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OIIMCAHUE U30BPETEHUA
2420-570206EA/025
CIHOCOBBI HPOPHUJIAKTHYECKOI'O JIEYEHUS PEKOMBUHAHTHBIM ®B
(pPB)

ITEPEKPECTHAX CCBIJIKA HA POACTBEHHVIO 3ASBKY

[0001] B nanHOl 3asBK€ HCHpALIMBAETCS NMPUOPUTET MO MPEABAPUTEIBHON 3asBKE Ha
nareHt CIIIA Ne 62/800370, monanHo# 1 ¢espasst 2019 rona, KoTopasi MOJHOCTHIO BKJIIOYEHA B
JaHHBIA TOKYMEHT ITOCPECTBOM CChUIKH.

YPOBEHb TEXHUKU

[0002] Hapymenusi cBepThIBaHUS KPOBH, Takve Kak OosiesHb ¢oH BumneOpanna (BB),
KaK MMPaBWJIO, BOHUKAIOT B pe3yJibTare AeuuuTa B KaCKaze CBepThIBAHUS KPOBH. bosesHb (GoH
Bunnebpanna (bB) otHocuTcs x rpynme 3a0oneBaHui, BbI3BaHHBIX AeduuutoM (akropa ¢on
Bunnebpanna. @akrop ¢pon Bunnebpanna nomoraer TpoMOOLUTAM CIIMMATHCS U MPUIUIATH K
CTEHKE KPOBEHOCHOT'O COCY/1a, YTO HEOOXOAUMO I HOPMAIIbHOTO CBEPTHIBAHUS KPOBH.

[0003] bonesnr ¢on Bumnebpanna (bB) sBisiercs nHambonee pacmpoCTpaHEHHBIM
HACJIEICTBEHHBIM 3200JIeBaHHEM KPOBOTEUEHHMSI, PACTIPOCTPAHEHHOCTh KOTOPOTO OLIEHHBAETCS B
1% (Veyradier A, et al., Medicine (Baltimore). 2016, 95(11):€3038). Onnako, uckirouasi Oomnee
nerkue ¢opmbl 3ad0eBanust, TOJIbKO OKoyo 1/10 000 manueHToB NEeHCTBUTENIHO HYKIAIOTCS B
neueHnu. COBpEMEHHOE JIEUEHUE STUX KOAaryjonaTui BKJIOYAeT 3aMECTUTENIbHYIO TEparuio C
UCTIONBb30BaHUEM  (apMalLeBTHUECKUX IMPEnapaToB, COAEPKAIIUX HOPMAJbHBIA  (akTop
CBEPTbIBAHUS KPOBH.

[0004] ®B mnpencraBnser coOOM TNTMKONPOTENH, LUUPKYJIUPYIOIUN B IUla3Me B BHIE
CepUH MYJIbTUMEPOB pazMmepoM oT okoisio 500 go 20000 k/la. KnoHupoBanu nojsHOpa3MEPHYIO
k/IHK ®B; npononunentun COOTBETCTBYET aMUHOKHCJIOTHBIM OCTaTkaM OT 23 po 764
nojgHopasmepHoro mnpernpo-®B  (Eikenboom et al (1995) Haemophilia, 1, 77-90).
Mynbrumepsbie Gopmbl @B cocTosar u3 monunentuaHbix cyobenunaun 250 kJla, CBsI3aHHBIX
BMecTe AHCYJIbPUAHBIME CBsi3siMA. PB omocpeayer Ha4yalbHYK aAre3ui0 TPOMOOLIMTOB K
CyOSHIOTENHI0 TMOBPEXKISHHONH CTEHKH COCyAa, MpH 3TOM Ooyiee KpPYMHBIE MYJBTUMEPHI
NPOSBJISIIOT MOBBIIEHHY) TIE€MOCTAaTUYECKYH) AKTUBHOCTb. MynpTuMepusosanuelii @B
cBsi3bIBaeTCsl ¢ riuukonporenHoM Gplbo Ha TOBEPXHOCTH TPOMOOLMTOB IOCPEACTBOM
B3aumoeiicteus B nomere Al @B, obnerdas aaresuto TpomOouuTos. Jpyrue yuactku Ha @B
OTMOCPENYIOT CBSI3bIBAHHWE CO CTEHKOH KPOBEHOCHOro cocyna. Takum obpazom ®B obpasyer
MOCT MeXAy TpOMOOIHMTAMH H CTEHKOH COCyZla, KOTOpPBIH HEOOXOOUM Ui aare3uu
TPOMOOIIMTOB M MEPBUYHOTO I'eMOCTa3a B YCJOBUSAX BBICOKOTO HampspkeHHs: ciBura. OObMHO
SHAOTENNANbHBIE KIIETKH CEKPEeTUPYIOT Oosbinne noiauMepHsie ¢opmel @B, a te Gopmbr OB,
KOTOpble HMEIT 0Oolee HHU3KYI0 MOJEKYJSIPHYIO Maccy, BO3HHKAIOT B  pe3yJIbTare
NPOTEOJIUTHYECKOTO pacuieryieHnst. MyJIbTUMEpbl HCKIIIOYUTEIBHO OOJBIINX MOJEKYJISIPHBIX
Macc XpaHsaTcs B Tenblax Beibens-Ilannansl sHAOTENNANBHBIX KJIETOK U BBICBOOOXKIAIOTCS MPH
CTUMYJISILIUU TAKUMHU arOHUCTaMHU, KaK TPOMOUH U THCTaMMH.

[0005] Jdnst manmenToB ¢ BB pexomeHnnyercst mpoBOAWTH JieueHHE C 3aMEHOH (hakTopa



¢on Bumnebpanna (®B), yuuThiBass HEOOXOOUMOCTh IJIUTEILHOTO IeMOCTa3a, OCOOEHHO MpH
KPYNHBIX XUPYPrUUECKHUX ONepalusX U B OTBET Ha APyrue 3Mu30Abl KpoBoTeueHus. OpHaxo
npoduIaKTHUECKHEe CIIOCOOB! JIEUSHHsI He ONMCAaHbl U HE U3BECTHBL. B naHHON 001acTH TEXHUKH
COXpaHsieTcsl MOTPEeOHOCTh B OKA3aHUU MTOMOIIHU MAlMeHTaM 3a01aroBpeMEeHHO 10 HACTYIUICHUS
TAKUX 3MHU30/I0B KPOBOTEUEHHUs C MOMOINBIO CXeM MpoduiakTuieckoro jeueHus. Hacrosimee
u300peTeHne yIOBJIETBOPSET 3Ty MOTPeOHOCTb, obecmevrBasi CrocoObl MPOQUIAKTHIECKOTO
neudeHus: bB ¢ nomomipto yenoseueckoro p@B.

KPATKOE OITUCAHUE CYIIHOCTHU U3OBPETEHUA

[0006] B HacrosiimemM H300peTeHHH MPEACTaBIeH COCO0 MPO(HIAKTHUECKOTO JICUSHHSI
SMU30MI0B CIIOHTAHHOTO KpPOBOTEUEHHUs: y cyObekTa ¢ Tsokenod ¢opmoi Oonesnu Qo
Bunnebpanna (bB). Crioco® BkjrOYaeT BBemeHUE CYOBEKTY NBAKABI B HENEIO MO MEHbINEH
Mepe OIHOHM 103kl pekoMOuHaHTHOTO (akropa (GoH Busnebpanna (p®@B) B auamasone ot 1o
meHbineil mepe okosio 40 ME/kr no okono 80 ME/kr, cHuxkast TakuM 00pa3oM 4acTOTy H/MIIH
MPOAOJDKUTENBHOCTD 3MHU30/{0B CIIOHTAHHOIO KPOBOTEUEHHUSI.

[0007] B HexoTOpBhIX BapHaHTAaX OCYIIECTBJICHHUS IO MEHbIIeH Mepe omgHa no3a pdB
COCTaBJISIET OT MO MeHbInel mepe okosio SO ME/kr no okono 80 ME/kr.

[0008] B HexoTOpBIX BapHaHTaxX OCYIIECTBJICHUS CYOBEKT MMEET MCXOIHBIH YpPOBEHb
pucrouerun-kogpakropHoii aktuBHOCTH @B (PB:KP) B tmanazone ot 20 ME/nn nnu menee, nnu
y Hero pauarHoctuposaHa bB 1-ro tuma. B onpeneneHHeIx BapuaHTax OCYIUECTBIICHHS Y
cyObekta auarHoctupyroT bB tuma 2A, 2B unu 2M. B KOHKpETHBIX BapuUaHTaX OCYILIECTBICHUS
cyObekT umeer copepkanue anturena @B (PB:Ar) B aunanazone ot 3 ME/nn wnu Bbie, uim y
Hero auarnoctuposaHa bB tuna 3.

[0009] B HEKOTOpPBIX BapuaHTaX OCYIIECTBJEHHUS CYOBEKT MOJydaa MpoQuiiakTHIecKoe
nedenne OB, monyuennbiM u3 1asmel (n®B), B Teyenme nocnemHuMx 12 MecsueB 10
NepPBOHAYAILHOTO BBeieHUs pPB.

[0010] B HexoTOpbIX BapraHTaX OCYIIECTBJICHUS] CYOBEKT MEePEKUI M0 MeHbIIEH Mepe 3
SMU307a CIIOHTAHHOTO KPOBOTEUEHHS B TeUEHHE MOCTIeNHUX 12 MecsLeB.

[0011] B HEekOTOpBIX BapHaHTAax OCYINECTBJIEHHUs crocoda BeeneHne pPB BBINOIHSIOT
Kaxzple 3-4 nHs. B HEKOTOPBIX BapHaHTax OCYLIECTBJIEHUs BBEACHUE BBINOJIHAOT HA 1-1 NeHb U
5-i neHb, 2-i1 neHb U O6-1 neHb, uiu 3-i neHb U 7-i 1eHb 7-THEBHOro nepuoja. B HekoTopbIx
BApHUAHTAaX OCYLIECTBJICHUSI BBEICHHUE BBINNOJHSIOT MO MEHbIIEH Mepe Kaxable 24 yaca, 36
yacos, 48 4yacos, 72 yaca wnu 84 yaca. B HEKOTOPBIX BapHaHTaX OCYLIECTBJIECHHUsS BBENCHUE
BBIMOJIHAIOT IO MEHBIIEN Mepe Kaxkaple 72 Jaca.

[0012] B HeKkOTOpBIX BapHAHTAX OCYINECTBJIEHHS OMUCAHHBIA CIMOCOO MOMOJHUTENBHO
BKJIFOUAET BBEACHNE CYOBEKTY IO MEHbINEH Mepe OIHOM 103bI pekoMOnHaHTHOTO (aktopa VIII
(rFVIII). B HexoTOpBIX BapuaHTaX OCYLIECTBJIEHHs BBEACHHE MO MEHbIIEH Mepe OTHOH J03bI
rFVIII BBIMOMHSAIOT OJHOBPEMEHHO WM IOCIEAOBATENBHO C BBENCHUEM IO MEHBbLIEH Mepe
onHoM 10361 pPB.

[0013] B  HeKOTOpPBIX BapUAHTAX  OCYINECTBJIEHHUS CYOBEKT  BO30OHOBISET

HpO(bI/IJ'IaKTI/ILIeCKOG JICHCHUE TMOCJIC MPOBEACHUA TLIAaHOBOH onepanuu Ui CTOMATOJIOTHYECKOM



onepauuu. B HEKOTOPBIX BapuaHTax OCYIIECTBIIEHUS, €CJIU IIaHOBAs ONepaLus sIBJSIETCs MaJion
orepauueil wim cromartojorudeckor omepanmeii, a aktuBHocTe FVIII (FVIIL:C) y cyObexra
coctaByisieT 1o MeHbiel mepe 0,4 ME/mn unm Oonbine, cyOBeKTy mepen omnepauueil BBOAST
p®PB 6e3 rFVIIL. B HEeKoTOpBIX BapHaHTaxX OCYIIECTBIEHUs, €CIIM IUIAHOBAs ONepaLysl SBJISIETCS
Gonbioii onepanueit u y cyorekra akruBHocTh FVIIL (FVIIL:C) coctaBnsier mo MeHbLIeH Mepe
0,8 ME/mn unu Gonee, cyobekty nepen onepauueii BBoast p®@B 6e3 rFVIIL

[0014] B HEekoTOpBIX BapuaHTax OCYLIECTBICHUS 3(P(PEeKTHBHOCTb MPOPUIAKTHYECKOTO
JIeYeHHs TIPOSIBIISIETCS B CHMKEHMHM Ha >25% romoBoid 4wactorel kpoBoreueHuit (I'UK) B
OTHOLIEHWH STH30J0B CIOHTAHHOTO KpPOBOTEUEHUs BO Bpems mnpodwiaktukn pPB 1o
cpaBHeHuto ¢ ['UK 1o neuenus.

[0015] B HEKOTOpBIX BapuaHTaX OCYINECTBIEHUsS 3PPEKTUBHOCTh MPOPHIAKTHIECKOTO
JICYCHUSI TIPOSIBIISIETCS] B CHIDKeHUH Ha >25%, >30%, >35%, >40%, >45%, >50%, >55%, >60%,
>65%, >70%, >75%, >80%, >85%, >90% wunmu >95% rogosoii yactoTsl kpoBoreueHui (I'UK) B
OTHOLIEHWH 3TH30[0B CIOHTAHHOTO KpPOBOTEUEHUs BO Bpemsi mnpodunaktuku pPdPB mo
cpaBHeHuto ¢ ['UK 1o neuenus.

[0016] B HEKOTOPBIX BapuUaHTaX OCYIIECTBIEHHs 3(PPEKTUBHOCTh MPOPHIAKTHIECKOTO
JeUeHHUsT U3MEPSIIOT myTeM oueHkn akTuBHOCTH ®B:KP w/mnu FVIII B o0pa3nax, moixy4eHHbIX
oT cyOBeKTa 10 U mocie nmpoduiakTudeckoro geuenus pdOB.

[0017] B HEKOTOPBIX BapHUaHTaX OCYIIECTBIEHHs 3(PPEKTUBHOCTh MPOPHIAKTHIECKOTO
nedeHus: usMepsitor myteMm oueHkn aktuBHocTH FVII, FVIILC, ®B:KP, ®B:Ar w/umm
KOJUTareHCBsI3bIBatoIel criocooHoctrn @B B o0Opa3uax, MOMydyeHHBIX OT CyOBeKTa 0 U IOCIe
npodunakTuaeckoro jgeueHus: pd@B.

[0018] B HekoTOpBIX BapuUaHTaxX OCYLIECTBJIEHUs OOpaslbl Ui OLEHKH aKTHUBHOCTH
FVII, FVIIL.C, ®B:KP, ®B:Ar w/uiu KojuareHCBsi3piBaroueii crnocobnoctn ®B mosyyaroT
yepe3 15 munyT, 30 MmunyT, 60 MuHyT, 3 4aca, 6 4acos, 12 4acos, 24 yaca, 28 yacos, 32 yaca, 48
4acoB, 72 vaca win 96 4acoB nocje npodriakTHueckoro sedenus pdOB.

[0019] B HekoTOpBIX BapUaHTaX OCYILIECTBJICHHs OOpa3lbl IJisi OLEHKU aKTUBHOCTH
FVIIL, FVIIL:.C, ®B:KP, ®B:Ar w/wiu koJuiareHCBsi3bIBaroeii cnocodHoctu ®B mosy4aroT
yepe3 25-31 neHp nocne npodunakTudeckoro geueHus pOB.

[0020] B HEKOTOpBIX BapUaHTAX OCYIIECTBIEHHS 3(PPEKTUBHOCTh MPOPHIAKTHIECKOTO
JICYSHHs ONPEAEISIOT TOCHe WIM BO BPEMS 3MHM304a KPOBOTEUEHHs], NMPH 3TOM 00pas3ibl AJs
onenku aktuBHoctu FVII, FVIII:C, ®B:KP, ®B:Ar wu/uid KOJJareHCBSI3bIBAIOIIIEH
cnocoOHocTH ®B mMoNy4aroT mocie 3MU304a KPOBOTEUEHHs], U jaajiee oOpaslbl MONYYarT 10
BBeneHus1 pPB, depes 2 yaca nocne BeeaeHus 4PB u 3atem kaxasle 12-24 yaca no paspeneHus
3MU30/a KPOBOTEUEHHUS.

[0021] B HEKOTOPBIX BapuUaHTaX OCYIIECTBIEHHS 3(PPEKTUBHOCTh MPOPHIAKTHIECKOTO
JIeYeHUs] MposiBiisieTcss B moBbineHnn ypoBHer aktuBHOcTH FVII, FVIIL.C, ®B:KP, ®B:Ar
u/mm KoJutareHceBs3biBaromel cnocodnoctu @B mocne npodunakrruueckoro neuenus pP@B mo
CPaBHEHHMIO C YPOBHSMH J10 npoduiakTHydeckoro jedenus pPB.

[0022] Tax:ke B JAHHOM JAOKYMEHTE MPEACTABIIEH CIIOCO0 MPOPUIAKTUYECKOTO JICUSHHS



STMHU30[I0B CIIOHTAHHOTO KpPOBOTEUEHHUs y cyObekTa ¢ Tsbkenod Qopmoii Oonesnu (o
Bunebpanna (bB). Criocob BritouaeT BBeeHNE CYOBEKTY HENENbHON T03bI PEKOMOMHAHTHOTO
¢dakropa Qo Bumnebpanga (pPB), no cymecrBy 3KBHBAJIEHTHOH COOTBETCTBYIOLIEH
HeNeJIbHON n03e mosiydeHHoro u3 miasmel @B (ndB), panee BBeneHHOW NaHHOMY CyOBEKTY,
CHIWXAs TakUM OOpa3oM dYacTOTy W/MIM IPOAOJDKUTENBHOCTh 3MHU30/I0B  CIHOHTAHHOTO
KPOBOTEYEHHUSI.

[0023] B HekOTOpBIX BapUaHTAax OCYLIECTBJIEHUs HeaenbHas no3za p®B mpumepHo Ha
10% wMeHbllle, 4eM COOTBETCTBYIOLIAs exeHenenbHass noza n®B. B HekoTopeix BapuaHTax
ocyliecTBlieHUs] HenenbHas no3a p®B mpumepHo Ha 10% Oonbiine, YeM COOTBETCTBYIOINAS
exeHeznenbHas 103a ndB.

[0024] B HekoTOpBIX BapuaHTaxX OCYIIECTBJICHHs HenenbHas noza p®PB mpencrasisier
coboli nBe OTnesnbHbe MH(Y3UH, MPOBOIUMBIE B OTHENbHBIE JHHU. B HEKOTOPBIX BapHaHTAax
OCyILIECTBIIEHHsT HenenbHass no3a p®PB mnpencrasmser coboii Tpu oTaenbHble WHQY3UH,
IIPOBOAMMBIE B OT/ENbHbIE AHU. B HEKOTOPBIX BapUaHTaxX OCYLIECTBJIEHUs HelenbHas no3a p®B
MPeICTaBIsIeT COO0I OMHOKPATHYIO UH(DY3HIO.

[0025] B HEeKOTOpBIX BapHaHTaX OCYIIECTBJICHHUS KaXasl OTAeNbHAs WHPY3HsI BKIIOYAET
no 80 ME/kr p®B.

[0026] B HexOTOpBIX BapHaHTaX OCYINECTBICHUS KaxKAasi OTAEeNbHAs HH(Y3Hs BKIFOYAET
80 ME/kr p®B.

[0027] B HEKOTOPBIX BapUaHTaxX OCYINECTBIEHHs Kaxas OTAeNbHas HHPY3Us BKIIOYAET
50 ME/kr p®B.

[0028] B HexoTOpBIX BapHaHTaxX OCYIIECTBJIEHUS CYOBEKT HMMEeT HCXOIHBIH ypOBEHb
pucrouerus-kogpakropHoii aktuBHOCTH @B (PB:KP) B nnanazone or 20 ME/nn unu menee, wun
y Hero auarHoctuposaHa bB 1-ro tuma. B ompeneneHHbIX BapuaHTax OCYLIECTBICHHS Y
cyOpexra nuarHoctupyroT bB tuna 2A, 2B win 2M. B HEKOTOpBIX BapHaHTaX OCYINECTBIICHUS
cyObekT umeer conepskanue antureHa ®B (PB:Ar) B nuanasone ot 3 ME/nn u Bbiine, wiu y
Hero auarHoctuposasa bB tuna 3.

[0029] B HEeKOTOpBIX BapHaHTaX OCYINECTBJICHUS CYOBEKT MOJy4al MpodHIakTHUIECKOe
neyeHue nd®B B TeueHue no MeHbie mepe 12 Mecsues.

[0030] B HekOTOpBIX BapuaHTaX OCYLIECTBICHHS BE OTAEIbHbIE HH(Y3UN BBOAAT HA -
1 IeHb U 5-1 IeHb, UK 2-1 IeHb U 6-1 1eHb, WK 3-1 AeHb U 7-i JeHb U3 7-JHEBHOTO NEPUO/A.
B onpeneneHHBIX BapHaHTaxX OCYLIECTBJIEHHUs TPU OTAENbHbIC HH(Y3UN BBOIAT Ha 1-i neHs, 3-i
JIeHb U 6-1 A€Hb U3 7-AHEBHOrO nepuoaa. B HEKOTOPBIX BapuaHTax OCYLIECTBJIECHUS BBEACHUE
BBIMOJIHAIOT MO MEHbIIEH Mepe Kaxable 24 yaca, 36 yacos, 48 yacoB, 72 yaca unu 84 4daca. B
KOHKPETHBIX BapUaHTaxX OCYLIECTBJIEHHS BBEJ€HUE BBINOJHSAIOT 110 MEHbIIEH Mepe Kaxible 72
Jaca.

[0031] B HeKOTOpBIX BapuaHTaX OCYLIECTBJICHUS MPEACTABICHHBIN B TAaHHOM JOKYMEHTE
CHOCO0 IOTIONIHUTENPHO BKJIFOUAET BBEAEHHE CYOBEKTy IO MeHbIIeH Mepe OJHOW J03bI
pexomOuHaHTHOTO (hakTopa VIII (rFVIII).

[0032] B HekoTOpBIX BapuUaHTax OCYLIECTBJICHHUS BBEICHHE IO MEHbIIEH Mepe OHOU



1036l TFVIII BBIMOTHAIOT ONHOBPEMEHHO WJIN MOCAEA0OBATEBHO C BBEICHUEM HENEIbHOW 03bI
pPB.

[0033] B HekoTOppIX BapHaHTaX OCYIIECTBJIEHUS CYOBEKT  BO30OHOBISIET
npoHUIAKTHUECKOE JIEUeHHE TOCiIe MPOBENEHNUs IUIAHOBOM Omnepanyy WiId CTOMATOJIOTHYECKOM
onepauuu. B HEKOTOPBIX BapuaHTax OCYIIECTBJIEHUS, €CJIU IUIAHOBAs ONepaLys sIBJSIETCs MaJlon
onepauueil wim cromartojorumydeckor omepanueii, a aktuHocTh FVIIL (FVIILC) y cyObekta
cocraisieT 1o MeHblueit mepe 0,4 ME/Mn winu Gonblue, cyovexty BBOAAT pPB 6e3 rFVIII no
ornepaiui. B HEKOTOPbIX BapuaHTAax OCYINECTBJIEHUS, €CJIU IUIAHOBAasl OIepalus SBJSIETCS
Oonbmmoi oneparueit 'y cyobekra akruBHocTh FVIIL (FVIILC) cocraBnsier mo MeHbIneil mMepe
0,8 ME/mn unu 6onee, cyobekty BBomsaT p®@B 6e3 rFVIII no oneparmu.

[0034] B HEKOTOPBIX BapUaHTAX OCYIIECTBIEHHS 3PPEKTUBHOCTh MPOPHIAKTHIECKOTO
JICYSHHs TIPOSIBIISIETCS B CHIDKEHMHM Ha >25% romoBod wactorel kpoBoreueHuit (I'UK) B
OTHOIIEHWH 3TH30[0B CIOHTAHHOTO KpPOBOTEUEHUs BO Bpems mnpodmiaktukn pPB 1o
cpaBHeHuto ¢ ['UK 1o neuenus.

[0035] B HEKOTOPBIX BapHUaHTaX OCYIIECTBIEHHS 3(PPEKTUBHOCTh MPOPHIAKTHIECKOTO
JICYCHUSI TIPOSIBIISIETCS] B CHIDKEHUH Ha >25%, >30%, >35%, >40%, >45%, >50%, >55%, >60%,
>65%, >70%, >75%, >80%, >85%, >90% unu >95% rogosoii yactoTsl kpoBoTeueHuit (I'UK) B
OTHOIIEHWH 3MH30[0B CIOHTAHHOTO KpPOBOTEYEHHs BO Bpems mnpopunaktukn pPB mo
cpaBHeHuto ¢ ['UK 1o neuenus.

[0036] B HEKOTOPBIX BapHUaHTaX OCYIIECTBIEHHS 3(PPEKTUBHOCTh MPOPHIAKTHIECKOTO
JeUeHUs U3MepstoT myTeM oueHku aktuBHOCcTH ®B:KP w/mnu FVIII B o0pasiax, moixy4eHHbIX
oT cyOBeKTa 10 1 nocie npodunakrudeckoro jgeueHus: pdB.

[0037] B HEKOTOpBIX BapuUaHTaxX OCYLIECTBIEHHs 3(PPEKTUBHOCTh MPOPHIAKTHIECKOTO
JedeHuss U3MepsitoT myTem oreHku aktuBHoctd FVIIL, FVIIL:C, ®B:KP, ®B:Ar w/wiu
KOJUTareHCBsi3bIBaoel criocooHocTr @B B oOpasiax, MOoNy4YeHHBIX OT CyObeKTa A0 U IOCie
npodUIaKTHIECKOro jeueHus: pPB.

[0038] B HeKOTOpBIX BapUaHTaX OCYLIECTBICHHs OOpa3Lbl Ui OLEHKU aKTUBHOCTH
FVIIL, FVIIL:.C, ®B:KP, ®B:Ar w/wiu koJuiareHCBsi3bIBaroeii cnocodHoctu ®B mosy4aroT
yepes 15 munyT, 30 MmunyT, 60 MuHyT, 3 4aca, 6 yacos, 12 yacos, 24 yaca, 28 yacos, 32 yaca, 48
4acoB, 72 yaca wiu 96 yacos nociie npoduiakTuueckoro jgeuenus pd@B.

[0039] B HeKOTOpBIX BapuUaHTaX OCYLISCTBJICHHs OOpaslbl Ui OLUEHKA AKTHBHOCTH
FVIIL, FVIIL:C, ®B:KP, ®B:Ar w/uiu koJuiareHCBsi3bIBaroe crnocodnoctu @B moiy4aroT
yepe3 25-31 neHp nocne npodunakTuaeckoro geueHus pPB.

[0040] B HEKOTOPBIX BapuaHTaX OCYIIECTBIEHHS 3PPEKTUBHOCTh MPOPHIAKTHIECKOTO
JICYSHHs ONPEAEISIFOT TOCHe WIIM BO BPEMs 3MM30Aa KPOBOTEUEHHs], NMPH 3TOM 00pasibl A
onenku aktuBHoctu FVIIL, FVIII:C, ®B:KP, ®B:Ar wu/unu KOJJIareHCBS3bIBAIOIIEH
cnocoOHocTH ®B monyyaroT mocie 3MMU30Aa KPOBOTEUEHHs, U aajiee oOpasLbl MONYYarT 10
BeeneHus pPB, uepes 2 yaca nocine Beenenust 4PB u 3atem kaxavle 12-24 yaca 1o paspeuieHus
3MU307a KPOBOTEUEHUSI.

[0041] B HEeKkOTOpBIX BapuaHTax OCYLIECTBIEHHs 3(PPEKTUBHOCTh MPOPUIAKTHIECKOTO



JIeUeHUs] TMposiBiisieTcss B moBbineHnn ypoBHer aktuBHOocTH FVII, FVIIL:C, ®B:KP, ®B:Ar
W/Wm KoJutareHceBsi3bIBaroinel criocodHoctn @B nocne npodunaktuyeckoro nedenus pPB mo
CPaBHEHHIO C YPOBHSMH /10 npoduiakTrydeckoro jedenus pPB.

[0042] B HeKOTOpBIX BapHAaHTaX OCYIIECTBJICHMsI CIIOHTAHHOE KPOBOTEYEHUE UM SIU30
KPOBOTEUEHHsI BKJIFOYAET JIFOOOH 3Mu307, BHIOPAHHBIA M3 TPYIIBI, COCTOSIIEH M3 reMapTpo3a,
HOCOBOTO KPOBOTEYEHHUs, KPOBOTE€YEHMs] U3 MBIIIL, KPOBOTEYEHUs M3 IOJOCTH pPTa H
KPOBOTEUEHMUSI U3 KENTYAOUHO-KUIIEYHOTO TPAKTA.

[0043] B HEeKOTOpBIX BapuUaHTaX OCYIIECTBJIEHHUS JIOOOrO M3 OMUCAHHBIX CHOCOOOB Y
cyObekTa He auarHocTupyoT bB tuna 2N unu ncesno bB.

[0044] Hpyrue uenu, MpeuMyINECTBA U BapUAHThI OCYLIECTBJIEHUs M300peTeHus OyayT
OYEBHUJIHBI U3 HIDKECJIEAYIOLIEro MOAPOOHOTO OITUCAHUSI.

KPATKOE OIUCAHUE N'PAOUYECKUX MATEPHUAJIOB

[0045] Ha ®wur. 1 noka3aH nu3aiiH UCCIeAOBaHUS i TJI00ATHPHOTO, MHOTOLIEHTPOBOTO,
otkpeiToro uccnenosanus ¢aspl 3 (NCT02973087, EudraCT Ne: 2016-001478-14), onucaHHbIH
B JIaHHOM JIOKYMEHTE.

[0046] Ha @wur. 2 mnpuBemseHa TaliuIa OCHOBHBIX KPHUTEPHUEB BKIOUEHHUS W
HEBKJIIOUEHHsI B CCIIEIOBAHUE.

[0047] Ha ®wur. 3 npuBeneHa Tadiuua WIIIOCTPATHBHBIX CXE€M JO3UPOBAHUS UL
npodunaktuku peOB.

[0048] Ha ®ur. 4 npuBemeHa Talnuia OCHOBHBIX KpuTepueB 3((EKTHBHOCTH B
UCCJIEZIOBAHUH.

[0049] Ha ®ur. SA-®ur. 5C uzolpakeHa MOCICIOBATEIbHOCTh HYKJIEUHOBBIX KHUCJIOT
YeJIOBEUECKOro peKOMOMHAHTHOTO npenpo-PB.

[0050] Ha ®ur. 6A-®ur. 6] wuzobpakeHa AMHUHOKMCJIOTHAs MOCIEIOBATEIbHOCTD
YeJIOBEUECKOro peKOMONHAHTHOTO npenpo-PB.

[0051] Ha ®ur. 7A-®ur. 7G wu3o0pakeHa aMHHOKHCIOTHAs TOCIEIOBATEIbHOCTh
YeJIOBEYECKOro PeKOMOMHAHTHOTO 3pesioro OB.

NOAPOBHOE OINTMCAHUE CYIIHOCTU U30OBPETEHUA

Beenenue

[0052] JIns mamuenTtoB ¢ BB pekomeHnyercs mpoBOAWTH JieueHUe C 3aMeHOH (hakTopa
¢don Bumnebpanna (®B), yuutsiBas HEOOXOIUMOCTh JUIMTEILHOTO T€MOCTa3a, OCOOEHHO MpH
Oonpmoi omepaumu (Mannucci PM and Franchini M., Haemophilia, 2017, 23(2):182-187;
National Institutes of Health. National Heart, Lung, and Blood Institute. The Diagnosis,
Evaluation, and Management of von Willebrand Disease NIH Publication No. 08-5832;
December, 2007). CpenctBa nns nedeHus: Ha ocHoBe ®B, monydaemble U3 Mia3Mbl KPOBH,
conepskat axkrop VIII (FVIII) u umerot noreruuan st Hakorienus FVII npu MEOrOKpaTHOM
JO3UPOBAHUMN.

[0053] VONVENDI®, onobpennsbnii st CIIA, u ero ananor, ogoopennsiii ms EC,
VEYVONDI®, HOKpbIBAlOT KOHIEHTpaThl pekoMOHHaHTHOTO (akropa (on Buuiebpanna

(p®B), xotopble mpousBOAATCA MO TexHonoruu pexkomOuHantHoi JIHK B nmHum xnerox



AUYHUKA KHUTAHCKOro XoMmsiuka Oe3 1no0aBieHHs 5K30T€HHOro Oejka YesOBEYECKOro HIIN
xuBotHOro npoucxoxaenust (Turecek PL, et al. Hamostaseologie. 2009;29(suppl 1):S32-38;
Mannucci PM, et al. Blood, 2013;122(5):648-657; Gill JC, et al. Blood, 2015;126(17):2038-
2046; European Medicines Agency. VEYVONDI Summary of Product Characteristics). p®B
COAEPKUT TOJHbIM npodunp MynpTuMepoB @B, BkIOYas CBEPXKPYNHbIE MYyJIbTHUMEPBI,
KOTOpbIX OOBIYHO HE XBaTaeT B KOHIeHTpatax @B, mnonyuenHpix u3 mnasmel (ndB),
noaBepruyThix BozaeiicTenio ADAMTS13, Oenka, paciersiromero ®B.

[0054] V OonbuiMHCTBA MAalMEHTOB ¢ BB HAOMIOMAIOTCS JIETKHME WM YMEpPEHHbIE
KPOBOTEUYEHHSI M3 CIIM3UCTBIX OOOJOYEK M KPOBOTEUEHHs TOCJE TPABM HIIM OMEPALUi, XOTs
MOTYT BO3HHMKATh U YIPOJKAIOIIME XKU3HH KPOBOTEUEHHsI, OCOOCHHO y MALMEHTOB C TSIKENOM
dopmoit 3abonesanusi (Nichols et al., Haemophilia, 2008, 14:171-232; Leebeek FW wu
Eikenboom JC, N Engl J Med, 2016, 375:2067-80). Oxugaercs, 4TO CHUXKEHHE HaCTOTHI U
NPONOJDKUTEIBHOCTH STMU30/I0B  KPOBOTEUEHHsSI YMEHBIIUT MOTPEOHOCTh B TEPENIUBAHUH
SPUTPOLUTOB M CHHU3UT PHUCK PAa3BUTHUS HM3HYPUTENBbHBIX COMYTCTBYIOIIHMX 3a00JICBaHHI,
BKJIFOYasi apTPOINATHUIO.

[0055] IMamumentam ¢ Tspkenod gopmoit BB mMoxer ObITh MONE3HO MPOPHIAKTHIECKOE
neuenne p®B s mopmepkanust ypoBHs @B u FVIIL, 4roOBl CHU3WTH PHUCK 3MU30I0B
CHOHTaHHOTO KpoBoreueHus (JK), Brimowas remMapTpo3, SMUCTAKCHC U KPOBOTEUYEHHUS U3
xenynouHo-kumeyHoro tpakta (Abshire TC, Thromb Res 2009, 124(suppl 1):S23-6; Berntorp
E, Haemophilia 2008, 14(suppl 5):47-53; Berntorp E and Petrini P, Blood Coagul Fibrinolysis,
2005, 16 (suppl 1): S23-6; Berntorp E, Semin Thromb Hemost, 2006, 32:621-5; Abshire et al.,
Haemophilia, 2013, 19:76-81; Abshire TC, J Thromb Haemost, 2015, 13:1585-9).

[0056]

[0057] B HactosimmeM H300pETEHWH NPEACTABIEHBI CIOCOOBI MPOPUIAKTHYECKOTO
JI€YCHUs] CIIOHTAHHbIX KPOBOTEUEHHMH Yy TMalMeHTa C TshKeJIol ¢opmoil Oonesnn (¢(oH
Bunnebpanna (bB). Cnoco0 BkitoyaeT BBeAeHHE CYOBEKTY PeKOMOMHAHTHOTroO (akropa (oH
Bunnebpanna (p®@B). B HekOTOpBbIX BapHaHTaX OCYIIECTBJIEHUS CYOBEKTY IBAKIbl B HEIEIIO
BBOIAT 103y p®PB B mpenenax 40-80 ME/kr. B HEKOTOpPBIX BapUaHTaX OCYLIECTBICHHS CYOBEKTY
HA3HAYAIT HeneapHy 103y p@B B nuanasone 40-80 ME/kr. B HeKOTOpPBIX cliydasix HeIeabHasI
71038 TPeNOCTaBJsAETCS B BHUJE OAHOKPATHOIO BBEAEHHUS OIMH pa3 B Helemo. B HeKoTophIX
cly4asx HezesbHasl 103a MPEeOCTaBIseTCs] B BUJE IBYX OTIENbHBIX BBEAECHUI B pa3Hble AHU B
TedeHue Heznenu. B npyrux ciydasx HenenbHas 703a MPENOCTABIAETCS B BUJE TPEX OTAENbHbIX
BBEJICHUI1 B pa3Hble THU B T€UEHUE HENENH.

[0058] Packpertue mybmukanuu 3asska PCT Ne W02012/171031 BKIIFOUEHO B AHHBIH
JOKYMEHT MOCPEACTBOM CCBUIKM BO BCEU CBOEH MOJHOTE [JIs1 BCEX LIENIEH.

Onpenenenus

[0059] Ilepen Tem kak AaHHOE WM300pETEHHE OMUCAHO Jajee, CIEeAyeT NMOHHMATb, YTO
TaHHOE M300peTeHNe He OTPAaHUYEHO KOHKPETHBIMU OMMCAHHBIMU BapHAHTAMH OCYIIECTBJICHUS,
MOCKOJIKY TAaKOBble MOTYT, KOHEYHO, BapbupoBaTh. Takke cjenyeT IOHMMAaTb, 4YTO

UCIIOJIb3yEMasi B JAHHOM JOKYMCHTC TCPMHUHOJIOTHA MPpEAHA3HAYCHA TOJIBKO MJIA OIMMUCAHUA



KOHKPETHBIX BApUAHTOB OCYLIECTBIECHHMS M HE IpeJHAa3HaueHa JJIsl OTPAHUYEHUs], TTOCKOJBKY
o0BeM HacTosimero u3o0pereHust OyJdeT OrpaHUYMBATBCA TOJBKO MpuiIaraeMoi (opmyoit
n300peTeHus.

[0060] B koHTekcTe [aHHOrO JAOKyMeHTa TepMuH «p®PB» oTHOCHUTCS K
pekomOuHaHTHOMY DB.

[0061] B xonTtekcre paHHoro pokymeHtra TepmuH «FVII» ortHocuTcs K
pexomOuHanTHOMY FVIIL

[0062] TepmuH «peKOMOMHAHTHBINY» MPH HCIOIB30BAHMU CO CCBUIKOW, HATNpUMep, Ha
KJIETKY WJIM HYKJIEMHOBYIO KHUCJIOTY, O€JOK WM BEKTOp, yKa3blBaeT Ha TO, YTO KJIETKa,
HYKJICMHOBAs KUCJIOTa, OEJIOK WM BEKTOp ObUTM MOAU(DHUIIMPOBAHBI BBEICHHEM I'€TE€POJIOTHIHOM
HYKJICMHOBOW KHCJIOTHI HJIM O€JKa, WJIM W3MEHEHWEM HATHBHON HYKJIEHMHOBOW KHCJIOTBI HJIH
Oenka, WIM YTO KJIETKA MOJyYeHa M3 KJIETKH, MOAU(PHUIMPOBAHHOW TakuM oOpasom. Takum
o0pa3oM, Hampumep, pPEKOMOWHAHTHbIE KJIETKH 3KCHPECCHPYIOT TEHBI, KOTOpble He
OOHapY’KUBAIOTCS B HATHBHOH (HEPEKOMOMHAHTHON) (OpMe KIETKH, WIH SKCIPECCHPYIOT
HATHBHbIE TEHbI, KOTOPbIE HHAUY€ OSKCIPECCUPYIOTCS  aHOMAaJbHO,  HEIOCTATOYHO
9KCIPECCUPYIOTCS UM HE SKCIPECCUPYIOTCSI BOOOIIE.

[0063] B xoHTeKCTe NAaHHOTO AOKYMEHTa TEPMHH «peKoMOWHaHTHbIH PB» Briouaer
@B, mnonydeHHBIi ¢ ToOMOLIBK TexHosorun pekomOmHaHTHBIX JIHK. B omnpeneneHHbIX
BapUaHTax ocymecTBieHuss Oenku @B  MoOryr BKIHOYATh KOHCTPYKIHIO, HampuMep,
nojy4eHHyto, kak B WO 1986/06096, onyonukoBanHOH 23 okTsi0ps 1986, u 3asiBKe Ha maTeHT
CIIIA Ne 07/559509, nmomannoit 23 utons, 1990, Ha ums Ginsburg et al., koTopast BKJIIOU€Ha B
TaHHBIM JOKYMEHT NOCPEICTBOM CChUIKU B OTHOLIEHUU CIIOCOOOB MONYYeHHsI pEKOMOMHAHTHOTO
@®B. ®B B naHHOM M300pEeTEHMH MOKET BKJIOUaTh BCE MOTEHIMAIbHBbIE (HOPMBI, BKIIFOYAS
MOHOMEpHBbIE M MyJbTUMEpHbIe (opMbl. Takke clienyer MOHUMATh, YTO JaHHOE M300peTeHHe
OXBaThIBaeT pasnuuHble popmel @B, KOTOpBIE MOXKHO UCTIONB30BaTh B KoMOMHaumu. Hanpumep,
®B 1o pnaHHOMY H300pPETEHUI0 MOKET BKJIOUATh pPA3JIMYHbIE MYJbTUMEPBI, pPa3HbIE
NPOM3BONHBIE, & TAK)KE KaK OMOJIOTMUECKH aKTHBHBIC MPOW3BOIHBIE, TAK U MPOU3BOJAHBIC, HE
SIBJIIOLIMECST OMOJIOTUYECKU aKTHBHBIML.

[0064] B koHTekcTe HacTosiero u3o0pereHus: pekoMOMHaHTHBIH DB oxBaThIBaeT
nr00oro uieHa cemerictea @B oT, HanpuMep, MIIEKOIMUTAIOIIETO, TAKOTO KaK MPUMAT, YEJIOBEK,
o0e3bsiHa, KPOJHK, CBHHBS, TPBI3YH, MBIIIb, KPbICA, XOMSK, MECUYaHKa, co0aka, KOIIKa M WX
OMONOTNYEeCKH aKTHUBHBIE MPOU3BOAHBIE. Tak)ke OXBATHIBAIOTCS MYTAaHTHBIE M BapHUAHTHbIC
Oenku @B, obnanaromue akTHBHOCTBIO, a TaKXKe (PYHKIMOHAbHBIE (PPAarMEHThI U CIIUThIE OEIKU
Ha ocHoBe OenkoB ®B. Kpome Toro, @B o m300peTeHno MOXKET TOMOJHUTENBHO CONEPKaTh
METKH, KOTOpBIE O0JIETHar0T OYUCTKY, OOHAPYKEHHE WK U TO, U Apyroe. ONHCaHHBINA B JAHHOM
nokymenTe @B MokeT ObITh AOMOJHHUTENBHO MOIU(PUIIMPOBAH TEPANIEBTHYECKUM (PparMeHTOM
Wwin pParMEeHTOM, TOAXOASAIINM JUIs BU3YAIM3aLKH 1N Vitro Wi in Vivo.

[0065] B xoHTekcTe maHHOro AokymeHTa «PB, mosyueHHbl n3 miuasMb» uiu «PB»
BKJIFOUaeT Bce (popMbl Oemnka, comepskalnuecss B KPOBH, BKIHOUast 3penbiii @B, momy4deHHbIH OT

MJIEKOTIUTAIOIIETr0, O0NafaroIuii CBONCTBOM CTAOMIIM3aLUY in ViVO, HAIPUMEp. CBA3bIBAHUE IO



MeHbLIEeN Mepe ogHoN MosekyJsl FVIIL

[0066] TepMuH «BBICOKOMYJIbTUMEpPHBbII ®B» unu «BBICOKOMOJEKYJIApHbIL PB»
otHocuTcst Kk @B, comepkamemy mo menbinedr mepe 10 cyOvenuuuy, wmm 12, 14 umm 16
cyobenunuL, 10 okomno 20, 22, 24 unu 26 cyOpeaunun win 6onee. TepMuH «cyObenuHHUIIAa
oTHOCUTCST K MOHOMepy DPB. Kak M3BECTHO B NaHHOM 00NACTH TEXHHUKH, OOBIMHO aumepbl OB
HOJUMEPU3YIOTCST ¢ 00pa3oBaHMEM MYJIbTHMEPOB OoJiee BBICOKOrO MOpsaka (CM., HampHuMep,
Turecek et al., Semin. Thromb. Hemost. 2010, 36(5): 510-521, KOTOpBIi1 NOJHOCTHIO BKJIFOYEH B
JAHHOE OIMCAaHHUE TMOCPENCTBOM CCBUIKM JJi BCeX IleNied M, B YaCTHOCTH, JJIsl BCeX UMM,
KaCaroIMXCsl aHAIN3a MyJIbTUMepOB PB).

[0067] B xonTekcte nanHoro nokymenrta TepMuH «daxrop VI nmm «FVIID» otHOCHTCS
Kk moboit popme morekynsl pakropa VIII ¢ MUTIOCTpAaTUBHBIME XapakTepUCTHKaMH (akTopa
ceepTeiBaHus kKpoBu VIII, HE3aBUCHUMO OT TOrO, SIBJSETCS JIM OHA SHAOTEHHOH NI MALUEHTa,
MOJIyYeHa W3 TUTa3Mbl KPOBU WJIM TOJyY€HAa ¢ TMOMOINBI0 MeTonoB pekomOuHanTHOU JIHK, u
BKJIFOUasi Bce Moaupuumponannbie Gopmbel (pakropa VIII. dakrop VIII (FVII) cymectByer B
IpUpoe M B TEpaleBTHUECKUX I[penapartax B BHJE TIeTEPOreHHOIO pacIperesieHUs
MOJIUTIENITHIOB, IPOUCXOASIINUX U3 OJHOTO T€HHOTo IpoAykTa (cM., Hanpumep, Andersson et al.,
Proc. Natl. Acad. Sci. USA, 83:2979-2983 (1986)). Kommepueckn IOCTYIHbIE NPUMEPHI
TEpaNeBTHUECKUX TpemnaparoB, comepxkamux (akrop VI, BrimowaroT mpenaparsl,
nponasaemble mon ToproBbiMu Ha3BaHusmMu HEMOFIL M, ADVATE u RECOMBINATE
(moctynnel ot Baxter Healthcare Corporation, Aupduna, mrat Mmnotic, CIIIA).

[0068] B koHTekcTe NAaHHOIO NOKyMEHTa TepMuHbl «akTuBHOCTh FVIII B mmasme» u
«axtuBHocTh FVIII in vivoy» ucnonp3yroTcs B3aumosamenseMo. AxtusHocTs FVIII in vivo,
U3MEPEHHasi C IOMOINBIO CTAHAAPTHBIX AHAJIM30B, MOXKET OBbITh SHAOT€HHOW AaKTHBHOCTBHIO
FVIII, akTuBHOCTBIO BBeleHHOro B TepameBTHueckux uemsix FVIIL (pexoMOMHaHTHOrO wWiu
MOJIYyYEHHOIO U3 IUIa3Mbl) WJIM aKTUBHOCTBEO KaK SHAOreHHoro, tak u BBeaeHHoro FVIIL
Ananornuno, «FVIII B mmasme» ortHocurcs k osHuoreHHoMmy FVIII wunu  BBOmMMOMY
PEKOMOMHAHTHOMY WJIM TIOJy4eHHOMY U3 11a3mbl FVIIL

[0069] B xoHTekcTe NaHHOrO AOKyMeHTa «Oone3Hb (oH BuinmeOpannma» OTHOCHTCS K
rpymnmne 3aboneBaHuil, BbI3BaHHBIX aepuruToM Qakropa ¢GoH Bumnebpannma. Pakrop ¢on
Bunebpanna nomMoraer TpOMOOLIMTAM CIIMIIATHCS U IPUJIMITATE K CTEHKE KPOBEHOCHOTO COCY/Ia,
9YTO HEOOXOOMMO JUIsi HOPMAJIbHOTO CBepThIBaHUS KpoBU. Kak Oojee moapoOHO ommcaHO B
JAHHOM JOKYMEHTE, CYIIEeCTBYeT HECKOJIbKO THIIOB OoJie3nu ¢on Bunnebpanna, Bkirodas tvr 1,
2A,2B,2M u 3.

[0070] TepMuHBI «BBIIENEHHBIIN», «OYUIICHHBINY» WIH «OUOJOTUYECKH YUCTBIN
OTHOCSITCSI K MaTepually, B OCHOBHOM WJIM IO CYILECTBY HE COAEPKUT KOMIIOHEHTOB, KOTOpbIE
OOBIYHO COTMPOBOJKAAIOT €ro, HAXOMSCh B HATUBHOM COCTOSIHMHM. UUCTOTa U OXHOPOIHOCTH
OOBIMHO OMpPEnNeNATC C HCHOJIb30BAHUEM METONOB AHAIUTHYECKOW XHUMHH, HampuMmep,
snektpodope3 B  TMONUAKPUIAMHIHOM Tejie  WJIH  BBICOKOO((EKTHBHAS  KUAKOCTHAS
xpomarorpadus. ®PB sBnsercs npeoOiafaronUM BUIOM, TNPUCYTCTBYIOIIMM B IIperapare,

KOTOprﬁ IO CyHIECTBY SBJIACTCA OUUIICHHBIM. TepMI/IH ((O‘lPILL[GHHbeI)) B HCKOTOPBIX BapHUaHTax
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OCYIECTBIIEHHsI O3HAYAET, YTO HYKJIEHMHOBAS KUCJIOTa WM OENIOK JaeT MO CYLIECTBY OIHY
IIOJIOCY B 3JIEKTPOPOpeTHdeckoM rene. B apyrux Baprantax OCyIIeCTBIEHUS 5TO O3HAYAET, UTO
HYKJIEMHOBAsl KHUCJIOTa WJIH O€JOK HMEIT YHCTOTY 1o MeHbiueld wmepe 50%, Oonee
MPEANOYTUTENBHO N0 MeHblIel Mepe 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95%, 96%, 97%,
98%, 99% wmn Oonee. «OYHUCTHTBY WM «OUHUCTKa» B IPYIUX BapPHAHTAX OCYINECTBIICHUS
O3HA4aeT yAAJEeHUE IO MEHbIIEH Mepe OAHOrO 3arps3HSIOLIErO BELIEeCTBA M3 OYHUINAEMOM
KOMITO3MLIMH. B 3TOM cMbICne U1 OUNCTKH He TpeOyeTcst, YTOObI OUHMIIEHHOE COeNNHEHNe ObIIIO
roMoreHHelM, Hanpumep, 100% ducTbIM.

[0071] B koHTEKCTEe MAHHOTO NOKYMEHTa TEPMHH «BBeICHHE» (U BCE rPaMMAaTHYECKHE
SKBHUBAJICHTBI) BKJIIOYAET BHYTPUBEHHOE BBEICHHE, BHYTPHMBIIIEYHOE BBEICHUE, TMOAKOKHOE
BBEJIEHUE, IepopalbHOE BBEIEHHE, BBEACHHUE B BHJE CYIIO3UTOPUS, MECTHBIH KOHTAKT,
BHYTPUOPIOIIMHHOE, BHYTPHOUAroBOE€ WM WHTPAHA3aJbHOE BBENCHHE, WM HMMILIAHTALHIO
CyOBEKTy YCTPOMCTBA C MEUIEHHBIM BBICBOOOXKIIEHHEM, HAIMPHUMEP, OCMOTHYECKOTO
MHUHHMHAcoca. BBeneHHe OCYIIECTBISIIOT JIOObIM CHOCOOOM, BKJIOYAs MApEHTEPANbHBIA |
TPAHCMYKO3aJIbHBIN (HampuUMep, MepOpasIbHBbINA, HAa3aJIbHBINH, BarWHAJIbHBINA, PEKTAJbHBIA HIIH
TpaHcaepManbHbIN). IlapeHTepanpHOE BBEOEHHE BKJIIOYAET, HANpUMEp, BHYTPHUBEHHOE,
BHYTPUMBIIIEUHOE, BHYTPHUAPTEPUATBHOE, BHYTPUKOXKHOE, IMOIKOKHOE, BHYTPHOPIOIINHHOE,
BHYTPHKENTyTOUKOBOE U BHYTPUUEPEITHOE BBeNeHue. [[pyrue crnocoOpl 1OCTaBKH BKIIIOYAIOT, HO
HE OrPAaHWYMBAKOTCS MMM, WCIIOJb30BAHUE JIMIIOCOMAJBHBIX COCTaBOB, BHYTPHUBEHHYIO
UH(]Y3UIO0, TpAaHCIEPMAJIbHbIE TIACTBIPH U T 1.

[0072] TepmuHbl «TepaneBTUYECKH H(PPEKTUBHOE KOJIUYECTBO WM JA033» WIH
«TEpaneBTUYECKU JOCTATOYHOE KOJUYECTBO MJIHM 103a», WIH «3(p(EeKTUBHOE UM JOCTATOYHOE
KOJINYECTBO WJIM JI03a» OTHOCSTCS K J103€, KOTOpasi BbI3bIBAET TepaneBTudeckue 3G Qexrsl, ms
KOTOpBIX ee BBOAAT. Hampumep, TepamneBTHuecku >(PQPeKTHBHOE KOJIMYECTBO JIEKAPCTBEHHOI'O
CPEeNCTBa, TOJIE3HOTO JUIS JIYEHHUs] reMO(MIMH, MOXKET IPEeNCTaBisTh COOOH KOJINYECTBO,
KOTOpOE CIIOCOOHO MPEAOTBPATUTh MM OOJIErYUTh OAMH WM 0OJiee CHMITOMOB, CBSI3aHHBIX C
remorneii. TouHast no3a Oyaer 3aBUCETh OT LENN JICYSHHS U YCTAHABIUBATHCS CHEHATICTOM
C HCIIOJIb30BAaHMEM H3BECTHBIX METOAWK (cM., Hampumep, Lieberman, Pharmaceutical Dosage
Forms (vols. 1-3, 1992); Lloyd, The Art, Science and Technology of Pharmaceutical
Compounding (1999); Pickar, Dosage Calculations (1999); u Remington: The Science and
Practice of Pharmacy, 20th Edition, 2003, Gennaro, Ed., Lippincott, Williams & Wilkins).

[0073] B KOHTEKCTE MAHHOTO [OKYMEHTE€ TEPMHHBI «IAlMEHT» U «CYOBEKT»
UCTIONB3YIOTCSI KaK B3aMMO3aMEHSIEMble W O3HAYAIOT MJIEKONMUTaroImee (MPEearnoYTHTEIbHO
YeJIOBEKa), KOTOpoe UMeeT 3a00JIeBaHNE WIIH MOTEHLHATBHO MOKET 3a00J1€Th.

[0074] MWcnonp3yemblli B JaHHOM JOKYMEHTE€ TEPMHH «OKOJO»  O3HaudaeT
NpUONM3UTENBHBIA AnUana3oH moc win MuHyc 10% or ykasaHHoro 3HaveHus. Hampumep,
dopmyupoBka «okosio 20%» oxBaTbIBaeT quanaszoH 18-22%.

[0075] B xoHTekcTe NaHHOTO JOKYMEHTAa TEPMMH «IE€PUOJ MOJY>KU3HW» OTHOCHUTCS K
Nepuoay BpPEMEHH, KOTOpeIi Tpedyercs ansd TOro, 4YTOOBl KOJMYECTBO BEINECTBA,

NOJIBEPTaOIIErocs Aerpagaunu (WIM BbIBEACHUIO U3 00paslia MU U3 MAILMEeHTa), YMEHbIINIOCH
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HaIOJIOBUHY.

PexombunanTHbIHM (pakTop Gpon Bunnedpanna (p®@B)

[0076] B HacrosimieM HM300pETEHHH MCIOB3YIOTCS KOMITO3ULIUH, CoaeprKaline (akTop
¢on Bumnebpanga (p®B), s npoduIAKTHUECKOrO JIEUEHUsS 3MH30I0B CIOHTAHHOTO
KpOBOTeUeHHs1 y cyOBekTa ¢ Tskenoit popmoit b®. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHUS
J€YeHHUEe YMEHBIIAeT CTEeNeHb TSDKECTH, YacTOTy BO3HUKHOBEHHs (YacToTy) —W/Win
IPOOJIKUTEIBHOCTD ATIM3010B CIOHTAHHOIO KPOBOTEUEHMSI.

[0077] B omnpeneneHHbIX BapHaHTaxX OCyLIeCTBIeHUs Oenku @PB MoOryt BKIOYAThH
KOHCTPYKLIMIO, HAMIPUMeEDP, NOJIy4YeHHYI0, kKak B WO 1986/06096, onyOnukoBaHHO# 23 OKTSOpsI
1986, u 3asBke Ha mateHT CIIIA Ne 07/559509, nogannoti 23 urons, 1990, va ums Ginsburg et

al. KOTOpast BKJIFOUYCHA B I[aHHbeI AOKYMEHT MOCPEACTBOM CCBLJIKM B OTHOLICHHUU CII0c000B

,
nonydeHus: pekomOuHanTHOro ®@B. @B, mone3HbId Ui HACTOSIIEr0 M300pETEHUs, BKIKOYAET
BCE TOTEHUHAJbHbIE (OPMBI, BKJIIOYAsT MOHOMEpHBbIE W MyJbTHMEpHble (opmbl. OngHOW U3
ocobeHHO noJie3HbIX (hopM DB ABISIOTCS TOMOMYJIBTHMEPHI 110 MEHbLIeH Mepe nByx @B. benku
®B wmoryr ObiTh MO0 OWONOTMYECKH AaKTHUBHBIMU MPOU3BOAHBIMH, JIUOO, €CIU OHH
UCTIONB3YIOTCSI MCKJIIOYUTENIBHO B KadecTBe crabmimuzatopa misa FVII, ®B moxer Obith B
dbopme, He obanaromIet OMOJOTHYECKONM aKTUBHOCTBIO. Takke ciieyeT MOHUMATh, YTO JaHHOE
n300peTeHne OxBaThiBaeT pa3nuyHble (opmbl @B, KOTOppIE MOXHO HCIIOJNB30BaTh B
koMOuHatmu. Hampumep, KOMMo3Wmusi, NOJE3HAs Ui HACTOSINErO H300PETEHHs, MOXKET
COZepKaTh pPa3INYHbIE MYJBTHMEpPBI, pPa3Hble NPOM3BOIAHBIE, a TaK)Ke KaK OHOJIOrMYEeCcKH
aKTUBHbBIE IPOU3BOAHBIE, TAK U IIPOU3BOIHBIE, HE SBJIAIOIUECS OMOJOrMYECKH aKTHBHBIMU.

[0078] Ilpm mnepeuuHOM remoctaze ®B ciyXUT MOCTOM MeXAYy TPOMOOLUTaAMU H
ONpEAENEHHbIMA KOMIIOHEHTaMU BHEKJIETOYHOIO MATPHUKCA, TAaKUMH Kak KOJUIAreH.
buonornueckas aktuBHOCTb ®PB B 3TOM mporecce MOXeT ObITh H3MEpPeHa C ITOMOIIBIO
paznuunbx aHanu3oB in vitro (Turecek et al.,, Semin. Thromb. Hemost. 28: 149-160, 2002).
Ananu3 kodakTopa PUCTOLETHHA OCHOBAaH HA ArryIFOTUHALMU CBEKUX WM (PUKCHPOBAHHBIX
(bopMaTUHOM TPOMOOLIUTOB, MHIYLHUPOBAHHOH aHTUOMOTHKOM PUCTOLIETHHOM B MPHUCYTCTBUHU
OB.

[0079] CteneHp arriOTHHALMN TPOMOOLIMTOB 3aBHCUT OT KOHUEHTpauun ®B u mMoxer
OBITH U3MEpEeHa TYPOUANMETPUYIECKIM METOIOM, HAPUMED, ¢ TIOMOIIbIO arperomerpa (Weiss et
al., J. Clin. Invest. 52: 2708-2716, 1973; Macfarlane et al., Thromb. Diath. Haemorrh. 34: 306-
308, 1975). Bropoii criocod mpencrapisieT coOOW aHANIHU3 CBSI3bIBAHUS KOJUTAT€Ha, OCHOBAHHBIM
Ha TexHojorun MDA (Brown et Bosak, Thromb. Res. 43: 303-311, 1986; Favaloro, Thromb.
Haemost. 83: 127-135, 2000). IInanmeT 11t MUKPOTHTPOBAHUS! MTOKPBHIBAIOT KOJJTareHoM | mum
III Tuna. 3atem @B CBA3BIBAIOT C KOJJIAT€HOBON MOBEPXHOCTBHIO U BIIOCJIEICTBUH ACTEKTUPYIOT
INpU TIOMOILIM TMOJHUKJIOHAJIBHOTO aHTUTeNa, MeueHHoro ¢epmentom. Ilocnenusss craaus
NpeACTaBIsieT COOOH peakiio ¢ cyOCTpaToOM, KOTOPYIO MOKHO (pOoTOMETpUYIEeCKH (PUKCHPOBATh
¢ momoupro cuuThiBaroiero ycrpoiictea MPA. Kak npeaycMOTpeHO B AHHOM AOKYMEHTE,
cneunguyeckass pUCTOLETHH-KopakTopHas akTuBHOCTH ®PB (PB:KP) mno Hacrosmemy

n300peTeHnI0 OOBIMHO onuckiBaeTcs B equHuuax ME/Mkr @B, kak u3smMepeHo ¢ UCTONIb30BaHUEM
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aHaJIN30B 1n Vitro.

[0080] IIpemmymectBo komnosunuii p®@B no Hacrosmemy msobperenmro nepen ndB
3aximovaercs B ToM, uto p@B oOnagaer Gonee BBICOKON yAenbHON aKTHBHOCTHIO, ueM ndB. B
HEKOTOPBIX BapHaHTax ocyluecTsieHus pPB umeeT yaenpHYI0 aKTUBHOCTb IO MEHBLIEH Mepe
okono 20, 22,5, 25, 27,5, 30, 32,5, 35, 37,5, 40, 42,5, 45, 47.5, 50, 52,5, 55, 57.5, 60, 62,5, 65,
67.5, 70, 72,5, 75, 71,5, 80, 82,5, 85, 87,5, 90, 92,5, 95, 97,5, 100, 105, 110, 115, 120, 125, 130,
135, 140, 145, 150 unu 6osnee MEn/MKr.

[0081] p®B mno HacrosmieMy HU300pETEHUIO SIBJISETCST B BBICOKOH CTENeHU
MYJBTUMEPHBIM, cofepskamuM oT okosio 10 mo okosno 40 cyOwpemunuu. B momonHUTENbHBIX
BapHUAHTAX OCYLIECTBICHUSI MyJbTUMEPHBIH pPB, MOMy4YeHHBIH C HCMOIB30BAHHEM CIIOCOOOB O
JaHHOMY u300peTeHuro, comepxkutr okoymo 10-30, 12-28, 14-26, 16-24, 18-22, 20-21
cyObenuanl. B nmomonHuTenbHBIX BapuaHTax —ocywmecteieHus pPB  mpucyrcrByer B
MyJIBTHMEpPAX, pa3Mep KOTOPBIX BAPBUPYET OT AMMEPOB IO MYJIBTUMEPOB, COAEPKAIIUX Ooee
40 cyopenuann (>10 mMmwumoHoB nanbToH). Camble OONbILINE MYJbTHMEPBl 00ECHEUHBAIOT
MHO>KECTBEHHbIE YUaCTKU CBSI3bIBAHUS, KOTOPbIE MOT'YT B3aUMOJIEHCTBOBATh KaK C peLenTopamu
TPOMOOILIUTOB, TaK U C Y4aCTKAMHU MOBPEKACHUS CyO3HIOTEIHAIBHOIO MATPUKCA, W SIBJISFOTCS
HanOosnee remocTatudecku akTHUBHOH (opmoiri ®B. Ilpumeneane ADAMTSI13 co BpemeHeM
pacuierisier CBEpXKpymHble MyJbTUMepbl pPB, HO BO BpeMs MpOU3BOACTBA (Kak MPABUJIO,
IyTEM 3KCIIPECCUU B KYJbTYype KJIETOK) KoMmnosuimu pPB mo HacTosmeMy HM300peTeHHIo, Kak
npaBuwio, He  mnoxaseprarorcs  BosgeiictBuro ADAMTSI3  u  coxpavsioT  CBOKO
BBICOKOMYJIETUMEPHYIO CTPYKTYPY.

[0082] B opHoM BapuaHTe ocyuiecTBieHUs komno3uuus pPB, wucnonse3yemas B
ONMHMCAHHBIX B JAaHHOM JOKyMEHTax crocodax, HUMeeT pacmpenesieHue onauromepos pdPB,
XapakTepusyrIneecs TeM, 4to 95% omuromepoB UMerOT oT 6 cyobpenunmi 10 20 cyobenunuu. B
APYTHUX BapHaHTax OCyllecTBIeHUs komno3uuus p®PB nmeer pacnpenenenue onuromepos pdB,
XapakTepusyroIeecs Tem, 4to 95% OJIMroMepoB MMEIOT AHAana3oH CyObEeAMHHUL, BEIOPAHHBIX U3
BapuaHTOB 458-641, mpuBeneHHbix B Tabmmue 2 WO 2012/171031, koropasi BKIIOYEHA B
TAHHBIN TOKYMEHT ITyTEM CCBIJIKHM BO BCEH CBOEH MOJIHOTE JJIs1 BCEX LENEH.

[0083] B opmHOM BapuwaHTe OCyllecTBIeHUss Komnosunus pdPB wMoxker ObITh
OXapaKkTepHU30BaHA B COOTBETCTBUM C MPOLIEHTHBIM cojaep:kaHueM Mojekyn pdB, koropsie
NPUCYTCTBYIOT B KOHKPETHOM MyJbTuMepe pPB Gonee BbicOkoro mopsizka uin 6osee KpymHOM
MyJpTUMepe. Hanpumep, B OAHOM BapuaHTe OCYyIeCTBJIeHUs MO MeHbluel mepe 20% Monekyn
p®B B kommnosummu p®PB, ucmonb3yemoill B croco0ax, ONMMCAHHBIX B JAHHOM IOKYMEHTE,
NPUCYTCTBYIOT B OJIMTOMEPHOM KOMILIEKCE, COCTOSIIIEM U3 Mo MeHbIueil mepe 10 cyOpenuHui.
B npyrom BapuaHTe ocyuiecTBieHus 1o menbiueil mepe 20% monexkyn p®B B kxommoszuuuu
p®B, ucnonp3yemoii B crmocobax, OMUCAHHBIX B JaHHOM JOKYMEHTE, MpPHCYTCTBYIOT B
OJIUTOMEPHOM KOMIUJIEKCE, COCTOSIeM U3 1o MeHbledl mepe 12 cyObemmauu. B mgpyrux
BapHUaHTax OcCyllecTBIeHUs komnozuuus p®PB, ucnonsdyemas B crocodax, MpeaIoKEeHHBIX B
JAHHOM JTIOKYMEHTE, UMeeT MUHHUMAJIbHBIN MPOLIEHT (Hampumep, UMeeT 1o MeHbIneil mepe X %)

MoJiekys p®PB, npucyTCTBYOIUX B KOHKPETHOM MyibTHMepe pPB Gosee BbICOKOro mopsiaka
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win Ooyee KPYMHOM MyJbTHMepe (Hampumep, MyJbTHMEpEe H3 1O MeHblled wMepe Y
CcyOBenuHuI) corjacHo JroOomy u3 BapwaHtoB 134-457, mpuBeneHHBIX B Tadnwmax 3-5,
KOTOpBIE MOJHOCTBIO BKJIIOUEHBI B JAHHBIN JOKYMEHT IIOCPENCTBOM CChUIKH JJIsl BCEX LiETIeH.

[0084] B cooTBeTCTBUH C BBIIEU3IOXKEHHBIM, komno3uuus p@B, BBogumas cyobekty (¢
wiu 0e3 FVIII), xak nmpaBuio, BKJIIOYAET 3HAUYUTENbHBINA MPOLIEHT BBICOKOMOJNEKYJSIpHBIX (BM)
MysabTUMepoB p®B. B nonosHUTENBHBIX BapuaHTax OCYLIECTBJEHUs Komnosuuus BM
myJspTUMepoB pPB conepxkur nmo menwiueir mepe 10-80% nexkamepos p®B wmiu MynbTHUMEpOB
Oosiee BBICOKOTO TMOPsIAKA. B JOMOSHUTENBHBIX BapHAHTAX OCYINECTBJICHUS KOMITO3ULHSI
conepxut okono 10-95%, 20-90%, 30-85%, 40-80%, 50-75%, 60-70% nexamepoB uau
MyJBTHMEPOB 0OJiee BBICOKOTO TMOPSAAKA. B MOMOJHUTENBHBIX BapUaHTAX OCYLIECTBIICHHS
komnosunusi BM mynstumepos p®B coxep:xur mo MeHblieidl mepe okono 10%, 20%, 30%,
40%, 50%, 60%, 70%, 80%, 90% nekamMepoB WJIU MYJETUMEPOB OOJIEe BHICOKOTO MOPSIIKA.

[0085] Ouenka xonuvecTBa M MPOLEHTHOIO coaepkaHus MyibTHMepoB pPB moxer
OBITh TMpPOBEAECHA C WCIOJb30BAHUEM METOJOB, HW3BECTHBIX B JAaHHOW OOJNACTH TEXHUKH,
BKJIFOUasi, 0€3 OrpaHMYeHHs, METOAbl C HCIOJNb30BAaHUEM JJeKTpodope3a U MeTOoAbl
SKCKJIFO3MOHHOHN Xpomartorpaduu Uit pasneneHus MyabTumepo @B mo pasmepy, Hampumep,
kak obcyxmaercs B Cumming et al,, (J Clin Pathol., 1993 May; 46(5): 470-473, koTopsIit
BKJIIOUEH B JIaHHOE OINHMCAaHHUE MOCPECTBOM CChUIKM ISl BCEX Lieel U, B YaCTHOCTH, AJIs BCEX
pPEKOMEHMALMI, OTHOCALIMXCS K OIeHke MyJabTuMepoB ®B). Takme wetomel MoOryT
JOTIONIHUTENBHO BKJIFOYAaTh METOABl MMMYHOOJIOTTHMHra (TakMe Kak BECTEPH-OJIOTTHHT), NpHU
KOTOPBIX I'€Jb MOABEPTA0T UMMYHOOJIOTTHHTY C IMOMOIIBIO PaHOAKTUBHO MEYEHHOTO aHTHTENA
Kk ®B ¢ nocnenyroumM XeMUIIIOMUHECIIEHTHBIM OOHapykeHueM (cM. Hanpumep Wen et al,,
(1993), J. Clin. Lab. Anal., 7: 317-323, KOTOpbIi MOJHOCTHIO BKJIIOYEH B JAHHOE OMHCAHUE
MOCPEACTBOM CCBUIKM AJII BCEX LIEJEeH U, B YACTHOCTU, OTHOCALIMXCS K OLEHKE MYJBbTUMEPOB
®B). JlononauurenbHble aHAMU3bl HA @B BKITIOYAIOT aHANIN3 akTUBHOCTH aHTureHa ®B (OB:Ar),
pucrouetun-kopakTopHoii aktuBHocTH ®B (®PB:KP) um aHamu3 KoJUIareHCBSI3bIBAIOILEH
aktuBHocTH ®B (®B:KCA), KOTOpBIE YacTO HMCHOJB3YIOTCS Ui JUATHOCTUKU |
kiaccudukanun 6onesnu ¢pon Bumnebpanna (cMm., Hanpumep, Favaloro et al., Pathology, 1997,
29(4): 341-456, KOTOpBII HACTOSIIIAM BKJIIOYEH MOCPEACTBOM CCBHUIKUA B TOJHOM OOBeMe IS
BCEX IIeJiell 1, B YaCTHOCTH, IS BCEX METOMMK, CBSI3aHHBIX ¢ aHajau3amMu Ha @B).

