, Vy U TpU AOMEHa
koHcTanTHOM obmactu, Cyl, Cy2 u Cy3. JloMeH Vi HaXOOUTCS HA aMHUHOKOHIIE TIOJIUIENTHIA, 1
nomeHnbl Cy HaXo#sTCs Ha KapOOKCHJIBHOM KOHIE, mpu 3ToM Cy3 Haxomutcs OJrske BCEro K
COOH-xoH1y.

Hcnonb3yeMblii B JaHHOM JOKyMEHT€ TEPMHH «JIerKas LeMb»  BKJOYAET
NIOJTHOPA3MEPHYIO JIETKYIO Liernb. [TonHOopa3MepHast Jierkas Lienb BKJII0YaeT JOMeH BapuadeapbHON
obnactu, Vi, u noMeH koHcTaHTHOU obnactu, Cr. JloMeH BaprabenbHON OONACTH JIETKOW ey
HAXOAWTCS Ha AMUHOKOHIIe mojunentuna. Jlerkue renu, OMUCaHHbIE B JAHHOM JIOKYMEHTE,
BKJIFOYAIOT Kamma-Lend 1 JIIMOIa-1eru.

Tepmun «HabOP» OTHOCHTCS K YIIAKOBAHHOMY MPONYKTY, CONEPsKALIEeMy KOMIOHEHTHI,
C KOTOpPbIMU BBOAAT OucnennduuHoe aHTuTeNo (Takoe kak MAT 1) nnst nedeHus: HapyImeHus, u
WHCTPYKIUU 1O TpuMeHeHnro. Habop mpeanouTUTeNbHO COAEPKUT KOPOOKY HITH KOHTEWHED,

I7ie HaxXOIATCsl KOMIIOHEHThl HaOopa. K kopoOke mim KOHTeHHepy Mpuiiaraercsi STHKETKa MU
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IPOTOKOJI, OAOOpEHHBI YTpaBIeHWEM IO KOHTPOJK KadecTBa IHIIEBBIX MPOAYKTOB H
nexapcTBeHHbIX cpencTB CHIA (MM COOTBETCTBYIOIUM OPraHOM).

Hcnonp3yeMblli B TaHHOM JOKYMEHTE TEPMHUH «HArpy304Has A03a» OTHOCUTCS K
nepBoi 03¢ OucnenupUIHOro aHTUTENa, BBOAUMON MALMEHTY B Hauyajue pexuma jedeHus. B
LIEJIOM, Harpy3oudHas [03a I[peJHa3HadeHa [l JOCTHXKEHUS TepamneBTUYEeCKH 3HAYUMOMU
IUIA3MAaTHYECKOH KOHIEHTpAUu OnCrnenn(puuHOrO aHTHTENA B OPraHU3Me MAallNeHTa B TEUCHUE
KOPOTKOTO NMepUojia BPEMEHH.

TepMuH «Harpy3o4yHbIi NEPUOA» OTHOCUTCA K TMEPUOAY JICUCHMs] MALUEHTa,
BKJIFOYAIOLIIEMY BBEICHHE OUCHenM(UYHOrO AHTHTENA TMALMEHTy C LEeNb0 WHAYKIHH
KJIMHUYeCKOro oreera. «Harpy3ouHslil nepuon», Kak MpaBUIIO, UMEET MPOAOJIKUTENBHOCTD OT
ONHOM HeAenu [0 OJHOIO Mecslla B 3aBUCHUMOCTH OT JKEJNaeMOW 4YacTOThbl BBEACHUS U
WHULIUMPYETCs BBEAEHUEM IEePBONM Harpy304HON A03bl. Harpy3ouHblll nmepuon NnpeaiecTByeT
BBEJICHUIO NIEPBON MOAAEPKUBAIOLIECH T03bI.

Hcnonp3yeMsblll B JAHHOM JTOKYMEHTE TEPMHUH «IOAAEPKUBAIOIIAS 1032» OTHOCUTCS K
no3e Oucrnenn(puIHOrO aHTUTENa, BBOJUMOH MAIEHTy B MOMEHT BPEMEHH IOCJEe BBEICHUS
Harpy304HOU 103BI.

TepmuH «MakcuMaibHasi rmia3Matudeckas KOHUEHTpauus» (Cpax) O3HAYaeT CaMyro
BBICOKYIO HaOJIFOAaeMy0 KOHLIEHTPALMIO Oucnenn(puIHOro aHTUTENA B TUIa3Me KPOBH MALIUEHTa
1ocJje BBeieHUs OucnennuyHOro aHTUTeNA MALUeHTY.

TepmuH «cpennss muasmMaTHdeckast KOHUEHTparus» (MK «C,ye») OTHOCUTCS K CpeaHei
IUIA3MATHYECKONH KOHLEHTPALUK OUCTelM(UIHOro aHTUTeNa B Ipenesnax WHTepPBajla BBEACHUS
7103 B PABHOBECHOM COCTOSIHHH.

TepmuH «Cpmax B pABHOBECHOM COCTOSIHUM JUIA MJasMaThdeckol koHueHtpauun MAT
1» OTHOCHUTCS K COCTOSIHHIO, TIPH KOTOPOM MakCUMasbHasl TulazMaTudeckas KoHueHrpanus MAT
1 mocne BBeNEHHs AO3bl HE OTIMYAETCAs OT ONHOW AO3bI A0 nApyrod. B omHOM BapuanTe
peanmzaiuid Cpax B PAaBHOBECHOM COCTOSIHHM I TutazMatudeckod konuentpaunmun MAT 1
cocTasinsieT mpudnusurensHo 18 mxr/min. B npyrom Bapuante peanu3aiiyiil Co,g B pABHOBECHOM
COCTOSIHUY JUIs TUTa3MaTHueckoi koHueHTpaumn MAT 1 cocrapnsier mpuOIm3uTensHO 9 MKT/MIL.

Tepmuna «Cpiy B PABHOBECHOM COCTOSIHUM IS THJIa3MaTHHecKol xoHueHnTpauun MAT
1» OTHOCHUTCS K COCTOSIHHIO, IIPU KOTOPOM MHHMMAaJIbHAas TlasMaTHueckast KoHueHTpauus MAT
| mocne BBemeHUs AO3BI HE OTIMYAETCA OT OAHOW AO3bI [0 Apyroi. B omHOM Bapuante

peanuzaiid Cpin B PaBHOBECHOM COCTOSIHMH JUIs muia3maTtudeckoil koHueHtpauumu MAT 1
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COCTaBJIsIeT MPpUONMM3UTENBHO 2 MKI/MIL. B npyrom BapuanTe peanmzanmu Cmin B paBHOBECHOM
COCTOSIHUY JUIA TUTa3MaTHIeckol koHueHTpaunn MAT 1 coctapnser npuOIH3UTENbHO 3 MKT/MIL.

TepMuH «mepuon MONyXKU3HU B CBIBOPOTKE WM IUIa3Me» OTHOCUTCS KO BpPEMEHH,
HEOOXOMMMOMY JUIsl TOTO, YTOOBI IOJIOBHHA KOJMYECTBA BEIIECTBA, BBEACHHOIO NALMEHTY,
MeTaOOoM3MUPOBAJIACH MJIM BbIBEJIACh M3 CHIBOPOTKH MJIM IUIA3Mbl KPOBH MAIMEHTA C MTOMOIIBIO
HOPMAaJIbHBIX OMOJIOTMYECKUX MPOLIECCOB.

Tepmun «npoduinakTHUECKOE JIEUEHHE» OTHOCHTCS K BBEIEHHIO TEPArleBTUYECKOTrO
CpeAcTBa IS JIeYeHUs] reMopmiInu A ¢ MHTHOUTOpaMU WU 03 HUX, MPHYEM TaKoe JICUeHUe
NpeJHa3HAYeHO [UIsl KOHTPOJIS, BENEHHUs, IMpPEeNOTBPALIEHUS] WIM CHIDKEHUS YacTOTHI
BO3HHKHOBEHHsI W/MJIM TSDKECTH OJHOTO MJIHM Oojiee CUMIITOMOB, Hampumep, remodrimu A ¢
UHruOUTOpaMH WM 0€3 HUX, HAPUMep, STTU30/I0B KPOBOTEUEHUs], HAIIpUMepP, OTHOTO miu Ooee
STU30/I0B CIOHTAHHOTO KPOBOTEUEHUS H/MITH MTOBPEKIEHHSI CyCTaBOB.

TepMuHbl «iedeHHe» WM OCYLIECTBJIAThH JIEYEHHE» O3HA4YalOT CHI)KEHHE 4YacTOTbI
BO3HHKHOBEHHsI OJJHOTO WJIHM OoJjiee CHMITOMOB reModuiun A ¢ mHrubutopamMu uin 0e3 HHX,
HampuMep, OSMU30[0B CIOHTAHHOTO WJIM HEKOHTPOJUPYEMOro KkpoBoTeueHus. OmgHako
«JIeueHne» He 0053aTeNbHO JOJDKHO MPEACTABIATE COO0H n3NieueHue.

TepmuH «Tyax» OTHOCHUTCST K HAOIIOIAEMOMY BPEMEHHU 10 JOCTHKEHHS] MAaKCUMAJTbHOU
KOHLIEHTpalLMi BELIeCTBa B IIJJa3M€ KPOBU MAlMEHTa IIOCJAE€ BBENEHUS JTOr0O BELIECTBA
MaLUEHTY.

Hacrosimee n3o0pereHre OTHOCUTCS K crioco0am BBeEeHHs] OUCTIeHn(UYHBIX aHTUTET,
KOTOpBIE CIyXaT 3aMeHON ¢axropa cseprbiBanus kpou VIII (FVII) y mnanueHTos,
CTPAfAIOIIUX KOAryJomaTUel, M, B YAaCTHOCTH, Yy MALMEHTOB, y KOTOPBIX OTCYTCTBYET
¢yukunonanpubiii FVIIL, Takux kak mauueHTbl ¢ remModuianeid A, BKIIOYas MAaLMEHTOB C
reMmopunmeir A ¢ WMHrHOMTOpaMH W MaUUMeHTOB ¢ remodmmeii A 0e3 wHruOutopos. B
YaCTHOCTH, OHCIeNU(pUUHBbIE AHTUTENAa WM WX AHTUTCHCBSA3BIBAIOIIMN (PparMeHT MOXKHO
NPUMEHSTh B JICYCHUH reMopmiuu A ¢ uHruOuropamu win Oe3 HUX, NMPUYEM YKa3aHHOE
anTuTeNo crocobHo ces3bBaThes ¢ FIX (SEQ ID NO:1) wnn ero akTHBHPOBaHHONW (HOPMOi U
FX (SEQ ID NO:2) unu ero akTUBHPOBAHHOU (hOPMOIA.

CornacHO OTHOMY TaKOMY BapUaHTy peau3aluy Tsokesas 1enb anturena k FIX(a) umu
€ro  aHTHreHCBs3bIBaKOIEro  (parmenra  comepkut  mocienosareinpbHocTH  CDRI1-3,
npenctasienabie B SEQ ID NO:3, 4 u 5, cooTBeTCTBEHHO, 1 Jierkasi Lenb aHtutena k FIX(a)
WIH €ro aHTUTEeHCBS3bIBAIOIIEro (¢parmMeHta conmepkut mnocienoBarenbHoctn CDRI1-3,

npenctasienabie B SEQ ID NO:8, 9 u 10, cOOTBETCTBEHHO, U TspKeJasi Lernb aHTurena Kk FX(a)
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WIH €ro aHTUTEeHCBS3bIBAIOINEro (¢parmMeHta coumepkut mnocienoBarenbHocTn CDRI-3,
npenctasienHabie B SEQ ID NO:13, 14 u 15, cOOTBeTCTBEHHO, U Jierkas 1enb aHturena k FX(a)
WIH €ro aHTUTCeHCBS3bIBAIOINEro (¢parMeHTa conmepkut mnocienoBatenbHocTu CDRI-3,
npencrasieHHbie B SEQ ID NO:18, 19 u 20, COOTBETCTBEHHO.

CornmacHo OfHOMY TakOMy BapuaHTy peanuszauuu antuteno k FIX(a) wmm ero
AHTUTEHCBS3BIBAIOIIMNA  (parMeHT COXEP)KUT BapHaOeNbHBI JOMEH TsDKEJIOH  Iemny,
npenctasiensbiii B SEQ ID NO:6, u BapuaOenbHbIN JOMEH JIETKOU LENH, MPEACTABICHHBINA B
SEQ ID NO:11, u antuteno xk FX(a) win ero aHTUreHCBSI3bIBAIOIIUN (DParMeHT COAEPIKUT
BapuadesIbHBINA JOMeH Tshkenoi uernwu, npenctasieHHbiii B SEQ ID NO:16, u BapuabenbHbIi
JOMEH Jierkou 1enu, npeacrasieHHbiii B SEQ ID NO:21.

B npeamodtuTensHOM BapuaHTE peanu3aliu Oucnenn(pUIHOe aHTUTENO OTHOCUTCS K
uzoruny 1gG4.

B npeamodtuTensHOM BapuaHTE peanu3alii OUCTICU(PUIHOE aHTUTENIO TPEACTABISIET
co0oH YeIoBeUeCcKOoe aHTUTEIIO.

B omgHOM BapumanTe peanmuzaimu Tspkenas nenb aHturena k FIX(a) comepxur SEQ ID
NO:7, u nerkas uens anturena k FIX(a) cogepsxut SEQ ID NO:12, u
Tspkenast nenb anturena k FX(a) cogepxur SEQ ID NO:17 u nerkast nenb anturena k FX(a)
cogepxxut SEQ ID NO:22 (Takke ynmoMuHaeTcst B JaHHOM okyMeHTe kak MAT 1).

Caoiictea OucneruduuHoro anturena onucadbl B W02020/025672, KOTOpBIH BKIIIOYEH
B JaHHBIN TOKYMEHT MTOCPEACTBOM CCBUIKH.

Takum 00pazom, Kak OYEBHIHO M3 U3JIOKEHHOTO BbIlIe, OucnenuuyHoe aHTHTEIO
MOXKHO OXapaKTepu30BaTh CO CChUIKON Ha mnocienosarenbHocTd CDR, mocnenoBaTenbHOCTH
BapuabeNbHBIX JOMEHOB MJIM TOCJIEIOBATEIbHOCTH TIOJHON TSDKENOW | JIETKOH  1Lemneit
yKa3aHHOro aHTutena. Bo usbexanune HeomperneneHHocTn ccbuika HAa MAT 1 moppasymeBaer
HAJIMYUE TSDKEIBIX 1ernel u terkux uerei, npencrabieHubix B SEQ ID NO: 7 u 12, a takke 17 u
22 B panHoM nokymeHte. TepmuH «MAT 1» ucnonb3yercss B3auMO3aMEHSIEMO C TEPMUHOM
«OuUMAT 1».

CriocoObl, packpeITble B JaHHOM JIOKYMEHTE, BKIIOYAOT BBEIACHHUE IALUEHTY
OucnenmpUUHOrO  aHTHTENA TYTEM T[OAKOXHBIX HHBEKIUH OOWH pa3 B  MECsIL
[IpennouyrurenbHO BBEOEHHE ONHOM WM Oojee Harpy30dHbIX 103 TIPEALIECTBYET CXEMe
BBEJICHUS OIH pa3 B MECHLI.

COOTBETCTBEHHO, B NEPBOM AaCIEKTE HACTOSINEr0 H300pETEHUs! MPENJIONKEH CHoco0

neyeHnss remMopunuu A ¢ MHrHOMTOpaMH MM 0e3 HUX, BKJIIOYAIOINUIN BBENCHHE IALUEHTY,
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HyXXJaromeMycst B 3ToM, 3(QeKkTHBHOro KojmuyecTBa OHCIENU(UUHOTO aHTHUTENA, NPUYEM
yKa3aHHbIN c110co0 BKIIFOYAET

a) BBEJICHNE 110 MEHbLIEH Mepe OHON Harpy304HON 103bI OUCTIEIU(PHUIHOTO AaHTUTENA

NalHUEeHTY,

u

b) BBemeHMe MO MeHbLIEH Mepe ONHOW MOANEepPXKMBAIOIIEH 03Bl OucmernuduIHOro
aHTUTENA

MALKUEHTY MOCJIe BBEACHUS NMOCIEIHEN HArPy304UHOM 103bI.

B onHOM acniekte Takoe OucnenudpuuHoe aHTuTeNno npencrasiser codoir MAT 1.

B npeanodtuTeNbHOM BapUaHTE peau3alii HArpy30UHYIO 03y U MOIESP KHBAIOLIYIO
703y BBIOMPAIOT HA OCHOBAHWW MAcCChl T€JIa MAllMEHTa U, B YaCTHOCTH, JUAITa30HOB MACChI Tella
nanueHTa (Takke Ha3bIBa€MbIX B JAHHOM JOKYMEHTE TPYIIIIAMH 110 MaCcCe» ).

B Takom BapmaHTe peanr3anuy rpynmupyoT NAHEHTOB, UMEIOIINX MaCCy TeNa OT S KT
o <15 kr.

B npyrom TakoM BapHaHTe pearu3alfy TPYIIUPYIOT MAIMEHTOB, MUMEIOIIHX MacCy
Tena ot 15 xr mo <45 kr.

B eme onHOM TakOM BapHaHTE peajn3aluy IPYyHIHUPYIOT MALUEHTOB, HMEIOIUX MacCy
Tena 45 kr win Oosble.

B onHoM BapmaHTe peann3aluy Harpy3o4Has 1032 (J103bl) U MOAAEPIKUBAIOLINE AO3bI,
COOTBETCTBEHHO, NMPENCTABISAIOT CO0O0N (PUKCHPOBAHHBIE A03bI, MOIXOASIINE IS IPUMEHEHUS Y
NALUEeHTOB, UMEIOIIHUX MAcCy Tea OT 5 Kr 10 <15 kr.

B onHOM BapmaHTe peann3aly Harpy3ouHast 703a (JO3bI) M MOANEPKUBAOLINE JTO3bI,
COOTBETCTBEHHO, MPENCTABJISIOT CO00M (PUKCUPOBAHHBIE T03bI, MOIXOASIIIUE TSI TIPUMEHEHUS Y
NALUEHTOB, UMEIOLNX Maccy Tea oT 15 kr go <45 kr.

B onHOM BapmaHTe peanu3alui Harpy304Has 1032 (103bl) M MOAAEP KUBAIOLINE A03bI,
COOTBETCTBEHHO, MPENCTABJISIOT COO0H (PUKCUPOBAHHBIE T03bI, MOIXOASIIUE IS IPUMEHEHUS Y
MAIUEHTOB, UMEIOIIHNX Maccy Tena 45 Kr uiiu OobIie.

B onmHOM BapmaHTe peanu3aliyl Harpy3odHasl 103a (I03bl) U MOAMEPIKHBAKOLIAsS 1032
(mo3BI), W3MEPEHHBIE B M, SBISIIOTCA HMAEHTHYHBIMH C TOYKH 3PEHHS KOJIUYECTBA
JOCTaBJISIEMOro OUCTe(UIHOTO aHTUTEIA.

B onmHOM BapmaHTe peanu3aniy Harpy3odHasl 103a (103bl) U MOAMEPIKUBANOLIAS 1032
(mo3BI), W3MEpPEHHBIE B MI, HE SBISIFOTCS HACGHTUYHBIMU C TOYKH 3PEHHS KOJIHYECTBA

JOCTaBJISIEMOro OUCTIETU(PUIHOTO aHTUTEIA.
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Crniocob BBeIeHUS, PaCKPBITHIH B TaHHOM JOKYMEHTE, BKIFOUAET PEXKHMbI JO3UPOBAHUS
OJIMH pa3 B MECSILI, TAKHE PEXKUMBbI YYUTBHIBAIOT, B YACTHOCTH, IPYIIIBI IO MAacce Teja MalueHTOB
U JI03bl, TIIATEIBHO pa3paboTaHHBbIC aBTOPAMHU HACTOSINEro HM300peTeHHs, YTOObl 00eCIeUnTh
6e3omacHoe U 3P (HeKTUBHOE JICUSHHE.

Bcenencreue nnurenpHOro nepuoga nonyxusiu MAT 1 B couetaHuun ¢ OrpaHUYEHHON
BapUAOENPHOCTBIO  IUIA3MATHYECKOM  KOHLEHTpalMu  Mexay cyOpekTamu,  OOJbIIOro
TEParieBTUYECKOrO0 OKHA U JO3UPOBaHMs, OJMU3KOrO K MakcUMaibHOMY 3ddexty, Kak
YCTAHOBJIEHO aBTOPAMU HACTOSIIEr0 M300pPETEHH s, CUUTAETCS 1eJIeCO00pa3sHbIM BBOIUTH H03Y,
UCIIONb3YSl YMPOIIEHHbIE TPYMNbI MO Macce Tejla BMECTO TOCTOSHHOIO JO3UPOBAHUSI Ha
OocHOBaHMM Macchl Tena. llomumo  obecrnedenusi Oe3zomacHoro u 3P QEeKTUBHOrO
IeMOCTATHYECKOrO TOKPBITUS, BBEAEHHE 03 Ha OCHOBAHMM TpPyMNN MO Macce Tehaa C
UCTIONIb30BaHNEM (PUKCHPOBAHHOTO 00BEMAa HHBEKIMH Takxke Oyner Oornee ymnoOHBIM, deM
BBEIEHHE J]03 Ha KI' MacChl Tesla, MOCKOJbKY 3TO He TpeOyeT pacdera J03bl U CHUXKAET PUCK
OomMOOK B TMPUMEHEHUH JIEKAPCTBEHHOIO TMpenapaTta. 3ajada 3ak/Io4yaeTcsi B YIPOIICHUU
BBECHHs, YYUTHIBASI MPU STOM pa3jv4Ms B IUIA3MAaTHMYECKOW KOHLIEHTPALWH, CBS3aHHbBIE C
Maccoi Tena M JO3UPOBKOH JIEKapCTBEHHOro mpoaykra (cm. mpumep 1, Tabmumy 6). Dot
criocod BBemeHHs] 103 MOAXOOUT Uil YCTPOHCTB MUl HMHBEKIMH, TaKuX Kak, HO He
OrPAaHUYMBASICH  MEPEYHCICHHBIMH, MPEABAPUTENBHO 3aMOJHEHHBI IINPUI-PyYKa IS

nonkoxxkHoro seenennst MAT 1.

Jduana3oHbl pe;KMMOB 103HPOBAHHUSI OAHH Pa3 B MecsI]

B mpennmouTtuTenbHBIX  BapUAaHTaX ~ pealM3alUU  HArpy304HYK  A03y  (703BI),
COAepIKaLIYI0 MPUONU3UTENILHO OT 5 Mr no mnpubnusurensHo 15 wmr, Hampumep, 9 wr,
oucnermduyuHoro anturena, Takoro kak MAT 1, BBOAST manueHTaM, UMEIOIIUM MacCy Tejia OT
5 kr go <15 kr, U Harpy304HyK 103y (I03bI), CONEPKALIYIO MPUOIM3UTENHLHO OT 35 Mr 10
npuOmm3uTeNsHO 45 wmr, Hampumep, 40 mr, OucnenupuyHOro antutena, takoro kak MAT 1,
BBOJISIT MALIMEHTaM, UMEIOIINM Maccy Tena OT 15 kr qo <45 kr, u Harpy304Hyr 103y (J103bI),
cofepKalyr0 MPUOTU3UTENbHO OT 85 Mr mo npubmmsurenbHo 95 wmr, Hampumep, 92 wr,
oucneuuduyHOro aHTUTENa, TaKOro kak MAT 1, BBOAST manueHTaMm, UMEIOIIUM Maccy Tena 45
KT WM OOJIbIIE.

B mpeanoyTuTeNnbHBIX BapHAaHTAX peATM3ALMM  TOAAEPKUBAOINYIO 103y (IO3BI),
cofep KalIyr0 MPUONU3UTENbHO OT 7 Mr g0 npubmusurtensHo 11 wr, Hampumep, 9 wr,
oucnermduyuHOoro anTurena, Takoro kak MAT 1, BBOAAT manueHTaM, UMEIOIIUM MacCy Tesa OT

5 kr mo <15 Kr, 1 mOAAEPKUBAOINYIO 103y (103bI), COIEPKAIIYIO MPUOTU3UTENBHO OT 18 Mr 10
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npuOIM3UTEeNbHO 22 Mmr, Hampumep, 20 mr, OducnenupuyHoro aHTurena, tTakoro kak MAT 1,
BBOJAT NALMEHTaM, UMEKIIUM MacCy Tena oT 15 kr Ao <45 kxr, U NOANEP>KUBAKILYI) H03Y
(mo3bI), comeprkalyro MPUOIU3UTETHHO OT 44 Mr 10 npuOIU3NUTENBHO 48 Mr, Harpumep, 46 Mr,
oucneunuyHOro aHturena, Takoro kak MAT 1, BBOAST mauueHTaMm, UMEIOIINM Maccy Teja 45
KT Wn OOJIbLIe.

B mpennoutuTenbHOM BapUaHTE peav3aliy NePBYI0 MOAAESPKUBAOLIYIO O3y BBOASAT
Yyepe3 OAMH MECSILI [TOCIIe BBEACHHS HArPY30UHOM A03bI.

B npeanoyTuTenbHbIX BapHaHTAX peaju3allid BBEIACHHE MOANEPKUBAIOIIUX 03 OIMH
pa3 B MecsI OyAeT MpoAoIDKaThCs A0 TEX MOP, OKa HEOOXOIUMO JICYCHHUE.

B ogHOM BapuaHTe peanu3aluy npeajioKeHbl CIOCOObI JIeYeHUsT TeMO( MITHH, TAKOU KaK
reMopuiust A ¢ MHTHOUTOpaMu WK 0€3 HUX, PUYEM YKa3aHHBIH CIOCOO BKJIIOUAET BBEICHHE
YKa3aHHOMY TAIMEHTy KOMITO3ULIMH, COAepKamed Oucnenn(pudHOe aHTUTENO, CHOCOOHOE
cs3biBaThes ¢ FIX(a) u FX(a), mpu 3TOM yka3aHHOE BBEAEHHE OOECTIEUNBACT IIA3MATHYECKYIO
KOHIIEHTPAIIMKD YKA3aHHOTO OWCMEnU(pUYHOrO AaHTHUTENa B PABHOBECHOM COCTOSHHHM B
AUamna3oHe OT 2 MKI/MJ 1O NPUOJU3UTENBHO 18 MKI/MJ, MPENNOYTUTENIbHO B HAIMA30HE
NpUOIMBUTENILHO OT 3 MKI/MIJI A0 MPHUOIU3UTENBHO 9 MKI/MJI, Hampumep, OT 6 A0 7 MKI/MI,
Harpumep, ot 6,5 10 7 MKI/MIL.

B mpenmoutuTenbHOM BapuaHTe peau3alud OUCTeU(PUIHOE AHTUTENIO CONEPIKHT
antureno k FIX(a) wim ero aHTureHcBs3biBaromuil (hparMeHT, criocoOHbIi cBsi3biBaThCs ¢ FIX
(SEQ ID NO:1) w/unu ero akrusupoBaHHoi (opmoii (FIXa), comeprkaiuil TsSOKeIyro Lenb U
JIETKYI0 Lenb, U aHTUTeNo K FX(a) mnm ero aHTUreHCBSI3bIBAOLIUI (ParMeHT, CIOCOOHDIH
cesi3biBarbes ¢ FX (SEQ ID NO:2) w/unu ero aktuBupoBanuoi ¢popmoii (FXa), conepramumit
TSDKENYHO LIEMb U JIETKYIO LIeMb, IPUYeM yKa3aHHas Tspkenas 1enb anrurena k FIX(a) wim ero
AHTUTEHCBS3BIBAIOIIETO (pparmMeHTa conep:kut nocienosarenbHoctn CDR1-3, npencraBieHHbIe
B SEQ ID NO:3, 4 u 5, COOTBETCTBEHHO, U
yKa3aHHas Jierkas nemnb aHTuTena k FIX(a) wnm ero aHTUTeHCBSI3bIBAKOINErO (parMeHTa
conepxut mnocienosarenbHocTd CDRI1-3, mpencraBnennsie B SEQ ID NO:8, 9 u 10,
COOTBETCTBEHHO, U
yKa3aHHas Tspkenasi mernb aHtutena k FX(a) wim ero aHTUreHCBsi3bIBarOmero (parmeHrta
conepxut mnocnenosarensbHocTd CDRI1-3, mpencrasnennsie B SEQ ID NO:13, 14 u 15,
COOTBETCTBEHHO, H

yKa3aHHas Jierkas menb aHtutena K FX(a) wim ero aHTUIeHCBA3BIBAIOIIETO (pparMeHTa
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conepxut nocnenosarenpHocTd CDRI1-3, mpencrasnennsie B SEQ ID NO:18, 19 u 20,
COOTBETCTBEHHO.

B Oonee mnpenmoururensHOM BapuaHTe peaiusanuu aHtureno k FIX(a) wmm ero
AHTUT€HCBSA3ZBIBAIOIIUN  (ParMEHT COAEPKUT BapuabeNbHBI JOMEH TSDKENOH — Liemy,
npexacrasieHHbiii B SEQ ID NO:6, u BapuaOenbHblii JOMEH JIETKOU LIeNH, NMPEACTaBICHHBIN B
SEQ ID NO:11, u antureno k FX(a) uiam ero aHTHUreHCBA3bIBAOIINUN (HPArMEHT COAEPIKUT
BapuadesIbHBINA JOMeH Tshkenou uenwu, npenacrasienHbiii B SEQ ID NO:16, u BapuabenbHbIi
JIOMEH Jierkou 1enu, npeacrasieHHbiii B SEQ ID NO:21.

B naubosee mpennmoyTHTEIHPHOM BapUaHTE peaNU3alfK TsoKeNnas Lenb aHTUTeNla K
FIX(a) conepxut SEQ ID NO:7 u nerkas uenb anturena k FIX(a) copepxxut SEQ ID NO:12, a
Tspkenast enb anturena Kk FX(a) cogepxur SEQ ID NO:17 u nerkas nenb anturena k FX(a)

conepxut SEQ ID NO:22.

Harpy3ounbie 10361 B pexXHUMax [J03HPOBaHUsI OAMH pa3 B Mecaun aas MAT 1,
0XAPAKTEPH30BAHHOIO ¢ MOMOIIbI0 mocenoBarTeabHocTeilt CDR Tsiken0ii u lerkoi nemnem
WIH TOCJIeA0BATEJbHOCTEH Bapuade/JibHBIX JOMEHOB TSKEJOH M JIerkoil uemneil WU
NMOCJIeA0BATEIbHOCTEH MOJTHOPA3ZMEPHOH TSKEJIO0H U JIETKOH Lened YKa3aHHOr0 aHTHTeJ1a

B omHOM BapumaHTe peanuzalMM KOMIIO3HMLIUIO, COAEpIKaIIyro OucrnenuduaHoe
AHTUTEJIO, BBOAST MOAKOXKHO B KAYECTBE HArPY304YHOM A03bI B PEKUME AO3UPOBAHMS OMH Pa3 B
MecsIII, IpUYeM yKa3aHHOe aHTUTEJIO MOXeT ObITh B o3¢ 8,5, 8,6, 8,7, 8,8, 8,9, 9, 9,1, 9,2, 9,3,
9,4 unu 9,5 Mr, NpeAnoOYTUTENBHO 9 MI, NalueHTaM, UMEIOIIUM Maccy Tena OT S Kr 1o <15 kr.

B opHOM BapuaHTe peanM3alMK KOMIIO3HLHUIO, COAEPIKALIYI OHCIenupuvHoe
AHTUTEJIO, BBOJSIT MOAKOKHO B KAYECTBE HArPY30UHOM A03bI B pEXKUME JJO3UPOBAHUS OJWH pa3 B
MecCsIII, TPUYEeM YKa3aHHOE aHTHTENI0 MOkeT ObITh B m03e 39,5, 39,6, 39,7, 39,8, 39,9, 40, 40,1,
40,2, 40,3, 40,4 unu 40,5 mr, npennouturesbHo 40 Mr, mauMeHTaM, UMEIOLIUM MacCy Tena ot 15
KT 110 <45 xr.

B omHOM BapumaHTe peanu3zalMM  KOMIIO3WILHIO, COAepkallyr OucnenududHoe
AHTUTEJIO, BBOJAST MOAKOXKHO B KAYECTBE HArPY30UYHOM A03bI B PEKUME JO3UPOBAHMS OMH Pa3 B
MecsiIl, TPUYeM YKa3aHHOe aHTHUTEJIO MOkeT ObITh B mo3e 91,5, 91,6, 91,7, 91,8, 91,9, 92, 92/1,
922,923, 92,4 unu 92,5 Mr, NpeanoyTUTENbHO 92 Mr, mauueHTaM, UMEIOLIUM Maccy Tena 45 kr

Wiy OOJIbLIE,

HoanepxxuBaomue 036l B peXHUMAX I03UPOBaHHS OAMH pa3 B mecsau aasa MAT 1,

0XAPAKTEPH30BAHHOIO ¢ MOMOUIbI0 nocenoBaTeabHocTeilt CDR Tsikenoit u ierkoi nemnem
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WIH TOCJIeA0BATEJbHOCTEH Bapuade/JbHBIX JOMEHOB TSKEJOH W JIerkoW Hemed HJIH
NOCJIeA0BATEIbHOCTEH MOJTHOPA3ZMEPHOH THKEJIOH H JIETKOH Lieneld YKA3aHHOI0 AHTHTEJIA

B omHOM BapuaHTe peanuzalMM KOMIIO3MLIUIO, COAepKaInyro OucrnenuduaHoe
AHTUTEJIO, BBOAST MOJAKOKHO B KaU€CTBE MOAAEPKUBAIOLIEN 03Bl B PEKUME TO3UPOBAHUS OUH
pa3 B Mecsll, MpUYeM yKa3aHHOe aHTHTEJI0 MOeT ObITh B 03¢ 8,5, 8,6, 8,7, 8,8, 8,9, 9, 9,1, 9,2,
9,3, 9,4 unu 9,5 Mr, NpeaAnOYTUTENBHO 9 MI, MALMEHTaM, UMEIOLUM Maccy Tena ot S5 kr ao <15
KT.

B omHOM BapuaHTe peanu3alMd  KOMIIO3MLHMIO, COAepKalnyro OucrnenudpuaHoe
AHTUTEJIO, BBOAST MOJAKOKHO B KQUE€CTBE MOAJAEPIKUBAIOLIEN 103l B PEKUME TO3UPOBAHUS OTUH
pa3 B MecsI, MPUYeM YKa3aHHOE aHTHUTENIO MOKeT ObITh B go3e 19,5, 19,6, 19,7, 19,8, 19,9, 20,
20,1, 20,2, 20,3, 20,4 unu 20,5 mr, npeanodtutenbHo 20 Mr, NalUeHTaM, UMEIOLIUM MacCy Tefa
ot 15 xr o <45 kr.

B omHOM BapumaHTe peanu3zalMM  KOMIIO3WIIUIO, COAEpKaInyro OucrnenuduaHoe
AHTUTEJIO, BBOAST MOJAKOKHO B KaU€CTBE MOAAEPKUBAIOLIEN 03Bl B PEKUME TO3UPOBAHUS OUH
pa3 B MecsI, MPUYeM YKa3aHHOE aHTHUTEJIO MOKET ObITh B 1o3e 45,5, 45,6, 45,7, 45,8, 45,9, 46,
46,1, 46,2, 46,3, 46,4 unu 46,5 Mr, IpeANIOUYTUTENBHO 40 M, NALlUEHTAM, UMEIOLIUM MacCy Teja
45 xr uinu OOJIbIIIe.

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 HAa4vaJbHOW HArpPy304YHOM MO3bI, €CJIM MALUEHT He JOCTUraeT
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 71034 U MHTEPBAJIbl MEKIY BBEACHHUSIMH /103 B TEUECHUE
HAYaJbHOTO HArpy304HOrO TMepHoja, HO MOTYyT OBITh M3MEHEHBbI, €CId Yy JIeYallero
MEIHUIIMHCKOTO pabOTHUKA €CTh OCHOBAHHUS MOJIaraTh, YTO MAIUEHT MOKET MOJYYUTh O3y OT
U3MEHEHUH, TaKhX KakK TOBBIIIEHHAs 7032 OUCMEIU(PUYHOrO aHTUTENa WId Oojee YacToe
BBEJICHHUE J103.

B opgHOM BapuaHTe peanu3aluM NEPBYK MOAICPKUBAKOIIYIO 03y BBOIAT MALIMEHTY
yepes3 OWH MECSL MOCTE BBEIEHUS HArpy304HOM AO3BI.

B onHoMm BapuanTe peanuzanun T/, cocrasnser npudbansureabHo 30,4 mHs.
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B ogHoM BapuanTe peanmuzauuu T,y COCTABISIET MPHOIH3UTENBHO 9,1 qHS.

B NpEANOYTUTCIIbHOM BAPHUAHTEC pCaru3aliuu JICUCHUEC, PAaCKpPbITOEC B JAHHOM
JIOKYMEHTE, MPEACTABIsIET COO0H NMPOpUIAKTHIECKOE JICUESHHE.

B omHOM BapuaHTe peain3alyy ¢ MOMOLIBIO CIOCOOOB BBEEHHSI, PACKPBITHIX B JAHHOM
JIOKYMEHTE, CHIDKAIOT YaCTOTY CIIOHTAHHBIX KPOBOTEUEHWMH MJIM SMH300B KPOBOTEYEHUS Y
NAaLMEeHTa, BOCHPUUMYHMBOIO K TAaKOMY CIOHTAaHHOMY KpPOBOTEUEHHIO MM JIH30/1aM

KPOBOTCUCHUA.

dapmaneBTHYECKHE COCTABDI

B onHOM acmekte HacTosimero UW300peTeHHs] MpemJiokeHa (apMaleBTHUECKas
KOMTIO3UIIMSI, KOTOPasi MOAXOAUT JJisi MPUMEHEHHsI CO CIoco0amMu BBEIEHUS, PACKPBITHIMU B
JTAHHOM JIOKYMEHTE.

Takas papmarieBTHUECKAsT KOMITO3UIUSI CONEPIKUT OUCTIEIU(PUIHOE AHTUTENO, KOTOPOe
MPEINOYTUTENILHO MPUCYTCTBYET B KOHIEHTpanuu oT 1 mr/mi go 100 mr/mn, Takoil kak ot 2
mr/mit 1o 100 mr/min, Takoi kak ot 2 mr/mi 1o 60 mMr/min, u Xapaktepusyercst pH B auamnasone ot
5,5 mo 7,5, mpeanoyTUTEeNpbHO B Auama3one oT 6,0 mo 6,5, Hanpumep, NMpUOIH3HTENTHHO 0,3,
Harpumep, 6,3.

B Oonee mpeanouYTUTENBHBIX BapHaHTaX peaM3aliil KOHLUEHTpauus Oucrnenu@uaHoro
aHTUTEeNa cocTaBiseT 2 mr/mi, S mr/ma, 11,25 mr/mn, 25 mr/mn unu 57,5 mr/mi.

Takast papmanieBTHUECKAasT KOMITO3ULUS TTOAXOIUT ISl IPUMEHEHUs1, 0€3 OrpaHuYeHHUS,
B YCTPOWCTBAaX MJisl HMHBEKIMH C (PUKCHPOBAHHOH [O30H, Hampumep, yCTpOMCTBaxX ISt
MHDBEKLNH, BBIITOJIHEHHBIX C BO3MOXXHOCTBIO BBeeHUs 0,8 MJI HA MHBEKLIUIO.

B npenmoutuTeNbHOM BapuaHTe peanuzanuu  (papMaleBTHUECKas KOMIIO3HLIHSI
npeacTasisier co0OiM BOAHBIM cocTaB. B onmHOM BapuaHTe peanuzanuu OucneunupuyHoe
aHTHTENO npencrasisier cobort MAT 1.

dapmareBTHYEeCKasi KOMITO3UIUST MOKET JTOMOJHUTENBLHO COMEPKaTh OMHO wWin Oolee
u3. OydepHOH  CcHCTEMBbI, KOHCEpBAaHTa, CPENCTBA, PErYJUPYIOLIEr0 TOHUYHOCTD,
XeJaTo00pPa3yIOIEro CpeacTBa, CTaOMIN3aTOpa WM MOBEPXHOCTHO-aKTUBHOTO BEIIECTBA, a
TaKKe WX Pa3IUMYHbIX KoMOWHarwmii. [IpuMeHeHWe KOHCEePBAHTOB, W30TOHUYECKUX CPEACTB,
XeNaTo00pa3yIIUX CPEeNCTB, CTa0WIM3aTOPOB W TOBEPXHOCTHO-aKTHBHBIX BEIIECTB B
(hapMaleBTUYECKUX KOMITO3ULIUSAX XOPOIIO M3BECTHO CHEIHATUCTY B JaHHOW oOiacTu. MOXKHO
cocnatbest Ha Remington: The Science and Practice of Pharmacy, 19" edition, 1995.

B omHoM BapuaHTe peanuzanny papMaeBTHUECKas KOMIIO3ULNS COAESPIKHUT OT 1 Mr/mi

1o 100 mr/mn 6ucnenuduyunoro anrurena, Takoro kak MAT 1, L-apruaun nnmm rugpoxiopun L-
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apruHMuHA, L-rUCTUAMH M MOBEPXHOCTHO-aKTUBHOE BewecTBO npu pH B nmamasone ot 5,5 1o
7,0.

B onnoMm BapuanTe peanusanyy papmaneBTHUECKass KOMIIO3ULIUS COAEPKUT OT 1 mMr/mi
no 100 mr/mn Oucneruduunoro anrurena, takoro kak MAT 1, nmpubnusurensHo 150 MM
ruapoxjopuna L-aprununa, npubmmsurensHo 20 MM L-ructuamna, momucopbar 20 wim
nonucopOar 80 npu pH B quanasone 5,5-7,0.

B onHOM BapuaHTe peanu3anuu papMaleBTUYECKas KOMITO3HUIIUS COAEPIKUT 2 MI/MiI, S
mr/mn, 11,25 wr/mon, 25 mr/mn wuma 57,5 mr/mn Oucnenuduunoro antutena MAT 1,
npubnusutensHo 150 MM rugpoxinopuna L-aprununa, npubansutensHo 20 MM L-ructunnHa,
npudmuTensHo 0,02% nomucopbdara 20 npu npudausuTensHo pH 6,3,

B mpenmouTHTENBHBIX BapHAHTAX peaTU3alUd  (papMaleBTUYECKAass KOMITO3ULIUS
COZIEPKUT MPUOIUZUTETHHO 2 MI/MJI, TPUOTU3UTENILHO 5 MI/MiI, pubnm3uTensHo 11,25 mr/mi,
NPUOTU3UTENBHO 25 MI/MIT WK TPHONIU3HTENBHO 57,5 Mr/mn Oucneunduunoro anturena MAT

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

ructuanHa, npuoamsuTensHo 0,02% nommcopbara 20 mpu npudnusurensHo pH 6,3.

B mpenmouTuTensHOM BapuaHTE peanu3alud  (papMareBTUYECKas KOMITO3HMLIUS
comepxxut 2 mr/min oucnerrduunoro anturena MAT 1, 150 MM runpoxnopuna L-aprunnsa, 20
MM L-ructuauna, 0,02% nomucopdara 20 npu pH 6,3.

B npyrom nmpeanodTuTenbHOM BapHaHTe peanusaniuy (papMaleBTHYECKass KOMIO3HLINS
cogepxxut 5 mr/min oucneruduunoro anrurena MAT 1, 150 MM runpoxnopuna L-aprunusa, 20
MM L-ructuauna, 0,02% nonucopbata 20 mpu pH 6,3.

CornacHO npyroMy MNpeanOYTUTEIBHOMY BapHaHTy peanusanud (papManeBTHYECKas
komnozummst  comepxkut 11,25 wmr/mn  Oucnermduunoro anturena MAT 1, 150 MM
ruapoxynopuzna L-aprununa, 20 MM L-ructuanna, 0,02% nonucopdara 20 mpu pH 6,3.

B npyrom mpeanodTHTENbHOM BapHaHTe peanu3aiiy (hapMaleBTHUECKass KOMIO3HIIMS
cogepxxut 25 mr/mn oucneruduyunoro anrutena MAT 1, 150 MM runpoxnopuna L-apruanHa,
20 MM L-ructumauna, 0,02% nomucopdara 20 npu pH 6,3.