[0086] B nomONHUTENPHBIX BapHAHTAX OCYIIECTBIEHHs MyJbTUMepbl pPB Oonee
BBICOKOTO TIOPsi/IKA MO JAHHOMY H300peTeHUI0 CTabMIIbHBI B T€YeHHE OT OKoJo 1 10 okomno 90
94acoB TMOCJTE BBEACHHUS. B npyrux BapuaHTax OCYINECTBIECHUs MyJbTHMepsl pPB Oonee
BBICOKOTO MOpsiika CTaOMIIbHBI B Te4eHne okojio 5-80, 10-70, 15-60, 20-50, 25-40, 30-35 yqacos
1oCJie BBEIEHUs. B Ipyrux BapuaHTax OCYLIECTBIEHHUs MyJbTHMepbl pPB Oosee BBICOKOTO
Nopsiika CTaOWJIbHBI B TeUEHHE MO MeHbined mepe 3, 6, 12, 18, 24, 36, 48, 72 ywacoB mocine
BBEICHNS. B HEKOTOPBIX BapHaHTaX OCYLIECTBIIEHHs OLIEHUBAETCS CTAOMJIBHOCTb MYJIETUMEPOB
p®PB in vitro.

[0087] B ogHOM BapuaHTe OCyLIeCTBICHHUs MyJbTUMepbl pPB Goee BBICOKOro nopsiaka,

HUCIIOJIB3YEMbBIE B KOMIIO3UIUAX U cnoco6ax, NPEAJIONKECHHBIX B AAHHOM JOKYMECHTC, UMCIOT
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NEepPUOJ MOJY>KU3HHU, COCTABJISIOIUI MO0 MeHblIe Mepe 12 gacos mocie BBeaeHus. B npyrom
BapUaHTE OCYINECTBJIEHUS MyJbTUMepbl pPB Oomee BBICOKOro mopsiika HMEIOT TMEPHOA
MOJTy>KU3HH, COCTABJISIFOLIUI 0 MEHbILIEH Mepe 24 yaca nocie BeefeHus. B apyrux BapuaHTax
OCYILIECTBIIEHHUsI MyJbTUMepbl pPB Oojiee BHICOKOrO MOpPsAAKa MMEIOT MEPUOJ IONY>KHU3HH,
BbIOpaHHBINA U3 BapuaHTOB OT 042 no 1045, nmpuBeaeHHpx B Tabmuue 6 n3 WO 2012/171031,
KOTOpasi BKJIFOUEHA B AAHHBIN JOKYMEHT IOCPEACTBOM CCBUIKH BO BCEH CBOEH MOJIHOTE JJIsl BCEX
Lenen.

[0088] B koHkpeTHbIX acniekTax pPB (pekOMOWHAHTHBIN WM TOJTYYEHHBIN U3 MJIa3Mbl),
UCTIONB3YEMBIH B COOTBETCTBUH C HACTOSLIMM H300peTeHHeM, He MOAM(PHLHUPOBAH HUKAKHUMH
MOIU(HUKAIMAMUA KOHBIOTALWY, TOCTTPAHCISIMEN I KOBAJIEHTHBIMH Momudukarmsmu. B
KOHKPETHBIX ~BapHaHTax ocymectsieHuss pPB mo Hacrosimemy H300pEeTeHHIO  He
MOOU(HUIMPOBAH  BOAOPACTBOPHUMBIM  MOJUMEPOM,  BKJIIOYas, 0O€3  OrpaHUYeHus,
nojmsTiwieHrukonb  (I19I0),  moMUmpONMICHINIMKONb, TOJHOKCHAIKUIICH, MOJHCHAJIOBYIO
KHCJIOTY, THAPOKCUIISTHIIKPAXMaJI, TIOJNYTIEBOAHBIN (parMeHT U TOMy Mogo0Hoe.

[0089] B nmpyrux acmektax p®B (pekoMOMHAHTHBI WM TMOJNYYEHHBIH W3 TUIA3MBI),
UCTIONB3YEMBIH B COOTBETCTBUU C HACTOSIIMM H300peTeHHeM, MOTU(HUIIMPOBAH MOCPEICTBOM
KOHBIOTAINH, TOCTTPAHCIILMOHHON MOAU(DHUKALIMH HJIM KOBAJEHTHOW MOAN(DUKALINY, BKIFOYAS
momudukarmu N- mmr C-KOHLEBBIX OCTATKOB, & TakXke MOAMU(UKALNHN BBIOPAHHBIX OOKOBBIX
Lernel, HampuMep, y CBOOOIHBIX CyJb(THIPHIBHBIX TPYMI, NEPBUYHbIX aMHHOB U
TUIPOKCWIBHBIX TpyInIi. B OnHOM BapuaHTe OCYIIECTBJIEHUS BOJOPACTBOPUMBIN MOJIHUMED
CBsI3aH C OeNKOM (HarpsIMyr0 WJIHM Yepe3 JIMHKEP) JIM3UHOBOH IPYINON WIIN APYTHUM NEPBUYHBIM
amMuHOM. B onHOM BapuanTe ocyuectsiaeHus Oenku p@B no HacTosieMy H300peTeHNI0 MOTYT
ObITb MOIU(ULIMPOBAHBI TyTEM KOHBIOTAILIMU C BOJOPACTBOPHMBIM MOJMMEPOM, BKJIIOUasi, Oe3
orpaHndenus, nonudTWwiIeHrMkonp  (II9I7), MOMMNPONMIEHITINKOb,  MOJHOKCHAIKHIIIEH,
HOJIMCUATIOBYIO KUCJIOTY, THUAPOKCHII-3THUIIKpaxXMajl, MOJHYIJIEBOAHBI (pParMeHT H TOMY
nopobHoe.

[0090] BonmopacTBOpHMBbIE TOJMMEPHI, KOTOPbIE MOTYT OBITb HCIIOJNb30BAHBI IS
momudukaimu p@B w/mmm FVII, BrIOYAaOT JHMHEHHBIE W Pa3BETBIEHHBIE CTPYKTYPBL
KoHBIOTHPOBaHHBIE TMOJIUMEPbI MOTYT OBITh MPHCOSOUHEHbI HEMOCPEICTBEHHO K Oeikam
KOAryJsiMM 1O HM300pPETeHUI0 WJIH, aJlbTEePHATUBHO, MOTYT OBITh NPUCOCAMHEHBI 4Yepes3
cBs3bIBaOIMil  ¢parMeHT. HeorpaHuuuBaromue TpPUMEPbl  KOHBIOTaMUM  OEJKOB  C
BOJOPACTBOPUMBIMH TOJIUMepaMyd MOKHO HaWtu B mareHTax CIIIA Ne 4640835; 4496689;
4301144; 4670417, 4791192 u 4179337, a Takke B Abuchowski and Davis “Enzymes as Drugs,”
Holcenberg and Roberts, Eds., pp. 367-383, John Wiley and Sons, New York (1981), u
Hermanson G., Bioconjugate Techniques 2nd Ed., Academic Press, Inc. 2008.

[0091] Konbroraumsi O€nKOB MOXET OBITh BBINOJIHEHA C TOMOLIBK psa XOPOIIO
W3BECTHBIX B JAHHOW OOJIACTH TEXHUKH METOAOB, Hampumep, cM. Hermanson G., Bioconjugate
Techniques 2nd Ed., Academic Press, Inc. 2008. IIpuMepbl BKIIOYAIOT CBSI3b Yepe3 MENTHIHYIO
CBSI3b MEXIy KapOOKCHJIBHOH TIpYyNIod Ha OXHOM M3 OENKOB KOAryJsiuH — HJIH

BOJIOPACTBOPUMOTO TOJIMMEPHOro (parMeHTa U aMUHOTPYIION APYroro, UK CIOKHOI(PUPHYIO
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CBSI3b MEXIY KapOOKCHJIbHOM TPYINOW OIHOTO W TMAPOKCHIIBHOW rpymmoi apyroro. Jpyras
CBSI3b, C TOMOINBI0 KOTOPOH OENOK KOaryJsiuu IO JaHHOMY H300PETEHHIO MOXKET OBITh
KOHBIOTHPOBAH C BOJOPACTBOPUMBIM TIOJMMEPHBIM COEJUHEHHEM, OCYINECTBIIAETCS uepes
ocHoBanue Illudda mexny cBOOONHON aMHHOTIPYIIONW HA TOJUMEPHOM YacTH, KOTOpas
pearupyer ¢ aJbJeruIHON IpynIoi, oOpa3oBaHHOHN HA HEBOCCTAHABIIMBAIOLIEM KOHLIE MTOJHMMEPa
npu oMoty okucieHus nepuonarom (Jennings and Lugowski, J. Immunol. 1981; 127:1011-8;
Femandes and Gregonradis, Biochim Biophys Acta. 1997; 1341; 26-34). O6pa3oBaBiueecs
ocHoBanue Iudda MoKHO cTAOUIM3UPOBATH CHEHU(PUISCKHM BOCCTAHOBIEHHEM C MOMOIIBIO
NaCNBH; ¢ oOpa3oBaHHeM BTOPUYHOTO aMHHA. AJIbTEPHATHBHBIM TMOIXOIOM SIBJISIETCSI
NOJIy4eHHE KOHLIEBBIX CBOOOAHBIX AMHUHOTPYII HA MOJUMEPE MyTeM BOCCTAHOBUTEJILHOTO
amuanpoBanusi ¢ NH4Cl mocne npensapurenbHOro okucieHusi. budyHKInOHAIbHbBIE PeareHThI
MOJKHO HCTIOJIB30BATh ISl CBSI3bIBAHHUS ABYX AMHMHO WJIM JIBYyX THJIPOKCHUJIBHBIX TPYIIIL.
Hanpuwmep, nonumep, coneprkamuii aMUHOTPYIIY, MOJKET OBITh CBSI3aH C aMUHOTPYMIION Oeka
KOaryJsiuu c IIOMOLIBIO TaKUX peareHToB, KaK BS3
(6uc(cynmpdpocykumanmunmn)cyoepat/Pierce, r. Pokdopn, mrat Munoiic, CIITA). Kpome Toro,
rerepoOn(yHKIIMOHAIbHBIE CIIMBAKOLINE peareHThl, Takue kak cyiabPpo-EMCS (N-sncunon-
MaJIEMMHIOKAIIPOUIIOKCH)  CIOXKHBIM  3¢up  cynbdocykumnumuna/Pierce), ™Moryt ObITh
UCTIONb30BAHBL, HANpPUMeEp, MJs CBS3BIBAHWS AaMHUHOBBIX W THOJIOBBIX TIpymmn. B apyrux
BapUAHTaX OCYLIECTBJEHHs IPYIa, PEArHpyIoLas ¢ ajbIeruoM, Takas Kak amkokcuna [10I
ioc nuaTuianerans Opomaneranpaeruaa; [191 mmoc IMCO u yKCyCHBIN aHTHAPHUL, & TaKXKe
IIOI' xnopun 1uroc QeHOKCua 4-ruapoKCHOEH3aNbAeruaa, CYKUNHUMHIWIOBBIE AKTHBHBIE
CJIOJKHBIE 3¢upsl, AKTUBHUPOBAHHBIN TUTHOKApOOHATHBIN 1197, 2,4,5-
Tpuxnoppenmixnoppopmuar u Il-Hutpodenunxioppopmuar, akrusuposansbsiii 137, moryT
OBITb UCTIONB30BAHBI B KOHBIOTALUH KOAT'YJIILIUOHHOTO OeJTKa.

[0092] B Hexortopbix acnekrax p®PB, ucronp3yemslii B crnocobax IO HACTOSLIEMY
u300peTeHno, co3peBall in vitro mox aeiictBueM (ypuHa. B IOMONHUTENbHBIX BapUaHTaX
OCyIIEeCTBIIEHHsI ()YPUH MPENCTABIAET COO0H PEKOMOMHAHTHBIN (PYypHH.

[0093] B nomonuutenpHbIX acriektax p®PB, ucnonb3yemblii B cnocobax Mo JTaHHOMY
N300pEeTEeHNI0, TPONYLHPYETCS MyTeM OKCIPECCHH B KYJbType KJIETOK MIIEKOMHUTAKOIINX C
UCTIOJIb30BAHUEM CIIOCOOOB, M3BECTHBIX B TAHHOH 00JIaCTH TEXHUKU. B KOHKPETHBIX BapHaHTaX
OCYIIECTBIIEHHs] KyJbTypa Miekonurarommx copepxkut kietku CHO. B wmmoctpatuBHOM
BapuaHre ocymectieHus p®@B Bximodaer Oenok p®PB, BBIAENEHHBIH W3 CUCTEMBI SKCIIPECCHH
kierok CHO. B 1omonHUTENbHOM BapHaHTe OCYINECTBICHUS yAAJeHHWE MPOIENTHAA
NPOUCXOANWT in vitro myTtem Bo3xeklcTBusi npo-OB Ha ¢ypuH, B eme OTHOM BapUaHTE
OCYIIECTBIIEHHUsT (PYPHH, MCIOJIB3YEMbIH JUIs YIAJleHHs NPONENTHIA, NPEACTaBIsieT CoOOit
pekoMOMHaHTHBIH (ypuH. B eme ogHOM BapuaHTe  OCYLIECTBIEHUS  ITOJHOCTBHIO
TJIUKO3MIIMPOBAHHBIE TNIMKAHBY TIIUKaHb! rpynnsl KpoBu ABO orcyrcTByIOT.

[0094] B npyrux DOMOJHUTENbHBIX BapHaHTax ocyliecTBieHus pPB, ucnonbpzyemelii B
croco0ax M KOMIO3HMLMSAX IO HACTOSIIEMY H300PETEeHHIO, SKCIPECCHPYETCs] B IMOIXOASIIEH

SYKapUOTUYECKOH cucTeMe Xxo3suHa. [Ipumeprl 5yKapHOTHYECKUX KJIETOK BKJIIOYANOT, 0e3
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orpaHudeHus, kiuetku muekonuraromux, takue kak CHO, COS, HEK 293, BHK, SK-Hep u
HepG2; xnerkun Hacexombix, Hanpumep kietku SFO, knerku SF21, knerku S2 u xnerku High
Five, u knerku nposxoked, Hampumep kietku Saccharomyces mmu Schizosaccharomyces. B
OIHOM BapHuaHTe ocyLecTBiIeHuss OB MOXKeT SKCIpPecCUpOBaThCs B KIIETKAX IPOXKIKEH, KIETKaX
HACEKOMBIX, KJIETKaX ITHUL], KJIETKAaX MJIEKOMUTAIoIuX Hu T.n. Hampumep, B JUHMM KJIETOK
YeJIOBEeKa, JIMHUM KJIETOK XOMsIKa WJIM JIMHUM KJIETOK MBIIU. B OJHOM KOHKPETHOM BapHaHTE
OCYLIECTBJICHHs JIMHUS KJIETOK npencrasisier codoi juamio kiaerok CHO, BHK wmmm HEK.
OObIMHO KJETKH MJjeKonuTarimux, Hampumep, kietku CHO u3 HenmpepbIBHOW KJIETOYHOM
JIMHWUH, MOTYT UCTIOJIb30BaThCs It SKcnpeccnu OB no naHHOMy n300peTeHuto.

[0095] B HekoTOpBIX BapuaHTaX OCYIIECTBJICHHS IOCIEIOBATEIbHOCTh HYKJIEUMHOBOU
KHCJIOTBI, COAep Kaliasi MOCIeOBATENbHOCTb, Koaupyouyw @B, moxer npencraBisate codoit
BeKkTOp. BekTop MokeT OBITH JOCTaBJI€H BUPYCOM WJIM MOXKET OBITh IUIA3MUIOH.
ITocnenoBaTeabHOCTh HYKJIEHHOBOW KHCIOTBI, KOJUPYIOIAs OEJIOK, MOXKET ObITb KOHKPETHBIM
T'€HOM HJIH ero OMoiorndecky (PyHKIHMOHAIBHONW 4acThi0. B OHOM BapHwaHTe OCYILIECTBICHUS
Oenok mpexacraByisieT coOOH MO MeHbIIEH Mepe OHOJNIOTMYECKH akTHBHYK dacTte DB, Jlns
skcripeccun @B MOXXKHO HMCHONB30BaTh LIMPOKHH CIEKTP BEKTOPOB, KOTOPBIE MOTYT OBITh
BBIOPaHbI W3 JYKAPHOTHYECKHMX BEKTOPOB  OKCmpeccu. llpumepbl  BEKTOpOB 1T
SYKAPUOTHUYECKON SKCIPECCHUU BKJIFOYAIOT: (1) BEKTOPBI IJIST SKCIPECCUU B IPOKIKAX, TAKHE KaK
pAO, pPIC, pYES, pMET, ¢ ucnons3oBanueMm Takux npomoropos, kak AOX1, GAP, GALI,
AUGI1 u t.1.; (1) BEKTOPBI AJIs1 S3KCIPECCHU B KJIETKaX HACEKOMBIX, Takue kak pMT, pAcS, pIB,
pMIB, pBAC u T.11., ¢ ucnosnp3oBanueM npomMotopoB, Takux kak PH, pl0, MT, AcS5, OplE2,
gp64, polh u T.1., u (ii1) BEKTOPBI UL SKCIPECCUU B KIJIETKAX MIEKOMHUTAIOLINX, TaKHE Kak
pSVL, pCMV, pRc/RSV, pcDNA3, pBPV u 1.1, U BeKTOpbHI, NOJy4YEHHbIE U3 BUPYCHBIX
CHCTEM, TAKUX KaK BHUPYC OCIOBAKIMHBI, aJ€HOACCOLMHUPOBAHHBIE BUPYCHI, BUPYCHI reprieca,
PETPOBUPYCHI U T.1., C UCIIONIB30BaHUEM ITPOMOTOpOB. Takue kak CMV, SV40, EF-1, UbC, RSV,
ADYV, BPV u B-axktus.

[0096] B HeKkOTOpbIX BapuUaHTaX OCYINECTBJIEHUS HACTOSILIETO HW300pETeHMsI
NOCJIEIOBATEIbBHOCTh ~ HYKJIEMHOBOM ~ KHCJIOTBI  JIOMOJHHUTENBHO  CONEPIKUT  JAPYTHUe
NOCJIEIOBATEIbHOCTH, TOAXOIINNE Ui KOHTPOJIMPYEMOH SKcrpeccHu Oenka, Takue Kak
MPOMOTOPHBIE  TOCNIEAOBATENBHOCTH, dHXaHCepbl, TATA-OOKCH, CalThl WUHUIUALUH
TPAHCKPHUIILMY,  TOJHJIUHKEpPbI,  CAaHTBl  PECTPUKLMH,  TOJH-A-TIOCIEAOBATEIBHOCTH,
NOCJIEIOBATENIbHOCTH TPOLIECCUHTa Oenka, Mapkepbl oTOopa M TOMYy NOAOOHOE, KOTOpbIE
OOBIYHO MU3BECTHBI CIIEHAJIICTY B JAHHOH 00J1aCTH TEXHHKHL.

[0097] B ompeneneHHBIX BAPHAHTAX OCYIIECTBJIEHUS CIIOCOOBI KYJIbTUBUPOBAHHS KJIETOK
MOTYT BKJIFOYAThb MPHUMEHEHHE MHKPOHOCHTENS. B HEKOTOpBIX BapuaHTaX OCYILIECTBICHUS
KYJIBTYPBI KJIETOK MOTYT OBbITh BBITIOJHEHBI B OOJBIINX OHOPEAKTOpax B YCJIOBHSIX, MOAXOISAIINX
s obecnieueHHust OOJBINMX YAENBHBIX 1O O0BEMY IUIOLIA/ell MOBEPXHOCTH KYJIBTYPBI JJIS
TOCTH)KEHUS! BBICOKOH TIOTHOCTH KJIETOK M dKcnpeccuu Oenka. OnHIM U3 CpeacTB obecneueHus
TAKUX YCIIOBUH POCTA SIBJISIETCS UCTIOIb30BAHNE MUKPOHOCHUTENEH AJIst KYJIbTHBUPOBAHUS KIIETOK

B Omopeaktopax ¢ Memaynkod. KoHuenuus pocta KJI€TOK Ha MUKPOHOCHUTENSIX Oblila BIIEPBbIC



17

orucana van Wezel (van Wezel, A. L., Nature 216:64-5 (1967)) u no3BossieT NPHUKPEIUIATH
KJIETKH K MTOBEPXHOCTH MEJIKUX TBEPABIX YaCTHUL], B3BELICHHBbIX B CPele AJIs BHIPAIUBAHUS. DTH
METO/bl 00ECHEeYNBAIOT BBICOKOE COOTHOIIEHHE MOBEPXHOCTH K OObEMy H, TaKUM 00pas3om,
NO3BOJISIIOT 3¢ (EKTUBHO HCIOJB30BATh MUTATENbHbIE BellecTBa. Kpome TOro, s sKCrpeccuu
CEKPETHPYEeMbIX OENIKOB B JIMHUSX OSYKAPUOTUYECKUX KJIETOK YBEJIHMYEHHOE COOTHOIIEHHE
IOBEPXHOCTH K O0OBEMy TMO3BOJIIET HOCTHYb 0OJiee BBICOKUX YPOBHEH CeKpeLuu Wu,
CIIeOBaTeNbHO, OoJjiee BBICOKMX BBIXOZOB O€JKOB B CymepHaTaHTe KynbTypbl. Hakowew, 3tu
METO/IbI MO3BOJISIFOT JIETKO HAPAIUBATh SYKAPUOTUIECKUE SKCIIPECCUOHHBIE KYJIbTYPHI.

[0098] Knerku, skxcnpeccupyromnue @B, mMoryT ObITh CBsi3aHbI €O CHEPUYECKUM WU
MOPUCTBIM MHUKPOHOCHUTENIEM BO BPEMS POCTa KYJIBTYPbI KJIETOK. MUKPOHOCUTENIb MOXET OBITh
MHUKPOHOCHUTEIIEM, BBIOPAHHBIM M3 TPYIIBI MUKPOHOCHTENIEH Ha OCHOBE JIEKCTPaHA, KOJUIareHa,
TUTACTHKA, YKEeJIATHHA U LEJUTFOJIO3bI M APYrux, Kak onucaHo B Butler (1988. In: Spier & Griftiths,
Animal Cell Biotechnology 3:283-303). Tak>ke BO3MOKHO BBIPAIIMBATh KJIETKH 10 OMOMACChl HA
cepruIeckux MUKPOHOCHTENSIX U CYOKYJIBTUBHPOBATD KJIETKH, KOTJIa OHU JOCTHTAI0T KOHEYHOM
Omomaccel (epMeHTEpa W 10 NPOAYKIHH SKCIPECCHPOBAHHOTO Oejka Ha IOPUCTOM
MHUKpOHOcHUTeNe, uin HaoOopot. Iloaxonsamme chepuaeckrie MUKPOHOCHTENN MOTYT BKJIIOYATh
MUKPOHOCHUTEJN C TJIaIKOH MOBEPXHOCTHIO, Takue kak Cytodex™ 1, Cytodex™ 2 u Cytode™ 3
(GE Healthcare), u Mmakponopucteie Mukponocutenu, Takue kak Cytopore™ 1, Cytopore™ 2,
Cytoline™ 1 u Cytoline™ 2 (GE Healthcare).

[0099] B HekoTopbIx BapuaHTax ocyluecTBieHus pPB skcrpeccupyercs B KieTKax,
KYJIbTUBHPYEMBbIX B Cpele A KyJbTHBHPOBAaHHUS KIETOK, KoTopas mnpoayuupyer p®B c
BBICOKON MOJIEKYJIIPHON Maccoi. TepMUHBI «pacTBOP Uil KyJIbTUBUPOBAHUS KIIETOK», «Cpena
WIN Cpenbl JUIsl KyJIbTUBHPOBAHUS KJIETOK» U «CYNMEPHATAHT KYJbTYPbI KJIETOK» OTHOCSTCS K
acIeKTaM MPOLIECCOB KyJIbTUBHPOBAHHS KIIETOK, OOBIMHO XOPOIIO W3BECTHBIM B JAHHOW 00J1acTH
TEeXHUKH. B KOHTEKCTe HACTOSIEro n300peTeHns: pacTBOP KYyJIbTYphl KJIETOK MOKET BKJIIOYATh
cpeny IUIsl KyJbTUBUPOBAHHS KIETOK M CyNepHATAHT KyJbTypbl kierok. Cpenma s
KYJIbTUBUPOBAHUSI KJIETOK NOOABISsIETCS M3BHE K PACTBOPY JMJISl KYJbTHBHPOBAHUS KIIETOK,
HeoOs13aTeNIbHO BMeCTe ¢ J00aBKaMM, Uit OOECIEYeHHMs IHUTATENbHBIX BELIECTB W IPYTUX
KOMITOHEHTOB JJIs1 KyJIbTUBUPOBAHHUS KJIETOK, SKcnpeccupyromux @B. CynepHaTaHT KJI€TOYHON
KYJIBTYPBl OTHOCHTCSI K PACTBOPY KJIETOYHOH KYJBTYpPBI, COAEPIKALIEMY MTUTATEIbHbBIE BEIECTBA
U JIpyrue KOMIIOHEHTBl W3 KJIETOYHOW KYJIbTYPaJIbHOW Cpembl, a TakXe TPOOYKTBHI,
BBICBOOOKIaeMble, METa0OMM3UPYIOIHUECS] W/WIM BBIBOAUMBIE M3 KIETOK BO BpeMs
KYJIbTUBHPOBAHUS. B TOMONHUTENBHBIX BApHAHTAX OCYLIECTBJICHUS Cpela MOXKET HE CONEpIKaTh
OENKOB JKMBOTHBIX M UMETh OINpPENeNeHHBbIH XUMHUeCKUH coctaB. CriocoObl MPHUTrOTOBJIECHHS
KYJIbTYPaJIbHONH Cpenbl ONpPENeIeHHOT0 XHMHYECKOTO COCTaBa, HE COAepiKameill KHUBOTHBIX
OenkoB, W3BECTHBI B JaHHOW obOmacth TexHHWKH, Hampumep, B US 2008/0009040 u US
2007/0212770, koTopble 006a BKJIIOYEHBI B JAHHBIH JOKYMEHT JJIsl BCEX LEJiel W, B YaCTHOCTH,
Il BCeX OOBEKTOB, CBA3AHHBIX CO CpeJaMM IUIsl KyJbTUBUpPOBaHMs KieTok. «He comepxut
Oenmka» U POACTBEHHBIE TEPMMHBI OTHOCATCA K O€NKy, KOTOPBIH MPOUCXOIUT M3 HCTOYHHUKA,

OK30Ir€HHOro mnoO OTHOLICHUIO K KIETKaM B KYJIbTYpE HWIIHN OTJIUYHOTO OT HHX, KOTOPBIC
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€CTECTBEHHBIM 00pa30M BBIACISIOT OEJIKH BO BpeMsl pocTa. B apyrom BapmaHTe OCyIIECTBIEHHS
KyJIbTypajibHasi Cpela He COAEPKUT NONMIIENTHIOB. B 1pyrom BapuaHTe OCYIIECTBIIECHHS
KyJbTypajibHasi Cpena He COAEPKUT CHIBOPOTKH. B 1pyrom BapuaHTe OCYLIECTBIICHHS
KyJIBTypajibHasi Cpefja He COAEP>KUT OeNKOB KMBOTHBIX. B IpyroM BapmaHTe OCYLIECTBIEHUS
KyJIBTypajibHasl Cpefa He CONEP>KUT KOMIIOHEHTOB >KMBOTHOIO MpPOHMCXOXKAEHHA. B nmpyrom
BapUAHTE OCYLIECTBJICHHS KyJbTYpaJbHAs CpPeaa CONEPXKHUT OJIOK, HalpuMep >KUBOTHBIN OeJok
U3 CBIBOPOTKH, TAKOH Kak (peTajbHasi ChIBOPOTKA TeJIeHKa. B TpyroMm BapuaHTe OCYINECTBICHUS
B KYJbTYypy 9K30T€HHO J1o00aBjiieHbl pekoMOuHaHTHbie Oenku. B apyrom BapuaHTte
OCYIIECTBJICHUS] OEJNKM TMOJNiydYeHbl OT CePTH(PHUIMPOBAHHOTO >KMUBOTHOTO, CBOOOJHOTO OT
natoreHoB. Mcnojp3yeMblii B JAHHOM JOKYMEHTE TEPMHUH «XUMHUYECKU OINpPeNeICHHbIN
O3HA4YaeT, 4YTO Cpena He CONEPKUT KaKUX-TMOO HEONpeneeHHbIX I00aBOK, TaKHX Kak,
HampuMep, SKCTPAKTbl KOMIIOHEHTOB JKMBOTHBIX, OPTaHOB, JK€Je3, PACTEHUH WM APONOKEH.
COOTBETCTBEHHO, KaX/Iblii KOMIIOHEHT XUMHYECKH ONPENEICHHOW Cpelnbl TOUYHO omnpenenieH. B
NPEATIOUYTUTENIbHOM BapUaHTE OCYIIECTBIEHHs CPeIObl HE CONEpPKaT KOMIIOHEHTOB JKHBOTHOTO
MPOMCXOXKIEHUS 1 OEITKOB.

[00100] B nmpyrux BapuaHTax OCYILECTBJIEHMs IOCJIE OUHUCTKU U3 KyJbTYPbl KJIETOK
maexonurtaromux rFVIII BoccraHaBnmuBarOT mepen BBEAEHHEM. B Ipyrux IOMOJHUTENBHBIX
BapuaHTax ocymecTtsieHuss p@B oOpabarbiBatoT GypHHOM 10 MM MOCTE BOCCTAHOBJIEHUS. B
JOTIONTHUTENIBHBIX BapHAHTAX OCYLIECTBJICHUS (DYPHUH MPENCTaBisieT COOOW PEeKOMOMHAHTHBIN
¢bypun. B nomonHuTENbHBIX BapuaHTax ocyuiectieHus p@B He moxBepraercs BO3IEHCTBHIO
ADAMTSI13, B pesyabprare uHero B KoMmmo3uuusix pP®B mo m3obpereHnio MPUCYTCTBYIOT
CBEpXKpyMHbIe (T.€. cocTosmue u3 10 umm Oonee CyObeauHMLI).

[00101] B xonkperHbIx acmektax p®PB, mcrnonp3yemslii B cnocobax MO HACTOSILEMY
N300pETeHNI0, COAEPIKUTCS B COCTaBe, comepskaiieM Oydep, caxap W/WINM CaXapHbId CIHPT
(Bxirouasi, 0e3 OrpaHHYEHHs], TPerajoly U MaHHUT), cTabwim3atop (TakoH Kak TJIHMLUH) |
MOBEPXHOCTHO-aKTHBHOE BEINECTBO (Takoe Kak nonucopdar 80). B monoIHUTENbHBIX BapUaHTaX
OCYILECTBJIEHUs, 1Jis1 COCTaBOB, coaepskamux rEVIIL, coctaB MOXeT JONMONTHUTENBHO COAEPKATh
HATPU, TUCTUJIUH, KaJbLUNU U TJTyTaTHOH.

[00102] B omHOM acmekte coctaBbl, copepxkaumue pPB, nuopmmmzupyroT nepen
BBeIcHHEM. JInouaM3anmo NPoOBOAAT ¢ UCMOJIB30BAHUEM OOIICTIPUHATHIX B JAHHOHW 00JIAcTH
TEXHUKH METOJIOB U JOJDKHA OBITh ONTUMHU3UpPOBaHA AJsl pa3padbarbiBaeMoil kommnosunuu [Tang
et al., Pharm Res. 21:191-200. (2004) u Chang et al., Pharm Res. 13:243-9 (1996)].

[00103] CrniocoObl moyderus (hapMareBTHUECKHX COCTABOB MOTYT BKJIFOYATh ONHY WJIH
Ooniee U3 CAENYIOMINX CTAAUi: NOOaBIeHHE CTAOMITH3UPYIOIIEro areHTa, Kak OMMCAHO B JAHHOM
IOKYMEHTE, K YKa3aHHOH cMecH repen tuodumusanueii, 1o0aBieHe o MEHbLIEH Mepe OTHOTO
areHTa, BEIOPAHHOTO M3 00BEMO0OOPA3YIOIIEro areHTa, areHTa, PeryJupyromero OCMOJSUIbBHOCTD,
U TOBEPXHOCTHO-AaKTUBHOI'O BEINECTBA, KAXIbI W3 KOTOPBIX, KaK ONHUCAHO B IaHHOM
NOKYMEHTE, K YKa3aHHOU cMecu niepen smoduimsanueii. JlnodummsnpoBanHblil COCTaB, B OJHOM
acreKTe, N0 MEHbIIEH Mepe, COCTOUT M3 ONHOro wuim 6osee u3 Oydepa, oObeMoobpasyroIIero

arcHira 1 CTa6I/IJ'lI/I3aTOpa. B 3TOM acmekte moJIe3HOCTH NMOBEPXHOCTHO-aKTHUBHOI'O BCIICCTBA
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OLIEHUBAIOT U BBIOMPAIOT B CIIydasX, KOTAA arperamus BO BpeMs CTaAUN JTHOQUIH3aLUN UITH BO
BpEMs1 BOCCTAHOBJIEHHsI CTaHOBHTCS npodiemoil. CoorBercTByrOIMi Oy(epHBIil areHT BKIIOUEH
11 IOAAeP>KaHUsI COCTaBa B cTaOUIIbHBIX Npenenax pH Bo Bpems nuodunmszanuu.

[00104] CranmapTHass NpakTHKa BOCCTAHOBJEHMs JHO(DUIM3HPOBAHHOIO MaTepHasa
3aKJIF0o4aeTcs B 1o0aBieHHH 00beMa YHCTON BOIBI MM CTEPUIIbHON BOIbI i nHbekui (WFI)
(0OBIMHO 3KBHBAJIEHTHOTO 00BEMY, YIAIIEMOMY BO BpeMs JTHO(GHIM3aLUK), XOTs pa30aBIeHHbIE
pacTBOpbl  AHTHOAKTEPHAIbHBIX  AreHTOB  MHOINA  HCIOJB3YKOTCS B IIPOU3BOJICTBE
(hapMaleBTHYECKUX MPenaparoB s napenrepanbHoro Beeaenus [Chen, Drug Development and
Industrial Pharmacy, 18:1311-1354 (1992)]. CoOTBETCTBEHHO, TPENJIOKEHBI CIIOCOOBI
NPUTOTOBJICHUS BOCCTAHOBJICHHBIX KOMITO3ULIMN peKkoMOnHaHTHOro @B, BKIIIOYAIOIINE CTAIHIO
nobasyieHus1 paz0aBUTENs] K JHOPWIM3HPOBAHHONW KOMIO3MLMHU pekomMOuHaHnTHOro ®B mo
NU300pETEHUIO.

[00105] JInodunuszupoBaHHBI MaTepuan MOKET OBITh BOCCTAHOBJIEH B BHIE BOIHOTO
pactBopa. PasHooOpa3Hble BOAHbIE HOCHTENH, HATIPUMED, CTEPHUIIbHASI BOAA JJIsl HHBEKLUH, BOJA
C KOHCEPBAaHTAMM JUII MHOTOKPATHOTO HCIOJB30BAHUS HIJIM BOAA C COOTBETCTBYIOLIMMHU
KOJINYECTBAMH TIOBEPXHOCTHO-aKTUBHBIX BEINECTB (HampuMep, BOAHAsl CYCIIEH3Us, KOTOpas
COIEPKUT aKTHBHOE COEAMHEHHE B CMECH C SKCLMIMUEHTAMH, MOIXOASIIUMHI ISl TPOU3BONICTBA
BOJIHBIX CyCHeH3uil). B pa3nuyHbIX acrmekrax Takhe OSKCIMIIUEHTH MPEICTABISIFOT COOOH
CYCHEHIUPYIOIINE areHThl, HampuMep, HO Oe3 OrpaHuuYeHHs, KapOOKCHMETHIILIEIUTIONO03Y
HATPUs,  METWILEJUIOJIO3y,  THIPOKCUMIPONMJIMETHIILEIUTIONO3y,  aJblMHAT  HATPHs,
NOJUBUHUJIMUPPONIUAOH, TPArakaHTOBYIO KaMmelIb W KaMelb aKalWu, AUCHEPrHPYIOLINe WIIH
CMauyMBAIOIINE areHThl IPEACTABIIIOT COO0M BeTpevaromuiicss B mpupoae docharua, Hanpumep,
0e3 orpaHM4YeHMs, JIELUTHH, WIH NPOAYKTHl KOHIEHCALMM OKCHAA AJKWIEHAa C >KUPHBIMU
KHCJIOTAaMM, Hampumep, 0e3 OrpaHHYeHHs, TMOJIMOKCUATHJIEH CTeapaT WIH HPOAYKTHI
KOHIEHCAIIMN OKCH/A STUJICHA C JUIMHHOLETIOUeUHbIMH ai(aTHYECKMHU CIIUPTaMH, HalpuMep,
0e3 orpaHuyYeHUs], TeNTaleKad THICHOKCULIETAHOJ MM TMPOAYKThI KOHIEHCALUU STHIIEHOKCUAA C
HETIOJIHBIMH CJIOXKHBIMH 3(UpPaMH, TOJYYEHHBIMU U3 JKHPHBIX KUCJIOT U T€KCHUTOJIA, TAKUE KaK
MOHOOJIEAT TOJIMOKCUATWICHCOPOUTA, WM TPOAYKTHI KOHAEHCALWH STHUICHOKCHIA C
HETIOJIHBIMH CJIOXKHBIMH 3(UPaMH, TIOTYUYEHHBIMU U3 JKUPHBIX KUCJIOT M aHTHIPUIOB FE€KCUTOJIA,
Hampumep, U 0e3 OrpaHHYEHHs, MOHOOJIEAT MOJUITUICHCOpOUTaHa. B pa3imyHbIX acmekrax
BOJIHBIC CYCIICH3MH TaKXe COAepXKaT OOUH WM OoJjiee KOHCEPBAHTOB, Hampumep, Oe3
OTpaHUYEHUs], STHJI WM H-TIPOMNII, T-THAPOKCHOEH30aT.

[00106] B ompeneneHHbIX BapHaHTaxX OCYLIECTBJICHHS KOMIIO3UIMU IO HACTOSIIEMY
H300pETEHNIO TPEICTABISIIOT COOOM KUIKHUE COCTABBI JUJISI BBEIECHUS C IMOMOIIBIO IIIPULA UITH
APYroro cocyna Ajsl XpaHeHUs. B IOMOSHUTENBbHBIX BapUAHTAaX OCYINECTBICHUS 3TU JKUIKUE
COCTaBBI MOJYYAT U3 JUOPHIN3UPOBAHHOTO MaTepuasa, OMHUCAHHOTO B JAAHHOM JOKYMEHTE,
BOCCTaHOBJICHHOTO B BH/I€ BOIIHOT'O PacTBOPA.

[00107] B nomoiHUTETHPHOM AacleKTe KOMIIO3UIUHU MO HU300PETEeHUI0 JTOMOJHHUTEIBHO
comepkaT oOauH wWid  Oonee  ¢dapMaleBTHUYECKU TNpUeMJIeMbIX HocuTened. Dpasbl

«(hapmaneBTuyeckn» WIH «(PapMaKOIOTHYECKH» MPUEMIIEMble OTHOCSATCS K MOJIEKYJISPHBIM
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00BeKTaM M KOMIIO3HIIHSIM, KOTOPBIE SIBJITIOTCS CTAOMIIbHBIME, MHTHOUPYIOT AeTpanaluio Oenka,
TaKyI KakK MPOAYKTHI arperaliiy U pacLIeTUieH:s, U, KpOME TOrO, HE BbI3BIBAIOT AJIJIEPTHUECKIX
WIN JPYrux TOOOYHBIX peakUuil NpH BBEIEHHH C UCIOJNb30BAHHEM CHOCOOOB, XOpPOIIO
U3BECTHBIX B JIaHHOW OOJNIACTH TEXHHUKH, KaK OMUCAHO HIke. «PapMalieBTUYECKH MpUeMIIeMble
HOCHTENN» BKJIOYAIOT JIFOOBIE M BCE KIMHUYECKH PUMEHUMbIE PACTBOPHUTEINH, AUCTIEPCUOHHBIE
Cpenbl, MOKPBITUS, aHTHOAKTEpHAJIbHbIE M (PYHTHULMIHBIE areHTbl, W30TOHUYECKHE AreHThl U
areHTshl, 3aMeIIIoI e a0COpOLMIO, U TOMY NMOJOOHOE, BKIIIOYAs AT€HTBI, ONIMCAHHBIE BBILIE.

ITony4enue pekomOuHanTHOrO OB

[00108] CBobonHblit 3penblii pekoMOUHaHTHBINA (akTop ¢oH Bumnebpanna (p@B) mo
JAHHOMY HM300pPETeHHUI0 MOXHO TMOJNYyYUTh PeKOMOMHAHTHO. Crnernuanuct B AaHHOH oOjacTu
TEXHUKH PACIIO3HAET MPUTOAHBIE CIMOCOOBI HKCIPECCHH PEKOMOMHAHTHOTO Oelka B KJIETKe-
X03siMHEe. B HEKOTOpBIX CHy4asix Crmocod BKIJIKOYAET SKCIPECCHUI0 TOCIEAOBATENbHOCTH
HYKJIEMHOBOM KHCIOTHI, komupywooueil pdPB, B kinerke-xo3siuHe, Takol kak kietrka CHO, u
KyJIbTUBHPOBAHNUE TIONYYEHHOH KJIETKHU-XO3SMHA TPU  OMNpPEHENIeHHBIX  YCJIOBUSX IS
npoayuuposanus p@B, npenpo-®B, npo-®B u T.1In.

[00109] B HekoTOpBIX BapHaHTaxX OCYIIECTBJICHHS IMOCIEI0BATEIbHOCTh HYKJICHMHOBOU
KHCJIOTBI, COAepIKaliasi MOCIeOBaTENbHOCTb, Kogupymouyo @B, moxer nmpencraBisite coboi
BEKTOP JKCIpeccuu. BekTop MokeT ObITh JAOCTABIEH BUPYCOM MM MOXKET OBITh TUIA3MUIOM.
ITocnenoBaTenbHOCTh HYKJIEMHOBOW KHCJIOTBI, KOAMPYOMAs OEJIOK, MOXKET ObITh KOHKPETHBIM
I'€HOM WJIM ero OMosorndecky (QPyHKIMOHANIBHONW 4acThio. B OHOM BapmaHTe OCYIIECTBICHUS
Oenok mpencraBiseT CcoOOH IO MeHbIIeH Mepe OHOJOrMYeckd akTHBHYIO uacTb DB.
ITocnenoBaTenbHOCTh HYKJEHMHOBOM KHCIOTHI MOXKET JONOJHHUTENBHO COAEP)KaThb Ipyrue
HIOCJIEIOBATENIbHOCTH, TOAXOASALINE ISl KOHTPOJUPYEMOW SKCIpeccHHu Oeska, Takue Kak
NPOMOTOPHBIE  TOCJIEAOBATENbHOCTH, SHXaHCepbl, TATA-OOKCB, CaliThl HMHHULHALUA
TPAHCKPUILMY,  TNOJMJIUHKEpPbI,  CalTbl  PECTPUKLMH,  IMOJU-A-TOCIEAO0BATENBHOCTH,
NOCJIEIOBATENIbHOCTU TPOLECCUHTa Oenka, Mapkepbl oTOopa M TOMYy MOAOOHOE, KOTOpbIE
OOBIYHO MU3BECTHBI CIIEIHAJIMCTY B JAHHOH 00J1aCTH TEXHHKH.

[00110] [nst skcmpeccun PB MOXHO HCHONAB30BaTh INUPOKHUM CIEKTP BEKTOPOB,
KOTOpble MOTYT OBbITb BBIOPAHBI W3 SYKAPUOTUYECKHX BEKTOPOB 3Kcmpeccuu. Ilpumepsr
BEKTOPOB JUII SYKAPUOTUYECKOH SKCIPECCHM BKIHOYAIOT: (1) BEKTOPBI JAJISI 3KCHPECCHH B
npoxokax, takue kak pAO, pPIC, pYES, pMET, ¢ ucnonp3oBaHHeM TaKUX MPOMOTOPOB, Kak
AOXI1, GAP, GAL1, AUGI u T.x .; (i1) BEKTOPBI AJisl SKCIPECCHH B KJIETKAX HACEKOMBIX, TaAKHE
kak pMT, pAcS, pIB, pMIB, pBAC u T.1., ¢ ucroibp3oBaHueM npomMoTopos, Takux kak PH, p10,
MT, AcS5, OplE2, gp64, polh u T4, wu (ili) BEKTOPHI A SKCHPECCHH B KIETKAaX
miekormuraromux, takue kak pSVL, pCMYV, pRc/RSV, pcDNA3, pBPV u T.n., U BEKTOpHI,
NOJIyYE€HHBIE M3 BHPYCHBIX CHUCTEM, TAKHX KaK BHPYC OCIOBAKLIMHBI, aJI€HOACCOLMHMPOBAHHBIC
BUPYCBI, BUPYCBI I'epIeca, PeTpOBUPYCHl U T.JA., C UCHOJIb30BAHHEM INPOMOTOPOB. TAKHE Kak
CMYV, SV40, EF-1, UbC, RSV, ADV, BPV u B-aktun.

[00111] B Hexoropwix acmektax p®PB, ucnonp3yemsiii B crnocobax MO JaHHOMY

U300pETeHNI0, MPOAYLHPYETCS MyTEM SKCIPECCUU B KYJIbTYpe KIETOK MIIEKOMUTAIOMINX C
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UCTIONIb30BAHUEM CIIOCOOOB, M3BECTHBIX B IAHHOW 00JIACTH TEXHUKH. B KOHKPETHBIX BapHUaHTax
OCYIIECTBJIEHUs] KyJIbTypa Miekonuraromux cofep:kut kietku CHO. B pomonHuTenbHBIX
BapuaHTax ocyuecteieHust p®@B koskcnpeccupyercs ¢ pekoMOMHaHTHBIM (akTopom VIII
(rFVIII) B ToO#i xe kyabType. B Takux Bapuantax ocyuiectieHus p®B u rFVII ounmaroT
BMeCTe (COBMECTHO OUHINAIOT) WIIU TIO OTAEIBHOCTH C UCTIONB30BAHUEM CIIOCOOOB, H3BECTHBIX B
naHHOW obnactu TexHUKU. B npyrux BapumanTtax ocymectBienus p®B skcmpeccupyercs B
KyJnbType, He copepxkaei rF VIIL

[00112] B HexoTopbIx BapuaHTax ocyiuectsieHus: p@B skcripeccupyercs U BbIIEISETCS
U3 TOAXOZsIIeNd 3YKapUOTUYECKOH cucTeMbl XO3sauHa. [Ipumepsl 3yKapHOTHYECKHX KJIETOK
BKJIIOYAKOT, Oe3 orpaHuueHus, KjieTku Mmiekormraromux, takue kak CHO, COS, HEK 293,
BHK, SK-Hep u HepG2; xnerku Hacekombix, Harpumep kinetku SF9, knerku SF21, knerku S2
u knerku High Five, u xnerku gposokeld, Hampumep KIeTku Saccharomyces wim
Schizosaccharomyces. B ogHoM Bapuante ocymectsieHnss @B MokeT 3KCIpeccCHpOBAaTHCS B
KJIETKaX JPO’OKEN, KJIeTKaxX HACeKOMBIX, KJIETKax MTHUL], KJIeTKaX MJIEKOMUTAIUX U T.II.
Hamnpumep, B NMHUM KJIETOK 4eJOBEKa, JIMHUU KJIETOK XOMsKa WIHM JMHUM KJIETOK Mblu. B
OHOM KOHKPETHOM BAapHAHTE OCYINECTBICHUS JIMHHUSA KJIETOK MPEACTAaBISECT COOOW JIMHHIO
kierok CHO, BHK wimm HEK. O0buHO KieTku miekonuTaromux, Hanpumep, kietku CHO u3
HEMpPEPBIBHON KJIETOYHON JIMHUM, MOTYT HMCHOJBb30BaThCs A skcnpeccun PB no naHHOMY
n3o0perenno. B ompenenennsix ciydasx Oenok ®PB skcnpeccupyercsi M BBIAENSETCS U3
cucremsl 3kcnpeccuu kierok CHO.

[00113] ®B MOXHO NMpOAYLHMPOBATH B CUCTEME KYJIBTUBUPOBAHUS KJIETOK WIJIH JIFOOBIM
METO/IOM KYJbTUBHPOBAHUS KIJIETOK, CIIELIMAINCTAMU B JAHHON 00acTH TeXHUKHU. B HEKOTOpBIX
BapUAHTAX OCYLIECTBIEHHsS KYyJbTHBHPOBAHHME KJIETOK MOXHO TPOBOAUTH B OONBIINX
OunopeakTopax B YCJIOBHUSIX, MOAXOMSIIMUX AJsi oOecrieueHusi OONBLIMX YOEIbHBIX MO O00BEMY
IUIOLA/IeH MOBEPXHOCTU KYJNbTYPbI A1 JOCTHKEHUSI BBICOKOW IJIOTHOCTH KJIETOK U SKCIIPECCUH
Oenka. OgHUM U3 CpencTB OOECIEeYeHUs TaKUX YCJIOBHUH pOCTa SIBJSIETCS HUCIOJb30BAaHUE
MUKPOHOCUTENEH Ui KyJbTUBUPOBAHMS KJETOK B OMoOpeakTopax ¢ Memmankoi. Konuemnus
pocTa KJIETOK Ha MHUKPOHOCUTENSIX Obuta BriepBble omucaHa van Wezel (van Wezel, A. L,
Nature, 1967, 216:64-5) u MO3BOJIIET MPHUKPEIUIATh KJIETKA K TMOBEPXHOCTH MEJNKHX TBEPIbIX
YacTHUI], B3BEIIEHHBIX B CpPEA€ U1 BBIPAIIMBAHHUA. JTH METOABI OOECIEYMBAIOT BBICOKOE
COOTHOIIEHHE TIOBEPXHOCTH K O0beMy |, TakuM o0pa3oM, MO3BOJSIIOT 3(QeKkTHBHO
UCTIONB30BATh MUTATENbHBIE BelecTBa. KpoMe Toro, 11t 3KCIPECCHU CEKPETUPYEMBIX OEJKOB B
JUHUSAX SYKAPUOTHYECKHX KIIETOK YBEJIMYEHHOE COOTHOLIEHHE TIOBEPXHOCTH K OOBEMY
NO3BOJISIET JIOCTHYb OOJiee BBICOKMX YPOBHEW CEKPELUH W, CIEeNOBAaTEIbHO, 0OJiee BBICOKHX
BBIXOJIOB O€JIKOB B CYINEpPHATaHTE KyJbTypbl. HakoHeL, 3TH MeTOAbl TO3BOJISIIOT JIETKO
HapaluBaTh 3yKapUOTUYECKHE SKCIIPECCUOHHBIE KYJIbTYPhL

[00114] Knerku, skcnpeccupyromue DB, Moryt ObITh CBsI3aHBI CO CHEPHUUECKUM HIIH
MOPHUCTHIM MHUKPOHOCHUTENIEM BO BPEMS pPOCTa KYJBTYPbI KJI€TOK. MUKPOHOCUTENb MOXKET OBbIThH
MHUKPOHOCHUTENIEM, BBIOPAHHBIM M3 I'PYIIbI MUKPOHOCHUTENEH Ha OCHOBE JIEKCTPaHa, KOJUIareHa,

IUIACTHKA, XKEeJIATHHA U LIEeJUTI0JIO3bI U pyrux, kak onucaHo B Butler (1988. In: Spier & Griffiths,
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Animal Cell Biotechnology 3:283-303). Tak>ke BO3MOKHO BBIPAIIMBATh KJIETKHU 10 OMOMAcChl HA
cepruIeckux MUKPOHOCHTENSIX U CYyOKYJIBTUBHPOBATD KJIETKH, KOTJIa OHU JOCTHIal0T KOHEYHOM
Omomaccel (pepMeHTEpa U 0 MPOAYKUHH SKCIPECCUPOBAHHOTO Oelika Ha MOPUCTOM
MHUKpoOHOcuTene, uian Haoooport. I[loaxonsmue chepruiyeckne MUKPOHOCUTENN MOTYT BKJIIOYATh
MHUKPOHOCHUTEJH C TJIaIKOH MOBEpXHOCTHIO, Takue kak Cytodex™ 1, Cytodex™ 2 u Cytodex™ 3
(GE Healthcare), u makponopucteie Mukponocuteny, takue kak Cytopore™ 1, Cytopore™ 2,
Cytoline™ 1 u Cytoline™ 2 (GE Healthcare).

[00115] B npyrom Bapuante ocymectBiaeHus mnponentun OB orwemnsercs ot
Hespenoro @B in vitro mocpeactBom BosnelictBus Ha mnpo-PB ¢dypunom. B HexoTopbIx
BApPUAHTAX OCYINECTBJIEHUS (YpUH, HCIONB3YEMbI Il  paCIUEeTUIeHUs MpPOMENTH/a,
NpeACTaBysieT COOON peKOMOUHAHTHBIN (QypHH.

[00116] B nexoropbix BapuaHTax ocyuiecTBieHus p®PB skcnpeccupyercs B KieTKax,
KYJIbTUBHPYEMBbIX B Cpele MAisl KyJbTHBHPOBAHHUS KIETOK, KOTopas mnpoayuupyer p®@B ¢
BBICOKON MOJIEKYJIIPHON Maccoi. TepMuHBI «pacTBOP Al KyJIbTUBUPOBAHUS KJIETOK», «Cpena
WIN Cpenbl Ui KYJbTUBHPOBAHMS KJIETOK» U «CYMEPHATAHT KYJbTYPHI KJIETOK» OTHOCSTCS K
acIieKTaM MPOLIECCOB KYJIBTUBUPOBAHUSI KJIETOK, OOBIMHO XOPOIIO U3BECTHBIM B IAHHOW 00JIaCTH
TEXHUKHA. B KOHTEKCTE HACTOALIEr0 M300pPETeHUsT PACTBOP KYJBTYPbI KJIETOK MOXKET BKJIIOYATh
cpemy Uil KyJbTUBHUPOBAHHS KIETOK M CYNEpPHATAHT KyJbTypsl kierok. Cpema s
KYJIbTUBHPOBAHUSI KJIETOK M00ABISsIETCS M3BHE K PAcTBOPY ISl KYJbTHBHPOBAHUS KIIETOK,
HeoOs13aTeNIbHO BMeCTe ¢ a00aBKaMM, Ui OOeCHeueHHs] NMUTATEIbHBIX BEIECTB U IPYIUX
KOMITOHEHTOB JJIs1 KyJIbTUBHPOBAHUS KJIETOK, dKcrpeccupyomux @B. CynepHaTaHT KJIETOYHOM
KYJIBTYPbl OTHOCHUTCSI K PACTBOPY KJIETOYHOH KYJIBTYpPBI, COAEPIKAIEMy MTUTATEIbHbIE BEIECTBA
U JIpyrue KOMIIOHEHTBl W3 KJIETOYHOW KyJbTYpPaJbHOW Cpempl, a Takke MPOAYKTHI,
BBICBOOOXKIaeMble, METa0ONM3UPYIOIIUECs W/WIN BBIBOAMMBIE W3 KJIETOK BO BpeMs
KyJIbTUBUPOBaHUS. B OMONHUTENbHBIX BapHaHTaX OCYLIECTBJICHUS CPefla MOXKET He COZepKaTh
OEKOB JKUBOTHBIX M UMETb OINpPENeIeHHbIH XUMHUeCKUH coctaB. CrocoObl MPHUTrOTOBJIECHHS
KYJIBTYPAJIbHOH Cpenbl ONPENeIeHHOr0 XMMHYECKOTrO COCTaBa, HE COAepiKalleidl >KHBOTHBIX
OeNnkoB, W3BECTHbI B MJAaHHOW oOmactu TexHuku, Hampumep, B US 2006/0094104, US
2007/0212770 u US 2008/0009040, koTopble 00a BKJIIOYEHBI B JAHHBIA JOKYMEHT JUIS BCEX
neneil U, B YaCTHOCTH, IUJIsI BCEX OOBEKTOB, CBS3aHHBIX CO CpedamMH JJIsi KyJIbTHUBHPOBAHUS
kietok. «He comepxur Oenka» W POACTBEHHbIE TEPMUHBI OTHOCSTCA K O€NKy, KOTOPBIH
MPOMCXOIUT U3 HCTOYHHKA, SK30T€HHOTO MO OTHOIIEHUIO K KJIETKaM B KYJIbTYP€ WJIH OTIMYHOTO
OT HHUX, KOTOpBIE €CTECTBEHHbIM OOpa3oM BBIIEISAIOT OENKH BO Bpemsi pocta. B nmpyrom
BApHUAHTE OCYIIECTBJICHUS KYyJbTypalibHas cpela He COAEPIKUT TMOJHMIENTHIOB. B mpyrom
BapHUaHTE OCYLIECTBICHHS KYJbTYpaJbHAsI CPENa HE COAEPIKUT ChIBOPOTKH. B npyrom BapuaHTe
OCYIIECTBIIEHHsI KYJbTypaJlbHAs Cpela He COAEPXKUT OENKOB JKMBOTHBIX. B nmpyrom BapuaHTe
OCYIIECTBIIEHHSI KYJIbTypaJIbHAS CPEa HE COAEPIKUT KOMIIOHEHTOB KUBOTHOTO TIPOMCXOMKACHHS.
B npyrom BapuaHTe OCYINECTBIEHHsS KyJbTypalbHas Cpena COXEPKUT OeNloK, Hampumep
JKUBOTHBIH O€NIOK M3 CBIBOPOTKH, TaKOM Kak (peTanpHas ChHIBOPOTKA TesleHka. B apyrom

BapHaHTe OCYIIECTBJIEHUS B KYyJbTYPy SK30T'€HHO N00aBlieHbl peKOMOWHAaHTHbIe Oenku. B
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APYyroM BapUaHTE OCYINECTBIEHHs OEJKM TMOJNyYeHbl OT CEePTU(ULIUPOBAHHOTO >XHBOTHOTIO,
cBOOOHOrO OT maroreHoB. lcmonb3yemblli B JaHHOM JOKYMEHTE TEPMHUH «XMMHUYECKH
OTIpPENIEIEHHBI» O3Ha4YaeT, YTO Cpela He CONEP)KUT KaKMX-JIMOO HEeOoINpeneNeHHbIX N00aBOK,
TaKUX KaK, HaOpUMeEp, SKCTPAKTbl KOMIIOHEHTOB JKUBOTHBIX, OPraHOB, JK€Jie€3, PaCTEHUM WU
apoAckeld. COOTBETCTBEHHO, KaXKAbII KOMIIOHEHT XHUMHYECKHU OINPEAENEeHHOW Cpeabl TOYHO
onpezeneH. B npeanouTuTreabHOM BapuaHTE OCYIIECTBIEHUS CPEbl HE COAEPKAT KOMIIOHEHTOB
’KMBOTHOTO IIPOUCX OJKACHHS 1 OEJIKOB.

[00117] B HeKOTOPBIX BapHaHTAaX OCYLIECTBJICHUS KYJIbTYpa KJIETOK, SKCIPECCUPYIOIINUX
@B, MOXeT MoANEPKUBATHCS B TEUCHUE MO MEHbLIEH Mepe OKOJO 7 CyTOK WM MO MEHbLIeH
Mepe okoio 14 cyTok, 21 cyTok, 28 CyTOK UM MO MEHbIIEH Mepe OKOJIO 5 Heaenb, 6 Henenb, 7
HeJleJIb WM 10 MEeHbLIEH Mepe OKoJio 2 mecsales wiu 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16,
17, 18 mecsueB wiu gonbuie. [INOTHOCTH KJIETOK, NpU KOTOPOH MOAAEPKUBAETCA KYJIbTypa
KJIETOK JJIsl TOJNyuYeHUs pexkoMOumHaHTHOoro Oenka @B, Oyner 3aBuceTh OT YCIOBHI
KYJIbTUBHPOBAHUSL U CPEIbl, UCIONb3yeMOoW ansi skcrpeccun Oenka. CrenuanucT B JaHHOM
00JIaCTH TEXHUKH JIETKO CMOXKET OIpPEIENUTh ONTUMAIBHYIO TUIOTHOCTh KIJIETOK IUISL KYJIBTYPBI
KJIETOK, npoayuupyromux ®@B. B oqHOM BapuaHTe OCYLIECTBJICHUS KYJbTypa MOAAEPKUBAETCS
IIPU TUIOTHOCTH KJIETOK OT OK0oJo 0,5% 10° 10 4x10” KIETOK/MII B TEUeHHE ITHTENBHOTO rnepuona
BpeMeHU. B Apyrux BapuaHTax OCYIIECTBJIECHMs IUIOTHOCTb KIETOK MNOAAEPKUBACTCA NPU
KOHLIEHTpaLUU OT OKOJIO 1,0% 10° fo okono 1,0x 107 KJIETOK/MII B TeUEHHE IITHTEIbHOTO rnepuona
BpeMeHU. B apyrux BapuaHTax OCYIUIECTBJIECHMs IUIOTHOCTb KIETOK IMOAAEPKUBAECTCA IPU
KOHLIEHTpaLUU OT OK0JIO 1,0% 10° fo oxono 4,0% 10° KIIETOK/MJI B TeUYeHHeE JUIUTEILHOrO repuona
BpeMeHU. B JApyrux BapuaHTax OCYIUECTBJICHMs] IUIOTHOCTb KJIETOK MOINEP>KUBAETCS IPHU
KOHLIEHTpaLUU OT OKoJIO 1,0% 10° 1o oko010 4,0% 10° KIIeTOK/MJT B TeUYeHHe JUIHTEIBHOrO repuona
BpeMeHU. B npyrux BapuaHTax OCYIIECTBJIECHMs MJIOTHOCTb KJIETOK MOXKET MOANEPKUBATHCS HA
YPOBHE OT OKOJIO 2,OX106 IO OKOJIO 4,O><106, WJIH OT OKOJIO l,OXIO6 JI0 OKOJIO 2,5X106, WUJIA OT
OKOJIO l,SXlO6 IO OKOJIO 3,5X106, WK JI000ro IPyroro aHaJOTMYHOrO AMAra3OHa B TEYEHHE
IJIMTENbHOrO nepuoja BpemeHu. 1o mpomecTsun noaxoAasiiero BpeMEHHU B KYJIbType KJIETOK
p®B MOXHO BBIIENHUTH M3 CHCTEMBI SKCIPECCHU C UCIOJIB30BAHHEM CHOCOOOB, U3BECTHBIX B
TaHHOHM 00JIaCTH TEXHHKH.

[00118] B xOHKpeTHOM BapUaHTE OCYILIECTBJIEHUs IJIOTHOCTb KJIETOK B HENPEPBIBHOM
KyJIbType KIETOK aisi mpoayuupoBanus p@B monnep:kuBaeTcs Ha ypoBHe He Oolee 2,5><106
KJIETOK/MJI B T€UE€HHUE JUTUTEIBHOTO NEPHOZA. B Npyrux KOHKPETHBIX BAPHAHTAX OCYINECTBICHHS
UIOTHOCTb ~ KJIETOK MONNEPXKHBAeTCs Ha ypoBHe He Oomee 2,0x10°  kietox/mi,
1,5%x10°%nerox/mn, 1,0x10%knetox/mn, 0,5%x10°knetox/Mn wiu menee. B oxmHOM BapUAHTE
OCYILECTBJIEHUs IUIOTHOCTb KJIETOK IOAAEPKUBAECTCS HA YPOBHE OT 1,5%x10° kuerox/mn 10
2,5%10° kieToK/ML.

[00119] B ogHOM BapuaHTe OCYyILECTBJIEHHS OMMCAHHBIX BbILIE KYJIbTYP KJIETOK pacTBOp
KYJIBTYPBI KJIETOK COAEPKHUT ANO0ABKY AJI CPeAbl, COAEp KAy Menb. Takue pacTBOpPbI IS
KyJIbTUBUPOBAaHMsI KJIETOK onucaHbl, Hanpumep, B natentre CIIIA Ne 8852888 u marente CIIIA

Ne 9409971, koTOpbIE MONHOCTBIO BKJIIOUYEHBI B AAHHOE ONUCAHUE MOCPEACTBOM CCBUIKU IS
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BCEX LieJIel U, B YaCTHOCTH, ISl BCEX MOJIOKEHUH, OTHOCSIIUXCS K CIIOCO0aM KyJIbTUBHPOBAHUS
KJIETOK 1 KOMIIO3HLIMSM JUTS TTONTy4eHHsI peKoMOMHaHTHOTO DB.

[00120] ITonunykneoTunHas M AaMHHOKMCIOTHAs IOCJIENOBATENbHOCTH mpenpo-OB
npencrasiensl B SEQ ID NO: 1 u SEQ ID NO: 2, coorBercTBeHHO, 1 noctynHbl B GenBank nmon
HoMepamu foctyna NM 000552 (MPHK ¢akropa ¢on Bunnedpanna (©B) Homo sapiens) u
NP 000543, cOOTBETCTBEHHO. AMHHOKHUCJIOTHAs MOCJEA0BATEIbHOCTh, COOTBETCTBYIOLLAS
3penomy Oenky @B, npencrasiaena B SEQ ID NO: 3 (cooTBeTcTByeT aMHHOKUCIOTaM 764-2813
NOJTHOPA3MEPHOH aMHHOKHCJIOTHOH —MOcienoBaTeqbHOCTH — mnpenpo-®B). B HekoTopbIx
BapuaHTax ocyuectsieHus @B umeer mo menbiieii mepe 80%, mo meHblueil mepe 85%, mo
MeHblel mepe 90%, no menbiueil Mepe 95%, o MeHblIel mepe 96%, o meHbIuel Mepe 97%,
no MeHbleil mepe 98%, no menblueil Mmepe 99% unu no Menbliei Mepe 100% uaeHTHUHOCTH
nocnenosatenbHocTd ¢ SEQ ID NO: 3. B HekoTopbix BapuaHTax ocyuectBieHus p®B mo
TaHHOMY H300peTeHHI0 uMeeT o MeHblued Mepe 80%, mo MeHbluelt Mepe 85%, Mo MeHbIIei
mepe 90%, mo menblueil mepe 95%, mo MeHbuiel mepe 96%, mo mensluelt mepe 97%, mo
MeHbliel Mepe 98%, mo menbuieil mepe 99% wunu no Mesblueil mepe 100% uaEHTHYHOCTH
nocnenosatenbHocTd ¢ SEQ ID NO:3. Cwm., nanpumep, natent CIIIA Ne 8597910, nateHTHYyIO
nyommkanuio CIITA Ne 2016/0129090, a takxke @ur. SA-5C, 6A-6J, u 7TA-7G.

[00121] Opna ¢opma mnonesHoro p®PB obnamaer 1o MeHbIIEH Mepe CBOWCTBOM
cTaOWIM3auy in Vivo, HAIPUMep, CBSI3bIBAHWE IO MEHBIICH Mepe OTHOW MOJIeKYJbl (hakTopa
vl (FVIID) wu

rnuKo3unupoBanua. Ero koHkperHsle npumeps! BkIouaoT @B 0e3 momena A2, mosToMy OH

, BO3MOXHO, uMewIee (apMaKoJOTMYECKH NPUEMIIEMBIH  NPOodUib

ycroituus k nporeonusy (Lankhof et al., Thromb. Haemost. 77: 1008-1013, 1997) u ¢pparment
@B ot Val 449 no Asn 730, BkirO4asi TIMKONPOTENHOBBIN |b-CBsA3bIBatomuil 1OMEH U CalThl
CBsI3bIBAHMs Ui KoyutareHa u remapuna (Pietu et al., Biochem. Biophys. Res. Commun. 164:
1339-1347, 1989). Omnpenenenune cnocodHoctn @B crabunnsnpoBarh MO0 MeHbLIEH Mepe OfHY
mogiekyiy FVIII, B omHOM acmekTe, MpOBOOAT Yy MiekomuTalomux ¢ aedumurom @B B
COOTBETCTBUH C METOJIAMH, M3BECTHBIMHU B TAHHOH 00JIACTH TEXHUKH.

[00122] p®B mno nmaHHOMY H300PETEHHIO MOXKHO TMOJYYUTh JIFOOBIM CIIOCOOOM,
U3BECTHBIM B JaHHOH oOnactu TexHuku. OOUH KOHKPETHBbIN mpumep packpeir B WO86/06096,
omybyimkoBaHHOM 23 okTsi0pst 1986 r., u B 3asBke Ha mateHT CIIIA Ne 07/559509, nomanHow 23
oyl 1990 r., koTopas BKJIHOYEHA B JAHHOE ONMCAHUE MOCPEACTBOM CCBUIKM B OTHOILIEHUH
criocoboB monydeHus: pekomOuHaHTHOro ®B. Takum oOpa3om, B JaHHOW OOJACTH TEXHUKH
U3BEeCTHBI criocoObl (1) monmydeHus: pekomOuHanTHOU JIHK ¢ moMoIbi0 TeHHOH WHXXKEHEepUH,
Harpumep, nocpenctsoM oOparHoi TpaHckpunuuun PHK w/wmm ammmudukammm JHK, (i)
BBeieHns1 pekoMOuHanTHOW JIHK B mpokapmoTndeckne WM 3yKapUOTHYECKHE KIIETKU MyTeM
TpaHC(EKLUUH, HampuMep, TOCPEACTBOM OJJIEKTPOIIOpPAlMA HJIM  MUKPOMHBEKIHH, (1i1)
KyJIbTUBHPOBAHUE  TPAaHC(POPMHUPOBAHHBIX  KJIETOK,  HAmpuUMep, HENPEepPbIBHBIM WM
nepuoguyuecKkuM crocobom, (1v) skcmpeccuss PB, Hampumep, KOHCTUTYTHUBHO WJIH TIPH
uHaykuuu, u (v) BeigeneHne @B, HampuMmep, U3 KyJbTypajbHOW Cpenbl WK IMyTeM cOopa

TpaHC(HOPMUPOBAHHBIX KJIIETOK, 4TOOBI (V1) MONYyYUTh OuUleHHblH p@B, Hanpumep, ¢ mMOMOIIbIO
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aHNMOHOOOMeHHOH xpomarorpaduu uinn apuHHON XpomaTtorpaduu. PexkomOuHanTHelli @B, B
OHOM acCIeKTe, MOJYyYalT B TPAHC(POPMHPOBAHHBIX KIETKAX-X035€BaX C HCHOJIb30BAHUEM
MeTonoB pekomOuHanTHOH JIHK, X0pomo u3BeCTHBIX B JaHHOW obsiactu TexHuku. Hampumep,
NIOCJIEIOBATENIbHOCTH, KOAMPYIOLIME MOJUMeNnTua, MoryT ObiTe BbIpe3ansl u3 JIHK ¢
UCTIONIb30BAHUEM TOAXOASIINX PECTPUKLHOHHBIX (PepMEHTOB. AJIBTEPHATUBHO, B JPYroM
acriekre Monekysa JIHK cunTresupyercs ¢ HMCHOJIb30BaHHEM METONOB XMMUYECKOTO CHHTE3a,
Takux Kak ¢ocdopamunarHeiii Meron. Kpome Toro, B eme OJHOM acrekTe HCIOIb3YeTcs
KOMOWHALMS 3TUX METOIOB.

[00123] B nmaHHOM U300peTeHUH TaKKe MPEIJIOKEHbI BEKTOPBL, KOIUPYIOLIUE
NOJIUMENTHABI 1O HW300pPETEHUI0 B  COOTBETCTBYIOINEM XO3sIMHE. BeKTop  BKIFOYAET
NOJIMHYKJICOTH, KOTOPBIA  KOAMPYeT TOJMIENTHI, (YHKUHUOHAJIBHO  CBSI3AHHBIH  C
COOTBETCTBYIOLIMMH TOCJIEOBATEIbHOCTMU KOHTPOJIS 3Kcnpeccud. CrocoObl OCYLIECTBICHUS
3TOro (PyHKIMOHAIBHOTO CBSI3bIBAHUS IO WJIM TIOCJE BCTPAWBAHHS IMOJUHYKIEOTHIA B BEKTOP
XOpoLIo H3BeCTHBL [loCnenoBaTenbHOCTH KOHTPOJST 3KCIPECCHU  BKIIIOYAIOT MPOMOTOPBHI,
aKTUBATOPBI, SHXAHCEPHI, OMEPATOPHI, CAUTHI CBSI3bIBAHUSI PUOOCOM, CTAPTOBBIE CUTHAJBI, CTOI-
CHUTHAJIbI, K3M-CHUTHAJbI, CUTHAJIBl TOJHANEHIJIUPOBAHUS W JIPYrH€ CHUTHAJbI, CBSI3aHHBIE C
KOHTPOJIEM  TPAHCKPUNLMU WIH  TpaHcaAuuu. IlodydeHHBI  BEKTOp,  COAEpXKaIUMM
NOJMHYKJIEOTH, HCHONB3yeTcsl Ui TpaHChOpMAMM  MOAXOMALIEr0  XO3fHWHA.  ITO
npeoOpa3oBaHNE MOXKET OBITh BBIOJHEHO C MCIOJb30BAHUEM METOAOB, XOPOIIO W3BECTHBIX B
TaHHOM 00JIaCTH TEXHUKH.