B eme OgHOM TPEANOYTUTENPHOM BAapUAHTE pealn3auuud (papMaleBTUIECKas
KOMTIO3UIHSL coaepkuT 57,5 mr/mn 6ucnenunduanoro anrurena MAT 1, 150 MM ruapoxnopuna
L-aprununa, 20 MM L-ructunauna, 0,02% nomucopdara 20 npu pH 6,3.

B oxgHOM BapmanTe peannzannu GapMaLeBTHUECKass KOMIO3HULNS CONEPKUT 2 MI/MII, 5

mr/mn, 11,25 wr/mo, 25 mr/mn wimm 57,5 mr/mn Oucnenuduunoro antutena MAT 1,
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npubnusutensHo 150 MM rugpoxnopuna L-aprununa, npubnusurensHo 20 MM L-ructunnHa,
npudmmuTensHo 0,02 mace./06.% nmonucopbara 20 npu npubnusurensHo pH 6,3.

B mpenmouTHTENnpHBIX BapUaHTaX peaiu3aluu  (papMaleBTHUECKas KOMITO3ULIMS
COAEP>KUT NMPUOIU3UTEIBHO 2 MI/MJI, TPUONU3UTENBHO 5 Mr/mil, npubnusurensHo 11,25 mr/mi,
npuOIM3UTENBHO 25 MI/MiT wiH npuOImM3nuTenbHo 57,5 mr/mn Oucnenuduanoro anturena MAT
1, mpubmmsurensHo 150 MM ruppoxnopuna L-aprununa, npubmmsurensHo 20 MM L-
ructuarHa, npuoamsuTenbHo 0,02 mace./00.% nonucopbara 20 npu npubnusurensHo pH 6,3.

B mpenmouTuTeNrHOM BapHaHTEe peanu3aluud  (papMareBTUYECKas KOMITO3HLIMS
cogepkut 2 mr/min oucnermduunoro anturena MAT 1, 150 MM runpoxnopuna L-aprununa, 20
MM L-ructununa, 0,02 macc./06.% nomucopbara 20 pu pH 6,3.

CornacHo npyromy MNpeanOYTHTEIBHOMY BapUaHTy peajn3anuy (apManeBTHIECKas
KOMITO3ULIMSE coepskuT S mr/mi oucnenuduunoro anturena MAT 1, 150 MM ruppoxnopuna L-
aprununa, 20 MM L-ructununa, 0,02 mace./06.% monucopdara 20 mpu pH 6,3.

CornacHo npyromy MpeaNOYTHTENBHOMY BapUaHTy peain3anud (apManeBTHUIECKas

koMmno3uiwst  comepkut 11,25 wmr/ma  Oucneumduunoro anmtutena MAT 1, 150 mM

ruapoxnopuna L-aprununa, 20 MM L-ructuansa, 0,02 macc./06.% nomucop6ara 20 npu pH 6,3.

CornacHo npyromy MpeaNOYTHTENBHOMY BapUaHTy peajn3anuy (apManeBTHUeCKas
KOMITO3ULISI COEP>KUT 25 mr/min Oucneunduynoro antutena MAT 1, 150 MM rugpoxiopuna
L-aprununna, 20 MM L-ructununa, 0,02 macc./00.% nonucop6ara 20 mpu pH 6,3.

Cornacho eme OIHOMY MPEANOYTUTETBHOMY BapUaHTY peanu3anuu
(dapmaneBTHYECKAsT KOMITO3HLIUS COIEpkUT 57,5 mr/mn ducneunduunoro anturena MAT 1, 150
MM ruppoxnopuna L-apriuauna, 20 MM L-ructuauna, 0,02 mace./06.% nomucopdara 20 npu pH
6,3.

B onHOM BapuanTe peanuzanuu (papManeBTHUECKYI0 KOMIO3HUIHIO, coaepxkamyo MAT
1 B KOHIIEHTpALUK 2 MI/MJI, TIPUMEHSIOT AJist BBeeHus 1036l 1,6 mr MAT 1.

B onHOM BapuaHTe peanuzanun (papManeBTHIECKY0 KOMITO3UIHIO, coaepkaiyro MAT
1 B KOHIIEHTPALIUK 5 MI/MJI, TIPUMEHSIOT AJist BBeneHus 1036l 4 mr MAT 1.

B onHOM BapmaHTe peanuzanui papManeBTUYECKy0 KOMITO3ULHIO, coaeprxkamyo MAT
1 B koHueHTpauuu 11,25 mMr/mi, npumMeHsFoT st BBeAeHus 103b1 9 mr MAT 1.

B onHOM BapmaHTe peanuzanun papManeBTHIECKY0 KOMITO3UIHIO, coaepkamyro MAT
1 B KOHIIEHTpaLUH 25 MI/MJI, TPUMEHSIOT [Tt BBeaeHus 10361 20 mr MAT 1.

B onHOM BapmaHTe peanuzanun (papManeBTHIECKYI0 KOMITO3ULMIO, conepxkamyo MAT

1 B koHUEHTpauuu 57,5 Mr/mit, IPUMEHSTIOT 111 BBeneHus 1036l 46 mr MAT 1.
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B HekoTOpbIX BapuaHTax peanm3anuy (papmManeBTHUecKas KOMITO3ULMS, PACKPBITasl B
JAHHOM [IOKYMEHTE, NMpeIHa3HaueHa Ul NMPUMEHEHUs W/WUJIA CONEP)KUTCS B YCTPOMCTBE AJIS
MHBEKLUH.

B npeanoyTuTenpHOM BapuUaHTE peanu3aluyd yCTPOHUCTBO JUIsl UHBEKIUHN MPEACTABISIET
co0Ol yCTPOWCTBO € (DUKCHPOBAHHOW [O30M, TaKOe Kak YCTPOMCTBO, BBIMIOJHEHHOE C
BO3MOKHOCTBIO JOCTaBKH OJIHOKPATHOW 3apaHee OMpeAeNeHHONW M03bl (hapMarieBTUYeCKOH
KOMITO3ULIUM, U YCTPOWUCTBO, BBIMOJHEHHOE C BO3MOKHOCTBIO TOCTABKM HECKOJIBKUX 3apaHee
ONpeneNeHHbIX 103 (papMaleBTUUECKON KOMIIO3HMIIMH, TIOCJIEAHEee WHOIJA HAa3bIBACTCS
YCTPOHCTBOM C HECKOJIbKMMHU (PUKCUPOBAHHBIMH I03aMH HJIM YCTPOMCTBOM MHOTOKPATHOTO
OeUcTBUsT ¢ (PUKCHPOBAHHOW J030M. B HEKOTOPBIX BapuaHTAX peau3allid YCTPOHCTBO IS
UHBEKLUUH TpPEACTaBisieT COOOH OMHOPA30BOE IMPEIBAPUTENBHO 3ANOJHEHHOE MHOTOJI030BOE
YCTPOMCTBO. B HEKOTOpBIX BapHUaHTaxX peaU3alMu YCTPOWCTBO AJIsI MHBEKLUNA MPEICTaBIsSET
co0ol OTHOPA30BOE MPEABAPUTENBHO 3aMIOJIHEHHOE YCTPOHCTBO OJHOKPATHOTO EHCTBHSL.

B opHOoM BapumanTe peamm3anuu (PapMALEBTHUECKYIO KOMIIO3MIHMIO COTJIACHO
HACTOSIIIEMY HM300PETEeHHIO BBOAAT C HCIHOJb30BAHHWEM YCTPOHCTBA Ui HHBEKLUH,
COJZIepIKaIIero KaTeTep ¢ KaIMOpOM HIJIbl B AWara3oHe ot 26 1o 36.

B ongHOM BapuaHTe peanu3aluy HArpy304YHYIO 03y W/WJIHM MOANEPKUBAIOIIYIO TT03Y
MOXHO BBOAHTH B BHJE OJHOKPATHONH HMHBEKIMU(MHBEKLHUI), COOTBETCTBEHHO, NPUYEM BCIO
HArpy304YHYIO 703y W/WUJIH MOIAEP KUBAOLIYIO 103y BBOASAT B BUJE€ OJHOKPATHOTO BBEIEHMUS, T.
€. IIPU 3TOM BCIO 103y BBOZST 34 OJHMH pas3.

B HEKOTOpBIX BapHaHTaX peaTM3alUl HArPy30UHYIO A03Y W/WIN TOAIEP KUBAIOIIYIO
703y BBOAST B BUJI€ HECKOJIBKUX MEHBLINX 103, HAIIPUMEP, B BUIE 2, 3 UK 4 MEHbLIUX 103, YTO
B CyMMe€ COCTaBJsieT IOJHYI0 HArpy304HyI0 WIM MNOAAEPKUBAKOLIYI0O A03y. B kauecTse
HEOTPAHMYHUBAIOIIETrO MPHMepa HArpy30ouHyro a03y 80 mr OucnenuduyHOro aHTUTENa MOKHO
BBOJUTb B BHJ€ TPEX MEHbIINX 103 no 60 Mr kaxaas. B kauecTBe anpTEpHATHUBBI, TAKXKE
npenycMoTpeHnsl Aase n03bl o 50 mr m omHa nosza 80 MI, BBOAMMBIE IOCIEIOBATEIBHO,
HaIpumep.

DapMaLeBTUYECKY) KOMITO3ULIMK) MOKHO BBOAUTb B BHUAE IMOAKOXHOW HHBEKLHU
o0beMoM 1o MeHblnel mepe 0,05 mi pacTBopa ISl MHBEKLUH, YTOOBI MONYYUTH JKEIAEMYIO
703y, U3MEPEHHYIO B M.

Hamnpumep, anst papmaneBTHUECKON KOMIO3UINH, coaepskatei 100 Mr/mi coequHeHHsI

MAT 1, nns obecniedenus 10361 10 mr TpeOyercs odbem 100 MK
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HeoOxonumblii 00beM OymeTr 3aBHCETh OT KOHLIEHTPAMH OUCTIELN(UIHOTO aHTUTENA B
dapMareBTUIeCKONH KOMITO3ULIUH, TMOJUIeKAIIEH BBEIEHUIO, MOCKOJIbKY MEHBIINH 00BEeM, Kak
NpaBmiIO, MOTpeOyeT MOMOJHUTENbHBIX MHBEKIUH, a Oompmmii 00beM, Kak IMpaBuio, Oynaer
NPUBONIUTE K AMCKOM(OPTY AN MallMeHTa B MecTe MHbeKuuu. Kak mpaBmio, Ha HHBEKIHIO
BBOIAT 00beM oT 0,08 mo 1,5 mu pacTBOpa sl MHBEKLUH, mpeanoyTuTeNbHo ot 0,2 1o 1 mu,
6onee npeanoututensHo ot 0,6 10 0,9 mi1, 6onee npeanouTuTenbHO 0,8 M.

dapmaneBTHUECKUE KOMIIO3ULUK, OMUCAHHBIE BBIIIE, MOXHO OOBEOUHSTH TaKUM
oOpazom, 4yToOBl 00eCTIeYnTh BO3MOKHOCTb BBEJCHHSI KOHKPETHBIX 103, PACKPBITHIX B JAHHOM
IOKYMEHTe, ¢ MpUMeHeHHeM ((pUKCUPOBAaHHOr0) odbema pactBopa i uHbekumid 0,8 mi Ha
uHbeku. Hanpumep, aBe wuHbekumu mo 0,8 M (¢papMaleBTHUECKONH KOMITO3UIIUH,
cogepxkameit 57,5 mr/min MAT 1, mo3BosAT mosnyuuth cymmapHyro no3y 92 mr MAT 1. B
APyroM mpumepe onHa uHbekus 0,8 M hapMaeBTHUECKON KOMMO3ULWH, coaepxkamei 11,25
MT, C TIoCienyromei onHol uabeknuen 0,8 M hapManeBTHUECKOH KOMIO3UIMH, CONEpIKaIle
57,5 mi1, HO3BOJIAT MOJNYYUTh CyMMapHyto 103y 55 mr MAT 1.

DapMaleBTUYECKYI0 KOMIO3ULMIO MOXXHO BBOJUTb B OJHO U TO K€ WJIH B pa3HbIe
MEeCTa UHBEKLIUH.

B nmpyrom ofmem acnekte Hacrosimee HW300peTeHHE OTHOCHTCS K Habopy,
cofiepKaleMy YCTPOHCTBO Ui MHBEKLUH, coxepskainee (hapMaleBTUYECKYH KOMITO3ULIHIO,
comepxkamyo MAT 1 u onun ninu Gonee dapmarieBTHUECKU TpueMieMbix Hocuteseil. Hadop
COAEP>KUT MHCTPYKIMH IO MOAKOXHOMY BBEIEHHUIO 103 (papMalieBTUUECKOW KOMIO3HLIUU IS

nedenust remouianu A ¢ mHruOUTOpaMu 1K 6e3 HUX.

JIonoJIHUTEIbHbIE BAPHAHTBI PeaH3aLuu

1. Pexxum 1o3upoBaHust A1l MPUMEHEHHS B JICYCHUN TeMOPWINN A ¢ HHTHOUTOPAMHU WJTH
06e3 HHUX, BKJIIOYAOMUN TOAKOKHOE BBEAEHHE OWUCHENMUIHOTO AHTHTEINA,
COZiepIKalIero
aaTuteno k FIX(a) wim ero aHTUreHCBSI3bIBAOIIUI (pparMeHT, CioCOOHBIN CBSA3BIBATHCS
¢ FIX (SEQ ID NO:1) w/umu ero aktusupoBaHHou (opmoit (FIXa), conmepkamuii
TSDKEINYIO LeTb W JIETKYIO IIenb, U aHTuTeno K FX(a) uim ero aHTHreHCBS3bIBAKO U
¢dparment, cnocoOHbIN cBsa3biBaThCs ¢ FX (SEQ ID NO:2) n/unu ero akTuBUpOBaHHON
dopmoii (FXa), comepraiuii TSKENYIO [elb U JIETKYIO LeTb,
npUYeM yKa3aHHas TsDKelas nenb antutena K FIX(a) mim ero aHTUreHCBS3BIBAIOIIETO
¢parmenta comep:xutr mnocienoarenbHocty CDRI1-3, mpencraBnennsie B SEQ ID

NO:3, 4 u 5, COOTBETCTBEHHO, U
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yKa3aHHas Jierkas 1emnb anturena k FIX(a) wim ero aHTHreHCBSI3bIBAOLIETO (hparMeHTa
conepxut nocaenosarenbHoctd CDRI1-3, npencrasnennsie B SEQ ID NO:8, 9 u 10,
COOTBETCTBEHHO, U

yKa3aHHas Tspkedast 1enb aHturena K FX(a) umm ero aHTUTeHCBSI3BIBAIOIIETO
¢parmenta conmepxkut mnocnenoBatenbHocTH CDRI1-3, mpencrasnennsie B SEQ ID
NO:13, 14 u 15, COOTBETCTBEHHO, H

yKa3aHHas jierkasi uenb aHturena k FX(a) unm ero aHTUreHCeBs3bIBaroIero gparmeHTa
conepxut nocienosarenbHocTu CDR1-3, mpencrasnennsie B SEQ ID NO:18, 19 u 20,
COOTBETCTBEHHO;

B OOHOW wiuu Oojee HArpy3O4HbIX J03aX C TOCJIEAYIOIIUM  BBEICHHEM
MOAIEP KUBAIOIIUX 103 OJUH Pa3 B MECHILI,

NPY 3TOM yKa3aHHAasi Harpy304yHasi 1033 CONEPKUT TaKOe K€ WM OOJbIIee KOJTHYECTBO
yKa3aHHOTO OucnennUIHOro aHTUTeNa, YeM yKa3aHHast MOAAEP KUBAIOLIAst 103a.
Pexxnm no3upoBaHUs COTJIACHO BapUAHTY peau3alnu 1, XapaKTepU3yIOLIUNCS TEM, YTO
ykazaHHoe anTuTeno Kk FIX(a) unn ero aHTUreHCBA3BIBAIOIIMNA (PPATMEHT COAEPIKUT
BapualeNbHBIA JOMEH TspKeJIou wenu, mpencrasienaslii B SEQ ID NO:6, u
BapuadeTbHBIN JOMEH Jierkon nenu, npeactasnenssiii B SEQ ID NO:11, u

ykazaHHOe aHTuTeno K FX(a) minm ero aHTUreHCBSA3BIBAIOIIMN (PArMEHT CONEPIKUT
BapualeNbHBIA JOMEH TspKenol nenu, mnpexacraeieHHbidi B SEQ ID NO:16, u
BapuaOeIbHBIN JOMEH JIerkoi uenu, npeacrasieHHbiii B SEQ ID NO:21.

Pexxum no3upoBaHusl COMIACHO BAapUAaHTY peanu3auuu 1 wim 2, XapakTepus3yrouiics
TEM, 4YTO

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

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

Pexxum  no3upoBaHuss 1O JEOOOMYy U3 TPEObIOYIIAX BapHAHTOB peajH3aluH,
XapaKTePU3YIOMIMICS TEM, YTO YKa3aHHOe OucnenuduyHOe aHTUTENO BBOIST B
(bapMaLeBTUYECKON KOMITO3UIINH, COAEPKAIel yKa3aHHOe OUCTIeIU(UIHOE aHTUTEO.
Pexxum po3upoBaHuss 1o JFOOOMy W3 TPEOBIAYIIUX BapHAHTOB pea3allvy,
XapaKTEPUIYIOMIMICS TeM, YTO YKa3aHHas (apMaleBTHYECKash KOMITO3ULIUSI CONEPIKHT

or 1 mr/mn go 100 mr/mn ykazanHoro OucneunpuvHOro antutena, L-apruHuH WM
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rugpoxiopun L-apruamHa, L-TUCTMOMH M NOBEPXHOCTHO-aKTUBHOE BEINECTBO INPHU
npubnusutensHo pH 5,5-7.

Pexxum nosmpoBaHuss 1o J0OOMy U3 INPEOBIAYLIMX BapUAHTOB peaN3alliy,
XapaKTEePU3YIOIUICS TeM, YTO YKa3aHHas (papMalleBTHUECKash KOMITO3ULUS COAEPIKUT
or 1 mr/ma no 100 mr/mn yka3aHHOro Oucneun(puuHOrO aHTUTeNa, L-apruHUH WM
rugpoxiopun L-aprununa, L-rucTuauH M NOBEPXHOCTHO-aKTUBHOE BEINECTBO IIPHU
npubusuTensHo pH 6,3,

Pexxum no3upoBaHuss 1O JOOOMy M3 NPEObIAYLIMX BapUAHTOB pPeaU3aLNH,
XapaKTEePU3YIOIUICS TeM, YTO YKa3aHHas (papMaleBTHUECKash KOMITO3ULIUSI COAEPIKUT
ot 1 mr/mn no 100 mr/mn ykazaHHOro OucnenupUIHOTO AHTUTENA, MPUOTU3UTEITHHO
150 MM L-aprunnna, npubnusurtensHo 20 MM L-ructuanna u npubnusurensHo 0,02%
nosnucopbara 20 unu 80 mpu npudnusuTensHo pH 6,3.

Pexxum no3mpoBaHuss 1o JOOOMy M3 NPEOBIAYLIMX BapUAHTOB PeAU3aLINH,
XapaKTEePU3YIOIIUNCS TeM, YTO YKa3aHHas (papMauneBTHYECKas KOMIO3ULIHSA CONEPIKUT
ot 1 mr/mu no 100 mr/mn ykazaHHOro OuCHenU(UUHOTO AHTUTENA, MPUOIUZUTEIIHHO
150 MM runpoxnopuna L-aprununa, npubmmsurensHo 20 MM L-ructuanea u
npubnusutensHo 0,02% nonucopbara 20 npu npudamsurensao pH 6,3.

Pexxum no3umpoBaHuss 1o JOOOMy U3 TMPEOBIAYIIMX BapUAHTOB peaU3aLvH,
XapaKTEePU3YIOIUICS TeM, YTO YKa3aHHas (papMaleBTHUECKash KOMITO3ULUS COAEPIKUT
ot 2 mr/min 1o 60 mr/man MAT 1, vanpumep, 2 mr/mi, 5 mr/mo, 11,25 mr/mi, 25 mr/mn
win 57,5 mr/mn MAT 1, 150 MM runpoxnopuna L-aprunmnna, 20 MM L-ructuausa u
0,02% mnonucopdara 20 mpu pH 6,3.

Pexxum nosupoBanuss 1o J0OOMy M3 NPEObIAYLIMX BapUAHTOB pPeaU3aLUH,
XapaKTEePU3YIOIUHCS TeM, YTO YKa3aHHOe OwucrnenuguyHOe AaHTUTENO BBOISAT
MAIMEHTY-4EJIOBEKY.

Pexxum  posupoBanust mo  yro0oMy W3 BapuaHTOB  peanmmzanuu  1-10,
XapaKTEPU3YIOIIUHCS TeM, YTO HArPy30UHYIO 103y, COAEPIKALIYIO

NpUOU3UTENBHO OT 5 Mr 10 mpuOIM3uTeNnsHO 15 Mr ykasaHHoro OucnenuduaHoro
aHTUTENA, BBOAAT MALIMEHTY, UMEIOLEMYy MacCy Tena oT 5 xr ao <13, win
NPUOIU3UTENBHO OT 35 Mr 10 MPUOTU3UTENBHO 45 MI yKa3aHHOrO OucnenuduaHOro
AHTUTENA, BBOAAT MALIMEHTY, UMEIOLIEMY MacCy Tena oT 15 kr 1o <45, unu
npUOIU3UTENBHO OT 85 Mr 1m0 mpuOIU3UTENBPHO 95 Mr yka3aHHOro OucnenuduaHOro

aHTHUTEJIa, BBOIST MAIUEHTY, UMEIOLEMY MacCy Tejia 45 Kr uin OoJble,
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IIPU 5TOM NOAAEP>KUBAKOIIYIO JO3Y, COAEPKALIYIO

NpUONU3UTENBHO OT 7 Mr 10 npuOamsuTenasHo 11 Mr ykasanHoro oucnenuduyaHOro
aHTUTENA, BBOAAT OAUH Pa3 B MECsL MALUEHTY, UMEIOLIEMY MacCy Tena oT 5 kr ao <15
KT, WU

npuOIM3UTENHHO OT 18 Mr 10 mpuOAM3UTENbHO 22 Mr YKa3aHHOTO OHCrenu(puIHOrO
aHTHUTeJa, BBOJAT OJUH Pa3 B MECALl NALUEHTY, UMEIOLIEeMy Maccy Tesa oT 15 kr 1o <45
KT, WU

NpUOU3UTENBHO OT 44 Mr 10 mpuOIU3UTENbHO 48 Mr ykasaHHOro OucnenuduIHOro
aHTUTENA, BBOAST OAMH pa3 B MeCsl NAaLMEHTy, UMEIIIeMy Maccy Tena 45 kr wim
Ooub1Ile,

IIPY 5TOM YKa3aHHYK MEPBYK MOAAEPKUBAIOIIYK) 03y BBOAAT 4Yepe3 OAMH MeECHL
NOCJI€ BBEACHUS YKA3aHHOW HArpy304HOU JO3BI.

PexxuM n0o3upoOBaHUs COMIACHO BapUAHTy peanu3anuu 17, XapaKTepU3yIOIIMIACA TeM,
YTO Harpy304HyIO A03Y, conepskamyto 8.5, 8,6, 8,7, 8.8, 8,9,9,9,1,9,2, 9.3, 9.4 unu 9,5
MT' YKa3aHHOTO OMCnenn(puIHOro aHTUTENA, BBOAAT IMALMEHTY, HMEIOIIEeMy Maccy Tea
ot 5 xr o <15 kr, unu

Harpy3o4Hyr 103y, coaep:xkamyro 39,5, 39,6, 39,7, 39,8, 39,9, 40, 40,1, 40,2, 40,3, 40,4
win 40,5 Mr ykazaHHOro Oucnenn(pUYHOrO aHTHTENA, BBOAAT MALMEHTY, UMEIOIIEMY
Maccy Tena ot 15 kr 1o <45 xr, unu

Harpy3o4Hyr A03y, coaep:xamyro 91,5, 91,6, 91,7, 91,8, 91,9, 92, 92,1, 92,2, 92,3, 92 4
win 92,5 Mr ykasaHHOro OuCrenu(pUYHOrO aHTHTENA, BBOIST MALUEHTY, UMEIOLIEMy
maccy Tena 45 Kr i Gonblie, 1 Ipu 5TOM

MOAEPKUBAIOIIYIO 103y, comepxalnyto 8,5, 8,6, 8,7, 8.8, 8,9, 9, 9,1, 9,2, 9,3, 9,4 wnu
9,5 Mr yka3aHHOro Oucnenu(puyHOro aHTUTENA, BBOIAT OJUH Pa3 B MECAL MAIHEHTY,
MMEIOLIEMY Maccy Tesia OT S Kr a0 <15 kr, unu

MOAAEPKUBAKOIIYIO 03y, comepxatnyro 19,5, 19,6, 19,7, 19,8, 19,9, 20, 20,1, 20,2,
20,3, 20,4 wnm 20,5 Mr ykazaHHOro Oucnenu(uIHOrO aHTUTENA, BBOISAT OJUH pPa3 B
MeCsL TalUEeHTY, UMEIOLEeMy MacCy Tena oT 15 kr g0 <45 kr, wium

MOAAEPKUBAIOIIYIO 03y, comepxayro 45,5, 45,6, 45,7, 45,8, 45,9, 46, 46,1, 46,2,
46,3, 46,4 unu 46,5 Mr ykazaHHoro Oucrnenn(UIHOrO aHTUTENA, BBOAAT OIUH Pa3 B
MeCsIII MAlMEeHTY, IMEIOLIeMy Maccy Tena 45 Kr uin Oonblie.

PexxuM no3upoBaHuUs COMIACHO BapUaHTy peanu3anuu 17, XapaKTepU3yIOIIHMICS TeM,

91O
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14.

15.

16.

17.

28

HArpy304HYIO 7103y, COAEPKALIYIO PUOTU3UTENBHO 9 MI yKa3aHHOTO OucnenuduaHoro
aHTUTENA, BBOAAT MALIMEHTY, UMEIOLIEMY Maccy Tena OT 5 Kr a0 <15 kr, niu
HArpy304HYyK 103y, COAepKamyr  npuoiamsurenbHo 40 Mr  yka3aHHOTO
OucnenupUIHOro aHTUTENA, BBOAST MAIMEHTY, UIMEIOLIEMy Maccy Teja oT 15 kr go <45
KT, WIH

HAarpy304HYK0 703y,  COnepXKalyr  npuOam3uTenbHo 92 Mr  yKasaHHOTO
OucnerpuIHOro aHTUTENA, BBOAST MAIMEHTY, MMEKLIeMy Maccy Tena 45 Kr win
Oosble, U MPU STOM

NOJJICPKUBAIOIIYIO 103y, COAEPKAIIYK NPUONU3UTENBHO 9 Mr  yKa3aHHOTO
OucnenpUIHOro aHTUTENA, BBOAST OJUH Pa3 B MECAL MALHEHTY, HMEILIEMy Maccy
Tena oT S Kr 70 <15 kr, unu

MOJIEPKUBAIOIIYI0 103y, COAEpKalyro npuOamsuTenbHo 20 Mr  yKa3aHHOTO
OucrenpUIHOro aHTUTENA, BBOAST OJUH Pa3 B MECAL MALHEHTY, HMEIOLIEMy Maccy
Tena oT 15 kr go <45 kr, unu

MOJACPKUBAIOIIYIO 103y, COMAEPKALIYI0 NPHOTM3UTENbHO 40 Mr yKa3aHHOTO
OuncnenpUIHOro aHTUTENA, BBOISAT OJWUH Pa3 B MECSI] MALHEHTY, UMEIOLIEMy Maccy
Tena 45 kr win Oosnble.

Pexxum no3mpoBaHus 1o J0OOMy M3 TNPEOBIAYLIMX BapUAHTOB peaM3allvy,

XapaKTePU3YIOIUICA TeM, UTO YKa3aHHOE JIeUeHHE TIPeACTaBiIsieT  CcoOoi

>
npo(uIaKTHUECKOe JIEUEHHE.
Pexxum nosupoBanuMs 1o m0OOMy U3 TPEObIAYIIMX BApUAHTOB peATU3alMH,
XapaKTEePU3YIOIMUICS TeM, 4YTO NPEAyCMOTPEHA Iula3MaTH4Yeckas KOHLEHTpaLus
YKa3aHHOTO OHMCIEeUU(PUUHOrO AHTUTENAa B PABHOBECHOM COCTOSIHUM B JHMAIa3OHE
NPUOU3UTENBHO OT 2 MKI/MJI 10 MPUOIM3UTETBHO 18 MKI/mit.

Pexxum no3upoBaHuss 1O JIIOOOMY M3 MPEABIAYIIMX BAPUAHTOB  pPeAU3aLUH,
XapaKTEePU3YIOIUNCS TEM, 4YTO NPEAYCMOTPEHA IUIa3MaTH4YeCKash KOHLEHTPAIUs
YKa3aHHOTO OHMCIenU(pUUHOrO aHTUTENAa B PABHOBECHOM COCTOSHUM B JHAIa30HE
NPUOTU3UTENBHO OT 3 MKI/MJI 10 IPUOTU3UTENBHO 9 MKI/MJI, HAPUMED, OT 6,5 MKI/MIT
0 7 MKT/MIL.

Pexxum nosmpoBaHuss 1o Jr0OOMy M3 MPEOBIAYLIMX BApUAHTOB PeAU3aLINH,
XapaKTEePU3YIOIUHCS TEM, YTO NPEAYCMOTPEHA IUIa3MaTH4YeCKash KOHLEHTPAIUs
yKa3aHHOTO OucCnenn(puIHOrO aHTHTENAa B PABHOBECHOM COCTOSTHHM MPUOJIHU3UTENBHO

6,5 MKr/mi.
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18.

19.

20.

21.

29

Pexxum nos3mpoBaHuss mo J0OOMYy M3 MPEABIAYIIMX BApUAHTOB peaU3aluy,
XapaKTepU3YIOMIHMICS TEM, YTO YKa3aHHbINA pexkum obecrneunBaer ABR 0, 0,1, 0,2, 0,3,
0,4,0,5,06,0,7,08,09,1,1,1,1,2,1,3,1,4,1,5, 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, 29 unum 3, uim 4, unu ABR B nnanazone 1-5.

Pexxum nosupoBaHuMs 1O J0OOMy U3 TNPEObIAYINNX BApUAHTOB  peaU3alNH,
XapaKTePU3YIOIUICA TE€M, YTO yKa3aHHOe OucrnenuuIHOe aHTUTEIO MPEACTaBISET
coboit MAT 1.

HaGop a) comepxkamuii  (papmManeBTUYECKYI0  KOMIIO3HIHMIO,  COAEPIKALIYIO
OoucneuupuyHOE AHTUTENO MO JIOOOMYy U3 BapUAaHTOB peanmm3aiuu 1-4; u b)
WHCTPYKLUHU MO MOIKOKHOMY BBEICHUIO YKa3aHHOW (hapMaleBTHUECKON KOMITO3ULIMU
OWH pa3 B MeCAL AJIs JieueHUus reMopminu A ¢ WHrHOMTOpaMu Win 0€3 HUX IO
T000MY M3 TPEIBITYIINX BAPUAHTOB PEATM3ALINU.

Croco® newenuss remoduuuu A ¢ HMHrHOMTOpaMH Wi 0€3 HHUX, BKJIFOYAFOIIHUN
MOJKOKHOE BBEACHHE OMCIIen()UIHOTO aHTUTENA, COAEePIKALIETO

aaTuteno k FIX(a) mim ero aHTUreHCBSA3bIBAOIIUI (PparMeHT, CiOCOOHBIN CBSI3bIBATHCS
¢ FIX (SEQ ID NO:1) w/umu ero aktusupoBaHHoW ¢(opmoit (FIXa), comepskamuit
TSDKEINYI0 LeTlb | JIETKYIO Iienb, U aHTuteno K FX(a) mim ero aHTHreHCBsI3bIBArO U
¢dparment, cniocoOHbIN cBsa3biBaThCs ¢ FX (SEQ ID NO:2) n/unu ero akTuBUpOBaHHON
dopmoii (FXa), comeprrammuii TSKENYIO LeTb U JETKYIO Lelb,

npyUYeM yKa3aHHas TsDKesas Lenb aHtutena K FIX(a) mnm ero aHTUreHCBSI3BIBAIOIIETO
¢parmenta conmepxkut mnocnenoBarensHocTH CDRI1-3, mpencrasnennsie B SEQ ID
NO:3, 4 1 5, COOTBETCTBEHHO, U

yKa3aHHas Jierkas uernb antutena K FIX(a) uim ero aHTUreHCBsA3bIBAIOIIEro (hparMeHTa
conepxut nocaenosarenbHoctd CDR1-3, npeacrasiaennsie B8 SEQ ID NO:8, 9 u 10,
COOTBETCTBEHHO, U

yKa3aHHas TsDKenash Ienb aHtutena K FX(a) WiM ero aHTHIeHCBS3BIBAIOLIETO
¢dparmenTa comepxkutr mnocienoarenbHocty CDRI1-3, mpencraBnennsie B SEQ ID
NO:13, 14 u 15, COOTBETCTBEHHO, U

yKa3aHHas Jierkas uenb aHTuTena K FX(a) wim ero aHTUreHCBS3bIBAIOLIETO (pparMeHTa
conepxut nocienosarenbHoctu CDR1-3, mpencrasnennsie B8 SEQ ID NO:18, 19 u 20,
COOTBETCTBEHHO,

B OOHOW wiuu OojJee HArpy3O4HbIX J03aX C IIOCJHEAYIOIIUM  BBEACHUEM

NOAACPKUBAOIINUX 103 OAWH pa3 B MCCALI,
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23.

24.

25.

26.

27.

30

IPY 3TOM yKa3aHHAasi Harpy304Hast 1032 CONEPIKUT TaKOe K€ WM OOJbIIee KOJTHYECTBO
yKa3aHHOTO OucnenuUIHOro aHTUTENAa, YeM yKa3aHHast MOAAEP KUBAIOLIast 1032, U
opu  3TOM  MpenyCMOTpeHa  Ija3MaTudeckas  KOHLIEHTpalus  YKa3aHHOIO
OucrnenpuUUHOro aHTUTENAa B JHANa3oHe NPUONUBUTENBHO OT 2 MKI/MI A0
npuOIM3UTENBHO 18 MKI/MIL.

Crnoco0 nedeHust COrJacHO BapHaHTY peanuzauuu 21, XapakTepu3YIOIUICS TeM, YTO
yKazaHHOe aHTuTes0 K FIX(a) unm ero aHTUreHCBSI3bIBAIOII M ()PATMEHT COIAEPIKUT
BapualesbHBIA JOMEH TsDKeJoW wenu, mpencrasieHHsii B SEQ ID NO:6, wu
BapuadesIbHBINA JOMEH Jierkou nenu, npeactasiensbiii B SEQ ID NO:11, u

yKa3zaHHOe aHTuTeNo K FX(a) MM ero aHTUIreHCBS3bIBAOIIUI (PparMeHT COOepIKHUT
BapualenbHBIA JOMEH TspKenol nenu, npeacraeieHHbidi B SEQ ID NO:16, u
BapuadeTbHBIN TOMEH JIerkou nenu, npeactasienHbiii B SEQ ID NO:21.

Crioco0 nedeHust COrylaCHO BapHaHTy peanuszauuu 21 unm 22, XapakTepU3YHOILIUNCS
TEM, UTO

ykazaHHas Tspkenas uenb aHturena Kk FIX(a) comepxkut SEQ ID NO:7, u yka3aHHas
nerkas nenb antutena kK FIX(a) cogepxur SEQ ID NO:12, u

yKazaHHas Tspkenas uenb aHturena K FX(a) comepkur SEQ ID NO:17 u yka3aHHas
nerkas uenb antutena k FX(a) conepxxut SEQ ID NO:22.

Crioco0 neuenust no m0O0My M3 BapHaHTOB peaim3anuu 21-23, xapakTepHu3yOLIHics
TE€M, YTO YyKa3aHHOe Oucrnenu(puyHOE AaHTUTENO BBOIAT B (apMaleBTHUECKON
KOMITO3UIINH, COAepIKalel ykazaHHOe OMCTen(pUIHOE AHTUTEJIO.

Crnoco6 nedenus no moO0OMy M3 BapHaHTOB peanuzauuu 21-24, xapakTepusyroimuics
TE€M, YTO yKa3aHHas (hapMalleBTHUYECKas KOMIO3HMIMUs comepkur oT 1 mr/mi mo 100
MI/MJI YKa3aHHOrO Oucnenu@UYHOrO aHTUTeNa, L-apruHUH WM TUAPOXJIopua L-
apruHUHA, L-THCTUIMH U MOBEPXHOCTHO-aKTUBHOE BELIECTBO NP NMpHOIM3uTeIbHO pH
5,5-7.

Croco® nevenust mo mr0OOMy M3 BapHAaHTOB peaim3anuu 21-25, XapakTepu3yLIHics
TE€M, YTO yKa3aHHas (apMalleBTHUECKas KOMIIO3HMIUs comepkut oT 1 mr/mi mo 100
MI/MJ yKa3aHHOro OucnenuUIHOro aHTuTena, L-apruHuH Wik Truapoxiopun L-
apruHMHA, L-TUCTUIMH U MOBEPXHOCTHO-aKTHBHOE BELIECTBO NP MPHOIM3UTENbHO pH
6,3.

Crioco0 nevenust mo moOOMy M3 BapHaHTOB peaim3anuu 21-26, XapaKTepu3yOLIHICS

TE€M, YTO yKa3aHHas (apMareBTHUECKass KOMIO3WIUs coxepkutr oT 1 mr/mi mo 100
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29.

30.

31.

31

MI/MJI YKa3aHHOTO OucnenuuIHoro antutena, npudbausurensHo 150 MM L-aprununa,
npubnusutensHo 20 MM L-ructunnna u npubmmsurtensHo 0,02% nonucopbara 20 wu
80 mpu nmpubmmsurensHo pH 6,3.

Crioco0 neuenust no moO0OMy M3 BapHaHTOB peanuzauuu 21-27, xapakTepHu3yoLuics
TEM, YTO yKa3aHHas (hapMaleBTHYECKash KOMIO3ULUsS copepkut oT 1 mr/mu mo 100
MI/MJI ~ YKa3aHHOrO OucmenupuuHOro aHTUTeNna, npudbausutensHo 150 MM
runpoxyopuna L-aprununa, npubnusurensHo 20 MM L-ructuauHa U npudIu3UTEIbHO
0,02% nomucopbara 20 npu npudnuzurensHo pH 6,3,

Crnioco® nedenust mo mroOOMy M3 BapUAHTOB peaim3anuu 21-28, XapakTepu3yOLIHICs
TEM, YTO yKa3aHHas (papMaleBTHYECKass KOMIO3HMLMS CONEPXKUT OT 2 mr/mu no 60
mr/min MAT 1, nvanpumep, 2 v/, 5 mr/mi, 11,25 mr/mn, 25 mr/mn wiu 57,5 mr/min
MAT 1, 150 MM rugpoxnopuaa L-aprununa, 20 MM L-ructuguna u 0,02%
noniucopbara 20 pu pH 6,3.

Crioco® nedenust mo moOOMy M3 BapHaHTOB peaim3anuu 21-29, XxapakTepu3yLHics
TEM, YTO YKa3aHHOE OHCIIEU(PIIHOE AHTUTENIO BBOAST MAL[EHTY-4EJIOBEKY.

Crioco® neuvenust mo moboMy M3 BapHaHTOB peaim3anuu 21-30, XapakTepHu3yLHics
TE€M, 4TO Harpy304HYIO 103y, COAEPKALIYIO

NpUONU3UTENBHO OT 5 Mr 0 NmpuOIM3UTENbHO 15 Mr ykasaHHOro oOucnenuduaHoro
AHTUTEJA, BBOAAT MALIMEHTY, UMEKOLIEMY MAacCy Tena OT S kr 10 <13, wiu
NpUONU3UTENBHO OT 35 Mr 10 NMpUOIU3UTENBHO 45 MI' YKa3aHHOro OucnenuduaHoro
aHTHUTeNa, BBOJAT NALMEHTy, UMEIOLEMy Maccy Tena oT 15 kr no <45, unu
npuOIM3UTENBHO OT 85 Mr A0 MpUOMU3UTENbHO 95 Mr yKa3aHHOro OucrnenupuaHOro
AHTUTEJA, BBOIST MALUEHTY, UIMEIOLIEMy Maccy Teja 45 Kr win 0oJbLie,

TIPU 5TOM MOAEP KUBAIOIIYIO 03y, CONEPIKAIIYIO

npUOIU3UTENBHO OT 7 Mr 1o mpudnmusurenabHo 11 Mr ykasannoro OucnernuduaHOro
aHTUTENA, BBOAAT OAMH Pa3 B MECSAL MALMEHTY, UMEIOLIEMy MaccCy Tena oT 5 kr ao <15
KT, WJIH

npuOIU3UTENBEHO OT 18 Mr mo mpubMu3uUTENPHO 22 MI' YKa3aHHOTO OucnenuduaHoro
aHTUTENA, BBOAAT OAUH Pa3 B MeCsL MALIMEHTY, UMEKILIEMY MacCy Tena oT 15 kr 1o <45
KT, WJIH

npUOIU3UTENBHO OT 44 Mr no mpuOIU3NUTENBPHO 48 Mr yKa3aHHOro OucnenuduIHOro
aHTHUTENA, BBOIAT OJUH pa3 B MeECSI MALUEHTY, UMEIOLIeMy Maccy Tena 45 Kr wim

Ooublire,
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33.

32

IIPU 5TOM YKa3aHHYK MEPBYK MOAAEPKHUBAIOIIYK) 03y BBOASAT 4Y€pe3 OOMH MECHL
MOCJI€ BBEICHUS YKAa3aHHOW HArpy304HOMN AO3bI.

Crioco0 nedeHus: COrIacHO BapUaHTy peanu3aluu 31, XapakTepu3yIOLIUICS TeM, YTO
Harpy3o4Hyr 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 OMCIIerM(UYHOrO aHTHUTENA, BBOIIT NALIMEHTY, UMEIOLIeMy MacCy Tejia OT
5 xr go <15 kr, miu

Harpy3ouHyr 103y, coaepskaiyto 39,5, 39,6, 39,7, 39,8, 39,9, 40, 40,1, 40,2, 40,3, 40,4
win 40,5 Mr ykazaHHOrO OMCHEUU(UYHOTO AHTHTENA, BBOAST MALMEHTY, UMEIOLIEMY
Maccy Tesa oT 15 kr o <45 xr, unu

Harpy3o4Hyr A03y, coaepsxkamyro 91,5, 91,6, 91,7, 91,8, 91,9, 92,921, 92,2, 92,3, 92 4
wii 92,5 Mr yka3zaHHOrO OMCHEeUM(UYHOTO AHTHTENA, BBOIST MALMEHTY, UMEIOLIEMY
Maccy Tena 45 xr wiu Oonbine, u

IIPU 3TOM

MOAAEPKUBAIOIIYIO 103y, comepxainyro 8,5, 8,6, 8,7, 8.8, 8,9, 9, 9,1, 9,2, 9,3, 9,4 wnu
9,5 Mr yka3aHHOro Oucnenu(puyHOro aHTUTENa, BBOIAT OJUH Pa3 B MECAL MAIHEHTY,
UMEIOIIEMY MacCy Tesa OT 5 kr A0 <15 kr, um

MOAAEPKUBAIOIIYIO 103y, comepxamyro 19,5, 19,6, 19,7, 19,8, 19,9, 20, 20,1, 20,2,
20,3, 20,4 wim 20,5 Mr yka3aHHOro OucHenu(puyHOrO aHTUTENA, BBOISAT OOUH pPa3 B
MeCsL MALKUEHTY, UMEIOLIEMY MacCy Teja oT 15 kr no <45 kr, uim

MOAAEPKUBAOIYIO 103y, comepxkainyro 45,5, 45,6, 45,7, 45,8, 45,9, 46, 46,1, 46,2,
46,3, 46,4 unu 46,5 Mr ykazaHHOro OucnenuUYHOro aHTUTENa, BBOAAT OIUH pa3 B
Mecs1] MALHEHTy, UMeIoLeMy Maccy Tena 45 kr wim Oonbie.