[00124] JIroOple u3 OONMBIIOrO KOJMYECTBA AOCTYIHBIX M XOPOLIO M3BECTHBIX KJIETOK-
X0351€B UCIOJb3YIOTCS Ha MPAKTUKE HACTOALIEro M300pereHust. BbIOOp KOHKPETHOro XO3sHHa
3aBHCUT OT psna (hakTOpOB, U3BECTHBIX B NAHHON OONACTM TEXHUKH, BKJIIOYAs, HAIpUMep,
COBMECTUMOCTb C BBIOPAHHBIM BEKTOPOM O3KCIPECCHUH, TOKCHYHOCTb NMENTHUAOB, KOIHPYEMbIX
moznekynoi JTIHK, ckopocTs TpaHchopMauny, JIErkOCTb BBIIENIEHHS MENTHAOB, XapaKTePUCTUKU
JKCIIpeccuy, OM0OE30MacHOCTh M CTOMMOCTD. baiaHc 3TuxX (akTOpOB AOJIKEH ObITh JOCTHUTHYT C
NOHUMAHUEM TOTO, YTO HE BCE KJIETKH-XO0351eBa OAMHAKOBO 3(PQEeKTHBHBI IJISi SKCIPECCHH
KOHKpeTHOH mocnenoarenbHocT JIHK. B pamkax >THx oOmMX peKOMEHIALUil TOJe3HbIe
MUKpPOOHBIE KJIETKH-X0351€Ba BKIIFOUAIOT, O€3 OrpaHUYeHUs], OaKTepUH, IPOXKIKH U APYTHE TPUOBI,
HACEKOMBIX, PACTEHHs, KJIETKA MIJIEKOTIMTAIOMINX (BKJIFOUAsl YEJIOBEKA) B KYJIBTYPE, WIH APYTHX
X035I€B, U3BECTHBIX B JAHHOW OOJIACTH TEXHUKH.

[00125] TpanchopMupoBaHHBIE KIETKH-X0351€Ba KYJbTUBUPYIOT B OOBIYHBIX YCIIOBHUSIX
KYJIbTUBHPOBAHHUS, TaK UYTOOBI JKEJAEMble COEAMHEHUsS] SKCIPECCUPOBAIHCH. Takue yCIOBHSA
KYJIbTUBHPOBAHUSI XOPOIIO H3BECTHBI B NaHHOH obmactu TexHWKH. HakoHer, momumentuabl
OYHMINAIOT OT KYJbTYpPAJIbHOW CpeAbl WM CaMHUX KJIETOK-XO035I€B CIIOCOOaMH, XOpPOIIO
W3BECTHBIMH B JJAHHOM 00JIACTH TEXHHUKH.

[00126] B 3aBucuMOCTH OT KJIETKU-XO35MHA, MCIOJIB3YEMON [ 3KCIPEeCcCUu
COEAMHEHUs] 10 W300pPETeHHIO, YIeBOAHbIE (ONUTrOCaxapuaHble) TPYIIBl HEOOA3aTeIbHO
NPUCOEINHSAIOTCS K CaliTaM, KOTOpbIE, KaK M3BECTHO, SIBJSIFOTCA CaliTaMU TTIMKO3MJIMPOBAHUS B

6enkax. Kak npasuio, O-cBsi3aHHBIE OIUIOCaxapy/bl MPUCOSTUHSIIOTCSA K OcTaTKaM cepuHa (Ser)
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wi TpeonnHa (Thr), Torna xak N-cBs3aHHBIE ONUTOCaxapuibl MPUCOCAMHSAIOTCS K OCTATKaM
acnaparuHa (Asn), KOrga OHHU SIBJISIFOTCST 4acThio mocienoBarenbHocTn Asn-X-Ser/Thr, roe X
MOKeT OBITh JHOOOH aMMHOKHCIIOTOH, KpoMe MNpojuHa. X NPEATIOYTUTENIBHO IPENCTaBISAET
coboii ogHy U3 19 nmpuUpOIHBIX aMUHOKUCIIOT, He cuuTtas nponuHa. CTpykTypbl N-CBsI3aHHBIX U
O-CBsA3aHHBIX OJIMTOCAXapUIOB U CaXapHBIX OCTATKOB, OOHAPYXKEHHBIX B KaXXIOM THIIE,
paznuuHbl. OIHUM U3 TUIOB caxapa, KOTOPBIH OOBIMHO BCTpedaeTcst Kak B N-CBA3aHHBIX, TaK U B
O-cBsA3aHHBIX OJIUTOCAaxapuaax, siBisgercss N-alleTHIHeHpaMHHOBas KUCJIOTa (Ha3blBaeMas
cuayioBOil kucyiotoi). CuanoBas KHCIOTa OOBIYHO SIBJSIETCS KOHIIEBBIM OCTATKOM Kak N-
CBSI3aHHBIX, Tak U O-CBSI3aHHBIX OJINTOCAXAPUIOB U, B CHJIy CBOETO OTPULIATENBHOTO 3apsiaa, B
OJIHOM acleKTe MpHUIaeT KHUCJIOTHbIe CBOICTBA TIIIMKO3ZWJIMPOBAHHOMY COEIUHEHMIO. Takoi
caiT(-bI) MOXKeT OBbITb BKJIOUEH B JIMHKED COENUHEHHH N0 ITaHHOMY H300pPETeHUI0 W
NPEATIOYTUTENIbHO TIHKO3HIMPYETCsl KJIETKOW BO BpeMs PEKOMOMHAHTHOTO MPOAYLUPOBAHUS
MOJIUTIENTHIHBIX COSAMHEHHH (HampuMep, B KiieTkax miekonuTaromux, Takux kak CHO, BHK,
COS). B nmpyrux acmekTtax Takue CaWThl TIMKO3WIMPYIOT C TMOMOINBK) CHHTETUYECKUX WJIH
MOJIyCHHTETUYECKUX MPOLENYP, U3BECTHBIX B JAHHOH OOJIACTH TEXHUKH.

[00127] B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHUS CHAIN3ALUI0 (TaKKe Ha3bIBAEMYIO
CHAJTMPOBAHUEM) MOYKHO MPOBOJIUTH HAa KOJIOHKE KaK 4acThb OIMHCAHHBIX B JAHHOM JOKYMEHTE
NpOLENyp OYUCTKH (BKIFOUAs METOABI AaHUOHHOTO OOMEHAa, KATHOHHOTO OOMEHA, MCKIFOUEHHSI
no pasmepy w/wmium ummyHoaduHHBIE MeTOAbI). B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHUS
CHAJTMPOBAHNE MPUBOAUT K yBeNHUeHHI0 crabmnpHOoCcTH pPB mo cpasrenuto ¢ p®@B, koTopsrit
HEe TOABEprajcs CHaJupPOBAaHUIO. B HEKOTOpPBIX BapuUaHTaxX OCYLIECTBJIEHUs CHUAJIMPOBaHUE
NPUBOAUT K yBennueHH:o crabuibHOCTH pPB B KpoBOTOKE (Hampumep, MOCIE BBEIEHHS
cyObekTy) mo cpaBHeHuto ¢ p®PB, KOTOpBIl He MoxaBeprajics CHAIUPOBAHUIO. B HEKOTOPBIX
BapUAHTAaX OCYLIECTBJIEHHs CTaOMIbHOCTD cuanupoBanHoro p®B yeenmumnsaercs Ha 10%, 20%,
30%, 40%, 50%, 60%, 70%, 80%, 90% wunu Gonee mo cpaBHeHHIO ¢ pPB, KOTOpHIH He
MOJIBEPICsl CHAIMPOBAHUIO. B HEKOTOPBIX BapUaHTaX OCYIIECTBJIECHUS CHAINPOBAHHE MPUBOAUT
K YBEJIWYEeHUIO0 mepuona nonyxusHu p®B no cpaBHenuro ¢ p®@B, KOTOpBI He monaBepraics
CHAJIMPOBaHUIO. B HEKOTOpBIX BapuUaHTaxX OCYLIECTBIEHUS CHAJUPOBAHHWE TPUBOAUT K
YBEJIMYCHHUIO Neprosia noiykusiu p®@B B KpoBOTOKE (HampuMep, Mociie BBeIeHHs CyOBEKTy) 1o
cpaBHeHHI0 ¢ p®PB, KOTOpBII HE MNOABEpPrajics CHAIMPOBAHUID. B HEKOTOpPBIX BapHUaHTAX
OCYLIECTBJIEHUS MIEPUOA TIONYKU3HU cuanupoBaHHoro p®B ysernunsaercs va 10%, 20%, 30%,
40%, 50%, 60%, 70%, 80%, 90% wumu Oonee mo cpaBHeHHIO ¢ pDPB, KOTOpBII He MOABEpPrCs
CHAJIMPOBAaHUIO. B HEKOTOpBIX BapHaHTax OCYILIECTBJEHHsI YBEIHMUEHHBIM MEPUOA IMOJYKU3HU
cuanupoanHoro p®B mnpusomut k p®B, kotopsii crabuneHn B Teyenme 1 yaca, 2 4Hacos, 3
gacoB, 4 4acoB, 6 uacos, 12 wacoB, 24 yacoB miau Oojiee B KPOBOTOKE (Hampumep, Iocie
BBEICHUSI CyOBeKkTy) mo cpaBHeHuo ¢ p®B, koropeili He moaBepraics cHamupoBaHHO. B
HEKOTOPBIX BapHaHTaX OCYILECTBJIEHHs CHAJIUPOBAaHUE YBEJIMYMBAET KOJIM4YECTBO 2,3-
CHATUpPOBaHUs WWiu  2,6-cMaqupoBaHus. B  HEKOTOPbIX BapHAaHTaX OCYLIECTBIICHHS
CHAIUPOBAaHUE YCWJIMBaeTCs ImyTeM poOaBieHus 2,3-cuanmunrtpaHcdepasel w/mmm  2,6-

cuanuntpancpepasei  u CMP-NANA  (HatpueBass coib  OUTHOUH-5'-MoHO(OChO-N-
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alleTUITHEHPAMHUHOBOI KUCIIOTBI) B KQUECTBE JOTOJHUTENbHON OyepHoit cranuu. B HekoTopsIx
BApUAHTAaX  OCYIIECTBICHUs CHAJMPOBAHWE yCHJIMBAaeTcs myTeM paobaeneHus  2,3-
cuanuntpancpepaset  u CMP-NANA  (HatpueBass coib  OUTHAUH-5'-MoHOdOChO-N-
alleTUITHEHPAMUHOBOI KHCIIOTHI) B KAUECTBE JOMOJIHUTENBHON Oy(epHoit craguu. B HexoTopbIx
BapUAHTAX OCYINECTBICHUS 2,3 CHAJIMpOBaHWE YCHJIMBAETCS IyTeM paolaBieHust 2,3-
cuamunrpancdepassl  u CMP-NANA  (HarpueBast comb  IUTHUAUH-S'-MOHO(OCHO-N-
alleTHITHEHPaMUHOBOH KHCJIOTBI) B KAU€CTBE NOMOIHUTENbHON Oy(hepHOi cTaanu.

[00128] B HekOoTOpBIX BapuaHTaX OCYIUECTBIEHHS 2,6 CHAIUPOBAHUE YCUIIHUBAETCS
nytem nobasnenust 2,6-cuanmunrpancdepaser 1 CMP-NANA (HaTpueBasi Ccoyib LMTUAMH-S'-
MoHO(oCchO-N-aueTHIHEHpaMUHOBOW  KUCJIOTBI) B KauecTBE JOIMOJHUTENbHOH OydepHoi
craguu. B HEKOTOpPBIX BapuaHTaX OCYIIECTBICHUS 2,3 CHAIUpOBaHHE W/Win 2,6 CHAIMPOBAHHE
yCHJIMBaeTcss myTteM pnoOaByieHust 2,3-cuanunrpancdepassl w/wimm 2,6-cuanuntpaHcdepasbl U
CMP-NANA (HaTpueBasi coib LUTHIUH-5'-MOHO(pOCHO-N-aneTniHeHpaMUHOBOH KHCIIOTHI) B
Ka4yecTBe JOMONHUTENbHOH OydepHoil cranuu. B HekoTophIX BapuaHTax ocymectsieHnst CMP-
NANA xumudecku Wi (HepMEHTAaTUBHO MOAM(DULIMPOBAH AJS MEpeHOoca MOTU(PUIIMPOBAHHON
CHAJIOBOH KHCJOTBl B TNOTEHIMAJBHO CBOOONHOE TOJOXKEHHE. B HEKOTOpBIX BapHaHTaX
OCYIECTBIIEHHs] CHATMPOBAHHE BBITIOJHSIOT MyTeM 3arpy3ku p®B Ha cMoIy, TPOMBIBKH OHUM
win Oonee Oydepamu, Kak OMUCAHO B JAHHOM IOKYMEHTE, IUIsl YIOAJICHHS HEXeJaTeTbHBIX
npuMecel, MPUMEHEHHsI OIHOTO Wiu Oojiee OyepoB, comepKalIux CHATWITpaHChepasy u
CMP-NANA, B ycioBusix, 00€CIeunBaOLINX OMOJHUTEIbHOE CHAIUPOBAHUE, W TPOMBIBKU
onHuM OydepoM wnIM HECKONbKMMH OydepamMu ansd  yhoaneHus U30bITKA PEareHTOB
CHAJTMPOBAHUS, U JIIOUPOBAHUE OAHUM WM Oonee Oydepamu ynyumennoro p®@B (Hanpumep,
p®B c yBenMueHHBIM CHAJHPOBAaHHEM). B HEKOTOpBIX BapHaHTaX OCYILNECTBJIEHHUS IPOLECC
CHAJIMPOBAHUS BBINNOJHIETCS] KaK 4YacTb METOAA KAaTHOHHOrO OOMeHa, MeTona aHWOHHOIO
oOMeHa, MeTozma WCKIIOUeHHs IO pasMepy WM MeToaa MMMyHOa((UHHOH OYMCTKH, Kak
OIHUCAHO B JAHHOM JIOKYMEHTE.

[00129] AnbpTepHaTHBHO, COEAMHEHUS TONYYalOT CHHTETHYECKUMH METOJAMHU,
UCTIONB3Ysl, HampuMmep, MeTonbl TBepAaodasHoro cuuresa. llogxonsdmme METOABl XOPOIIO
W3BECTHBI B JAHHOH 0OOJIACTH TEXHUKU M BKIIIOYAIOT Te, KoTopble omucanbl B Merrifield (1973),
Chem. Polypeptides, pp. 335-61 (Katsoyannis and Panayotis eds.); Merrifield (1963), J. Am.
Chem. Soc. 85: 2149; Davis et al. (1985), Biochem. Intl. 10: 394-414; Stewart and Young
(1969), Solid Phase Peptide Synthesis; marent CIIIA Ne 3941763; Finn et al. (1976), The
Proteins (3rd ed.) 2: 105-253; u Erickson et al. (1976), The Proteins (3rd ed.) 2: 257-527.
TeepnodasHblil CUHTE3 SBISETCA MPEANOYTUTENBHBIM METOIAOM MOJYYEHHUS HHIUBUAYAIbHBIX
NENTHUIOB, IIOCKOJIBKY 3TO HanOoJiee SKOHOMUYHBIH METOA MOJTy4eHHsT HEOONbIINX MENTHIOB

[00130] Dparmentsl, BapuanTel U aHajorn ®B moryT ObITh MOJy4eHBI crocodamw,
XOpOILIO W3BECTHBIMH B JAaHHOH oOnactu TeXHUKH. PparMeHThl IMOJNUMENTHAA MOTYT OBITh
NIOJIy4€HBI C MCIIOJIb30BaHUEM, Oe3 OrpaHu4eHusi, (epMEHTATUBHOIO paclieruieHus (Hampumep,
TPUIICUHA, XHMOTPHUIICHHA), & TaKK€ C MHCIIOJb30BAHUEM PEKOMOMHAHTHBIX CPEICTB IS

CO3aaHuA (1)pal"MeHTOB MNOJIUIICIITHAA, HUMCEHO X KOHKPETHYIO AMUHOKHUCJIOTHYIO
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NOCJIEIOBATENbHOCTh. MOryT OBITh MOJYYEHBI MNOJHIENTHIHBIE (PPAarMEHThI, BKIIFOYAIOIIUE
o0xactp Oenka, o0nanamero KOHKPETHONH aKTHBHOCTBIO, TAKYIO KaK JOMEH MYJIbTUMEPHU3ALUH
v 0ol apyroit uneHTUGUIUpyeMbii 1oMeH @B, n3BecTHBIN B JaHHOH 00JIACTH TEXHUKU.

[00131] CnocoObl mony4eHHs] aHAJOTOB TMOJUIENTHIOB TaKXKe XOPOIIO H3BECTHBI.
AHanorn amMHHOKHCJIOTHOH IOCIEeNOBATEIbHOCTH MOJUIENTHAA MOTYyT OBITh aHAJOraMH C
3aMelIeHrueM, WHCepLuel, nobaBneHreM Wi naeneuued. JlenenyoHHble aHAJIOTH, BKIIOYAs
(bparMeHThbI MOMUNENTH A, JHILIEHbI OHOTO WK OoJiee OCTATKOB HATHBHOTO OeJKa, KOTOpbIe He
SIBJIIFOTCSI CYLIECTBEHHBIMU JUIsI (DYHKIIMM HJIM MMMYHOTE€HHON aKTMBHOCTU. M HCEpIHOHHBIE
aHAJIOTH BKJIOYAIOT A00aBJIEHUE, HANpUMep, aMHUHOKHCJIOTHI (aMUHOKHCIOT) B HEKOHLIEBYIO
TOUYKY MOJIUNENTHAA. DTOT aHAJIOT MOXET BKJIFOYATh, HAIIPUMEP, HO O€3 OrpaHHYeHHs], BCTABKY
UMMYHOPEAKTHBHOTO 3IHTONA WM TPOCTO OJWHOYHBIA OCTaTOK. AHAJOTH JOOaBJIECHUS,
BKJIFOYasl (pparMeHThl MOJHUIENTHA, BKIFOYAIOT J00aBIeHHe OOHOH WK 0ojiee aMUHOKHCIIOT Ha
OOHOM Wi O0OMX KOHIAX OeNka W BKJIOYAIOT, Hampumep, ciautble Oenku. Takxke
paccMaTpUBAOTCS] KOMOMHALIMH BBIIIEYTOMSIHY THIX aHAJIOTOB.

[00132] 3amermnarorie aHaIOrd OOBIYHO 3aMEHSIFOT OHY AMUHOKHUCIJIOTY TUKOTO THTIA Ha
APYTyI0 B OOHOM WM Oojiee calitax B mpenenax Oejka M MOTYT OBITh pa3padoTaHbl A
MOZYJISILIAN OJJHOTO MK O0Jiee CBONCTB MONMIenTraa 0e3 MOJHOH nmoTepy Apyrux GyHKIUH nim
CBOWCTB. B oOngHOM acmekTe 3aMeHbl NPEACTABISIIOT COOOW KOHCEPBATHUBHBIE 3aMEHBL.
«KoHcepBaTuBHAsT aMUHOKHCIIOTHAsI 3aMeHa» TPENCTaBysAeT cOOOH 3aMeHy aMHUHOKHCIIOTHI Ha
AMHHOKHUCIJIOTY, HWMEIOIIYI0 OOKOBYK Ielb WM AHAJOTHYHBIA XHMHUYECKUH XapakTep.
ITonoOHbIE aMUHOKUCIIOTBI AJISl TPOBEIEHUST KOHCEPBATUBHBIX 3aMEH BKIIFOUAIOT AMHHOKHUCIIOTHI
C KuCJON OOKOBOM wLemnblo (IJyTaMHHOBAs KHCJIOTA, AaclapardHOBas KHCIOTAa), OCHOBHOM
OOKOBOM LENbIO (APTUHUH, JU3UH, TUCTUAMH), OOKOBOHM LIENbI0 MOJSAPHOro aMmuzaa (TJIyTaMuH,
acmaparuH); ruapodoOHoi amudarudeckoii OOKOBOM LeNblO (JICHIMH, H30JEHLIMH, BaJUH,
alaHWH, TJIMIMH), apOMaTH4YecKoil OOKOBOH Lenbio ((peHmnanaHuH, TpUNTO(haH, TUPO3UH),
HeOOJbIIONH OOKOBOW 1embto (IVIMLKH, aJlaHUH, CEPUH, TPEOHWH, METHOHUH), WJIH
annpaTUYECKON THAPOKCHIIbHON OOKOBOM LIETIBIO (CEPHH, TPEOHHUH).

[00133] B onmHOM acmekTe aHAJOrH MO CYLIECTBY T'OMOJIOTHYHBI WU IMPAKTUYECKU
UJICHTHYHBI peKOMOMHaHTHOMY @B, M3 KOTOPOro OHM TOJYyYEHBL AHAJIOTH BKJIIOYAKOT TE,
KOTOpBIE COXPAHSIOT MO MEHbIIEH Mepe YacTb OWOJIOTMYECKOH AKTUBHOCTH IOJIUIENTHAA
JIUKOTO THITA, HATPUMEP, AKTUBHOCTH CBEPTHIBAHHS KPOBHL.

[00134] PaccmaTpuBaemble BapHaHTBbI MOJIMIIENTHAOB BKIIIOYAIOT, 0€3 OrpaHHYEHUs,
MOJIUMENTH/IbI, XUMUYECKH MOAU(UIPOBAHHBIE TAKUMH METOAAMH, KaKk yOUKBUTHHHPOBAHHUE,
TJIUKO3MIIMPOBAHNE, BKIIFOYAsl MOJHCHAIMPOBAaHUE (WM TONMCHATUPOBAHNE), KOHBIOTALUIO C
TEPANeBTHUECKUMH WM JTHArHOCTUYECKHMH areHTaMu, MeueHHe, KOBAJIEHTHOE MPUCOSTUHEHNE
NOJIIMEpa, TaKoe Kak TIETHIMpOBaHue (IepuBATH3AaLMs TOJUITHIICHIVINKOJEM), BBEICHUE
HETUIPOJIM3YEMBIX CBs3€i, W BCTABKa WM 3aMeIleHHe IyTeM XHUMHYECKOTrO CHHTE3a
AMHHOKHUCJIOT, TaKMX KaK OPHUTHH, KOTOpbIe OOBIYHO HE BCTPEYAIOTCS B O€NKax YesoBeKa.
BapuaHThl COXpaHAIOT Takue >K€ WIM NPAKTUYECKH OJMHAKOBBIE CBS3BIBAIOIINE CBOMCTBA

HEeMOIU(ULMPOBAHHBIX MOJIEKYJ MO U300pereHuto. Takas xumuueckas MOAU(DUKAIMS MOXKET
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BKJIFOYATh MpPsSIMOE WM KOCBEHHOE (Hampumep, depe3 JIMHKEep) NPUCOEAWHEHHE areHTa K
nonunentuny ®B. B ciyyae HenmpsMOro mpuCOeAMHEHUs MPENIoaraeTcs, 4To JUHKEP MOXKET
OBITH TUIPOITU3YEMBIM MITH HETHIPOIU3YEMBIM.

[00135] Ilony4yeHue aHAIOrOB METMJIMPOBAHHOTO TMOJIMIIENTHAA B OHOM acrekTe Oyaer
BKJIFOYATh CTazuu (a) peakuuu TMOJUIEeNTHAa C MOJNUITWIEHITIHKOJIEM (TakuM  Kak
PEaKIMOHHOCTIOCOOHBIH CIIOKHBIN 3 up WK ajgbaerugHoe npoussoaHoe I100) B ycnoBusx, npu
KOTOPBIX TOJHUIIENTHA CBSA3bIBAIOIIEH KOHCTPYKLMHU TPHCOECOMHSETCS K OAHON mium Oosee
rpynnam 19T, u (0) monyueHnue mpoaykrta(-oB) peakuuu. B oOiiem, onTUMabHBIE YCIOBHS
peakiuy Al peakUuil alMIMPOBAHUS OMPENENSIOTCS Ha OCHOBE HM3BECTHBIX MapamMeTpoB U
JKemaeMoro pesyibrata. Hampumep, dem Ooible cootHomenue I10I:0emok, Tem Oonbiue
NPOLEHT TOJIMMETUIMPOBAHHOTO TPONYKTa. B  HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHUS
CBSI3bIBAIOINAsl KOHCTPYKUMs umeer omuH ¢parment [I3I° Ha N-konue. ITomusTuieHrMKONb
(II2T") moskeT ObITH MPHUCOENUHEH K (PaKTOPY CBEPTHIBAHUS KPOBH, HAIPUMED, sl 0OecreueHus
Oonee nMIWTENBHOTrO MepHoja MONYKuM3HU in vivo. I'pymma IIDIT moxer umerh oOyrO
MOIXOJSIIYE0 MOJIEKYJISIPHYED Maccy W ObITh JIMHEHHOW Wi passeTBlieHHOW. CpenHsis
monekysipHasi Macca [1910 HaxonuTest B quana3one ot okoiio 2 k/la («x/a») no okomno 100 k/la,
ot 0k0J10 5 k/la 1o okoso 50 k/la unu ot okoso S k/la 1o okoso 10 x/la. B HEKOTOPBIX acmekTax
rpynmel [I21° npucoenuHeHs! K (GaKTOPYy CBEPTHIBAHHS KPOBH IMOCPENCTBOM ALIMIMPOBAHUS UIIH
BOCCTAaHOBUTENIBHOTO JIKMJIMPOBAHUS Yepe3 MPUPOIHYIO UM CKOHCTPYHPOBAHHYIO PEAKTUBHYIO
rpymnmy B ¢pparmente [I9I" (Hanpumep, anbaernaHy0, aMUHO, THOJOBYIO WUJIH CIIOKHO3(HUPHYIO
IPYIy) K pPEaKLMOHHOCIIOCOOHOH rpymme Ha (akTop CBEPTHIBAaHMA KPOBU (Hampumep,
aNbIEeruiHas, aMUHO- WM CJIOKHO3(UpPHAsS TPYIINA) UIIH JFOOBIM IPYTUM CIIOCOOOM, U3BECTHBIM
B ITAHHOM 00JIACTH TEXHHKU.

[00136] CnocoObl moNy4YeHHsT MOJUCHAJMPOBAHHOTO TMOJUIENTHAA OIMUCAHBI B
narentHoi nyonukanuu CIIA 20060160948, Fernandes et Gregoriadis; Biochim. Biophys. Acta
1341: 26-34, 1997 u Saenko et al., Haemophilia 12:42-51, 2006. Bxkparue, pacTBOp
kojjoMuHOBOM Kuciothl (CA), comepxkammmii 0,1 M NalQ,, mepemMemuBarOT B TEMHOTE MPH
KOMHaTHON Temmneparype 1jsi okucieHuss CA. AxtuBupoBaHHbIM pacTBop CA muanusyror
npotus, Hanpumep, 0,05 M Hatpwmii-pocdarnoro Oydepa, pH 7,2, B TeMHOTE, U 3TOT PacTBOp
no0aBysiroT K pactBopy p@B u uHKYOHpPYIOT B TeueHue 18 4 mpu KOMHATHOH TeMIiepaTtype B
TEMHOTE MPU OCTOPOXKHOM BCTpsixuBaHUH. CBOOONHBIE peareHThl HEOOS3aTENbHO OTAENSIOT OT
KoHblOTaTa p®PB-monucuanoBasi KUCJIOTa, HAMpUMep, yabTpaduibTpanueit/nuaduibTpanueii.
Konbrorauus p®B ¢ nonucuanoBoll KUCIOTOW AOCTUTAETCA C HCMOJIb30BAHHUEM [NIyTapOBOIO
anpIeruia B KadecTBe cluuBaroinero peareHra (Migneault et al., Biotechniques 37: 790-796,
2004).

[00137] B ppyrom acriekTe Takke MPEAroJiaraercsi, 4To nojunentuas npenpo-®B u
npo-®B Oynyr ofecneunBaTh TepaneBTHUECKUH 5(@exT B KOMNO3MLUAX IO ITaHHOMY
n3o0perennto. Hanpumep, B marenre CIIIA Ne 7005502 omucan ¢papmalieBTHUECKHH npenapar,
colep KalIuil 3HaYuTeNnbHbE KonmuecTBa mpo-PB, kortopeiii uHIyuupyer obOpa3oBaHue

TpoMOuHa in vitro. IloMMMO peKOMOMHAHTHBIX, OHOJOIMYECKH AaKTUBHBIX (PParMeHTOB,
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BAPUAHTOB MWJIM JPYrMX AaHaJOroB BCTpedarolerocs B npupone 3penoro DB, nannoe
n300peTeHne MpeanojaraeT WCIOJIb30BAHINE PEKOMOMHAHTHBIX OHMOJOTHMYECKH AKTUBHBIX
(¢parMeHTOB, BAPHAHTOB WJIM aHAJIOroB nonunentuaos npenpo-®B (mpusenen B SEQ ID NO:2)
win npo-®B (amuHOKHCcHOTHBIE OocTaTtku 23-764 SEQ ID NO: 2), unu p®B (npusenen B SEQ
ID NO:3) B cocraBax, ONMCAaHHBIX B JAHHOM JJOKYMEHTE.

[00138] IlonunHykneoTunabl, KOAUpyOIHe (parMeHThl, BapUAHTbl U AHAJIOTH, MOTYT
OBITb JIETKO TOJIyYeHbI CIEIMAIUCTOM B OOJACTH KOAWUPOBAHUS OHOJOTMYECKH AKTHUBHBIX
(parMeHTOB, BApUAHTOB WJIM AHAJOrOB BCTPEYANOLIEHCS B MPHPOAE MOJEKYJbI, KOTOpPbIE
00J1amaroT TaKoH ke Wi MOJ0OHOM OHONIOrHYeCKOH aKTUBHOCTBIO, YTO U MPUPOAHAST MOJIEKYJIA.
B pasnnuHbIX acnekTax 3TH MOJMHYKICOTHABI MOJYYAIOT C UCMONb3oBaHHEM MeTonos ITIIP,
(epMEeHTATUBHOTO pPACLICTUICHUS/TUrUpOBaHus MOJiekyJibl, kogupyromei JIHK, u T.n. Takum
o0pa3oM, CIeUUaIUCT B JAHHON OOJIACTH TEXHHKH CMOXKET CO3/1aBaTh U3MEHEHMs €IUHHYHBIX
ocHoBanuii B uenu JIHK, mpuBozasine k H3MEHEHHOMY KOJOHY U MHCCEHC-MYTallUH, C
UCIIOIb30BAaHUEM JIFOOOr0 METOda, W3BECTHOTO B JAHHOH O0NAaCTH TEXHHUKH, BKJOUas, Oe3
OTpaHUYEHUs] 3TUM, CaWT-crienuduueckuii myrareHe3. lcmonmp3yemas B JaHHOM JOKYMEHTE
¢dpaza «yMEepeHHO CTPOTHE YCIOBUS THMOPUAM3ALMNY) O3HAYAET, HAPUMEp, THOPUIN3ALHIO MIPH
42°C B 50% dopmamune u ormbeiBky mpu 60°C B 0,1 x SSC, 0,1% SDS. Crenmuanucram B
TaHHOHN 00NIACTH TEXHUKHU MOHSTHO, YTO U3MEHEHHE STHX YCIOBHI MPOUCXOIUT B 3aBHCUMOCTH
OT JUIMHBI U COAEP)KaHUsI HyKJIeOTHIHBIX ocHoBaHMI GC mocienoBaTenbHOCTEH, MOIJIeKAINUX
ruOpuam3armu.  CraHzmapTHele B JaHHOM O0NacTH TeXHUKH (OPMYJIBI MOOXOASAT IS
oTpeeNieHus] TOYHBIX ycyoBui ruOpunmzammu. Cm. Sambrook et al., 9.47-9.51 B Molecular
Cloning, Cold Spring Harbor Laboratory Press, Cold Spring Harbor, New York (1989).

MVYJIbTUMEPBHI ®B

[00139] Ouenka konu4yecTBa M MPOLEHTHOrO COAep:kaHus MynbTuMepoB p®PB moxer
OBITb TIPOBEAEHA C MCHOJb30BAHMEM METONOB, HM3BECTHBIX B JAHHOW OOJACTH TEXHHKH,
BKJIFOYasi, 03 OrpaHMYeHHUs, METOAbl C KCIOJb30BaHUEM JJekTpodope3a H  METOIbI
SKCKJIFO3UOHHOHN Xpomartorpaduu Ui pasneneHust MynbtuMepoB @B mno pasmepy, Hampumep,
kak obcyxmaercs B Cumming et al., (J Clin Pathol., 1993 May; 46(5): 470-473, xotopbiii
BKJIFOYEH B JIAHHOE OINMCAHHME MOCPEICTBOM CCBUIKM Il BCEX IIeJiell U, B YACTHOCTH, JUIS BCEX
pPEKOMEHMALMi, OTHOCALIMXCS K OleHke MmyJabTuMepoB @B). Takme wmerombl MOryT
JOTIOJIHUTENBHO BKJIFOYAaTh METOABl MMMYHOOJIOTTHHra (TakMe KakK BECTEPH-OJIOTTHHT), TpHU
KOTOPBIX T'eJIb MIOABEPTAIOT UMMYHOOJIOTTHHTY C MOMOIIBIO PaHOAKTHBHO MEYEHHOTO AaHTHUTENA
Kk @B ¢ nocneayromuM XeMUTIOMHHECIIEHTHBIM OOHapykeHneM (cM., Hanpumep, Wen et al., J.
Clin. Lab. Anal., 1993, 7: 317-323, KOTOpBIi MOJHOCTBIO BKJIIOYEH B JaHHOE OIUCAHUE
MOCPENCTBOM CCBUIKH JJISI BCEX LIEeJIeH M, B YaCTHOCTH, OTHOCSIIIMXCS K OLIEHKE MYJIETHMEPOB
@®B). JlononaurenbHble aHamu3bl Ha @B BKIOYAaOT aHaNMM3 akTUBHOCTH aHTHUreHa @B (PB:
Ar)

aktuBHoctH @B (O®B:KCA), KOoTOpBIE YacTO WHCIONB3YIOTCA Ui JUATHOCTUKH |

puctoueTnH-kopakTopHoii aktuBHocTH @B (®B:KP) 1 kojmareHcBsi3bIBaroLIei

2

kiaccudukaun 6one3nu ¢pon Bunnebpanna (cm., Hanpumep, Favaloro et al., Pathology, 1997,
29(4): 341-456; Sadler, JE, Annu Rev Biochem, 1998, 67:395-424 u Turecek et al., Semin
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Thromb Hemost, 2010, 36:510-521, koTOpble HACTOSIIIMM BKJKOYEHbI B Kaue€CTBE CCHUIKU B
MIOJTHOM OOBbEME JJIs BCEX LieNiell U, B YACTHOCTH, AJISI BCEX METOMMK, CB3aHHBIX C aHAJIN3aMHU Ha
®B). B HexoTopbIx BapuaHTax ocyuiecTieHuss p@B, nmoxydeHHbll ¢ UCTIONb30BAHNUEM JAaHHBIX
croco0oB, BKIIOYaeT J000H npoduiab MyJIbTHMEPOB, INPHUCYTCTBYIOIIUH B 3arpy304HOM
BbIOOpKe pPB. B HekoTOpBIX BapuaHTax ocyuiectBieHus p@B, nonyueHHbIH ¢ HCNIOIB30BAHUEM
JaHHBIX CIOCOOOB, BKJIFOYAET (hU3UOJOTHUECKHE BCTPEYANOLIHEcs MPO(GHIM MyJbTHMEPOB, a
TaK»ke NpopUIN CBEPXKPYIHBIX MyJbTUMepoB DB.

Ananmusel @B

[00140] IIpu nepBuuHOM remoctraze ®B cioyKUT MOCTOM MeXAy TPOMOOLHMTAMHU H
ONpeAeNeHHbIMH KOMIIOHEHTaMH BHEKJIETOYHOIO MaTpUKCa, TAaKUMH Kak KOJUIAreH.
buonornyeckass axtuBHOocTh @B B 3TOM mporecce MOXKET OBbITh HM3MEpPEeHa pa3IMYHBIMU
aHanuzamu in vitro (Turecek et al., Semin Thromb Hemost, 2010, 36: 510-521).

[00141] Anamu3z ©®B:kodaktop pucrouernHa (PB:KP) ocHoBaH Ha arriroTHHALUIH
CBEXHX WIH (PUKCHPOBAHHBIX (HOPMAIMHOM TPOMOOLMTOB, MHAYLMPOBAHHOH aHTHOMOTHKOM
pucrouetuHoM B mnpucytctBun ®PB. CreneHp arrmOTHHALUMN TPOMOOLIUTOB 3aBUCHT OT
KoHIeHTpauun ®B u Moxer ObITh HM3MepeHa TYpOUANMETPUYECKHM METONIOM, HAIpHMeEp, C
nomortpio arperomerpa (Weiss et al., J. Clin. Invest., 1973, 52: 2708-2716; Macfarlane et al.,
Thromb. Diath. Haemorrh., 1975, 34: 306-308). Kak npeaycMOTpeHO B JaHHOM IOKYMEHTE,
(®B:KP) 1o

n300peTeHNI0 OOBIMHO onuchiBaeTcs B equHnnax ME/Mkr @B, kak u3mMepeHo ¢ UCTONIb30BaHUEM

cneunuveckass PUCTOLETUH-KOpakTopHas akTuBHOCTE DB JAHHOMY
AHAJIM30B 1N Vitro.

[00142] B HekoTOpbIX BapuaHTax ocyuiecTBieHus pPB, ounineHHbI crocodamu o
JaHHOMY H300pETEeHHI0, UMEET yIENbHYIK aKTHBHOCTh MO MeHbINeH mepe okojo 20, 225, 25,
27,5, 30, 32,5, 35, 37.5, 40, 42,5, 45, 47.5, 50, 52,5, 55, 57,5, 60, 62,5, 65, 67.5, 70, 72,5, 75,
77.5, 80, 82,5, 85, 87.5, 90, 92,5, 95, 97,5, 100, 105, 110, 115, 120, 125, 130, 135, 140, 145, 150
win Oonee MEn/mkr. B HekoTOpbIX BapuaHTax ocyuiectBieHus p®PB, wucmonb3yemblii B
OMUCAHHBIX B JAHHOM JOKYMEHTE CIoco0ax, MMeeT YIEeNbHYI0 akTHBHOCTH OT 20 mo 150
MEn/mMkr. B HeKoTOpbIX BapuaHTax ocyuiectienus p@B nmeer ynenbHy0 akTHBHOCTD OT 30 110
120 MEn/mkr. B HeKoTOpBIX BapuaHTax ocymecteieHns p@B umeer yaeqpHy0 aKTHUBHOCTh OT
40 no 90 MEn/mMkr. B HekoTopbIx BapuaHTax ocyiiectsieHus p@B obnamaer cneunpuyueckoi
AKTUBHOCTBIO, BEIOPaHHOM 13 BapuaHTOB ¢ 1 mo 133, yka3aHHBIX B Tabmue 3 HUXKe.

Tabmuua 3. IlpumepHble BapHaHTBI OCYINECTBICHUS crielnpuIecKoil aktusHocTu pPB,

O6Hapy>l(eHHOﬁ B KOMIIO3UIIUAX W HCIIOJB30BAHHBLIX B cnoco6ax, MPEAJIONKEHHBIX B JAHHOM

TOKYMEHTE.
(MEn/ (MEn/ (MEn/ (MEn/
MKT) MKT) MKT) MKT)
20 Bap. 1 110 Bap. 35 | 40-150 | Bap. 68 70-120 Bap. 101
22,5 Bap. 2 115 Bap. 36 | 40-140 | Bap. 69 70-110 Bap. 102
25 Bap. 3 120 Bap. 37 | 40-130 | Bap. 70 70-100 Bap. 103
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27,5 Bap. 4 125 Bap. 38 | 40-120 | Bap.71 70-90 Bap. 104
30 Bap. 5 130 Bap.39 | 40-110 | Bap.72 70-80 Bap. 105
32,5 Bap. 6 135 Bap. 40 | 40-100 | Bap.73 80-150 Bap. 106
35 Bap. 7 140 Bap. 41 40-90 Bap. 74 80-140 Bap. 107
37.5 Bap. 8 145 Bap. 42 40-80 Bap. 75 80-130 Bap. 108
40 Bap. 9 150 Bap. 43 40-70 Bap. 76 80-120 Bap. 109
42,5 Bap. 10 | 20-150 | Bap. 44 40-60 Bap. 77 80-110 Bap. 110
45 Bap. 11 | 20-140 | Bap. 45 40-50 Bap. 78 80-100 Bap. 111
47,5 Bap. 12 | 20-130 | Bap. 46 | 50-150 | Bap. 79 80-90 Bap. 112
50 Bap. 13 | 20-120 | Bap.47 | 50-140 | Bap.80 | 90-150 Bap. 113
52,5 Bap. 14 | 20-110 | Bap.48 | 50-130 | Bap. 81 90-140 Bap. 114
55 Bap. 15 | 20-100 | Bap.49 | 50-120 | Bap. 82 90-130 Bap. 115
57.5 Bap. 16 | 20-90 | Bap.50 | 50-110 | Bap. 83 90-120 Bap. 116
60 Bap. 17 20-80 | Bap.51 | 50-100 | Bap. 84 90-110 Bap. 117
62,5 Bap. 18 20-70 | Bap. 52 50-90 Bap. 85 90-100 Bap. 118
65 Bap. 19 20-60 | Bap. 53 50-80 Bap. 86 | 100-150 Bap. 119
67.5 Bap.20 | 20-50 | Bap. 54 50-70 Bap. 87 | 100-140 Bap. 120
70 Bap. 21 20-40 | Bap. 55 50-60 Bap. 88 | 100-130 Bap. 121
72,5 Bap. 22 | 30-150 | Bap.56 | 60-150 | Bap.89 | 100-120 Bap. 122
75 Bap. 23 | 30-140 | Bap.57 | 60-140 | Bap.90 | 100-110 Bap. 123
77,5 Bap. 24 | 30-130 | Bap.58 | 60-130 | Bap.91 | 110-150 Bap. 124
80 Bap. 25 | 30-120 | Bap.59 | 60-120 | Bap.92 | 110-140 Bap. 125
82,5 Bap. 26 | 30-110 | Bap.60 | 60-110 | Bap.93 | 110-130 Bap. 126
85 Bap. 27 | 30-100 | Bap.61 | 60-100 | Bap.94 | 110-120 Bap. 127
87,5 Bap. 28 30-90 | Bap. 62 60-90 Bap. 95 | 120-150 Bap. 128
90 Bap.29 | 30-80 | Bap.63 60-80 Bap. 96 | 120-140 Bap. 129
92.5 Bap.30 | 30-70 | Bap. 64 60-70 Bap. 97 | 120-130 Bap. 130
95 Bap. 31 30-60 | Bap.65 | 70-150 | Bap.98 | 130-150 Bap. 131
97.5 Bap.32 | 30-50 | Bap.66 | 70-140 | Bap.99 | 130-140 Bap. 132
100 Bap. 33 30-40 | Bap. 67 | 70-130 | Bap. 100 | 140-150 Bap. 133
105 Bap. 34

Bap. = Bapuant
[00143] p®B mno HacroseMy HW300PETEHUIO SIBJIIETCS B  BBICOKOW CTENEHH

MYJIBTUMEPHBIM, CcoAepskamuM oT okojo 10 mo okono 40 cybbenunun. B pomonHUTETBHBIX
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BapHUAHTaxX OCYLIECTBIECHUs MyJbTHMEpHbIH pPB, mosy4yeHHbIH ¢ NCIIONBb30BaHIEM CIIOCOOOB I10
JaHHOMY u300pereHuro, coxpepxur okomo 10-30, 12-28, 14-26, 16-24, 18-22, 20-21
cyObenuHUL. B HekoTopbIx BapuaHTax ocyuiecTBieHHs p®@B mpucyrcTByeT B MyJbTHMEpax,
pa3Mep KOTOPBIX BapbUPYET OT AUMEPOB 0 MYJIBTUMEPOB, coaepkaumx cosnee 40 cyObeauHuIy
(> 10 munmmnonoB nanbToH). Camble OOJbIINE MyJIBTUMEPBI 00ECIEUMBAIOT MHOXECTBEHHBIE
YYaCTKU CBSI3BIBAHUS, KOTOPbIE MOTYT B3aUMOJEHCTBOBATh KaK C PELENTOpPaMu TPOMOOLIMTOB,
TaK U C y4YaCTKaMH MOBPEXKIEHUS CyOSHIOTENMATbHOTO MATPHKCA, M SIBISIOTCS HauOosee
reMoCTaTHYeCKu akTuBHOU (hopmoit ®B. B HekoTophix BapuaHTax ocyiuectBieHus p®B mo
HACTOSIIEMY HM300PETEHUIO0 COAEPKHUT CBepxkpymnHble MynbTMepbl (ULM, anrn. ultralarge
multimers). Kak mnpaBuno, Ooibiine U CBEPXKPYIHBIE MYyJIBTUMEpPHI SIBISIFOTCS HawnOolee
remMocraTiuecku 3¢ ¢extuBHbiMu (cum., Hanpumep, Turecek, P., Hdmostaseologie, (Vol. 37):
Supplement 1, pages S15-S25 (2017)). B HekoTopbIX BapuaHTax ocyiiectsieHus p@B umeer ot
500 k/la mo 20000 x/la. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHUS JIOOOH skemaeMbIiii mpoduib
MYJBTHMEPOB MOKET OBITH IMOJIyYeH C UCIONIBb30BAHHUEM OITMCAHHBIX CIOCOOOB. B HEKOTOPBIX
BApPUAHTAX OCYLIECTBJIEHHs, KOINA HCIOJB3YIOTCS METOAbl AHHOHHOrO OOMeHa W/MiH
KaTHOHHOTO oOMeHa, pH, MpoOBOOUMOCTh W/HMJIM KOHIEHTPAIUs MPOTUBOMOHOB OydepoB Ha
OnHOW nim Oonee ctaauu (CTaausAX) MPOMBIBKH MIIM TPATUEHTHBIX Oy(pepoB MOXKHO M3MEHSTh
IUTS TIONYYEHHUS JKeJaeMoro npoduiist MyJIbTUMEPOB. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
3aT€M UCIONB3YIOTCS METONBbl SKCKIIIO3HMOHHOH XpomaTtorpadpuu, KpUTEpUH cOopa MOTYT
UCTIONBb30BAThCS [Tl MTONYYEHHUS JKEeJaeMOro npoduiist MyJIbTUMEPOB. B HEKOTOPBIX BapuaHTax
OCYIIECTBJIEHHsI ONUCAHHBIN MPOQHIIb MyJIBTUMEPOB BKJIIOUAET CBEPXKPYITHbIE MyJIbTUMEPHI. B
HEKOTOPbIX BapUAHTaX OCYIIECTBJICHUS] CBEPXKPYIHbBIE MyJIbTUMEPBI COCTABISIOT IO MEHbLIEH
mepe 10000 x/la, mo menpiiein mepe 11000 k/la, no menbweit Mmepe 12000 x/la, mo MeHbLIe
mepe 13000 x/la, mo menpuiein mepe 14000 k/la, mo menbueii Mepe 15000 x/la, mo MeHbLIen
Mepe 16000 x/la, no menblueii mepe 17000 k/la, mo menbein mepe 18000 k/la, mo mMeHbIIeH
mepe 19000 x/la, mo menbuedi mepe 20000 k/la. B HEKOTOpPBIX BapuUaHTaX OCYIIECTBICHUS
CBEPXKpPYIHbIe MyJbTUMEpbl UMeOT pasmep ot 10000 x[da no 20000 k/la. B HexkoTOphIX
BapUAHTaX OCYILIECTBJICHUS] CBEPXKPYIIHbIE MyJIbTUMEPHI UMer0T pasmep oT 11000 k/la no 20000
k/la. B HEKOTOPBIX BapuaHTaxX OCYIUECTBJICHHs CBEPXKPYIIHbIE MYJBTUMEPHI UMEKOT pa3Mep OT
12000 kJa mo 20000 k/la. B HexkoTOpbIX BapuaHTax OCYILIECTBJIEHMsI CBEPXKPYIIHbIE
MyJbTHUMEpPbl UMET pasmep oT 13000 kx/la mo 20000 k/la. B HexoTOpbIX BapuaHTax
OCYILECTBJIEHUs] CBEPXKPYMHbIE MyJbTUMEPbl UMEKOT pazmep ot 14000 x/la mo 20000 x/la. B
HEKOTOPBIX BAPUAHTAX OCYILIECTBJIEHUs CBEPXKPYMHBIE MYJbTUMEpPBI UMEIOT pasmep or 15000
k/la no 20000 k/la. B HEKOTOpBIX BapuUaHTaX OCYILUECTBJICHHsS] CBEPXKDPYIIHbBIE MYJBTUMEPHI
uMeroT pasmep or 16000 kx/la mo 20000 k/la. B HexkOTOpBIX BapuaHTax OCYLIECTBIJICHHUS
CBEPXKpPYIHbIE MyJbTUMEpbl UMET pasmep ot 17000 x/la mo 20000 k/la. B HekoTOpBIX
BapUAHTaX OCYLIECTBJICHUS] CBEPXKPYIIHbIE MyJIbTUMEPBI UMEIOT pasmep oT 18000 k/la no 20000
k/la. B HEKOTOPBIX BapuaHTaxX OCYIUECTBJICHHs] CBEPXKPYIIHbIE MYJBTUMEPBI UMEKOT pasMep OT
19000 x/la no 20000 k/la. B HekoTOpbIX BapuaHTax ocyuecTtsiaeHus pPB, nonydeHHBIN C

UCTIONBb30BAHUEM  JIaHHBIX  CIIOCOOOB,  BKJIOYaeT J000H  mpoduiab  MyJIbTHMEPOB,
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NPUCYTCTBYIOLIMHA B 3arpy30uHoil BeiOOpke pPB. B HekoTOpBIX BapwaHTax OCYILIECTBICHHUS
p®B, mnony4eHHBII C HCIONB30BAHUEM JAHHBIX CIIOCOOOB, BKIIKOYAET (PU3NOJOTHUECKU
BCTPEYAIOLINECs TPO(PIIN MyJIbTUMEPOB, a TAKKE MPOQPHIIN CBEPXKPYITHBIX MyJIbTUMEpOB pPB.

[00144] B HekoTOpBIX BapuaHTax ocyllecTBieHuss kommnosuuuss pPB, nomydeHHas
OIMCAaHHBIM B JAHHOM JIOKYMEHTE CIIOCOOOM OYMCTKH, IMEET pachpesaeneHne oauromepos p®@B,
xapakrepusymooineecss TeMm, 4ro 95% omauromepoB comepxkar oT 6 o 20 cyOwvemunun. B
HEKOTOPBIX BapHAaHTax OCylLlecTBieHus komno3unus pP@B umeer pacnpeneneHue OIUroMepos
p®B, xapakrepusywiuneecs TeM, 4TO 95% ONUIOMEPOB HMEIOT AMANA30H CYObEIUHHUIL,
BbIOpaHHBIN U3 BApUAHTOB ¢ 458 1o 641, mpuBeACHHBIX B TAOIHULE 4.

Tabnuua 4. [TpumepHbIe BapuaHThI pacnpeneneHus oauromepos p@B, oOHapyKeHHBIX B

KOMIMO3ULUAX U UCIIOJIB3YEMBIX B cnoco6ax, NMPEACTABJIICHHBIX B JaHHOM JOKYMCHTC.

Cyobeaunu Cy0beaunu Cy0beaunu Cyo0beaunu
bl bl bl bl
Bap. Bap. Bap. Bap.
2-40 P 6-16 P 12-20 P 20-28 P
458 504 550 596
Bap. Bap. Bap. Bap.
2-38 P 6-14 P 12-18 P 20-26 P
459 505 551 597
Bap. Bap. Bap. Bap.
2-36 P 6-12 P 12-16 P 20-24 P
460 506 552 598
Bap. Bap. Bap. Bap.
2-34 P 6-10 P 12-14 P 20-22 P
461 507 553 599
Bap. Bap. Bap. Bap.
2-32 P 6-8 P 14-40 P 22-40 P
462 508 554 600
Bap. Bap. Bap. Bap.
2-30 P 8-40 P 14-38 P 22-38 P
463 509 555 601
Bap. Bap. Bap. Bap.
2-28 P 8-38 P 14-36 P 22-36 P
464 510 556 602
Bap. Bap. Bap. Bap.
2-26 P 8-36 P 14-34 P 22-34 P
465 511 557 603
Bap. Bap. Bap. Bap.
2-24 P 8-34 P 14-32 P 22-32 P
466 512 558 604
Bap. Bap. Bap. Bap.
2-22 P 8-32 P 14-30 P 22-30 P
467 513 559 605
Bap. Bap. Bap. Bap.
2-20 P 8-30 P 14-28 P 22-28 P
468 514 560 606
2-18 Bap. 8-28 Bap. 14-26 Bap. 22-26 Bap.
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469 515 561 607
Bap. Bap. Bap. Bap.
2-16 P 8-26 P 14-24 P 22-24 P
470 516 562 608
Bap. Bap. Bap. Bap.
2-14 P 8-24 P 14-22 P 24-40 P
471 517 563 609
Bap. Bap. Bap. Bap.
2-12 P 8-22 P 14-20 P 24-38 P
472 518 564 610
Bap. Bap. Bap. Bap.
2-10 P 8-20 P 14-18 P 24-36 P
473 519 565 611
Bap. Bap. Bap. Bap.
2-8 P 8-18 P 14-16 P 24-34 P
474 520 566 612
Bap. Bap. Bap. Bap.
4-40 P 8-16 P 16-40 P 24-32 P
475 521 567 613
Bap. Bap. Bap. Bap.
4-38 P 8-14 P 16-38 P 24-30 P
476 522 568 614
Bap. Bap. Bap. Bap.
4-36 P 8-12 P 16-36 P 24-28 P
477 523 569 615
Bap. Bap. Bap. Bap.
4-34 P 8-10 P 16-34 P 24-26 P
478 524 570 616
Bap. Bap. Bap. Bap.
4-32 P 10-40 P 16-32 P 26-40 P
479 525 571 617
Bap. Bap. Bap. Bap.
4-30 P 10-38 P 16-30 P 26-38 P
480 526 572 618
Bap. Bap. Bap. Bap.
4-28 P 10-36 P 16-28 P 26-36 P
481 527 573 619
Bap. Bap. Bap. Bap.
4-26 P 10-34 P 16-26 P 26-34 P
482 528 574 620
Bap. Bap. Bap. Bap.
4-24 P 10-32 P 16-24 P 26-32 P
483 529 575 621
Bap. Bap. Bap. Bap.
4-22 P 10-30 P 16-22 P 26-30 P
484 530 576 622
Bap. Bap. Bap. Bap.
4-20 P 10-28 16-20 26-28
485 531 577 623
4-18 Bap. 10-26 Bap. 16-18 Bap. 28-40 Bap.
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486 532 578 624
Bap. Bap. Bap. Bap.
4-16 P 10-24 P 18-40 P 28-38 P
487 533 579 625
Bap. Bap. Bap. Bap.
4-14 P 10-22 P 18-38 P 28-36 P
488 534 580 626
Bap. Bap. Bap. Bap.
4-12 P 10-20 P 18-36 P 28-34 P
489 535 581 627
Bap. Bap. Bap. Bap.
4-10 P 10-18 P 18-34 P 28-32 P
490 536 582 628
Bap. Bap. Bap. Bap.
4-8 P 10-16 P 18-32 P 28-30 P
491 537 583 629
Bap. Bap. Bap. Bap.
6-40 P 10-14 P 18-30 P 30-40 P
492 538 584 630
Bap. Bap. Bap. Bap.
6-38 P 10-12 P 18-28 P 30-38 P
493 539 585 631
Bap. Bap. Bap. Bap.
6-36 P 12-40 P 18-26 P 30-36 P
494 540 586 632
Bap. Bap. Bap. Bap.
6-34 P 12-38 P 18-24 P 30-34 P
495 541 587 633
Bap. Bap. Bap. Bap.
6-32 P 12-36 P 18-22 P 30-32 P
496 542 588 634
Bap. Bap. Bap. Bap.
6-30 P 12-34 P 18-20 P 32-40 P
497 543 589 635
Bap. Bap. Bap. Bap.
6-28 P 12-32 P 20-40 P 32-38 P
498 544 590 636
Bap. Bap. Bap. Bap.
6-26 P 12-30 P 20-38 P 32-36 P
499 545 591 637
Bap. Bap. Bap. Bap.
6-24 P 12-28 P 20-36 P 32-34 P
500 546 592 638
Bap. Bap. Bap. Bap.
6-22 P 12-26 P 20-34 P 34-40 P
501 547 593 639
Bap. Bap. Bap. Bap.
6-20 P 12-24 P 20-32 36-38
502 548 594 640
6-18 Bap. 12-22 Bap. 20-30 Bap. 38-40 Bap.
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503 549 595 641

Bap. = Bapuant

[00145] B HexkoTOpBIX BapuUaHTax OCYIIECTBJIeHUs kommoszuius pPB, mnonydyeHHas
crioco0amu, TPENCTaBIEHHBIMH B JAHHOM JOKYMEHTE, MOXET OBIThb OXapaKTepHU30BaHA B
COOTBETCTBUM C TMPOLICHTHBIM COAEp>KaHueM MoJekysl p®PB, KoTopble NPUCYTCTBYIOT B
KOHKpeTHOM MyJsbTHMepe p®PB Oonee BbICOKOro mopsaka win 0ojee KPyImHOM MyJIbTHMEpE.
Hampumep, B oqHOM BapuaHTe OCyLIeCTBIeHHs MO MeHblned mepe 20% wmonekyn p®PB B
komno3unuun  p®dPB, wucnonb3yemoii B crmoco0ax, OMUCAHHBIX B JAHHOM JOKYMEHTE,
NPUCYTCTBYIOT B OJIMTOMEPHOM KOMILUIEKCE, COCTOSIIEM M3 MO MeHbInel mepe 10 cyObenunm.
B apyrom BapumanTe ocymectBieHus no MmeHbluein mepe 20% wmonekyn p®B B komnosuuuu
p®B, wucnonp3dyemoii B crmocoOax, OMUCAHHBIX B JAHHOM JOKYMEHTE, MPHCYTCTBYIOT B
OJIUTOMEPHOM KOMIUJIEKCE, COCTOSIEeM U3 Mo MeHbledl mepe 12 cyObemmauu. B mgpyrux
BapHUAHTaX OCYLIECTBIEHHUs] kommnozuuusi p®PB, ucrnonb3yemast B crocodax, MpenioKeHHBIX B
JAHHOM JIOKYMEHTE, UMEeT MUHUMAJIbHBIN MPOLIEHT (HarmpuMep, IMeeT 1o MeHbIueil mepe X %)
MoJiekys p®PB, mpuUCyTCTBYIOIUX B KOHKPETHOM MyJbTHMepe pPB Gojee BBICOKOrO mopsiaka
wii Ooyee KPYNMHOM MyJbTHMEpe (HampuMmep, MyJbTUMEpe M3 IO MeHbIneil mepe Y
CyOBeMHULL) COrJIaCHO JF0OoMy 13 BapuaHTOB 134-457, npuBeneHHpIx B Tabmunax S5-7.

Tabnuna 5. UnmocTpaTHBHBIE BAPUAHTBI OCYIIECTBIICHUS JJIsI TPOLIEHTHOTO CONEP KaHUS
moJiekyll p®@B, KOTOpble MPUCYTCTBYIOT B KOHKPETHOM MyJabTHMepe pPB Oonee BbICOKOTrO
nopsizika i 0ojiee KPyImHOM MyJIbTHMeEpPe, OOHAPYKEHHOM B KOMITO3UIIUSIX M MCIIOJIb3yEMbIX B

crioco0ax, MPEeICTaBJICHHBIX B JAHHOM JJOKYMEHTE.
MuHuMAabHOE KOJIHYeCTBO cy0beauHul B MyJibTHMepe p@B

6 8 10 12 14 16

10% | Bap. 134 | Bap. 152 | Bap. 170 | Bap. 188 | Bap. 206 | Bap. 224
15% | Bap. 135 | Bap. 153 Bap. 171 Bap. 189 | Bap. 207 | Bap. 225
20% | Bap. 136 | Bap. 154 Bap. 172 | Bap. 190 Bap. 208 Bap. 226
25% | Bap. 137 | Bap. 155 Bap. 173 Bap. 191 Bap. 209 | Bap. 227
30% | Bap. 138 | Bap. 156 | Bap. 174 | Bap. 192 | Bap.210 | Bap.228
35% | Bap. 139 | Bap. 157 Bap. 175 Bap. 193 Bap. 211 Bap. 229
40% | Bap. 140 | Bap. 158 Bap. 176 | Bap. 194 Bap. 212 | Bap. 230
45% | Bap. 141 Bap. 159 Bap. 177 | Bap. 195 Bap. 213 Bap. 231
50% | Bap. 142 | Bap. 160 Bap. 178 Bap. 196 Bap. 214 | Bap. 232
55% | Bap. 143 Bap. 161 Bap. 179 | Bap. 197 Bap. 215 Bap. 233
60% | Bap. 144 | Bap. 162 | Bap. 180 | Bap. 198 | Bap. 216 | Bap. 234
65% | Bap. 145 Bap. 163 Bap. 181 Bap. 199 Bap. 217 | Bap. 235
70% | Bap. 146 | Bap. 164 | Bap. 182 | Bap. 200 | Bap. 218 | Bap. 236
75% | Bap. 147 | Bap. 165 Bap. 183 Bap. 201 Bap. 219 | Bap. 237

MunumMaabHBIN NPOLEHT MoJieKky.a pDB
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80% | Bap. 148 | Bap. 166 | Bap. 184 | Bap.202 | Bap.220 | Bap. 238
85% | Bap. 149 | Bap. 167 Bap. 185 Bap. 203 Bap. 221 Bap. 239
90% | Bap. 150 | Bap. 168 Bap. 186 | Bap. 204 Bap. 222 | Bap. 240
95% | Bap. 151 Bap. 169 | Bap. 187 | Bap. 205 Bap. 223 Bap. 241

Bap. = Bapuanr

Tabmuma 6. MiumrocTpaTuBHBIE BapHaHTBI OCYIIECTBJIEHUS MPOLIEHTHOTO COMEpPIKAHUS
moJiekysl p®@B, kKOTOpble MPUCYTCTBYIOT B KOHKPETHOM MyJbTuMepe p®PB Oosee BbICOKOTO
nopsiika miu 0ojiee KPyImHOM MyJIbTUMEpPe, OOHAPYKEHHOM B KOMITO3ULIUSIX M MCIIOJIb3yEMbIX B

crioco0ax, MPeICTaBICHHBIX B JAHHOM JJOKYMEHTE.
MuHnMaJ/ibHOE KOJIN4YeCcTBO cy0bequHUL B MyJibTHMepe p@B

18 20 22 24 26 28
10% | Bap. 242 | Bap. 260 Bap. 278 Bap. 296 Bap. 314 | Bap. 332
15% | Bap. 243 Bap. 261 Bap. 279 | Bap. 297 Bap. 315 Bap. 333
20% | Bap. 244 | Bap. 262 Bap. 280 | Bap. 298 Bap. 316 | Bap. 334
25% | Bap. 245 Bap. 263 Bap. 281 Bap. 299 Bap. 317 | Bap. 335
30% | Bap. 246 | Bap. 264 | Bap.282 | Bap.300 |Bap.318 | Bap.336
35% | Bap. 247 | Bap. 265 Bap. 283 Bap. 301 Bap. 319 | Bap. 337
40% | Bap. 248 Bap. 266 Bap. 284 | Bap. 302 Bap. 320 | Bap. 338
45% | Bap. 249 | Bap. 267 Bap. 285 Bap. 303 Bap. 321 Bap. 339
50% | Bap. 250 | Bap. 268 Bap. 286 | Bap. 304 Bap. 322 | Bap. 340
55% | Bap. 251 Bap. 269 | Bap. 287 | Bap.305 | Bap.323 | Bap. 341
60% | Bap. 252 | Bap.270 | Bap.288 | Bap.306 | Bap.324 | Bap. 342
65% | Bap. 253 Bap. 271 Bap. 289 | Bap. 307 Bap. 325 Bap. 343
70% | Bap. 254 | Bap. 272 Bap. 290 | Bap. 308 Bap. 326 | Bap. 344
75% | Bap. 255 Bap. 273 Bap. 291 Bap. 309 Bap. 327 | Bap. 345
80% | Bap. 256 | Bap.274 | Bap.292 |Bap.310 |Bap.328 | Bap.346
85% | Bap. 257 | Bap. 275 Bap. 293 Bap. 311 Bap. 329 | Bap. 347
90% | Bap. 258 Bap. 276 Bap. 294 | Bap. 312 Bap. 330 | Bap. 348
95% | Bap. 259 | Bap.277 | Bap.295 | Bap.313 Bap. 331 Bap. 349

MuHuManbHBIH NpoueHT MmoJjiekya p@B

Bap. = Bapuant

Tabnuna 7. UnmocTpaTUBHBIE BAPUAHTHI OCYIIECTBIICHUS JJIsl TPOLIEHTHOTO CONEP KaHUS
mosiekyn p@B, KoTOpble MPUCYTCTBYIOT B KOHKpPETHOM MyJsibTuMepe p®DPB 0oree BBICOKOTO
nopsiAka wiu 0oJjiee KPYITHOM MyJIbTUMEpe, OOHAPYKEHHOM B KOMIO3HUIHSIX U UCTIOJIb3yEeMbIX B

cnoco6ax, MPEACTABJICHHBIX B JTAHHOM JOKYMCHTC.

MuHHnMAaJ/IbHOE KOJIN4YeCcTBO cy0bequHuL B MyJibTuMepe p@B
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30 32 34 36 38 40

10% | Bap. 350 | Bap. 368 Bap. 386 | Bap. 404 Bap. 422 | Bap. 440
15% | Bap. 351 Bap. 369 Bap. 387 | Bap. 405 Bap. 423 Bap. 441
20% | Bap. 352 | Bap. 370 Bap. 388 Bap. 406 Bap. 424 | Bap. 442
25% | Bap. 353 Bap. 371 Bap. 389 | Bap. 407 | Bap. 425 | Bap. 443
30% | Bap. 354 | Bap.372 | Bap.390 | Bap.408 | Bap. 426 | Bap. 444
35% | Bap. 355 Bap. 373 Bap. 391 Bap. 409 Bap. 427 | Bap. 445
40% | Bap. 356 | Bap. 374 Bap. 392 | Bap. 410 Bap. 428 Bap. 446
45% | Bap. 357 | Bap. 375 Bap. 393 Bap. 411 Bap. 429 | Bap. 447
50% | Bap. 358 Bap. 376 Bap. 394 | Bap. 412 Bap. 430 | Bap. 448
55% | Bap. 359 | Bap. 377 Bap. 395 Bap. 413 Bap. 431 Bap. 449
60% | Bap. 360 | Bap.378 | Bap.396 |Bap.414 |Bap.432 | Bap.450
65% | Bap. 361 Bap. 379 Bap. 397 | Bap. 415 Bap. 433 Bap. 451
70% | Bap. 362 | Bap. 380 Bap. 398 Bap. 416 Bap. 434 | Bap. 452
75% | Bap. 363 Bap. 381 Bap. 399 | Bap. 417 Bap. 435 Bap. 453
80% | Bap. 364 | Bap.382 | Bap.400 |Bap.418 |Bap.436 | Bap.454
85% | Bap. 365 Bap. 383 Bap. 401 Bap. 419 Bap. 437 | Bap. 455
90% | Bap. 366 | Bap. 384 Bap. 402 | Bap. 420 Bap. 438 Bap. 456
95% | Bap. 367 | Bap. 385 Bap. 403 Bap. 421 Bap. 439 | Bap. 457

MunumajbHbli npoueHT MmoJjiexkya p@B

Bap. = Bapuanr

[00146] B cooTBeTcTBUU C BBIEN3IOXKEHHBIM, pPB conep>KuT 3HaUUTENbHBIA POLIEHT
BbICOKOMOJIEKYJIsipHbIX ~ (BM)  mynbrumepoB p®B. B #onojgHUTENbHBIX — BapUaHTaX
ocymecTsieHus: komnosuuusi BM mynstumepos p®B comepxutr no mensiieit mepe 10-80%
nexkamepoB p®@B wuimu mMynbTHMEpOB OoJiee BHICOKOTO MOpPSIIKA. B TOMOMHUTEIBHBIX BapHAHTaX
OCYLIECTBJIEHUSI KOMIO3ULUsS conepkutT okoio 10-95%, 20-90%, 30-85%, 40-80%, 50-75%, 60-
70% nekamMepoB WM MYJIbTUMEPOB OOJiee BBICOKOTO MOpsiAKa. B IOMONHUTENBHBIX BapUaHTAX
ocyuiecTBieHus: komnosuust BM mynstumepos p®@B conep:xut no mMeHsiuel Mepe okono 10%,
20%, 30%, 40%, 50%, 60%, 70%, 80%, 90% nexaMepoB HJIK MYJBTUMEPOB OOJiee BBICOKOTO
NopsiAKa.

[00147] Ouenka xonu4ecTBa M MPOLIEHTHOIO cojepkaHust mMyiabTumepoB pPB moxer
OBITH TNPOBEAECHA C WCIOJB30BAHUEM METOJOB, HW3BECTHBIX B JAaHHOW OOJNACTH TEXHUKH,
BKJIFOUasi, 0O€3 OrpaHMYeHHs, METOAbl C HCIIOJNB30BAaHUEM JJeKTpodope3a H  METOJBI
SKCKJIFO3UOHHOHN Xpomarorpaduu s pasneneHus: MmyiasTuMepoB p®@B no pasmepy, Hanpumep,
kak obcyxmaercs B Cumming et al,, (J Clin Pathol., 1993 May; 46(5): 470-473, koTopsIii
BKJIFOUEH B JIaHHOE OINMCAHUE MOCPENCTBOM CCBUIKHM JJIsl BCEX Lieieil U, B YaCTHOCTHU, AJIs BCEX
peKOMeHMaLMi, OTHOCAIUXCA K OleHke MyabTuMepoB pdPB). Takue wmeroasl MoOryT

JOTIOJIHUTENBHO BKJIFOYAaTh METOABI MMMYHOOJIOTTHHra (Takue Kak BECTEPH-OJIOTTHHT), IpU
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KOTOPBIX T'e€Jlb MIOABEPTAI0T UMMYHOOJIIOTTHHTY C MIOMOLIBIO PAAHOAKTHBHO MEYEHHOTO aHTUTENA
Kk ®B ¢ mocneayromuM XeMIUTFOMUHECLEHTHBIM OOHapyxeHueM (cMm. Hampumep Wen et al.,
(1993), J. Clin. Lab. Anal., 7: 317-323, KOTOpbI! MOJHOCTHIO BKJIIOYEH B JAHHOE OMHCAHUE
MOCPEACTBOM CCBUIKM AJIl BCEX LieJiell U, B YaCTHOCTH, OTHOCALIUXCS K OLEHKE MYyJIbTHMEPOB
p®B). JlononHurtenbHble aHanu3bl Ha OB BkmrOYaOT aHanM3 akTUBHOCTH aHTureHa OB
(®B:Ar), OB (PB:KP) u

KoJutareHcBsi3biBaromer  aktuBHoctn ®B  (PB:KCA), koTopple 4acTO HCIONB3YIOTCS UL

PUCTOLIETUH-KO(DAKTOPHOM AKTUBHOCTH aHaJIN3
IUAarHOCTHKHU U Kiaccudukaumu O6osnesHu ¢on Bumnebpanna (cm., Hanpumep, Favaloro et al.,
Pathology, 1997, 29(4): 341-456, KOTOpBIIl HACTOSAILIWM BKJIKOYEH IOCPEACTBOM CCBUIKU B
MIOJTHOM O0BeMe JJIsl BCEeX Lieiel U, B YACTHOCTH, JJISl BCEX METOMMK, CBSI3aHHBIX C aHAJIM3aMHU Ha
OB).