Crioco0 neyeHust COTNIACHO BAPUAHTY PeaU3aliu 32, XapaKTePU3YIOLIUICS TEM, 4TO
HArpy304HYIO 103y, COAEPKALIYIO PUOTU3UTENIbHO 9 MT yKa3aHHOTO OucnenuduaHoro
aHTUTENA, BBOAAT MALIMEHTY, UMEIOLIEMY Maccy Tena oT 5 kr Ao <15 kr, nnu
HArpy304YHYIO 103y, cojepskamyr  npubdnusutenbHo 40 Mr  yKasaHHOTO
OoucnenpUIHOrO aHTUTENA, BBOAST MAIMEHTY, IMEIOLIEMy Maccy Teja ot 15 kr go <45
KT, UK

HArPy304YHYIO 703y, COAepKalyr  mpuOau3uTenbHO 92  Mr  yKa3aHHOTO
OucnenpUIHOro aHTUTENA, BBOAAT MAIMEHTY, MMEIOLIEMy Maccy Tena 45 Kr Wiu

Oonble, U Mpu TOM
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36.

37.

38.

39.

40.

33

NOJ/IEPKUBAIOINYIO 03y, COAEPKAINYI0 NPUONM3UTENbHO 9 Mr  yKa3aHHOTO
OucrenpUIHOro aHTUTENA, BBOAST OJUH Pa3 B MECAL MALHEHTY, UMEIOLIEMy Maccy
Tena oT S Kr 0 <15 kr, unu

NOJJIEP’KUBAIOLIYIO 03y, COAepKallyro mnpuOmmsurenbHo 20 Mr  yKa3aHHOTO
OucnenuuIHOro aHTUTENA, BBOIAT OAMH pa3 B MECSI MALHEHTY, UMEIOLIEMy Maccy
Tena oT 15 kr go <45 kr, uim

NOANEPKUBAIOINYIO  A03y, COAEpIKAIIYI0 MNPHONMM3UTENBbHO 40 Mr  YKa3aHHOIO
OucnerpUIHOro aHTUTENA, BBOAST OAUH Pa3 B MECALl MALHEHTYy, HMEIOLIEMy Maccy
Tena 45 kr win OosbLie.

Croco® nedenust mo mroOOMy M3 BapHaHTOB peaim3anuu 21-33, XxapakTepu3yLIHics
TEM, YTO YKa3aHHOE JICYCHHE MPEACTABISIET COOOH MPOQHIAKTHUECKOE JICUSHHE.
Croco® nedenust mo moOOMy M3 BapHaHTOB peaim3auuu 21-34, XxapakTepu3yLHics
TE€M, UYTO MpeAyCcMOTpeHa Iula3Matudeckas koHueHtpauuss MAT 1 B nuanasone
NPHUOTM3UTENLHO OT 3 MKI/MIT 1O MPUOUZUTENbHO 9 MKI/MJI, HAIPUMED, OT 0,5 MKI/MII
10 7 MKT/MIL.

Crioco0 neuvenust mo moOOMy M3 BapHaHTOB peaim3anuu 21-35, XxapakTepu3yLHics
TE€M, UYTO MpEeAyCMOTpeHa Ia3Matudeckas koHueHtpauus MAT 1 B nuanasone
NpUOIU3UTENBHO 6,5 MKI/MIL

Crioco0 neueHust mo m0O0OMy M3 BapHaHTOB peaim3anuu 21-36, xapakTepHu3yOLIHics
TE€M, UTO VyKa3aHHas IUla3MaTH4YecKas KOHLEHTpALMs IpeAcTaBisieT coOoi
MJIa3MaTUYECKYI0 KOHLIEHTPALMIO B PABHOBECHOM COCTOSIHUM.

Crnoco6 nevenus no moO0OMy M3 BapHaHTOB peanuszauuu 21-37, xapakTepu3yromuics
TeM, 4TO yKazaHHoe jieueHue obecneunaer 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, 1,9,2,2,1,22,23,2,4,25,2,6,2,7,28, 2,9,
3 wm 4, unu ABR B quamnazone 1-5.

Croco® nedenust mo mroOOMy M3 BapHaHTOB peaim3anuu 21-27, XapaKTepu3yLIHICs
TE€M, YTO yKa3aHHas (apMarleBTHUYECKas KOMIO3WIUs comepkutr oT 1 mr/mn mo 100
MI/MJI  yKa3aHHOro OucnenuduuHOoro aHTUTena, mnpudbmusurensHo 150 MM
rugpoxjopuna L-aprunnna, npudmusurensHo 20 MM L-ructuanHa v npubIu3uTebHO
0,02% nomcopbara 20 npu npudnuszurensHo pH 6,3.

Croco0 neuenust mo moOOMy M3 BapHaHTOB peaim3anuu 21-28, XxapakTepu3yLIHics
TE€M, YTO yKa3aHHas (papMameBTHUECKash KOMIIO3HIMS COAEPKHUT OT 2 mr/mu mo 60

mr/min MAT 1, manpumep, 2 mr/vr, 5 mr/mi, 11,25 mr/mn, 25 mr/mn wma 57,5 mr/min
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MAT 1, 150 MM rugpoxnopuaa L-aprununa, 20 MM L-ructuguna u 0,02%

nosucopbara 20 mpu pH 6,3.

41. Crioco0 mo moboMy u3 BapHaHTOB peanuzanuu 21-37, XapakTepU3YIOLIMHCA TEM, YTO
yKazaHHoe OucrnenupuaHoe aHTuTeNo npencrasisier codoit MAT 1.

42. dapmaiieBTHUECKAS KOMITO3HULIMS, COAEpIKaIlas yKa3aHHOe OucnernuduIHoe aHTHTEIO
MAT 1, npubmusutensao 150 MM ruapoxnopuna L-aprununa, npubnusurensHo 20
MM L-ructununa, mnpubmusurenpbHo 0,02 wmacc./06.% mnomucopbara 20 mpu
npubnusuTensHo pH 6,3.

43. dapmarneBTHYECKas KOMITIO3ULIUS COrJacHO  BapuaHTy  peanuszauuu 42,
XapaKTEePU3YIOIIASACS TeM, UYTO yKa3aHHAs KOMIO3HMLHUS COAECPKUT NMPUOIU3UTEIBHO OT
2 nmo mpubmmsutenbHo 57,5 Mr/mn ykasanHoro OucnenuduuHoro antutena MAT 1,
npubnusutensHo 150 MM ruppoxnopuaa L-aprununa, npubmmsurensao 20 MM L-
ructuauHa, npudmumsurensHo 0,02 mace./06.% nomucopbara 20 mpu npuOIU3UTETHEHO
pH 6,3.

44, HabGop a) comepxammii  (HapManeBTUYECKYI0  KOMITO3ULIUIO,  COIEPIKAIIYIO
OucnenmpuyHOE aHTUTENO MO JOOOMYy U3 BapUaHTOB peanmzauuu 1-19; u b)
MHCTPYKLUHU IO MOIKOKHOMY BBEACHUIO YKa3aHHOW (hapMaleBTHUECKON KOMITO3ULIUU
OUH pa3 B MecAll AN JieueHus reMopminu A ¢ MHruOuropamu wim 0e3 HUX IO
JF00OMyY U3 BapUaHTOB peanu3anuu 21-41.

45. Habop cormacHo Bapmanty peanmzauuu 20 umm 42, XapakTepU3YIOLIUICS TEM, UTO
ykazaHHOe OucnennduyHoe aHTUTeNo npeacrasisier cobor MAT 1.

B mnpeamouTHTENbHOM BapuaHTE pPEANU3ALMHM ABTOPbl HACTOSINETO H300peTeHUs
NPEAyCMAaTPUBAIOT PEKUM TO3UPOBAHUS OJUH pa3 B MECALl JIJIsl MPUMEHEHUs B JICUCHHU
reMopumuun A ¢ wuHruOuropamu wiu 0e3 HUX, BKIIOYAIOIIUN TOAKOXKHOE BBEICHHE
oucnerupuUIHOro aHTUTENA, COAEPIKALIETO

artuteno k FIX(a) wim ero aHTUreHCBSA3bIBAIOIIUI (PparMeHT, COCOOHBIN CBSI3bIBATHCS
¢ FIX (SEQ ID NO:1) u/unu ero aktuBupoBaHHOU dopmoii (FIXa), conepxammuii TsKenyro Hernb
U JIETKYIO LeTb, U aHTUTeNo K FX(a) mim ero aHTUreHCBA3BIBAIOLINN (PPAarMEHT, CIOCOOHBIH
cs3piBaThesl ¢ FX (SEQ ID NO:2) w/unm ero aktusuposanHoi ¢opmoii (FXa), comepskammii
TSDKEIYIO LETb U JIETKYIO LIeTb,

npudyeM ykasaHHas Tspkenas nenb antutena k FIX(a) comepxkut SEQ ID NO:7, u

ykazaHHas Jjerkas uenb aHturena k FIX(a) comepxxut SEQ ID NO:12, a ykazaHHas TsoKemnast
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nensb aatutena k FX(a) copepxxut SEQ ID NO:17 u yka3annas yerkas nenb antutena Kk FX(a)
conepxut SEQ ID NO:22;

B OZIHOH Harpy304HOH J103€ C MOCIEeNYIOIUM BBEIEHHEM MO KUBAIOLINX 103 OAUH
pa3 B MecsIII,

IpyU 5TOM YKa3aHHOEe Oucnenn(puuHOE AaHTHTENO BBOAAT B (hapMareBTHYECKON
KOMITO3HMLIMM, COAep:Kaliell ykasaHHoe OucnennpuuHOe aHTUTENO, IPU 3TOM YKa3aHHAS
(bapmaneBTUyYecKass KOMMO3ULUs coaepskuT 11,25 mr/mu, 25 mr/mn uinu 57,5 Mr/mit yka3aHHOTO
oucneruduunoro anrturena, 150 MM runpoxnopuaa L-aprununa, 20 MM L-ructununa u 0,02%
nojrcopbara 20 npu npudnamsurensao pH 6,3;

IPU 3TOM

HArpy304YHYK 03y, COAEpKAIyld 9 Mr yka3aHHOro OucnenupUIHOrO AaHTUTENA,
BBOJAT MALMEHTY, UMEIOLIEMY MacCy Teja OT 5 Kr a0 <15 kr, uinu

HArpy304HyK A03y, comepxamy 40 Mr yka3aHHOro OHCHEUM(UYHOTO AHTHTENA,
BBOJSIT MALMEHTY, UMEIOLIEMY Maccy Tesa OT 15 kr go <45 kr, unu

HArpy304HYK A03y, coiepkamyr 92 Mr yka3aHHOro OHCHEeUM(UYHOTrO AHTHTENA,
BBOJIAT MALIMEHTY, UMEIOIIIEMY Maccy TeJsia 45 Kr viin OoJblie, U IPH 3TOM

NO/IEPKUBAIOIIYIO 103y, COAEPIKAIIYI0 9 MI' YKa3aHHOTO OMCIIeHU(pUIHOrO aHTUTENA,
BBOJSIT OZIMH pa3 B MECAL| NALUEHTY, UMEIOIEMY MacCy Tesa OT 5 Kr 1o <15 kr, uin

NOJ/IEP>KUBAIOIIYIO 103y, cofepKainyro 20 Mr yKa3aHHOro OMCrerupuIHOro aHTUTENA,
BBOJSIT OZIMH Pa3 B MECAL| NALUEHTY, UMEIOIEeMy Maccy Tena oT 15 xr go <45 kr, uiu

HOANEP KUBAIOINYIO 703y, COAEPIKAINYI0 46 Mr yKa3aHHOTro OuCTeruUIHOro aHTUTENA,
BBOJSIT OJIMH Pa3 B MECSII MAILIMEHTY, UMEIoIIeMy Maccy Tena 45 xr wiun Oomblie

Opu  5TOM  TPEAYCMOTPEHa  IUIa3MaTU4ecKas  KOHIEHTpALUs  YKa3aHHOTO
OucneruUHOro aHTUTENa B PABHOBECHOM COCTOSIHUM B JIMAMa3OHE MPHUOJH3UTEIBHO OT 2
MKT/MJT 10 TPUOIM3UTENBHO 18 MKI/MIL.

B mpeanodTtuTenbHOM BapHaHTE peaNu3allid  ABTOPBI HACTOSIIEr0 H300peTeHHs
NPEAyCMaTPUBAIOT PEKUM [O3UPOBAHUS OOUH pa3 B MeCsl Uil NPUMEHEHHUsS B JICYCHUHU
reMopumuun A ¢ wuHruOuropamu wiu 0Oe3 HUX, BKIIOYAOIINUN TIOAKOXXHOE BBEICHHE
oucnenupUIHOTO AHTUTENA, COAESPIKAIIETO

arTuTeno k FIX(a) mim ero aHTUreHCBSA3bIBAIOIUI (PparMeHT, CIOCOOHBIN CBSI3bIBATHCS
¢ FIX (SEQ ID NO:1) u/unu ero aktuBupoBanHoit popmotii (FIXa), cogeprammuii TSKENYO Helb

U JIETKYIO Lelb, U aHTUTeNO0 K FX(a) win ero aHTUreHCBS3BIBAIOIIUN (hParMeHT, CIIOCOOHBIN
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cs3piBaThesl ¢ FX (SEQ ID NO:2) w/unm ero aktusuposanHoi ¢popmoii (FXa), compeprkammii
TSKENYIO LIeTb U JIETKYIO Lielb,

npudyeM ykasaHHas Tspkenas nenb antutena k FIX(a) comepxxut SEQ ID NO:7, u
ykazaHHas jerkas uenb anturena k FIX(a) comepxxut SEQ ID NO:12, a ykazaHHas Tsokemnas
uenb antutena Kk FX(a) cogepxxut SEQ ID NO:17 u ykazannas nerkas nenb antutena k FX(a)
comepxxut SEQ ID NO:22;

B OZIHOI Harpy304HOH 7103€ C MOCJIENYIOINUM BBEIeHHEM NOAAEPKUBAOLINX 103 OIUH
pa3 B MeCsILI;

NpU 3TOM YKa3aHHOE OucrnenupuuHOe AHTHTENO BBOIAT B (hapMalleBTHYECKON
KOMIIO3ULIMH, COJeprKallell yKa3aHHOe Oucneun(puvHOEe AaHTUTENO, MPH 3TOM YyKa3aHHAsS
dapmaneBTHYeCcKass KOMIO3ULUs coaepskuT 11,25 mr/m, 25 mr/mun winu 57,5 Mr/mi yka3aHHOTO
oucnermduunoro anturena, 150 MM rugpoxnopuna L-aprunmnna, 20 MM L-ructuanna u 0,02
macc./06.% monucopdara 20 npu npubmusutensHo pH 6,3;

IIpU 3TOM

HArpy304YHYK 03y, COAepKalyr 9 Mr ykasaHHoro OucnenupuyHOro aHTHTENA,
BBOJISIT MALMEHTY, UMEIOLIEMY MacCy Teja OT S Kr 10 <15 kr, uinmn

HArpy304HyK a03y, cojepxamy 40 Mr yka3zaHHOro OuCHeUM(pUYHOTO AHTHTEINA,
BBOJSIT MALMEHTY, UMEIOLIEMY MaccCy Tesa oT 15 kr go <45 kr, unu

HArpy304HYI A03y, cofepxkamyro 92 Mr ykazaHHOro OucnennpuIHOro aHTHUTENa,
BBOJIAT MALMEHTY, UMEIOIIEeMy Maccy Tesa 45 Kr uiu OoJiblie, U MPU 3TOM

HOANEP KUBAIOINYIO 103y, COIEPKALIYI0 9 MI' yKa3aHHOro OMCIenu(UIHOro aHTUTENA,
BBOZAT OAIMH Pa3 B MeCsL MALIMEHTY, UMEIOIIEeMy Maccy Tena OT 5 Kr 10 <15 kr, unu

NOJ/IePKUBAIOIIYIO 103y, coaepKaiyro 20 Mr yka3aHHOTO OMCTIeU(UIHOTO AHTHUTEIA,
BBOJAT OZIMH pPa3 B MeCAL] NALMEHTY, UMEIOIeMy Maccy Tena oT 15 xr go <45 kr, uiu

NOJ/IePKUBAIOIIYIO 103y, COAEPKAIIYI0 40 MI yKa3aHHOTO OMCTIEU(PHYHOTO aHTUTENA,
BBOJIAIT OIMH Pa3 B MECSIII MALEHTY, IMEIOLIEMy Maccy Teia 45 Kr uiau Oosbiue

Opu  3TOM  MpefyCcMOTpeHa  IJla3MaTudeckass  KOHLIEHTpalMs  YKa3aHHOIO
OucnenpUUHOrO aHTUTENa B PABHOBECHOM COCTOSHUHM B JIHAMa3OHE NMPHUOJIM3UTENIBHO OT 2
MKT/MJT 10 TPUOIM3UTENBHO 18 MKI/MuL

Crenmanucty B JaHHOW OOJACTH TEXHUKH OYAYyT TOHSATHBI Pa3IMYHBIE CIIOCOOBI
U3MEPEeHUs] M BBIYHCIIEHUS] (hapMakOoKHUHeTHuecKuX (Hampumep, 6e3 orpaHudeHHs], Cmax, Tmax,
NepUO MONMY>KU3HU B CBIBOPOTKE KPOBH) U (PapMaKOAMHAMUYECKUX MapaMeTPOB, OMUCAHHBIX B

IaHHOM AoKkyMeHTe. Kpome Toro, cneuuanucty B AaHHOW OOJACTH TEXHHUKH OyAyT MOHSTHBI
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pa3nu4Hble  CIIOCOOBI  OCYIIECTBIIEHHsS] CTATUCTHYECKMX CpaBHEHUH (Hampumep, 0Oe3
OTpaHUYEHUs], CPAaBHEHUsI U3MEHEHHs] OT MCXOAHOTO YPOBHS IO YPOBHS IOCIE JICUEHUs W/UIH
CpPaBHEHMs MEXIy TIpyNIaMyd JiedeHus)) W/uiM aHanuza (PapMaKOKMHETHYECKHX |

(I)apMaKOI[I/IHaMI/I‘{eCKPIX napamMeTpoB, ONMUCAHHBIX B JTAHHOM JOKYMCHTC.



10

15

20

25

30

38

IIpumepsl

IlepeyeHb COKpalleHui
CL: CucTeMHBIN KIUPEHC
Iv: MexuHIuBHAyaIbHast BApHaOeIbHOCTh
Ka: KoHcranTa ckopoctu abcopOrvu

MAD: MHorokpaTHasi BO3pacTaroliast 103a
OFV: 3nauenwus ueneBoit pyHKIUU
PwHA: TlaumeHTs! ¢ remoduiueii A

PK: DapMaKOKMHETHKA

SAD  OpnsHOkpaTHasi BO3pacTaroIasi 103a
SIA HWnenTuyHbIi N0 NOCIEN0BATEIBHOCTH aHAJIOT
Q: MeskkaMepHbIN KIUPEHC

QW:  OpuHs pa3 B HEAEIO

Q2W:  OpuH pa3 Kaxable BE HEAETH
Q4W:  OpuH pa3 Kaxple YeTbIpe HEAEIU
QM:  OpuH pa3 B MecsLl

RSE:  OrtHocuTenbHas CTaHmapTHas OInoOKa

Va: I{eHTpanbHBI 00bEM pacrpeneneHus
Vi: [Tepudeprueckuii 00veM pacnpeneneHus
F: OtHocuTenbHass OMOOCTYITHOCTD

TIpumep 1. MccnenoBaHue ¢ HOBBILMIEHUEM JIO3bI

bucneunduunoe antuteno k FIX(a)/FX(a), comep:kaiee MEPBYH TSXKENYIO IEMb,
conepxkamyro SEQ ID NO:7, u nepyto jerkyrw uemnb, couepxamyo SEQ ID NO:12, a takxke
BTOPYIO TSDKENyo 1enb, copepxkamyo SEQ ID NO:17, u BTOpPyO JETKyo LeMb, COAePIKAIIyIO
SEQ ID NO:22 (MAT 1), HaxomuTCcsi Ha CTaguu pa3pabOTKH JAJsl JICYCHUS MALUEHTOB C
remopuineit A (PwHA) ¢ narnburopamu mim 6e3 HUX.

Lensto FRONTIER1 (EudraCT:2019-000465-20; NCT04204408) siBnsieTcst u3y4eHue
0e30macHOCTH, TMEPEHOCUMOCTH, (apMAKOKUHETHKH, (papMakOIUHAMUKH H 3(PPEeKTUBHOCTH
OJHOKPATHBIX BO3pacTarolinX NOAKOXKHBIX 103 MAT 1 (Oucneumdpuynoro anturena) y
3I0POBBIX YUACTHUKOB, U MHOTOKPATHBIX Bo3pacraromux 103 MAT 1 y PwHA ¢ uaruburopamu
win 6e3 Hux. Kpome Toro, e ucciaeoBaHus 3aKJIOYAOTCS B MPEAOCTABICHUH TAaHHBIX IJIS

omnpeneneHus 1036l B nocnenyromux uccaenosanusx FRONTIER.
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Metoabi: B (dase BBemeHuss omHOKpaTHOW Bo3pacrtaromei no3el (SAD) 3m0poBbie
CcyOBeKThI MOJydaau OFHOKpaTHble Bo3pacratomue 1o3bl MAT 1 (ueneBble miasmMaTudeckue
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 TOCTHIKEHUSI CPeIHEeH IIa3MaTH4ecKoil KoHueHTpauuu 1 mkr/mi (koropra 1, BBeneHHe
103 QW), 3 mkr/min (koropta 2, BBeaeHue 103 QW), 9 mxr/mi (koropra 3, BBenenue 103 QW u
koropta 4, BBeneHue 103 Q4W) unu 16 mkr/mu (koropra 5, BBeaeHue 103 QW).

Jlna aHanu3a OaHHBIX O 3aBHCHUMOCTH Iuta3MaTtuueckod koHueHTtpauud MAT 1 ot
BpeMeHu n3 FRONTIER] ucnosip30Baii HENMHEHHYIO MOJAENIb CO CMEIAaHHBIMHU 3 eKTamu.
PazpaboTtka CTpykTypHO# ocHOBHOUM Momeau mansi MAT 1 Bkirodana OJHOKOMIAPTMEHTHYIO H
JABYXKOMIIAPTMEHTHYIO Moxaenu. [Tpodumn 3aBUCUMOCTH Mia3MaTH4eCKoi KoHeHTpaunu MAT
1 oT BpemMeHHu Jydlle BCEro OMUCHIBAINCH C IMOMOIIBIO JIBYXKOMIIAPTMEHTHOW MOIENIH CO
CKOPOCTBIO BBIBEZICHUsI M aOCOpPOLMHU MEPBOrO MOpsIIKA, NMapaMeTPU30BAHHONW KakK: KOHCTAHTA
ckopoctu abcopbumu (k,), cucremubni kmupenc (CL), wexkamepHsiii kimuperc (Q),
LeHTpaIbHbI 00beM pacmupenenenusi (J), mepudepuueckuii odbem pacmupenenenus (V) u
OTHOCUTeNbHAast OnonocTynHocTh (£, pukcupoBanHast Ha 1). Ciy4aiiable 3¢ eKTbl HCcCIenoBaIm
C MeXUHAMBHAYaNbHOH wu3MeHuMBOCTHIO (IIV, mnm MexcyObeKTHONW H3MEHYHMBOCTBIO) IO
NEePBUYHBIM TapaMeTpaM MOJENH U aJAWTUBHON W/WMIM TPONOPLMOHAIBHON OCTaTOYHOM
omnbkoil. MuHNMabHOE TaneHue 3HaueHui nenesoit pynkuuu (OFV) va 3,84, B nononHeHue
K CTaOUJIBHOCTH MOZEH M TOYHOCTHU MapaMeTpOB, PACCMATPUBAJIH AJIs1 BKIIFOYEHUS CIy4aliHOTO
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. BBeneHWe HArpy304HOU U noepskuBaroei 103 B koropre 1 MAD (BBeneHue 1036l

OJIMH DAa3 B HEAEJIK)

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

*Ha OCHOBAaHHU MAaCChI TEJa, UIBMCPECHHOU HAa HEACIIC 0.

Harpy3ounas no3a
Auana3on maccsl | /lo3a Konuentpauus HNukpemMeHTDI Ho3a (m)
TeJa (Kr)* (mr) MAT 1 AJISI HHbEeKIHHU

(mr/ma)

30,0-59,9

-

IMocnenyromue nogaepKUBAOLINE TO3bI JOJKHBI OBITH BBEACHBI, HAUWHAS C HEIEH 2.



10

40

HoanepxuBaromas n103a
Auana3on maccsl | /loza KonuenTpanus HNuxpemeHTDI HMo3a (M)
Teaa (Kr)* (mr) MAT 1 AJIS1 HHbEKIHH

(mr/ma)

ikt i i (G :
*Ha OCHOBAHHM TIOCJENHEH MACChI Tela, H3MEPEHHOH B COOTBETCTBHH C OJIOK-CXEMOIl
TIPOTOKONA.

Tabauua 2. BBEACHUE HArPY30UHOU U NOIEpKUBaroLIel 103 B koropre 2 MAD (BBeneHue 1036l

OJIMH DA3 B HEACJIK)

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

Harpy3ounas no3a
Auana3on maccsol | [lo3a Konuentpanus HNukpemMeHTDI Hdo3a (M)
Tega (Kr)* (mr) MAT 1 AJISI HHbEKIHHU

(mr/ma)

Ha OCHOBAHMH MacChl T€Ja, U3MEPEHHOM Ha Henene 0.
ITocnenyromue nogaepKUBAOLIIE TO3bI JOJIKHBI OBITh BBEIACHBI, HAUWHAS C HEJEH 2

HoanepxuBaromas 103a

Auana3on maccsl | /loza Konuentpanus HNuxpemeHTDI HMo3a (M)
Teqa (Kr) (mr) MAT 1 AJIS1 HHbEKIHH

Tabmauua 3. BBEACHHWE HArPY30UHOU U NOIEPKUBArOIEN 103 B koropte 3 MAD (BBeneHue n03bl

OJIMH DA3 B HEACJIK)

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

Harpy3ounas no3a

Huana3on maccel | loza | Konuentpauus | Uabekuusi | Mukpementsi | Jlo3a (mur)
Teqa (Kr) (mr) MAT 1 Ne AJIst
(mr/ma) HHBbEKIUH

30,0-59,9
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ITocnenyromuye nogaepKUBAOLIIE TO3bI JOJIKHBI OBITh BBEICHBI, HAUMHAS C HEAeNH 2:
HoanepxuBaromas 103a

Auana3on Ho3a Konuentpanus | Uabexkuust | Uukpementsl | o3a (M)
Maccel Teqaa (Kr) | (mr) MAT 1 Ne AJIsA

Tabmuua 4 Koropra 4 MAD (BBenenue no3bl Q4W)

OnHa Harpy3o04Hasi 103a JOJDKHA ObITh BBeJleHa Ha Hepnee O:

Harpy3ounas no3a
HMuana3zon maccel | [lo3za Konuentpauus | Uabexkuns | Uukpements! | [lo3a (M)
Teqa (Kr) (mr) MAT 1| Ne il b

(mr/ma) HHbEKIHUH

ITocnenyromue 1036l JOJKHBI ObITh BBEICHBI, HAUWHAS C HEle! 4:

HopnepxuBaromas 103a

Huanazon maccel | lo3a | Konuenrpauus | Mabexkuns | Mukpements! | [lo3a (mi)
Teqa (Kr) (mr) MAT 1| Ne Aas

(mMr/mur) HHbEKIHH
30,0-59,9 41 100 1 41 0,41

Tabmuua 5. Koropra 5 MAD (Beenenue 103 QW)

OnHa Harpy3o04Hasi 103a JOJDKHA ObITh BBeJleHa Ha Hepene O:
Harpys3ounas no3a

Huana3on maccel | loza | Konuenrpauus | Uabexuusi | Mukpementsi | Jlo3a (mur)
Teqa (Kr) (mr) MAT 1 Ne AJst
(mr/ma) HHBbEKLIHUH

30,0-59,9
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ITocnenyromuye nogaepKUBAOLIIE TO3bI JOJIKHBI OBITh BBEICHBI, HAUMHAS C HEAeNH 2:

HonnepxuBaromas 103a

Huana3on maccsl | [loza | Konuenrpauus | Unbexuus | Mukpements | lo3a (mJ)
Teqa (Kr) (mr) MAT 1| Ne AJIst

(Mr/ma) HHbEKLHH
30,0-59,9 24 100 1 24 0,24

PesyabTaTel: MAT 1 xopoIo nepeHOCUIIOCH MOCe BBEASHHUSI KaK OJHOKPATHBIX /103,
TAaK W MHOTOKPATHBIX J03, W OTCYTCTBOBAJM COOOLIEHUS O CBSI3aHHBIX C HHUM
TPOMOOIMOOTMUECKUX SIBJICHUSIX HJIM CEPbE3HBbIX HEXKEJIATeNbHbIX sBIEHHsX. OTCyTCTBOBAIU
coobmeHust o chy4dasix oOpasoBanuss antuten k MAT 1. Jlanneie u3 pasgena SAD
obecneunBaroT pacuetHoe 3HaueHue Ty 30,4 A U Thpae 9,1 naa. Camas BbICOKas
koHuentpanust MAT 1, HaOmonaemas B koropte S MAD, cocraBmia 18 MKr/Mi 1 OLleHHBAJIaCh
Kak OezonacHas u 3¢ exkruBHas (Purypa 2).

Ananuz mopenu nonyyssnuonHod @®K ana ganaeix FRONTIERI mnokaszan, uto ®K
MAT 1 nyume Bcero omuchiBaercssi AByxKommapTMmeHTHONH DK moznensro ¢ abcopbumeit u
BBIBEZICHHEM NepBOro mopsinka. OCHOBHBIMH KOBapUATHBIMH (DAKTOpaMH, BIHUSIOIIMMH Ha
koHeHTpanuo MAT 1, Obutn Macca Tejla B Ha4aJIbHBIX YCIIOBHUSIX M IO3UPOBKA JIEKAPCTBEHHOTO
npoaykra. OLEHKH NapaMeTpoB, MOJyUYE€HHbIE B PE3yJIbTaTe aHAIW3a MOJEIH MOMYJALUOHHON
@K, cobpanbl B Tabmuue 6, u coorsercraue moaenu nanHbiM FRONTIER 1 MAD npencrasneHo

Ha @urype 3.
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Tabauua 6. OLeHKH TapaMeTpOB MOAEIU NOonyJsinodHoi OK

MMapamerp Ouenka RSE Onucanue
%

CL/F (n/penn) | 0,201 4 Kaxymuiics knmupeHc

V2/F (1) 5,81 12 Kaxymmiics o0beM pacripeneneHusi, LeHTPalbHbINH

V3/F (n/nenn) | 2,58 23 Kaxymuiics oObem pacnpeneneHus, nepudepudecKuii

Q/F (n) 10,8 22 Kaxxymuiics MexxkaMepHbIN KIIUPEHC

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

cov CL_BW 0,817 19 Kosapuara, BiussHHE MacChl T€JIa Ha KIUPEHC,
nokasarejb cTerneHu 3dexra koBapuaThl

covV_BW 0,968 12 Kosapuara, BiusiHHE MacChI T€JIa HAa LIEHTPAJIbHBINA V,
NoKasaresb cTerneHu ddexra KoBapuaThl

covF _DP 0,747 6 Kosapuara SAD, n3meHeHHne OTHOCUTENBHON

SAD ouonocrynroctu, DP 100 mr/mn

covF DP 0,831 5 Kosapuata MAD, nzmeHeHne OTHOCUTEIbHON

MAD o6uonocrynaoctu, DP 100 mr/mn

IIV_CL (%) 28,4 16 MexunauBuayaibHas BapuadenpHocTs CL

IIV_KA (%) 64,6 8 MexunauBuayaibHas BapuadenpHocTs KA

IIV_F (%) 22,0 11 MexunauBuayaibHas BapuadbenpHocTh F

PropRE 0,154 6 IIponoprioHanbHas OCTaTouHas OUOKa

RSE: OtHOCHUTENBHAS CTaHAApTHAST OIINOKA

B Tteuenme 12-HenenbHOro mepuona HaOMIOAEHUS COOOIMANoch O 15 H3JIeYeHHBIX
KPOBOTEUEHHUSX Y 8 MAIMeHTOB, U3 HUX 13 kpoBoTeueHuil (9 TpaBMaTHYECKHUX) HAOMOAAIN Y 6
NALUEHTOB U3 KOTOPTHI, MOJIy4aBLIEH CaMYyH0 HM3KYIO A03y. 2 KPOBOTEYEHHs Y MALMEHTOB U3
KOropt 2 u 3 ObUTH TPaBMATUYECKHUMH, TaKUM OOpa3oM, 3a HMCKJIIOUeHHEeM KOropThl 1, He
HAOMIONAIM HHM W3JICYCHHBIX CYCTABHBIX KPOBOTEUEHHH, HH CIIOHTAHHBIX KPOBOTCYCHHI
(Tabmuma 7).

BriBoa: PapMakOKMHETUYECKHE CBOMCTBA MOAAEPKUBAKOT MOAXOJ K BBEIEHUIO 103bI
oouH pa3 B Mecau. Mogpens mnonysiuuoHHol @®K  HaamexamuM 00pa3oM  OmMChIBaja
MeIUaHHBIN TPEH] 1 BAPHAOENIbHOCTD NaHHBIX, TPH ’TOM OCHOBHBIMH KOBapuaTaMu ObUTH Macca
TeJla B HAYaJbHBIX YCJIOBUSAX U AO3MPOBKa JiekapcrBeHHoro mnpoaykra. MAT 1 xopomo
NEPEHOCHJIOCh, U OTCYTCTBOBAJIHM COOOIIEHHS O ciy4asx oOpasosanusi anturen Kk MAT 1.
FRONTIER1 mnpexncrabiser OOHAAEKUBAIOIIME JaHHBbIC, TOIACPKUBAIOIINE MaTbHEHIIYIO

KIIMHIYECKYI0 Pa3pabOoTKy ¢ MPUMEHEHHEeM CrocOO0B BBEISHUS/PEKUMOB JIO3HPOBAHUS,
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OMHCAHHBIX B JAHHOM JOKYMCHTEC, KOTOPBIC ObLIH NOJYy4YCHbI C YUCTOM BJIMAHHSA MACChI TC€JId U

JO3UPOBKHU JIEKAPCTBEHHOT'O MPOAYKTA.
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Tabauua 7. U3neueHdble kpoBOTEUEHMsl B TeueHue 12 Henenp JieueHust PWHA MHOrokparHeiMu Bo3pactaromumi nozamMu MAT 1

1 MI(F/MJ'I ‘ | 3 MK/ MJT 9 MKI/MJT 9 MI(F/MJ'I | ’1’8 MI(F/M.]'I

CpenHsist 3an1aHHPOBAHHAS

MJIa3MaTHYeCcKast (BBenenue no3 QW) (Beemenue 103 QW) (BBemenue 103 QW) (BBemenue no3 Q4W) (BBenenue 103 QW)
KOHILEHTpauus (pekum

A03MPOBAHUS)

Yucsio cy0beKToB 7 9 8 8 10
Oo0mee Bpems Bo3aeiicTBUS 1,50 2,05 1,80 1,73 2,31
(roanr)

Yucs10 KpoBOTEUECHHH 13 1 1 - 11
Yucao cy0beKkToB ¢ 6 (85,7) 1(11,1) 1(12,5) - 3 (30)
KpoBoTedueHusimu, N (%)

Yucjo cyobexkToB ¢ HyjaeBbim 1 (14,3) 8(88,9) 7 (87,5) 8 (100,0) 7 (70)
YHCJIOM KpoBoTedeHHii, N (%)

Tsaxkennle kposoteyeHusi, N (%) - - - - -
IIpuunna kposoreuenusi, N (%)

CrnionTaHHbIE 4 (30,8) - - - 10 (91)
TpaBmaruueckue 9(69,2) 1 (100,0) 1 (100,0) - 1(9)
Mecto kposoTteuenusi, N (%)

Cycras 11 (84,6) - - - 10 (91)
MpbI1ibt 2(15,4) - 1 (100,0) - 1(9)

Apyroe - 1(100,0) - - -
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Ipumep 2. Ob6paszosanue TpoMOuHa nocje seenenuss MAT 1

3amemenue ¢akropa VII (FVII) sBnsercs craHmapTOM JIEUEHHS MALUEHTOB C
remopunueit A (HA). MAT 1 npeacrasisier coboif OucnenupuyHOe aHTHUTENO, CIIOCOOHOE
oobenuuaTh paxrop IX(a) u FX(a), ¢ ynydmeHHbIMH reMOCTaTHUECKUME CBONCTBAMU i71 VilFo 1
B Monenax HA Ha mpimax no cpaBHeHuto ¢ smunusymadoM. FRONTIER1 (NCT04204408)
npeacTasisier coOod  uccnenoBanue (asel 1/2, B KOTOPOM HU3y4aeTrcs Oe30MmacHOCTb,
MEPEHOCUMOCTh, (papMaKOKHHETHKA U (hapMaKOJUHAMHKA BBOOUMOrO moakoxxHo MAT 1 vy
3I0pOBBIX TOOPOBOJIBLIEB U MALMEHTOB C TspKenoi HA, He3aBHCHMO OT CTaTyca MHTHOHUTOPOB
FVIIL

AHanmm3upoBay MUKOBOe 00pa3oBaHue TPOMOMHA M JTaOOPATOPHBIE MApPKEPbl B OTBET
Ha MAT 1 unmu smunmuzymad.

Metoasbi: Yacte ¢a3er 2 FRONTIER] sBisiercst oTkpsiToii, mpu 3tom MAT 1 BBOAST
MOJKOKHO B TeueHHe 12 Hemenb B MATH KOropTax, NPEeIHA3HAUYEHHBIX JJI1 BBEICHHS
MHOTOKPATHBIX BO3PACTAIOIIUX 103, C LEJIbI0 AOCTIDKEHHs CpenHell IUla3MaTHYeCKOH
KOHLEHTparuu 1-18 MKI/MiI mocpencTBoM BBEACHUS 03 OJUH pa3 B Henenro (KoropTel 1-3 u 5)
WIM OOWH pPa3 Kaxable deTblpe Hemenu (koropra 4), s KOropT 3/4 ueneBoil sBiseTcs
OJMHAKOBas IUIA3MaTHYECKass KOHLEHTpauus. s CpaBHEHHMs BKIIIOYAIN JOTOJHUTENBHYIO
HCCIIEIOBATENBCKYIO KOTOPTY CYOBEKTOB, KOTOPBIX JICUHIH 3MULIU3YMaOOM.

PesyabraTel: Britoumnu 42 cyowekra, nonydaBmux 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 00pasibl Iu1a3Mbl KpoBH ¢ HeWTpanu3oBaHHbIM FVIII 1o BBeneHus no3b1 1o0aBisim
u3BeCTHy0 KoHUeHTparmioo MAT 1 wium smunusymad, MakCHUMajbHas BbICOTA MHKa Oblia
JOOCTHTHYTa MpH 0oJiee HU3KUX TUIA3MATHYECKUX KOHLEHTPALMSAX, YeM B Clly4ae SMHLU3yMala,
YTO yKa3biBaeT Ha Oosee BbICOKYIO 3 dexTuBHOCTE MAT 1 (cMm. @urypy 4). CpenHue nukoBbie
ypOBHH TpoMOWHA OBUIM COMOCTABHUMBI MEXAY MAlMEHTAMH, MOJYYaBIIMMH 3MHUIHM3YMad U
MAT 1, B koropre 2. He HaOmonmamu M0303aBHCHMOIO W3MeHEHHsI ypoBHel D-mumepa,
¢ubpunorena, TpomboruTo mwin antureHa FIXa/FX; 60ipIIMHCTBO 3HAYE€HUN OCTABAIUCH B
npenenax HOPMAJIbHOTO auana3oHa. Jlo3o3aBucuMoe yBenudeHue ypoBHs (parmeHTtoB 1 u 2
npoTpoMONHA HaOMIOaMH y manueHToB, nonydaBmux MAT 1 u smunmsymad (OTHOCHUTENbHOE
usmenenue [%]: 26,08, 93,99, 323,65, 606,41 u 315,62 B koroprax 1-5, COOTBETCTBEHHO, U

85,04 nns smunmsymaba), co crabummsanuell B paBHOBECHOM COCTOSIHUU.
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BoiBoabi: J{0303aBHCHMOE TMOBBIIIEHHE OOpa3oBaHHWs TPOMOMHA HAOMIOOATN Y
nanueHToB, nony4daBmux MAT 1, mpu 3ToM ObUlM AOCTUTHYTBHI OOJie€ BBICOKHE ITMKOBBIE
yPOBHU TPOMOMHA, Y€M Y MAIMEHTOB, MOJy4aBIINX sMU3ymad. JlabopaTopHble napaMeTpsl He
BBISIBUJIH ITPOOJIEM ¢ 6€30MIaCHOCTBIO.

Ipumep 3. DxcTpanonsnust pe3yiabraToB u3 Ilpumepa 1 U 2 Ha HOBBLIE PEKUMBbI JO3UPOBAHUS

AJIA PA3JUYHBIX I'PYIIT IO MACCE TEJIa

Ha ocHOBaHMM KOHKPETHBIX HOBBIX JAaHHBIX U3 KIUHMYECKUX HCCIIEIOBAHHM
FRONTIERI1, Takux kak naHHble, BKIIOUeHHble B Ilpumepbl 1 u 2, aBTOpPHI HACTOALIETO
u3o0peTeHust pa3paboTaiu CcrnocoObl BBENEHUS M, B YAaCTHOCTH, KOHKPETHbBIE PEKUMBI
IO3UPOBaHUs (BKJIOUAsh BBIOOP JHANAa30HOB MAcChl TENA/TPYIIN), PACKPbIThie B ITaHHOM
IOKYMEHTE, TIOCPEACTBOM TINATEJIBPHOTO AaHAJM3a W HCIOJb30BAHUS HOBBIX JIAHHBIX,
NOJIYYCHHBIX B YKAa3aHHBIX HCCJIEAOBAHMSX, BKJIOYas OTBET MalUeHTa U HabIrogaeMble
cBoiictBa Oucneruduunoro anturena MAT 1 (takue kak no3a, Ty, Th.x U MJIa3MaTHYECKAs
KOHLIEHTpALMsi). ABTOPBI HACTOSIIETO M300pETEHMs, HAIPUMEp, MPENyCMOTPENN AOCTIKEHHE
TEPANeBTHUECKON IUIa3MAaTUYECKON KOHLEHTPAIMd B PABHOBECHOM COCTOSIHHUHM B JHAIa30HE
NPUONU3UTENBHO OT 2 MKI/MJI 10 TPUOMU3UTENbHO 18 MKI/Mi, mpeanodtrutensHo oT 3 10 9
MKI/MJI, Hampumep, S, 5,5, 6, 6,5 mwmum 7 Mkr/mu, u paspadoTtanu HeOOXOIUMBbIE PEKUMBI
JIO3UPOBAHUS ISl JTOCTMJKEHUS O5TOM IJIa3MAaTUYECKOM KOHLEHTPalMU B PAaBHOBECHOM
COCTOSIHUM JUIsI KOHKPETHBIX TPYII 110 Macce Teja MyTeM PacCIIUPeHUs YHUCJa IPYII MO0 Macce
TeNa OT ABYX JI0 TPeX TaKUM 00pa30M, YTOOBI OXBATUTh MAcCy TeJa OT 5 KI' H, CJIE0BAaTEIbHO,
TaKXKe MAILMeHTOB JIETCKOr0 BO3pacTa.