[00148] B HekoTOpBIX BapuaHTaX OCYIIECTBJICHHS COOTHOLIEHHE MPOKOATyJISTHTHOU
aktusHocTH rFVIII (ME rFVIIL: C) k pucrouerns-kodaxropuoii akrusaoctu p@®B (ME p®B:
KP) nns p®B, nonydenHoro criocobamu o faHHOMY H300peTeHuto, coctasisier oT 3:1 mo 1:5.
B nononHuTENnpHBIX BapHaHTAaxX OCYIIECTBJIEHUs COOTHOLIEHHE cocTasiseT oT 2:1 mo 1:4. B
OPyTrux 52 mo 1:4. B

JOMNOJIHUTEIbHBIX BapUAHTaX OCYINECTBJICHMsI COOTHOLIEHHE cocTaBiasier oT 3:2 go 1:3. B

BAPUAHTaX OCYIUECTBJIECHHs COOTHOLIEHHE COCTABJISIET OT
APYTUX BapuaHTax OCYLIECTBJIEHUs COOTHOLIEHHe cocTasiser okono 1:1, 1:2, 1:3, 1:4, 1:5, 2:1,
2:3, 24, 2.5, 3:1, 3:2, 34 wm 3:5. B JIONOJHUTENBHBIX BapUaHTaX OCYLIECTBJICHUS
cooTHoueHue coctasisieT oT 1:1 go 1:2. B apyrux BapuaHTax OCYLIECTBJIEHHUS COOTHOLUECHHE
cocrasyister 1,1:1, 1,2:1, 1,3:1, 1,4:1, 1,5:1, 1,6:1, 1,7:1, 1,8:1, 1,9:1 nmu 2:1. B HekoTOpBIX
BapUaHTaxX OCYLIECTBJIEHUs] COOTHOIIEHHe npokoarysiHTHOH aktuBHocTH rF VIII (ME rFVIIL: C)
K puctoueTHH-kodakTopHoii aktusHocTH pPB (ME p®B: KP) B koMno3uuuu, NpurogHon st
ciocoba, ONMUCAHHOIO B JAaHHOM JOKYMEHTe, BbIOpaHO W3 BapuaHToB ¢ 1988 mo 2140,
yKa3aHHBIX B Ta0nuie 8.

Tabnuna 8.  MmrocTpaTWBHBIE — BAapUAaHTBI  OCYIIECTBJIEHHS  COOTHOIIEHUS
npokoaryistaTHOH aktuBHOCTH rFVIII (ME rFVIIL: C) k puctoueTnH-Kk0()pakTOpHOH aKTUBHOCTH

p®B (ME p®B: KP) B KOMNO3ULHUAX U HCIOJIB3YEMbIX B CIIOCO0AX, MPEIIOKEHHBIX B TAHHOM

TOKYMEHTE.
(ME (ME (ME (ME
rFVIII: rFVIII: rFVIII: rFVIII
Ok O)x O)x :O)k
(ME (ME (ME (ME
p®B:K pPB:KP pPB:KP pPB:
P) ) ) KP)
4:1 Bap. 1988 | 3:1-3:5 | Bap. 2027 | 4:3-1:4 | Bap. 2065 | 4:5-2:3 | Bap. 2103
3:1 Bap. 1989 | 3:1-2:3 | Bap. 2028 | 4:3-1:3 | Bap. 2066 | 4:5-3:4 | Bap. 2104
2:1 Bap. 1990 | 3:1-3:4 | Bap. 2029 | 4:3-2:5 | Bap. 2067 | 3:4-1:6 | Bap. 2105




41

3:2 Bap. 1991 | 3:1-4:5 | Bap. 2030 | 4:3-1:2 | Bap. 2068 | 3:4-1:5 | Bap. 2106
4:3 Bap. 1992 | 3:1-5:6 | Bap. 2031 | 4:3-3:5 | Bap. 2069 | 3:4-1:4 | Bap. 2107
1:1 Bap. 1993 | 3:1-1:1 | Bap.2032 | 4:3-2:3 | Bap. 2070 | 3:4-1:3 | Bap. 2108
5:6 Bap. 1994 | 3:1-4:3 | Bap. 2033 | 4:3-3:4 | Bap. 2071 | 3:4-2:5 | Bap. 2109
4:5 Bap. 1995 | 3:1-3:2 | Bap. 2034 | 4:3-4:5 | Bap. 2072 | 3:4-1:2 | Bap. 2110
3:4 Bap. 1996 | 3:1-2:1 | Bap. 2035 | 4:3-5:6 | Bap. 2073 | 3:4-3:5 | Bap. 2111
2:3 Bap. 1997 | 2:1-1:6 | Bap.2036 | 4:3-1:1 | Bap.2074 | 3:4-2:3 | Bap. 2112
3:5 Bap. 1998 | 2:1-1:5 | Bap. 2037 | 1:1-1:6 | Bap.2075 | 2:3-1:6 | Bap. 2113
1:2 Bap. 1999 | 2:1-1:4 | Bap. 2038 | 1:1-1:5 | Bap. 2076 | 2:3-1:5 | Bap. 2114
2:5 Bap. 2000 | 2:1-1:3 | Bap. 2039 | 1:1-1:4 | Bap. 2077 | 2:3-1:4 | Bap. 2115
1:3 Bap. 2001 | 2:1-2:5 | Bap.2040 | 1:1-1:3 | Bap. 2078 | 2:3-1:3 | Bap. 2116
1:4 Bap. 2002 | 2:1-1:2 | Bap. 2041 1:1-2:5 | Bap. 2079 | 2:3-2:5 | Bap. 2117
1:5 Bap. 2003 | 2:1-3:5 | Bap.2042 | 1:1-1:2 | Bap. 2080 | 2:3-1:2 | Bap. 2118
1:6 Bap. 2004 | 2:1-2:3 | Bap. 2043 1:1-3:5 | Bap. 2081 | 2:3-3:5 | Bap. 2119
4:1-1:6 | Bap. 2005 | 2:1-3:4 | Bap.2044 | 1:1-2:3 | Bap. 2082 | 3:5-1:6 | Bap. 2120
4:1-1:5 | Bap. 2006 | 2:1-4:5 | Bap. 2045 1:1-3:4 | Bap. 2083 | 3:5-1:5 | Bap. 2121
4:1-1:4 | Bap. 2007 | 2:1-5:6 | Bap.2046 | 1:1-4:5 | Bap. 2084 | 3:5-1:4 | Bap. 2122
4:1-1:3 | Bap. 2008 | 2:1-1:1 | Bap.2047 | 1:1-5:6 | Bap.2085 | 3:5-1:3 | Bap. 2123
4:1-2:5 | Bap. 2009 | 2:1-4:3 | Bap.2048 | 5:6-1:6 | Bap.2086 | 3:5-2:5 | Bap. 2124
4:1-1:2 | Bap.2010 | 2:1-3:2 | Bap. 2049 | 5:6-1:5 | Bap. 2087 | 3:5-1:2 | Bap. 2125
4:1-3:5 | Bap. 2011 | 3:2-1:6 | Bap. 2050 | 5:6-1:4 | Bap.2088 | 1:2-1:6 | Bap. 2126
4:1-2:3 | Bap. 2012 | 3:2-1:5 | Bap.2051 | 5:6-1:3 | Bap. 2089 | 1:2-1:5 | Bap. 2127
4:1-3:4 | Bap. 2013 | 3:2-1:4 | Bap.2052 | 5:6-2:5 | Bap. 2090 | 1:2-1:4 | Bap. 2128
4:1-4:5 | Bap. 2014 | 3:2-1:3 | Bap. 2053 | 5:6-1:2 | Bap. 2091 | 1:2-1:3 | Bap. 2129
4:1-5:6 | Bap. 2015 | 3:2-2:5 | Bap.2054 | 5:6-3:5 | Bap. 2092 | 1:2-2:5 | Bap. 2130
4:1-1:1 | Bap. 2016 | 3:2-1:2 | Bap. 2055 | 5:6-2:3 | Bap. 2093 | 2:5-1:6 | Bap. 2131
4:1-4:3 | Bap. 2017 | 3:2-3:5 | Bap. 2056 | 5:6-3:4 | Bap. 2094 | 2:5-1:5 | Bap. 2132
4:1-3:2 | Bap. 2018 | 3:2-2:3 | Bap. 2057 | 5:6-4:5 | Bap. 2095 | 2:5-1:4 | Bap. 2133
4:1-2:1 | Bap. 2019 | 3:2-3:4 | Bap. 2058 | 4:5-1:6 | Bap.2096 | 2:5-1:3 | Bap. 2134
4:1-3:1 | Bap. 2020 | 3:2-4:5 | Bap.2059 | 4:5-1:5 | Bap. 2097 | 1:3-1:6 | Bap. 2135
3:1-1:6 | Bap. 2021 | 3:2-5:6 | Bap. 2060 | 4:5-1:4 | Bap.2098 | 1:3-1:5 | Bap. 2136
3:1-1:5 | Bap.2022 | 3:2-1:1 | Bap.2061 | 4:5-1:3 | Bap. 2099 | 1:3-1:4 | Bap. 2137
3:1-1:4 | Bap.2023 | 3:2-4:3 | Bap.2062 | 4:5-2:5 | Bap.2100 | 1:4-1:6 | Bap. 2138
3:1-1:3 | Bap.2024 | 4:3-1:6 | Bap.2063 | 4:5-1:2 | Bap. 2101 | 1:4-1:5 | Bap. 2139
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3:1-2:5 | Bap. 2025 | 4:3-1:5 | Bap.2064 | 4:5-3:5 | Bap.2102 | 1:5-1:6 | Bap. 2140
3:1-1:2 | Bap. 2026

Bap. = Bapuant

[00149] B nomonHUTENbHBIX BapHAHTaX OCYIIECTBJIEHUS MyJabTHUMepbl pPB Oonee
BBICOKOT'O MOPSIIKA MO TAHHOMY M300pETeHHIO CTaOMIIbHBI B T€YEHHE OT OKOJO 1 10 okono 90
YacoB IOCJE BBENEGHUS. B Apyrmx BapuaHTax oOCyLIeCTBIEHHs MyJbTHMepbl pdPB Oonee
BBICOKOTO MOpsiaKa cTabuibHBI B TeueHue okoso 5-80, 10-70, 15-60, 20-50, 25-40, 30-35 vacos
1ocjie BBENEHUs. B Ipyrux BapuaHTaX OCYLIECTBIEHUs MyJbTuMepbl p@B Ooyiee BBICOKOTO
Nopsiika CTaOWJIbHBI B TeUEHHE MO MeHbined mepe 3, 6, 12, 18, 24, 36, 48, 72 yacoB mocine
BBEICHUS. B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHUS OLICHUBAETCS CTA0MJIBHOCTb MYJIETUMEPOB
p®PB in vitro.

[00150] B opmHOM BapuaHTe OCYINECTBJIEHUS MyJbTHMepbl pPB Oonee BBICOKOTO
NOPSIZIKA, MCTIONIb3YEeMble B KOMITO3ULMSIX M CIOCO0ax, MPENIOKEHHBIX B JAHHOM IOKYMEHTE,
MMEIOT MEePUOA MOJYKU3HHU, COCTaBJISIIOIINI MO MeHbIIel Mepe 12 yacoB mocie BBeaeHUs. B
APYroM BapHaHTE OCYLIECTBICHUS MyJIbTUMephl pPB Oojee BRICOKOTroO MopsiaKa UMEIOT MEPHOA
MOJIy>KU3HH, COCTABJISIFOLIUI MO MEHbIIEH Mepe 24 yaca nocie BBefeHus. B apyrux BapuaHTax
OCYIIECTBIIEHHUsI MyJbTUMepbl pPB Oosiee BBICOKOTO MOpPsIKa HMEIOT MEPHOA TONYKU3HH,
BBIOpaHHBIN 13 BapHaHTOB ¢ 642 mo 1045, ykazaHHbIX B Tabmme 9.

Tabmuua 9. IIpuMepHbIe BapHAHTHI OCYLIECTBIEHHS MEPHOAA TONYKU3HU MYJIbTHMEPOB
p®PB Oonee BBICOKOro mopsigka, OOHAPYKEHHbIE B KOMIIO3ULHUSAX, MOJYyYEHHBIX CIIOCOOaMHU,
NPEJIOKEHHBIX B JAHHOM JOKYMEHTE.

Yacol Yacer Yacol Yacol
no MeHbieit mepe 1 | Bap. 642 | 4-22 | Bap. 743 | 14-78 | Bap. 844 | 24-30 | Bap. 945
no meHbleil Mmepe 2 | Bap. 643 | 4-20 | Bap. 744 | 14-72 | Bap. 845 | 24-27 | Bap. 946
o MeHblue mepe 3 | Bap. 644 | 4-18 | Bap. 745 | 14-66 | Bap. 846 | 27-90 | Bap. 947
o MeHbIet mepe 4 | Bap. 645 | 4-16 | Bap. 746 | 14-60 | Bap. 847 | 27-84 | Bap. 948
no MeHblel mepe 5 | Bap. 646 | 4-14 | Bap. 747 | 14-54 | Bap. 848 | 27-78 | Bap. 949
no MeHblIeil mepe 6 | Bap. 647 | 4-12 | Bap. 748 | 14-48 | Bap. 849 | 27-72 | Bap. 950
no MeHblieil mepe 7 | Bap. 648 | 4-10 | Bap. 749 | 14-45 | Bap. 850 | 27-66 | Bap. 951
no MeHblIeil mepe 8 | Bap. 649 | 4-8 Bap. 750 | 14-42 | Bap. 851 | 27-60 | Bap. 952
no MeHbuIeit mepe 9 | Bap. 650 | 4-6 Bap. 751 | 14-39 | Bap. 852 | 27-54 | Bap. 953
no MeHbuieil Mmepe 10 | Bap. 651 | 6-90 | Bap. 752 | 14-36 | Bap. 853 | 27-48 | Bap. 954
no MeHbuieit mepe 11 | Bap. 652 | 6-84 | Bap. 753 | 14-33 | Bap. 854 | 30-90 | Bap. 955
no MeHbleil Mmepe 12 | Bap. 653 | 6-78 | Bap. 754 | 14-30 | Bap. 855 | 30-84 | Bap. 956

1o MeHbleil Mepe 14 | Bap. 654 | 6-72 | Bap. 755 | 14-27 | Bap. 856 | 30-78 | Bap. 957

1o MeHblIel Mepe 16 | Bap. 655 | 6-66 | Bap. 756 | 14-24 | Bap. 857 | 30-72 | Bap. 958
1o MeHblIei Mepe 18 | Bap. 656 | 6-60 | Bap. 757 | 14-22 | Bap. 858 | 30-66 | Bap. 959
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no MeHbliei Mmepe 20 | Bap. 657 | 6-54 | Bap. 758 | 14-20 | Bap. 859 | 30-60 | Bap. 960
1o MeHblIel Mepe 22 | Bap. 658 | 6-48 | Bap. 759 | 14-18 | Bap. 860 | 30-54 | Bap. 961
1o MeHblIel Mepe 24 | Bap. 659 | 6-45 | Bap. 760 | 14-16 | Bap. 861 | 30-48 | Bap. 962
1o MeHblei Mepe 27 | Bap. 660 | 6-42 | Bap. 761 | 16-90 | Bap. 862 | 30-45 | Bap. 963
no menblIei mepe 30 | Bap. 661 | 6-39 | Bap. 762 | 16-84 | Bap. 863 | 30-42 | Bap. 964
no MeHblIei mepe 33 | Bap. 662 | 6-36 | Bap. 763 | 16-78 | Bap. 864 | 30-39 | Bap. 965
o MeHblel mepe 36 | Bap. 663 | 6-33 | Bap. 764 | 16-72 | Bap. 865 | 30-36 | Bap. 966
no MeHblei mepe 39 | Bap. 664 | 6-30 | Bap. 765 | 16-66 | Bap. 866 | 30-33 | Bap. 967
1o MeHblel Mepe 42 | Bap. 665 | 6-27 | Bap. 766 | 16-60 | Bap. 867 | 33-90 | Bap. 968
1o MeHblel Mepe 45 | Bap. 666 | 6-24 | Bap. 767 | 16-54 | Bap. 868 | 33-84 | Bap. 969
1o MeHblIel Mepe 48 | Bap. 667 | 6-22 | Bap. 768 | 16-48 | Bap. 869 | 33-78 | Bap. 970
no MeHblIel Mepe 54 | Bap. 668 | 6-20 | Bap. 769 | 16-45 | Bap. 870 | 33-72 | Bap. 971
no MeHblIei Mepe 60 | Bap. 669 | 6-18 | Bap. 770 | 16-42 | Bap. 871 | 33-66 | Bap. 972
1o MeHblIel Mepe 66 | Bap. 670 | 6-16 | Bap. 771 | 16-39 | Bap. 872 | 33-60 | Bap. 973
1o MeHblIei Mmepe 72 | Bap. 671 | 6-14 | Bap. 772 | 16-36 | Bap. 873 | 33-54 | Bap. 974
no MeHblei Mmepe 78 | Bap. 672 | 6-12 | Bap. 773 | 16-33 | Bap. 874 | 33-48 | Bap. 975
no MeHblueit mepe 84 | Bap. 673 | 6-10 | Bap. 774 | 16-30 | Bap. 875 | 33-45 | Bap. 976
1o MeHbliei Mmepe 90 | Bap. 674 | 6-8 Bap. 775 | 16-27 | Bap. 876 | 33-42 | Bap. 977
2-90 Bap. 675 | 8-90 | Bap. 776 | 16-24 | Bap. 877 | 33-29 | Bap. 978
2-84 Bap. 676 | 8-84 | Bap. 777 | 16-22 | Bap. 878 | 33-36 | Bap. 979
2-78 Bap. 677 | 8-78 | Bap. 778 | 16-20 | Bap. 879 | 36-90 | Bap. 980
2-72 Bap. 678 | 8-72 | Bap. 779 | 16-18 | Bap. 880 | 36-84 | Bap. 981
2-66 Bap. 679 | 8-66 | Bap. 780 | 18-90 | Bap. 881 | 36-78 | Bap. 982
2-60 Bap. 680 | 8-60 | Bap. 781 | 18-84 | Bap. 882 | 36-72 | Bap. 983
2-54 Bap. 681 | 8-54 | Bap. 782 | 18-78 | Bap. 883 | 36-66 | Bap. 984
2-48 Bap. 682 | 8-48 | Bap. 783 | 18-72 | Bap. 884 | 36-60 | Bap. 985
2-45 Bap. 683 | 8-45 | Bap. 784 | 18-66 | Bap. 885 | 36-54 | Bap. 986
2-42 Bap. 684 | 8-42 | Bap. 785 | 18-60 | Bap. 886 | 36-48 | Bap. 987
2-39 Bap. 685 | 8-39 | Bap. 786 | 18-54 | Bap. 887 | 36-45 | Bap. 988
2-36 Bap. 686 | 8-36 | Bap. 787 | 18-48 | Bap. 888 | 36-42 | Bap. 989
2-33 Bap. 687 | 8-33 | Bap. 788 | 18-45 | Bap. 889 | 36-39 | Bap. 990
2-30 Bap. 688 | 8-30 | Bap. 789 | 18-42 | Bap. 890 | 39-90 | Bap. 991
2-27 Bap. 689 | 8-27 | Bap. 790 | 18-39 | Bap. 891 | 39-84 | Bap. 992
2-24 Bap. 690 | 8-24 | Bap. 791 | 18-36 | Bap. 892 | 39-78 | Bap. 993
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2-22 Bap. 691 | 8-22 | Bap. 792 | 18-33 | Bap. 893 | 39-72 | Bap. 994

2-20 Bap. 692 | 8-20 | Bap. 793 | 18-30 | Bap. 894 | 39-66 | Bap. 995

2-18 Bap. 693 | 8-18 | Bap. 794 | 18-27 | Bap. 895 | 39-60 | Bap. 996

2-16 Bap. 694 | 8-16 | Bap. 795 | 18-24 | Bap. 896 | 39-54 | Bap. 997

2-14 Bap. 695 | 8-14 | Bap. 796 | 18-22 | Bap. 897 | 39-48 | Bap. 998

2-12 Bap. 696 | 8-12 | Bap. 797 | 18-20 | Bap. 898 | 39-45 | Bap. 999

2-10 Bap. 697 | 8-10 | Bap. 798 | 20-90 | Bap. 899 | 39-42 | Bap. 1000
2-8 Bap. 698 | 10-90 | Bap. 799 | 20-84 | Bap. 900 | 42-90 | Bap. 1001
2-6 Bap. 699 | 10-84 | Bap. 800 | 20-78 | Bap. 901 | 42-84 | Bap. 1002
2-4 Bap. 700 | 10-78 | Bap. 801 | 20-72 | Bap. 902 | 42-78 | Bap. 1003
3-90 Bap. 701 | 10-72 | Bap. 802 | 20-66 | Bap. 903 | 42-72 | Bap. 1004
3-84 Bap. 702 | 10-66 | Bap. 803 | 20-60 | Bap. 904 | 42-66 | Bap. 1005
3-78 Bap. 703 | 10-60 | Bap. 804 | 20-54 | Bap. 905 | 42-60 | Bap. 1006
3-72 Bap. 704 | 10-54 | Bap. 805 | 20-48 | Bap. 906 | 42-54 | Bap. 1007
3-66 Bap. 705 | 10-48 | Bap. 806 | 20-45 | Bap. 907 | 42-48 | Bap. 1008
3-60 Bap. 706 | 10-45 | Bap. 807 | 20-42 | Bap. 908 | 42-45 | Bap. 1009
3-54 Bap. 707 | 10-42 | Bap. 808 | 20-39 | Bap. 909 | 45-90 | Bap. 1010
3-48 Bap. 708 | 10-39 | Bap. 809 | 20-36 | Bap. 910 | 45-84 | Bap. 1011
3-45 Bap. 709 | 10-36 | Bap. 810 | 20-33 | Bap. 911 | 45-78 | Bap. 1012
3-42 Bap. 710 | 10-33 | Bap. 811 | 20-30 | Bap. 912 | 45-72 | Bap. 1013
3-39 Bap. 711 | 10-30 | Bap. 812 | 20-27 | Bap. 913 | 45-66 | Bap. 1014
3-36 Bap. 712 | 10-27 | Bap. 813 | 20-24 | Bap. 914 | 45-60 | Bap. 1015
3-33 Bap. 713 | 10-24 | Bap. 814 | 20-22 | Bap. 915 | 45-54 | Bap. 1016
3-30 Bap. 714 | 10-22 | Bap. 815 | 22-90 | Bap. 916 | 45-48 | Bap. 1017
3-27 Bap. 715 | 10-20 | Bap. 816 | 22-84 | Bap. 917 | 48-90 | Bap. 1018
3-24 Bap. 716 | 10-18 | Bap. 817 | 22-78 | Bap. 918 | 48-84 | Bap. 1019
3-22 Bap. 717 | 10-16 | Bap. 818 | 22-72 | Bap. 919 | 48-78 | Bap. 1020
3-20 Bap. 718 | 10-14 | Bap. 819 | 22-66 | Bap. 920 | 48-72 | Bap. 1021
3-18 Bap. 719 | 10-12 | Bap. 820 | 22-60 | Bap. 921 | 48-66 | Bap. 1022
3-16 Bap. 720 | 12-90 | Bap. 821 | 22-54 | Bap. 922 | 48-60 | Bap. 1023
3-14 Bap. 721 | 12-84 | Bap. 822 | 22-48 | Bap. 923 | 48-54 | Bap. 1024
3-12 Bap. 722 | 12-78 | Bap. 823 | 22-45 | Bap. 924 | 54-90 | Bap. 1025
3-10 Bap. 723 | 12-72 | Bap. 824 | 22-42 | Bap. 925 | 54-84 | Bap. 1026
3-8 Bap. 724 | 12-66 | Bap. 825 | 22-39 | Bap. 926 | 54-78 | Bap. 1027
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3-6 Bap. 725 | 12-60 | Bap. 826 | 22-36 | Bap. 927 | 54-72 | Bap. 1028
3-4 Bap. 726 | 12-54 | Bap. 827 | 22-33 | Bap. 928 | 54-66 | Bap. 1029
4-90 Bap. 727 | 12-48 | Bap. 828 | 22-30 | Bap. 929 | 54-60 | Bap. 1030
4-84 Bap. 728 | 12-45 | Bap. 829 | 22-27 | Bap. 930 | 60-90 | Bap. 1031
4-78 Bap. 729 | 12-42 | Bap. 830 | 22-24 | Bap. 931 | 60-84 | Bap. 1032
4-72 Bap. 730 | 12-39 | Bap. 831 | 24-90 | Bap. 932 | 60-78 | Bap. 1033
4-66 Bap. 731 | 12-36 | Bap. 832 | 24-84 | Bap. 933 | 60-72 | Bap. 1034
4-60 Bap. 732 | 12-33 | Bap. 833 | 24-78 | Bap. 934 | 60-66 | Bap. 1035
4-54 Bap. 733 | 12-30 | Bap. 834 | 24-72 | Bap. 935 | 66-90 | Bap. 1036
4-48 Bap. 734 | 12-27 | Bap. 835 | 24-66 | Bap. 936 | 66-84 | Bap. 1037
4-45 Bap. 735 | 12-24 | Bap. 836 | 24-60 | Bap. 937 | 66-78 | Bap. 1038
4-42 Bap. 736 | 12-22 | Bap. 837 | 24-54 | Bap. 938 | 66-72 | Bap. 1039
4-39 Bap. 737 | 12-20 | Bap. 838 | 24-48 | Bap. 939 | 72-90 | Bap. 1040
4-36 Bap. 738 | 12-18 | Bap. 839 | 24-45 | Bap. 940 | 72-84 | Bap. 1041
4-33 Bap. 739 | 12-16 | Bap. 840 | 24-42 | Bap. 941 | 72-78 | Bap. 1042
4-30 Bap. 740 | 12-14 | Bap. 841 | 24-39 | Bap. 942 | 78-90 | Bap. 1043
4-27 Bap. 741 | 14-90 | Bap. 842 | 24-36 | Bap. 943 | 78-84 | Bap. 1044
4-24 Bap. 742 | 14-84 | Bap. 843 | 24-33 | Bap. 944 | 84-90 | Bap. 1045

Bap. = Bapuant

[00151] B HexoTopeIx BapuaHTax ocyuiectBieHus npo-®B w/umm oumienHsiii p®B,
OYMIICHHBIH B COOTBETCTBUM C IAaHHBIM H300peTeHHeM, He MOAU(DHUIHUPOBAH HUKAKHIMHU
MOAM(PUKAIMAMU KOHBIOTALIMH, MOCTTPAHCISALMENH WIM KOBAJIEHTHBIMH MoaupukaimsMu. B
KOHKPETHBIX BapHuaHTax ocymectsieHuss npo-OB w/unn oummenHsli p®B mno maHHOMY
n300peTeHNI0 He MOIU(UIIUPOBAH BOAOPACTBOPHUMBIM MOJIMMEPOM, BKIIIOUasi, 0€3 OrpaHuveHusl,
nomTUiIeHrmukons  (I19I0),  momuMnponuIeHrINKOMb, MOJMOKCHANKWIEH, IOJHCHAJNIOBYIO
KHCJIOTY, THAPOKCUIISTHIIKPAX MaJI, TIOJNYTIICBOAHBII (hparMeHT U TOMy OJOOHOE.

[00152] B HekoTOpBIX BapuaHTax ocymecTBieHus npo-®B w/wimm ounmenHbiii pOB,
OYMINEHHBIH B COOTBETCTBUM C JaHHbIM H300peTeHueM, MOAU(PHUIMPOBAH IOCPEACTBOM
KOHBIOTAIMH, MOCTTPAHCIILUOHHON MOAU(DHUKAIIMH HJIH KOBAJEHTHOW MOAN(DUKALINY, BKIFOYAs
momudukamu N- mmi C-KOHLEBBIX OCTATKOB, a TakKe MOAM(UKALNN BBIOPAHHBIX OOKOBBIX
Hernel, HampuMmep, y CBOOONHBIX CyJb(TUAPHIBHBIX TIPYMI, NEPBUYHBIX aAMHHOB H
THOPOKCWIIBHBIX TPyINIl. B OZHOM BapWaHTE OCYIIECTBJIEHHsS BOIOPACTBOPHMBIA MOJHMED
CBsI3aH ¢ OENKOM (HaIpsIMyIO WJIH Yepe3 JIMHKEP) JIM3WHOBOH IPYINION MM APYTUM MEPBUIHBIM
aMrHOM. B HekoTOphIX BapuaHTax ocymectsieHuss npo-®B w/wmm ounmmenssii p®@B mo
TAaHHOMY M300PETEHHIO MOXKET ObITh MOTU(PHUILIMPOBAH MyTEM KOHBIOTALIMHU C BOZOPACTBOPHMBIM
NOJIMMEPOM, BKJIIOUasi, 0e3 orpaHudeHus:, nonus3TuieHrnukons (I1917), moaumnponuieHrnukons,

MOJIMOKCHAJIKWJICH, TOJHUCHAJIOBYKO  KUCJIOTY, TUAPOKCHUIIDTHUIIKPpAXMaAJI, HOJ'II/Iyl"J'IeBO}IHHﬁ
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¢dbparMeHT u ToMy OnoOHOE.

[00153] BopopactBopuMbIE TMOJUMEPBI, KOTOPbIE MOXHO HCIOJB30BATh  JJIA
momudukarmu npo-OB w/unu ounimenHoro p®B, BKIOYAIOT JMHEHHBIE U Pa3BETBICHHBIC
cTpykTypbl. KOHBIOrHpOBaHHBIE MOJUMEPBI MOI'YT OBITH NPHCOEIUHEHbI HETOCPEACTBEHHO K
OenKaM KOaryJisiuH Mo M300PETEHUIO0 WM, aJbTEPHATUBHO, MOTYT OBbITh MPUCOEIHMHEHB! uepe3
cBs3plBatOIMil  (parmenT. HeorpanuumBaromme npuMepbl  KOHBIOTauM — OEIKOB €
BOJIOPACTBOPUMBIMU ToJuMepamMu MokHO Haltu B mnateHtax CIITA Ne 4640835; 4496689,
4301144; 4670417, 4791192 u 4179337, a Taxske B Abuchowski and Davis “Enzymes as Drugs,”
Holcenberg and Roberts, Eds., pp. 367-383, John Wiley and Sons, New York (1981), u
Hermanson G., Bioconjugate Techniques 2nd Ed., Academic Press, Inc. 2008.

[00154] Konbroramusi OeNKOB MOXKET OBITh BBIIOJHEHA C TMOMOIIBI) Psiia XOPOIIO
W3BECTHBIX B JAHHOW OOJIACTH TEXHUKH METONOB, Hampumep, cM. Hermanson G., Bioconjugate
Techniques 2nd Ed., Academic Press, Inc. 2008. IIpuMepbl BKIFOYAIOT CBSI3b Yepe3 MENTHIHYIO
CBSI3b MEXIy KapOOKCHJIBHOH Tpynmod Ha OXHOM H3 O€JKOB KOAryJsiUUU — WJIH
BOJIOPACTBOPHMOTO TIOJIMMEPHOTO (PparMeHTa U aMUHOTPYIIION APYroro, UK CIOKHO(UPHYIO
CBSI3b MEXIY KapOOKCHJIbHOW TPYIIOW OIHOTO W TMAPOKCHIIBHOW Tpymmoi apyroro. Jpyras
CBSI3b, C TOMOINBI0 KOTOPOH OENOK KOaryJisiiuu IO JAaHHOMY H300PETEHHIO MOXKET OBITh
KOHBIOTMPOBaH C BOJAOPACTBOPUMBIM MOJMMEPHBIM COEJUHEHHEM, OCYLIECTBISETCS dYepes
ocHoBanue Illudda mexny cBOOONHON aMHHOTPYIIOW HA IOJUMEPHOM YacTH, KOTOpas
pearupyer ¢ albAeruaHON IPYMIoH, 00Opa30BaHHON Ha HEBOCCTAHABJIMBAIOIIEM KOHIIE MOJIIMEPa
npu nomoinu okuciaerus nepuoaarom (Jennings and Lugowski, J. Immunol. 1981; 127:1011-8;
Femandes and Gregonradis, Biochim Biophys Acta. 1997; 1341; 26-34). O0pa3oBaBiueecs
ocHoBanue Tudda mMoxxHO cTabmnm3upoBarh crenu(pUUIECKIM BOCCTAHOBJIEHHEM C TOMOILIBIO
NaCNBH; ¢ o0pa3oBaHueM BTOPUYHOrO aMuHa. AJIbTEDHATUBHBIM TIOAXOIOM SIBJISIETCS
NOJyYeHHe KOHLEBBIX CBOOOIHBIX AMHHOTPYIMII HA MOJIMMEpPE IyTeM BOCCTAHOBHTEIBHOIO
amuaupoBanusi ¢ NH4Cl nmocie npensaputenbHOro okuciaeHusi. budyHKIHOHATbHbIE PeareHThI
MOJKHO HCIOJNBb30BATh JJISl CBSI3bIBAHUS JBYX AaMHUHO WJHM JBYX THIPOKCHJIBHBIX TPYIIIL
Hanpuwmep, nonumep, coneprkaiuii aMUHOTPYIIY, MOXKET OBITh CBSI3aH C aMUHOTPYMIION OeJka
KOAryJsiuu c IIOMOLIBIO TaKUX peareHToB, KaK BS3
(6uc(cympdpocykumanmunun)cyoepat/Pierce, r. Pokdopn, mrar Ununoiic, CIITA). Kpome Toro,
rerepoON(yHKIIMOHAIbHBIE CINUBAIOIINE peareHThl, Takue Kak cyiabpo-EMCS (N-e-
MaJIEMMHIOKAIIPOUIIOKCH)  CIOXKHBIM  3¢up  cynbdocykumaumuna/Pierce), ™oryt ObITh
UCTIONb30BAHbL, HANpUMeEp, A CBSA3BIBAHMA AaMWHOBBIX M THOJIOBBIX TIpymm. B apyrux
BapHaHTaX OCYILECTBIEHHUs TPYIINa, pearupyrolias ¢ albAerufoM, Takas kak ajnkokcua IO
roc nuaTUiIanetans opomaneranpaeruaa; [I191 mmoc AIMCO u yKCyCHBIN aHTHAPHUN, & TAaKXKe
I[IOI' xmopux 1uroc QeHOKCUA 4-rHapOKCHOEH3aNbAernaa, CYKUMHUMHIWIOBBIE AKTHUBHBIC
2,4,5-

Tpuxnoppenmxnoppopmuar u Il-mutpodenunxioppopmuar, akruupoBansbiii 137, moryt

CJIOJKHBIE 3¢upsl AKTUBHUPOBAHHBIN TUTHOKAPOOHATHBIN Ior

2

OBITh UCIIOJIB30BAHbI B KOHBIOTALMU KOAr'yJIIMUOHHOI'O Oenka.

[00155] Hpyroii meron wusMmepeHusi Ouonorumueckoi aktuBHoct ®B mnpencrapisier
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co0oli aHau3 CBSA3BIBAHMS KOJUIAr€Ha, OCHOBaHHBIA Ha TexHojornu MDA (Brown and Bosak,
Thromb. Res., 1986, 43:303-311; Favaloro, Thromb. Haemost., 2000, 83 127-135). IInanmer
17151 MUKPOTUTPOBaHUs MOKpbIBatOT kostareHoM [ umm III tuna. 3atrem @B cBsA3bIBaOT €
KOJUJIAT€HOBOI MOBEPXHOCTBIO M BIOCHEACTBUU AETEKTHPYIOT MPH MOMOIIN MOJUKIOHAIBHOTO
aHTuTeNna, MedeHHoro ¢(epmenrom. IlocmenHss craausi mpencraBiseT COOOW pPEaKIHI0 C
cyOcTpaToM, KOTOPYIO MOXKHO (POTOMETPUHYECKH (HUKCHPOBATh C TOMOINBI CUYHUTBHIBAIOIIETO
ycTpoiictBa UDA.

[00156] HmmyHonoruveckue anHanu3bl (aktopoB ¢ou Bumnebpanma (PB: Ar)
NpEeACTaBIsieT COO0H MMMYHOAHAU3bI, TP TTOMOLIH KOTOPBIX U3MEPSIIOT KOHLIEHTPALHIO Oeka
®B B mnasme. Onu He onpenensoT ¢pyHkuo OB. CymecTByer psin MeTonoB usmepenus OB:
Ar

umMmyHopepmeHTHbIH aHanu3 (JIMA). Muorue nadoparopuu B HACTOSLIEE BPEMS HCIIOJIB3YIOT

, BKIIOYass Kak HWMMyHOpepMeHTHbIH aHamu3 (MDA), Tak W aBTOMATU3MPOBAHHBINA
MOJTHOCTBIO  aBTOMATHYECKHH HMMYyHO(pEpMeHTHbIH aHamu3. lcropudeckn nabopaTopuu
UCTIONB30BAJIH PA3JINYHbIE METOBI, BKIFOUas snekTpoummyHoananus Laurell «Laurell Rocketsy,
HO CETOJIHSI OHU PEIKO MCTIONB3YIOTCS B OOJIBIIUHCTBE JTa00PaTOPHHA.

Habopst

[00157] B kauecTBe MOIOJHUTEIBHOIO acCleKkTa H300peTeHHe BKIOYaeT HaOOpHI,
KOTOpbIE COZEPKAT OJHY WM Ooiiee JTHOPHUIN3UPOBAHHBIX KOMIO3ULIUH, YIIAKOBAHHBIX TAKUM
oOpa3oM, 4ToObI O0NEryuTh UX NMPUMEHEHHE A BBeleHUs cyOwpekTam. B omHOM BapuaHTte
OCYIIECTBIIEHHsI TAaKOM HAOOp COAep:KUT (papMaleBTUYECKHI COCTaB, ONMUCAHHBIA B ITAHHOM
JIOKyMeHTe (HarpuMep, KOMIO3MLHUIO, COAEPKALIYI0 TepaneBTUYECKUH OEeNOoK WM MeNnTun),
yIIaKOBAaHHBIH B KOHTEHHEp, TAKOH Kak repMeTudHas OyTbUIKA WM COCYJ, C OSTHKETKOH,
NPUKPENJIEHHON K KOHTEHHepy WM BKJIIOUEHHBI B YNAKOBKY, KOTOpas OIUCBHIBAET
UCTIOJIb30BAHUE COCIMHEHHs WIM KOMITO3MLMH TPH NMPUMEHEeHuH criocoda. B omHoM BapuanTe
OCyLIEeCTBJIEHUs (papMaLEBTUUECKHH COCTAB YIMAKOBAaH B KOHTEHHEp TaK, YTO KOJIUYECTBO
CBOOOJHOTO MPOCTPAHCTBA B KOHTEHHepe (Hampumep, KOJIUYECTBO BO3AyXa MEKAY SKUAKHM
COCTAaBOM M BEPXOM KOHTEWHepa) OueHb Majo. [IpeanodTurenbHO, 4YTOOBI KOJUYECTBO
CBOOOJHOTO TPOCTPAHCTBA ObUIO HE3HAYMTENIbHBIM (HAmpuUMep, MOYTH HyJeBbIM). B omHOM
BApUAHTE  OCYLIECTBJICHHMs  HA0Op  COAEPKUT  MEpBbIH  KOHTEHWHEp,  COAEep ALl
TEPANEeBTHUECKYI0 OENKOBY0 HJIM MENTHIHYED KOMIIO3WLMIO, M BTOPOH KOHTEHHep,
cofepKaiil (PU3NOIOTHUECKH TPUEMIIEMbIH PacTBOP AJISI BOCCTAHOBJICHUS KOMITO3MIMU. B
OITHOM acmekTe (papManeBTUYeCKUH COCTaB yMaKOBaH B BUIE CTAHIAPTHOH JIeKapCTBEHHOM
¢dopmbl. Habop MOXKeT IOMONHUTENBHO COAEP)KaThb YCTPOWCTBO, MOAXOISINEE Ui BBEICHUS
(apManieBTHYECKOTO  COCTaBa B  COOTBETCTBHM C  KOHKPETHBIM TIYTEM  BBEIEHHSL
[IpenmouturenbHO HAOOpP COAEPIKUT STHKETKY, HAa KOTOPOW OMNHCHIBAETCS HCIOJIb30BAHUE
(hapMaLeBTHYECKUX COCTABOB.

p®B s cnoco0oB MPOQUIAKTHYECKOTO JIEUEHUs] CIIOHTAHHBIX KPOBOTEUEHHH
MAIMEHTOB C TsDKeNnoH ¢popmoii bB
[00158] Onaum u3 npeumyiuects BeeaeHus pPB cyObvekTam ¢ Tskenoit popmoii BB st

HpO(I)I/IJ'IaKTI/ILIeCKOFO JICHCHUS S5MHU3040B CIIOHTAHHOI'O KPOBOTCUCHUA SABJIICETCA TO, YTO Oonee
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BbICOKasl crieruduyaeckasi akTuBHOCTh p@PB 1o cpaBaermno ¢ n®B no3BossieT rudbKo MOAXOAUTH
K Konm4ecTBy BBoguMoro p®@B u uncny nosropHex 103. Kak Oyner nonstHo u 6onee noapoOHO
OMHUCAHO B JIAHHOM JOKYMeHTe, coBMecTHO BBOAUMBINH FVIII mMoxxer ObITh peKOMOMHAHTHBIM
WM NTOJTyYEHHBIM U3 MJIa3MBI.

[00159] OnnokpaTHOEe MM MHOrokpaTHoe BBeneHHe p®PB npoBoxaT ¢ ypoBHEM 103 H
XapakTepoM 03, KOTOpble BbIOMpaer sedamuid Bpad. s mpoduiakTUKU WM JIeYEeHUs
3a00JeBaHMsl MOAXOIIAsl JO3UPOBKA 3aBHCUT OT THNA 3a00JeBaHUS, KOTOPOE IOAJIEKUT
nedeHuto, (Harpumep, donesnu GpoH BuieOpanna), CTeneHn TSHKECTH U TeUYEeHUsT 3a00JIeBaHus,
OT TOTO, BBOAUTCS JIM JIEKAPCTBEHHOE CPEACTBO B MPO(UIAKTHYECKHX HIJIM TEPAEBTUYECKUX
LeJIsIX, OT MPEeAbIAYIIeH Teparnuu, UCTOPUM OOJNe3HHM MALMEHTAa W PEaKkLH Ha JICKApCTBEHHOE
CPEICTBO, U HA YCMOTPEHUE JIEHALero Bpaya.

[00160] B HexoTopbix acnektax p@B BBOIAT CyOBEKTY MpoUIakTHYECKH B 103€ OT 40
no 80 ME/kr, Hanipumep, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58,
59, 60, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73,74, 75,76, 77, 78, 79, 80, 40-80, 45-
80, 50-80, 45-70, 45-60, 45-55, 45-50, 50-60, 55-60, 60-65, 55-65, 60-70, 65-70, 60-75, 70-80,
wi 75-80 ME/kr. B HEKOTOpBIX BapHaHTax OCyLIeCTBIEHHs n03a coctasisieT oT 40 ME/kr no
60 ME/kr. B HeKOTOpBIX BapHaHTaX OCYIIECTBJIEHUs no3a coctaBisier or 45 ME/kr mo 55
ME/kr. B HEKOTOpBIX BapHaHTaxX OCYLIECTBJIEHHs 103a cocTarisieT okono 40 ME/kr, okono 50
ME/kr nnu okono 60 ME/kr. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHHUS 1034 COCTABIISET OKOJIO
50 ME/kr. B HeKoTOpbIX BapHaHTaxX OCYLIECTBIEHHs n03a cocrasisier okojgo 80 ME/kr. B
HEKOTOPBIX BapuaHTax ocylecTsieHus p@B BBOAAT ONMH pa3 B HENENIO, /1Ba pa3a B HEJEIIO,
TPHU pa3a B HENENIO, YeThIpe pa3a B HENEeN0, NATh pa3 B Hemeno uian Oonee. B HekoTOpbIX
BapuaHTax ocyuectsieHuss pP@B BBomiAT aABaxApl B HeAenr. B HEKOTOPBIX BapHaHTax
ocywmectsieHus: p®@B BBOAAT ABaXAbl B HEAEMO. B HEKOTOPBIX BapuaHTAaX OCYLIECTBICHMUS
p®B BBOmAT ABaxabI B Hexento B no3e or 40 ME/kr no 60 ME/kr. B HeKOTOpBIX BapHaHTax
ocymectsieHus: p@B BBomsT aBakabl B Hemento B go3e ot 40 ME/kr mo 60 ME/kr mytem
BHYTPUBEHHOU MH(Y3HH.

[00161] B HexOTOpBIX BapUaHTaX OCYIIECTBJIECHUS OOpa3lbl KPOBU Ui H3MEPEHHS
ypoBHeir aktuBHOocTH ®B:Ar, ®B:KP, ®B:CB wu FVIII Opum B3sTEl A0 uUHPY3UH
JIEKapCTBEHHOIO CpencTsa, 4yepe3 15 munyt, 30 MuHyT M 60 MUHYT mOCje€ BBEAEHUS AO3bL, a
Takke depe3 3 yaca, 6 gacos, 12 yacos, 24 yaca, 28 uvacos, 32 4aca, 48 yacos, 72 yaca u 96
4acoB. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS OOpasLpl, BKJIIOYAs, HAampuMep, o0pasmbl
KPOBH, MOTYT OBITh mojdydeHbl it ouneHkn aktuBHocTH ®B:KP u FVIIL. B HekoTopsix
BapHaHTaxX OCyIlecTBIeHUs: oOpa3ubl mist onpenenenus aktusHoctu FVIIL, FVIILC, ®B:KP,
@®B:Ar u xoyuareHcBs3bIBaroIei criocooHocTr @B noy4arT 10 TpoQHIaKTHIECKOTO JISUEHHS
p®B. B HekoTOpBIX BapuUaHTaX OCYIIECTBJIEHHs oOpasmbl IJisi OueHKH akTuBHOocTH FVIIL
FVIIL:.C, ®B:KP, ®B:Ar u xomiareHcBsi3biBatomeii cnocodnoctu @B momyuaror yepes 15
MUHYT, 30 MuHyT, 60 MuUHYT, 3 4aca, 6 yacos, 12 yacos, 24 4daca, 28 4dacos, 32 yaca, 48 4acos,
72 vaca wnu 96 yacoB nocie npodumaktTudeckoro yedeHuss p@B. B HekoTOphIX BapmaHTax

ocymectBieHus: oOpasubl ansi oueHku aktuBHoctu FVIIL, FVIIL.C, ®B:KP, ®B:Ar u
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KOJJIareHcBsi3piBatoeld  criocooHoctn @B momywaror  wepe3  25-31  nmeHp  mocne
npodunaktuueckoro sedeHuss p@B. B HekoTOphIX BapuaHTaxX OCYIIECTBIECHUS OOpasLbl AJs
onpenenenuss axktuBHoctu FVII, FVILC, ®B:KP, ®B:Ar u KOJJIareHCBs3bIBAIOIICH
cnocooHoctn @B monydaroT mocne 3MM304a  KPOBOTEYEHHS, W B TaKUX BapUaHTax
ocyuiecTBieHuss oOpaseny OepyT no BeemeHus p®PB, uepe3 2 yaca mocie BBEICHUS] M 3aTeM
Kaxable 12-24 yaca [0 paspelleHus KpOBOTeUeHUs. B HEKOTOPBIX BapHaHTaxX OCYILECTBICHMUS
nu3o0pereHust Ha ocHoBe 0oOpasuoB onpenenstoT akTuBHocTH FVIIL FVIIL:C, ®B:KP, ®B:Ar u
KOJJTareHCBsi3bIBatoLIell  cnocodnoctn @B B 3aBUCHMMOCTM OT BpeMEHH. B HEKOTOpBIX
BapuaHTax ocyuectsieHuss FVIIL.C Ttaxke u3MepsoT ¢ MOMOLIBIO 1-CTaguiiHOrO aHanusa
CBEPTHIBaHUS KPOBHU B 3aBUCIMOCTH OT BPEMEHU.

[00162] B HekoTophIX BapuaHTax ocyuectBieHus p@B BBogsT cyObekTy B mo3e 40-80
ME/xr, Hanipumep, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59,
60, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74,75, 76,77, 78,79, 80, 40-80, 45-80,
50-80, 45-70, 45-60, 45-55, 45-50, 50-60, 55-60, 60-65, 55-65, 60-70, 65-70, 60-75, 70-80, uu
75-80 ME/kr B KauyecTBe HAualbHOTO (NIEPBOTrO) BBEAEHHMs. B HEKOTOPBIX BapHaHTax
ocymectsieHus: p@B BBomsaT cyobekty B no3e 40-80 ME/kr, nanpumep, 40, 41, 42, 43, 44, 45,
46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70,
71,72, 73,74, 75,76, 77, 78, 79, 80, 40-80, 45-80, 50-80, 45-70, 45-60, 45-55, 45-50, 50-60,
55-60, 60-65, 55-65, 60-70, 65-70, 60-75, 70-80, umum 75-80 ME/kr B kadecTBe BTOPOTO
BBeleHUs. B HekoTophlx BapmanTax ocyuectBieHust p®@B BeomaT cyObekty B mose 40-80
ME/xr, Hanipumep, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59,
60, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74,75, 76,77, 78,79, 80, 40-80, 45-80,
50-80, 45-70, 45-60, 45-55, 45-50, 50-60, 55-60, 60-65, 55-65, 60-70, 65-70, 60-75, 70-80, umu
75-80 ME/Kr B KauecTBe TPEThEro BBENEHMs. B HEKOTOpBIX BapuaHTax ocyluectsieHus pPB
BBOIAT CyOBekTy B mo3e 40-80 ME/kr, Hanpumep, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51,
52,53, 54, 55, 56, 57, 58, 59, 60, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73,74, 75, 76,
77,78, 79, 80, 40-80, 45-80, 50-80, 45-70, 45-60, 45-55, 45-50, 50-60, 55-60, 60-65, 55-65, 60-
70, 65-70, 60-75, 70-80, umu 75-80 ME/kr B Ka4ecTBe MOCIEAYIOLUIETO BBEACHHUS.

[00163] Komnoszuumu p®B Moryt comep:katbCsi B (papMaLeBTUYECKHX COCTaBaX, Kak
OMMCAaHO B JaHHOM JOKyMeHTe. Takue coCTaBbl MOXHO BBOJUTH IEPOPAIbHO, MECTHO,
TpaHCIepPMalIbHO, TAPEHTEPAIbHO, C TOMOIIBIO HHTASLMOHHOIO CIpes, BATMHAJIBHO, PEKTaIbHO
WIM TyTeM BHYTpUYepenHON uHbeKUuu. lcrnonp3yemblli B AaHHOM JOKYMEHTE TEPMHH
«TapeHTepabHbli» BKJIIOYAaeT IOJKOXHbIE HHBEKLHUM, BHYTPHUBEHHBbIE, BHYTPUMBILIEUHBIE,
UHTPAIMCTEPHAIbHbIE MHBbEKUUH WM MeToabl MHGy3uH. Takke paccMaTpUBaeTCsl BBEICHHE
yTeEM BHYTPUBEHHON, BHYTPHUKOXKHOH, BHYTPUMBILIEYHOMH, MHTPaMaMMapHOH,
BHYTPUOPIOIIMHHON, MHTPATEKAJIbHOH, peTpoOyiIbOapHOH, BHYTPUJIETOYHOW HHBEKLUH W/HIN
XUPYPTUYECKON MUMIUIAHTALMN B KOHKPETHbIH y4acToK. OOBIMHO KOMITO3UIIUH MPAKTHYECKH HE
coliepKaT MHPOTEHOB, a TakXKe IPYrUX MpHUMeceil, KOTOpble MOTYT OBbITh BPEOHBIMHU IS
PELMIHEHTA.

[00164] B omHOM acmekTe COCTaBbl IO JAHHOMY H300pETEeHHMIO BBOAAT IyTEM
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HA4YaJIbHOTO OOJIFOCHOTO BBENEHHSI C TIOCIEAYIOLIEH HelTpephIBHON HHDY3HeH 11 moaaepsKaHus
TeparneBTUYECKUX YPOBHEHN JIEKapCTBEHHOIO IpernapaTa B KpoBU. B kauecTBe npyroro mpumepa
COEAMHEHHE IO M300pPETEHHI0 BBOAST B BHIE ONHOKpAaTHOW nM03bl. CrHenuanucTsl B JaHHON
00JaCTH TEXHHUKH JIETKO ONTUMHU3UPYIOT 3((EKTUBHbIE NO3MPOBKU M PEXHUMbI BBEIEHUS,
onpeAenseMble HaaJuexalledl MEAMLMHCKONW NPAaKTUKOW W KIMHUYECKUM COCTOSIHHUEM
OTAENbHOro manueHta. [lyTh BBemeHHs MOXKET ObITh, HO HE OrPAHUYMBAECTCS OTHM,
BHYTPUBEHHBIM, BHYTPHUOPIOIIMHHBIM, MOAKOXHBIM WM BHYTpUMbIIIEYHbIM. Yacrora
JIO3UPOBAHUST 3aBUCUT OT (PAPMAKOKHMHETHUECKUX MapaMeTPOB areHTOB M Croco0a BBEACHUS.
OntuManbHbI (papMALEBTHUECKUI COCTAB OMpPENENseTCs] CHEeHaJuCTOM B JaHHOW OONacTH
TEXHUKH B 3aBUCHMOCTH OT MyTH BBEICHMs U >kenaeMoil no3upoBku. Hampumep, Remington's
Pharmaceutical Sciences, 18th Ed., 1990, Mack Publishing Co., Easton, Pa. 18042 ctp. 1435-
1712, packpbITHe KOTOPOrO HACTOSILIUM BKJIKOYEHO B JAHHBIN AOKYMEHT IOCPEACTBOM CCBUIKH
BO BCEH €ero MOJHOTe [Jis1 BCeX IeNell M, B YaCTHOCTH, ISl BCEX METOJUK, CBSI3aHHBIX C
COCTaBaMHM, IMYyTSMU BBEIEHUS W JO3MPOBKAMH JJsi (PapMaLeBTHUECKHMX NPOAYKTOB. Takue
COCTaBBI BIUSIIOT Ha (pU3UYECKOe COCTOSIHHE, CTAOMIIBHOCTD, CKOPOCTh BBICBOOOKIEHHUS in VIVO
U CKOPOCTb BBIBEACHHS BBOIMUMBIX areHTOB In Vivo. B 3aBHCHMOCTH OT TyTH BBEIEHUS
MOJXOJsAIIasi 03a PacCUUTHIBAETCS B COOTBETCTBUM C MAacCOW Tesa, IUIOLAAbI0 MOBEPXHOCTH
Tena wid pa3mepoM oprana. [loxxonsmme m03bI MOTYT OBITH YCTAHOBJIEHBI C IMOMOIIBIO
OOIIENPUHATHIX AHAJIU30B JJIsI ONPENeNIeHUs] 103 B KPOBU B COYETAHHH C COOTBETCTBYIOLINMHU
JaHHBIMU N103a-peakuys. OKOHYATENbHYIO0 CXEMY JIEUEHUs OIpeeseT Jeyalluii Bpad ¢ y4eToM
pa3NUYHBIX (PAKTOPOB, KOTOPbIE H3MEHSIOT NEHCTBHUE JIEKAPCTBEHHBIX CPENCTB, HAIpUMeEp,
creun(UIEeCKyr0 aKTHBHOCTb JIEKAPCTBEHHOI'O CPEICTBA, TSXKECTh IMOBPEXKICHUS U PEAKIHIO
NAalUeHTa, BO3PACT, COCTOsHME, Maccy Teja, MOJ U [AUETy MALUeHTa, CTEeNeHb TSAXKECTH
uH(pekuuy, BpeMsl BBEJEHMsS U Apyrue KinHudeckue ¢akxtopsl. Hampumep, TumuuHas nosa
pekomOuHanTHOro ®B 1o naHHOMY HM300peTeHHI0 coctaBisier mpudamsurensHo S0 En/kr, uro
paBHo 500 wmkr/kr. Ilo mMepe mpoBeneHHs HMCCIENOBAHUN OyIeT MOSBIATHCS JOMOJTHUTENIbHAS
UH(OpMaLIUS OTHOCUTEIBHO COOTBETCTBYIOLIMX YPOBHEH NO3UPOBKU M MPOAOKUTENBHOCTH
JICYSHHST PA3JINYHBIX 3a00JIeBaHUH U MATOJIOTUYECKUX COCTOSTHHI.

[00165] lns BBemEeHUsS KOMITO3HMIIMI YEJOBEKY WJIU MOAOMBITHBIM JKUBOTHBIM B OJHOM
acrieKTe KOMIIO3HMLIMU COIEPIKaT ONUH WK Oojiee (papMaLleBTUYECKH MPHEMIIEMBbIX HOCHUTENEH.
@pasbl  «papmaneBTudeckm» HIH  «(PapMaKOJOTHYECKH» TMPHEMJIEMble OTHOCITCA K
MOJIEKYJSIPHBIM OOBEKTaM W KOMIIO3HMLIUSAM, KOTOPBIE SIBJISIIOTCS CTAOMIIBHBIMH, HHTHOUPYIOT
Aerpajanuio Oenka, TaKyl Kak MPOAYKTHI arperaludl W pacUIeTUIeHHs, W, KpOMe TOro, He
BBI3BIBAIOT AJUIEPTUYECKHUX WM APYTHX MOOOYHBIX PEAKLHMHA MPH BBEIEHHH C HCIIOIb30BAHUEM
CrocOo0OB, XOpOLIO W3BECTHBIX B JAHHOHW OONACTH TEXHHWKH, KaK OIMCAHO HIDKE.
«DapMaLeBTHUECKH TPUEMIIEMbIE HOCHTENM» BKJIIOYAOT JIOOBIE W BCE KJIMHUYECKU
NPUMEHNMbIE PACTBOPUTENH, IUCIIEPCUOHHBIE CpPEIbl, TOKPBITHS, AHTHOAKTEpUAIbHBIE WU
(yHruIUOHBIE areHThl, H30TOHUMYECKUE areHThl U areHThl, 3aMeIIIomue a0CopOIUio, 1 TOMY
no7100HOe, BKIJIIOYAs ar€HThI, ONMCAHHBIE BbILIE.

[00166] ®apmaneBTHYECKHE COCTaBbl BBOJAAT NEPOPAIbHO, MECTHO, TPAaHCAEPMAJIbHO,
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MapeHTEPAIbHO, C TMOMOINBI0 MHTAISALUOHHOIO CIpes, BaruHajbHO, PEKTAJIbHO WU IyTeM
BHYTPHUYEPENHON UHBEKLUUHU. MCrIOIB3yeMblil B JAHHOM AOKYMEHTE TEPMUH (IIapEHTEPAIbHbIN
BKJIFOUAET IMOAKOKHbIE MHBEKLUH, BHYTPUBEHHbIE, BHYTPUMBILIEYHbIE, UHTPALMCTEPHAJIbHbIE
UHBEKLMN WM MeTtoabl uHQy3uu. Taxke paccMaTpuBaeTcss BBEEHHE IyTEM BHYTPUBEHHOM,
BHYTPHKOXKHOH, BHYTPHUMBIIIEYHOW, BHYTPUKOXKHOH, WHTPaMaMMapHOW, BHYTPUOPIOIINHHOM,
UHTpaTEKaJIbHOH, peTpoOyap0apHOl W/WIN BHYTPUWIETOYHON HHBEKIIMN B KOHKPETHBIN Y4aCTOK.
OOBIMHO KOMIO3MLIMM TIPAKTUYECKH HE COMEepKaT NMHPOIeHOB, a TaKKe JAPYIHX IpPHMeECeH,
KOTOpPbIE MOTYT ObITh BPEIHBIMU AJISl PELIUTTHEHTA.

[00167] OngHokpaTHOE MM MHOrokpaTHOe BBeneHue pPB mpoBoasT ¢ ypoBHEM 1103 U
XapakTepoM 103, KOTOpble BbBIOMpaer jedamuii Bpad. Jlnsg npoQuiakTUKU WU JICYSHHs
3a0o0neBaHMs TMOMXOASINAsl JO3UPOBKA 3aBUCUT OT TUNA 3a00JIEBaHUs, KOTOPOE TMOMJIEKUT
nedeHuto, (Harpumep, donesnu ¢hoH BuineOpanna), CTeneHn TSKECTH U TeUeHUsT 3a00JIeBaHUs,
OT TOrO, BBOAWUTCS JIM JIEKAPCTBO B MPOQMIAKTHYECKHX WM TEPANEBTHYECKUX LENsX, OT
npeabIAyINeH Teparnuu, UCTOPUH OOJE3HN MAlMEHTa U PEaKkIUH Ha JIEKAPCTBEHHOE CPENCTBO, U
Ha YCMOTpEHHUE JIeyallero Bpaya.

JInoduauzuposannbie cocrapsl DB

[00168] Hacrosmmii crioco® Takke oOecrnieumBaer coctaBbl p®@B st mpuMeHeHHs B
coco0ax JIeYeHHs, NPEACTABICHHbIX B IaHHOM JOKyMeHTe. B HEKOTOphIX BapuaHTax
ocymecTBieHnst kommo3uiust p®PB wucmonp3yercss Iy MPOU3BOACTBA  (hapMaLeBTHUECKOM
KOMIO3uIMi. B HeKOoTOphIX BapuaHTax ocyiecTBieHuss pPB Moxker ObITh BKIIOYEH B
TOPUIN3UPOBAHHBIN COCTaB.

[00169] B HekoTOpBIX BapuaHTaX OCYIIECTBJIEHUsI COCTABBI, COAEPIKAILME MOJUIETITH]
®B no wuzo0pereHuto, JUOMIM3UPYIOT IOCJHE OYUCTKU M Tepel BBEICHHEM CYOBEeKTy.
JInounmsanust MPOBOAMUTCS C MCHOIb30BAaHHEM OOILICMPUHSTHIX B JAHHOW OOJIACTH METONOB U
AOJDKHA OBITH ONTHMHU3MPOBaHA AJsl paspadarbiBaemoi kommosnuuu (Tang et al., Pharm Res.
21:191-200, (2004) u Chang et al., Pharm Res. 13:243-9 (1996)).

[00170] Ilukn nuodunaM3aluK, B OJHOM acleKTe, COCTOUT U3 TPeX CTaauil:
3aMOpaXMBaHUS, TIEPBUYHON Cymku U BropudHoi cymku (A. P. Mackenzie, Phil Trans R Soc
London, Ser B, Biol 278:167 (1977)). Ha crannu 3aMOpaskuBaHHs pacTBOP OXJIAKIAIOT, YTOOBI
Bb3BaTh OOpa3oBaHue Jbaa. Kpome ToOro, sra CTagusi BbI3BIBAET KPHUCTAJLUIH3ALHIO
o0pemoobOpasyromero areHTta. Jlen cyOnmmupyercss Ha CTaAMM TMEPBUYHON CYIIKH, KOTOpas
NPOBOOUTCS TyTEM CHIDKEHHs [aBJICHHWS B KaMmepe HIDKE JaBlIeHHs Tapa Jbla, C
UCTIONB30BAaHUEM BakKyyMa M TOABOJA TeIUla Uil yCKOpeHus cybmmmauuu. Hakower,
ancopOMpoBaHHAasi WM CBSI3aHHAs BOXA YAAJISETCS HA CTaJdd BTOPUYHOH CYLIKH IPH
NOHMKEHHOM JIaBJICHMM B KaMepe M IpU TOBBILIEHHOH TemmepaType Moiku. B pesynbrare
NOJIy4aeTCsl MaTepHall, U3BECTHBIN Kak JMOGUIN3upoBaHHAs Jenemka. [locne 3Toro jnenemxy
MO>KHO BOCCTAHOBUTH CTEPUIIBHON BOAOH HIH IMOIXOSIINM pa30aBUTENEM IJI1 HHbEKIUH.

[00171] Huxn muodunmuzaiuy He TOJBKO ONMpeaessieT KOHeYHOe (Pu3nIecKoe COCTOSTHUE
SKCLUIHMEHTOB, HO TaKXX€ BIUSET HA APYrHe NapaMeTphl, TaKue Kak BPeMs BOCCTAaHOBJIECHUS,

BHEIIHUN BHJ, CTaOMJIBHOCTh M KOHEYHOE conepkaHue Biard. CTPyKTypa KOMIIO3UILMH B
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3aMOPOXKEHHOM COCTOSIHUHM MPOXOAHT uUepe3 HECKOJIbKO MepexofoB (HAmpHMep, CTEKJIOBAHUE,
CMayMBaHHE M KPUCTAJUIN3ALMS), KOTOPbIE MPOUCXOASAT MPU OIPEeNIeHHBIX TeMIlepaTypax, H
3Ty CTPYKTYpy MOXKHO HCIOJBb30BaTh sl TOHMMAHUS M ONTUMH3ALMM  Ipolecca
miodpunnzauun. Temneparypa creknoBanus (Tg n/unu Tg ') Mosker npenocTaBuTh HHGOPMALHIO
0 (U3UYECKOM COCTOSIHUU PACTBOPEHHOIO BEIIECTBA U MOXKET OBbIThb ONpenesieHa C MOMOLIBIO
nudpepennmanbol  ckanupyromeit kamopumerpun (DSC). Tg u Tg' sBIAIOTCA BaXHBIM
napaMeTpoM, KOTOPBI HEOOXOIMMO YYMTBIBATH NpH pa3paboTke LUKIA JTHOGUIN3ALMH.
Hampumep, Tg’ Bakna nis mepBu4HON cymku. Kpome TOro, B BBICYIIEHHOM COCTOSIHUU
TeMIepaTypa CTeKJIOBaHUS AaeT HHPOPMALIUIO O TeMIIepaType XpaHEHHsI KOHEYHOTO POYKTa.

dapManeBTHYECKHE COCTABbI H DKCIHITHEHTDI B IEJIOM

[00172] DxcuumueHTsl MPEeaCcTaBIsOT coO0H H00aBKH, KOTOpbIE JTHOO MPUAAKOT, JTHOO
yIy4IanT CTaOMIBHOCTP M JOCTAaBKY JIEKAPCTBEHHOro Ipenapara (Hampumep, Oenka).
HesaBucumMO OT mNpUYMHBI WX BKJIOUEHHs, SKCLUIHEHTbl SIBISIOTCS HEOTHEMIIEMbBIM
KOMITOHEHTOM IMperapara U MO3TOMY IOJUKHBI ObITh O€30MacHBIMH M XOPOLIO MEePEHOCUTHCS
nanueHTamMu. J{1st OeTKOBBIX MpenapaToB BbIOOP SKCLUIMUEHTOB OCOOEHHO BAXKEH, IMOCKOJBKY
OHH MOIyT BIHATH Kak Ha O(QEeKTHBHOCTb, TaK M HAa HMMMYHOI€HHOCTb Mpenapara.
CrnenoBarenbHO, O€NKOBBIE COCTaBbl HEOOXOOUMO pa3padaThiBaTh C COOTBETCTBYIOLIMM
BBIOOPOM IKCIMITUEHTOB, KOTOPbIe 00ECTIEYHBAIOT MOAXOAALIYIO CTAOMIBHOCTD, 0€30MaCHOCTh U
KOHKYPEHTOCIIOCOOHOCTb.

[00173] JIuopunu3upoBaHHBINA COCTaB, B OJJHOM acCIeKTe, 10 MEHbIIEeH Mepe, COCTOUT U3
onHoro wim Oonee u3 Oydepa, 0dbeMooOpasyroLIero areHTa U crabunusaropa. B aTom acmekre
HIOJIE3HOCTh TIOBEPXHOCTHO-AKTUBHOTO BEINECTBA OLIEHHBAIOT M BBIOMPAIOT B Ciy4asx, KOrna
arperanysi BO BpeMs CTaguM JHOPHIM3ALUK WJIM BO BPEMS BOCCTAHOBJICHUS CTAHOBHUTCS
npobnemoii. CooTBeTCTByIOIIMI Oy(epHbIii areHT BKJIIOYEH Ui TMOAAEp)KaHUS COCTaBa B
crabunbHbIX npenenax pH Bo Bpems nuodpmnnsanmuu. CpaBHEHHE KOMIIOHEHTOB 3KCLUIHEHTA,

MPEIYyCMOTPEHHBIX UISl JKUIKUX U JMOPUIM3UPOBAHHBIX OEJKOBBIX COCTaBax, MPENCTaBJICHO B

tabmuue 10.
Tabnuna 10: BcoMoratenbHble KOMIIOHEHTBI JTHO(UIU3UPOBAHHBIX OEJIKOBBIX COCTABOB
BcenomorareabHbIN DyHKUUA B JHOPUIN3ZUPOBAHHOM COCTABE
KOMIIOHEHT
Bbydep IMonnepxusath pH coctaa Bo BpeMst tnoduuzanun u

IOCJIC BOCCTAHOBJICHUA

Perynupyrommii  TOHUYHOCTH | CTaOMIM3aTOPBI BKIFOYAKOT KPHUO- U JIMOMPOTEKTOPHI
areHT/cTabunu3arop [Tpumepsl BKITFOYAIOT MOJTHOJIBL, Caxapa v MOJIUMEPbI
KpuomnporekTopsl 3aL1IIaoT OEKH OT XOJOA0BBIX
CTpPEeccoB

JInonpoTeKkTophl CTAOUIM3UPYIOT OETKU B

JTHO(MITN3UPOBAHHOM COCTOSTHUT
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Crpykrypoobpasyroree Ucnonb3yercs 11 NpUAaHIS U3AETHIO 3JIETAHTHOCTH U
CPENCTBO NPEeOTBPALICHUS pa3pbiBa

OObecnieunBaeT CTPYKTYPHYIO IPOYHOCTh

IO UIU3UPOBAHHON JIETICIIKH

HpI/IMepr BKJIIOYaOT MAHHUTOJI U TI'NTMIIUH

IToBepXHOCTHO-aKTHBHOE Hcnonp3yercs, eciu arperanus B mpouecce JTHoGUIn3anum
BEIECTBO SBJISIETCS] TPOOIIEMON

MOo3KeT CIyKUTb [Tl COKPALIEHHUs] BpEMEHH
BOCCTaHOBJICHUS

[Ipumeps! BrrOUaroT nojucopodar 20 u 80

AHTHOKCHJIaHT Kak npasuio, He HCIOAB3YIOTCS, MOJIEKYJISIPHBIE PEAKLIUU B

IO MITM3UPOBAHHON JIeTIeITKE OOBIYHO 3aMEIJISTFOTCS

Honsl MoskeT OBITh BKIIFOUEH, €CIIM KOHKPETHBIH HOH MeTajlia
METaJIJIOB/X €TaTHPYIOI U BKJIFOYEH TOJIBKO B KA4EeCTBE KO(PAKTOpa B T€X CIyHasix,
areHT KOTJ]a METaJIJI HEOOXOAHM /ISl IPOTEA3HON aKTUBHOCTH

XenaTupyroIue areHThl, Kak MpaBmiio, He TpeOyroTCs B

JTHO(MITN3UPOBAHHBIX COCTABAX

Koncepsanrt TonabKO A1 MHOIOJIO30BBIX COCTABOB

ObecnieunBaeT 3aUTY OT POCTA MUKPOOPTAaHU3MOB B
COCTaBe

Kak npaBuio, BXOAHUT B COCTaB pa30aBUTENs AJIs

BOoccTaHOBNeHUs (Harpumep, bWFI)

[00174] OcHoBHOIl 3amauedi mpu pa3paboTke OENKOBBIX COCTAaBOB  SIBJISIETCSI
CTaOMIIM3AIIUS TPOAYKTA MPOTUB CTPECCOB, CBSI3AHHBIX ¢ MPOM3BOIACTBOM, TPAHCIIOPTHPOBKOM U
xpaHeHreM. Pojib SKCIUIMEHTA B COCTaBE 3aKJIIOUAETCsl B 0OecreueHnr CTaOuIM3aiuu MPOTUB
O9THUX CTPECCOB. 3KCL[I/IHI/IeHTbI TAKXKE€ MHCIOJIB3YHOTCA OJId CHHXKCHUA BA3KOCTU 6eJIKOBbIX
COCTAaBOB C BBICOKOH KOHILIEHTpALUEH, YTOOBI 00ECIeYNTh MX JTOCTABKY M MOBBICHTH yIOOCTBO
AJIs1 ITalteHTa. B OSJIOM, 3KCHUIIMEHTBI MOXKHO K.]'IaCCI/I(bI/IL[I/IpOBaTb Ha OCHOBE MCXaHU3MOB, C
MIOMOIIBIO KOTOPBIX OHH CTAOMIIM3UPYIOT OEIIKH MPOTUB PA3IMYHBIX XUMUYECKUX U (PH3HUECKUX
CTPECCOB. HeKOTOpre OKCHUITUECHTHI HCIOJIb3YHOTCA JJIA CMATUCHUA HOCJ'IGI[CTBI/Iﬁ
OMpENEeJIEHHOr0 CTpecca WM Ui PEryJHUPOBAHUs OIMpPENEIEHHOW BOCIPUHUMYUBOCTH K
omnpeneneHHoMy Oenky. Jlpyrue SKCIHHUIHEHTbI OKas3blBalOT Oosiee oOlmee BIUSHUE Ha
(U3MUECKYI0 W KOBAJICHTHYIO CTaOWIBHOCTHL OenkoB. ONuCaHHBIE B JAHHOM JIOKYMEHTE
SKCLUMHUEHTHI CTPYIITUPOBAHBI 10 XUMHUYECKOMY THITy WJIM (PYHKIIMOHAIBHOM POJIM B COCTaBaXx.
KpaTtkoe omucanue peXMMOB CTaOMIIM3aLUN MPUBOAMTCS INPH OOCYXKIEHHUH KaXIOro THIA
OKCIUITUECHTA.