Hcnonb3ys wmopens nonyisuuonHon @K, onucannyro B Ilpumepe 1, asTOpbI
HACTOSILIETO M300PETeHUs] YCTAHOBWIN PEKUMBI JTO3UPOBAHUS, KOTOPbIE MO3BOJISIOT OBICTPO
YCTAHOBHTH IJIA3MAaTUYECKYI0 KOHIeHTpauuto MAT 1 B paBHOBECHOM COCTOSIHUU B TIpenesiax
TeparneBTHYECKOro auamna3oHa (0T 2 mo 18 MKI/mir) ¢ MOMOILIBIO OMHOH HArpy304YHOM TO3bI C
MOCJIEAYIOIeH MOANEPKUBAIOIIEH 030U st yacToThl BBeAeHUs: 103 QW, Q2W u QM ans
TUNMYHBIX 3HAYCHUH MACChI TeJIa B TIOMYJISIIUU C TeMOpHITHEH.

[TpumMeps! yKa3aHHBIX PEKHUMOB TO3UPOBAHHS M TPYII IO 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 Tesa (kr) Ho3a QM (mr)
IToanep:xuBaroimas no3a Harpysounas noza
5-<15 9 9
15 -<45 20 40
>45 46 92

QM = oauH pa3 B Mecs1l.

[Mpumepsr PK-npoduneit ykazannoro MAT 1 mis TunmuyHbX cyOBEKTOB B IMpenesiax
KaXI0M TPYTIIBI 0 MAcCe TeJla U YaCTOThI TO3MPOBaHUs Noka3aHbl Ha @urype 5 (C2 = koropra
2, Cug = cpenHss muasmaTuyeckas KOHUEHTpauus, Cm.x = MakCHMajbHas IJIa3MaTHYeCKas
KOHLICHTPALIHS).

Ipumep 4. CtabmnpHocts komnozuuud MAT 1

dapmaneBTHUECKUE KOMITO3UIHY, IPOAHAIU3UPOBAHHBIE B HACTOSIIEM MpPUMEPE,
cogepkat 1-100 mr/mn Oucnenuduunoro anturenra MAT 1, 150 MM ruppoxmnopuna L-
aprununa, 20 MM L-ructununa, 0,02 macc./06.% nonucopOara 20 npu npubnusurensao pH 6,3.

CTaOunpHOCTh OLEHMBAJIM HA OCHOBAHWUHU CIEAYIOIIMX KIKOYEBBIX IapaMETPOB:
Buemnuii Buz, BbicokomosekyssipHele Oenku (HMWP), monomep u crenenb umctorsl. Ha
OCHOBAaHUHU PE3yJIbTATOB HCCJIENOBAHUS CTaOWJIBHOCTH, MpHBENEHHbIX B Tabmumax 9-22, He
HaOmonanu win HaOMIONANU JIMIOb HE3HAYUTEJIbHOEC W3MEHEHHME TEHACHLMU Ul KIIIOYEeBBIX
napamMeTpoB BO BpeMsi XpaHEHHsI B YCJIOBUsIX paojrocpodHoro xpanenus (5°C + 3°C) u B
YCJIOBHSIX YCKOPEHHOTO MCCIeIOBaHUs CTa0mIbHOCTH npH XpaneHnn (25°C + 2°C), cBsi3aHHBIX €
xumudeckor crabuwibHOCTEIO (HMWP, MOHOMEp U CTemeHb YHUCTOTBI) M (PU3HUECKOU
CTa0MJIBHOCTBIO (BHELTHUN BUJ).

Takum 0Opa3om, pe3ysbTaThl MOKA3BIBAIOT, YTO KOMITO3HLUU SIBJISIFOTCSI XUMHYECKU U
¢dusnvecku crabmIbHBIMU ¢ TeueHueM Bpemenu npu 5°C u 25°C.

AHanutHyeckue METOAUKH

1. ©apmaroneiinvie ananumuyecrkue MemoouKu
JUist KOHTPOJISL JIEKAPCTBEHHBIX MTPORYKTOB MPUMEHSIOTCS clienyromue GpapMakoneiHble

AHAJIUTUYICCKHUEC METOAUKH.
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BHewnnii BUR
BrewmHuii BuUA J1€KapCTBEHHBIX NPOAYKTOB ONPENENAIOT IMyTEM BU3YaJIbHOIO OCMOTpa B
cootsercTBuu ¢ EBp. ®apm. u An. Papwm.

pH
pH wu3MepsAr0T ¢ NOMOLIBIO TMOTEHLIMOMETPUYECKOTO OINpPENeSeHHUs, BBIIOJIHEHHOIO B
coorsercTBuM ¢ EBp. @apm., ®apm. CIIIA u Sn. Papwm.

2. Hegpapmaroneiinvie ananumuueckue memoouxu

JIng  KOHTpONsL ~ JIEKApCTBEHHBIX  MPOAYKTOB  NPHUMEHSIOTCA  CJENYHoIIHe
HedapMakoneHHble AHATUTUIECKUE METOIUKH.

2.1 Cooeporcanue coenacno SE-HPLC

Conepxanue onpenensitor ¢ nomoupio SE-HPLC ¢ nmpumeHeHneM H30KpaTHUECKOIO
SJOMPOBAHUSA HA OKCKIK3HMOHHONW KOJIOHKe U nocieayromero Y ®-geTekTUpOBaHUS.
ConepskaHue pacCUUTHIBAIOT C UCIIOJIb30BAHUEM IUIOIIAAEH MHUKa BEBICOKOMOJIEKYJISIPHBIX OEITKOB
(HMWP) u mnuka MOHOMepa OTHOCHUTEeNbHO muomaneii nmuka HMWP u mmka MoHOMepa
STAJIOHHOTO MaTepHualla C U3BECTHOW KOHLIEHTpALMeH (Coep:KkaHueM) 1 BBIPAXKAIOT B MI/MJL.

2.2 Monomep coenacno SE-HPLC

Conepxanne MoHoMepa ompenensitoT ¢ nomommbio SE-HPLC ¢ npumenenunem
MU30KPAaTUYECKOrO JJIFOMPOBAHMSI HAa JKCKIIO3UOHHOM KOJIOHKE M nocienyrpomero Y d-
nerektupoBaHus. Ilnomanp nuka MOHOMEpPa OTHOCUTENBHO OOIIEH IUIOIAAN PACCUUTHIBAIOT U
BBIPAXAIOT B MIPOLICHTAX.

2.3 Buicokomonexynapuvie 6eaxu (HMWP) coenacno SE-HPLC

Conepxanne HMWP ompenemstor ¢ nomowpto  SE-HPLC ¢ nmpumenenuem
M30KPAaTUYECKOrO 3JIIOMPOBAHMS HAa SKCKIIO3UOHHOM KOJIOHKE M nocienyrpomero Y ®-
nerexktupoBanus. [lnomans muka HMWP otHocuTenbHO oOImIed Momaad pacCYMTHIBAIOT U
BBIPAXKAIOT B MPOLIEHTAX.

2.4 Cmenens uucmomer coenacno CE-SDS

CreneHp 4YHCTOTHI OMNpENENSIIOT Kak IUIOIIaAb TIJIABHOIO IMHKAa [0 JaHHBIM
KanmuusIpHOTo 35iekTpodopesa B npucytereun aoaeiicynbdara vatpus (CE-SDS). Crenenb
YUCTOTHI onpenenstoT ¢ nomouibio CE-SDS B HeBOCCTaHABIMBAIOIUX YCJIOBHUSAX U C OMOLIBIO
Y®-nerextupopanus. CTeneHb YUCTOTHI PACCUUTHIBAIOT Kak IUJIOLIaJb TIJIABHOTO IHKa
OTHOCHTEINIbHO OOIIeH TUIOMAId U BBIPAXKAIOT B MPOLIEHTAX.

Jlaunvie  no cmabunvHocmy  KoMmnosuyuil, cooepycawux MAT 1 6  ouanaszowue

xouyenmpayuil 1-100 me/mu
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CrabwibHOCTh KOMIO3UIHH, copepskammx 1, 2, 5, 11,25, 57,5 u 100 mr/mn MAT 1,
OTCJIEXKHBAJIM B yCIOBUAX pojirocpoyHoro xpaneHus (5°C + 3°C) u B yCIOBHSIX YCKOPEHHOTO
UccleIoBaHus cTadmibHOCTH pu xpaneHnu (25°C + 2°C).

Pesynbrate! ans komnosuiuil, conepxkamux MAT 1 B nquanasone ot 1 mr/mn go 100
MI/MJI, TIOKa3bIBAIOT COMOCTaBHUMYI0 CTaOMIBbHOCTh. KOMMO3UIMM SIBISAIOTCS XMMHUYECKH H
¢dusnueckn CTabMIBHBIMU.

JManHblie mo craduabHocTH aas 1 mr/mua MAT 1

JlaHHbIe 1O CTAOMIIBHOCTU KOMMO3UILUH, comepskamux 1 mr/ma MAT 1, npencraBieHsl

B Tabnuue 9 nnst yenoBuit noarocpoyHoro xpanenus u B Tadmume 10 1ist yeJIoBUil yCKOPEHHOTO

UCCIIEIOBAHUS CTAOMIIBHOCTH TPU X PAHEHHH.

Tabavmna 9: Jlannbie o crabwnbHOcTH Ut 1 mMr/min MAT 1 npu 5°C£3°C
Tectupyewmplii |BpemenHast Touka (Mecsipr) npu S°C+3°C

fapaMerp g 3 6 9 12 18
Brewnnit Cootsercts [CooTBercTB [CooTBeTCTBYE|COOTBETCTB |(COOTBETCTB (COOTBETCTB
BUJI yer' yer' ! yer' yer' yer'
pH 6,4 6,4 6,3 6,3 6,3 6,3
Conepxanue [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 99,3
CreneHnb 97,6 97,5 97,5 96,8 97,1 96,7
qucToThI (%0)

1
CootBercTByer O3Havaer: [Ipo3payHas WM TOYTH MPO3padHasi, OeCLBETHAsT WM MOYTH
OecrBeTHAs JKUIKOCTD, TI0 CYIIECTBY HE CONEpIKaIlas 4aCTHII

Tabmuua 10. Jaussle o cradbmipHocty it 1 mr/mut MAT 1 ipu 25°C+2°C

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

0 1 3 6

- 1 1 1
Buemnuii Bux | Cooterctayer’ | Coorserctayer | CooterctByer’ | CooTBercTByeT'
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pH 6,4 6,3 6,3 6,3
Conepxanne | | 1,1 1,0 1,0
(mr/mu)

HMWP (%) | 0,5 0,6 0,6 0,6
Mouomep (%) | 99,4 99,2 99,2 99,2
Creners 97,6 96,0 95,7 94,1
yrcToThI (%0) ’ ’ ’ ’

1
CootBercTByeT O3Havaer: [Ipo3payHasi WM TIOYTH MpoO3padyHasi, OecLBETHAas WM MOYTU
OecrBeTHAs JKUIKOCTD, TI0 CYINECTBY HE CONEpIKaIlas YaCTHII

JaHHble Mo cTaduabHocTH s 2,0 mr/mua MAT 1

Hannbie mo cradbunpHOCcTH st 2,0 mr/min MAT 1 coobmarorcss B Tabmume 11 mns

YCIIOBHH AOJTOCPOYHOrO XpaHeHus u B Tabnuue 12 nist yCIoBUI yCKOPEHHOTO MCCIEIOBAHUS

10

CTa0MJIBHOCTH TPHU XPAHEHHH.

Tabmuua 11: Tagusie o crabunpocTy wist 2.0 mr/mia MAT 1 nopu 5°C+3°C

BpemenHnasi Touka (Mecsinbl) npu S°C+3°C
TecTtupyembiii mapamerp 3
Bremnuit Bug CoorgercTayer’ CooTBercTByer'
pH 6,3 6,3
Conepsxanue (Mr/m) 1,99 2,00
HMWP (%) 0,8 0,8
Mouowmep (%) 99,2 99,1
Crenenb unctotsl (%) 97,4 97,5

1
CootBercTByeT O3Havaer: [Ipo3payHas WM TIOYTH MPO3padHasi, OeCLBETHAash WM MOYTH
OecrBeTHAs JKUIKOCTD, TI0 CYIIECTBY HE COAEPIKaLIast YaCTHI]

Tabmuua 12: Tanusie 1o crabunprocty st 2.0 mo/mu MAT 1 npu 25°C+2°C

Tectupyemsiii mapamerp ?peMeHHaﬂ TOYKA (MeCﬂllbl)ll'lpI/l 25°C+2°C
Buewnumii Bun COOTBeTCTByeT1 COOTBeTCTByeT1
pH 6,3 6,3
Conep:xanne (mr/mi) 2,00 2,00

HMWP (%) 0,8 0,8
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TecTupyembiii napamerp Bpemennasi Touka (Mecsinbl) npu 25°C£2°C
Mounowmep (%) 99,1 99,1
Crenenb unuctotsl (%) 97,5 97,8

1
CootBercTByer o3Havaer: IIpo3payHasi WM TOYTH MPO3payuHasi, OeCLBETHAs WIU IOYTH
OecLBeTHas KUIKOCTD, T10 CYIIECTBY HE COzepsKalias 4acTUl]

JMaHHbIe mo cTaduabHocTu s 5,0 mr/mua MAT 1

JManubie o crabunbHOocTH it 5,0 mr/ma MAT 1 cooOmarorcst B Tabnune 13 st
YCJIOBHH JOJITOCPOYHOrO XpaHeHus: u B Tabmnuue 14 nist yCIoBUil yCKOPEHHOTO UCCISIOBAHUS

CTa0MJIBHOCTH TPU XPAHEHHH.

Tabmuua 13. Jaussle o crabuwibHocTy Uit 5.0 mr/mu MAT 1 ipu 5°C+3°C

Tectnpyembiii mapamerp BpemenHasi Touka (Mecsilbl) np3n 5°C+3°C
Bremnuit Bug Coorsercrayer’ Coorsercrayer'
pH 6,3 6,3
Conep:xanne (mr/mi) 4,90 4,91

HMWP (%) 0,7 0,7

Mounowmep (%) 99,2 99,2

Crenenb unuctotsl (%) 97,0 979

1
CootBercTByer o3Havaer: IIpo3payHas WM TOYTH MPO3paduHasi, OeCLBETHAas WIU IOYTH
OecrBeTHas KUIKOCTb, 10 CYIECTBY HE COMEpIKallasl YaCTHI

Tabmuna 14: Jagusie o crabmwibHocTH st 5.0 mr/mut MAT 1 npu 25°C+2°C

Bpemennas Touka (Mecsinbl) npu 25°C+2°C
TecTupyembiii napamerp 0 |
BHewnumit Bun COOTBeTCTByeT1 COOTBeTCTByeT1
pH 6,3 6,3
Conepsxanue (Mr/m) 4,91 4,90
HMWP (%) 0,7 0,8
Mounowmep (%) 99,2 99,1
Crenenb unctotsl (%) 97,9 97,6

T
CootBercTByer O3Havaer: [Ipo3payHasi Wi TOYTH MPO3padHasi, OeCLBETHAs WM MOYTH
OecrBeTHAs JKUIKOCTD, 10 CYINECTBY HE CONEpIKaIlast YaCTHI

JManHblie mo cradbuabHocTH as 11,3 mr/man MAT 1
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Hannbie o cradunmpHOcTH Aist 11,3 mr/min MAT 1 coobmarorcst B Tabmume 15 mns

YCIIOBHI AOJTOCPOYHOrO xpaHeHus u B Tabmune 16 ans ycnoBuil yCKOPEHHOTO MCCIIENOBAHUS

CTa0MJIBHOCTH TPU XPAHEHHH.

Tabmuna 15: Jagusie o crabmibHocTr wist 11.3 mr/mui MAT 1 nipu 5°C+3°C

Bpemennast Touka (Mecsiubl) npu S°C+3°C
TecTupyembiii napamerp 3
Bremnuit Bug Coorsercrayer’ Coorsercrayer'
pH 6,3 6,3
Conep:xanue (mMr/min) 11,2 11,2
HMWP (%) 0,8 0,9
Mounowmep (%) 99,1 99,0
Crenenb unctotsl (%) 97,3 96,5

T
CootBercTByer O3Havaer: [Ipo3payHas WM TIOYTH MpoO3padyHasi, OeCUBETHAas WIH MOYTU
OecrBeTHas JKUIKOCTD, 10 CYIIECTBY HE CONEpIKaIlas YacTHI

Tabmauua 16: Jagusie o crabunpaocty wist 11.3 mo/ma MAT 1 opu 25°C+£2°C

Bpemennasi Touka (Mecsiubl) npu 25°C+2°C
TecTupyembiii mapamerp 0 |
Buewnnit Bun COOTBeTCTByeT1 COOTBeTc:TByeT1
pH 6,3 6,3
Conepsxanue (Mr/m) 11,2 11,2
HMWP (%) 0,9 0,9
Mounowmep (%) 99,0 99,0
Crenenb unctotsl (%) 96,5 96,2

1
CootBercTByeT O3Havaer: [Ipo3payHas WM TIOYTH MPO3padHasi, OeCLBETHAsT WJIM MOYTH
OecrBeTHas JKUIKOCTD, TI0 CYIIECTBY HE CONEpIKaIlas YaCTHII

JManHble mo cTaduabHocTH Aas 25,0 mr/man MAT 1

Janubie no crabunpHOCcTH s 25,0 mr/min MAT 1 coobmatorcss B Tabnuue 17 mist
YCIIOBHH JOJTOCPOYHOro xpaHeHus u B Tabnuue 18 st yCiIoBHil yCKOPEHHOTO MCCIIENOBAHUS

CTa0MJIBHOCTH TPU XPAHEHHH.

Tabmuua 17: Janusie o crabunpaocty st 25.0 Mo/ MAT 1 opu 5°C+3°C

TecTupyembiii napamerp  (BpemenHasi Touka (Mecsinbl) npu S°C+3°C
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TecTupyemblii napamerp  (BpemenHasi Touka (Mecsinbl) npu S°C+3°C
0 3
Bremnuit Bug Coorgercrayer’ CooTsercTayer'
pH 6,2 6,3
Conepsxanue (Mr/m) 24,6 24.6
HMWP (%) 0,9 0,9
Mouowmep (%) 99,0 99,0
Crenenp unctorsl (%) 97,3 97,4

1
CooTBeTCTBYET O3HAYAET:

IIpo3payHasi WM MOYTH TPO3padHas, OECIBETHAS WU TMOYTH
OecrBeTHas JKUIKOCTD, IO CYIIECTBY HE CONEpIKaIlas YaCTHII

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

Bpemennasi Touka (Mecsiupl) npu 25°C£2°C
TecTupyembiii napameTp 0 |
Buewnuii Bun COOTBeTCTByeT1 COOTBeTCTByeT1
pH 6,2 6,3
Conep:xanne (mr/min) 24,6 247
HMWP (%) 0,9 1,0
Mounowmep (%) 99,0 98,9
Crenenb unuctotsl (%) 97,3 96,9

1
CootBercTByer o3Havaer: IIpo3payHas Wi TOYTH mpo3payHasi, OecLBETHas WM IOYTU
OecrBeTHast JKUAKOCTb, MO CYIIECTBY HE COAepIKaIas YaCTUL]

JMaHHbIe 0 cTaduabHoOCcTH s 57,5 mr/man MAT 1

HMannble o crabunpHocTH anst 57,5 mr/mn MAT 1 coobmarorcst B Tabmuue 19 s

YCJIOBHH JOJTOCPOYHOro xpaHeHus: u B Tabnuue 20 aist yClIOBUI YCKOPEHHOTO MCCIEIOBAHUS

10

CTa0MJIBHOCTH TPHU XPAHEHHH.

Tabmuua 19: lanusie 1o crabunpaocTy st 57.5 mr/mua MAT 1 opu 5°C+3°C

BpemenHasi Touka (Mecsinbl) npu S°C+3°C
TecTupyembiii napamerp 3
Bremnuit Bug Coorsercrayer’ CooTsercrayer'
pH 6,3 6,3
Conep:xanne (mr/mi) 56,7 55,8
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TecTupyembiii napamerp

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

HMWP (%) 0,9 1,0
Monowmep (%) 99,1 98,9
Crenenb unctotsl (%) 97,3 97,6

T
CootBercTByeT O3Ha4aer: [Ipo3pavyHas WM MOYTH Mpo3payHas, OeCLBETHAas WM MOYTH

OecrBeTHAs KUOKOCTD, IO CYIIECTBY HE COACpKalIasa YaCTULL

Tabmuua 20: arsbie 1o crabunbHocTy i 57.5 mr/mMa MAT 1 opu 25°C+£2°C

Bpemennas Touka (Mecsinbl) npu 25°C+2°C
TecTupyembiii napamerp 0 |
Brewnuii Bun COOTBeTCTByeT1 COOTBeTCTByeT1
pH 6,3 6,3
Conep:xanue (Mr/min) 55,8 56,5
HMWP (%) 1,0 1,1
Mounowmep (%) 98,9 98,8
Crenenb unctotsl (%) 97,6 96,9

T
CootBercTByer O3Havaer: [Ipo3payHas WM TOUYTH MpPO3padHasi, OeCUBETHAs WJIM IOYTH

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

Hannblie mo cradbuabHocTH ajst 100 mr/ma MAT 1

Hannbie o crabmibHoctu 1yisi 100 mr/mn MAT 1 coobmarorcs B Tabmuue 21 s

YCJIOBUH AOJTOCPOYHOrO xpaHeHus u B TaOnuue 22 ais yClnoBUil YCKOPEHHOTO HCCIIEOBAHUS

CTaOUIIBHOCTH MPH XPAHEHUH.