[00175] C yuderomM NpeACTAaBIEHHBIX B JAHHOM JOKYMEHTE HIEH U PYKOBOASIIUX
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yKa3aHUH, CHEeLUATUCThl B IAHHOW OOJACTH TEXHUKH OyAyT 3HATh, KaKOe KOJUYECTBO WJIH
AMAana3oH SKCLUIHMEHTa MOXET ObITh BKJIIOYEHO B JIFOOOH KOHKPETHBIH COCTAB ISl TIOJyYEeHHS
OnodapMaleBTUYECKOr0 COCTaBa IO M300pETEeHMIO, KOTOPBIH CIOCOOCTBYET COXPAHEHHIO
crabuipHOCTH OMo(apmareBTHIeCKOro npenapara (Harnpumep, 6enka). Hanpumep, konndecTso
U THII COJIM, KOTOpasi AOJDKHA ObITh BKJIOYEHA B OMO(apMalleBTUUECKUI COCTaB IO JAaHHOMY
N300pETEeHNIO, BLIOMPAETCS] HA OCHOBE JKeJIaeMON OCMOJISUIBHOCTU (HANpHMep, H30TOHHYECKOH,
T'MIIOTOHUYECKOH WIJIM THIIEPTOHMYECKOH) KOHEYHOrO pacTBOpa, a TaKKe KOJIMYeCTBA U
OCMOJISTBHOCTH IPYTUX KOMITOHEHTOB JJISl BKJIFOYEHUSI B COCTAB.

[00176] Hanpumep, BkimroueHue mnpumepHo 5% copOura MokeT 00ecreyuTh
WU30TOHUYHOCTh, B TO BpeMsi Kak MNPUMEPHO 9% BCIIOMOTraTENbHOrO BEINECTBA Caxapo3bl
HEOOXOAMMO MJisi  TOCTHOKEHHsS HW30TOHHYHOCTH. BpIOOp KOMMuYecTBa MM JUana3oHa
KOHLIEHTPALMii OAHOTO WM OoJjiee SKCLUIUEHTOB, KOTOPbIE MOTYT OBITh BKJIIOYEHBI B
ouodapmaneBTHUECKU COCTaB MO JAHHOMY W300peTeHUr0, ObLUT MPOUJUTIOCTPUPOBAH BHIIIE CO
CCBUTKOW Ha COJIM, MOJHONbI U caxapa. OIHAKO CHEeLMaNUCTbl B JAHHOW OONACTH TEXHUKHU
NOHMYT, 4YTO COOOpaKeHMs, ONUCAHHbIE B JAHHOM JOKYMEHTE U JOMOJHHUTENbHO
NPOUJUTIOCTPUPOBAHHbIE CCBUIKOH HA KOHKPETHbIE OSKCLUIHMEHTbI, B PAaBHOW CTENEeHU
NPUMEHUMBI KO BCEM THIAM M KOMOWHALMSM SKCLMIIMEHTOB, BKJOUas, HampUMep, COJIH,
AMHMHOKHCJIOTBL,  IpPYrHe€ areHTbl TOHMYHOCTH, TOBEPXHOCTHO-aKTHBHBIE  BELIECTBA,
cra0mnmm3aTopel,  00BEMOOOpa3ylOIUe  areHThl,  KPHOMPOTEKTOPHL,  JIMOMPOTEKTOPBI,
AHTUOKCH/IAHTBI, HOHBI METAJUIOB, XEJIATUPYIOLINE areHThbl W/WIIH KOHCEPBAHTHI.

[00177] Kpome TOro, €ciii KOHKPETHBIN 3KCLIUINEHT yKa3aH B MOJIIPHONW KOHLIEHTpaLUy,
CIELUANMCTBl B JaHHOW OOJAaCTH TEXHHKH MOHMYT, YTO TakKXKe pPacCMaTpUBAETCS
SKBHUBAJICHTHBINH mpoueHT pactBopa (%) mac./00. (Hampumep, (rpaMmbl BelnecTBa B oOpasie
pactBopa/mi pacteopa) X 100%).

[00178] KoHe4HO, CieUauCT B JaHHOW O0JIACTH TEXHHUKH MOWMET, YTO KOHLIEHTPALIUH
ONMHUCAHHBIX B JAHHOM JOKYMEHTE 3KCLUITHEHTOB HMMEIOT B3aWMO3aBHCUMOCTh B Tperesax
KOHKPETHOrO cocTaBa. Hampumep, KOHIEHTpalusi 00beMOOOPa3yIOIEro areHTa MOKeT ObITh
CHIDKEHA TaM, T7e, HalpUMep, UMEeTCs BhICOKAasi KOHLEHTpauusi Oejka Wi KOraa, HarmpuMep,
UMEeEeTCsl BBICOKAsi KOHIIEHTpalus craduiusupyomero areHra. Kpome Toro, Crnemuaiuct B
IaHHOW OOJaCTH TEXHUKH TMOWMET, 4YTO Ul MOAAep)KaHHs H30TOHMYHOCTH KOHKPETHOTO
COCTaBa, B KOTOPOM HET 00BEMOOOPA3yIOLIEro areHTa, KOHLEHTPALUs CTaOWIN3HPYIOLIETO
areHTa JOJDKHa OBITh CKOPPEKTHPOBAaHA COOTBETCTBYHOIMUM oOpa3oMm (Hampumep, Oyner
UCTIONIB30BAHO «TOHU3UPYIOINEe)» KOJNUecTBO ctabuimsaropa). OOmue SKCHUIHEHThI H3BECTHBI
B JJAHHOM o0yacT TEXHUKH U MoryT ObITh HalineHsl B Powell et al., Compendium of Excipients
for Parenteral Formulations (1998), PDA J. Pharm. Sci. Technology, 52:238-311.

dapmanesTuueckue oydepnl u OydepHbie areHThI

[00179] OOblqHO HaOMIOMAETCS MaKCUMaJbHAs CTaOMJIBHOCTD (HapMaKOJOTHYECKH
aKTUBHOTO OENKOBOro cocraBa B y3koM nuanasone pH. Oror nuamason pH onrumanbHOI
CTaOMIBHOCTH JOJDKEH OBITh OMNpeneNeH Ha paHHEM OTale UCCIEeJOBAaHHN  mepen

MNPUTOTOBJICHUEM COCTaBa. Heckonbko noaxoaoB, TaKHMX KaK YCKOPE€HHBIC MHCCICOOBAHUA
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CTa0MJIBHOCTH M KAJIOPUMETPUYECKHUE CKPHUHUHIOBBIE MCCIIEAOBAHUS, TOJE3HbI B 3THUX 3a/1a4ax
(Remmele R.L. Jr., et al., Biochemistry, 38(16): 5241-7 (1999)). Ilocne Toro, kKak COCTaB T'OTOB,
OenoK MOKEH IPOU3BOIUTBCS M COXPAHATBCS B TEUEHHE BCErO CPOKAa €ro XpaHEHUs.
CnenoBaresnbHO, Oy epHble areHThl IOYTH BCETa UCIIONb3YI0TCs st KoHTpousa pH B cocTase.

[00180] Bydepnas emxocts OyepHbIX BerecTs MakcuManbHa npu pH, paBHom pKa, u
YMEHBIIAETCS MO Mepe yBeNWYeHus Wid yMmeHblieHus pH or storo 3Hauenus. JleBsiHOCTO
npoueHToB OydepHOH eMKOCTH HaxOAWTCsl B mpepenax omHod exuHuusl pH or ero pKa.
Emkocts Oydepa Taxke yBETHUMBACTCS NPOMOPLHMOHAIBHO YBEIMYSHHIO KOHLEHTPALUU
Oydepa.

[00181] IIpu BeIOOpe Oydepa HEOOXOOUMO YUMUTHIBATH HECKONBbKO (hakTopoB. IIpexnme
BCEro, HeOOXOAMMO ompenenuTh BuA Oydepa U ero KOHIEHTpAIMIO Ha OCHOBe ero pKa wu
xemaemoro pH mpenapara. He meHee BakHO yOemuThbesi, uto Oydep coBmecTUM C OETKOM H
APYTUMH 3KCIHUITUEHTAMH KOMIIO3ULIUU U HE KATAJIU3UPYET KaKue-TMOO peakiHu Jerpagaryi.
Tperuil BaKHBIN AaCHEKT, KOTOPBIA CIEAYET Y4YUTBbIBATh, - 3TO OIIYLIEHWE IOKAJIBIBAHUA U
paznpaskeHusi, koTopoe Oydep MoxkeT BbI3BaTh IpH BBeAeHNH. Hanprmep, U3BECTHO, UTO LUTPAT
BbI3bIBaeT MokasbiBanue npu uHbekwu (Laursen T, et al., Basic Clin Pharmacol Toxicol., 98(2):
218-21 (20006)). IToTeHman NOKaJbIBAHUS U pa3ApakeHUs BBIIIE IS JIEKAPCTBEHHBIX CPENICTB,
KOTOpPBbIE BBOISTCS TOAKOXHBIM (I/K) WM BHYTPUMBILIEYHBIM (B/M) MyTSMH, KOTZAa PacTBOP
JIEKApPCTBEHHOT'O CPENICTBA OCTAETCS HAa MECTe B TE€UYEHHE OTHOCHUTENbHO OoJiee IIIUTEIBHOIO
nepuoaa BPEMEHH, YeM NPU BHYTPUBEHHOM BBEIEHHMHM, KOIZIa COCTaB OBICTPO PAcTBOPSETCS B
KPOBU TpH BBeA€HUU. JlJIi COCTAaBOB, KOTOpPbIE BBOIATCS IYyTE€M IPsIMOH BHYTPHBEHHOM
nHpY3UH, HEOOXOAMMO KOHTPOJHPOBATh oOlIee KoiudecTBo Oydepa (u soboro apyroro
KOMITOHeHTa coctaBa). Cienyer ObITh OCOOEHHO OCTOPOXKHBIM C MOHAMMU KaJusi, BBOJUMBIMU B
dopme kammii-pochaTHoro Oydepa, KOTOpbIE MOTYT BbI3bIBATH CEPAEYHO-COCYAUCThIE 3P deKTh
y nanuenta (Hollander-Rodriguez JC, et al., Am. Fam. Physician., 73(2): 283-90 (2006)).

[00182] Bydepsl mns nHOGUIM3UPOBAHHBIX COCTABOB TPEOYIOT IOMOJHUTEIBHOTO
paccmotpenust. Hekotopeie Oydepsl, Takue kak docdar HATpHs, MOTYT KPUCTAJIM30BATHCS U3
amopduoit (¢aszel Oenmka BO Bpemsi 3aMOpakMBaHuUs, 4Tto mpuBoauT K casury pH. Jlpyrue
pacnpocTpaHeHHble Oydepbl, TaKue Kak aleTarT ¥ HMHIA30JI, MOTYT CyOJIMMHpPOBATHCS WJIH
UCTIAPSIThCS BO BPEMsI IpoLiecca JTHOPUITU3ALINY, TEM CaMbIM U3MeHsist pH KoMIo3uuuu Bo BpeMst
THO(PUIN3ALNH UK TTOCIIE BOCCTAHOBJICHHUSI.

[00183] bydepnas cucrema, MPUCYTCTBYIOIAs B KOMITO3ULIMSIX, BEIOUPAETCS TaK, YTOOBI
OBITh (PH3HOJIOTHYECKH COBMECTUMOW W TOANEpKUBaTh skenaeMmblii pH (apmaneBTHuecKoro
cocrasa. B ognom BapuaHTe ocywectsienus pH pactsopa naxogurcesa mexay pH 2,0 u pH 12,0.
Hampuwmep, pH pacrBopa mosker Obith 2,0, 2.3, 2.5, 2,7, 3,0, 3,3, 3.5, 3,7, 4,0, 4,3,45,47, 5,0,
5,3,5,5,5,7, 6,0, 6,3, 6,5, 6,7, 7,0, 7,3, 7,5, 7,7, 8,0, 8,3, 8,5, 8,7, 9,0, 9,3, 9,5, 9,7, 10,0, 10,3,
10,5, 10,7, 11,0, 11,3, 11,5, 11,7 uym 12,0.

[00184] BbydepHoe coenuHeHue myisi KOHTPoJisi pH MoXxer MpHCYyTCTBOBAaThH B JIFOOOM
KOJINYECTBE, MOAXOAIEM sl noanepkanus pH koMno3unum Ha 3agaHHOM ypoBHE. B ogHOM

BAPUAHTE OCYLIECTBJIECHMS] KOHLEHTpaLUs COeaAnHeHus nis kouTposs pH cocrasaser ot 0,1 MM
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no 500 MM (1 M). Hanmpumep, npeanonaraercs, YT0 KOHLUEHTPALUs COeNUHEHNS 1 KOHTPOJIS
pH cocrasisier no menbieii mepe 0,1, 0,5, 0,7, 0,8, 0,9, 1,0, 1,2, 1,5, 1,7, 2, 3,4, 5,6, 7, 8, 9, 10,
11,12, 13, 14, 15, 16, 17, 18, 19, 20, 25, 30, 40, 50, 60, 70, 80, 90, 100, 200 nmm 500 MM.

[00185] Ilpumeprr areHToB nist koHTpons pH, ucnone3yemeix mia Oydepusanuu
COCTaBa, M3JIOKEHHbIE B JAHHOM JOKYMEHTE, BKJIIOYAIOT, 0€3 OrpaHHuYeHHs, OpraHHYecKue
KHCJIOTBI, TJIMIMH, THCTHIWH, IJIyTamar, cykuuHatr, ¢ocdar, auerar, uurpar, tpuc, HEPES u
AMMHOKHCJIOTHI HUJIM CMECH aMHUHOKHCIIOT, BKJIFOUas, 0€3 OrpaHHyYeHHs, acnapTaT, TUCTUANH U
IUIMH. B OHOM BapuaHTe OCYINECTBJICHUsS] HAcTosmero mu3odperenust OydepHbIli areHT
npeACTaBysieT COOON UTpAT.

dapManeBTHYECKHE CTAOHIN3ATOPLI H 00HLEeMO000PA3YVIONIHE ATeHThI

[00186] B omHOM acmekTe AaHHBIX (apMaLEBTHYECKHX COCTABOB CTAOMIN3ATOp (WUIH
KOMOUWHaLMsI CTaOMIIN3aTOPOB) NOOABIISIOT JJIsI MPENOTBPALIEHUS JIM YMEHbBIIEHUS arperaiuu v
XUMHUYECKOTO PAa3JIOKEHHsI, BbI3BAHHBIX XpaHeHHeM. MyTHBI WM HENmpO3pPadHbIil PacTBOP
MOCJie BOCCTAHOBJICHUSI YKA3bIBAET HA TO, YTO O€JIOK BBINAJ B OCAJOK HIIM, TIO MEHBIIEH Mepe,
arperupoBasl. TepMuH «CTaOMIU3aTOP» O3HAYAET OSKCIMITHEHT, CIIOCOOHBIA MPEenOTBpPAIIATh
arperauuio win (U3NYECKOe Pa3JIOKEeHUE, BKIIIOUAs XUMHUYECKOE pasJiokeHue (Hampumep,
aBTOJI3, JE3aMUJAMPOBAHME, OKUCJIEHWE W T.J.) B BOIHOM COCTOssHHU. lIpemmonaraembie
CTa0MIN3aTOPBl BKJIOUYAIOT, 0€3 OrpaHWYeHHus, caxapo3y, TPerajgo3dy, MaHHO3y, MAaJbTO3Y,
JaKTO3y, TIIOKO3y, padduHOly, nHemodnosy, TeHTHOOHMO03y, HW30MalbTO3y, apadbuHO3Y,
TIIOKO3aMuH, (PPyKTO3y, MaHHUT, copouTt, rimiuH, apruand HCL, moau-rugpokcy coenuHeHusl,
BKJIFOYAsl  TMOJMCAaxXapuIbl, TaKue KaKk JEKCTpaH, Kpaxmal, THAPOKCUITHIKPaxXMal,
LUKJIOAEKCTPUHBL, N-METWINMHPOJUIHACH, [EeJITF0JI03Y U THaypPOHOBYIO KUCJIOTY, XJIOPUA HATPHS
(Carpenter et al., Develop. Biol. Standard 74:225, (1991)). B nanHble cocTaBbl CTaOMIU3ATOP
BKJIFOUEH B KOHIeHTparuu okojo 0,1, 0,5, 0,7,0,8,0,9, 1,0, 1,2, 1,5, 1,7, 2,3, 4,5, 6,7, 8, 9, 10,
11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 30, 40, 50, 60, 70, 80, 90, 100, 200, 500, 700, 900 wmu
1000 MM. B omHOM W3 BapUAHTOB HACTOALIETO H300pEeTeHUsT MAHHUT W TPeraaosa
UCTIOJIB3YIOTCS B KA4eCTBE CTAOMITU3UPYIOIIUX areHTOB.

[00187] Ecnm sxkenaTenbHO, COCTaBbl TAK)KE BKJIFOYAIOT COOTBETCTBYIOIIHE KOJIMYECTBA
areHTOB, PETYJIUPYIOIHNX 00beM U OCMOJISIIBHOCTB. O0BbeMOOOpa3yIoIue areHThl BKJIKOYAOT,
Hanpumep, Oe3 OrpaHHYeHHs, MAaHHUT, TJIULMH, Caxapo3y, MOJIMMEPhI, TAKHEe KaK JEKCTpaH,
NOJMBUHUIITUPOJIUIOH, KapOOKCHMETIIILENIIIONIO3Y, JAKTO3y, COPOUT, Tperajaosy win KCiuT. B
OTHOM BapUAHTE OCYLIECTBJCHH O0OBEMOOOPA3YIOIMM AareHTOM SIBJISIETCS  MAHHWUT.
O6BemooOpa3yromuii areHT BBOIST B KOHLeHTpauuu okojo 0,1, 0,5, 0,7, 0,8, 0,9, 1,0, 1,2, 1,5,
1,7,2,3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 30, 40, 50, 60, 70, 80, 90, 100,
200, 500, 700, 900 uym 1000 MM.

dapmanesTnueckue I1AB

[00188] benku UMEOT BBICOKYIO CKJIOHHOCTb K B3aMMOEHCTBUIO C MOBEPXHOCTSIMH, YTO
JenaeT WX BOCIPHUUMYUBBIME K aACOPOLMM W JEHATYypaldd Ha TPaHHUIAX pa3desia BO3IyX-
KUAKOCTb, (PIIAKOH-KUIAKOCTh M KHIKOCTh-)KUIKOCTh (KpeMHHIOpraHu4eckas cmaska). bbuio

OOHapyKeHO, dYTO OTOT IMyTh pPAa3JiOKE€HUs OOpPaTHO NPONOPLHOHATBHO 3aBUCUT OT
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KOHLIEHTpauu Oejka ¥ MPUBOAUT JHOO K OOpa3OBaHUIO PACTBOPUMBIX M HEPACTBOPUMBIX
OeNKkOBBIX arperaroB, JuOO K TMoOTepe Oejka W3 pPacTBOpa MOCPEACTBOM ancopOumu Ha
nosepxHocTH. ITomMuMo ancopOnuu Ha TOBEPXHOCTH KOHTEWHEepa, Aerpajaiusi, BbI3BaHHAs
MOBEPXHOCTBIO, yCyryossercss (u3nueckuM B30aNTHIBAHMEM, KaK IPU TPAHCIIOPTUPOBKE H
oOpaleHuu ¢ MPOIyKTOM.

[00189] IloBepXHOCTHO-aKTHBHbIE BEIIECTBA OOBIYHO HCHOJB3YIOTCS B OENKOBBIX
COCTaBax mIJisl TPEJOTBPAIIEHHs PA3JIOKEHUS, BBI3BAHHOIO MOBEPXHOCTBIO. IIOBEPXHOCTHO-
AKTUBHbBIE BEIIECTBA MPEICTABISIOT COOOH aM(pUNaTHYECKHe MOJIEKYJIbL, CIIOCOOHBIE BBITECHSTh
Oenku 3a Mmexdasable mo3unuu. ['mapodoOHble YacTH MOJEKYJ MOBEPXHOCTHO-aKTHBHOTO
BEIIECTBA 3aHUMAIOT MeX(asHble MO3UIMU (HAPUMEp, BO3AYX/KUAKOCTB), B TO BpPEMs Kak
rHAPOQIIIbHBIE YaCTH MOJIEKYJI OCTarOTCSl OPHEHTUPOBAHHBIMH B CTOPOHY oObema
pactBoputens. [Ipu 10CTaTOYHBIX KOHIEHTPALUSIX (OOBIMHO OKOJIO KPUTHUECKOW MULEIISIPHON
KOHLIGHTPALMK JETEePreHTa) TIOBEPXHOCTHBIM CJIOH MOJIEKYJ IOBEPXHOCTHO-AKTHBHOTO
BEIECTBA CIYKUT JJIsl MPEAOTBPALICHUS aAcOpOLMHM MOJEKYJ Oelka Ha TIpaHUIle paszena.
Takum oOpa3om, perpaganus, BbI3BaHHAs [MOBEPXHOCTBIO, CBOOUTCS K MHHHUMYMY.
PaccmarpuBaemble B TaHHOM JOKYMEHTE NOBEPXHOCTHO-AKTHUBHBIE BEINECTBA BKIIIOYAIOT, 0e3
OTpaHUYEHUs], CIOXKHBIE 3(PUPBI KUPHBIX KHUCIOT W TOJMITOKCUIATOB COpPOMTAaHA, HANpHMeEp,
nosiucopbatr 20 u monmcopbar 80. OHM Pa3NUUAIOTCS TOJBKO JUIMHOW amu(paTUYeCKOW Lemny,
KoTopass mpupaer ruapodobubii xapaktep wmojdekyiaam C-12 u C-18, cooTBETCTBEHHO.
CootBercrBeHHo, mosucopbar 80 OoJjiee MOBEPXHOCTHO-aKTUBEH M UMeeT 0Oojiee HU3KYIO
KPUTUYECKYIO MULIEJUIIPHYIO KOHLIEHTPALHIO, YeM noiucopodar 20.

[00190] [lerepreHThlI TaKk€ MOTYT BIUSATh HA TEPMOAMHAMHUYECKYIO KOH(OPMAIIIOHHYIO
cTabuibHOCTD OenkoB. 31ech CHOBa 3(h(eKThl NaHHOrO AETEPreHTHOrO HAMOJHHUTENs OyayT
cneuupuyHbiMu U1t Oenka. Hampumep, Obuto TMOKa3aHO, YTO MOJUCOPOATHl CHIIKAIOT
CTaOMJIBHOCTD ONHHUX OENKOB M IOBBINAIOT CTAOMIBHOCTh Apyrux. Jlecrabummsanust OenaxoB
JIETEPreHTOM MOKeT ObITh OObsSCHEHA ¢ TOYKU 3peHus THAPO(GOOHBIX XBOCTOB MOJIEKYJI
JeTepreHTa, KOTOPble MOTYT Y4acTBOBATb B CIELU(PHUECKOM CBS3BIBAHHUHM C YaCTUYHO HIIU
MIOJTHOCTBIO PA3BEPHYTHIMH COCTOSIHMSMM O€Jika. DTH THIbI B3aUMOJIEHCTBHI MOTYT BBbI3BATb
CIBUI KOH()OPMALIMOHHOTO PABHOBECHS B CTOPOHY Oojiee pacCUIMPEHHBIX COCTOSHUI Oerka
(HarmpuMep, yBeJMUEHHE SKCIO3ULMH THAPOPOOHBIX YacTel MOJIEKYJIbl Oelika B TOTIOJHEHUE K
CBSI3BIBAIOIIEMY TOJICOpOaTy). B kadecTBe anbTepHATHBBI, €CJIM B HATHBHOM COCTOSIHMH OeJika
OOHApY’KUBAIOTCS HEKOTOpble THAPOGOOHBIE TIOBEPXHOCTH, CBS3BIBAHUE IETEPreHTa C
HATHBHBIM COCTOSTHIEM MOXKET CTA0MIIN3UPOBATh 3TY KOHPOPMALIUIO.

[00191] Hpyroit acriekT moaucopbaToB 3aKIFOYAETCS B TOM, YTO OHU IO CBOEH MPUPOIE
MOJBEPKEHbI OKHCIHUTEIBHOMY TOBPEXKACHHUIO. YacTo B KadyecTBE ChIPbS OHH COZAEPKaT
JOCTaTOYHOE KOJIMYECTBO MEPOKCUAOB, YTOOBI BbI3BATH OKUCJICHHE OOKOBBIX LieTel OeTKOBBIX
OCTaTKOB, 0COOEHHO METHOHHHA. BO3MOKHOCTH OKHCIUTENBHOTO OBPEKACHNUS, BOSHUKAIOIIETO
npu 100aBJIEHNUU CTAOWUIIN3aTOpa, MOAUYEPKUBAET, YTO B COCTABAX CJIEAYET MCIIONB30BATh CAMbIE
HU3KKe 3(PQeKTHBHbIE KOHLEHTPALNUU SKCLUMUEHTOB. J{JIs1 MOBEPXHOCTHO-aKTHBHBIX BEIIECTB

s exTuBHAS KOHLIEHTpALHsI JAaHHOTO Oeka OyeT 3aBUCETh OT MEXaHM3Ma CTAOMITN3aLINH.
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[00192] [ToBepXHOCTHO-aKTHBHBIE BELISCTBA TaK:Ke NOOABJSIFOTCS B COOTBETCTBYIOLIUX
KOJMYEeCTBaxX MAJil NpPENOTBpALICHUs SBJIEHUS arperalud Ha [OBEPXHOCTU BO BpeMms
3amopaxuBanuss U cymku (Chang, B, J. Pharm. Sci. 85:1325, (1996)). Takum obpasom,
TUNHYHBIE TTOBEPXHOCTHO-aKTHBHBIE BEILIECTBA BKJIIOYAIOT, O€3 OrpaHUuYEHUs, AHUOHHBIE,
KaTUOHHBbIE, HEMOHOT€HHbIE, LIBUTTEPHUOHHBIE U aM(OTEpHbIE IOBEPXHOCTHO-AKTUBHbBIE
BELIECTBA, BKJKOYAsl MMOBEPXHOCTHO-AaKTUBHBIE BELIECTBA, MOJYYEHHBIE W3 BCTPEYAIOIIMUXCS B
NPUPONE AMUHOKUCIOT. AHHOHHBIE ITIOBEPXHOCTHO-AKTHUBHBIE BELIECTBA BKJIIOYANOT, 0e3
OTpaHUYEHUs], JIAypUIICYJIb(hAT HATPUS, AUOKTHICYIb(POCYKIIMHAT HATPUS U TUOKTHICYJIb(OHAT
HaTpUs, XEHOAE30KCHXOJEBYKD  KHCIOTYy, HAaTpueByl0  coidb  N-JayponJICcapKO3HHa,
noneuuicyibGaT JIUTHS, HATPHEBYIO COJNb |-OKTAHCYJIb(OHOBON KHCJIOTBHI, THAPAT XOJjara
HaTpus, AE30KCUXOJIAT HATPUsl U HATPUEBYIO COJIb TTIMKOIEOKCHUXOJIEBOM KUCIOTh. KaTHOHHBIE
MIOBEPXHOCTHO-aKTHUBHBIE BEINECTBA BKIIOYAIOT, 0€3 OrpaHUuUEHUs, XJOPUA OEH3aJIKOHHUS WU
XJIOpUI OeH3eToHuS, MOHOTHpaT XJopuaa LEeTHINHPUINHUS U Opomun
reKcalellITPUMETHIAMMOHHUS. LlBuTTeprOHHBIE  NOBEPXHOCTHO-aKTHBHbIE  BEIECTBA
BKIIOUarOoT, Oe3 orpanmuenus, CHAPS, CHAPSO, SB3-10 u SB3-12. Heuonssle
NOBEPXHOCTHO-aKTUBHBIE BEIIECTBA BKJIIOYAIOT, 0Oe3 orpaHuueHws, AUruToHuH, Triton X-100,
Triton X-114, TWEEN-20 u TWEEN-80. IloBepXHOCTHO-aKTHBHbIE BEIECTBA TaK¥Ke
BKJIIOYAKOT, 0e3 orpaHuueHusi, Jaypomakporon 400, nmomuokcun 40 creapar, MOJUOKCUITUJICH
THIPUPOBaHHOE KacTopoBoe macio 10, 40, 50 u 60, MoHOcTeapar mmuepuHa, nomucopoar 40,
60, 65 u 80, coeBblil tenUTHH U npyrue Gocoaumuabl, TaKue Kak AnonemnpochaTuaniIxoNuH.
(DOPC), mumupucromndocparuauirmuuepus  (DMPG), aumupucromndochaTuanixonus
(DMPC) u (muoneundocharnaunrauuepu) DOPG; cnoxHbil 3gup caxapo3sl M KUPHOH
KHCJIOTBI, METWILEIUII0JI03a ¥ KapOOKCHMETWILELIono3a. [1o3ToMy — JOMOJHUTENTBHO
NPEeAJIaratoTCsl KOMIIO3UIMY, COIEp Kalllke STH MOBEPXHOCTHO-aKTUBHbBIE BeIeCTBA JHOO MO
OTAEIBHOCTH, TMOO B BHJE CMECH B PA3JIMYHBIX COOTHOIIEHHSAX. B OTHOM BapHaHTe HaCTOSILIErO
u300peTeHNs] TOBEPXHOCTHO-aKTUBHOE BelecTBO mpencrasisier cobori TWEEN-80. B naHHbIX
COCTaBax MOBEPXHOCTHO-aKTUBHOE BEIIECTBO BBOASAT B KOHIEHTparuu oT okoso 0,01 no oxomno
0,5 r/n. B mnpemnokeHHbIX COCTaBaX KOHIIEHTPALMs TOBEPXHOCTHO-aKTUBHOIO BELIECTBA
cocrasnser 0,005, 0,01, 0,02, 0,03, 0,05, 0,06, 0,07, 0,08, 0,09, 0,1, 0,2, 0,3, 0,4, 0,5, 0,6, 0,7,
0,8, 0,9 wmm 1,0 r/m.

dapmaneBTHYECKHE COJTH

[00193] Conu yacTo HOOABISIOT AJIsT YBEIUMYSHUST HOHHOW CHJIBI TIpenapara, 4TO MOXKET
UMeThb Ba)KHOE 3HAYeHHE MJisi pacTBOpUMOCTH Oenka, (u3M4ecKoW CTaOWJIBHOCTH H
U30TOHUYHOCTH. COJIM MOTYT BJIUSITh HA (PU3HYECKYIO CTAOMIIBHOCTH OEJIKOB Mo-pasHoMy. MoHBI
MOTYT CTaOMJIM3UPOBATh ECTECTBEHHOE COCTOsIHHE O€JKOB, CBS3bIBASICH C 3apsUKEHHBIMU
OCTaTKaMH Ha TMOBEPXHOCTH Oejka. AJIBTEPHATUBHO, COJM MOIYT CTaOMIM3HPOBAThH
JCHATYPUPOBAHHOE COCTOSHHE MyTeM CBSI3bIBAHUS C MENTHAHBIMU IPYIIAMU BAOJb OCHOBHOM
uenu Oenka (-CONH-). Conu Takke MOTYyT CTaOMIIM3HPOBATh HATUBHYIO KOH(opManmo Oernka,
SKPAHUPYsl OTTAJKUBAIOIIUE JJIEKTPOCTATUYECKUE B3AMMOICHCTBUS MEXKAY OCTaTKaMH B

mosekyne Oenka. Comu B O€NKOBBIX COCTaBax TAaKXKe MOTYT 3aINUINATh MPHUBJIEKATEIbHbIE
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3JIEKTPOCTATHYECKHE B3aUMOIEHCTBUA MEXKAY OEJIKOBBIMH MOJIEKYJAMH, KOTOpPbIE MOTYT
NPUBECTH K arperanuu OelKkoB U HepacTBOPUMOCTH. B mpennoskeHHBIX cOCTaBaX KOHLIEHTPALHS
conu Haxoxautes mexay 0,1, 1, 10, 20, 30, 40, 50, 80, 100, 120, 150, 200, 300 u 500 MM.

Jpyrue pacnpocTpaHeHHble BCIIOMOraTelbHble KOMIIOHEHTDI: (_'[)apmaueBTuqecmle

AMHHOKHCJI0THI

[00194] AMHMHOKHCIIOTHI HALIUTH YHHUBEPCAIbHOE NMPHMEHEHHE B OENKOBBIX COCTABAX B
kadyecTBe OydepoB, 00beMO0OPa3yIOLUINX areHTOB, CTAOMIM3ATOPOB M AHTHOKCUAAHTOB. Takum
o0pa3oM, B OJHOM aCleKTe TUCTHAWH U TJIYTAMUHOBAas KHCJIOTAa WCIHOJB3YIOTCS IS
Oydepusaiuu OenkoBbIX Kommosunui B auamasone pH 5,5-6,5 u 4,0-5,5 COOTBETCTBEHHO.
Umunpazonpras rpynmna ructunuHa uMmeer pKa=6,0, a kapOokcuipHas rpynmna OOKOBOH Lemu
IIyTaMUHOBOM KHUCIOTHI uMeeT pKa 4,3, 4To Aenaer 3T aMUHOKHUCIIOTHI MOAXOASIIUMU IS
Oydepuzanuu B UX COOTBETCTBYHOLIMX nuamna3oHax pH. B Takux ciaydasx ocoOeHHO moyie3Ha
TJIyTAMHHOBAsT KUCJIOTA. [ MICTUANH OOBIMHO CONEPIKUTCS B MPONABAEMBIX HA PBIHKE OENKOBBIX
npenapaTax, W 3Ta aMHUHOKHCJIOTa NPEACTaBIsieT cOoOOM anpTepHATUBY LHUTparty, Oydepy,
KOTOPBIH, KaK M3BECTHO, BBI3bIBAET MCOKEHHE NMPH MHBEKUUH. MHTEpeCHO, YTO THCTHUANH TaK)Ke
obnanaer crabunmusupyromuM 3(G¢GEeKToM B OTHOIICHWH Aarperandy IMpH HCIOJIb30BAHUH B
BBICOKMX KOHIIEHTPALMAX KaK B KHUIKUX, TaK U B tHopmim3npoBaHHbix cocrasax (Chen B, etal.,
Pharm Res., 20(12): 1952-60 (2003)). [dpyrue HaOmOgaNIN, YTO TUCTHAUH CHUXKAET BSI3KOCTD
COCTaBa C BBICOKOH KOHLEHTparued Oenka. OmHAKO B TOM K€ HCCIIEIOBAHUU AaBTOPHI
HaOJIF01aJM TTOBBILIEHHYIO arperanuo U 00eCiBeYNBaHNE COCTABOB, COAEPIKALINX TMCTUANH, BO
BpEMsl HCCJIEIOBAHUI aHTUTEN B YCJIOBUSX 3aMOPAKMBAHUA-OTTAMBAHMUSA B KOHTEHHEpax W3
HepkaBerolel cranu. Eme onHo nmpenocrepekeHne npu MPUMEHEHUN TUCTUAMHA 3aKII0UaeTCs
B TOM, YTO OH NOJABEpPraercsi GOTOOKUCIEHUIO B MpUCYTCTBUU MOHOB MeTaioB (Tomita M, et
al., Biochemistry, 8(12): 5149-60 (1969)). Hcnonp3oBaHHEe METHOHHMHA B KaudecTBE
AHTHOKCH/IAaHTA B COCTaBax IIPEICTABISIETCS MHOrOOOemalomyM; ObUIO 3aMEYEeHO, YTO OH
s dexTuBeH MPOTUB psima OKUCIUTENbHBIX cTpeccoB (Lam XM, et al., J Pharm ScL, 86(11):
1250-5 (1997)).

[00195] B pa3snuuHBbIX acmekTax MPeasIOKEeHbI COCTaBbl, KOTOpPbIE COAEPIKAT ONHY WM
0ojyee aMUHOKHCIIOT, TJIMIMH, TPOJHMH, CEPUH, AprUHUH M aJIaHUH, KOTOpBIE, KaK ObLIO
NOKA3aHO, CTAOMIM3UPYIOT OJIKHM MOCPEACTBOM MEXaHHU3Ma IMPEANOYTUTENEHOTO HCKITFOUEHUSL.
I'muumH  Takske sBISIETCSs OOBIMHO — HMCHOJB3yeMbIM  00BEMOOOpPA3yIOIUM areHTOM B
TMO(PWIN3UPOBAHHBIX COCTaBaX. bBBUIO TMOKa3aHO, YTO AapTUHUH SBISAETCS 3PPEKTHBHBIM
CPEACTBOM TIOJABJICHUS arperaud W HCIOJBb3yeTCs Kak B OKUAKAX, TaKk W B
THO(UITN3UPOBAHHBIX COCTABAX.

B npennioxkeHHBIX cOCTaBax KOHLEHTpauus amMmuHOKHUCaoT coctasyser 0,1, 1, 10, 20, 30,
40, 50, 80, 100, 120, 150, 200, 300 u 500 MM. B onHOM BapHaHTE OCYIIECTBJICHUS HACTOSIIETO
n300peTeHNs] AMUHOKHCIIOTA MPENCTaBIIAET COO0H MINIHH.

Jpyrue pacnpocTpaHeHHbIE BCIIOMOraTeJlbHbIe KOMIIOHEHTDI: (l)apMaueBTuqecxne

AHTHOKCHIAHTbI

[00196] Oxucnenue OENKOBBIX OCTATKOB MPOMCXOAUT W3 PA3JIUYHBIX HCTOYHUKOB.
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ITomumo noGaBneHus: CreUPpUUECKUX AHTHOKCHIAHTOB, NPENOTBPAIIEHHE OKHCIUTEIHbHOIO
NOBpEeXAeHNUsT OENKOB BKJIOYAET TIIATENbHBINI KOHTPONb psnga (akTOpoB B IpoLecce
NPOM3BOJCTBA M XPAaHEHHUs MNPOAYKTA, TAKUX KaK aTMOC(epHBI KHCIOPOXA, TeMIeparypa,
BO3/ECHCTBUE CBETa U XUMHUUYECKOe 3arpsisHeHue. CrenoBaTenbHO, N300peTeHHe MpenronaraeT
UCTIONIB30BaHNE  (papMaLeBTHYECKUX  AHTUOKCUIAHTOB, BKJIIOYas, Oe3  OrpaHuyYeHws,
BOCCTAHABIIMBAIOLINE  AreHThl, IOIJIOTUTENH  KHCIOPOAA/CBOOOAHBIX  PAJAUKAJIOB  WJIH
XENaTUPYIOIIHE areHThl. AHTHOKCHIAHTBI B TEPAIIEBTUYECKUX OEKOBBIX KOMITO3HLIUSIX B OJHOM
acreKTe SIBJSIFOTCSI BOJAOPACTBOPUMBIMH W OCTAIOTCS AKTHBHBIMH B TEYEHHE BCEr0 CpOKa
TOAHOCTH TPOAYKTa. BOCCTAHOBUTENM M TIOTJIOTUTENH KUCIOPOAA/CBOOOIHBIX pPaaHKAIOB
paboTaroT, ynajsisi akTUBHBIE (JOPMBI KHUCIOPOJA B PacTBOpe. XeEJaTUPYIOLIHE areHThI, TaKue
kak DJITA, 3¢ pexTHBHBI, CBSI3bIBASI CJIEABI METAUINYECKUX MTPUMECEH, KOTOPBIE CITOCOOCTBYIOT
oOpa3oBaHHO CBOOONMHBIX panukajoB. Hampumep, 3/ITA wucrnonb3oBaiud B JKUIKOM COCTaBe
kucyioro (akropa pocra GuOpoONACTOB IJisi MHIMOWPOBAHUS OKUCIIEHUSI OCTATKOB LIUCTEWHA,
KaTaJu3upyeMoro HOHaMH1 METaJIOB.

[00197] Tlomumo 3>(PPEeKTHBHOCTH pPA3NIUYHBIX SKCUUITUEHTOB IJIsI MPEJOTBPAIIEHHS
OKHCIIeHHsT OeNlka, BBI3BIBAET CIOCOOHOCTh CaMHUX AHTHOKCHIAHTOB BBI3bIBATH JPYTHE
KOBAJIEHTHbIE WIH (u3ndeckne n3MeHeHus: Oenka. Hanpumep, BOCCTAaHOBUTENN MOTYT BbI3BATh
HapYLIEHHE BHYTPUMOJIEKYIISIPHBIX AUCYJIb(PUAHBIX CBSA3EH, YTO MOXKET MPUBECTH K MEPETACOBKE
nucynbguaoB. bBpuio moka3aHO, YTO B NPUCYTCTBUM HOHOB IEPEXOIHBIX METAJUIOB
ackopOunoBast kuciora U JJITA cnocoOCTBYIOT OKHCIEHHIO METHOHHHA B psiie OENKOB H
nentunos (Akers MJ, and Defelippis MR. Peptides and Proteins as Parenteral Solutions. In:
Pharmaceutical Formulation Development of Peptides and Proteins. Sven Frokjaer, Lars
Hovgaard, editors. Pharmaceutical Science. Taylor and Francis, UK (1999)); Fransson J.R., /.
Pharm. Sci. 86(9): 4046-1050 (1997); Yin J, et al., Pharm Res., 21(12): 2377-83 (2004)).
Coobmanoce, 4To THOCYIb(AT HATPUS CHIDKAET YPOBHHM OKHMCJIEHUS METHOHHHA, BBISBAHHOTO
cBeToM H Temreparypoii, B thuMab HER2; ogHako B 3TOM HUCCIIENOBAHUH TaKkKe COO0Ianoch 00
oOpa3oBaHuu agaykra Taocynbdar-oenok (Lam XM, Yang JY, et al., J Pharm Sci. 86(11): 1250-
5 (1997)). Bpeibop TOAXOASINEr0o AaHTUOKCHAAHTA TMPOU3BOAUTCS B 3aBUCUMOCTH OT
cneun(pUIecKnX HArpy30K U YyBCTBHTEJILHOCTH Oesika. AHTHOKCHUIAHTBI, PACCMATPUBAEMbIE B
OTNPENENeHHBIX AaCMeKTaX, BKIIOYAT, 0€3 OrpaHHuYeHHs, BOCCTAHABJIMBAIOLINE AareHTbl |
MOTJIOTUTENN KUCJIOpOoa/cBo0OaHBIX panukaios, IJTA u Tnocynsdar HaTpus.

/Ipyrue pacnpocTpaHeHHbIE BCIIOMOIaTeJIbHbIe KOMIIOHEHTHI: Q)apMaueBanecxne

HOHbI METAJIJIOB

[00198] Kak mpaBmiio, HOHBI MTEPEXOAHBIX METAJJIOB HEXKEJIATEbHBI B COCTaBax OEJKOB,
MOCKOJIbKY OHH MOTYT KaTaJIM3UPOBaTh (PU3MUECKHE W XUMHUYECKHE PEAKIHH Pa3JIOKEHHS
6enxoB. OHAKO KOHKPETHbIE MOHBI METAJJIOB BKJFOYAIOTCS B COCTaBBI, KOTZIA OHU SIBIISIOTCS
KopakTOopamMu OEIKOB, U B COCTaBBI CYCIIEH3HMH OEJKOB, Irie OHU 00Pa3yIOT KOOPAUHALIMOHHBIE
KOMIUIEKCh (HampuMep, LWHKOBAas CYyCIEeH3Us WHCynMHA). HemaBHO ObUIO TMPEnJIokKeHO
ucrionb3oBaHue WoHOB MarHusa (10-120 MM) nana  uHruOMpoOBaHUS  M30MEpPU3ALIUH

acraparuHOBOM KHCIIOTHI B n30acnaparuHoByto kuciaory (WO 2004039337).
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[00199] JIBymsi mpumepamu, B KOTOPBIX HMOHBI METAJUJIOB MPUAAIOT CTAOMIIBHOCTH WJIH
MOBBILIIEHHYK0 AKTUBHOCTH OEJIKOB, SIBJIIIOTCS Je30KcupuOoHykieaza dvenoeka (pu/lHasza,
Pulmozyme®) u ¢axrop VI B cayuae pu/[Hassr monsr Ca*> (1o 100 MM) mOBBImIAIOT
cTadbuibHOCTh (pepMeHTa uepes3 crnenupuueckuii calit cesspiBanus (Chen B, et al., / Pharm Sci.,
88(4): 477-82 (1999)). dakTHuecku, yaaieHue HOHOB KaJbIusl U3 pacTBopa ¢ nomoursio DI TA
BBbI3BIBAET YCHJICHUE Ie3aMUIUPOBaHUs 1 arperaund. OmHako 5ToT 3¢ ekt HabIHAaIICs TONIbKO
npu noHax Ca*’; GbLIO MOKA3aHO, YTO APYrHe ABYXBaleHTHble Katnonbl Mg', Mn*> u Zn*
BbI3BIBAIOT Aectabmmmzanuio pu/lHaser. [TogobHbie 3¢ ekt Habmonanucy ¢ @akropom VIIL
Houbl Ca** u Sr** craGumisupoBann Genok, B TO BpeMst Kak aApyrue, Takue kak Mg*, Mn** u
Zn**, Cu*?, u Fe*?, necrabunmsuposamu pepment (Fatouros, A., et al., Int. J. Pharm., 155, 121-
131 (1997). B ormenpHOoM wuccnenoBanun (akropa VIII HabOmonanock 3HAYHTENBHOE
YBEJIMUEHUE CKOPOCTH arperauyu B NPUCYTCTBUU UOHOB Al* (Derrick TS, et al., /. Pharm. Sci.,
93(10): 2549-57 (2004)). ABTOpPBI OTMEYAOT, YTO IPYIHE IKCIUITUEHTHI, TaKue Kak OydepHble

3
COJIM, 4YacTO 3arps3HeHbl MOHamMu Al", M WITHOCTPUPYIOT HEOOXOMMMOCTb HCTOJb30BAHHUS

2

BCIOMOTaTCJIbHBIX BCHICCTB COOTBETCTBYHOIIECTIO KAY€CTBA B T'OTOBLIX MPOAYKTAax.

JIpyrue pacnpocTpaHeHHbIE BCIIOMOIaTeJIbHbIE KOMIOHEHTHI: (l)apMaueBanecxne

KOHCEPBAHTbLI

[00200] KoncepBaHThI HEOOXOIUMBI MPU pa3pabOTKe MHOTOPA30BBIX IMaPEHTEPATBHBIX
NpernaparoB, KOTOpPbIe BKJIOUYAIOT OoJiee OMHOW OSKCTPAKLUMHM M3 OJHOTO KOHTelHepa. Mx
OCHOBHasi (PYHKLMS 3aKJIIOYAETCS B MOJABICHUN POCTAa MUKPOOOB 1 00eCTieueHHH CTePHIbHOCTH
NPOAYKTa HA MPOTSDKEHUH BCEro CPOKa TOJHOCTH HJIM CPOKA HCIIOJIb30BAHUS JIEKAPCTBEHHOTO
npenapara. OOBIMHO HCIOJIb3yeMble KOHCEPBAHTHI BKJIIOUAIOT, 0€3 OrpaHuueHus, O€H3UJIOBbIH
cupT, GEeHom M M-Kpe3os. XOTs KOHCEPBAHThI HUCIONB3YIOTCS TaBHO, pa3paboTka OemKoBbIX
COCTaBOB, BKJIIOUAKOLIMX KOHCEPBAHTBI, MOXKET OKa3aTbCsl CJIOXKHOW 3amaueidl. KoHcepBaHTHI
IIOYTH BCErZa OKA3bIBAIOT NECTAOMIM3UpPYIOIIee NeHCTBUE (arperaiio) Ha OeIKy, U 3TO CTalo
OCHOBHBIM (DaKTOPOM, OTPAaHHYHBAIOLIMM HX HCIIOJb30BAHHE B MHOTOIO30BBIX OEIKOBBIX
cocraBax (Roy S, et al., J Pharm ScL, 94(2): 382-96 (2005)).

[00201] Ha ceronmHsmHu{ I€Hb OOJBIIMHCTBO OEJKOBBIX NpenapaToB pa3paboTaHo
TOJIBKO JIJIs OZTHOPA30BOr0 MUCMOJb30BaHus. OHAKO, KOr/ia BO3MOYKHBI COCTaBbl C HECKOJIbKUMHU
703aMH, Y HHUX €CThb [OMOJHUTEIbHOE MPEeUMYINECTBO, 3aKJFo4arolieecss B yA0OCTBe IUisi
NalMeHTa W MOBBILIEHHH KOHKYPEHTOCHOCOOHOCTH. XOpOLIUM MPUMEPOM  SIBJISIETCS
yenoseyecknii ropmoH pocra (hGH), B xoropom pa3paboTka KOHCEPBHPOBAHHBIX COCTABOB
npuBeNna K KoOMMepuuanusaluu Oosee yIOOHBIX, MHOTOLIEJEeBbIX HHBEKLHOHHBIX py4dek. B
HACTOsIIIee BPeMsi Ha PbIHKE IOCTYIHBI M0 MEHbLICH Mepe YeThpe TaKUX YCTPOHCTBA-pYUKH,
comepxaiine koHcepupoBaHHble coctaBbl hGH. Norditropin® (xuagkocts, Novo Nordisk),
Nutropin AQ® (xkunkocts, Genentech) & Genotropin (TMopUIM3NPOBAHHBIN BYXKaMEPHBINA
kapTpumk, Pharmacia & Upjohn) conmepskar ¢enon, B To BpeMmsi kak Somatrope® (Eli Lilly)
COZIEPIKUT M-KPE30JI.

[00202] TIlpu pa3paOoTke COCTAaBOB KOHCEPBHPOBAHHBIX JIEKAPCTBEHHBIX (POpM

HEOOXOIMMO YYHTBHIBATh HECKOJBKO acrekToB. D¢ (eKTHBHAs KOHIEHTpaLus KOHCEPBAaHTAa B



62

JIEKApCTBEHHOM TIperapare [OJDKHAa ObITh ONTUMH3HUPOBaHA. IJTO TpeOyeT TeCTHPOBAHUS
JAHHOTO KOHCEPBAaHTa B JIEKAPCTBEHHOH (opMe ¢ AMana3oHaMu KOHLEHTPALHi, KOTOpbIE
o0ecreunBaOT AHTUMHUKPOOHYIO 3¢ (dekTuBHOCTL 0Oe3 HapyleHus CTaOUIBHOCTH OeJKa.
Hanpuwmep, Tpu koHCEepBaHTa ObUIN YCIEIIHO ITPOBEPEHBI IPH pa3padOTKe KHUIKOr0 COCTaBa AJIs
peuenTopa uHTepnelikuHa-1 (tun I) ¢ ucnonpzoBaHueM auddepeHuHaNbHON CKaHUpPYROIEH
kajgopumetpun (DSC). KoHcepBaHTbI ObLTH yHOPSIOYEHbI B 3aBUCHMOCTH OT MX BIIUSTHHUSI HA
CTaOMIBHOCTD NPU KOHLIEHTPALMAX, OOBIMHO HCIIOJIb3YEMbIX B PBIHOUHBIX IpoaykTax (Remmele
RL Jr., et al., Pharm Res., 15(2): 200-8 (1998)).

[00203] Pa3paboTka KHIKHX COCTABOB, COIEpPIKAIIMX KOHCEPBAHTHI, SIBIIIETCS OoJjiee
CJIOJKHOM 3a1a4eii, yeM MO MIN3npOBaHHbIE COCTAaBhL JIMOGUIN3UPOBAHHBIE TPOAYKTHI MOTYT
ObITh THOGUIM3UPOBAaHbI O3 KOHCEPBAHTA M BOCCTAHOBJIEHBI KOHCEPBAHTOM, COIEpP KAIINM
pa3baBuTeNb, BO BpEMSl HCIIOJB30BAHMA. JTO COKpALIaeT BpeMs, B TEUYEHHE KOTOPOro
KOHCEPBAHT HAXOAWTCS B KOHTAKTe C OEJKOM, 3HAYUTEIHPHO MUHHMH3HPYS CBS3aHHBIC C STUM
puckn crabunpHOCTH. B ciydae skuakux coctaBoB 3((EKTUBHOCTb W CTaOMJIBHOCTH
KOHCEPBAHTA JIOJDKHBI TIOANIEPKUBATECSA B TEUEHUE BCErO CPOKA rOJHOCTH mponykra (ot 18 mo
24 wmecsueB). BaxHo ormernth, YTO 3((QEKTHBHOCTH KOHCEpBaHTa MJOJDKHA OBITh
NPOIEMOHCTPUPOBAHA B OKOHYATEIBHOM COCTaBe, COMEpP’KalleM AaKTUBHOE JIEKaPCTBEHHOE
CPEACTBO M BCE KOMITOHEHTBI-3KCIIUITUEHTHI.

[00204] HexoTopble KOHCEPBAHTbl MOT'YT BbI3bIBATH PEAKLMH B MECTE€ WHBEKLUHU, UTO
ABIISIETCS €Ile OJHUM (PaKTOPOM, KOTOPBIH HEOOXOAMMO YUYMUTHIBATH IPU BBIOOPE KOHCEPBAHTA.
B KJIMHUYECKMX HCHBITAHUSAX, KOTOpblE ObUIM COCPENOTOUEHBbl HA OLIEHKE KOHCEPBAHTOB U
oydepos B Hopautponune, Bocrpusitiie 6011 ObUIO MEHBIIIE B COCTABAX, COAEpKaIIKNX (PeHon u
OEH3WIOBBIN CIHUPT, 10 CPABHEHHUIO C COCTaBOM, coaepkamuMm M-kpeszon (Kappelgaard A M.,
Horm Res. 62 Suppl 3:98-103 (2004)). UHTepecHO, YTO Cpeau LIMPOKO HCIONIBb3YEMbIX
KOHCEPBAHTOB OEH3UJIOBBIN CITUPT o0MamaeT aHecTesupyroMu ceoiicreamu (Minogue SC, and
Sun DA., AnesthAnalg., 100(3): 683-6 (2005)). B pa3nu4HbIX acmeKTax HCIOJb30BAHUE
KOHCEPBAHTOB JA€T MPEUMYIECTBO, KOTOPOE MepeBEIINBaeT JHObIe TOOOUHBIE 3G (EKTHI.

Cnoco0bl npuroToBjeHns GpapManeBTHYIECKUX COCTABOB

[00205] B nmaHHOM wu300peTeHHH TaKXKe TMPENIOKEHbI CHOCOObl MPUTOTOBIIECHUS
(hapMaleBTHYECKUX COCTABOB.

[00206] JlaHHBIE CITOCOOBI NOMOHUTEIBPHO BKIIIOUAIOT ONHY WM 0OJiee M3 CIEAYIOIINX
craguit. nobaBneHne CTAOMIM3HPYIOLIETO AareHTa, Kak ONMHCAaHO B JAHHOM JOKYMEHTE, K
yYKa3aHHOH cMecu mepen Juoduimsanued, no0aBjeHHe MO MEHbIIEH Mepe OIHOTO areHTa,
BBIOpaHHOTO U3 00BEMOOOPA3YIOMIEro areHTa, areHTa, PEeryJIHpYyIINero OCMOJSIIBHOCTb, H
MOBEPXHOCTHO-aKTUBHOTO BEILIECTBA, KAXKABIH U3 KOTOPBIX, KAK OIMHMCAHO B JAHHOM JOKYMEHTE,
K YKa3aHHOH cMecH nepen Tuouim3annuei.

[00207] CranmapTHast TpakTHKa BOCCTAHOBJEHHS JHO(DUIM3HPOBAHHOTO MaTepHaja
3aKIOvaeTcs B 100aBIeHNH 0ObeMa YHCTOW BOJBI MM CTEPHIIbHON BoAbI Uit nHbeKLuil (WFI)
(0OBIYHO 3KBUBAJIEHTHOTO 00BEMY, yIAIAEMOMY BO BpeMsi JIMOPUIN3ALNN), XOTs pa30aBlieHHbIE

PaCTBOPLI aHTI/I6aKTepI/IaJ'IbeIX Ar¢HTOB nHOorga HUCIIOJIb3YIOTCs B MPOU3BOACTBC
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(dapmaneBTHUECKUX TpenaparoB s napearepaibHoro BeeaeHus (Chen, Drug Development and
Industrial Pharmacy, 18:1311-1354 (1992)). CoOTBETCTBEHHO, TPENJIOKEHBI CIIOCOOBI
MPUTOTOBJICHHUSI BOCCTAHOBJIEHHBIX KoMrio3uiuii p®PB, BKIIOYarOmMe CTaguio OOABJICHHS
pazbasutens k auodunuznpoBanHoi kommnosuuuu pPB no nzodbperenuo.

[00208] JImodunuzupoBaHHbIll MaTepuan MOKET ObITh BOCCTAHOBJIEH B BHUIE BOJHOTO
pactBopa. PasHooOpas3Hble BOAHbIE HOCUTENH, HATIPUMED, CTEPUIIbHASI BOAA JJisi MHBEKLIUH, BOJA
C KOHCEpBAaHTaMHU [JIi MHOTOKPAaTHOTO HCHOJb30BAaHUS WJIM BOAA C COOTBETCTBYIOIIUMU
KOJIMYECTBAMHU TOBEPXHOCTHO-aKTUBHBIX BELIECTB (HAMPUMED, BOAHAs CYCIEH3Hs, KOTOpas
COZIEPKUT aKTUBHOE COEIMHEHUE B CMECH C SKCIMITMEHTAMH, MOIXOIAIIUMHE Uil TIPOU3BOICTBA
BOJHBIX CYCIEH3Mi). B pasmu4HbIX acrekTax Takue SKCIUIHEHThl MPENCTaBISIOT COOOMU
CYCIIEHAUPYIOIINE areHThl, Hampumep, HO 0Oe3 OorpaHuuYeHus, KapOOKCUMETHIILIEIUTIONIO3Y
HATPHs, METHJILIEIUTIONIO03Y, THIPOKCHUITPOTHIMETHIILEIUTIONIO3Y, aNnbrUHAT  HATpUS,
MOJIMBUHUJIMTUPPOJIUIOH, TPArakaHTOBYK) KaMelb M KaMelb aKaluu, JAUCIEePTUPYIOIIUE WU
CMaYMBAIOIIHE areHThI MPEACTABIISIOT COOOM BCTpeuarouiicss B mpuponae Gocdarua, Hanpumep,
0e3 orpaHWYeHUs, JIEUUTHH, WX TPOAYKTbI KOHIEHCAIMH OKCHIA AJKWIEHA C >KUPHBIMH
KHCJIOTaMHU, Hampumep, ©Oe3 OrpaHHYeHUus, TOJUOKCHATHICH CTeapar WIH MPOIYKThI
KOHJICHCALIUM OKCUJA 3THJIEHA C JJIMHHOIETIOYSUYHbIMH aTn()aTUIECKUMH CITUPTAMU, HATIPUMeED,
0e3 orpaHUYeHUs], TeNTaIeKadTUICHOKCULIETAHOJ MJTH MPOAYKTHI KOHIEHCAINH STHJIEHOKCH/IA C
HETIOJIHBIMU CJIOKHBIMH 3(QHpamMu, TMOJYYSHHBIMH U3 SKUPHBIX KUCJIOT U TEKCUTOJIA, TAKHE KaK
MOHOOJIEAT TOJHUOKCHITUIICHCOPOUTA, WJIM TPOAYKTHl KOHACHCALMUU OTHJICHOKCHAA C
HETIOJIHBIMU CJIOKHBIMH 3(HpaMu, OJYYEHHBIMU U3 YKUPHBIX KUCJIOT U aHTHIPUIOB F€KCUTOJIA,
Hanpumep, U 0e3 OrpaHUYEHHs, MOHOOJIEAT MOJIMATHIIEHCOpOUTaHa. B pasmuyHbIX acrekrax
BOJIHBIE CYCIIEH3MHM TaKXe COAepKaT OOWH WM OoJjiee KOHCEPBAHTOB, Hampumep, Oe3
OTPaHUYEHUS], STHJ WK H-TIPOMII, M-THAPOKCHOEH30aT.

HNanocTpaTuBHbIi coctas pPB nJis BBeieHus

[00209] B HEKOTOpBIX BapHaHTaX OCYLIECTBJIECHHUS IaHHBbIE CIOCOOBI O0ECNEeYMBAIOT
YJIy4YLIEHHBI COCTaB, KOTOPBIM IO3BOJISAET MOJY4YUTh KOHEYHBIH Mpenapar ¢ BBICOKOU
3¢ (eKTUBHOCTBIO (BbICOKAsi KOHLIEHTpalus p®PB 1 MOBBIIEHHAs! JOJITOCPOYHAs CTA0MIIBHOCTB),
yro0Bl yMEeHbLIHTh 00beM st JiedeHus: (ot 100 ME/ma no 10000 ME/mu). B HekotopbIx
BapHaHTaxX OCYLIECTBJIEHUs KOHLeHTpauus p®PB B cocrase Al BBEAEHUs COCTABIISET OT OKOJIO
100 ME/ma no 10000 ME/Mn. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHUs KOHLEHTparus p@B B
cocTaBe sl BBeNEHHUs cocraBisier oT okoso 500 ME/mn mo 10000 ME/mn. B HEKOTOpBIX
BapHaHTaxX OCYLIECTBJIEHUs KOHLeHTpauus p®PB B cocTase A BBEAEHUs COCTABISAET OT OKOJIO
1000 ME/mx o 10000 ME/mn. B HEKOTOpPBIX BapHaHTax OCYLIECTBIIEHHs KOoHLeHTpanus pPB B
cocTaBe IUIsI BBeIEHHUs coctaBisieT oT okosno 2000 ME/mn mo 10000 ME/ma. B HekoTOpBIX
BapHaHTaxX OCYLIECTBJIEHUs KOHLeHTpauus p®PB B cocTase Al BBEAEHUs COCTABISAET OT OKOJIO
3000 ME/mn o 10000 ME/mi. B HEKOTOpBIX BapHaHTax OCYLIeCTBIeHHs KOHIeHTpauus pPB B
cocTaBe IUIsI BBeleHusi coctamisier or okono 4000 ME/mn mo 10000 ME/ma. B HekoTOphIX
BapHaHTaX OCYLIECTBJIEHUs KOHLeHTpauus p®PB B cocTase Al BBEAECHUs COCTABISAET OT OKOJIO

5000 ME/mn no 10000 ME/min. B HEKOTOpBIX BapUaHTax OCYLIeCTBIeHUs KOHIeHTpauus pdPB B
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cocTaBe UL BBeleHus coctamisier or okosno 6000 ME/mn mo 10000 ME/ma. B HekoTOpBIX
BapHaHTaX OCYLIECTBJIEHUs KOHLeHTpauus p®PB B cocTase Al BBEAEHUs COCTABISAET OT OKOJIO
7000 ME/mn o 10000 ME/min. B HEKOTOpBIX BapuaHTax OCYLIeCTBIeHHs KoHIeHTpauus pdPB B
cocTaBe Ul BBeneHus cocrasisger or okono 8000 ME/mn mo 10000 ME/mn. B HexoTOphIx
BapHaHTaX OCYLIECTBJIEHUs KOHLeHTpauus p®@B B cocTase Al BBEAECHUs COCTABISAET OT OKOJIO
9000 ME/mn mo 10000 ME/mu.

[00210] B HekoTOpBIX BapHaHTaX OCYLIECTBJIEHUs COCTAB JUIsl BBEIEHUS COAEPKUT OIHO
win OoJjiee IBUTTEPHOHHBIX COENMHEHHH, BKJIIOYAs, HANPUMEpP, TAKHE AMHUHOKHCJIOTBI, Kak
TUCTUAWH, TJIMLUH, aprUHUH. B HEKOTOpBIX BapuaHTax OCYILIECTBJICHUS COCTaB JJIsl BBEACHMUS
BKJIFOYAET KOMIIOHEHT ¢ aM(HUIAaTUYECKUMHU XaPAKTEPUCTUKAMH, UMEIOLIHIA 10 MEHbLICH Mepe
onHy ruapodoOHYI0 W OAHY THAPOQWIBHYIO TPYIIY, BKJIIOUAs, Hampumep, momucopdar 80,
OKTHJINTMPAHO3UA, AWIMENTHAbl W/HUIH ampumaTHuecKkue MenTuapl. B HEKOTOphIX BapHaHTaX
OCYILIECTBJIEHUS] COCTaB JJIsl BBEAEHUsI COEPKUT HEBOCCTAHABIIMBAIOLIUI caxap WM CaXapHBIH
CIHMPT WM IUCAXapHIbl, BKJIIOYAs, HAMpHUMEp, COPOUT, MAaHHMT, Caxapo3y WM Tperaiosly. B
HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHUS COCTAaB JJii BBEAEHUs BKJIIOYA€T HETOKCUYHYIO
BOZIOPACTBOPUMYIO  COJIb, BKJIIOYasl, HAMpUMep, XJOPUJ HATpus, 4YTO TMPUBOAUT K
(U3NONOrNUECKON OCMOJSUTBHOCTH. B HEKOTOpBIX BapuUaHTax OCYLIECTBIEHHsSI COCTaB IS
BeeneHuss umeer pH B guanmasone ot 6,0 no 8,0. B HEKOTOpPBIX BapHaHTaxX OCYIUECTBIICHHUS
coctaB Ays BBeAaeHus umeer pH okxono 6,0, okoso 6,5, okono 7, okono 7,5 wim okono 8,0. B
HEKOTOPBIX BapHAHTaX OCYILIECTBJIEHHsS COCTaB I BBEACHUS COAEPKUT OAWH HIIM Oolee
IBYXBAJIEHTHBIX KaTHOHOB, KOTOpbIe cTabmnusnpyoT p@B, Britovas, Hanpumep, Ca2+, Mg2+,
Zn2+, Mn2+ w/mnum ux KOMOWHAIMKM. B HEKOTOPBIX BapHaHTaX OCYLIECTBIIEHUS COCTaB JUIS
BBEJIEHUs COAEPKUT OT okoyio 1 MM no okosno 50 MM raununa, ot okono 1 MM no okono 50
MM rUCTHIMHA, OT OKOJIO HyJsA 10 okoino 300 MM xnopuna Hatpus (Hanpumep, menee 300 MM
Hatpusi), oT okoJio 0,01% no okoso 0,05% nonucopbara 20 (wnu nonucopbdara 80) U OT OKOJIO
0,5% no oxono 20% (mac./mac.) caxapo3bl ¢ pH okojio 7,0 u pU3HOIOrHUECKOH OCMONIIPHOCTBIO
B MOMEHT BBEJI€HUSI.

[00211] B HekOTOpBIX BapuUaHTAaX OCYIIECTBJIECHHUS COCTaB JJisi BBEIEHUS MOKET ObITh
BBICYLIEH 3aMOpakMBaHHEM. B HEKOTOpBIX BapuaHTax OCYIIECTBJIEHHUS COCTaB JUIsl BBEACHMUS
SIBJIIETCSI CTAOUJIBHBIM M MOXKET XPAHHUTHCS B XKUIKOM COCTOSIHUM TIPU TEMIIEPAType OT OKOJIO
2°C no oxono 8 °C, a Takxke or okojo 18°C no oxomo 25 °C. B HekoTOpbIX BapHaHTax
OCYIECTBIIEHHSI COCTAB JUJIsl BBEACHUS CTAOMIICH U MOXKET XPAHUTBCS B )KUAKOM COCTOSIHHH MPH
teMriepatype oT okoso 2°C no okosno 8 °C. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUS COCTaB
1Tl BBEIEHUsI CTAOMIJIEH M MOXKET XPAHUTBCS B JKUIKOM COCTOSIHHH TPH TEMIIEPAType OT OKOJIO
18°C no oxomno 25 °C.

Beenenne p®B ans ciocob60B NpoQHIAKTHUECKOTO JIEYEHNsI Y MAlMEHTOB C TSDKEJION
¢dopmotii bB

[00212] B HekOTOpBIX BapuUaHTaX OCYLIECTBJICHUS B HACTOSIIEM H300peTEeHUH
NPEACTABICHO NMPOPUIAKTUYECKOE JIEYUEHNE SMTN30/10B CIIOHTAHHOTO KPOBOTEUEHHSI y CyOBeKTa C

TspKeson ¢opmoii 6onesnn ¢on Bunedpanna (bB). B HekoTOpbhIX BapHaHTaX OCYIIECTBICHHS
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npoHUIAKTHUECKOE JIeUeHHE BKJFOUAET BBEAECHUE CYOBEKTy pekoMOuHaHTHOro Qaxrtopa (oH
Buwinebpanna (p®B) st CHIDKEHHST YacTOTHl  W/WJIM  MPOJOJDKHUTEIBHOCTH  3TH30I0B
CIIOHTAHHOT'O KPOBOTEUEHHUS.

[00213] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS SMU30/bl CIIOHTAHHOIO KPOBOTEYECHMSI
BKJIIOYAIOT JIFOOOMH STMH30/, HE CBSI3aHHBIM C TPaBMOW. B HEKOTOPBIX BapHaHTaX OCYILIECTBICHUS
5 PEKTUBHOCTh JICUEHUS NPOSBISIETCS] B CHIDKEHMH KOJIMYECTBA SIU30[I0B CIHOHTAHHOIO
KpOBOT€YEHHs. B HEKOTOpPBIX BapMaHTaX OCYLIECTBJIECHUS CHIDKEHUE KOJIMYECTBA SIMU3070B
CTIOHTAHHOTO KPOBOTEYEHUS MPOSIBJISIETCS] B CHU)KEHUU TOZ0BOM 4acToThl KpoBoTeuenwuii (I'UK).
B nexoropsix BapuanTax ocyiectsieHuss UK no neueHus omnpenensioT Mo CleAyIOLIei
dopMmysie: KOIMYECTBO KPOBOTEUYCHHUI/MHU HE Ha CXeMe JieueHHs. B HEeKOTOpbIX BapHaHTaX
ocymecteieHust nzobpererns [UK no sedeHus ompenenstor mo clenyrooimeil ¢dopmyde:
KOJINYECTBO KpPOBOTeueHHi/12 mecseB 10 Haudana npodunaktudeckoro jeueHuss p@B. B
HEKOTOphIX ~ BapuaHtax ocymectBieHuss [UK  ana  npodunaktukm ('YK mocne
NpOQHUIAKTHUECKOTO  JICUSHHsI) OIpeNessIloT 10  cleayiomed  ¢opmyne:  KOJIUYECTBO
KPOBOTEUYEHHIT/THEH Ha CXeMe JICUEHHSI.

[00214] B HexkoTOpBIX BapHaHTaxX OCYLIECTBJICHUS CHIKEHUE Ha >25% rooBOM 4aCTOTHI
kpoBoreuernii (I'YK) B OTHOIIEHWHM 3NHM30[0B CIIOHTAHHOTO KPOBOTEUEHHS BO BpeMs
npodunaktuku pPB mo cpaBHenuro ¢ mpensaputenbHoii UK cBuperenbcTByeT 00
3¢ ¢deKkTUBHOCTH NPOPUIAKTHYECKOTO JIEUeHHs. B HEKOTOpPbIX BapUaHTaX OCYIIECTBICHUS
cHmkeHne Ha >30% romoBoit wactorel KpoBorteueHumit (I'UK) B OTHOLIEHMH 3MU3070B
CTIOHTAHHOTO KPOBOTEYEHHUs BO BpeMs mpoduiaktudeckoro jedenus pPB mo cpaBHeHuio c
I'UK no nedeHus cBuperenbcTByeT 00 s¢ddexTuBHOCTH mnpodunmakTuueckoro nedeHus. B
HEKOTOPBIX BApUAHTAX OCYILECTBJCHMs CHUXKEHHE Ha >35% romoBOH 4acCTOThI KPOBOTEYEHMM
(T'JK) B OTHOIIEHMH S3MH30I0B CIIOHTAHHOIO KPOBOTEYEHHUS BO BpeMsi NMPO(UIAKTHUECKOTrO
nedenust p®B mo cpaBHenuro ¢ 'YK nmo nedenuss cBuperensctByer 00 3¢ddexkTuBHOCTH
PO UIAKTUUECKOTO JIeYeHHs1. B HEKOTOPBIX BapUaHTAaX OCYINECTBJICHUS CHUXXeHue Ha >40%
rooBoii yactotsl kpoBoTeueHuit (['UK) B OTHOIEHUH SMTU30/I0B CIIOHTAHHOTO KPOBOTEYEHHUS BO
Bpemsi npodunakrudeckoro jedenus p@B o cpasHenuro ¢ UK 1o nedeHus: CBUIETENbCTBYET
00 s dexTuBHOCTH MPOPHIAKTUYECKOTO JieueHUsl. B HEKOTOpPBIX BapHaHTaX OCYINECTBJICHHUSI
cHkeHne Ha >45% romoBoit wactorbl KpoBoreueHmit (I'UK) B OTHOLIEHMH 3MU3010B
CTIOHTAHHOTO KPOBOTEYEHHUsI BO BpeMsl mpoduiaktudeckoro jedenus p@B mo cpaBHeHHIO C
'YK no nedeHus cBuperenbCcTBYeT 00 3 QexkTUBHOCTH NpOPHIAKTHYECKOro JliedeHus. B
HEKOTOPBIX BAPUAHTAX OCYILIECTBJICHUsS CHIKeHUE Ha >50% romoBOil 4acTOThI KPOBOTEUCHHM
(T'YK) B OTHOIIEHMH 3MHU30I0B CIIOHTAHHOTO KPOBOTEUEHHUS BO BpeMs MPOQPHIAKTHIECKOTO
neuernnss p®B mno cpaBHenunio ¢ UK 1o neuenust cBuperenscTByeT 00 3(¢dekTuBHOCTH
NPOQHUIAKTHUECKOTO JIEYeHNUsI. B HEKOTOPBIX BapuaHTax OCYINECTBJIEHUS CHIKEHHE Ha >55%
ronoBoii yactotsl kpoBoTeueHui (I 'UK) B OTHOIEHUH 5MTU30/10B CIIOHTAHHOT'O KPOBOTEYEHHUS BO
Bpemsi npodunakTrueckoro sedeHuss p®PB no cpasrenunto ¢ I'UK 1o nedeHus: cBUAETENBCTBYET
00 s dexTuBHOCTH MpOodHIAKTUIECKOrO JiedeHUsl. B HEKOTOPBIX BapUaHTaX OCYINECTBJICHHS

cHmkeHne Ha >60% romoBoit wactoTel KposoredeHuit (I'UK) B OTHOIIEHMH SMH3070B
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CTIOHTAHHOTO KPOBOTEYEHHs BO BpeMs mpoduaktudeckoro jederus pP@B mo cpaBHeHMio c
I'dK no nedenust cBuperenbcTByeT 00 3¢ddexTnBHOCTH mnpoduiaakTudeckoro jedeHus. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJICHUS CHI)XEHUE Ha >65% rooBOil 4aCTOThl KPOBOTEUECHUM
(I'YK) B OTHOIIEHHH 3MHU30[I0B CIIOHTAHHOT'O KPOBOTEUEHHUS BO BpeMs NPOPHIAKTHYECKOTO
aedenust p®B mo cpaBHenuro ¢ UK no nedeHust cBumerenbcTByeT 00 3¢ QPEKTHBHOCTH
Npo(UIAKTHUECKOTO JiedeHNsI. B HEKOTOpPBbIX BapHaHTaX OCYLIECTBJICHHs CHIDKeHHe Ha >70%
rozoBoii yactote! kKpoBoteueHuii (I'UK) B OTHOIIEHNH 3TTM30/10B CIOHTAHHOT'O KPOBOTEYEHHUS BO
Bpemsi npodunakrudeckoro jgedenus p@B mo cpaBHeHuro ¢ UK 10 neueHus: CBUAETENbCTBYET
00 s dexTuBHOCTU MPOPHUIAKTUYECKOTO JiedeHHUsl. B HEKOTOpPBIX BapuUaHTaX OCYINECTBJICHHUSI
cHkeHne Ha >75% romoBoit wactorhl KpoBoTteueHumit (['UK) B OTHOLIEHMH 3MU3010B
CTIOHTAHHOTO KPOBOTEYEHHUs BO BpeMsi mpoduiaktudeckoro jedenus p@B mo cpaBHeHHIO €
'YK no nedeHust cBuperenbcTBYyeT 00 3ddexTrmBHOCTH NpodUIaKTHIECKOro JedeHus. B
HEKOTOPBIX BaPHUAHTAX OCYLIECTBJICHUsS CHIKeHUE Ha >80% roaoBO 4acCTOThI KPOBOTEUCHHM
(T'YK) B OTHOIIEHMH 3MH30I0B CIIOHTAHHOTO KPOBOTEUEHHUS BO BpeMs MPOQPHIAKTHYIECKOTO
neuernnss p®B mno cpaBHenmro ¢ UK 1o nedeHust cBuperenbcTByeT 00 3¢ (eKTHBHOCTH
NpOQHUIAKTHUECKOTO JIEYeHHUsI. B HEKOTOPBIX BapHaHTax OCYINECTBJIEHUS CHUXEeHHE Ha >85%
ronoBoii yactorsl kpoBoTeueHui (I 'UK) B OTHOIEHUH 5MTH30/10B CIIOHTAHHOT'O KPOBOTEYEHHUS BO
Bpems1 npodrnaktuueckoro nedenus p®@B no cpasHenuto ¢ ['UK o jeueHns CBUAETENBCTBYET
00 s¢dexTuBHOCTH MPOPHIAKTUIECKOrO JiedeHUs. B HEKOTOpPBIX BapUaHTaX OCYINECTBIICHHS
cHikeHne Ha >90% romoBoit wactorel KposorteueHumit (I'UK) B OTHOLIEHMH 3MU3070B
CIIOHTAHHOTO KPOBOTEYEHUs BO BpeMs Mpoduakrudeckoro jeueHus p®@B mo cpaBHeHHIO €
I'dK no nedenus cBuaerenbcTByeT 00 3pdexTuBHOCTU MPOPUIAKTHIECKOTO JICUSHHS.

[00215] B HexOTOpBIX BapHaHTaX OCYLIECTBIEHUS 3PPEKTUBHOCTh MPOPHIAKTHIECKOTO
JIEYeHUs] MOXKET OBITh M3MEpeHa IyTeM IOJydeHHs OOpa3LoB M oueHku aktuBHOcTH PB:KP
wwm FVII no m nocne mnpodunaktudeckoro neuenus pPB. B HekoTropeix BapuaHTax
ocyuiecTBiieHus: oOpasubl mis oueHku aktuBHoctu FVIIL FVIIL:C, ®B:KP, ®B:Ar w/wuiu
KOJIJTAreHCBsI3bIBaroLIel crocodnoctn @B nonydaroT 1o npoduiakruyeckoro jedenus p@B u
nocie npoduinakrudeckoro jedeHus p@B. B HEKOTOpBIX BapuaHTaX OCYIIECTBICHHUS 00pa3Iibl
nnst onenkn aktuBHoctd FVIIL, FVIIL:C, ®B:KP, ®B:Ar u KojjgareHCBs3bIBaIOIIEH
cnocobnoctr @B nonyyaroT yepe3 15 munyt, 30 munyt, 60 MuHyT, 3 Haca, 6 4acos, 12 4acos,
24 daca, 28 vacoB, 32 4yaca, 48 wacos, 72 4daca wiu 96 4YacoB mociie MPOPUITAKTHUECKOTO
neuernss p®@B. B HEKOTOpBIX BapHaHTaxX OCYINECTBJICHUS OOpa3Lbl IJIsI OLEHKH aKTUBHOCTH
FVIIL, FVIIL.C, ®B:KP, ®B:Ar u kojuareHcBsi3biBarolieit cnocodnoctn @B nonydarot uepes
25-31 npenp mocne mnpodunakrmueckoro Jedenus pPB. B HekoTopeIX BapuaHTax
ocymiecTBiieHus1 obpasupl misi onpenenennst akrusHoctu FVII, FVIILC, ®B:KP, ®B:Ar u
KOJJIareHCBsi3bIBatoLIell  criocobnoctn ®B  monywaroT mociae WIM  BO  BpeMs  3IH3074a
KPOBOTEYEHHSI, U B TAKUX BapHaHTaX OCYLIECTBIeHUs1 obpasen OepyT no BBeaenus pdB, uepes 2
yaca IocJie BBEACHUs U 3aTeM Kaxzable 12-24 yaca A0 pa3peuieHus KpoBOTe4eHusl. B HEKOTOPBIX
BapUAHTaX OCYIIECTBJIEHUS 3((EKTUBHOCTD JIEUEHUS] MOXKET OBITh ONpeneseHa IOCHe UM BO

BpeMs 5IIN30[a KPOBOTCHUCHUS, U B TAKHUX BapHaHTAX OCYHICCTBJICHUA O6p33].1b1 JJIA OLICHKHU
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aktuBHoctu FVIIL, FVIIL:C, ®B:KP, ®B:Ar w/uiau xojjaareHcBs3biBaolleii cnocooHoctu ®B
NOJIy4aOT TIOCNIE 3MH30[a KPOBOTEUEHHsI, M, KPOME TOro, oOpasubl MOJYYaroT A0 BBEICHUS
p®PB, uepe3 2 uaca mocie BBEACHUS U 3aTeM Kaxkaple 12-24 4vaca n0 paspelleHUst sIBICHUS
KpoBoTedyeHUs. B HexoTopeix BapuaHTtax ocyuecTtsieHus aktusHocTh FVIIL FVIIL:C, ®B:KP,
@®B:Ar u KoJuTareHcBsi3bIBaroIel criocodHocTH @B B 3aBUCHMOCTH OT BPEMEHH ONPENesoT Ha
OCHOBE  00pasLoB Ui  MOHMTOpPHHIa  3(PQPEKTHUBHOCTH  JieueHHs B  OTHOLIEHHHU
npodunakruueckoro jedenus: p®@B. B Hekoroprix Bapmanrtax ocymectsienus FVIILC takxke
U3MEPSIOT C MOMOIIBIO 1-CTaAMIHOTO aHaIN3a CBEPThIBAHMS KPOBH B 3aBUCUMOCTH OT BPEMEHHU
111 MOHUTOPHHTA 3P (PEKTUBHOCTH JICYSHHsI B OTHOLIEHUN NpoduinakTuyeckoro jedenus pdPB.
B nekoropbix BapuaHnTtax ocyuiectieHus yposHHu aktusHoctu FVIIL, FVIIL:C, ®B:KP, ®B:Ar
W/ KOJUTareHCBsi3bIBarolLIeil crocobHoctn B yiydmaroTes mociie NmpopHIaKTHIECKOTO
neuenns p@B mo cpaBHEHUIO ¢ ypOBHAMH 10 npoduiakTiHueckoro jgeueHus: p®@B. B HekoTopbix
BapuaHTax ocymectieHus yposau akruBHoctu FVIIL, FVIILC, ®B:KP ®B:Ar w/mm
KOJUTareHcBsi3bIBatoiell crocoonoctn @B ynydmaroTest mocne npoUiIakTUIECKOro JICUEHHsI
p®B mo cpaBHeHHMIO C YpOBHSIMH 10 Npoduiakruyeckoro jedenus pP@B, u 310 ynydiieHue
cBuzeTeNnbCTBYeT 00 3¢ ¢dexkTuBHOCTH neueHus. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHHS
3¢ ($eKTUBHOCTD MPOPHUIAKTHUECKOTO JIEUEHHs TMPOSBISIETCS B TOBBIIIEHWH YPOBHEH
aktusHoctd FVIIL, FVIIL:C, ®B:KP, ®B:Ar w/uau xosuareHcBs3biBarolleii cnocooHoctu ®B
nocie npoduiakTuaeckoro jgeueHust pe@B mo cpaBHEHHIO ¢ YPOBHAMH 10 NPOPUIAKTHIECKOTO
neyeHusi p@B. B HEKOTOPBIX BapHUaHTax OCYLIECTBJICHUS YJIy4YLIEHHE YPOBHEH AaKTUBHOCTH
FVIII, FVIIL:C, ®B:KP, ®B:Ar w/uiu KoJulareHcBsi3biBaromel crnocooHoctu ®B Bkirouaer
U3MEHEHNUE YPOBHEH aKTUBHOCTH TaKUM O0pa3oM, YTO YPOBHHU AKTUBHOCTH NPHUOJIIKAKOTCS K
HOPMAaJIbHBIM YPOBHSIM, HAIIpUMeEp, YPOBH:M y cyObekTa, He umeroero bB.

[00216] B Hekotopbix acmekTax 3()(EeKTUBHOCTb MPO(PUIAKTUYECKOrO JICYCHUs] IPH
BeefieHU pPB ompenensroT mocne WM BO BpeMsl 3MU304a KPOBOTEYEHMs. B HEKOTOpBIX
BapHaHTaxX OCYyIIeCTBIeHHUs 00pasipl mist oneHku aktuBHoctr FVIIL FVIIL.C, ®B:KP, ®B:Ar
W/WIM KOJUTAreHCBs3bIBaKoIIel criocobHocT @B monyuaroT mocne smu3ona KpoBoTedyeHus. B
HEKOTOPBIX BapUAHTAX OCYINECTBJCHHsT o0Opasubl sl uccienoBaHus aktuBHocTH FVIIL
FVIIL:C, ®B:KP, ®B:Ar w/uiu KojareHcBsi3biBarolei cnocodnoct @B nony4aroT BO BpeMs
SMU30Ja KPOBOTEUEHHs.. B HEKOTOpPBIX ciydasx oOpas3ipl MONYyYarOT OT MAalMEHTa BO BpeMs
SMU304a KPOBOTEUEHUsI, YTOOBI IO HUM MOKHO ObuTo onpenenuth aktuBHOCTh FVIIL, FVIILC,
@®B:KP, ®B:Ar n/uinm KoJJIareHCBsI3bIBAOLIYI0 criocoOHocTh @B. B npyrux cnydasx oOpasipl
MOJIy4arOT OT TNAalWeHTa [OCle OJOMNU30Aa KPOBOTEUEHMs. B HEKOTOpBIX BapHUaHTax
OCyIIECTBIEHHsT o0pa3upl monydaroT a0 BBeaeHus pPB. B HekoTopeix BapuaHTax
OCYIIECTBIIEHHsT O0paslbl monydaroT nocie BBexeHuss pPB. B  HekoTopeix BapuaHTax
OCyIIeCTBJICHUs] OOpa3lbl TOJy4aroT 4Hepe3 2 dvaca mocie BBeaeHus pPB. B HexoTopbIx
BapUAHTAaX OCYINECTBJICHUS OOpasipl MONy4aroT Kaxkable 12-24 gaca 1o pasperieHus: 3mu3o01a
KPOBOTEUEeHHs. B ompeneneHHbIX BapHaHTax OCYLIECTBICHHUs OOpas3Lbl MOJYYAOT 10 BBEIECHHS
pDB u uepes 2 yaca nocne BBeneHus pO@B. B HeKOTOPBIX BapuaHTaX OCYIIECTBICHHs 0Opa3LIbI

nosty4aroT 10 BeeaeHus pPB u xaxabie 12-24 gaca g0 paspelieHus: Snu3ona KposoreyeHus. B
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APYTUX BapUaHTaX OCYLIECTBIIEHHs 00pa3Lbl MoJydaroT 10 BBeaeHus pPB, uepes 2 vaca nmocie
BeeneHus: p@B u kaxnpie 12-24 yaca 10 paspeleHus >nu30a KpoBoTeueHus. Takum o0pas3om,
o0pa3upl MOTyT OBITH MOJTyUueHb! 0 BBeneHus: pPB u 1o snmu3ona kpoBoreueHus. B HEKOTOPBIX
BAapUAHTaX OCYILIECTBIEHHsT 0Opas3lpl NojdydaroT mnocie BeeneHus pPB u no smmsona
KPOBOTEUEHUsl. B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHUs OOpaslibl MOJYYAKOT MOCJIE BBEACHUS
p®B u BO Bpems 3mu30na KpOBOTEUEHHUs]. B HEKOTOPBIX BapHaHTAaX OCYINECTBJIEHUS 0Opasiibl
NOJIy4aroT nocie seeaeHus pP@B u nocie paspelmenns 3n130/1a KPOBOTEUECHHUS.

[00217] B nekotopbix acnektax p®B BBOmAT cyOwmekty B nuanasone 40-80 ME/kr,
Hanpumep, 40, 45, 50, 55, 60, 65, 70, 75, 80, 90, 100, 40-100, 40-80, 50-80, 60-80, 70-80, 40-50,
40-60, 40-70, 40-50, 50-60, 60-70 unu 70-80 ME/kr. B HEKOTOpBIX BapuaHTaX OCYINECTBIICHHUSI
p®B BBOIAT HE peke OAHOIO pasza B HENENMIO IJIsl MPeNOTBpPALeHUs 3IMHU30/a CIHOHTAHHOTO
KPOBOTE€UEHHsL. B HEKOTOpBIX ciydasx CyOBeKkTy OmHOKpaTHO BBomsaT p®PB. B HekoTophix
ciydasix CyOBEKTY BBOIST OMHOKpaTHYIO HHPy3uto pPB.

[00218] B nekotopeix acnekrax p®B BBomaT cyOwekty B nmamasone 40-80 ME/kr,
Hanpumep, 40, 45, 50, 55, 60, 65, 70, 75, 80, 90, 100, 40-100, 40-80, 50-80, 60-80, 70-80, 40-50,
40-60, 40-70, 40-50, 50-60, 60-70 unu 70-80 ME/kr. B HEKOTOpBIX BapuaHTaX OCYINECTBIICHHS
no3a coctasysier ot 40 ME/kr mo 60 ME/kr. B HeKoTOpbIX BapHaHTaX OCYLIECTBJICHUS H03a
cocraBnsier ot 45 ME/kr no 55 ME/kr. B HeKOTOpPBIX BapHaHTAaX OCYIIECTBIICHHUS 1032
coctasisier okoso 40 ME/kr, oxono 50 ME/kr nnu okono 60 ME/kr. B HekoTOpbIX BapuaHTax
ocywmecTteiaeHuss p@B BBOAST MO MeHbLIEH Mepe IBa pa3a B HEAENO sl MPEAOTBPALLEHHUS
3MHU30/1a CIIOHTAHHOIO KpOBOTeueHWs. B napyrux BapuaHTax ocyuectsieHus p@B Beoxsar asa
wi Oonee pas, Harpumep, 2, 3, 4, 5 win OoJsiee pas B HENerO, 4TOOBI IPEAOTBPATHTH SITU30M
CIIOHTAHHOTO KpOBOTeueHus. B HekoTopeix ciydasx cyOobekty BBomsat p®PB nBa pasza. B
HEKOTOPBbIX Ciy4asix CyObekT mnomydaer nase wuHby3un pPB. B HekoTOphx BapuaHTax
ocymectsieHus: p®@B BBOAAT ABakAbl B HEAENO. B HEKOTOPBIX BapHaHTaX OCYILECTBJICHMUS
p®B BBOmAT nBakAbl B Henmemo B Buuae wHpy3uu B no3e or 40 ME/kr no 60 ME/kr. B
HEKOTOPBIX BapHaHTax ocyiuectieHus p@B BBOIAT nBakabl B Henenmo B no3e oT 40 ME/kr o
60 ME/kr nyrem BHyTpuBeHHOH mHQy3un. Kaxnas wa}y3us moxer BKio4aTth okojo 40-80
ME/xr p®B, nanpumep, 40, 45, 50, 55, 60, 65, 70, 75, 80, 40-80, 50-80, 60-80, 70-80, 40-50,
40-60, 40-70, 40-50, 50-60, 60-70, umu 70-80 ME/kr p®B. B HekoTOpbIX BapHaHTax
ocyuiecTBiieHus: kaxknas uHQy3us cocrabisger or 40 ME/kr mo 60 ME/kr. B HekoTOpbIX
BapHUAHTAaxX OCYLIECTBICHHA Kaxnas wuH(py3us cocrasimsier or 45 ME/kr mo 55 ME/kr. B
HEKOTOPBIX BapHAHTAaX OCYIIECTBJIEHHs Kaxknas nHQy3us cocrasisier okono 40 ME/kr, okosno
50 ME/kr unn oxono 60 ME/kr. B HEKOTOpBIX BapHaHTax OCYIIECTBICHUS HHPY3UU MOTYT ObITh
IO CYIIECTBY paBHBbI 1Mo KosuuecTBy. Hampumep, mepsas mH]y3us u Bropas WH(Y3US MOTYT
OBITH MO CYLIECTBY PABHBI MO KOJMYECTBY. B HEKOTOPBIX BapMaHTax OCYLIECTBIEHMs OOIIast
no3a p®B, BBonumas cybwekty, cocraBisier okosio 40-160 ME/kr, nanpumep, 40-150, 40-125,
40-100, 40-90, 40-75, 50-150, 50-100, 75-150, 100-125, nnu 100-160 ME/kr.

[00219] B nexkotopsix acnekrax p®B BBomAT cyOwexty B nuanasone 40-80 ME/kr,
Hanpumep, 40, 45, 50, 55, 60, 65, 70, 75, 80, 90, 100, 40-100, 40-80, 50-80, 60-80, 70-80, 40-50,
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40-60, 40-70, 40-50, 50-60, 60-70 wnm 70-80 ME/kr. B HEeKOTOpBIX BapuaHTaX OCYINECTBICHHS
pPB BBOIAT O MEHBIIEH Mepe ABa Pa3a B HEAEIIO AJIsl MPEAOTBPALEHUs S31TU30/1a CIIOHTAHHOTO
KpOBOTE€UEHMs. B HEKOTOpBIX BapuaHTax ocyuecTtBieHus pP@B BBOAAT MO MEHbLIEH Mepe TpU
pasa B HeAENM0 Uil MNPEAOTBPALECHHs SMHU304a CIOHTAHHOTO KpOBOTeueHHs. B apyrux
BapuaHTax ocyuiectsieHust p@B BBoxsaT Tpu min Gosee pas, Hanpumep, 3, 4, 5 unu Oonee pa3 B
HEZeN0 JUIsl MPeNOTBPAlLleHUs] 3MU304a CIIOHTAaHHOIO KPOBOTEYEHHUs. B HEKOTOpBIX ciydasx
cyowexty BBomAT p®PB Tpu pasza. B HexkoTophIX ciyuasx cyOBeKTy BBOAST TpU HHOy3uu pPB.
Kaxxnas undy3us MokeT BKitouaTh okosio 40-80 ME/kr p®B, nampumep, 40, 45, 50, 55, 60, 65,
70, 75, 80, 40-80, 50-80, 60-80, 70-80, 40-50, 40-60, 40-70, 40-50, 50-60, 60-70, unu 70-80
ME/kr p®B. B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHUS HH(Y3UU MOTYT OBITH MO CYIIECTBY
paBHbI IO KoTM4ecTBy. Hanpumep, nepsast uH}y3us1, Bropast UHPy3us U TpeTbst HHPY3HUSI MOTYT
OBITH MO CYIIECTBY PABHBI MO KOJHYECTBY. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHMs OOIIast
noza p®B, BBoguMasi cyOBekTy, coctaisieT okono 80-240 ME/kr, nanpumep, 120-240, 140-
240, 140-200, 160-240, 180-240, 200-240, 80-120, 80-160, 80-200, 120-220, ummu 220-240
ME/kr. B HEKOTOpBIX BapHaHTax OCYINECTBIeHHs oOmas no3a p®PB, BBomMMAas CyOBeKTy,
coctaByisier MeHee okoso 160 ME/kr B Hemenmo. B HEKOTOpBIX BapHaHTaxX OCYIIECTBIICHUS
obmrast no3a p®@B, BBoguMas cyobekTy, coctaBisier MeHee okojio 240 ME/kr B Hepnernto.

[00220] B nHexoTopbIx BapuaHTax ocyiuecTsieHus: pP@B BBOAAT 10 MeHblIeH Mepe OAUH
pa3 B HEZIEJIIO, 110 MEHbIIeH Mepe IBaX/bI (1Ba pa3a) B HENEJN0, 0 MEHbILIEH Mepe TPHXKIbI (TpU
pa3a) B HENENI0, KXKAbIA NE€Hb, KaKIAbIH BTOPOW NI€Hb, KaXkable 2-3 OHS, Kaxable 2-4 IHS,
Kaxple 2-5 nHel U ToMy nmojgoOHoe. B Hekorophix ciyuasx p@B BBomsaT B TeueHue 1 mvs, 2
nHew, 3 nHew, 4 nHew, 5 qHel, 6 qHel uinu 7 JHed B TeYeHHue 7-JHEBHOro nepuoaa. B HekoTopeIx
BapHaHTax ocyuiecTBieHus pPB BBOAAT B TedeHHE HECKONBKUX AHEHW moapsa. B HexoTopbIx
BapHaHTax ocylecTBieHuss pPB BBOAAT B TeUeHNE HECKONBKUX AHEH MOAPSL.

[00221] B HekoTOpbIX BapuaHTax ocyliecTBieHus pPA BBOAAT MO MeHbLIEH Mepe
kaxknple 12 gacos, 24 yaca, 36 gacos, 48 dacos, 60 gacos, 72 4daca, 84 yaca unu 96 4dacos. B
HEKOTOpbIX ciydasx p@B BBoasT no meHbluel Mepe kaxable 60 yacos, 72 yaca unu 84 yaca. B
HEKOTOpbIX ciy4dasx pP@B BBOAAT 1o MeHbLIEH Mepe Kaxable 72 Jaca.

[00222] B HEKOTOpBbIX BapHaHTaxX OCYLIECTBICHUs pekoMOuHaHTHbIA (akrop VIII
(rFVIII) Taxxe BBOmAT cyOBekTy C TsDKenod ¢opmoit BB ans mpenorBpameHus wiau
YMEHBLICHUSI YaCTOThl W/HJIU TPOAOJDKUTENHOCTH 3MHU30/1a CIOHTAHHOTO KPOBOTEYEHHUs. B
HEKOTOPBIX Cllydasx HasHadaemoe jedeHue BkmroudaeT p@B u rFVIIL B ppyrux caygasx
HazHadaemoe JedeHue He BkiroudaeT rFVIIL B Hekotopeix BapuanTtax ocymectsieHus rFVIII
BBOJSIT CyOBEKTy B 103e okosio 10-70 ME/kr, mHanpumep, 10-70, 10-60, 10-50, 10-40, 10-30, 10-
20, 20-30, 30-40, 40-50, 50-60, wiu 60-70 ME/kr. B Hekoropbx cnydasix rFVIII Beonmsr B
HavaJIbHOM (1epBOi) 103e WK HavyaidbHOH (miepBoii) uHQy3uu. B Hekotopsix cnydasx rFVIII we
BBOJSIT B HA4aJIbHOM (TIEpBOI) 103€ WM HadajdbHOU (mepBoil) nHpy3uu. B HEKOTOPBIX Clydasix
rFVIII BBOZAT B BUAE 4acTH BTOPOH 03Bl MK BTopol nHGy3un. B Hexoropsx ciydasx rFVIII
HE BBOZISAT B BUJAE 4YacTHU BTOPOH 03Bl min BTOpod mH(Qy3uu. B Hexoropwix crnyuasx rFVIII

BBOJIAT B BHUJE YaCTU TPeTbell 103bl miu TpeTbell nHpy3uu. B Hexoropwix ciaydasx rFVII we
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BBOJIAT B BHJI€ YaCTH TPETHEH O3Bl HIIH TPEThel HMHPY3UHL.

[00223] B HeKOTOpBIX BapHaHTax OCYIIECTBJIEHUS CyOBekTy ¢ BB, koTOpBIii monBepskeH
PHUCKY BO3HHMKHOBEHMS 3MM30/1a CIIOHTAHHOTO KPOBOTEUEHUS, BBOAST OAHOKPATHYIO HH(QY3HIO
p®B u rFVIIIL. B HEKOTOPBIX BapuaHTax OCYLIECTBIEHUSI BTOPOe BBeAeHUE pPB He BHINOIHAIOT
¢ seeaeHueM FVIII. B HeKkOTOpBIX BapuaHTax OCYLIECTBIECHUs TpeTbe BBeAeHue pPB He
BBINOJIHAIOT ¢ BBeAeHueM FVIIL

[00224] B HeKOTOPBIX BapHaHTaX OCYLIECTBIEHUs CyObekTy ¢ BB, xoTopsiii moasepskeH
PHUCKY BO3HUKHOBEHHMsSI 3MU30/1a CIIOHTAHHOTO KPOBOTEYEHUS, BBOAST OAHOKPATHYIO HMH(Y3HIO
p®B u rFVIII. B HEKOTOpBIX BapuaHTax OCYLIECTBJEHUs BTOpOe BBeneHUe pPB BBINONHAIOT C
BeeneHreM FVIII. B HekoTOpeIX BapuaHTax OCYIIECTBJIEHUs TpeTbe BBeneHue pdPB He
BBINOJIHAIOT ¢ BBeAeHueM FVIIL

[00225] B HeKOTOpBIX BapHaHTaxX OCyLIeCTBJICHUs cyOrekTy ¢ BB, KOTOpBIH monBepskeH
PHCKY BO3HHUKHOBEHHMSI 3MH30/1a CIIOHTAHHOTO KPOBOTEYEHHS, BBOAST OAHOKPATHYIO HUH(Y3HIO
p®B u rFVIIL. B HEKOTOPBIX BapuaHTax OCYILIECTBJIEHUs BTOPOe BBeneHue pPB BBIMONHSIOT C
BeenieHreM FVIIL. B HeKOTOpBIX BapuaHTax OCYLIECTBIEHUs TpeTbe BBeAeHuEe pDPB BBINMOIHAOT
¢ BBeneHueM FVIIL

[00226] B HekOTOpBIX BapHaHTax OCyLIeCTBJIECHUs CyOBekTy ¢ BB, KoTOpBIi monBepskeH
PHCKY BO3HUKHOBEHHMS 31M3071a CIIOHTAHHOTO KPOBOTEYEHHS, BBOAAT OJHOKPATHYIO HMH(Y3HIO
pPB, a He rFVIIL. B HEKOTOPBIX BapHaHTax OCYLIECTBICHUsI BTOPOe BBeAeHUE PDPB BBINOIHAIOT
¢ BeegeHueM FVIII. B HekOTOpBIX BapuaHTax OCYIIECTBJIEHHUs TpeTbe BaeneHue pPB
BBINIOJIHAIOT ¢ BBeAeHueM FVIIL

[00227] B HexOTOpBIX BapHaHTax OCylLIeCTBJIEeHUs cyObekTy ¢ BB, koTOpsIii monBepskeH
PHUCKY BO3HHMKHOBEHHMS 3MM30/1a CIIOHTAHHOTO KPOBOTEYEHUS, BBOAST OJHOKPATHYIO HHQY3HIO
p®B, a e rFVIII. B HekoTOpBIX BapuaHTax OCYyLIEeCTBJIEHUs BTOpoe BBeacHue pPB He
BbINONHAKOT ¢ BBeAeHHeM FVIIL. B HexkoTOpeIX BapuaHTaxX OCYLIECTBIEHHsS] TPEThE BBEICHHE
pPB BeimonssirOT ¢ BBeAeHueM FVIIL

[00228] B HeKOTOpBIX BapHaHTaX OCyLIeCTBJICHUs cyObekTy ¢ BB, KOTOpBIH monBep:keH
PHUCKY BO3HHUKHOBEHHMSI 3MH30/1a CIIOHTAHHOTO KPOBOTEYEHHS, BBOAST OAHOKPATHYIO HMH(Y3HIO
pPB, a He rFVIIL. B HEKOTOPBIX BapuaHTax OCYLIECTBIEHUs BTOPOe BBeAeHUE pPB BBINONIHAIOT
¢ BeeneHueM FVIII. B HekOTOpBIX BapuaHTax OCYLIECTBIEHUs TpeTbe BBeaeHue pPB He
BBINIOJIHAIOT ¢ BBeAeHueM FVIIL

[00229] B HekOTOpBIX BapHaHTax OCyIIecTBICHUs CyOpekTy ¢ BB, KOTOpBI monBep:keH
PHICKY BO3HHUKHOBEHHs 31HM30a CIOHTAHHOTO KPOBOTEUEHHs, BBOISAT IMEPBYID HHQPY3UIO U
BTOpPYI0 HHOY3m0 pPB. B HEKOTOpPHIX BapuaHTaX OCYLIECTBICHUS IMEPBYIO W/HJIH BTOPYIO
uH}y3uro p®@B BBonAT BMecTe ¢ FVIIL

[00230] B HekoTOpBIX BapHaHTax OCyIIeCTBICHUs CyOBpekTy ¢ BB, KoTOphIl moaBep:keH
PHCKY BO3HHKHOBEHHS SIH30/1a CIOHTAHHOIO KPOBOTEYEHHUS, BBOIIT TNEPBYIO HHQY3HIO,
BTOPYIO HHY3HIO U TpeThio nHPY3MI0 pPB. B HEKOTOPBIX BapHaHTax OCYLIECTBJIEHUS MEPBYIO,
BTOPYIO W/mnu Tpethio nHpy3un pPB BBozasAT Bmecte ¢ FVIIL

[00231] B HexoTOpBIX BapuaHTax ocymecTsieHus crocoba, korna p®B u FVIII BeogsiT
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BMmecte, cootHomenne pPB u FVIII cocrasmsger okono 1,5:0,8. B HEKOTOpBIX BapuaHTax
ocymectBiieHus1 crocoba, korma p®B u FVIII BBonmsar Bmecte, coorHomenne p®B u FVIII
cocTasiisieT okoio 1,3:1. B HeKoTOpbIX BapraHTax ocyuiecTBieHus crocoda, koraa p®@B u FVIII
BBOIAT BMecTe, cooTHowenue p®@B u FVIII coctasaser okono 1,1:0,8. B HeKOTOpBIX BapuaHTax
ocyuectieHusi criocoba, korna p®B u FVIII BBomsr Bmecrte, cootHomienue p®B u FVIII
cocrasisieT okouo 1,5:1. B HeKOTOpbIX BapuaHTax ocyliecTsieHus crocoda, korna p@B u FVIII
BBOIAT BMecTe, cooTHoueHue p®B u FVIII cocrasnser okono 1,1:1,2.

[00232] B HeKOTOpBbIX BapUaHTAaX OCYLIECTBICHHs I MPOQUIAKTUKUA CIOHTAHHOTO
KkpoBoTedeHust BBOIAT okojio 40 ME/kr p®B. B HekoTOpbIX BapuaHTaX OCYIIECTBIICHUS IS
NpOQHUIAKTUKN CHOHTAHHOTO KPOBOTEUeHHs BBOIAT okojio 45 ME/kr p®B. B HekoTOphIX
BAPHUAHTAX OCYIIECTBIEHUs JJIsi MPOQIIAKTHKH CIOHTAHHOTO KPOBOTEYEHHUS] BBOAAT OKOJIO S0
ME/kr p®B. B HeKOTOpBIX BapHaHTaX OCYINECTBJICHUS MJsi TNPOQUIAKTHKH CIIOHTAHHOTO
KpoBoTeueHHs: BBOAAT Okojo 55 ME/kr p®@B. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHS IS
NpOQHIAKTHKN CHOHTAaHHOTO KPOBOTEeUeHHMs BBOIAT okojio 60 ME/kr p®B. B HekoTOphIX
BapHUAHTAX OCYIIECTBIEHUS JJIsI MPOQPHIAKTUKH CIIOHTAHHOTO KPOBOTEYEHHUSI BBOAAT OKOJIO 65
ME/kr p®B. B HeKOTOpBIX BapHaHTaxX OCYIIECTBJICHUS MJISI MPO(HIAKTHKH CIIOHTAHHOTO
kpoBoTedeHust BBOIAT okoyio 70 ME/kr p®B. B HekoTOphIX BapuaHTaxX OCYILISCTBJICHUS IJIS
npOoQHIAKTUKN CHOHTAaHHOTO KPOBOTEeUeHMs BBOIAT okojio 75 ME/kr p®B. B HekoTophIX
BApPUAHTAX OCYIIECTBIEHUS JJIsI MPOQPIIAKTUKH CIIOHTAHHOTO KPOBOTEUEHHsI BBOAST OKOJIO 80
ME/kr p®B. B HeKOTOpBIX BapHaHTax OCYINECTBJIEHUS A1 NPOQUIAKTHKH CIIOHTAHHOTO
kpoBoreueHuss BBoasaT okono 40 ME/kr-80 ME/kr p®B. B HekoTOphIX BapuaHTax
OCYIIECTBJIEHUs Uil MPO(IIAKTUKHI CIIOHTAHHOTO KpoBOTeueHusi BBOAAT okojo 50 ME/kr -80
ME/kr p®B. B HekOTOpBIX BapHaHTax OCYINECTBJIEHUS sl NPOQUIAKTHKH CIIOHTAHHOTO
KkpoBoTeueHuss BBOmAT okosno 40 ME/kr -70 ME/kr p®B. B HekoTOpbIX BapuaHTax
OCYLIECTBJIEHHs AJI1 NPO(UIAKTUKU CIIOHTAHHOTO KpOBOTeueHHs1 BBOAAT okoso 50 ME/kr -80
ME/kr p®B. B HeKOTOpBIX BapHaHTaX OCYINECTBJICHUS AJisi MPO(PHUIAKTUKH CIIOHTAHHOTO
kpoBoTeueHuss BBOIAT okoino 40 ME/kr -60 ME/kr p®B. B HekoTOphIX BapuUaHTax
OCYIIECTBJICHUS JUIsI MPO(UIAKTUKH CIIOHTAHHOTO KpOBOTeueHus: BBOAIT okojio 50 ME/kr -80
ME/xr p®@B.

[00233] B HekOTOpBIX BapUaHTAX OCYLIECTBJCHHS JJIsi MPOQUIAKTUYECKOrO JICUEHUS
CTIOHTAHHBIX KPOBOTEUeHHMH IBaxknpl B Henmemo BBOmAT 40-80 ME/kr p®B. B HekoTophix
BApPHUAHTAX OCYLIECTBJIEHHS JUISI NMPOQUIAKTHYECKOTO JIEYEHHs CIOHTAHHBIX KPOBOTEUEHHIA
neaxnabl B Hepenro BBOAST 50-80 ME/kr p®@B. B HeKOTOpBIX BapHaHTaX OCYIIECTBIICHUS IS
PO HIAKTHUECKOTO JIEUEHHUs] CIIOHTAHHOTO KPOBOTEUEHUs! IBAXK/IbI B Heneso BBoasT 40 ME/kr
pPB. B HEKOTOPBIX BapUaHTaX OCYILIECTBICHUS A MPOPHIAKTHIECKOTO JIEUEHHsI CITIOHTAHHOTO
KPOBOTE€UEHHsI JABaXAbl B Hememo BBomaT 45 ME/kr p®B. B HekoTophIx BapuaHTax
OCYIIECTBIIEHHS Il MPO(PHUIAKTHYECKOrO JIEYeHHs CIIOHTAHHOTO KPOBOTEUEHHS ABAKABI B
Henemo BeBomAT S0 ME/kr p®B. B HekoTOpbIX BapuaHTax OCYINECTBJICHUS IS
NpOPHUIAKTHUECKOTO JIEUEHHUs] CIIOHTAHHOTO KPOBOTEUEHUs! IBAXK/bI B Henesto BBOAAT 55 ME/kr

pPB. B HEKOTOPBIX BapHaHTax OCYIIECTBICHUS A MPOPUIAKTHIECKOTO JIEUEHHsI CIIOHTAHHOTO
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KpOBOTE€UeHHs JABaXAbl B Hexemo BBomaT 60 ME/kr p®B. B HekoTophIx BapuaHTax
OCYIIECTBIIEHHS Il MPO(PHUIAKTHUECKOTO JIEYEHHUs CIIOHTAHHOTO KPOBOTEUEHMS ABAKABI B
Henemo BBomAT 65 ME/kr p®B. B HekOTOpbIX BapuaHTax OCYIIECTBICHHS IS
NPOQHUIAKTHUECKOTO JIEUEHHUs] CIIOHTAHHOTO KPOBOTEUEHUs ABaXKbI B Henento BBoasT 70 ME/kr
pPB. B HEKOTOPBIX BapUaHTax OCYLIECTBJICHUS A NPOPUIAKTHIECKOTO JIEUEHHsI CIIOHTAHHOTO
KPOBOTEUeHMs1 [BaXAbl B Hexemo BBomaT 75 ME/kr p®B. B HekoTopeIX BapuaHTax
OCYLIECTBJICHHUS ISl NPO(UIAKTUUECKOrO JIEUSHHS CIIOHTAHHOIO KPOBOTEYEHHS IBAXKIbI B
Henemo BeoasT 80 ME/kr p®B.

[00234] B HEKOTOpPBIX BapHAHTaX OCYLIECTBJCHHS AJIsi MPOPUIAKTUYECKOTO JICUSHHSI
CTIOHTAHHBIX KPOBOTE€YEHUH TpH pa3a B Henemo BBomsT 40-80 ME/kr p®B. B HekoTopbix
BapuaHTax ocymecteieHuss 50-80 ME/kr p®B BBomAT TpU pasa B HENEMO U
NpOQHIAKTHUECKOTO JICYEHHsT CIIOHTAHHBIX KPOBOTEUEHHH. B  HEKOTOphIX BapuaHTax
OCYIIECTBIIEHHS Ui MPOQPUIAKTUYECKOrO JIEYEHUS! CIIOHTAHHOTO KPOBOTEUEHHs] TPH pas3a B
Henemo BBomAT 40 ME/kr p®B. B HeKOTOpBIX BapHaHTax OCYLIECTBICHUS IS
PO HUIAKTHUECKOTO JICUEHHsI CIIOHTAHHOTO KPOBOTEUYEHHUS TPH pasa B Heneno BBomAT 45 ME/kr
pPB. B HEKOTOPBIX BapUaHTAX OCYILIECTBICHUS IS MPOPHIAKTHIECKOTO JIEUEHHsI CITIOHTAHHOTO
KpoBOoTeueHHss Tpu pa3a B Hememo Beomar 50 ME/kr p®B. B HEKOTOpHIX BapuaHTax
OCYIIECTBIIEHHS Ui NMPOPUIAKTUYECKOrO JIEYEHUS! CIIOHTAHHOTO KPOBOTEUEHHs] TPH pas3a B
Henemo BBomAT S5 ME/kr p®B. B HekoTOpbIX BapuaHTax OCYIUECTBICHUS IS
NpOQHUIAKTHUECKOTO JIEUEHHsI CIIOHTAHHOTO KPOBOTEUYEHUS TPH pasa B Henento BeoaaT 60 ME/kr
pPB. B HEKOTOPBIX BapUaHTaxX OCYIIECTBICHUS A NPOPHIAKTHIECKOTO JIEUSHHsI CIIOHTAHHOTO
KPOBOTE€UeHHsT TpU pa3a B Hexemo BeoxaT 65 ME/kr p®B. B HekoTophIX BapuaHTax
OCYIIECTBIIEHUs Ul NMPOPUIAKTUYECKOrO JIEYeHUS CIIOHTAHHOTO KPOBOTEUEHHs] TPH pas3a B
Henemo BBomAT 70 ME/kr p®B. B HEKOTOpbIX BapuaHTaX OCYINECTBIECHUS  JUIS
NPO(UITAKTHUECKOTO JIeUeHHsI CIIOHTAHHOTO KPOBOTEUEHUsSI TPU pasa B Henenmo BBOAAT 75 ME/kr
p®PB. B HEKOTOPBIX BapUaHTAX OCYLIECTBJICHUS AJIsl MPOPHIAKTHUECKOTO JICUYSHHsI CTIOHTAHHOTO
KpoBoTeueHHss Tpu paza B Hememo BeomaT 80 ME/kr p®B. B HekoTOpbIX BapuaHTax
ocymectienuss 50 ME/kr p®B BBomaT mo MeHbIeH Mepe Kaxkaele 72 daca Ui
PO HIAKTHUECKOTO JICUEHHsI CIOHTAHHOTO KPOBOTEUEHHUSI.

[00235] B HekOTOpBIX BapUaHTAX OCYINECTBJICHHS IJIsI TMPOPUIAKTHUECKOTO JICYSHHSI
CTIOHTAHHOTO KPOBOTEYEHHUsI OAWH pa3 Kaxable 2 wiu 3 aasa BBomaTr 40-80 ME/kr p®B. B
HEKOTOPBIX BApUAHTAX OCYLIECTBICHUS I MPOPHIAKTUYECKOrO JIEYEHUS CIIOHTAHHOTO
KPOBOTE€UEHHs ONMH pa3 kKaxaele 2 wuian 3 aHA BBomsaTr 50-80 ME/kr p®B. B HekoTophIx
BApPHUAHTAX OCYLIECTBICHHUA M1 NMPO(PUIAKTHUECKOTO JIEYEHUs CIIOHTAHHOTO KPOBOTEUEHHS
onuH pa3 kaxnaele 2 wimn 3 gHA BBomar 40 ME/kr p®B. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHUS JJIsI MPOQPHUIAKTHUECKOTO JIEYEHUS CHOHTAHHOTO KPOBOTEYECHHs OAHMH pa3
kaxnaple 2 win 3 gHA 45 ME/kr p@B. B HeKOTOpBIX BapHaHTax OCYIIECTBJICHUS IS
NPOQHUIAKTHUECKOTO JIEYEHUs] CIOHTAHHOTO KPOBOTEUEHMsI OAMH pa3 Kaxable 2 wim 3 aaa S50
ME/kr p®B. B HeKOTOpbIX BapuaHTaX OCYIIECTBIEHHs I NPOQUIAKTHYECKOTO JIEUEHUs

CTIOHTAHHOTO KPOBOTEYEHHUs OAuH pa3 kaxable 2 wiu 3 gHsa 55 ME/kr p®@B. B HekoTophIxX
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BAapUAHTAaX OCYLIECTBICHHUA M1 NMPO(UIAKTHYECKOTO JIEYEHUs CIIOHTAHHOTO KPOBOTEUEHHS
onuH pa3 kaxzaele 2 nim 3 aast 60 ME/kr p®B. B HeKoTOpBIX BapuaHTaX OCYINECTBJICHUS IS
NPOQHUIAKTHUECKOTO JIEYEHUs] CIIOHTAHHOTO KPOBOTEUYEHUSI OAMH pa3 Kaxuble 2 win 3 aHA 65
ME/kr p®B. B HeKOTOpbIX BapuaHTaX OCYLIECTBIEHHs i NPOQUIAKTHYECKOrO JIEUEeHUs
CTIIOHTAHHOTO KPOBOTEYEHHUs OfuH pa3 kaxublie 2 wiu 3 g 70 ME/kr p®@B. B HekoTophIx
BapUAHTAX OCYINECTBICHMS JUIA NPOQUIAKTUUECKOrO JIeUeHHs CIIOHTAHHOTO KPOBOTEUEHHS
onuH pa3 kaxasle 2 uan 3 aHa 75 ME/kr p@B. B HeKOTOpBIX BapuaHTaX OCYLIECTBICHHS AJIS
PO HIAKTHUECKOTO JICYeHUS] CIOHTAHHOTO KPOBOTEYEHMsI OAMH pa3 Kaxble 2 win 3 aas 80
ME/xr p®B.

[00236] B HexkOTOpBIX BapuaHTaX OCYLIECTBJICHHS sl MPOQUIAKTUYECKOrO JIEUEHUS
CTIOHTAHHOTO KPOBOTEYEHHUsI OAWH pa3 Kaxkable 3 wiu 4 nus Beomar 40-80 ME/kr p®B. B
HEKOTOPBIX BApUAHTAX OCYLIECTBICHUS I MPOPHIAKTUYECKOrO JIEYEHUS CIOHTAHHOTO
KPOBOTE€UEHHsI ONMH pa3 kKaxable 3 wim 4 nHa BBOmAT 50-80 ME/kr p®@B. B HekoTOpBIX
BApPHUAHTAX OCYLIECTBICHHUA I NMPO(YUIAKTHUECKOTO JIEYEHUs CIIOHTAHHOTO KPOBOTEUEHHS
onuH pa3 kaxzaele 3 wm 4 aast 40 ME/kr p®B. B HEeKOTOpBIX BapHaHTaX OCYINECTBJICHUS IS
NPOQHUIAKTHUECKOTO JIEYEHUs] CIIOHTAHHOTO KPOBOTEUYEHUSI ONMH pa3 Kaxknele 3 win 4 nHA 45
ME/kr p®B. B HeKOTOpBIX BapHaHTaX OCYIIECTBIEHHS I NPO(YHIAKTHYECKOrO JICUEHHUS
CTIOHTAHHOTO KPOBOTEYEHHUs] OOuH pa3 kaxnbple 3 mwin 4 mus 50 ME/kr p@B. B HekoTophIX
BAapPUAHTAX OCYLIECTBICHHUA M1 NMPO(UIAKTHYECKOTO JIEYEHUs CIIOHTAHHOTO KPOBOTEUEHHS
onuH pa3 kaxzaele 3 nimm 4 gas 55 ME/kr p®@B. B HEeKoTOpBIX BapuaHTax OCYIIECTBJICHHUS IS
NpOQHUIAKTHUECKOTO JIEYEHUs] CIIOHTAHHOTO KPOBOTEUEHMs OAMH pa3 Kaxable 3 win 4 aas 60
ME/kr p®B. B HeKOTOpbIX BapuaHTaX OCYIIECTBIEHHs i NPO(QUIAKTHUYECKOrO JIEUEeHUs
CIIOHTAHHOTO KPOBOTEYEHHUs OMuH pa3 Kaxuble 3 mnu 4 nua 65 ME/kr p®B. B HekoTOpbIx
BapUAHTAX OCYINECTBICHMS U1 HPOPUIAKTHUECKOrO JIEYEHUS CIOHTAHHOTO KPOBOTEYEHUS
onuH pa3 kaxasle 3 wm 4 aaa 70 ME/kr p@B. B HeKOTOpBIX BapHaHTaX OCYLIECTBIECHHS AJIS
PO HUIAKTHUECKOTO JIEYEHUS] CIOHTAHHOTO KPOBOTEUYEHMsI OAMH pa3 Kaxable 3 uiu 4 aHs 75
ME/kr p®B. B HeKOTOpbIX BapUaHTaX OCYIIECTBIEHHS i NPOYUIAKTHYECKOTO JICUECHUS
CTIOHTAHHOTO KPOBOTEUEHHsI OIMH pa3 Kaxzeie 3 win 4 aust 80 ME/kr p®@B.

[00237] B Hekoropbix Bapuantax ocymectieHust 40-80 ME/kr p®B BBomsT
OIHOKPATHO WJHU B 1-U IeHb U Ha 5-i1 AeHb, WK Ha 2-U AeHb U O-U JeHb, WK 3-U JeHb U 7-U
IeHb B TeueHHWe 7 JHell (Hemenmb) ISl TNPOQPUIAKTUYECKOTO JIEYEHHS CIOHTAHHOTO
KpoBoTeueHns. B HekoTopeix BapuaHTax ocymectsieHus S50-80 ME/kr p®B BBomsT
OIHOKPATHO WJM B 1-U JeHb U Ha 5-i1 AeHb, WK Ha 2-U AeHb U O-U IeHb, WIH 3-U JeHb U 7-U
IeHb B TeueHHWe 7 JHedl (Hemenb) ISl TPOQPUIAKTUYECKOTO JIEYEHHS CIOHTAHHOTO
KpoBoTeueHHs. B HekoTophix BapuaHTax ocyumectsierns 40 ME/kr p®B BBOAST OZHOKPATHO
Wk B 1- geHp u 5-U geHb, uiu Ha 2-i neHp U O-11 IeHb, WJIK Ha 3-U AeHb U /-1 JeHb B T€UCHUE
7 nHel (Hemenb) Al MPOPUIIAKTUYECKOTO JISUEHHsI CIIOHTAHHOTO KPOBOTEUEHHs. B HEKOTOpBIX
BapuaHTax ocyuiectsierns 45 ME/kr p@B BBomsT ogHOKpaTHO WK B 1-# neHb U S-H AeHb, WIn
Ha 2-W neHb WU O-U AeHb, WM HAa 3-i NeHb W 7- JeHb B TedeHwe 7 nHeW (Hememnb) IS

HpO(l)I/IJ'IaKTI/ILIeCKOFO JICUCHUSA  CIIOHTAHHOTO KPOBOTCYUCHUS. B HEKOTOPBIX BapHaHTAax
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ocymectsieHus: 50 ME/kr p®@B BBoasiT omHOKpaTHO Ui B 1-i neHb U 5-# neHb, Wi Ha 2-H
oeHb U O6-W 1eHb, WM Ha 3-W JOeHb W 7-H JNeHb B TeueHWe 7 pAHEHW (Hemenb) s
NpOQHUIAKTUUECKOTO JIEYEHUs] CIOHTAHHOTO KPOBOTEYEHHs. B HEKOTOpBIX BapHaHTax
ocymectsieHus: 55 ME/kr p®@B BBoasiT omqHOKpaTHO Ui B 1-i geHb U 5-# neHb, Wi Ha 2-i
OeHb W 6-i neHb, Wik Ha 3-W JOeHb W 7- JeHb B TeueHue 7 pAHeH (Hemenb) Ui
NpO(QUIAKTUUECKOTO JIEUEHHUs] CIIOHTAHHOI'O KPOBOTEUEHHMs. B  HEKOTOpbIX BapHaHTax
ocymectsienns 60 ME/kr p®B BBoasT omHOKpaTHO MM B 1-# neHb u S5-f feHb, uiaM Ha 2-#
neHb W O- gJeHb, WIM Ha 3-W JeHb W 7-W JeHb B TeueHuWe 7 JnHeW (Hemenb) st
NpOQHUIAKTHUECKOTO JIEYEHUs] CIOHTAHHOTO KPOBOTE€YEHHMs. B  HEKOTOpBIX BapUaHTax
ocywmecteineHust 65 ME/kr p®B BBOAST OXHOKpAaTHO Wiu B 1-i neHb U 5-i1 neHb, wim Ha 2-U
OeHb W O6-i neHb, Wi Ha 3-W JeHb W 7- JeHb B TedeHue 7 pAHeH (Hemenb) IS
NpOQHUIAKTHUECKOTO JIEYEHUS] CIOHTAHHOTO KPOBOTEYEHMs. B  HEKOTOpBIX BapUaHTax
ocymecteienus: 70 ME/kr p®@B BBOAST OMHOKpAaTHO Wi B |- AeHb W S5-U neHb, Wi Ha 2-H
IeHb W 6-i JeHb, Wi Ha 3-W JOeHb W 7- JeHb B TedeHue 7 pAHeH (Hemenb) Iuis
NpOQHUIAKTHUECKOTO JIEYEHUs] CIOHTAHHOTO KPOBOTEYEHHS. B HEKOTOPBIX BapHaHTax
ocymectsieHus: 75 ME/kr p®@B BBOmsIT OMHOKpAaTHO Wi B 1-ii AeHb U S5-U neHb, Wi Ha 2-H
IeHb W 6-i neHb, Wi Ha 3-W JOeHb W 7-i JeHb B TeueHue 7 pAHed (Hemenb) Iuis
NpOQHUIAKTHUECKOTO JIEYEHUs] CIOHTAHHOTO KPOBOTEYEHHS. B HEKOTOPBIX BapHaHTax
ocymecteieHus 80 ME/kr p®@B BBoasiT omHOKpaTHO Wi B 1-i neHp u S5-# neHb, Wi Ha 2-H
IeHb U O-W 1eHb, Wi Ha 3-W JOeHb W /- JeHb B TeueHWe 7 pAHeW (Hemenb) A
NpOPHUIAKTHUECKOTO JIEUEHHsI CIOHTAHHOTO KPOBOTEUEHUSI.

[00238] B  HEKOTOpPBIX  BapHMAaHTaX  OCYLIECTBIEHUS  CYOBEKT  MOJy4aer
pOQHUIAKTHUECKOE JIEUEHHE CIIOHTAHHOTO KPOBOTEUEHHs B TEUEHHE 110 MEHbLIEH Mepe MecsIa.
B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHS CYOBEKT MPOXOAMT MNPOPHIAKTHYECKOE JICUECHHE
CIIOHTAHHOT'O KPOBOTEYEHMsI B TEUEHHE MO MEHbIIEH Mepe 6 MecsALeB. B HEKOTOPBIX BapUaHTax
OCYIIECTBIIEHHS CYOBEKT MPOXOAUT MPOPYHUIAKTHYECKOE JIEYEHNE CIIOHTAHHOTO KPOBOTEUEHHS B
TEYeHHe 1Mo MeHblel Mepe 1 rona. B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHS CYOBEKT MPOXOAUT
npoQHIAKTHUECKOE JICUeHNE CIIOHTAHHOTO KPOBOTEYEHHSI B TEUEHHUE 110 MEHbLIeH Mepe 2 net. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBICHUS CYOBEKT MPOXOAUT MNPOPHIAKTUIECKOE JIeUeHUE
CIIOHTAaHHOI'O KPOBOTEYEHUs] B TE€UEHUE IO MEHbIIEH Mepe 5 jeT. B HekOoTophIX BapuaHTax
OCYIIECTBIIEHHS CYOBEKT MPOXOANT MPOPYHUIAKTHIECKOE JICUEHHE CIIOHTAHHOTO KPOBOTEUYCHUS B
TeueHHE NO MeHblIel mepe 10 ser.

[00239] B HekOTOpBIX BapHaHTax OCYINECTBJIECHHUS CyOBeKTy ¢ Tsbkenod ¢opmoii bB
HA3HAYAIOT HENeNbHYI 103y p®PB s npodunakTudeckoro jJedeHws 3MH30[0B CIIOHTAHHOTO
KpOBOTE€UEHMs. B HEKOTOPBIX BapuaHTaxX OCYILIECTBJICHMs HeneabHYH 103y p®PB, xoropas no
CYLIECTBY SKBHBAJIEHTHAa HenenbHOH noze ®PB, momydenHoro u3 miasmsel (n®B), BBOIAT
CyObekTy nisi TNpOQHIAKTUKHA CHOHTAHHOTO KPOBOTE€YEHMs. B  HEKOTOpBIX BapHaHTax
OCYIIECTBIIEHHsI HenenbHylo 103y pPB, xoropas (QpyHKUMOHANBHO >KBHUBAJIEHTHA HENENbHOM
noze @B, nonydennoro u3 miazmel (N®B), BBOAAT CyOBbeKTy A MPOYUIAKTHKN CIOHTAHHOTO

KpOBOTE€UEHMsl. B HEKOTOpBIX BapHaHTaX OCYILECTBJICHUs HenelbHyr a03y p®PB, koropas Ha
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okojio 10% wmenbiie HenenpHON 103b1 @B, nony4yenHoro u3 miasmsel (N®PB), BBOAAT cyOBeKTY
s MpOo(UIAKTUKYA CIHOHTAHHOTO KPOBOTEUYEHHs. B HEKOTOPBIX BapHaHTaxX OCYINECTBIICHUS
HenenbHyo 103y p®@B, koropas Ha okosio 10% Oonbine, yem HenenbHast 1o3a OB, momyyeHHOro
u3 rias3mMel (N®PB), BBOAAT CyOBEKTY AT MPOQUIAKTUKY CITIOHTAHHOTO KPOBOTEUEHUS.

[00240] B HeKOTOpBIX BapuUaHTaxX OCYILECTBJIEHHUsS HenlenbHyo 103y p®PB BBOAAT B BUIE
IO MEHbLIEH Mepe IOBYX OTHAEeNBHBIX 03 MM MO MeHblied mepe 2 umH(Qy3mid. B HexoTopbx
BapUAHTAX OCYIIECTBJIEHHs CYOBEKT MPOXOAUT MO MEHbINEH Mepe 1Be N03bl B Henmemo. B
HEKOTOPBIX BapUAHTaX OCYLIECTBJICHHs HeneabHyro 103y p®B BBomsaT B Bunme 2 unpy3uii. B
HEKOTOPBIX BapHaHTax OCYLIECTBJICHUs HeneabHyro 103y pPB BBOAAT B BUIe 2 BHYTPUBEHHBIX
uH(}y3uii. B HeKOTOpBIX ciydasx cyObekTy BBOAST 103y p®PB nBa pasa B HENENIO WK, IPYTHMU
cnoBamH, cyObpekTy BBOAST pPB 11Ba pasa B Henmeno. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHUS
HenenbHyo 103y p@B BBOIAT B BHAe 2 BHYTPHBEHHBIX HH(]Y3Hil. B HEKOTOpPBIX BapHaHTax
ocymecteieHnst p®B BBoOmAT CyOBeKTy ABaKAbl B HEAENI0. B HEKOTOPHIX BapUaHTaX
ocymecteieHnst p®@B BBomsT CcyObekTy Kaxable 3 uian 4 ngHS. B HEKOTOpPBIX BapHaHTax
OCYIECTBIIEHHsI BBOAAT MNepByro nHPy3uto p®PB, a Bropyro nndpys3uro p®@B BBOIAT uepes 4 qHs B
TeueHue 7 AHell. B HEeKOTOPBIX BapuaHTax ocyuiecTsieHus p@B BBOASAT ONHOKPATHO B 1-1i €Hb
U Ha 5-U AeHb B TeUEHHE 7-IHEBHOro mepuoaa (Hemems) Uis NMPO(HIAKTHUECKOTO JICUEHUS
CIIOHTAHHOTO KPOBOTE€YEHHMs. B HEKOTOPBIX BapUaHTaX OCYIIECTBJIECHUS CYOBEKTY BBOZST
HENeJbHYI0 103y, KOTOpas AENUTCS Ha ABe HMHQY3UH, TaK YTO CYOBEKT MOJydYaeT IMEpPBYIO
uHpy3u0 B 1-i neHb, a BTOpyK HMH(OY3UIO Ha 5-H NeHb HeneJbHOro mepuoaa. B HEKOTOpBIX
BAPUAHTAX OCYIIECTBJICHUS I MPOPHIAKTUYECKOrO JIEUEHHs CIIOHTAHHOIO KPOBOTEUEHHUS Ha
2-1 m 6-i NeHb HENEJbHOro IMepuoaa OMHOKpaTHO BBOAST pPB. B HekOoTOpbhIX BapuaHTax
OCYLIECTBJICHHsI CYOBEKTY BBOZAT HENENbHYIO 103y, KOTOpasi AEIUTCS HA ABE MHPY3UHU, TAK YTO
CyOBEeKT MojTyuaeT NepByr0 UHQPY3HIO B 2-if I€Hb, a BTOPYIO MH(Y3HIO Ha 6-i €Hb HEAEIbHOTO
neprofa. B HEKOTOpBIX BapuaHTaxX OCYIIECTBIECHUS Ml NPOPUIAKTHYECKOTO JICUeHHs
CIIOHTAHHOT'O KPOBOTEYEHMs HA 3-U U 7-11 eHb HEEIbHOIO MePUOAAa ONHOKPATHO BBOIAT pDB.
B HEeKOTOpBIX BapHaHTaX OCYIIECTBJICHHUS CYOBEKTY BBOIST HENEJIbHYIO O3y, KOTOpasl IEIUTCS
Ha JBe MH(Y3HUH, TaK YTO CYOBEKT MOJydaeT NnepByro HHPY3UIO B 3-ii 1€Hb, a BTOPYIO UH(Y3HIO
Ha 7-i A€Hb HENENbHOro nepuona. B HEKOTOPBIX BapHaHTaxX OCYILECTBJIEHUS HENeNbHAs 103a
p®B cocraBmster no 80 ME/kr p®B nHa xawxnyr wuHQy3u0. B HekOTOphIX BapuaHTax
OCYIIECTBIIEHHsI HefenbHast no3a p@B nenutcs va 2 BHyTpuBeHHbIe HHPY3uUN 10 80 ME/kT p®B
Ha KXY HHPY3HIO.

[00241] B HekoTOpBIX BapUaHTaxX OCYILECTBJIEHUs HeAenbHY0 103y pPB BBOAAT B BUIe
O MEHbIIeH Mepe 3 OTHENbHBIX 103 WM M0 MeHbled Mmepe 3 uHQy3uid. B HekoTOpbIX
BApPHUAHTAX OCYILIECTBICHHUs CYyOBEKT IOJy4yaeT IO MeHblIeld Mepe 3 103bl B Hexemo. B
HEKOTOPBIX BapUaHTax OCYLIECTBJIEHUs HenelbHY0 103y p®B BBOAAT B Buae 3 BHYTPUBEHHBIX
uH}y3uil. B HeKOoTOpBIX ciydasx cyOBpekTy BBOIAT 103y pPB Tpu pasza B Henenro win, APYyruMu
cnoBamH, cyOpekTy BBOIAT pPB Tprskabl B Henenmo. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
p®B BBOmAT cyOBeKkTy Tpu pa3a B HemeNr0. B HEKOTOpPhIX BapHaHTAaX OCYINECTBIICHHS

HenenbHyo 103y p®PB BBOAAT B Bune 3 BHYTPUBEHHBIX MH(Y3UH, IpUYeM KaXAYI0 HHPY3HIO
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NPOBOIAT B pasHble AHU. B HekoTopbIx Bapuantax ocyuectieHuss pP@B BBomaT cyObekTy
Kaxxple 2 uiu 3 aHs. B HEKOTOPBIX BapHaHTax OCYLIECTBIIEHHS BBOAST NepBYI0 HHQy3mo pPB,
BTOpYyI0 MHOY3u0 p®PB BBOIAT yepes 2 nHs, a TpeTbto uHGYy3u0 pPB BBOIST yepe3 3 oHS B
TedyeHue 7 nHeill. B HEKOTOPBIX BapHaHTaX OCYLIECTBJEHUS ISl MPOPHIAKTHYECKOTO JICYEHUsS
CIIOHTAHHOT'O KPOBOTEUEHMUsI B 1-1 eHb, 3-1 NeHb U O-U NeHb 7-JHEBHOIO Nepuoaa ONHOKPATHO
BBOIAT pPB. B HEKOTOpPBHIX BapuaHTax OCYLIECTBJIEHUs CYOBEKTY BBOISAT HEIENBHYIO J03Y,
KOTOpasi AenuTcss Ha 3 MH(QY3HH, TaK 4TO CyOBEKT mosydaeT nepByr HHQY3HIO B 1-H neHs,
BTOPYI0 HMHQY3UI0 Ha 3-i JeHb, TPeThI0 WHQY3UIO Ha O-H JEeHb HeOeNbHOro mnepuona. B
HEKOTOPBIX BApUAHTAX OCYLIECTBICHUS Ui NPOPUIAKTUYECKOrO JIEYCHUS CIIOHTAHHOTO
KpOBOTEUEHHUs B 1-i1 AeHb, 3-i AeHb U 6-i1 AeHb HenenbHOro nepuonaa p@B BBOAST OOHOKPATHO.
B HEKOTOpBIX BapHaHTaxX OCYIIECTBJICHHUS CYOBEKTY BBOIAT HEACIBHYIO O3y, KOTOPAs ACIUTCS
Ha 3 uHQY3UH TaKUM 00pa3oM, YTO CYOBEKT MoNTydaeT mepByr0 HH(PY3HIO HA 2-i JeHb, BTOPYIO
uH}y3u0 Ha 4-U AeHb, TpeThi0 MH(Y3UIO Ha 7-H JEHb HEAENBHOrOo mepuona. B HEKOTOpBIX
BAPHUAHTAX OCYIIECTBJIEHUS ISl MPOPUIAKTUIECKOTO JICUSHHsI CIOHTAHHOTO KPOBOTEUYEHHUS B 2-
W neHb, 4-1 AeHb U 7-U OeHb HeaenbHOro nepuoga pPB BBOAAT OAHOKpaTHO. B HEKOTOPBIX
BapHaHTaX OCYIIECTBJICHUsT HenmenbHast no3a pP@B cocrasmser no 80 ME/kr p®@B Ha xaxmyro
nHQy3u0. B HEKOTOphIX BapHaHTaxX OCYLIECTBIEHHs HenenbHas no3a p®PB nemurcs nHa 3
BHyTpuBeHHbIe HHPY3uu 10 80 ME/kr p®@B Ha kaxxayro nH}py3uro.

[00242] B HexOTOpBIX BapUaHTaxX OCYILECTBJIEHUs HeAenbHYI0 103y pPB BBOAAT B BUAE
OITHOH N03bI WK OfHON MH(Y3uH. B HEKOTOPBIX BapUaHTaX OCYLIECTBJICHUS HEIENBbHYIO 03y
p®B BBOmAT B BHAe omgHOH MH(PY3UU. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS HENETbHYIO
no3y p®B BBOAAT B BHUIE ONHOKPATHOW BHYTPUBEHHON HH(]y3un. B HEKOTOpBIX BapuaHTax
OCyLIEeCTBJIEHHs CYOBEKTY BBOAAT 103y p@B oamH pas B Henemno, eciu CyOBeKT paHee mosydal
no3y n®B onuH pa3 B Henemo. B HEKOTOPBIX BapuaHTax OCYLIECTBJICHUs HelenbHas n03a pPB
cocrasisier 10 80 ME/kr p®B nist Takoit nHpy3um.

[00243] B HEKOTOpBIX BapHAHTAX OCYIIECTBIIEHUS Y CyObekTa HAOMIOAIOT 1O MEHBIIEH
Mepe 5% cHmkenue (Hanpumep, 5%, 7%, 10%, 12%, 14%, 15%, 17%, 20%, 22%, 24%, 25%,
27%, 30%, 32%, 34%, 35%, 37%, 40%, 42%, 44%, 45%, 47%, 50% wuu OoJblliee CHUKEHUE)
ropoBoil yactotsl KpoBoredeHud (I'UK) B OTHOIIEHHM SIBIEHUI CIIOHTAHHOTO KPOBOTEUEHHSI
NOCJIe TIOJyYeHHs] TPO(IIIAKTHUECKOrO JIEYEHHUs, OINHUCAHHOTO B JAaHHOM JOKyMeHTe. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJIEHUS Y CyObekTa HaOMIOAAOT MO MeHbLIell mepe 25%-Hoe
cHkeHne (Hanpumep, 25%, 27%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%,
80%, 85%, 90% wmu Oonee cHwkenue) UK B OTHOIIEHWM SIBJIEHUN CIIOHTAHHOTO
KPOBOTEUEHHSI TIOCJIE TMOJYYeHUs NPOPUIAKTUIECKOrO JIeYeHHs. B HEKOTOpPBIX BapHaHTax
OCYLIECTBJICHUS] CHUXEHHE KOJINYECTBA 3MU30A0B CIIOHTAHHOIO KPOBOTEYEHUS MPOSIBIISETCS B
CHIDKEHHH rofoBoi yactotel KpoBoredeHnd (I'UK). B HeKOTOpBIX BapmaHTaxX OCYILIECTBIEHHS
I'JK no nedeHus ompenensitoT Mo cleAyomei Gopmyie: KOJTH4eCTBO KPOBOTCUSHHI/ THU HE Ha
cxeMe JiedeHHs. B HeKoTOphIX BapuaHTax ocyiuecTBieHus nzobperenus UK no nedenus
OTIPENeNIAIOT MO CleAymeld (GopMmysie: KOJUYeCTBO KpOBOTeueHHi/12 MecsueB a0 Hadana

npodunakruueckoro jedenus pdPB. B Hekoropbix Bapmantax ocymecteieHus UK mns
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npodunaktuku ('YK mocne npouiakTH4eCKOro JieUeHUsl) ONPEeNesSIIoT IO CIeNyRoLIei
dbopMyJie: KOIUIECTBO KPOBOTEUECHUI/IHEH HA CXeMe JIEUEeHUsI.