Tabmuua 21: Tagusseie o crabunbHocTy i 100 mr/ma MAT 1 opu 5°C+3°C

TecTupyemblii Bpemennasi Touka (mecsinbl) npu S°C+3°C

napamerp 0 3 6 9 12 18

Brermuii B CO?TBGTCTB CO?TBGTCTB CO?TBGTCTB CO?TBGTCTB COOITBeTCTB CO?TBGTCTB
yeT yeT yeT yeT yeT yeT

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

Conep:xanune (mr/min) (99,9 99.3 98,7 100,8 100,6 101,9

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

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

Cremenb  HHCTOTBIg, 96,0 97,5 97,1 97,1 97,1

(%)

2

2

2

2

2

2
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CootBercTByer oO3Havaer: [Ipo3payHasi WM TOYTH TPO3paduHasi, OeCLBETHAsT WM IOYTH
OecrBeTHas JKUIKOCTD, 10 CYINECTBY HE CONEpIKallast YaCTHI

Tabauua 22: lagusle 1o crabuiasgocty wist 100 mo/ma MAT 1 opu 25°C+2°C

TecTupyemsiii | Bpemennast Touka (Mecsinbl) npu 25°C+2°C

napaMerp 0 1 3 6
Brewmmnuii Bun | Coorsercrayer’ | Coorserctayer' | Coorsercrsyer’ | CoorBercrayer’
pH 6,3 6,3 6,3 6,3
Conepxanme |44 g 99,9 99,1 98.6

(mr/mu)

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

Monomep (%) |99,3 98,9 98,7 98,4

Crenenp

ancroTe (%) 97,7 97,1 95,1 93,7

' CootBercTByer o3Hauaer: IIpo3pauHas WM TOYTH MPO3PAuHasi, GECLBETHAS MM
NoYTH OeCLBETHAS KUIKOCTb, IO CYIIECTBY HE COAepIKalast YaCTHII

XoTs onpeneNneHHble MPU3HAKN HACTOSIIErO H300peTeHHs ObLIH MPOMILTIOCTPUPOBAHBI
U ONHMCaHbl B JAHHOM AOOKYMCHTEC, CIICLUAIUCTaAM Cpe[[HefI KBaJ'II/I(bI/IKaL[I/II/I B I[aHHOﬁ obmactu
TEXHHUKHU 6y,7_IYT O4YE€BHUAHBI MHOI'C MOI[I/I(bI/IKaLII/II/I, 3aMCHbI, UIBMCHCHHA 1 SKBHUBAJICHTDHI. Taxkum
oOpaszom, crieayer MOHMMAaTh, 4TO Mpuijaraemas (GopMyiia H300pETeHUs NperHa3HA4YeHa IS
OXBaTa BCEX TAKHX MOZ[I/I(I)I/IKaI_[I/Iﬁ u I/ISMeHeHI/Iﬁ, KOTOPBIC HAXOAATCSA B MNPEACiax WCTUHHOU

CYIIHOCTH HACTOALICTO I/I306peTeHI/I$I.
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POPMYVYIJIA U3OBPETEHUA

1.

bucnenuduyHoe aHTUTENO TSI TPUMEHEHUS B JIEYEHUH reMoprin A ¢ HHTHOUTOpaMH HITH

0e3 HuX, T1e yKazaHHOe OucnenuuyHOe aHTUTENIO COAEPIKUT

antureno k FIX(a) wim ero aHTUreHCBSI3BIBAIOUINI (PparMeHT, CIIOCOOHBIN CBS3BIBATHCS C
FIX (SEQ ID NO:1) w/unu ero aktuupoBannoii ¢popmoii (FIXa), comepkaimii TsDKETyO
LIEMb U JIETKYIO LIeTb, U
antuteno k FX(a) uim ero aHTUreHCBsI3bIBAIOLINI (PparMeHT, crmiocoOHbIi cBsi3bBaThCS ¢ FX
(SEQ ID NO:2) u/unu ero aktuupoBaHHol (opmoii (FXa), conepkammii TsDKENYIO Lenb U
JIETKYIO LTI,
npu4eM
yKa3aHHasl TspKenas menb anturena K FIX(a) wim ero aHTUTeHCBS3bIBAIOIIEro (parMeHTa
conepxxut mnocneaosarenbHoctTu CDRI1-3, mpencrasnennsie B SEQ ID NO:3, 4 u 5,
COOTBETCTBEHHO, U
yKa3aHHasl Jierkas nenb antureiga k FIX(a) wnm ero aHTUreHCBS3BIBAIOMIETO (hparMeHTa
conepxut nociaenoBarenbHocTd CDRI1-3, mpeacrasnennsie B8 SEQ ID NO:8, 9 u 10,
COOTBETCTBEHHO, U
yKazaHHasl Tspkenasi mernb aHturena Kk FX(a) uiam ero aHTHreHCBS3BIBAIOIIETO (pparMeHTa
conepxut nocnenosatenbHocT CDRI1-3, mpencraBnennsie B SEQ ID NO:13, 14 u 15,
COOTBETCTBEHHO, U
yKazaHHas Jierkash nemnb aHTurena K FX(a) mnm ero aHTUTreHCBS3bIBAIOIIEro (¢parMeHTa
comepxxut nocnenosatenbHocTu CDR1-3, mpencrasinennsie 8 SEQ ID NO:18, 19 u 20,
COOTBETCTBEHHO, U
IIPY 3TOM yKa3aHHOe OucrenupuIHOe aHTUTENIO TPeIHA3HAYEHO JJIST TIOJKOKHOTO BBEICHMSI
MAI[UeHTY-4€JIOBEKY B KOMITIO3UIINH, CONEpsKalIell ykazaHHoe OucnenupuaHoe aHTUTEIIO,
MIPH 5TOM Harpy304HYIO 03y, COAEPIKAIIYIO

- npuOMU3UTEIHPHO 9 MI yKa3aHHOTO OuCHEerM()UYHOTrO aHTHUTENA, BBOMAST MAIHEHTY,

UMEIOIIEMY MacCy Tena oT 5 Kr a0 <15, unu

- mpubmusutenbHo 40 Mr yKa3aHHOTO OHMCIENU(HYHOrO aHTUTENA, BBOIAT MALHEHTY,

UMEIOIEMY MacCy Tena oT 15 xr no <45, unu

- mpubnu3uTenbHO 92 Mr yka3aHHOToO OMCHENU(HYHOrO aHTUTENA, BBOIAT MALHEHTY,

UMEIIEMy Maccy Tena 45 Kr nim Oonble,

IIPU 3TOM MOJAEPKUBAIOLIYIO 103y, CONEPIKALIYIO
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- mpuONM3UTENBHO 9 MI YKa3aHHOro OWUCHEerM(UIHOrO AHTHUTENA, BBOAAT OAWH pa3 B

MeCsIL NAaLUEeHTY, UMEIOLIEMy MacCy Tena OT S Kr A0 <15 kr, uimn

- mpubnusutenbHo 20 Mr ykaszaHHOro Oucnenu(UYHOrO aHTUTENA, BBOIAT OAMH pa3 B

MeCsIL TAaLUEeHTY, UMEIIIEMY MacCy Tena OT 15 kr 1o <45 kr, uimm

- mpuONIM3UTENbHO 46 MI yKa3aHHOro Oucrenu(puyHOrO aHTHTENA, BBOIAST OJUH a3 B

MecsiLl ALMEHTY, UMEIOLIeMy Maccy Tena 45 Kr wiu Oosblie,

IIPU 3TOM YKAa3aHHYIO MEPBYI0 MOANEPKUBAIOINYIO 103y BBOIAT U€pe3 OJUH MECSL]
NIOCJIE€ BBEICHUsI YKA3aHHON Harpy304HON O3bI, U

Opy 3TOM MPEAyCMOTpPEHa  IUla3MaTudeckas  KOHLEHTpAaLUs  YKa3aHHOIO
OucnenupUIHOro aHTUTENA B PABHOBECHOM COCTOSIHUM B AHMAIa30HE NMPHOJIM3UTEIBHO OT 2

MKI/MJT 10 TpuOIM3uTeNnbHO 18 MKI/Mil, Harpumep, oT 3 10 9 MKr/mu, Harpumep, 6,5 MKI/MIL

2. bucnenuduyuHOE aHTUTENO AJISI IPUMEHEHHUS B JIEUCHUH reMOPIIINN A ¢ MHTHOUTOpaMU HITH

Oes Hux o . 1

OTIMYAoINeecss TeM, YTO yka3aHHOe aHTtureno kK FIX(a) mnm ero aHTUreHCBS3BIBAIOIINI
(dbparMeHT Comep>KUT BapHaOeNbHBIH NOMEH TsDKeJIOW Ienw, npeactasieHHbid B SEQ ID
NO:6, u BapuabenbHbI JOMEH Jierkoi 1end, npencrasieHasii B SEQ ID NO:11, u

rae ykazaHHoe aHtuteno k FX(a) uinm ero aHTUreHCBA3BIBAIOIIMN (ParMEeHT COAEPKUT
BapualesbHBIN JOMEH Tspkeson nenu, npencrasieHdsiii B SEQ ID NO:16, u BapuabenbHbIi

JOMeH Jierkol nenu, npeacrasieHHbiil B SEQ ID NO:21.

bucneunduyHoe aHTUTENO U1 MPUMEHEHHS B JIeYeHUH reMouiny A ¢ HHrHOUTOpaMH M

0€e3 HUX I10 II. 2, OTJIMYAIOIIEECs TEM, YTO

yKazaHHas Tspkenas nenb antutena k FIX(a) conep:xur SEQ ID NO:7, u ykazanHas jierkas
nenb anTuTena k FIX(a) conepxur SEQ ID NO:12, u

yKa3aHHas Tspkenas nenb antutena kK FX(a) cogepxur SEQ ID NO:17, u yka3zaHHas Jierkast
uens antutena k FX(a) conepxur SEQ ID NO:22.

bucnenuduyHOe aHTUTENO TSI TPUMEHEHUS B JICYEHUH TeMOQHIINI A ¢ HHTHOUTOpaMH HITH
6e3 HUX MO JMOOOMY M3 MPEABINYIIUX MYHKTOB, I7l€ YKa3aHHOE OHcrnenu(puIHOe aHTUTENO

npencrasisier codoit MAT 1.

bucnenuduyHOe aHTUTENO TSI TPUMEHEHUS B JICMEHUU TeMOopriin A ¢ HHTHOUTOpaMH HITH
6e3 HUX 1Mo JFOOOMY U3 MPEABIAYINNX MYHKTOB, OTJINYAIOIIEECS TEM, YTO HArpy304HYIO J103Y,

COAEPIKALIYIO
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9 Mr ykazaHHOro Oucnenu(puuHOTrO aHTHUTENA, BBOAST MALMEHTY, MMEIOIIEMY Maccy

Tena oT S kr 0 <15, unu

40 mr ykazaHHOro Oucrneuu(pUIHOrO aHTHUTEJNA, BBOAST MALMEHTY, UMEIOIIEMY Maccy

Tena ot 15 kr go <45, unu

92 Mr ykazaHHOro OuCHEU(PUUHOrO aHTUTENA BBOIAT MALUEHTY, UMEKOIIEMY Maccy

Tena 45 Kr uau OoJbIIe,

MIPU 3TOM MOAAEPKUBAIOIIYIO A03Y, COAEPIKALIYIO
9 Mr yka3aHHOroO OuCMenu(UYHOrO AHTUTENA, BBOOST OAMH Pa3 B MeCSLl MALUEHTY,

UMEIOLIEMY MaccCy Tesia OT S Kr a0 <15 kr, wiu

20 Mr yka3aHHOro OHCHEnu(pUIHOrO aHTHUTEJIA, BBOAST OJUH pa3 B MECSI[ MALUEHTY,

UMEIOIIEMY MacCy Tena oT 15 kr no <45 kr, uinu

46 Mr yka3aHHOrO OHCMEU(UIHOTO aHTHUTEJIA, BBOIST OJUH pa3 B MECSI[ MALUEHTY,

UME0IIeMy Maccy Tena 45 Kr nim Oonblie,

IIPU 3TOM
NPeIyCMOTPEeHA IUIa3MaTUYecKasi KOHLEHTPALUs YKa3aHHOTO  OUCHEeru(pUIHOrO
aHTHUTEJIa B PABHOBECHOM COCTOSTHMHM B JMarasoHe OT 3 1o 9 mkr/mui, Hampumep, 6,5

MKI/MJIL.

6. bucnenuduyHoe aHTUTENO AJIST IPUMEHEHUS B JIeueHHH reMopiini A ¢ MUHTHOUTOpaMH WITN

0e3 HuX, rae ykazaHHOe OucnennuyHoe aHTUTENO npeactasisier coboit MAT 1, u

npuieM MAT 1 npenHasHayeHO [UIsi TOAKOKHOTO BBEAEHUS MAIlUEHTY-YEJIOBEKy B

KoMno3umy, cogepsxkameit MAT 1,

IIPU 3TOM Harpy304HYIO 103y, COJEPKaLIYIO

9 mr MAT 1, BBOAAT MauyeHTy, UMEIOIIeMy Maccy Tena oT 5 Kr 10 <15, unu
40 mr MAT 1, BBOIAT MaLIMEHTY, UMEIOLIEMY MaccCy Tejia oT 15 kr no <45, unmn

92 mr MAT 1, BBOIAT NallMEHTy, UMEIOIIEeMY Maccy Tena 45 kr wiu Oobiie,

IIPU 3TOM NOJAEPKUBAIOLIYIO 103y, COIEPIKALIYIO

9 mr MAT 1, BBOIAT OAMH pa3 B MeCAL MAaLMUEHTy, UMEIOIIEMY MaccCy Tejia OT 5 Kr A0

<15 kr, unu
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- 20 mr MAT 1, BBOIAT OAWH pa3 B MECAL MALMEHTY, UMEIOIEMY MaccCy Tesa oT 15 kr a0

<45 xr, unu

- 46 mr MAT 1, BBOAAT OAMH pa3 B MeCALl NALUEHTY, UMEIOIIEMYy MaccCy Tena 45 Kr uiu

OoJblIe,

IIPU 3TOM YKa3aHHYIO MEPBYIO MOAAEPKUBAIOILYIO 03y BBOIAT U€pe3 OJUH MECSL]
MIOCJI€ BBEICHUsI YKA3aHHOW HArpy304HON O3bI, U
IpU 3TOM MpeNyCMOTpeHa Iulasmarudeckass koHueHtpanuss MAT 1 B paBHOBECHOM

COCTOSIHMH B TUAIA30He OT 3 10 9 MKI/MJ1, Harpumep, 6,5 MKr/MJ1.

bucnenuduyHoe aHTUTENO TSI TPUMEHEHUS B JICYEHUH TeMOQHIINi A ¢ HHTHOUTOPaMH HITH
06e3 HUX MO JOOOMY M3 MPENbIOYLIMX NYHKTOB, OTJIHYAIOLIEECS TEeM, YTO YKa3aHHAas
KOMITO3ULIMSL COZNEPKUT mpudmmsurensHo 150 MM ruppoxnmopupa L-aprunmaa wmm L-
apruHuHa, npuOmmsuTenbHo 20 MM L-rucTHaMHA M TOBEPXHOCTHO-aKTHBHOE BELIECTBO,

Takoe kak rnonucopdat 20 nim noaucopbar 80, nmpu npudnusurensHo pH 6,3.

bucnenuduyuHOe aHTUTENO [Tt TPUMEHEHUS B JIEYEHUH reMOQUINu A ¢ MHTHOUTOpaMU WIIN
06e3 HUX MO JOOOMY M3 MPENbIAYLIMX IYHKTOB, OTJIHYAIOLIEECS TeM, YTO YKa3aHHas
KOMITO3ULIMSL COZEPKUT mpuommsurensHo 150 MM rumpoxnopuna L-aprunmsa mmm L-
apruHuHa, npubnusutensHo 20 MM L-ructuauna u npubnusurtensHo 0,02 macc./00.%

noaucopbara 20 unu nonucopdara 80 npu npubnusurensHo pH 6,3.

bucneunduyHoe aHTUTENO Ui MPUMEHEHHS B JIeYeHUH reMouiry A ¢ UHTrHOUTOpPaMH HITH
06e3 HUX mo MOOOMy M3 MNPEABIIYIIMX IMYHKTOB, OTJIMYAIOILIEECS TEM, 4YTO YKa3aHHAas
KOMIIO3ULMST  copepkuT npuOimmsurenbHo 150 MM ruppoxnopuna L-aprunuHa,
npubnusutensHo 20 MM L-ructuanna u npubnusurtensho 0,02 mace./06.% nomucopbara 20

npu npudmsuTensHo pH 6,3.

bucnenuduyHoe aHTUTENO TSI TPUMEHEHUS B JICYEHUH TeMODHIINI A ¢ HHTHOUTOpaMH HITH
06e3 HuUX Mo JMOOOMY M3 MPENbIAYLIMX MYHKTOB, OTJIHYAIOLIEECS TEeM, YTO YKa3aHHAs
xoMnos3uuus coaepkut 150 MM ruppoxnopuna L-aprunnna, 20 MM L-ructuauna u 0,02

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

bucnenuduyHOe aHTUTENO TSI TPUMEHEHUS B JICYEHUH TeMOoQHinu A ¢ HHTHOUTOpaMH HITH
06e3 HuUX MmO JOOOMY M3 MPEnbIOYLIMX IYHKTOB, OTJIMYAIOLIEECS TEM, YTO yKa3aHHas

KOMTIO3HUIHS COAEPIKUT MPHOJIM3UTENbHO 2, MPUOIU3UTENbHO S, mpubmusurensHo 11,25,
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npubnu3uTenbHo 25 wminm npuOnmsuTensHO 57,5 Mr/mu ykasaHHoro OucnernuduuHOro

AHTUTECIIA.

bucnenuduyuHoe aHTUTENO TSI TPUMEHEHUS B JISYEHUU reMopuiiny A ¢ HHTrHOUTOpaMH HIIH
6e3 HUX 10 JIF0OOMY M3 MPEABIAYLINX YHKTOB, OTIMYAIOLIEeCs TEM, YTO YKa3aHHOE JICYCHUE
obecrevynBaeT CPeIHErOA0BYIO YacTOTy KpoBoTeuenuii 0, 1, 2, 3 wmu 4.

dapmarieBTHUECKast KOMIIO3HULIUS, COZleprKalias ykazaHHoe oucnenuduanoe antureno MAT
1, mpubmmurensHo 150 MM rugpoxsopuna L-aprununa, npubmusutensHo 20 MM L-
ructuauHa, npudmusutenbHo 0,02 macc./06.% mnomucopbara 20 mpu npubnusurensHo pH
6,3.

dapmaneBTHUECKAs KOMIIO3HULUS 1O M. 13, OTIIMYAr0IAscs TeM, YTO YKa3aHHAsk KOMITO3HLIUS
COAEPKUT MPUONM3UTENBHO OT 2 10 NpUONU3UTENBbHO 57,5 MI/MJI  YKa3aHHOTO
oucnermduunoro anturena MAT 1, mpubnmsurensuo 150 MM rugpoxnopuna L-aprununa,
npubnusutensHo 20 MM L-ructuauna, npubnmsurtensHo 0,02 macc./00.% mnommcopbara 20

npu npudmmsuTensHo pH 6,3.

15. Habop, conmepskamuii a) ¢papMaleBTHUECKYI0 KOMITO3HLIUIO, COAEPIKAIIYI0 OucnerupuaHoe

aHTUTEINO 10 J0O0My M3 M. 1-4; 1 b) HHCTPYKIUH 1O MOIKOKHOMY BBEIEHHIO YKa3aHHON
dapMareBTUIECKON KOMITO3UIIMM OIUH pa3 B MeCALl s JiedeHHs remopmmmu A ¢

UHTHOUTOpamMu Wik 0e3 HUX MO JF0O0MY U3 MPEeNbIAYIIUX TYHKTOB.
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ocaenosarenpHocTu CDR u BapuatebHOro 1oMeHa U MOJHOpPa3MepHbIe nocjaeaosareibHocTH 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
ASGFTFHDYAMHWVRQVPGKGL KSVKG; AFDS;
EWVSGISWRGDIGGY VKSVKGRF
TISRDNAKNSLYLQMNSLRAEDT
ALYYCVKSYGSGSFYNAFDSWG
QGTLVTVSS
VL | DIQOMTQSPSTLSASVGDRVTITCR | 11 RASQSISSW |8 KASKLER; 9 LEYSSYIRT |10
ASQSISSWLAWYQQKPGKAPKFLI LA,
YKASKLERGTPSRFSGSGSGTEFS
LTISSLQPDDFATYYCLEYSSYIRT
FGQGTKVEIK
HC | EVQLVESGGGLVQPGRSLRLSCAASGFTFHDYAMHW VRQVPGKGLEWVSGISWRGDIGGY VKSVKGRFTISRD | 7
NAKNSLYLOQMNSLRAEDTALYYCVKSYGSGSFYNAFDSWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVES
KYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQ
FNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSL
G
LC | DIQMTQSPSTLSASVGDRVTITCRASQSISSWLAWYQQKPGKAPKFLIYKASKLERGTPSRFSGSGSGTEFSLTISSL | 12
QPDDFATYYCLEYSSYIRTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNA
LQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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®durypa 1, npoaomkenue

HocnenosatensHocTu CDR u Bapua6enbHOro 10MeHa U noJtHOpa3MepHbie nociaeaosareibHOCcTH ieda MAT 1 nporus FX(a)

SEQ SEQ SEQ SEQ
ID ID NO D D
NO NO NO
VH |EVQLVQSGAEVKKPGESLRISCKG | 16 TSWIV; 13 MIDPSDSFTSYSP | 14 LHYYNSEEF |15
SGYSFSTSWIVWVRQMPGKGLEW SFQG:; DV
MGMIDPSDSFTSYSPSFQGHVTIS
ADKSISTAYLQWSSLKASDTAMY
YCARLHYYNSEEFDVWGQGTLV
TVSS
VL |EIVLTQSPGTLSLSPGERATLSCRA |21 RASQSVSSS | 18 GQSSRTR; 19 QQFGDSQLF |20
SQSVSSSYLAWYQQKPGQAPRLLI YLA; T.
YGQSSRTRGIPDRFSGSGSGTDFT
LTISRLEPEDFAVYYCQQFGDSQL
FTFGQGTKLEIK

HC | EVQLVQSGAEVKKPGESLRISCKGSGYSFSTSWIVWVRQMPGKGLEWMGMIDPSDSFTSYSPSFQGHVTISADKS | 17
ISTAYLQWSSLKASDTAMYYCARLHYYNSEEFDVWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVK
DYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKY GPP

CPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWY VDGVEVHNAKTKPREEQFNSTY

RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFLLYSKLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLG

LC | EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGQSSRTRGIPDRFSGSGSGTDFTLTISR | 22
LEPEDFAVYYCQQFGDSQLFTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKYVD
NALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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Koropta 1 MAD QW

KoropTta 2 MAD QW

KoropTta 3 MAD QW

KoropTta 4 MAD

KoropTta 5 MAD QW
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PUI'YPA 4

BbicoTa nuka TpombuHa (HMOnb/)
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MAT 1 (mkr/mn)
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QM

Q2w
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Cmax B koropte 5 MAD

Cmax B koropTe 5 MAD

Cmax B koropte 5 MAD
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