[00244] B HeKOTOpBIX BapUaHTaX OCYIIECTBJIECHUS y CyObEKTa HE BO3HUKAIOT SIBICHHS
CIIOHTAHHOTO KPOBOTEUEHHUs] BO BpeMs mpodmiakruyeckoro sedeHus pPB. B HekoTopbix
BapUAHTAaX OCYLIECTBJCHUS Yy CyObEeKTa BO3HUKAET 1-2 SIBJIEHHS CIIOHTAHHOTO KPOBOTEYEHUS BO
BpeMsi mnpodmiakTuueckoro JseueHus p@PB. B HeKOTOppIX BapHaHTaX OCYIIECTBJICHUS Y
cyObpeKkTa BO3HHKAeT 1-3 sIBJE€HHS CIIOHTAHHOI'O KPOBOTEUEHHs BO BpeMs MPO(IIAKTUYECKOro
neuernss p®PB. B HEKOTOPBIX BapHaHTAaX OCYIIECTBJICHUS Yy CyObEeKTa BO3HUKAET 3-5 sIBICHHIA
CTIOHTAHHOTO KPOBOTEUEHHUs] BO BpeMs mpodunaktuiyeckoro yedeHuss p®@B. B HekoTopbix
BapHUAHTAX OCYINECTBJIEHUS y CyObeKTa BO3HUKAET 1-5 sIBJIEHUI CHOHTAHHOTO KPOBOTEYECHHUS BO
BpeMsi mpodminakrudeckoro Jedernns p@P@B. B HekoTOphpIX BapuaHTaX OCYIIECTBICHUS Y
cyObekTa BO3HHMKaeT Ooyee S5 SBJICHWH CHOHTAHHOTO KPOBOTEUEHHs] BO  BpeMs
npouIaKTHIeCKOro jeueHus: p@B.

[00245] B HexkoTOpbIX BapuaHTax ocyllecTBieHus BeeaeHue pP@B cHuaeT KOIMUeCTBO
SIBJICHUM CIIOHTAaHHOTO KpoBoTedeHus: 10 O B roa. B HEKOTOpBIX BapuaHTax OCYILIECTBJIEHUS
BBeAeHUe pPB CHMKAET KOJUYECTBO SIBJIEHUM CINOHTAHHOIO KpoBOTeueHus A0 1 B rox. B
HEKOTOPBIX BAapHaHTax oOcCyllecTBieHUs BBeAeHHe pPB CcHMkAET KOMMYECTBO SIBJICHUMU
CIIOHTAaHHOIO KPOBOTEYEHUs A0 2 B roA. B HEKOTOPBIX BapuaHTax OCYILUECTBJICHUS BBEICHHE
pPB cHMKAET KONMYECTBO SIBJICHUN CIIOHTAHHOIO KPOBOTEYEHMs! A0 3 B rod. B HekoTopsx
BapUaHTax OCylLlecTBiIeHUs BBeAeHHEe pPPB CHMKaeT KONIMYECTBO SBJICHHHM CIOHTaHHOIO
KpoBOoTeueHus: 10 4 B roa. B HEKOTOpbIX BapuaHTax OcCyliecTBieHUs BBeneHue pPB cHukaer
KOJIMYECTBO SIBJICHUH CIIOHTAHHOIO KPOBOTEUEHMs O 5 B roa. B HEKOTOpPbIX BapuaHTax
ocyuiecTsieHus: BeeAeHHe pPB CHMKAaeT KOMWYECTBO SIBJIEHUI CIIOHTAHHOIO KPOBOTEYECHMS
Oonee yem n0 5 B roa. B HeEKOTOpBIX BapuaHTax oOCyliecTBieHHs BBeneHue p®PB cHukaer
KOJIMYECTBO SIBJICHUH CIIOHTAHHOTO KpOBOTe4YeHUs A0 1-5 B roag. B HexkoTOpeIX BapuaHTax
ocyliecTBieHus1 BBeeHre pPB CHMKaeT KOJIMYECTBO SIBJICHUI CIIOHTAHHOTO KPOBOTEUEHHUsI 110
3-5 B rox. B HekoTOpbIX BapuaHTax oOcCyllecTBiIeHHUs BBereHue pPB cHukaeT KOIMUECTBO
SIBJIEHUI CIIOHTAHHOT'O KpOBOTe4eHMs 10 1-3 B roa. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHUS
BBenieHNe pPB CHUXKAeT KOJMYECTBO SIBJICHUN CIIOHTAHHOIO KPOBOTEUEHUsS 10 MEHee 4eM 5 B
roa. B HEKOTOpBIX BapuaHTax OCYLIECTBJICHUs BBeAeHHE pPB CHIKAET KOJUYECTBO SIBJICHUI
CIIOHTAaHHOT'O KPOBOTEUEHMs A0 MeHee 4eM 4 B rof. B HEeKOTOpBIX BapuaHTax OCYILECTBIICHUS
BBenieHNe pPB CHUXKaeT KOJWYECTBO SIBJICHUN CIIOHTAHHOIO KPOBOTEUYEHUsS IO MEHEE 4eM 3 B
roa. B HEKOTOpBIX BapuaHTax OCYLUECTBJIEHUs BBeAeHHE pPB CHMKAET KOJUYECTBO SIBJICHUI
CIIOHTAaHHOT'O KPOBOTEUEHHMsI 1O MeHee 4eM 2 B rof. B HEeKOTOphIX BapuaHTax OCYILECTBIICHUS
BBenieHNEe pPB CHMXKAeT KOJMYECTBO SIBJICHUN CIIOHTAHHOIO KPOBOTEUEHUs IO MEHee 4eM | B
rofI.

[00246] B HekOTOpBIX BapHaHTAX OCYINECTBICHHUS NPOPUIAKTHUECKOE JICUYCHHUE
YMEHBIIAET WIM CHU)KAET CTENeHb TOKECTH (HampuMmep, JIETKHE, YMEpPEHHble M TsDKelble
SMU30/1bl KPOBOTEUEHHSI), YACTOTY BO3HUKHOBEHUS, YaCTOTY WJIM MPOAODKUTENBHOCTh SITU30/a

CIIOHTAHHOTO KPOBOTEUEHHUsI. B HEKOTOPBIX BapUaHTAaX OCYIIECTBIIEHUS Y CYOBEKTa, KOTOPOMY
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Beonuu pPB, ObUIO MEHbIIE 3MU30[0B CIIOHTAHHOIO KPOBOTEUEHHS, YeM Yy KOHTPOJIBHOTO
cyObekTa, KOTOpPbIH HE Mosy4yan NpopHIAKTHIECKOro JedeHHs. B HEeKOTOpBIX BapHaHTax
OCYIIECTBIIEHHsI U300peTeHus y cyObpeKkTa, KoTopoMy BBOAAT pPB, B TeueHue kypca jedeHus
HaOJr01aeTCsl MEHbINE SMTU300B CIIOHTAHHOIO KPOBOTEUEHHUS, UM JIO HaJajia JeUeHHsl.

[00247] Kak mpaswio, Ha bB tuma 1 ykaseBator <30 ME/mn ®B:KP, <30 ME/mn
®B:Ar, Huskuii i HopMmanbhbiii FVIIL u >0,5-0,7 ME/nn cootHotnenus: ®B:KP/®B:Ar. B
HEKOTOPBIX BapHaHTaX OCYLIECTBJCHUs CYOBEKT, y KOTOPOro AuarHoctupoBaHa BB rtuma 1,
umeer ®B:KP <20 ME/nn. Ha BB Tuna 2A ykaszeiBatror <30 ME/nn ®B:KP, <30-200 ME/nn
O®B:Ar, Huzkuii wim HopMasbHbid FVII, u <0,5-0,7 ME/nn cootnomenuss ®B:KP/®B:Ar. Ha
BB Tuna 2B yka3bBaroT <30-200 ME/nin ®B:KP, <30 ME/nn ®B:Ar, HU3Kul WM HOPMaTbHBIN
FVIIL, u, xakx npaBwio, <0,5-0,7 ME/an cootHomenuss ®B:KP/®B:Ar. Ha bB Ttunma 2M
ykasbiBatoT <30 ME/nmn ®B:KP, <30-200 ME/nn ®B:Ar, auskuii uimu HopMmanbhbiii FVIIL u
<0,5-0,7 ME/nn cootHomennst ®B:KP/®B:Ar. Ha bB tuna 2N ykaseBaror 30-2000 ME/nn
@®B:KP, 30-200 ME/nn ®B:Ar, odenp Huskuii ypoenb FVIII u coornomenne ®B:KP/®B:Ar
>(0,5-0,7 ME/nn. Ha BB Ttuna 3 ykaseBator <3 ME/nn ®B:KP, <3 ME/nn ®B:Ar, xpaiine
Hu3kuil (<10 ME/mn) FVIIL, a coornomenne ®B:KP/®B:Ar He npumensiercsa. B HekoTOpBIX
BapHaHTaX OCYyIIeCTBIeHUs] CyObekT ¢ amarHo3oM BB Ttuna 3 umeer ®B:Ar <3 ME/m.
HopmanbubiM cuutaercsi cootHomenue 50-200 ME/mn ®B:KP, 50-200 ME/an ®B:Ar,
HopMmanpHbli  FVIIL u >0,5-0,7 ME/mn ©®B:KP/®B:Ar . B HekoTOpbIX BapuaHTax
ocymecTieHus cyObpekT uMeer bB Tumna 3. B HEKOTOpBIX BapHaHTaxX OCYIIECTBIEHHS CYyOBEKT
umeer Tsokenyo ¢Gopmy BB Tuna 1. B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHUS CYOBEKT MMEeT
Tsokenyto ¢opmy bB tumna 2. B HeKOTOpBIX BapHaHTaxX OCYIIECTBJICHUS CyOBEKT UMEET TSKENYIO
¢dopmy BJ] Tuna 2A. B HEKOTOPBIX BapHaHTAax OCYLIECTBIEHUS CYyOBEKT NUMEET TSDKENYI0 hopmy
bB Tuma 2B. B HEKOTOpBIX BapHaHTaX OCYLIECTBIECHUS CyOBEKT MMeeT Tspkenyko ¢opmy BB
tuna 2M. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUs CyOBEKT MMeeT Tsokenyto ¢popmy bB tuna 3.

[00248] B HEKOTOpPBIX BapHaHTaX OCYLIECTBIEHHS 3PPEKTHBHOCTh MPOPHIAKTHIECKOTO
JICYSHHs MPOSBISIETCS] B yay4ineHun ypoHel aktuBHocTH FVIIL, ®B:KP w/umn ®B:Ar nocne
npodunakTuueckoro Jjedenus pPB Mo CpaBHEHHIO C YPOBHSAMHU 1O MNPOPHIAKTHIECKOTO
nedenus: p@B y nmauuenTos ¢ bB tuna 1. B HEKOTOpBIX BapuaHTax OCYLIECTBIICHUS YJIyYIIECHHE
yposHeii aktuBHOcTH FVIII, ®B:KP n/unn ®B:Ar BkitOYaeT M3MEHEHHE YPOBHEH aKTHBHOCTH
TaKUM O0pa3oM, 4YTO YpPOBHH AKTUBHOCTH CTAHOBATCS OJMKE K HOPMAJIbHBIM YPOBHSIM,
HampUMep, YPOBHSIM y CyObekTa, He wumeromero bB Tuma 1. B HekoTopbhIx BapuaHTax
ocyuiecTBiieHUs] 3(QPEeKTUBHOCTh MPOPUIAKTUYECKOTO JIEYSHHs TMPOSIBJISIETCS B YJIYUILICHUH
yposHaeii aktuBHOCTH FVIIL, ®B:KP n/umn ®B:Ar nocne npodunakruaeckoro neuenust pe@B no
CPaBHEHUIO C YPOBHsIMHU 10 mnpoduiakTudeckoro jedeHus pPB y MALUEHTOB € TSKEIOH
¢dopmotii BB tuna 1. B HEeKOTOpBIX BapHaHTaX OCYINECTBJICHUS YJIyYLIEHHE YPOBHEH aKTHBHOCTH
FVII, ®B:KP w/unu ®B:Ar BriIrOHaeT U3MEHEHUE YPOBHEH aKTMBHOCTU TaKUM OOpa3oM, 4YTO
YPOBHH AKTUBHOCTU CTAHOBSTCS OJIIDKE K HOPMAaJbHBIM YPOBHSM, HAmpuMep, YPOBHSIM Vy
cyObekTa, He uMerorero Tsbkenoi ¢popmel bB tumna 1. B HEKOTOPHIX BapUaHTax OCYLIECTBIEHHS

3¢ ¢deKkTUBHOCTD NPOPHUIAKTHUECKOTO JIEUSHHSI MPOSIBIISIETCS B YIIYULIEHUH YPOBHEH aKTUBHOCTU
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FVIII, ®B:KP w/umm ®B:Ar nocne npodunakruueckoro jedenuss pPB mo cpaBHeHHIO ¢
ypoBHsiMU 110 npodunakTudeckoro jeueHus: p@B y manuenTo ¢ bB tumna 2A. B HekoTOpBIX
BapUAHTaX OCYILIECTBIEHUs yiyduieHne yposHel aktuBHoctu FVIIL, ®B:KP w/mmu ®B:Ar
BKJIFOYAET HM3MEHEHHE YpPOBHEH aKTUBHOCTM TakUM o00pa3oM, 4YTO YPOBHH AaKTHBHOCTH
CTAQHOBATCS OJMKE K HOPMAJIbHBIM YPOBHSIM, HAaIpUMeEp, YPOBHSAM y CyOBEKTa, HE MMEIOLIEro
bB Tuna 2A. B HEKOTOpBIX BapuUaHTaX OCYIIECTBJIECHUS 3(PPEKTUBHOCTh MPOGUIAKTUIECKOTO
JICYSHHsI TIPOSIBIISIETCS] B yay4ineHu ypoBHei aktuBHoctu FVIIL, ®B:KP w/umn ®B:Ar nocne
npodunaktTuueckoro Jjedenus pPB Mo CpaBHEHHIO C YPOBHSMHU [0 MNPOPHIAKTHIECKOTO
aeuenns p®PB y manueHtoB ¢ Tspkenoi ¢opmoii BB Tuma 2A. B HEKOTOpBIX BapUaHTax
ocyuiecTBiieHUs: yiy4dmeHue ypoBHed aktuBHocTu FVIII, ®B:KP w/unu ®B:Ar Bkimouaer
U3MEHEHNE YPOBHEH aKTUBHOCTH TaKUM O0pa30M, YTO YPOBHH aKTHBHOCTH CTAHOBSTCS OJIMIKE K
HOPMAaJIbHBIM YPOBHSIM, HAIPHMEpP, YPOBHSM y CyOBEKTa, HE MMEIOINero Tspkeynon ¢opmsl bB
tuna 2A. B HEKOTOpBIX BapHaHTaX OCYIIeCTBIEHUS 3(PPEKTUBHOCTh MPOPUIAKTUIECKOTO
JICUSHHs MPOSBISIETCS B yaydmeHun ypoHer aktuBHocTH FVIIL, @B:KP w/umn ®B:Ar nocne
npodunakTuueckoro Jjedenns pPB 1Mo CpaBHEHHIO C YPOBHSAMHU 1O MNPOPHIAKTHIECKOTO
neuenuss p®B y nanmentoB ¢ bB Tunma 2M. B HEKOTOpPBIX BapHaHTax OCYILNECTBIEHUS
ynydmenue ypoaei aktuBHOCTH FVIIL, ®B:KP u/umu ©B:Ar BKIIOYaeT U3MEHEHHUE YPOBHEH
AKTUBHOCTH TAakUM OOpa3oM, YTO YPOBHH AKTUBHOCTH CTAHOBSTCS ONMKEe K HOPMAaJbHBIM
YPOBHSIM, HampuMep, YPOBHSIM y cCyObekTa, He uMmermero bB tuma 2M. B HekoTOphIxX
BapUAHTaX OCYIIEeCTBICHU 3(PPEKTHBHOCTh NPOPHIAKTUYECKOTO JIEUEHHs! MPOSBISIETCS B
ynyamenun ypoHer aktuBHOCTH FVII, ®B:KP w/umu ®B:Ar mocne mnpoduiakTHuecKoro
neuerus pPB o cpaBHEHMIO ¢ YPOBHAMH 110 npoduakTuyeckoro jedenus p@B y nauueHTos ¢
Tspkenon popmoit BB tuna 2M. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS yJy4lleHHe YPOBHEH
axtBHOCTH FVIIL, ®B:KP w/unu ®B:Ar Bkito4aer M3MeHEHHE YPOBHEH AaKTUBHOCTU TAKUM
0o0pa3oM, YTO YPOBHH AKTHBHOCTH CTAHOBSTCS OJIMKE K HOPMAJbHBIM YPOBHSIM, HalpHMep,
YPOBHSIM y CyOBekTa, He uMmerouiero Tsokenoit popmel BB tuna 2M. B HekOTOpBIX BapraHTax
ocywecTBieHusT 3P(PEKTUBHOCTh MPOMUIAKTHYECKOTO JICYCHUSI TPOSIBJISIETCS B YIYYIIECHUH
yposHaeii aktuBHOCcTH FVIIL, ®B:KP n/umn ®@B:Ar nocne npodunaktiueckoro neuenus p@B mo
CPaBHEHHUIO C YPOBHsIMH 10 mpoduiakTudeckoro nedeHus p®@B y nanuentos ¢ bB tuna 2N. B
HEKOTOPBIX BapUAHTaX OCYIIECTBJIEHHs yiyulieHue ypoBHer aktuBHocTu FVIIL, ®B:KP n/unn
@®B:Ar BKIIOUaET U3MEHEHHE YPOBHEH aKTUBHOCTH TaKUM O0pa3oM, YTO YPOBHH aKTHBHOCTH
CTaHOBSITCS OJNIMKE K HOPMAaJIbHBIM YPOBHSIM, HaIpUMEP, YPOBHIM Yy CyOBEKTa, HE MMEFOINEro
bB Ttuna 2N. B HeKOTOpbIX BapHaHTaX OCYMECTBJICHHS 3((EKTHBHOCTb MPOPUITAKTHUECKOTrO
JIeYSHHs MPOSBISIETCSl B yaydmeHun yposHer aktuBHocTd FVIIL, @B:KP n/umn ®B:Ar nocne
npodunaktTuueckoro Jjedenns pPB 1Mo CpaBHEHHIO C YPOBHSAMHU [0 NPOPHIAKTHIECKOTO
neuenns pPB y manumeHtoB ¢ Tspkenoi ¢opmoit BB tuma 2N. B HEKOTOpBIX BapuaHTax
ocymecTBiieHus1 yiydmeHnue ypoBHed aktuBHocTH FVIIL, ©B:KP w/mmu ®B:Ar Bkirovaer
U3MEHEHNE YPOBHEH aKTUBHOCTH TaKUM 0Opa30M, YTO YPOBHH aKTHBHOCTH CTAHOBATCS OJIMIKE K
HOPMAaJIbHBIM YPOBHSIM, HaIlpHMEp, YPOBHSM y CyOBEKTa, HE MMeroIIero Tsokeno ¢opmel bB

tuna 2N. B HEKOTOphIX BapwaHTax oOCyIlecTBIeHUs 3(P(PEeKTHBHOCTh MPOPUIAKTHIECKOTO
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JIEYSHHs MPOSBIsieTCsl B yaydmeHun yposHel aktuBHocTd FVIIL, @B:KP n/umn ®B:Ar nocne
npodunaktTuueckoro JjedeHns pPB mo cpaBHEHHIO C YPOBHSIMH A0 MNPOQUIAKTUIECKOTO
nedenus: pP@B y nmauuenTos ¢ bB tuna 3. B HEKOTOPBIX BapuaHTaxX OCYLUECTBIICHUS YJIyYIICHHUE
yposHeii aktuBHocTH FVIIL, ®B:KP n/umn ®B:Ar BkItO4aeT U3MEHEHHE YPOBHEH aKTUBHOCTHU
TaKUM OOpa3oM, YTO YPOBHU AKTUBHOCTU CTAHOBSTCA OJM)Ke K HOPMAJIBHBIM YPOBHSIM,
HampuMmep, YpOBHsM y cyObekTa, He wumeromero bB Tuma 3. B HekoTOpbIX BapuaHTax
ocymecTBieHHs 3()(HEeKTUBHOCTh MPOPUIAKTHYECKOTO JICYEHUS MPOSIBISIETCS B YJIYYIIEHUU
yposHaeii aktuBHOCcTH FVIIL, ®B:KP n/umn ®@B:Ar nocne npodunaktiueckoro neueHus p@B mo
CPaBHEHUIO C YPOBHSIMH 10 MNpoduyiakTudeckoro JjedeHus pPB y MalUEeHTOB ¢ TSXKENOM
¢dopmoti BB Tuna 3. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHHs YIYYLICHHE YPOBHEH aKTHBHOCTH
FVII, ®B:KP w/unu ®B:Ar BKIIOYaeT U3MEHEHHE YPOBHEW aKTHBHOCTH TaKHUM OOpa3oM, 4TO
YPOBHH AKTUBHOCTH CTaHOBATCS OJMK€ K HOPMAaJbHBIM YPOBHSM, HAmpuMep, YPOBHIM
cyObekTa, He umerolero Tspkenoit ¢opmer BB Tuna 3.B HEKOTOPBIX BapuaHTaX OCYLIECTBICHUS
ynydmenue yporaei aktuBHOCTH FVIIL, ®B:KP u/umu ©B:Ar BKIIOYaeT U3MEHEHUE YPOBHEH
AKTUBHOCTH TakUM 0Opa3oM, YTO YpPOBHH AKTUBHOCTH CTaHOBATCS ONIKE K HOPMAJIbHBIM
YPOBHSIM, HaIpUMep, YPOBHSIM y cyObekTa, He nmeroinero bB mo6oit hopmel.

[00249] B HeKOTOpBHIX BapHaHTaxX OCYIIECTBJICHUS CyOBEKT mojyumi awarHo3 bB. B
HEKOTOPBIX Ciy4asX AuarHo3 bB moarsep:knaercss reHeTUYeCKUM TECTUPOBAHHMEM, aHAIU30M
MyJBTUMEPOB, UCTOPUEH OOJIE3HH WM MX KOMOWHALIUEH.

[00250] B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHUS CYOBEKT JIEUMIICS 1O MEHbIIEH Mepe
OT 1 sIBJIeHUsI CIIOHTAHHOTO KPOBOTEUEHHUs B TEUEHUE NMpeAblayluux 12 mecsues. B HEKOTOpBIX
BApPUAHTAaX OCYLIECTBIEHUA CYOBEKT Jeuwics OT Oonee deM | sBIEHHS CIOHTAHHOTO
KPOBOTEUEHUs] B TEYCHHUE NpPeabAyuX 12 mecsues. B HEKOTOPBIX BapUaHTaX OCYILUECTBJICHUs
CyOBEKT JIeniICs MO MEHbIIeH Mepe OT 3 SBJIEHHH CIIOHTAHHOTO KPOBOTEYEHHsI B TEUEHHE
npenpiaymux 12 mMecsnes. B HEKOTOPBIX BapHAHTAX OCYIIECTBIEHHS CYOBEKT JICUUIICS OT 3 MM
0oJiee CIIOHTAHHBIX KPOBOTEUEHUI B TEYEHUE MPENbIyLIX 12 Mecsies.

[00251] B HekoTOpBIX BapHWaHTaX OCYINECTBJCHHUS CyOBEKT B HACTOSIIEE BpeMs
NOJIy4aeT JIEYeHHE 1O HEOOXOIUMOCTH B CBS3H C SIBJICHHEM CIIOHTAHHOTO KPOBOTEUEHHSI
(HampumMmep, 3Mu3070M). B HEKOTOPBIX BapuaHTaX OCYINECTBIEHHUS CyOBEKT B HACTOSINEE BpEeMs
nojydaer tepanuro DB (Hampumep, Tepammo pPB wim n®B) mnis nedeHUs SIBICHUS
CTIOHTAHHOTO KPOBOTE€YEHHs. B HEKOTOPBIX BapHAHTAaX OCYIIECTBJICHUS CYOBEKT B HACTOSIIEE
BpeMsl HE IMOJy4aeT JIeYeHHe N0 HEOOXOOUMOCTH B CBSI3H C SIBJIEHHEM CIIOHTAHHOTO
KPOBOTE€UEHHs (HAIpUMeEp, SMU3010M). B HEKOTOpBIX BapHaHTaX OCYILIECTBIEHHS CYOBEKT B
Hacrosimee BpeMss He monydaer Tepanmo DB (mampumep, tepammo p®PB wim n®B) s
JICYECHMUS SIBJICHUS] CIIOHTAHHOT'O KPOBOTEUEHUS.

[00252] B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHUS CyOBEKT MOMyYal MPOPHIAKTHIECKOE
JIeYEHUE CIOHTAaHHOIO KpPOBOTE€UeHMsl nyTeM BBeAeHus n®B B Tedenue npenpinymux 12
MecsleB. B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHHS CYyOBEKT NOJy4al Npo(HIIaKTHIECKOe
JIEYeHUE CIIOHTAHHOIO KPOBOTE€UeHMs myTeM BBefeHus ndB B Tedenune npeabiymux 12

MecsilieB. B HEKOTOpPBIX BapHUaHTAaX OCYIIECTBJICHUS CyOBEKT Moiydan MNpodHIaKTHIECKOe
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JieueHHEe CIIOHTAHHOTO KpOBOTeueHus nmyTeM BBereHus N®B mno MeHblell Mepe B TeueHHE
npeapiAymux 12 mecsieB. B HEKOTOpPBHIX BapuaHTaX OCYLIECTBICHHS CYyOBEKT HE IMOJydal
npoQHUIAKTHUECKOe JIEYeHHE CIOHTAHHOTO KPOBOTeUeHHs nyTeM BBeneHuss nd®B B TeueHue
npeapiaymux 12 MecsneB. B HEKOTOpPBIX BapuaHTaX OCYLIECTBIEHHS CYOBEKT HE IOJydal
NpoQHUIAKTHUECKOE JIeUeHHe CIOHTAHHOTO KPOBOTeueHHs nyTeM BBeneHuss nd®B B TeueHue
npenpiaymux 12 mecsneB. B HEKOTOpPBIX BapuaHTaX OCYINECTBICHUS CyOBEKT HE IMOJydal
npouIakTHUECKOe JIeYeHNe CIIOHTAHHOTO KpOBOTEeYeHUs myteM BBeneHus ndB no menbmiei
Mepe B TeUeHHE NMPeapIayux 12 Mecses.

[00253] Kak mpaBujio, He3HAYUTENbHOE KPOBOTEUEHHE XapaKTEPU3YeTCs] OCTPBIM HIIH
MOJOCTPbIM KJIUHUYECKU SIBHBIM KpPOBOTEUEHHEM, KOTOpPO€ He YIOBJIETBOPSET KPUTEPUSIM
MacCHUBHOTO  KpPOBOT€YEHHMs] U  IPUBEJO K  TOCHUTAIM3allUM C  KPOBOTEUEHUEM,
MEAUKAMEHTO3HOMY WJIM XHUPYPTUYECKOMY JIEYEHHIO KPOBOTEUEHHUs O]l KOHTPOJIEM Bpaya WiId
U3MEHEHHUI0 aHTUTPOMOOTHYECKOW Tepamuu (BKJIKOYAs HCCIENyeMble JICKapCTBEHHBIE
npenapaTel) MpH KPOBOTEUEHHH (KJIMHUYECKOE OTpeneNieHne corjlacHo Aristotle); Bce apyrue
kpoBoreuenust (kpome Oombmoro u ICH) (kmuHudeckoe onpenenenue coriacHo RE-LY);
OTKPBITOE KPOBOTEUEHHE, HE OTBEYAIOIIEe KPUTEPHUSIM OOJBILIOr0 KPOBOTEUEHHSI, HO Tpedyroriee
MEIUIMHCKOTO BMEIIATENbCTBA, HE3AIJIAHUPOBAHHBIA KOHTAKT (TIOCEIeHHe WM TenedoH) ¢
BpauoM, BpPEMEHHOE MpeKpalleHhe IpueMa HCCIEAYEMOro JIEKapCTBEHHOIO CpEACTBa
(HampuMep, OTCPOYEHHOE NO3UpOBaHuE), OOJb WM HApyIIeHWE MMOBCEIHEBHONW aKTHUBHOCTH),
KJIMHWYeCcKoe ompeneneHne coriacHo Rocket-AF), kmuHHuUecKkHn 3HaYMMOE KPOBOTEUYEHHE

2
ONpeneNsiin Kak TIreMaToMy KOXW> 25 CcM°, CHOHTaHHOE€ HOCOBOE€ KpPOBOTEUYEHHUE

>
NPONOJKUTEIBHOCTBIO> 5 MMHYT, MaKpOCKOIHUYECKass IeMaTypusi, CIIOHTAHHOE pEKTaJbHOE
KPOBOTEUEHHE, JIeCHEBOE KPOBOTEUEHHME IPONOJDKUTENBHOCTBIO> S5 MHHYT, Jr000e
KPOBOTEUEHHE, BEAyllee K FOCHUTANN3ALMY, JI0O0Ee KPOBOTEUEHHE, BeAyllee K MepeTnBaHHI0
kpoBu <2 EJI, unu nmoboe npyroe KpOBOTEYEHUE, KOTOPOE UCCIEAOBATENb CUMTAET 3HAYMMbBIM
(xnmuHuueckoe ompeneneHue corynacHo Petro); wumum CRNM  (KIMHHYECKH 3HAYMMOE
HE3HAUMTENIbHOE KPOBOTECUYEHHE), ONpEAeNsieMOe KaK OCTPOe WM MOAOCTPOe, KIMHUYECKH
SIBHOE, He 0OJIbIIOe, Beayllee K FOCIHUTAIM3ALNH 110 MOBOAY KPOBOTEUYEHUS, MEAULIMHCKOE WU
XUPYPTUYECKOE JIEYeHHE KPOBOTEYEHHUS] IOJ PYKOBOACTBOM Bpaya. WU K H3MEHEHHIO
AHTUTPOMOOTHYECKON Tepanuy, a TaKke He3HAYUTEJbHbIE KPOBOTEUEHUsS, ONpenesieMble Kak
OCTpbI€ KJIMHUYECKH SIBHBIE SIBJICHUS, HE OTBEYAOLINE KPUTEPHIM HU OOJBIIOTO KPOBOTEUECHUS,
Hu kpoBoteueHuss CRNM (knuHUYeckoe ompenenieHue corjiacHo Aristotle-J). Cam., Hampumep,
Wells G, Coyle D, Cameron C, et al. Safety, Effectiveness, and Cost-Effectiveness of New Oral
Anticoagulants Compared with Warfarin in Preventing Stroke and Other Cardiovascular Events
in Patients with Atrial Fibrillation [Internet]. Ottawa (ON): Canadian Agency for Drugs and
Technologies in Health; 2012 Apr 9. 3, CLINICAL REVIEW. JlocTtynHO B HHTepHETE IO
anpecy www.ncbi.nlm.nih.gov/books/NBK169813/. He3snauutenbHOEe KPOBOTEYEHHE MOKET
BKJIFOUATD SIBJIEHUS], KOTOPBIE ObUTH ONpPEAeNeHbl KaK SIBJICHHUS, HE COOTBETCTBYIOLINE KPUTEPHIM
OOJBIIOrO WIIN KIMHUYECKH 3HAYMMOT0 KPOBOTEUEHHS; HE3HAUNTENIbHOE KPOBOTEUEHUE U3 PaHbI

(KpOBOTeLIeHI/Ie B MCCTC MHBCKIUHN, HOCOBOC KPOBOTCUCHUEC UJIU I'EMATOMA PpaHbI, HE Tpe6yfoula$1
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ONEPAaTUBHOW JEKOMIIPECCHH); SIBHOE€ KPOBOTEUEHHE, HE COOTBETCTBYIOIIEE KPUTEPHSIM
OONBIIOrO0 KPOBOTEYEHHS M CBSI3aHHOE C =1 W3 CIIEAYIOINEro. HOCOBOE KPOBOTEUEHHE
NPONOJDKUTENIBHOCTEIO Oosee 5 MUHYT Wi TpeOyrollee BMELIATENbCTBA, HKXMMO3 HIIH
reMaToMa> 5 ¢cM B caMOM OOJIBIIOM pa3Mepe, reMaTypusi, He CBA3aHHAs C TPABMOH, CBSI3aHHOH C
MOUEBBIM KaTETepOM, KPOBOMU3JIUSHUE B JKENYJOYHO-KULIEUHBbIM TPAKT, HE CBSI3aHHOE C
UHTYOaLMedl MM YCTAaHOBKOH HA30raCTPAJIbHOTO 30HAA, T'€MaTOMa paHbl I OCJIOXKHEHUS,
CYyOKOHBIOHKTHBAJIBHOE KPOBOM3IIUSIHUE, TpeOyrollee NpeKpaleHus MpueMa JeKapCTBEHHbIX
cpencTs, He3HauuTenabHOe KpoBoredeHHe B JKKT wmmm mMoueBBIBOASAIIMX MyTSAX U reMaTroMa B
MECT€ WHBEKIHMH, W/WIM SIBHOE KPOBOTEUEHHME, HE OTBEYANOIEe KPHUTEPHSIM CEepPhe3HOrO
kpoBoteuenus. Cm., Hampumep, Sobieraj DM, Coleman CI, Tongbram V, et al. Venous
Thromboembolism Prophylaxis in Orthopedic Surgery [Internet]. Rockville (MD): Agency for
Healthcare Research and Quality (US); 2012 Mar. (Comparative Effectiveness Reviews, No. 49.)
Appendix F, Additional Evidence Tables. JloctynHO B UWHTepHeTe IO aJpecy
www.ncbi.nlm.nih.gov/books/NBK92309/.

[00254] OOBMHO MacCHBHOE KpPOBOTEUYEHHE XapaKTepU3yeTcs IO CTaHAapTam
MesxayHapomHOro o0ImecTBa no u3y4eHuro TpoM0030B 1 remoctasza (ISTH) u Bkirouaer oboe
OMacHOe JUIA KU3HU W/WIA CMEPTEJIbHOE KPOBOTEUEHHUE, CUMIITOMATHYECKOE KPOBOTEUEHHE B
KPUTUYECKYI0 00JacTh MM OpraH, U MAacCHBHOE KpOBOTE€UYEHHE OBLJIO pa3leNeH0 Ha
BHyTpUYepenHoe (BHYTPUMO3roBoe, cyOaypanpHoe) u skcrpakpanuaibHoe (OKKT, ornuunas
KKT obnacte) kpoBoreueHue (kiamHHYeckoe ormpeneneHne cormacHo RE-LY); cumnrom
KPOBOTE€UEHHsI B BAXKHYIO AHATOMHYECKYIO 00JacTh (KIMHUYECKOE OIpeNeNieHHe COTJIACHO
Rocket-AF); omacHoe nns ku3HH 3a0pIOIIMHHOE, BHYTPUYEPENHOE, BHYTPUIIA3HOE WU
BHYTPUCIIMHAJIPHOE KPOBOTEUYEHHE, WM KpPOBOTEUeHHe, TpeOyroliee XUPYPrHuecKoro
BMeLIaTeNbCTBA (KIMHUYECKOe ompeneneHne cornacHo Artistotle-J). SIBneHust maccuBHOTrO
KPOBOTEUEHHs] MOTYT BKJIIOYATh T€, NMPH KOTOPbIX HAOMIOAAeTCs MajeHHe I'eMOIJIOOMHA II0
MeHblIlel Mepe Ha 20 /)1 iy nepeauBaHie™> 2 eqUHUL LETbHON KPOBH (IPUTPOLIMTAPHAST Macca
YIIOMUHAIOTCS B ONPEEIeHUH OMaCHOTO JJIs )KU3HU KPOBOTEUEHUsT; onpeneneHue coriaacHo RE-
LY omacHoro mns ku3HU KpoBoTeueHus:: > | u3 cnenyromux kputepues: (1) cMmepTenbHOe
CUMIITOMAaTHYECKOEe BHYTPUYEPEITHOE KPOBOTEUYEeHHE, (2) CHI)KEHHE YPOBHS I'eMOIJIOOMHA IO
meHblieir Mepe Ha 5,0 1/;m;, (3) mepenuBanme mno MeHblied Mepe 4 EJ xpoBu wmim
SPUTPOLUTAPHON Maccel; (4) CBA3aHO C THIOTEH3HWEH, TpeOyromel HCIoIb30BaHNE
BHYTPUBEHHBIX ~ MHOTPONHBIX  areHToB Wi (5) HEoOXOmUMOCTb  XHPYPTrHYECKOrO
BMEILIATENIbCTBA); MAZCHUE T'eMOTJIOONHAa Ha >2 T/ WIKM NepeNnuBaHue >2 eIUHHI LEJTbHOM
KpoBu/3putpormToB (knuHu4eckoe ompenenenue cormacHo ISTH wmmm Rocket-AF), w/mmm
KPOBOTEUEHHE, TpeOyrollee XUPYyprudeckoro BMeIIaTeabcTBa Win nepenuBanus >2 EJI, wmm
CBSI3aHO C 3MHU30JIaMHU CHIDKEHUsI reMorjoonHa Ha >2,0 r/n. Cm., Hanpumep, Wells G, Coyle D,
Cameron C, et al. Safety, Effectiveness, and Cost-Effectiveness of New Oral Anticoagulants
Compared with Warfarin in Preventing Stroke and Other Cardiovascular Events in Patients with
Atrial Fibrillation [Internet]. Ottawa (ON): Canadian Agency for Drugs and Technologies in
Health; 2012 Apr 9. 3, CLINICAL REVIEW. JloctynHO B UHTEpHETE MO aapecy
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www.ncbi.nlm.nih.gov/books/NBK169813/.  Bonbimoe KpoOBOT€YEHHE MOXKET  BKJIFOYATh
KJIMHUYECKH SIBHOE KPOBOTEUEHHE, CBSI3aHHOE C MafeHneM reMoriobnHa™> 20 /i1, KIMHHYECKH
SIBHOE IMPOSIBJICHUE, NPUBOAsIIEE K nepenuBanuto >2 EJ[ spuTpoLUTapHOM MacChl WA LENIbHOU
KpOBH; (paTaipHOE, 3a0pIOMINHHOE, BHYTPUUYEPENHOE, BHYTPUITIA3HOE MM BHYTPUCIIMHAJIBHOE
KPOBOTEUEHHE, KPOBOTEUEHHE, TpeOyrolee MpeKpalieHns ISUeHUs: WK Beayllee K MOBTOPHON
omepaimy;  ¢araibHOe,  3a0pIOIIMHHOE,  BHYTPHUYEPENIHOE WM  BHYTPUCIHMHAJIBHOE
KPOBOTEUEHHE, KPOBOTEUEHHE M3 JIIOOOro JAPYyroro KpUTHYECKOTO OpraHa, KpPOBOTEYEHHE,
BeAylllee K IOBTOPHOM oOmepanuy, sIBHOE KPOBOTEUEHHE C WHIEKCOM KpPOBOTEUEHHUs >2;
MaCCHUBHOE KPOBOTEUYEHHE U3 paHbl (reMaToMa paHbl, TpeOyIoLIasi ONepaTUBHON JEKOMITPECCHH )
wii OONbIIOE KPOBOTEYEHHME, HE CBA3AHHOE C PAHOW (CKeJNyIOYHO-KHIIEYHOe MU
BHYTPUMO3TOBOE KPOBOU3JIHMSIHUE), KJIMHUYECKU SIBHOE KPOBOTEUEHHE, CBSI3aHHOE JHOO CO
CHIDKEHHEM TreMorjoonmHa Ha >2 r/mn, gubo ¢ HeoOXoaumMocThro mnepenuBanus >2 EJ|
SPUTPOLUTOB, BHYTPHYEPENTHO WM 3a0pPIOIMHHO (YTO TPHUBENIO K OKOHYATEIHHOMY
NPEKPAIEeHNI0 AHTUKOArYJSIHTHOW Tepanuu). Cm., Hampumep, Sobieraj DM, Coleman CI,
Tongbram V, et al. Venous Thromboembolism Prophylaxis in Orthopedic Surgery [Internet].
Rockville (MD): Agency for Healthcare Research and Quality (US); 2012 Mar. (Comparative
Effectiveness Reviews, No. 49.) Appendix F, Additional Evidence Tables. Available from: the
World Wide Web at www.ncbi.nlm.nih.gov/books/NBK92309/.

[00255] Kommnozummu p®B MoryT comepkaTbCsi B (papMaLleBTUYECKUX COCTaBaX, Kak
OMMCAaHO B JAaHHOM JOKyMeHTe. Takue cOCTaBbl MOXHO BBOJUTH NEPOPAIBHO, MECTHO,
TpPaHCIEPMAJIbHO, TAPEHTEPATbHO, C TOMOIIBIO HHIAISALMOHHOTO CIIPesl, BATUHAJIBHO, PEKTAJIbHO
WIM TyTeM BHYTPUYEpPENHON uHbEeKUUHU. lMcrnonp3yemblli B AaHHOM JOKYMEHTE TEPMHH
«TapeHTepaIbHbI» BKJIKOYAET MOAKOXHBIE HHBEKLWUH, BHYTPUBEHHBbIC, BHYTPUMBILIEUHBIE,
WUHTPALMCTEPHAIbHBIE WHBEKIUM WIN MeToAbl HHpY3uu. B  HekoTopsIX BapuaHTax
ocymectsienuss p@®B BeomaT BHyTpuBeHHO. Takke paccMaTpuBaeTCss BBEIECHUE MyTEM
BHYTPUBEHHOW, BHYTPUKO)KHOH, BHYTPHMBIIIEYHOW, WHTPAMaMMApHOH, BHYTPHOPIOIIUHHOM,
UHTPATEKAIbHON, peTpoOyapOapHOi, BHYTPHJIETOYHOW WHBEKIMU W/HWIH XUPYPrHYECKOU
UMIUIAHTALUU B KOHKPETHBIH y4acTOK. OOBMHO KOMITO3UIIMH TPAKTHYECKH HE COAEpKaT
IMUPOTEHOB, a TAKXKe APYTUX MPUMECEH, KOTOPbIE MOTYT ObITh BPEIHBIMU JUJISl PELIUITUEHTA.

[00256] B omHOM acmekTe COCTaBbl IO JAHHOMY HM300PETEHHIO BBOIAT IyTEM
HAYaJIbHOTO OOJIFOCHOTO BBENEHHSI C TIOCIIEAYIOLIEH HeMpephIBHOW HHDY3UEH IS monaep KaHus
TeparneBTUYECKUX YPOBHEHN JIeKapCTBEHHOIO IpernapaTa B KpoBU. B kauecTBe npyroro mpumepa
COEAMHEHHE M0 W300PETEHUI0 BBOAST B BHIE ONHOKPAaTHOW 03bl. CHEeUHanucThl B JaHHOM
00JJaCTH TEXHHWKH JIETKO ONTUMHU3UPYIOT 3((PEKTUBHbIE NO3MPOBKH M PEXHUMbI BBEIEHUS,
ompenensieMble  HaAJEeXKalleld MEAMLUHCKON MPAaKTUKOW M KJIMHUYECKUM COCTOSIHHEM
OTAENbHOro mnanueHTa. llyTeh BBeOEHHs MOXET ObITb, HO HE OrPaHUYHMBAETCS OSTHM,
BHYTPUBEHHBIM, BHYTPUOPIOIIMHHBIM, IOJKOXXHBIM WJIM  BHYTPUMBIIIEYHBIM. YHacToTa
JO3MPOBAHUS 3aBUCUT OT (PApMAKOKHMHETHUECKHX I1apaMeTPOB areHTOB M CIoco0a BBEACHMUS.
OntumanbHbli (apMaleBTHUECKUI COCTaB OMNpPEIENseTcs] CHEeHaJiCTOM B JaHHOW 0O0acTH

TEXHUKH B 3aBUCHMOCTH OT MyTHU BBEACHHs U >KeynaeMoil no3upoku. Hampumep, Remington's



84

Pharmaceutical Sciences, 18th Ed., 1990, Mack Publishing Co., Easton, Pa. 18042 ctp. 1435-
1712, packpblTHE KOTOPOrO HACTOSALIUM BKJIKOYEHO B JAHHBIM AOKYMEHT IOCPEACTBOM CCBUIKH
BO BCEH €ro MOJIHOTE [Js BCeX ILieNell M, B YaCTHOCTH, IJIsl BCEX METOAUK, CBA3aHHBIX C
COCTaBaMHM, IYyTSMU BBENEHUS U JO3MPOBKAMH sl (papMalleBTUUECKUX MpPOAYKTOB. Takue
COCTaBbI BJIUSIFOT Ha (PU3UUECKOE COCTOSTHHE, CTAOMIIBHOCTD, CKOPOCTh BBICBOOOKAEHHS 1N Vivo
U CKOPOCTb BBIBEJCHMS BBOJAMMBIX AareHTOB in Vvivo. B 3aBuCMMOCTHM OT NyTH BBEIECHUS
NOAXOsIas 4034 PaCCUUTBHIBACTCA B COOTBETCTBUM C MAacCOW Telsa, IJIOLAAbI0 MOBEPXHOCTU
Tena wid pasmepoM oprana. [lopxonsmme H03bI MOTYT OBITh YCTAHOBJIEHBI C MOMOIIBIO
OOIIENPUHATHIX AHAJTU30B JJIsl OMPENEeNIeHUs] 103 B KPOBH B COYETAHHH C COOTBETCTBYIOLIMMHU
JaHHBIMU f03a-peakuys. OKOHYATENbHYIO0 CXeMY JIEUEHHUs OIpeeseT Jiedaluii Bpad ¢ y4eTOM
pa3IUYHBIX (PAKTOPOB, KOTOpPbIE H3MEHSIOT NEHCTBHE JIEKAPCTBEHHBIX CPENCTB, HANpUMEp,
cneun(pUIeCKyr0 aKTHBHOCTb JICKAPCTBEHHOTO CPEICTBA, TSKECTh MOBPEXKICHHS U PEAKIHIO
nanueHTa, BO3PaCT, COCTOsHME, MacCcy Teja, IMOJ W JAWeTy INalUeHTa, CTelNeHb TIXKEeCTU
uHpEeKInH, BpeMs BBEICHHS WU ApPyrue KInHu4eckue ¢axtopsl. Hampumep, TUnmmyHas no3a
pexomOuHaHTHOrO @B MO maHHOMY M300peTeHnto cocrasisier npuomsurensao S0 Ex/kr, uro
paBHo 500 mkr/kr. Ilo Mepe mpoBeneHUst UCCIENOBAHUN OyIOeT MOSBIATHCS JOMOJHHUTENbHAS
UH(pOpPMaLIKs OTHOCHUTEIBHO COOTBETCTBYIOLINX YPOBHEH MO3UPOBKH W MPOJOJIKUTEIBHOCTH
JICUEHUS Pa3IMIHBIX 3a00IeBaHUI U MATOJIOTUIECKUX COCTOSTHUH.

[00257] B mnpakTHUeCKOM TNPUMEHEHWH HACTOSALIET0  W300pPETEeHHs]  MOXKET
HCIIOJIb30BAThCS, €CIM HE YKa3aHO MHOE, TPAJULMOHHbIE METOAbl U ONUCAHUS OPraHUYECKOU
XUMHH, TEXHOJOTHMH IIOJUMEPOB, MOJIEKYJSIpHOH Ouonorun (BKIKOYAass PEKOMOMHAHTHBIE
METOAbI), KJIETOYHOH Ononoruy, OMOXUMHMH U UMMYHOJIOTHH, KOTOpPbIE HAaXOASTCSA B Ipeneax
KOMITETEHIIMM CIIE[MAJINCTa B JaHHOH oO0nacTu TexHUKU. Takue TpajAWuLHOHHbIE METOIBI
BKJIIOYAIOT CHHTE3 TMOJMMEPbIX MAaTpPUL, T'HMOPUAN3ALMIO, JUTHPOBAHHE U OOHApyKeHHE
rUOpUIN3AIMN C UCIIONB30BaHHEM MeTKU. KOHKpeTHble MIUTIOCTpPAlMU MOAXOAAIINX METOAMK
MO’KHO TIOJIy4YUTh, OOPATHBIIUCH K MPUBEIEHHOMY HIDKe pumepy. OIHAKO, pa3yMeeTcsi, MOKHO
UCIIOJIB30BaTh U JIpyrHe SKBHUBAJICHTHbIE TPAaAULMOHHBIE MPOIENyphbl. Takue TpagulMOHHBIE
METOAMKH U OTMHMCAHUS MOJKHO HAWTH B CTAHZAPTHBIX JJAOOPATOPHBIX PYKOBOJCTBAX, TAKUX KaK
Genome Analysis: A Laboratory Manual Series (Vols. I-1V), Using Antibodies: A Laboratory
Manual, Cells: A Laboratory Manual, PCR Primer: A Laboratory Manual, and Molecular
Cloning: A Laboratory Manual (all from Cold Spring Harbor Laboratory Press), Stryer, L.
(1995) Biochemistry (4th Ed.) Freeman, Highly stabilized York, Gait, “Oligonucleotide
Synthesis: A Practical Approach” 1984, IRL Press, London, Nelson and Cox (2000), Lehninger,
Principles of Biochemistry 3rd Ed., W. H. Freeman Pub., Highly stabilized York, N.Y. u Berg et
al. (2002) Biochemistry, 5th Ed., W. H. Freeman Pub., Highly stabilized York, N.Y., Bce u3
KOTOPBIX BKJIFOUEHBI B JIAHHBIA JOKYMEHT B IMOJHOM OOBEME IOCPEACTBOM CCBUIKH U BCEX
LEJIEN.

[00258] CnenyeT OTMETUTD, UYTO HCIONB30BAHUE OINPEAEICHUI B €IMHCTBEHHOM YHUCJIE
HE MCKJII0YAaeT BO3MOXKHOCTH HAJIMYUS ONPEAETICHUH BO MHOXKECTBEHHOM YHCJIe, €CiIi 0OpaTHOe

IpsAMO HE YKa3aHO B KOHTCKCTEC. TaK, HalmpuMmep, CCbUIKa Ha KaHTUTEJIO0» BKIIFOYAET MHOXECTBO
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TAaKUX aHTHUTEJN, a CChUTKA Ha «KJIETKY-XO3SMHA» BKJIIOYAET CChUIKY Ha OIHY MJIH OOjiee KJIeTOK-
X0351€B M UX DKBHBAJICHTOB, U3BECTHBIX CIELHATUCTAM B JaHHOM 00JaCTH TEXHUKH, U TaK Jajiee.
Cnenyer Takke OTMETUTh, YTO B (OpPMyJly H300peTeHUs] MOTYT BHOCHTHCS MPABKH C LIEJBIO
UCKJIFOUYEHUs] JTIOOBIX HeoOs3aTeNbHbIX dJeMeHTOB. (lenoBaTesbHO, JAHHOE YTBEPXKIEHHE
IOJDKHO CJIy’)KMTh B KAueCTBE MPEIBAPUTEIBHOTO OCHOBAHHS Il HCIOJb30BAHUS TaKOMH
HCUEPIIbIBAIOLIEH TEPMUHOJIOTHH, KaK KHCKIFOYUTEIBHO», KTOJBKO» M T. II. B CBSI3U C YKa3aHHEM
3JIEMEHTOB (POPMYJIbI H300PETEHHSI, UJIU UCTIONb30BAHMS «OTPULIATEIEHOTOY» MPHU3HAKA.

[00259] Ecnu He yka3aHO WHOE, BCE YIOTpeOIsieMble B TAHHOM JTOKYMEHTE TEXHUYECKHE
U HaydyHbIE TEPMHHBI HUMEIOT OOIIENPUHSTOE 3HAYEHHE, TOHSITHOE JIFOOOMY CIEIMAINCTy B
JaHHOW O0JIaCTU TEXHUKHM, K KOTOPOH HMeeT OTHOIIEHWE HacTosimee u3o0pereHue. Bce
YIIOMSIHYThIE B JAaHHOM JTOKYMEHTE MyOJIMKAIMK BKJIFOUEHBI B TAHHBINA JOKYMEHT MOCPEICTBOM
CCBUIKM C IENIbI0 OIMHCAHUST U PACKPBITUS YCTPOUCTB, KOMITO3UIMH, COCTABOB W METOMUK,
KOTOpbIE OMUCAHBI B MyOJUKAIIMKA U KOTOPbIE MOTYT OBITh MCIIOJB30BAHBI B CBS3H C HACTOSIIIIHM
n300peTeHneM.

[00260] Korma mnpuBOmMTCS AWANa3OH 3HAYEHUMN, CJEAYeT TNMOHUMAaTb, YTO HaHHOE
n300peTeHne OXBAThIBAET KAKAOE MPOMEKYTOUHOE 3HAYE€HHE C TOYHOCTBIO J0 AECSTOrO 3HaKa
HIDKHETO TpeleNa, eClii B KOHTEKCTE sIBHO HE yKa3aHO WHOE, MEXIy BEPXHHUM U HIKHUM
IPEAENIOM 3TOTO IMANa30Ha, a TAkXkKe JI000e APYroe yKa3aHHOE WIIM MPOMEKYTOYHOE 3HAYCHUE
B TAKOM YKa3aHHOM Juana3oHe. BepxHUil U HIKHUHN Tpenesbl JaHHBIX MEHBIINX THATa30HOB
MOTYT OBITh HE3aBUCHMO BKJIFOYEHBI B MEHBIIHE IHUANa30Hbl U TaKXKe BKJIOYEHbI B JAaHHOE
n300peTeHne ¢ y4eToM JIFo0oro CrenuaibHbIM 00pa3soM HUCKJIFOUEHHOTrO Tpefesia B YKa3aHHOM
nuamazoHe. Eciau ykasaHHBI [Uana3oH BKIKOYAaeT OAMH WM o0a mpenena, IHAra3OHbI,
UCKJIOYAIOIMe OOWH Wi o0a 3THX BKJIIOYEHHBIX Mpenesa, TakkKe BKIIOUEHbl B JAHHOE
n3o0peTeHue.

[00261] Hnsa obGecneueHusi Ooyiee MOJHOTO MOHMMAHHs HACTOSIIETO H300pETEHHs B
NPUBEIEHHOM BBIIIE OMUCAHUH HU3JIOKEHbI MHOTOYHCIICHHBIE KOHKPETHBIE neTaid. OMHaKo st
CTeLHAINCTa B TaHHOM 00J1aCTH TEXHUKHU OyIeT OYEBUIHO, YTO HACTOSIIEE H300OPETEHHE MOKET
NPUMEHSITHCS Ha MPAKTUKE U O€3 OIHOM Mtk OoJlee YKa3aHHBIX KOHKPETHBIX aeTaneii. B npyrux
ciydasix OOINEU3BECTHBIE OTIHYUTENbHBIE TPH3HAKH W TMPOLEAYPhI, XOPOIIO H3BECTHBIE
CHEeLUAINCTAaM B JAHHOW OOJIACTM TE€XHUKH, HE OBUIM ONHMCaHBbl BO HM30€KaHUE 3aTPyIHEHHS
MOHUMAaHUS U300pETEHUSI.

[00262] Xors HacTrosimee u300peTEHHE OMUCAHO B OCHOBHOM CO CCBUTKOH Ha
KOHKPETHBIE BapHAHTBI OCYIIECTBIICHUs, TAKKe MPEANOJaraercs, 4YTO JAPYrMe BapHaHTBHI
OCYIIECTBIIEHHs] CTAHYT OYEBUIAHBIMH ISl CIELHAIUCTOB B JAHHOW OOJaCTH TEXHUKH MOCTE
NPOYTEHHsI HACTOSIIIIErO PACKPHITHS, U MPEAMONAraeTcs, YTO TaKHe BapHUAHThI OCYIIECTBICHHS
BKJTFOUEHBI B CIIOCOO MO HACTOSIIIEMY U300PETEHHIO.

NMPUMEPBI

IIpumep 1. O¢dexktuBHOCTE M O€30MaCHOCTb NPOPHIAKTUKH C HCIIOJIB30BAHHEM
pexomOnHaHTHOTO (aktopa (o Bunnedpanma (PB) mpu Tsxenoil ¢opme Oonesnu (o

Bunnebpanna (bB): JluzaliH npoCeKTHBHOIO MEXIYHAPOAHOTO OTKPBITOIO MHOT'OLIEHTPOBOTO
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uccnenoBanus ¢assl 3

Bsenenue

[00263] V maumenToB ¢ Oone3nbto pon BumneOpanna (bB) mHapymen remocras uz-3a
KOJINYECTBEHHOTO MJIM KaueCTBeHHOro nedunura ¢pakropa Gon Bunnedpanna (PB), kpynHoro
MYyJIBTUMEPHOTO TIIMKONPOTENHA I1a3Mbl KPOBH C KJIFOUEBBIMU M€éMOCTATHUECKUMH (PYHKLIUAMH,
OTOCPEAYIOIINMH arperanuo TPOMOOIIMTOB U CTAOMIIN3UPYIOLIMMH (PakTOp CBEPTHIBAHHS KPOBU
VIII (FVIII) B cucreme kpooobpamenus (1-3). Y GonbimHcTBa nanuenTos ¢ BB HabmoxaroTes
JIETKUE WM YMEPEHHbIE KPOBOTEYCHHUSI U3 CIU3UCTBIX 000JIOUEK U KPOBOTEUEHUS MOCHE TPABM
WINA Omepanui, XOTs MOTYT BO3HHKATh W YIPOXKAIOIIUE KU3HU KPOBOTEUEHUs, OCOOEHHO Y
NALIMEHTOB C TsDKENOH (hopmoii 3abonesanus (1,2).

[00264] PexomOunantHeii ®B (p®B, BoHMKOr ansda, VEYVONDI™; Baxalta
Innovations GmbH, a Takeda company, BeHna, ABCTpus) NpPOWU3BOAUTCS IO TEXHOJOTHH
pexomOunanTHOW JIHK B JNMHMM KJIETOK SIMYHMKA KUTAHCKOro XOMsidka Oe3 noOaBiieHws
HK30T€HHOTO OeJIKa YeJIOBEYECKOr0 HITH JKUBOTHOIO POHCXOXkAeHuUs (4). @B comepkuT noynHeli
npodune MyasTHMEpoB ®PB | BKIIOYAs CBEPXKPYIHBIE MYJIBTHUMEPBI, KOTOPBIX OOBIYHO He
XBaTaeT B KoHIeHTparax ®B, momyueHHbIX W3 miazMmbl, (M®PB), MOIBEPrHyTHIX BO3AEHCTBUIO
ADAMTSI13, pacwerusiroteit @B nporeasst (5-7)

[00265] IlammenTtam ¢ TspKenoit ¢popmoii BB MoxeT ObITh MOJE3HO MPOPHIAKTHIECKOE
neuenne p®B s mopmepkanust ypoBHs DB u FVIIL, uroObl CHHU3UTH PHUCK 3IMU3010B
CHOHTaHHOrO KpoBoteueHus (JK), Brimowas remMapTpo3, SIMUCTAKCHC U KPOBOTEUYEHHUS U3
HKEIyJOYHO-KUIIEYHOr o TpakTa (8-13).

[00266] CHmxeHue 4YacTOTBl M MNPOAOJKUTENBHOCTH OK, BEpOSATHO, yMEHbIIAeT
NOTPeOHOCTh B TMEPENMBAHUU HPUTPOLMTOB M CHMKAET PHUCK DPAa3BUTHUA W3HYPUTEIBHBIX
CONYTCTBYIOLINX 3a00JIeBaHU, BKIIOYast apTponaTHo (8,9)

HEJIM KIIMHUYECKOI'O NCCJIEJJOBAHMA

[00267] llenbto wuccaemoBaHusi ObUIO U3Yy4UTh 3(PPEKTUBHOCTb U OE30MACHOCTH
IUTATEJILHOTO TipodriakTHaeckoro jederus pP@B y nanueHTos ¢ Tsokesnoi gpopmoit BB.

Jn3aitH nccienoBaHus

[00268] B maHHOM JIOKYMEHTE OMUCHIBAETCS TJI00ATbHOE MHOTOLIEHTPOBOE OTKPBITOE
uccnenoBaane ¢aspr 3 (NCT02973087, EudraCT, Ne 2016-001478-14) nnst mpoCreKTUBHON
OLIEHKH 3¢ dexTuBHOCTH, Oe3omacHOCTH u (bapMaKOKHHETHKU HENpPepbIBHOTO
npodunakTudeckoro jeueHuss p@B y B3pocibix manueHToB ¢ Tspkenon Gopmoit BB (ucxonHast
pucrouerua-kodakropHasi aktuBHocTh ®PB [®B:KP] <20 ME/nn), xotopeiMm TpeboBajnach
tepanus n®B s korTpost K B TeueHue roga no perucrparmu (®Pur 1).

[00269] ITauuenTsl oTHOCATCS K | MM 2 Koropram, B 3aBUCUMOCTH OT TUMa cxeMbl OB,
MOJIY4E€HHOTO /10 BKIIFOYEHHUS B MCCIEOBAHNE: JIEUeHHE TI0 HEOOXOAUMOCTH (KOTOpTa «JICUEHHSI
o HEOOXOOMMOCTHY») M MpOoQHIAKTHIECKOe JedeHne npenaparoM ndB (koropra «c 3amMeHOi
npenapata»). IlanuenTel obenx koropt OyayT mony4arh npoduiakrudeckoe nedeHue pd@B B
TeueHue 1 rona.

ITanmeHTh!
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[00270] Tlauments! B Bo3pacTe>18 ner ¢ amarHozom Tspkenol ¢gopmel BB (ncxonHblit
ypoBeHb ®B:KP <20 ME/nn), tpeOyromeii nedenus OB 1y KOHTPONS KpPOBOTEUEHUS
(OCHOBHBIE KPUTEPUH BKJIIOUEHHs] B MCCIENOBaHHE NOAPOOHO mpencrtaBieHbl Ha Pur. 2)
IIporokon uccnenoBanus OpLT OAOOPEH COOTBETCTBYIOLIUM JIOKAJIBbHBIM STHYECKUM KOMHTETOM,
U BCE€ MAIMEeHThI MPEIOCTABIIIN MUCbMEHHOE MH(QOPMHUPOBAHHOE COTJIACHE Tepe]] BKIIOUEHUEM B
UCCIIEZIOBAHMUE.

Hccnenyemoe neueHue

[00271] IMaumenTs! nonyyanu npodpunaktuky p@B, kak onucaHo HUXeE.

[00272] [ns KOropThl JieUeHHUs] MO HEOOXOMUMOCTH CTaHAAPTHYIO MPO(UIAKTHUECKYIO
no3y 50+10 ME/kr p®B:KP BBOmmim nyrem BHyTpuBeHHOH HH(pYy3uu. Jlo3a mMoxer ObITh
yBenmueHa 10 80 ME/kr.

[00273] Bce mauueHTsI oNy4ajy 103y ABa pasza B Henemo (Dur. 3, cxema A).

[00274] [Jna xoropTel C 3aMEHOW Tipemapara exeHenenbHas pgo3a pPB,
skBuBaieHTHasi+10% oT exkeHenenbHON 1036l TPB, mony4yaemoli panee, OblIa pasneieHa Ha 2
BHyTpuBeHHbIe HHOY3mm (Pur. 3, cxema A), makcumym 80 ME/kr Ha omHy HH(OY3HIO.
ExenenenpHyto no3y BBomwiu B BHAe 3 uHOy3mil (Pur. 3, cxema B), B cooTBercTBHH C
KJIMHUYECKUM 3aKJIIOUE€HHEM, 103y OAMH pa3 B HeNeJI0 pas3pellialy TOJbKO B TOM Ciydae, €Clu
MALUEHT paHee noaydan 103y n®B oauH pa3 B HEAENIO.

[00275] o3a p®B moxer ObITh AOMOJHUTEIBHO MEPCOHAIU3UPOBAHA C YKA3aHHBIM
INara3oHOM Ha OCHOBE (DapMAaKOKMHETHUECKMX JaHHbIX, ucropun OK u pe3ynbraTos
KJIMHUYECKUX U JlabopaTopHbix oneHok. Ilammenter ¢ DK, xoropbie TpedOyroT neuenus DB,
nonyyaiu pPB s nedeHus kposoreueHus. Jloza € MONPaBKOM HA Maccy IOJDKHA
OCHOBBIBATbCS Ha THUIE M TsKeCTH DK M COOTBETCTBYIOIIMX KJIMHUYECKUX U JIAOOPATOPHBIX
nokasareisix. PexomOunanTHbli FVIII (aHTHreModunbHbIA  (dakTop [peKOMOWHAHTHBIH]
[ADVATE, Baxalta US Inc., komnanus Takeda, Jlekcunrron, mrat Maccauycerc]) Obut Obl
BBEJICH, el Obl HeMeieHHOe NoBbiteHne ypoBHs FVIII Obu1o KITMHUYECKH MOKA3aHO.

[00276] IlamueHTbI, KOTOPHIM BO BpeMsi HCCIENOBaHMS MOTPeOOBAIOCH MPOBENCHUE
IUTAHOBBIX OMNepalui WM CTOMATOJOTHYECKUX Mpouenyp, nonydanu p@B ans xynuposaHus
OMEPALIMOHHOTO KPOBOTEYEHMs, a 3aTeM BO300HOBISUM TpoduiakThHueckoe yedeHue pPB.
ITepen onepauueii p®@B BBOnUIN Oe3 pexombunanTHOro FVIIL, ecnu yposens aktuBHOcTH FVIIT
(FVIIL:C) maxomwics Ha pPEKOMEHIyeMOoM ILeneBoM ypoBHe: >0,4 ME/mn mis manod wim
cromMarosiornyeckoii oneparuu u >0,8 ME/mi nist 6onb1noi onepauuy.

Kpurepun 3¢(eKTHBHOCTH B UCCIEAOBAHUH U CTATUCTUYECKUH aHAIN3

[00277] OcHoBHBIE KpuTepuH 3(PPEKTHBHOCTH B MCCIIEAOBAHUH NepeunciieHbl Ha Pur. 4
(Tabmwma 3).

[00278] Cratuctuueckuil aHanu3 BKJIKOYal NMPUMEPHO 22 MalueHTa, B TOM 4YHCIE IO
MeHblIeH Mepe S5 mauueHtoB ¢ bB 3 Tuna u mo MeHbuiel Mepe 8 MALMEHTOB B KaKIOU
uccienyeMoil koropre; GopMalIbHBIX PacCueTOB pa3Mepa BHIOOPKU HE MPOU3BOAMIIH.

[00279] IlepBuunblii aHanu3 3p(HEKTUBHOCTH MPOBOAMIN HA BCEX MAI[MEHTaX, KOTOpPbIE

nonydamu npodunaktudeckoe nedenue pPB. I'UK nnsg cnoHTaHHBIX KpOBOTEUEHHUil OynyT
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OLIEHUBATh C MOMOINBI OTPHULATENbHOH OMHOMHAIBHOW PErpeccHH Uil KaXIOH KOrOpTHI
UcCcleoBaHus (KOropTa «JIe4eHUsl 0 HEOOXOAMMOCTH» MIJIM KOTOPTa «C 3aMEHOH Ipernaparay).
Cpasraenne 'YK 111 CIOHTAHHBIX KPOBOTEUEHUH 10 MCCIIEAOBAHUS U BO BPEMsl UCCIIEIOBAHUS
OBUIO OCHOBAaHO HAa MALMEHTaX U3 KOropThl «C 3aMeHOW mnpemapara». s oueHku Oyner
UCIIONIb30BaHa O0OOIIEHHAs! JIMHEHHas MOAeNab CO cMelmaHHbMU dddexramu. KosdduuneHrt
I'UK ObL1 mpeacTaBiieH ¢ 2-CTOPOHHUM 95% OBEPHUTENbHBIM HHTEPBAJIOM JUUIS KaXKIOW KOTOPTBI
UCCIIe0BaHMUS.

Craryc uccinenoBaHus U 3aKIIFOYEHIE

[00280] BxiroueHne y4aCTHUKOB B UCCJIEIOBAHHE 3aBEPIIECHO.

[00281] Tlo pe3ysnbTaTam 3TOro MPOCHEKTUBHOTO HcchenoBaHus (asbl 3 MPeaCcTaBlICHbI
nanable 00 s¢¢exktuBHOCTH U Oe3zomacHocTH pPB s MpOMIAKTHKH  CIIOHTAHHBIX
KPOBOTEUYEHHH Y MAIIMEHTOB C TsDKeNoi (hopmoii bD.

[00282] ITepuon uccnenoBanus npodunakrudeckoro jeueHus: pd@B cocrasun 1 rox, a
OCHOBHBIM KpuTepueM s>¢dextuBHocTH siBisiercss [ UK il CioHTaHHBIX (HETPaBMATUYECKHX )
KPOBOTEYECHU.

[TepBuunble kpuTepuu 3¢ HeKTHBHOCTH

[00283] IIpocnekTHBHO 3aperucTpupoBaHHAs rojosas yactora kpoBoreuenuil (I'UK) B
OTHOLIEHWH 3MH30/I0B CIIOHTAHHOTO (HE CBS3aHHBIX C TPAaBMOW) KPOBOTEUYEHHS BO BpeMs
npodunakruaeckoro geueHus (p@B) u ncropuueckas 'YK y4acTHHKOB B OTHOIIEHUH 3TIH30/10B
CIIOHTAHHOTO KPOBOTEYEHHS BO BpEMs JIEYEHHs I10 HEOOXOAMMOCTH (BPEMEHHBIE PAMKH:
npubnusuTensHo 1 rom).

ITEPECMOTPEHHBIE BTOPUYHBIE KPUTEPUHU 3OPEKTHUBHOCTU

[00284] Konu4yecTBO y4YaCTHHUKOB C yYMEHBIIEHHWEM TOAOBON YacTOThl KPOBOTEUEHUM
(T'JK) nnst 5mu30[0B CIIOHTAHHOTO (HE CBSI3AHHBIX C TPaBMOI) KPOBOTEUEHHsT BO BpeMs
NpOQUIAKTUKN TIO CPaBHEHMIO ¢ coOcTBeHHOH ucropuueckoii UK yuacTHHKOB BO Bpems
JIeYeHHsI IO HeOOXOIMMOCTH (BPEMEHHBIE PAMKHU: IPUOIU3UTENBHO 1 rox).

[00285] Konu4ecTBO y4acTHHKOB 0O€3 KPOBOTEUEHHMH BO BpeMsl MPOPHIAKTHYECKOTO
JeyeHuss pekoMOMHaHTHBIM (akropom ¢on Bumnebpanna (p®PB) (BpeMeHHBIE paMKu:
npubnusuTensHo 1 rom).

[00286] KomuuectBo nHpy3uii pekomOuHanTHOrO (hakropa Gpoxn Bumnedpanna (p®@B) u
ADVATE B mecsn BO BpeMsi MpOPHIAKTUYECKOTO JICYCHHUS, a TAKXKE BO BPeMsl JICUEHUS I10
HEOOXOIMMOCTH (BpEeMEHHbBIE paMKHU: PUOMU3UTENbHO | rox).

[00287] KomuuectBo nH]y3uii pekomObuHaHTHOTO (hakropa ¢on Bunnebpanna (p®@B) u
ADVATE B rom Bo BpeMsi MpoHIAKTUYECKOTO JICYEHHUs, a TAK)KE BO BPEMsI JICYCHHUs TIO
HEOOXOIMMOCTH (BpeMEHHbBIE paMKHU: PUOIU3UTENbHO | rox).

[00288] OGmee nmotpednenue pexkomOuHaHTHOTO (akropa ¢on Bumnedpanma (p@B) u
ADVATE B Mmecs1 ¢ monpaBKoi HA Maccy BO BpeMsi MPOPHIAKTUIECKOTO JEUEHHS, a TAKKE BO
BpEMs1 JIEUeHUsI IO HEOOXOIMMOCTH (BpEeMEHHBIE paMKU: PpUOIU3NUTENbHO 1 rox).

[00289] OGmee norpednenue pexkomOuHaHTHOTO (akropa ¢on Bunnedpanma (pPB) u

ADVATE B rox ¢ mompaBkoil Ha Maccy BO BpeMs NMPOQUIAKTHYECKOTO JICUEHUs], a TAK)Ke BO
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BpEMs1 JICUEHHsI IO HEOOXOIUMOCTH (BpEeMEHHBIE paMKU: pUOIU3nuTENbHO 1 rox).

[00290] YacToTa BO3HUKHOBEHHUS TPOMOOIMOOINUECKUX SIBICHUH (BPEMEHHbIE PAMKU: B
TEYEHHE BCErO MEePHOa UCCIEAOBAHUS OKOJIO 22 MECSLEB).

[00291] Yactota BO3HMKHOBEHHMS TsDKEJIBIX peaKLUN T'MIEePUYyBCTBUTEIBHOCTH
(BpeMeHHbIE PaMKH: B TEUE€HHE BCETO MEePHOAA UCCIEAOBAHMS OKOJIO 22 MECSLEB).

[00292] Konu4ecTBO y4aCTHUKOB, Y KOTOPBIX 00pa30BAIUCh HEUTPAIM3YIOLIHE aHTHTEA
K pekoMOuHaHTHOMY (haktopy ¢oH Bumnebpanna (p®@B) u daxropy VIII (FVIII) (BpemenHbIe
pPaMKH: B TEUEHHE BCETO MePUOa UCCIEAOBAHUS OKOJIO 22 MECSLEB).

[00293] Konu4ecTBO y4YaCTHHMKOB, y KOTOPBIX 00pa3oBaMCh OOLIHE CBSI3bIBAIOIIHE
aHTHUTEeNa K pekoMOMHaHTHOMY (aktopy ¢on Bummnebpanga (p®B) u daxropy VII (FVII)
(BpeMeHHbIE PAMKH: B TEUEHHE BCETO MEePHOAA UCCIEIOBAHMS OKOJIO 22 MECSLEB).

[00294] KomuuecTBO Y4YaCTHHUKOB, y KOTOPBIX OOpa3oBajMCh aHTHTENAa K Oenkam
sugHUKa kutarickoro xomsuka (CHO), ummyHnornobynuny G (IgG) Mblmy U peKOMOMHAHTHOMY
¢bypuHy (BpeMEHHbIE PAMKH: B TEUEHHE BCETO MEPHOAA UCCIENOBAHMS OKOJIO 22 MECSLIEB).

[00295] ®apmakokuHeTHKa - mocTeneHHoe BocctaHoBneHne (I1B) (BpemMeHHbIE paMKu:
30 munyT 10 nHQY3UYN, 1 nocne nHpy3un depe3 30 munyT U 1, 6, 12, 24. 48 u 72 yaca).

[00296] ®apmakoKHUHETHKA - KOHEUHBIH neproa noiyxusan (T1/2) (BpeMeHHbIe paMKH:
30 munyT 1o nHQY3UN, 1 nocne napy3un depe3 30 munyT U 1, 6, 12, 24. 48 u 72 yaca).

[00297] ®apmakokuHeTHKa - cpenHee Bpems yaepxkanus (MRT) (Bpemennbie pamku: 30
MUHYT 10 HHQYy3uu; u nocnue napys3un depes 30 munyt u 1, 6, 12, 24. 48 u 72 gaca).

[00298] dapmakokuHeTHKa - IUIOMALb TON (hapMAKOKUHETHUECKOH KPHUBOW/103a
(AUC/no3a) (Bpemennsie pamku: 30 MuUHYT 10 nHGY3UM; U nocie uHpys3un depe3 30 MuHyT 1 1,
6, 12, 24. 48 u 72 4aca).

[00299] dapmakOKMHETHKA - IUIOLIAAb NOA (PapMAKOKMHETHYECKOH KPUBOH MEPBOrO
momeHTa/no3a (AUMC/no3a) (Bpemennble pamku: 30 MUHYT 10 MHQY3MH; W NOCIE MHPY3UU
yepe3 30 munyt u 1, 6, 12, 24. 48 u 72 4aca).

[00300] ®apmakokuHeTHKa - O0OBEM pacrlpeneNieHuss B PaBHOBECHOM cocTosHUU (Vss)
(Bpemennblie pamMku: 30 MUHYT 10 uHY3UH, 1 ocie uHpy3un depe3 30 munyt u 1, 6, 12, 24. 48
u 72 4aca).

[00301] ®apmakokuHeTuka - kupeHc (CL) (BpemenHble pamku: 30 MUHYT 10 HHDY3UY,
u niocne nHpy3um uepes 30 munyt u 1, 6, 12, 24. 48 u 72 yaca).

[00302] KomuuectBo nH}y3uii pekomOuHanTHOrO (hakropa ¢on Bumnebpanna (p®@B) u
ADVATE (rFVIII) Ha oxguH snu3on croHTaHHOTO KpoBoredeHus: (JK) (BpeMeHHbIe paMKu: B
TE€YEeHHE BCErO MepHoAa UCCISIOBAHUS, PUMEPHO 0 22 MECSIIIEB).

[00303] KomuuectBo nH]y3uii pekomOuHanTHoro ¢akropa Gpon Bunnedpanna (p®@B) u
ADVATE (rFVIII) Ha onuH smu307 TpaBMaTHueckoro kposoteueHus: (JK) (BpeMeHHbIe paMKH:
B TEUEHHE BCETO MMEPUO/Ia UCCIEOBAHNS, IPUMEPHO 10 22 MECSIIEB).

[00304] Ilorpebnenune pexkomOuHaHTHOTO (hakTopa ¢oH Bumnebpanna (pPB) nu
ADVATE (rFVIII) ¢ monpaBkoii Ha MacCy Ha OOWH 3MH30] CIIOHTAaHHOTO kpoBoteueHus (DK)

(BpeMeHHbIE PaMKH: B TEUEHHE BCETO MEePHOAa UCCIIEAOBAHMS, IPUMEPHO J10 22 MECALEB).
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[00305] Ilorpebnenune pexkomOuHaHTHOTO (haktopa ¢oH Bumnebpanna (pPB) wu
ADVATE (rFVIII) ¢ mompaBkoif Ha Maccy Ha OJIWH 3MU30 TPABMATUYECKOTO KPOBOTEUEHUS
(OK) (BpeMeHHBIE paMKH: B TE€YEHHE BCETO NEPUOJA UCCIENOBAHNUS, TPUMEPHO 10 22 MECSIIEB).

[00306] OOmas oneHka TIeMoCTaTU4ecKOM 3(PQPEeKTUBHOCTM TPU  OCTAHOBKE
KPOBOTEUEHUs (BPEMEHHbIE PAMKHU: B TEYEHHE BCEro Mepuojia MCCIeOBaHUs, PUMEPHO 10 22
mecsues). Mcnonb3oBanu 4-0auibHyo mkany: Oingno, Xopowo, Y MeperHo, OTCyTCTBYeT.

[00307] HHatpaonepaumnonHass (akTHYeCKas KPOBOMOTEPS IO CPABHEHUIO C
NPOTHO3UPYEMOii - ecu TpedyeTcst onepaius (BpeMeHHble paMku: O-1 AeHb (10 3aBEepIICHUIO
onepauun)). OLeHHUBaeTCs OMEPUPYIOLIMM XHPYPTOM) MO 3aBEPIISHHIO ONEPALIHH.

[00308] HurpaonepanyionHass remocratudeckas 3(pQekTHBHOCTh - ecinu Tpelyercs
onepauusi (BpeMeHHble pamku: O-fi neHp (Mo 3aBepiieHuro omneparun)). OeHKa MO IIKale:
OTJIMYHO, XOpPOIIO, YMEPEHHO N OTCYTCTBYET - OLIEHHBAETCSI ONMEPUPYIOIIUM XHPYPTOM IO
3aBEPILICHUIO ONEePALH.

[00309] [Ins maHOBO# omepauuu: oOmiasi OLEHKAa reMOCTaTHUYeCKOH 3((EeKTUBHOCTH
yepe3 24 vaca u Ha 7-i1 m 14-i meHp mocie mocienHed nepuonepaunoHHon uHy3mn pdPB
(BpemenHble paMku: 24 yaca u Ha 7-i U 14-i AeHb MOCie MOCNEAHeN MepPHONepaIOHHON
uH}y3un p®@B). Onenka no mkaixe OTIMYHO, XOPOILIO, YMEPEHHO WIJIH OTCYTCTBYET.

[00310] CyrtouHas uHTpa- U TOCJIEONEPAIIMOHHAs 1032 C TMOMPAaBKOW Ha Maccy
(Bpemennble pamku: 0-if 1eHb (AeHBb omepauuu) - nmociaeonepauoHHblii 14-i nenp). Cyrounas
UHTpa- U rnocyieonepannonHas 1o3a p®PB ¢ nonpaskoii Ha maccy unmu 6e3 ADVATE.

Hcxonnble BropudHble KpUTepuH 3PPEKTUBHOCTU

[00311] Konu4yecTBO y4aCTHHUKOB C YMEHbIIEHHEM TIOJOBONH YacTOTbl KPOBOTEUEHUI
(I'YK) nns 5nu30[0B CIIOHTAHHOTO (HE CBA3AHHBIX C TPaBMON) KPOBOTEUEHHUS BO BpeMs
NpoQUIAKTUKN TIO CPaBHEHMIO ¢ coOcTBeHHOI ucropuyeckoii UK y4acTHHKOB BO Bpems
JIEYEHUs! IO HEOOXOAMMOCTH (BPEMEHHBIE PAMKH: IPUOIM3UTENBHO 1 TON).

[00312] Konu4ecTBO y4acTHHKOB 0O€3 KPOBOTEUEHHMI BO BpeMsl MPOPHIAKTHYECKOTO
JeyeHuss pekoMOWHaHTHBIM (akropom ¢oH Bumnebpanna (p®PB) (BpeMeHHBIE paMKu:
npubnu3uTeNsHO 1 rom).

[00313] KonuuectBo nHpy3uii pekomOuHanTHoro ¢akropa Gpon Buinedpanna (p®@B) u
ADVATE B Mmecs11 BO BpeMst JieueHHs! 10 HeOOXOAMMOCTH (BPEMEHHBIE PAMKH: MPUOJIM3UTEIIBHO
1 rom).

[00314] KomuuectBo nH]y3uii pekomOuHanTHOro (akropa Gpoxn Bunedpanna (p®@B) u
ADVATE B rog Bo Bpems JiedeHHs 110 HEOOXOIUMOCTH (BPEMEHHBIE PAMKH: MPUOTU3UTENBHO |
ron).

[00315] OGmee nmotpednenne pexkomOuHaHTHOTO (akropa ¢on Bumnedpanma (pPB) u
ADVATE c nompaskoii Ha MacCy B MeCSII] BO BpeMsl JIEUEHHsI 110 HEOOXOIUMOCTH (BpeMEHHbIE
paMku: mpuOnusnuTensHO 1 rom).

[00316] OGmee norpednenue pexkomOuHaHTHOTO (akropa ¢on Bumnedpanma (pPB) u
ADVATE c nomnpaBkoif Ha MacCy 3a roj JieueHHus 1Mo HeOOXOAMMOCTH (BPEMEHHBbIE PaMKH:

npubnusutensHo 1 rox).
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[00317] YacToTa BO3HUKHOBEHHUS TPOMOOIMOOINUECKUX SIBICHUH (BPEMEHHbIE PAMKU: B
TEYEHHE BCErO MEePHOa UCCIEAOBAHUS OKOJIO 22 MECSLEB).

[00318] Yacrora BO3HUKHOBEHHS TSDKEIBIX pEAKUMH TUIEepYyBCTBUTEIBHOCTU
(BpeMeHHbIE PaMKH: B TEUE€HHE BCETO MEePHOAA UCCIEAOBAHMS OKOJIO 22 MECSLEB).

[00319] Konu4ecTBO YyH4aCTHUKOB, Y KOTOPBIX 00pa30BaiCh HEUTPAIU3YIOLIHE aHTHTENIA
K pekoMOMHaHTHOMY (aktopy ¢oH Bunnebpanna (p®B) u daxropy VIII (FVII) (BpemenHbIe
PaMKH: B TEUEHHE BCETrO MEePHOJIa UCCIEOBAHUS OKOJIO 22 MECSLEB).

[00320] KonuvecTBO y4YaCTHHMKOB, y KOTOPBIX 0OOpa3oBajiMCh OOLIHE CBSI3bIBAIOIIHE
aHTHUTEeNa K pekoMOMHaHTHOMY (akropy ¢on BumneOpanma (p@B) u dakxropy VI (FVIII)
(BpeMeHHbIE PAMKH: B TEYEHHE BCETO MEPHOAA UCCIEIOBAHUS OKOJIO 22 MECSLIEB).

[00321] KosmuecTBO Yy4YaCTHHUKOB, y KOTOPBIX O0Opa3oBajHCh aHTHTENAa K Oenkam
suyHuKa kutarickoro xomsuka (CHO), ummynornobynuny G (IgG) Mblmu U peKOMOMHAHTHOMY
¢bypuHy (BpeMEHHbIE PAMKH: B TEUEHHE BCETO MEPHOAA UCCIEAOBAHMS OKOJIO 22 MECSLEB).

[00322] ®apmakokuHeTHKa - mocTeneHHoe BocctaHoBneHne (I1B) (BpeMeHHbIE paMKu:
30 munyT 1o nHQY3UYK;, 1 nocne napy3un depe3 30 munyT U 1, 6, 12, 24. 48 u 72 yaca).

[00323] ®apmakoKHUHETHKA - KOHEUHBIH niepuoa nonyskusnu (T1/2) (BpeMeHHbIe paMKH:
30 munyT 1o nHQY3UYN, 1 nocne napy3un depe3 30 munyT U 1, 6, 12, 24. 48 u 72 yaca).

[00324] ®apmakokuHeTHKa - cpenHee Bpems yaepxkanus (MRT) (Bpemennbie pamku: 30
MUHYT 10 UHQYy3uu; u nocyue napy3un yepes 30 munyt u 1, 6, 12, 24. 48 u 72 gaca).

[00325] dapmakokuHETHKa - IUIOMAnb TOH (hapMAKOKUHETHYECKOH KPHUBOM/103a
(AUC/no3a) (Bpemennsie pamku: 30 MuHYT 10 nHGY3UM; U nocie uHpy3un depe3 30 MuHyT 1 1,
6, 12, 24. 48 u 72 yaca).

[00326] dapmakokMHETHKA - IJIOMAAbL MOA (apMAKOKHHETHYECKOH KPUBOH INEPBOTO
mMomeHTa/no3a (AUMC/no3a) (Bpemennble pamku: 30 MUHYT 00 MHQY3MH; W MOCHE MHPY3UU
yepe3 30 munyT 1 1, 6, 12, 24. 48 u 72 yaca).

[00327] ®dapmakokuHeTHKA - O0OBEM paclpenesieHus B PaBHOBECHOM cocTossHUU (Vss)
(Bpemennblie pamMku: 30 MUHYT 10 HHQY3UH, 1 Iocae uHpy3un yepe3 30 munyt u 1, 6, 12, 24. 48
u 72 4aca).

[00328] ®apmakokuHeTuka - knupeHc (CL) (BpemenHble pamku: 30 MUHYT 10 HHDY3UY,
u niocnie nHpy3um uepes 30 munyt u 1, 6, 12, 24. 48 u 72 yaca).

[00329] KomuuectBo nHpy3uii pekomOuHanTHOTO hakropa pon Bumnedpanna (p®PB) u
ADVATE (rFVIII) Ha omguH snu3on croHTaHHOTO KpoBoteudeHus: (JK) (BpeMeHHble paMKu: B
TE€YEeHHE BCErO MepHoAa UCCISIOBAHUS, PUMEPHO 0 22 MECSIIIER).

[00330] KomuuectBo nHpy3uii pekomOuHanTHOro (akropa Gpoxn Bunnedpanna (p®@B) u
ADVATE (rFVIII) Ha onun 3mu3o7 TpaBMaTHdeckoro kpoeoteueHus: (OK) (BpeMeHHbIE paMKu:
B TEUEHHE BCETO MEPUO/Ia UCCIEOBAHNS, IPUMEPHO 10 22 MECSIIEB).

[00331] Ilorpebnenune pexkomOuHaHTHOTO ¢haktopa ¢oH Bumebpanna (pPB) nu
ADVATE (rFVIII) ¢ monpaBkoil Ha Maccy Ha OAMH 3MU30] CIOHTaHHOrO KpooredeHus (JK)
(BpeMeHHbIE PaMKH: B TEUEHHE BCETO MEPHOAA NCCIIEAOBAHMS, IPUMEPHO J10 22 MECSLEB).

[00332] Ilorpebnenue pexkomOuHaHTHOrO ¢akropa ¢oH Bumnebpanna (pPB) wu
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ADVATE (rFVIII) ¢ mompaBkoi Ha Maccy Ha OJIWH 3IMHU30I TPABMATUYECKOTO KPOBOTEUEHUS
(OK) (BpeMeHHBIE paMKH: B TEUEHHE BCETO MEPUOIA UCCIEOBAHNS, IPUMEPHO A0 22 MECSIIEB).

[00333] OOmas omeHka reMocTaTHuecKko 53(Q(EeKTHBHOCTM TPU  OCTAHOBKE
KPOBOTEUEHUs (BPEMEHHbIE PAMKHU: B TEYEHHE BCErO MEepUOojia MCCIeOBAHUs, PUMEPHO 10 22
mecsues). Mcnonb3oBanu 4-0amnbhyo mkaity: Omiugyao, Xopomo, YmMepeHHo, OTCYyTCTBYeT.
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[00334] HecmoTpss Ha TO YTO B JAHHOM JOKYMEHTE OBLUTM TOKAa3aHbl U OMUCAHBI
WITFOCTPATUBHbIE BAaPHAHTHI OCYINECTBJIEHUS HACTOSIIEr0 H300peTeHMs, CHEeLHaliucTaM B
TaHHOW 00JNIACTH TEXHUKH OyZeT OUeBHIHO, YTO JAaHHbIE BAPHAHTHI OCYIIECTBIICHHS IPUBEICHBI
UCKJIFOUHUTENIPHO C LENIbI0 MIUTIOCTpanuu. MHOXKECTBO BapHauuii, N3MEHEHHH U 3aMeH OyayT
OYEBHUJIHbI CMELUAIMCTAM B JAHHOH 0O0MacTu TeXHWKH 0e3 OoTxoma OT 00beMa M CYLIHOCTH
Hacrosimero u3odperenus. Crenyer NMOHMMATh, YTO PA3IMYHbIE AJbTEPHATHBHBIE BAPUAHTBI
OCYIIECTBIIEHHUS] HACTOSILEr0 H300pETeHHs], OMNHCAHHbIE B JAaHHOM JOKYMEHTE, MOTYT
NPUMEHSITBCS TIPU MPAKTHYECKOM OCYIIECTBICHUU HACTOsIIero n3ooperenus. [lpeamnonaraercs,
YTO HIDKeclneayroomas GopMysia H300peTeHns onpenessier o0beM H300peTeHHs U, YTO TaKuM
00pa3oM OXBaTBIBAIOTCA CHOCOOBI U CTPYKTYpbl B mpenenax oObemMa TaHHOH (GOpMyJIbI
n300pETeHNs U UX SKBUBAJIEHTOB.

[00335] IIpuBeneHHbIe BbIIIE MPUMEPHI MIPEIOCTABJICHBI ISl TOTO, YTOOBI MPEIOCTABHUTH
CTHELIMAIMCTaM B IaHHOW 00JIACTH TEXHUKH IOJHOE PACKPBITHE U OMHMCAHUE TOTO, KaK CO3/1aBaTh
Y UCTIOJIb30BATh BAPUAHTHI OCYILIECTBIEHHSI KOMITO3ULMHA, CHCTEM U CIIOCOOOB O N300PETEHHIO,
U HE TpEeAHA3HAYEeHbl JJIs1 OTPAaHHYEHHUS OOBEMa TOTo, YTO HM300peTaTreny CUYUTAT CBOMM
n3o0pereHneM. Moaudukanuyu BBIIEONNUCAHHBIX CHMOCOO0OB OCYILIECTBICHHUS H300pETeHNUS,
KOTOpblE OYEBHIHBI CHENHMAJNCTaM B JAaHHOM OO0JacTH TEXHUKH, BXOOAT B 00BEM
HIDKENPUBENEHHON (opMynbl n3obpereHus. Bce maTeHThl M nyOnukanuu, yHNOMSIHYTHIE B

ONMMCaHWH, YKa3bIBAKOT HAa YPOBCHb KBaJ'II/I(I)I/IKaLII/II/I CrIenuajJucCcTOB B obnactu TEXHUKH, K
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KOTOPOH OTHOCUTCS H300peTeHne. Bce CCbUIKM, MPOLUTUPOBAHHBIE B JAHHOM OIHCAHUH,
BKJIFOUEHBI TTOCPEACTBOM CCBUIKM B TOH JK€ CTENEHH, KaK eciau Obl Kaxaas cCbUIKa Oblia
BKJIFOUEHA TMTOCPEACTBOM CCBIIKHU TMOJTHOCTBIO HHINBUAYAJIBHO.

[00336] Bce 3aronoBku u 0003HAYECHHSI PA3AEIIOB UCIIONB3YIOTCS TOJBKO JUISL ICHOCTH U
CIPAaBOYHBIX LEJIeH M HUKOMM OOpa3oM He JOJIKHBI PacCMaTPUBATBHCS KAaK OrPaHUYMBAIOLIHUE.
Hanpumep, cneumanuctbl B JaHHOH OOJACTH TEXHUKU OLEHST IOJIE3HOCTh OOBEIMHEHHS
Pa3IUYHBIX ACMEKTOB M3 Pa3sHbIX 3arojOBKOB U Pa3lesioB B COOTBETCTBUHU C CYIIHOCTBIO U
00BEeMOM U300pETEeHNS1, OMTUCAHHOTO B JAHHOM JIOKYMEHTE.

[00337] Bce ccpuiky, MpOUUTHPOBAHHBIE B JAHHOM IOKYMEHTE, TEM CaMbIM BKJIFOUEHBI B
JAHHBIN TOKYMEHTE MOCPEICTBOM CCBUIKM BO BCEH CBOEH IMOJHOTE U U BCEX LEJel B TOM Ke
CTENEHH, KaK ecu Obl KaKAas OTAeNIbHAsl MyOJMKaIlvs, TaTeHT WM MAaTeHTHas 3asBKa ObLIa
CHEeLHATbHO U WHAWBUAYAJIBHO YKa3aHbl JJIs1 BKJIOUEHHUS] B KaueCTBE CCBUIKH BO BCEH CBOEH
MIOJIHOTE JJIs1 BCEX LieTIeH.

[00338] MHuorue MonupuKalul U BapUALlMM JAAHHOW 3asBKU MOTYT OBITH BBITOJHEHBI
0e3 OTKJIOHEHHsI OT €€ CYIIHOCTH M 00beMa, Kak OyJeT OYEBHIHO CIHEHaliCcTaM B JaHHOM
oOnactu TexHUKH. KOHKpETHBIE BapUaHTBl OCYLIECTBIEHHUS U MPUMEPHI, ONMUCAHHBIE B JAHHOM
IOKYMEHTE, TpPeNJiaraloTcsi TOJBKO B KAauecTBE IPHMEpa, W TNPWIOKEHHE ITOJDKHO OBITh
OTPaHUYEHO TOJIBKO YCJOBUSMH MpuUiIaraeMoil (opMmysbl HM300peTeHUs BMECTE C TIOJHBIM

00beEMOM 9KBUBAJICHTOB, KOTOPBIC €10 OXBAYUCHBI.
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D®OPMYJIA U3OBPETEHUS

1. Cnocol6 mnpodpunakTU4ecKOro JE4YeHHs SIU30[0B CIHOHTAHHOTO KPOBOTEUEHUS VY
cyObpekTa ¢ Tspkenoit Qopmoii O6onesnu ¢on BumneOpanna (BB), Bkiroudaromuii BBEAEHHE
CyOBeKTYy Z1Ba pa3a B HEJENIO MO MeHbIIEeH Mepe ONHOW A03bl peKOMOMHAHTHOTO (akTopa (HoH
Bunnebpanna (p@B) B nuanasone ot no MeHbineii Mepe okojo 40 ME/kr no okono 80 ME/kr,
CHIDKAs TakUM OOpa3oM dYacTOTy W/MIM IPOAOJDKUTENBHOCTh 3MH300B  CIOHTAHHOTO
KPOBOTEUEHMSI.

2. Cnocob mo m. 1, B KOTOPOM MO MeHblieil Mepe onHa ao3a p®@B cocrasnser oT mo
MeHbInei Mmepe okojio 50 ME/kr no okoso 80 ME/kr.

3. Cnocob mo 1. 1 win 1. 2, B KOTOPOM CYOBEKT UMEET UCXOAHBIH YPOBEHb PUCTOLIETHH -
kodaxTopHoii aktuBHOCTH PB (®B:KP) B nuamazone or 20 ME/nn wnu MeHee, WM y HETO
nuarHoctuposana bB tuna 1.

4. Crocod no m. 1 wm . 2, B KOTOpOM y cyOBekTa auarHoctuposaHa bB tuma 2A, 2B
unu 2M.

5. Cnoco0 mo 1. 1 nnm 2, B KOTOPOM CyOBEKT uMeeT coneprkanue antureHa @B (PB:Ar)
B nuamna3one ot 3 ME/mn wnu Beime, win y Hero auarHoctuposana bB tuma 3.

6. Cnocob mo mobomy u3 mm. 1-5, B KOTOpOM CYOBEKT monydai npopUIaKTHIECKOe
JieueHHe TOJNy4eHHbIM u3 miasmMbel ®PB (m®B) B TeueHue mnocnegHux 12 MecseB 10
NepBOHAYAIBLHOrO BBeneHus: pPB.

7. Cniocob no modomy u3 mm. 1-6, B KOTOPOM CyOBEKT Nepeskusl Mo MeHbIneld mepe 3
3MHU30/1a CIIOHTAHHOT'O KPOBOTEUEHHS B TEUEHHE NIOCIEHUX 12 MecsLeB.

8. Crioco0 no mobomy u3 . 1-7, B KOTOPOM BBEACHHE BBITIONHSIIOT KaXable 3-4 THS.

9. Cnocob o nrobomy u3 mm. 1-8, B KOTOPOM BBeEHHE BBIMOJHAOT B 1-if 1eHb U Ha 5-i
N€Hb, 2-1 NeHb U 6-1 NeHb WK 3-1 AeHb U /-1 AeHb 7-AHEBHOIO Nepuoa.

10. Cnioco6 o mobomy u3 m. 1-9, B KOTOPOM BBEAECHHUE BBIMOJIHSIOT 110 MEHbIIEH Mepe
Kaxknble 24 yaca, 36 yacos, 48 yacos, 72 yaca wiu 84 yaca.

11. Cnocob mo mobomy u3 mmn. 1-10, B KOTOPOM BBEAEHHE BBIMOJHSIOT MO MEHbLICH
Mepe Kaxkable 72 yaca.

12. Cnoco6 mo modomy u3 mm. 1-11, TONOJHUTENBEHO BKJIIOUYAKOIINNA BBEIEHHE CyOBEKTY
1o MeHbInell Mepe ogHON n03bl pekomMOuHaHTHOro (hakropa VIII (rFVIII - anrn.: recombinant
Factor VIII).

13. Cnoco6 mo m. 12, B KOTOpOM BBeAEHHE MO MeHblueld Mepe omHoW no3bl rFVIII
BBIMOJIHSIOT OJJHOBPEMEHHO MJIH ITOCJIEI0OBATEIbHO C BBEICHUEM 0 MEHbIIEH Mepe OHON 03I
pPB.

14. Cnocob6 mo nmobOoMy U3 MPEObIAyIIUX MYHKTOB, MpHYeM CYOBEKT BO30OHOBIISIET
npoQHIAKTHUECKOE JICUSHHE TOCIIe MPOBENEHUS IIAHOBOH ONEpaluy MM CTOMATOJIOTHUECKON
OTepaLuu.

15. Cnocob mo . 14, B KOTOPOM €CJIM IUIAHOBAsI ONEpaLys SIBJIIETCS] MAJION orepanueit
wim cTomarosiorndeckort oneparuei, a akrusHocTh FVIII (FVIILC) y cybbpekra cocTaBisier mo

menbel Mepe 0,4 ME/min unu Gonblie, cyObpekTy nepen onepanueit BBoaat p®@B 6e3 rFVIIL
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16. Crmoco® mo m. 14, B KOTOPOM €ClM IUIAHOBAas ONepalys sBJSAETCS OOJbILION
onepauueii, a akruBHOCTh FVIII (FVIIL:C) y cyObekra cocrapnsier no meHpiueii mepe 0,8 ME/mn
wu Bele, cyobekty BBoasT p®@B 6e3 rFVIII nepen onepauueii.

17. Cnocob mo mobomy u3 mm. 1-16, B kotopoMm 3P ekTUBHOCTh MPOPUIAKTHUECKOTO
JIeUEHUs] TIPOSIBJIACTCS B CHIDKeHMHM Ha >25% ropoBoil wactoTel kpoBoreueHuit (I'UK) B
OTHOLIGHHH 3MH30[0B CIIOHTAHHOTO KPOBOTeUeHHs BO Bpems mnpodmiaktuka pPB 1o
cpasHeHuro ¢ 'YK no neuenus.

18. Crocob mo mobomy u3 mm. 1-16, B kotopoMm 3P dekTHBHOCTh MPOPHIAKTHUECKOTO
JIEYECHUsI TIPOSIBJISIETCS] B CHIDKEHUM Ha >25%, >30%, >35%, >40%, >45%, >50%, >55%, >60%,
>65%, >70%, >75%, >80%, >85%, >90% wunmu >95% rogosoii yactoThl kpoBoreuenuii (I'UK) B
OTHOLIEHWH 3TH30J0B CIOHTAHHOTO KpPOBOTEUEHUs BO Bpems mnpodwiaktukn pPB 1o
cpaBHeHuto ¢ ['UK 1o neuenus.

19. Cnocob mo mobdomy u3 mm. 1-18, B xotopoMm 3¢ dekTHBHOCTh MPOPHIAKTHUECKOTO
JeUeHHUsT U3MEPSIIOT myTeM oueHkn akTuBHOCTH ®B:KP w/mnu FVIII B o0pa3nax, moixy4eHHbIX
oT cyOBeKTa 10 U mocie mpoduiakTudeckoro jgeueHus: p@B.

20. Crocob mo mobomy u3 mm. 1-19, B koTopoMm 3P PeKTHBHOCTD MPOPHIAKTHUECKOTO
JedeHus: u3MepsitoT myTeMm oueHkn aktuBHocTH FVII, FVIILC, ®B:KP, ®B:Ar w/umm
KOJUTareHCBsI3bIBaoIel criocooHoctrn @B B oOpasuax, MOMydyeHHBIX OT CyOBeKTa O U IMOCIe
npoduaakTudeckoro jgeueHus: p@B.

21. Cnocob no m. 19 mwnmu . 20, B koTopoM 00pasiel st oneHku akTuBHOCTH FVIIL
FVIIL:C, ®B:KP, ®B:Ar w/miu kKouareHcBsi3biBaromel cnocobnoctn @B nmonydatot yepes 15
MHHYT, 30 MuHyT, 60 MUHYT, 3 4aca, 6 yacos, 12 yacos, 24 ydaca, 28 4acos, 32 yaca, 48 4acos,
72 vaca nnu 96 yacos nocse npopuIakTuIeckoro nedeHus: pd@B.

22. Cnocob mo mobomy u3 mm. 19-21, B KoTopoM 00pasibl ISl OLEHKH aKTHBHOCTH
FVII, FVIIL.C, ®B:KP, ®B:Ar w/unu kosjaareHcBsi3piBaroliel crnocodnoctu @B monyyaroT
yepe3 25-31 neHb nocne npodunakTudeckoro geueHus pOB.

23. Cnocob mo mrobomy u3 mm. 1-22, B KOTopoM 3P PeKTHBHOCTh MPOPHIAKTHIECKOTO
JICYSHHs ONPEAEISIFOT TOCHe WM BO BPEMs 3MU30Aa KPOBOTEUEHUs], MPH 5TOM 00pas3ibl AJis
onenku aktuBHoctu FVII, FVIII.C, ®B:KP, ®B:Ar wu/uiud KOJJIareHCBSI3bIBAIOIIIEH
cnocoOHocTH ®B MoNy4ar0T mocie 3MU30[a KPOBOTEUEHHs], U aajiee oOpasLbl MOJNYYarT 10
BBeneHus p@PB, depes 2 yaca nocine Beenenus 4PB u 3atem kaxaple 12-24 gaca 1o paspenieHus
3MU30/a KPOBOTEUEHUS.

24. Cnocob mo mobomy u3 mm. 1-23, B koTopoM 3P PeKTHBHOCTh MPOPHIAKTHUECKOTO
JIeYeHUs1 TMposiBiisieTcss B moBblmeHnn ypoBHeh aktuBHocTH FVII, FVIIL:C, ®B:KP, ®B:Ar
W/WM KoJUTareHCeBs3bIBaroIel criocodHocTn @B nocne npodunaktuyeckoro nedenus pPB mo
CPaBHEHHIO C YPOBHSIMH J10 poduiakTHIeckoro jedenus pPB.

25. Cnoco0 mpodpuiIakTHYeCKOro JIeUYeHHs! 3TMH30A0B CIIOHTAHHOTO KPOBOTEYEHHUS Y
cyOpekTa ¢ Tspkenoit Qopmoii O6onesnun ¢on BumneOpannma (BB), Bkiroudaromuii BBEAEHHE
CyOBeKTy HeIeNbHON 03bl peKOMOMHAHTHOTrO (pakTopa ¢poH Bunnebpanna (p®B), o cymecTBy

SKBUBAJICHTHOW COOTBETCTBYIOLIEH HENEIbHOU 103e nmojydeHHoro u3 miasmel @B (ndB), panee
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BBEJICHHOW TaHHOMY CYOBEKTY, CHIDKAas TaKMM 00pa3oM 4YacTOTy W/WJIM MPOAOJDKUTEIBHOCTH
STMU30/I0B CIOHTAHHOTO KPOBOTEUEHHUS.

26. Criocob mo 1. 25, B kotopoM HezenbHast no3a pPB npumepno Ha 10% meHblIe, yem
COOTBETCTBYIOLIAs HenenbHas no3a ndB.

27. Cnocob no 1. 25, B koTopoM HenenbHas no3a p®@B nmpumepHo Ha 10% Gonblue, yem
COOTBETCTBYIOINAsI HeNleNbHas 103a ndB.

28. Cnocob no mobomy u3 mm. 25-27, B KOTOpOM HenenbHas no3a p®@B mpexacrasnser
co0otli 1Be oTaeNbHbIe HH(Y3UH, BBOAUMBIE B OTJENbHbIC JHU.

29. Cnocob no mobomy u3 mm. 25-27, B KOTOpoM HenenbHas no3a p®@B cocrasnser Tpu
OTAeNbHbIE HH(Y3UH, BBOIUMBIC B OTAEIbHBIE THU.

30. Cnocob mo smrobomy m3 mm. 25-27, B KOTOpoM HenenbHas no3a p@B npexncrasmiser
co00¥ OTHOKPATHYIO UH(Y3UIO.

31. Cnocob no mobomy u3 mm. 28-30, B KOTOPOM Kaxkaasi OTAEIbHAsE HHPY3HS CONEPIKUT
no 80 ME/kr p®B.

32. Cnoco0 no mobomy u3 nm. 28-31, B KOTOPOM Kakaasi OTAEIbHAst HHPY3H CONEPIKUT
80 ME/kr p®@B.

33. Cnocob no mobomy u3 mm. 28-31, B KOTOPOM Kakaasi OTAeNIbHast HHPY3UsI COTEPIKUT
50 ME/kr p®@B.

34. Cnocod mo mrobomy wu3 mm. 25-33, B KOTOPOM CYOBEKT HMEET HCXOIHYIO
pucroueTua-kodakropayo akrusHocTh @B (PB:KP) B nnanasone or 20 ME/nn unn mMeHble,
WUJIK y Hero auarnoctuposaHa bB tuna 1 tumna.

35. Cnioco6 no mobomy u3 nm. 25-34, B KOTOPOM y cyObekTa auarHoctiuposana bB tuna
2A, 2B wnmu 2M.

36. Cniocob mo mobomy u3 mm. 25-35, B KOTOpOM CYOBEKT UMEET CoAepIKaHHe aHTHIeHa
OB (®B:Ar) B nuanazone ot 3 ME/nn unu Beile, Win y Hero AuarHoctuposana bB Tuma 3.

37. Cnocob no nrobdomMy u3 mm. 25-36, B KOTOPOM CYOBEKT MoJydas NpoduiIakTHIECKOe
neyeHue nd®B B TeueHue no MeHbieil mepe 12 Mecsues.

38. Criocob mo snrobomy u3 . 28 u 31-37, B KOTOPOM ABE OTAEbHbIE HH(PY3HH BBOAST B
1-% meHb ¥ Ha 5-¥ nOeHb, WiId 2-U AeHb U 6-i JeHb, Wik 3-H OeHb U 7-H JeHb 7-THEBHOI'O
nepuosa.

39. Cniocob mo mrobomy u3 nm. 27 u 31-37, B KOTOPOM TPH OTAETbHBIE HH(PY3UH BBOAST B
1-#1 nenb, Ha 3-1 neHb, HAa O-1 A€HDb 7-THEBHOTO MMEPUONA.

40. Croco6 mo mrobomy u3 mm. 25-37, B KOTOPOM BBEIEHHE BBIMOJHSIIOT MO MEHBIIEH
Mepe kaxable 24 yaca, 36 yacos, 48 yacoB, 72 yaca unu 84 yaca.

41. Crocob mo mobomy u3 mm. 25-37, B KOTOPOM BBEIEHHE BBIMOJIHSIOT MO MEHBIIEH
Mepe Kaxkable 72 Jaca.

42. Cnocob mo mobomy u3 mm. 25-41, HOMONHUTENBHO BKJIIOYAIOIIUN BBEICHHE
CyOBbeKkTy mO MeHbIlel Mepe OmHOHN no3bl pekomOuHantHOro (axropa VIII (rFVIII - anrmn.:
recombinant Factor VIII).

43. Cnocob no m. 42, B KOTOPOM BBeJ€HHE IO MeHbluel mepe omHoW no3bl rFVIII
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BBITIOJIHAIOT OJHOBPEMEHHO WJIH MTOCJIEI0BATENbHO C BBEAEHUEM HeAEeNbHOU 10361 pPB.

44, Cnocod mo mrobomy wu3 mm. 25-43, B KOTOPOM CYOBEKT BO30OHOBIISIET
npoQHUIAKTHUECKOE JIEUeHHE TIOCIIe MPOBENEHNUs IIAHOBOW OMEpaluy WM CTOMATOJOTHUECKON
orepanuu.

45. Cniocob mo 1. 44, B KOTOPOM €CJIM TUIAHOBAsI OTEPALIUs SIBJISIETCS] MAJIOi omepanuei
WK cToMaTtoyiorudeckoi onepauueii, a aktusHocTh FVIIL (FVIILC) y cyObekTa cocrasisieT mo
menbieit Mmepe 0,4 ME/mn unu 6onblie, cyobexty BBoaat p®@B 6e3 rFVIII no onepauuu.

46. Crnoco®6 mo m. 44, B KOTOPOM €CIH IUIAHOBAas OMeparus SBJSETCS OOJbLION
onepauueii, a aktuBHOCTh FVIII (FVIIL:C) y cyObekTa cocTaBnsier no Menblieit mepe 0,8 ME/mn
wiu 6onee, cyonvekty BBOIsT p@B Oe3 rFVIII no oneparuu.

47. Cnocob mo mobomy u3 mm. 25-43, B KOTOpoM 3¢ (GeKTHBHOCTD MPOPHIAKTUIECKOTO
JICYSHHs TIPOSIBIISIETCS B CHIDKEHMHM Ha >25% romoBod wactorel kpoBoreueHuit (I'UK) B
OTHOIIEHWH 3TH30[0B CIOHTAHHOTO KpPOBOTEYEHHS BO Bpemsi mnpodunakrukn pPB mo
cpaBHeHuto ¢ ['UK 1o neuenus.

48. Cnocob mo mobomy u3 . 25-47, B KOTopoM 3¢ (eKTHBHOCTD MPOPHUIAKTUIECKOTO
JICYCHUSI TIPOSIBIISIETCS] B CHIDKEHUH Ha >25%, >30%, >35%, >40%, >45%, >50%, >55%, >60%,
>65%, >70%, >75%, >80%, >85%, >90% unmu >95% rogosoii yactotsl kpoBoteueHuit (I'UK) B
OTHOIIEHWH 3TH30[0B CIIOHTAHHOTO KpPOBOTeUEHUs: BO Bpems mnpodmraktukn pPB 1o
cpaBHeHuto ¢ ['UK 1o neuenus.

49. Cnocob mo mobomy u3 . 25-48, B KOTopoM 3¢ (eKTUBHOCTD MPOPUIAKTUIECKOTO
JeueHus U3MepsoT myTteM oneHku aktuBHocTH @B:KP w/mnu FVIII B oOpasnax, moixy4eHHbIX
oT cyOBeKTa 10 U nocie npodunakrudeckoro jgeueHus: p@B.

50. Cnocob no mobomy u3 mm. 25-49, B koTopoM 3¢ (hpekTHBHOCTD MPODUIAKTHYECKOTO
JedeHuss U3MepsitoT mytem oueHku aktuBHoct FVIIL, FVIIL:C, ®B:KP, ®B:Ar w/umm
KOJUTareHCBsI3bIBatoIel criocoOHocT @B B 0Opasiax, NOJIy4YeHHBIX OT CyObeKTa A0 M MOCie
npodUIaKTHIECKOro jeueHus: pPB.

51. Cnocob mo n. 49 wmu n. 50, B KoTOopoM oOpasubl i oLeHKH akTuBHOCTH FVIIIL,
FVIIL:.C, ®B:KP, ®B:Ar w/uiu KoJlareHcBsi3biBaronieit cnocodHoctu @B nony4aroT vepes3 15
MUHYT, 30 MuHyT, 60 MUHYT, 3 4aca, 6 yacoB, 12 yacos, 24 4daca, 28 4dacos, 32 yaca, 48 4acos,
72 vaca nim 96 yacoB nocie npopuIaKTUIECKoro eueHus: pd@B.

52. Cnocob mo mobomy u3 mm. 49-51, B KOTOpOM 00pasLbl Uit OLEHKH aKTUBHOCTH
FVIIL, FVIIL:C, ®B:KP, ®B:Ar w/unu koJutareHCBsi3bIBaroeil cnocodrnoctu @B moiy4aroT
yepe3 25-31 neHp nocne npodunakTuaeckoro geueHus pPB.

53. Cnocob no mobomy u3 mir. 25-52, B KOTOpOoM 3P PeKTUBHOCTh NMPOPUIAKTUIECKOTO
JICYSHHs ONPEAEISIFOT TOCHe WIIM BO BPEMs 3MM30Aa KPOBOTEUEHHs], NMPH 3TOM 00pasibl A
onenku aktuBHoctu FVII, FVIII:C, ®B:KP, ®B:Ar wu/uiud KOJJIareHCBSI3bIBAIOIIIEH
cnocoOHocT @B monyyaroT mocie 3Mu30Aa KPOBOTEUEHUs, W Aajiee oOpaslbl MOJNYYaT A0
BeeneHus pPB, uepes 2 yaca nocine Beenenust 4PB u 3atem kaxavle 12-24 yaca 1o paspeuieHus
3MU307a KPOBOTEUEHUSI.

54. Cnoco6 no mobomy u3 m. 25-53, B KOTOpoM 3(PpPeKTUBHOCT NMPOPUIAKTHIECKOTO
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JIeYeHUs1 MposiBiisieTcss B moBblieHuun ypoBHeh aktuBHocTH FVII, FVIIL:C, ®B:KP, ®B:Ar
W/Wm KoJutareHceBsi3bIBaroinel criocodHoctn @B nocne npodunaktuyeckoro nedenus pPB mo
CPaBHEHHIO C YPOBHSMH /10 npoduiakTrydeckoro jedenus pPB.

55. Crocob no moboMy U3 MPEAbIAYIIUX MyHKTOB, IPUYEM CIIOHTAHHOE KPOBOTEUEHUE
BKJIIOYaeT JiroOoe, BBIOpAaHHOE U3 TPYMIbL, COCTOALIEH M3 TreMapTpo3a, JIHCTAKCHUCA,
KPOBOTEUEHMs] U3 MBIIIL, KPOBOTE€YEHHUs] U3 IOJIOCTH PTA U KPOBOTEYEHHS] U3 KEJyAOYHO-
KHUIIEYHOT'O TPAKTA.

56. Cnoco6 mo moOoMy M3 TpeAbIAYIIMX NYHKTOB, NpU4YeM Yy CyObekTa He
nuarHoctuposada bB Tuna 2N unu ncesno bB.

ITo noBepenHocTn
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dur. 1
KoropTa «neyeHuns no Heo6XoAMMOCTH» KoropTa «C 3aMeHo# npenapara»
CKpUHUHTOBBII BH3AT CKpHHEHATOBEIH BH3HT
¥
Busur snroueH (HauansHas oneska OK) BH3NT B CBA3H ¢ HAYAIOM IPOQIIAKTIKN
B rewenne 42 fHeil mocie CRPUEHHTOBOTO B Teuenne 42 aHell nocne CKPHHEMHTOBOTO BU3NTA
BIIZHTA
Y

Onenka OK (1-51)
Uepes || guell mocne ImpieMa IepBoil
Ipo GINIAKTIMECKOI J03B! {IPHOMU3NTENBHO
IpoQUIAKTIIECKOIT 10351 Ne 5-6)

Bzt B ¢B431 ¢ HavagoM ].'IpO(bHJI&KTIIKH

BusiTh DowIeIyIonero HabimoaeHus
1,2, 3,619 Mecanes mocie Hadyala
IpoGIIAKTIMMECKIX MepOTIPIIITHI

Brzurs! nocneayomeroe HabnoeHns
1,2, 3,6 u9 Mecaues mocie Hadala
IpOQIUTAKTIYIECKIX MepOIPUATHII

Ouenxa OK (2-1)
12 Mecs1es mocae Havala
IpodQ IIAKTHISCKIX MEPOTIPHATHI

Ouenxka ©K (2-1)
12 Mecsanes mocie Havaia
PO HTaKTHIECKHX MEPOTIPHATHI

ITocneaanit BU3HT B paMKaX HCCIIeA0BaHAA
96 yacor nocne pHGY3IAN 1A oneHkH ©K

HOCHS}_I‘HHﬁ BH3HT B paMKax HCCICIOBaHIA

96 gacos nocie nadgysnn g onenxkn GK

@K, bapmakoxuHeTHKA.
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dur. 2

OCHOBHEBIE KPHTCPHN BEIKOYCHI 1T HCBKTTIOUCHIIA M3 IICCICI0OBAHHA

K[) HTePHH BRINICHHA

KpnTepnii HeBRAIOUCHHA

TloKyMEHTATBHO NOITBEpEICHHBIN INATHO3 THKETOH (opMBI

bB:

BB trma 1 {GB:KP <20 ME/xn) nam tima 2A (moxrepix aeHubI

no mpodTo MyTsTHMepoB), Tina 2B (IuarsocTnpoBasHsii o

reoTHny ), THOA 2M, 11K
Tuma 3 (OB:Ar <3 ME/an)

[uarso: BB, noaTeepxJeEHbI IpH TOMOIIH TeHETIIECKOTO
TECTIPOBAHNS H AHATII30M MYIBTHMEDOB,
3a()HKCHPORAHHBIT B HCTOPHI GONE3HN WIH TIpH
CKPHHIHTE

HannenTsr 13 Koroptst «c 3amenoit va ndBy, momyasmre
mpofimnakTiyeckoe eveHne npenapatamn ndB B
Tevenne =12 Mecaues 10 CKPHHIHIA

[TatenTE 13 KOTOPTH «ITEUEHNA 110 HeoOX0AHMOCTHY, KOTOpHIE
B HACTOAIIeE BPeMd NOIYHAIOT IeUeHHe «I10
HeOOXOTIMOCTI, 174 KOTOPHIX HECTeI0BATETEM
PEKOMEHT0BAHO PO HIAKTHYECKOE TedeHie

[latieHTE 03 KOTOPTH! «ICUEHTIT IO HeoOXOMMOCTIY, ¥
KOTOPBIX B TeYeHHe NpeIpaymmx 12 mecsuer 0buto >3
JOKYMEHTHPOBAHHBIX CHIOHTAHHBIX KPOBOTEUEHHIT (He
BEJTHTas MeHOpparnio), pebyronmx nevenna OB

Jlnarsos bB tima 2N, ncesao bB nan Apyroro HacleIcTBeHHOTO

TTH NPHOOPETEHROTO HAPYIICHNA CBEPTHIBAHIA KPOBIL, KPOME

bB.

B macTofImee BpEMT TOTYIaCT MPOILTAKTIYCCKOE TETCHHS B

BHjie >3 nHQy3mil B Hefemo

B HacTosImee BpeMs HoTy4aeT MpOMHIIAKTHYECKOS TeYeHHe ¢
exeHeesHON 10301t >240 ME/kr

Hetopns nom Hamdie narndutopa OB Ha MoMeHT CKPHHAHTA

I13BecTHad MOBBINIERHAS TYBCTBATENLHOCTD K TI0DOMY 13
KOMIIOHEHTOB HCCIIeIYeMBIX JeKAPCTBEHHBIX CPEIICTB,
HATPHMEP, K MBIIITHBIM HAN XOMSYBHM Oenkan

n®B — nonyueHHsl 13 mIazMs! Gaktop dox Buaredparaa; BB — 6ome3ns don Buaaebpanaa; OB - gaxtop dor
Bumiebpanna; OB:KP, pucronerun-kodaxropuas akTHEHOCTE Paxropa ¢on Buniebpanna; OB:Ar, aaturen

daxTopa goa Bunrebpanaa.
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dur. 4

Ocaopasie KpHTepHit BCb(tBEKTHBHOCTII B HCCACTOBAHHH

Ten ¢« Kputepnii
Tepausie ¢ TUK 8 orromenmn cnortarseix K3 (1.e. K3, He caa3amHbIX ¢ TpanMoil) Bo Bpedd MpodHIAKTIYECKOTO TeTeHIA ¢
nenoassoanteM pdB
Bropuunsre
JOHeKTHBEOCTS
+ Jload mamienTos B KOTOpTE «Ie9eHnd Mo HeobXogmmoctiy, noctarmnx camkerns [UK #a >25% npr cnontanasx 9K so
pemst npodataktiki pdB o epasrermo ¢ mx YK 10 necaeosanms
» Jloms mamienToBs U3 KOropTs! «¢ 3aMenoif mpenaparay, goctnrmx ['UK x1a cnontannsx 2K Bo BpeMs npodmnakTik
p®B, ne mpepsimatomero ['UK, noryuennofl 7o neeTeT0BanNg Bo BpeMd mpodwiaxtiteckoro Tevenns nOB
* TYK nas cnontanneix 9K no MecTy BO3HHKHOBEHIS KPOBOTEYEHIS BO Bpems NpoduiakTieckoro nevenis pOB
+ Kateropmsuposarnas ['IK 1na cmonranssix 3K, onpegensenas kak 0, 1-2, 3-5 wmm >5 3K b revenne 12 secanes
npogurakTHYeckoro TeveHnd pdB
+ Ofmee 1 cpeanee kommecTso nudy3mit pOB B Hedemo BO BpeMA NPOYITAKTIIECKOTO TeUeHIIT
+ Ofmee notpedaenne pdB ¢ mompasxoii Ha Maccy BO BpeMd MPO(IIAKTHIECKOTO eTeHI
Besomacnocts
» HemenatenpHble SBICKIA — ACTOTA BOSHUKHOBEHIL, CTCIICHD TAACCTH I CBA3D ¢ HCCTCAYCMBIM IPEHAPATOM
+ Tpomboambomraeckne ABIeRNS
* Peakunu runepuyBCTBHTENBHOCTH
+ Obpazopamie Hefitpanmytomnx antute & OB n FVII
* ObpazoBamie odmnx cea3piparomnx agtutes x @B n FVII
* O0pazeBaHie CBA3EIBAIIIIX AHTITET K De/KaM AHUHIKA KNTAHCKOTO XOMATK, HMMYHOrI00y Ay G MBI |
pexoMOHHAHTHOMY (VpHHEY
* Komangecxn 3HAYAMEIE H3MCHCHIA [0Ka3aTeTell KH3HEHHO BAKHBIX QYHKIMIT I KTHHIYeCKIX 1a00paTopHEIX
MapaMeIpoB M0 CPABHERIIO ¢ HCXOTHBIM YPOBHEM
OK 1 &/ mapamerps
+ OK 1 ®/] napamerps! {Koropra «IedeHNS M0 HeODXOANMOCTH ) 1 TAPAMETPH! B PABHOBECHOM COCTOSHIIN (KOTOPTHI
«Ie'eHIT N0 Keo0XOZUMOCTIY H ¢ 3aMeHOIl npenapatan)
- &K mapametpsl: 5a ocxore npodieil axTusrocT @B:KP, OB:Ar 1 koanaren-ceazpatomeii crocodroetn OB B
3JABHCHMOCTH OT BPeMeHH
- @] napametpsi: Ha ocHose FVIILC, muepersoro ¢ noMompto [-cranmilHOTe aHATN3a CBEPTHIBAHNA KPOBH B
JABHCHMOCTH OT BPEMEHH
Honckossle + Byner npoBenena olleHka MapaMeTPOR KaqecTBa JI3HA, CBA3AHHBIX CO 3IOPOBBEM

TYK - rogosas qactoTa xposotewernii; 3K, smmson xposotezerus; FVII - gaxrop VIIL FVIILC, axrusrocts FVIIL @1 - gapuakognnamuka;

1B - moayuennsi 13 maa3MK paktop Gon Buanebparaa; OK - gapmaroxunetnra; p@B - pexoubnnantasti gaxrop Qou Buarebpanma;

OBKP, pncronetnn-kodakTopHad akTHBHOCTE (aktopa dor Buaredparna; @B:Ar, antrren daxtopa don Brrrebpanaa.




SEQ ID NO:1

agebcacago
tatctccocccoo
gagctgtage
geaccatigt
geaggdyaay
goecagggaco
tttcggaagt
cagttaccte
gaatggoaaqg
Lgtcaatgygt
getgtatota
ggccaggatc
gacctgcggyg
agggacetty
acagtggtgt
geagaaggge
ccaccctetg
tgctgggygyg
ggagggaatg
tggtatggag
caatgaaaty
ggatgaaggc
cccteoocecgge
gatctgoago
gagctttgac
ttgccaggac
cgotgtgtge
actgaagcat
aggtgaccto
cotgeagaty
cgdggaagaco
coocctotggg
ggactgocag
caggttctoeo
tgeocgtecago
cggecgegad
cgtgcgeogtco
gtacctgcag
ggaatdcaat
gaggggddac
gqooagaagac
ctgtaccatyg
gtecteocatoge
cgctgacaac
dagagtgeatyg
fgagaacaga
coctggagaa
ctgcacagac
cttegacdgy
ctgceggeagt
ctoagtgaaa
tgacggggay
gteoetggoogyg
coctgageatc
gaattttgat
cootgtggac
gooctectggac

tattgtggtry
agcagtgggg
agacctgatt
ccageagety
atgattcoty
ctttgtgoag
gacttcgtca
cktggcagygyg
agagtgagoc
accgtgacac
gaaactgagy
gatggcagcg
ctgtatggca
acctoggace
gaacgggoat
chgtgggage
gbtggaccccy
ctggagtgceyg
gtgotgtacy
tataggcagt
tgteaggage
cbtctgegtgg
acctoccocctcet
aatgaagaat
aacagatact
cactocttot
accocgcecteog
ggggcaggag
cgeatccago
gactgggaty
tgoggectyt
ctggeggage
gacctgcaga
gaggaggoedt
cogoetgoeoct
tgeatgtgoyg
gcgtggcgeg
tgcgggaceoc
gaggectgeo
tgogtgocca
abcttctecag
agtggagtcc
agcaaaagga
ctgcgggoty
agcatgggcet
tgtgtggeoeoc
acagtgaaga
catgtgtgtg
cbcaaatacc
aaccotggda
tgcaagaaac
gtgaatgtga
tacatcatto
tecgtggtcc
ggcatccaga
tttgggaact
tcateccotg

ggaaagggag
actccacagc
gagcctttbge
agtttoceaqg
ccagatttgo
aaggaactcg
acacctttga
getgocagaa
tctoogtgta
agggggacca
ctgggtacta
gecaactttca
actttaacat
cttatgactt
ctocctaccaqg
agtgooaget
agccttttgt
cctygecectge
gectggacega
gtgtgtceoec
gatgcgtgga
agagcaccga
ctocgagactyg
gtececagggga
tcaccttocay
ccattgreat
tcaccgteoag
ttgccatgga
atacagtgac
gecgegggag
gtgggaatta
cccgggtgga
agcagcacag
goegoeggtoot
acctgoggaa
gogaocotggae
agccaggccg
cotgecaacct
tggagggcety
aggeccagty
accatcacac
coggaagett
goctatcctyg
aaggygctoga
gtgtcetotygyg
tggaaaggtg
ttggotgcaa
atgccacgty
tgttecocogy
cettteggat
gggtcaccat
agaggeccat
tgctgetyggy
tgaagcagac
acaatgacct
cotggaaagt
cocacctgoca
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Pdur. 5A

ggtggtrggt
ccctgggcta
agcagctgag
ggaccttgyga
cqggggtgctyg
cggeaggtca
tgggagcatg
acgcteoctte
tcttggggaa
aagagtetcee
caagectgtceo
agtcctgctyg
ctttgctgaa
tgccaactca
cagotcatge
tctgaagago
ggcectgtgt
cctectyggag
ccacagoegcey
ttgogeoagy
tggetgeage
gtgtccocctge
caacacctgc
gtgccttgte
tgggatctyge
tgagactgtoc
gctgoctgge
tggccaggac
ggecteogtyg
getgoetggty
caatggcaac
ggactteggg
cgatccectge
gacgtococoo
ctgococgetac
cagetatgoo
ctgtgagctg
gacctgoogo
cttetgecoe
cococtgttac
catgtgctac
gctgoctgac
tcggcceooco
gtgtaccaaa
ctgoctetgo
tcococtgotte
cacttgtgte
cteocacgatce
gqgagtgccaqg
cetagtgggy
cctggtggag
gaaggatgag
caaagoocto
ataccadgaqg
caccagecago
gagetbtcgeag
taacaacatc

ggatgtcaca
cataacagca
agcatggcct
gatageoegoa
cttgetetgy
tccacggace
tacagctttg
tocgattattg
tLtLtttgaca
atgcectaty
ggtgaggoct
tcagacagat
gatgacttta
tgggotetga
aacatctoct
acctoggtgt
gagaagactt
tacgecococgyga
tgcagccoeay
acctgecaga
tgcectgagg
gtgcattccg
atttgccgaa
acaggtcaat
cagracctge
cagtgtgoty
ctgcacaaca
gtccagctcc
cgectecaget
aagetgtoce
cagggoegacg
aacgcctgga
gccoctcaacc
acattogadg
gacgtgtget
goggectygag
aactgccega
tctotectett
ccagggetct
tatgacggty
tgtgaggatyg
gctgtoctea
atggtcaagc
acgtgoccada
ccoecgggcea
catcagggca
tgtcgggacc

ggcatggeoceo
tacgtbctgyg
ggaggagagda
actcactttg
tococgtggtet
aaagtgtgtyg
aacctccaag
tgtgctgaca
atgaagcaga

gettgggett
agacagtccg
agggtgggcyg
gocctoattt
cectecatttt
gatgcagoot
cgggatactyg
gggacttcoca
tecattogtt
cateccaaagyg
atggettbgt
acttcaacaa
tgacccaaga
geagtggaga
ctggggaaat
ttgecocogetyg
tgtgtgagty
cctgtgeocea
tgtgcoctge
goectgoacat
gacagctoeot
gaaagcgcta
acagccagty
cacacttcaa
tggeecggga
atgaccgega
gccttgtgaa
ccctcocctgaa
acggggagga
caegtetatge
acttocttac
agctgeocacgg
cgcgcatgac
coetgocatog
cetgotegdga
cggggagagy
aaggccaggt
acocggatga
acatggatga
agatctteca
gcttcatgea
geagtococcot
tggtgtgtee
actatgacct
tggtocoggca
aggagtatge
ggaagtggaa
actacctcac
tgcaggatta
goagocacoo
ttgagectgtt
aggtggtgga
gggaccgcca
gectgtygtygy
tggaggaaga
ccagaaaagt
cgatggtgga

&0
120
180
210
300
360
420
480
210
600
660
720
780
810
a0
360

1020
1080
11410
1200
1260
1320
1380
1140
1200
1560
16z0
1680
1740
1800
1860
1520
1480
2040
2100
2160
2220
2280
2340
2400
2460
2520
2580
2610
2700
2760
2820
2880
2940
3000
3060
3120
3180
3240
3300
3360
3420



ttecteotgt
cgageoatat
cgectgette
ggtgacctgg
gaacgggtat
tcagcaccot
coctocagyy
agtgtgtgag
tgaccectgag
ccaggagoog
gtatgtggag
cetggtatte
ggectttgty
cgtggtggay
gtcagagctg
cagogaggte
ctecegeate
tgtecegetac
gecocatygee
cttegtgety
ctgtgacctt
tgtgggcecy
ggatgtggeyg
caaggagtte
cacggtgcetyg
caaaggggac
cactgggety
ggageaggey
gaggotgoet
gyagcetggag
cooccgagady
ceecacoete
tggctoctceo
catttcaaaa
catcaccace
tgtyggacgte
tgtygcgatac
catcectggte
caacagagtyg
gatcttggea
cectaccaty
gatttgecaty
ccagtgeocac
caactgtgac
agagacctgt
catcgbtgacc
tcaaaacaayg
|aggeaggygc
cagtgacaty
catggaagtce
catcttcaca
tgotteoaaag
gctgagggat
deyggccadyqg
ccactgccay
cacattctat
cgectottat
tttectgtget
ceggeactgt

agaatcctta
ctggatgtet
tgcgacacca

aggacggoca
gagtygtgagt
gagccactyy
aaaatcctgyg
gtggetggec
cactgccaga
ggaggcctgyg
gacatctcgg
ctgoctggaty
gtggacatga
taccacgacy
cggcgecattyg
ttgaaataca
acccetgetee
gtecagggec
aacctcaage
agcagtgtgg
geococtgaag
gggctettgy
ttegteoctygy
atggaggagg
cagtactect
atcoetgeage
gecctgeggt
cccaacchtgy
ggagacatcco
aggattgygct
getoectgace
teceactgeac
agtttcccag
geccaatatag
attgacgtge
atgcagcggyg
ttgacttecay
acggacgtet
acagtgttce
ggoccageayg
gtecaccttgy
gatgaggatyg
accgtgactt
cgggggetga
ggctgecget
tttgatggge
gagoaggacc
tgcatgaaat
gaggtgacdy
aacgtttaty
ttecactcocac
acgtatggtc
ggcacagtca
cagacgtgeoco
gtoctooctet
geecatetgece
gococacctot
atgtcatgeoc
gatggcaacy

ccagtgacgt
gecatttacga
ttgctgeocta
cattgtgcce
ggoegetataa
cctgecctgt
atgagetttt
ggcgttttge
tttgecactyg
tggtgectec
aaccgcogtt
getecotocay
tggagoeggct
getoecacye
ccagccaggt
cactgttceca
tgatggccay
tgaagaagaa
agatccegeoot
atgagctgga
ccoccocteoctec
gggtttcgac
aaggatcgga
tgattcagey
acatggtgac
gggtgcgaga
acctetctga
tetacatggt
aggtggtgoe
ggcccaatge
tggtgetgea
ctgactgcag
cttettattt
ggcetegtet
catggaacgt
agggaggccc
aaatgeatgg
ctgtggatte
ctattggaat
gegactocaa
geaattceott
ggaatgagaa
gecagocaga
ggcctteogty
ggacctgeoce
agaatttcaa
tggaggtgat
ccatogaggt
tgaatgggayg
gtgccatcat
aaaacaatga
tgtgtgggat
ccacagactg
agcccatoct
taccactgtt
agcaggacagyg
gtcggaccaa
caccatctcet
tgagcetoocty
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cttecaggac
cacctgetee
tgcocacgtyg
cecagagetge
cagetgtgea
gecagtgtyty
gcagacctge
ctcaggaaagqg
tgatgttgtc
cacagatgco
gcacgattte
gctgtecogayg
gogeatetec
ctacatcggyg
gaagtatgcg
aatcttcagc
ccaggageee
gaaggtcatt
catcgagaadg
dgcagcaaagqg
tactctgecoe
cctggggece
caaaattggt
gatggatgtyg
tgtyggagtac
gatccgetac
ccacagette
caccggaaat
cattggagtyg
cocetatecte
gaggtgctygce
ceageccety
tgatgaaatg
cactcaggtg
ggtcccggag
cagccaaatc
tgeocaggecy
agtggatgeca
tggagatcge
cgtggtgaag
ceteocacaaa
gaggccocggg
tggccagace
cecetaacage
ctgegtgtge
getgactgyge
tctecataat
gaagcacagt
actggtctet
gecatgaggte
gttecaacty
ctgtgatgag
gaaaacactt
ggaggagcayg
tgctgaatygce
ttgecaccag
cggggtetge
ggtctacaac
tggggaccat

tgcaacaage
tgtgagteocsa
tgtgocccage
gaggagagga
cetgectygte
gagggotygee
gttgaccotyg
aaagtcacct
aacctcacct
coggtgageo
tactgcagca
gectgagtttyg
cagaagtggy
ctraaggace
ggcagceagg
aagatcgacc
caacggatgt
gtgatccocgy
caggceccety
gacgagatcg
ccegacatgg
aagaggaact
gaagccgact
ggccaggaca
cectteagey
cagggceggea
ttggtcagec
cctgectoty
ggccctaaty
atccaggact
teceggagagy
gacgtgatec
aagagttteg
tcagtgctge
aaagcccatt
ggggatgect
ggagecteaa
gcagetgaty
tacgatgcag
cteocagogaa
ctgtgetety
gacgtctgga
ttgctgaaga
cagtecectyg
acaggcagcet
agctgttett
ggtgectgea
gocecetetoog
gttecttacg
agattcaatce
cagctecagec
aacggagcca
gttcaggaat
tgtettygtee
cacaaggtce
gagcaagtgt
gttgactgga
cactgtgagce
cocctecgaadg

tggtyggaccc
ttggggacty
atggcaaggt
atcteoggga
aagtcacgty
atgcccacty
aagactgteoo
tgaatoccag
gtgaagectyg
ccaccactct
ggctactgga
aagtgotgaa
toecgegtygge
ggaagcgacc
tggccectecac
gecctgaage
cooggaactt
tgggcattgy
agaacaaggc
ttagctacct
cacaagtcac
ceatggttet
Ccaacaggag
gecatccacgt
aggcacagte
acaggaccaa
agggtgaccy
atgagatcaa
ccaacgtgca
ttgagacgct
ggctgeagat
ttetectygga
ccaaggettt
agtatggaag
tgotgagect
tgggctttge
aggcggtggt
cogecagygto
cccagoctacy
tecgaagacct
gatttgttag
ccttgeocaga
gtcatogggt
ttaaagtygga
ccactocggca
atgtcctatt
geeoctggage
tecgagotgea
tgggtgggaa
accttggtea
ccaagacttt
atgacttecat
ggactgtgca
cecgacagoete
tggoctecage
gtgaggtgat
ggacacctga
atggctgtec
gotgtttety

2480
3540
3600
3660
3720
3780
3840
3800
3960
4020
4080
4140
4200
4260
4320
4380
4440
4500
4560
4620
4680
4740
4800
4860
4920
4880
5040
5100
5160
5220
5280
3340
5400
5460
5520
2580
5640
5700
5760
5820
5880
5940
6000
6060
6120
6180
5240
6200
6360
6420
2480
6540
6600
6660
6720
2780
6840
6800
6960



ceotocagat
cattggtdaqg
ctgtcagatc
cacggocaaa
ccagtgotyge
gectcactgt
cttecacctge
gcaccgtttg
ctgtgtcaac
ctgtggetgt
ctaccactgty
ggatgccgtyg
teggtoggge
tgectgtgay
cggctoccay
ggaggaggtc
cecctaggge
gcgcatggag
cgatgtgtge
ggagtgcagyg
aggtgaatgt
gatcatgaca
gutcaatgag
tgaacacaay
cacatgtgag
aagctgtaag
agecatgtac
acggacdgad
ggttetecaat
cagcetgeaty
agtcctetge
tcttgcaaaa

aaagteatgt
gatggagtco
tgcacatgec
goteccacgt
cocgagtaty
gaacgtggoc
gectgeadgga
cccacectte
tccacagtga
accacaacca
ggccagttot
atgggectece
ttcacttacg
gtggtgacty
tgggocteoce
tttatacaac
tttcagetga
gechgcatge
acgacctgoc
aagaccacct
tgtgggagat
ctgaageytyg
agaggagagt
tgtetggety
gagcoctgagt
tctgaagtag
tccattgaca
coccatgragy
gecatggagt
ggtgectget
atgttctget
ggc

tggaaggcaqg
agcaccagtt
tcagegggcy
gtggectgty
agtgtgtgtyg
tocageccac
aggaggagtg
ggaagaccca
getgteceot
cotgocttee
gggaggagygy
gogtggooca
ttctgeatga
gotcaccgey
cggagaacce
aaaggaacgt
gctgtaagac
tcaatggcac
gotgeatggt
goaaccocty
gtttgeoctac
atgagacgcet
acttetggga
agggaggtaa
geaacgacat
aggtggatat
toaacgatgt
tggecctgea
geaaatgete
getgectgeo
cttgtgecect

/24

Pur. 5C

ctgtgteccet
cctggaageo
gaaggtcaac
tgaagtagcc
tgacccagty
actgaccaac
caaaagagtyg
gtygctgtgat
tgggtacttyg
cgacaagygty
ctgoegatgty
gtgcteocag
aggcgagtgce
gggggactce
ctgucteatce
ctectgeccce
cteageygtge
tgtcattggg
gcaggtgggy
cceectgggt
ggcttgecace
ceaggatggce
gaagagggte
aattatgaaa
cactgccagy
ccactactgce
gecaggaccaqg
ctygcaccaat
ceoccaggaay
ttggectgat
tctgagccca

dJaagaggect
tgggtcccgyg
tgcacaacgc
cgectecgeo
agctgtgacc
cctggegagt
tececcaccet
gagtatgagt
goecteaacty
tgtgtecacce
tgcacctgea
aagccctgtyg
tgtggaaggt
cagrettcoet
aatgagtgty
cagctggagyg
tgcccaaget
coocgggaaga
gtcatctety
tacaaggaag
attcagctaa
tgtgatacte
acaggctgee
attcecaggea
ctgcagtatg
cagggcaaat
tgetcetget
ggctetgttg
tgcageaagt
ggccaggaca
caataaaggc

geactecagty
accaccagcec
agcocetgece
agaatgcaga
tgeccocagt
gcagacccaa
cectgeccece
gtgcctgeaa
ccaccaatga
gaagcaccat
cegacatgga
aggacagctyg
gecetgecate
ggaagagtgt
tecgagtgaa
teceoctgtetg
gtegetgtyga
ctgtgatgat
gattcaaget
aaaataacac
gaggaggaca
acttetgeaa
cacccetttga
cetgetgtga
tcaaggtyggg
gtgccagcaa
gototocgac
tgtaccatyga
gaggctgetg
gagtgctgeo
tgagctctta

7020
7080
7140
7200
7260
7320
7380
7440
7500
7560
7620
7680
7740
7800
7860
7920
7980
8040
8100
8160
8220
8280
8340
8400
8460
8520
8580
8640
8700
8760
8820
8833



Met
1
Thr

Ser

Arg
65

Leu

Gly

Gly
Ser
145

Tle

Asp

he
225
Thr
L=u

Trp

Tvr

Ile

Leu

Leu

- he

50

Ser

Ser

Thr

Leu

~he

1320

Asp

“he

Fro

Cvs

Lys

210

Ala

Leu ¢

Glu

Thr

Arg
280

SEQ ID NO:

Jro

Cys

Zhe

35

Ala

Zhe

Val

Val

GLu

115

Val

Arg

Ala

Tyr

GlLu
165

Gln

2
Ala

Ala

20

Gly

Gly

Ser

Tyr

Thr

100

Thr

MAla

Tyr

Glu

fsp

180

Arg

Leu

Cvs

Glu

Ala
ZED

Arg

2

Glu

Ser

Tyr

Ile

Leu

8o

Gln

Glu

hrg

“he

Asp

lén

Zhe

’ro

Trp

His

Cys

245

fhrg

Ser

Yal

“he

Gly

Asp

Cys

Ile

)
i

GLy

Gly

Ala

Ile

Asn

150

Asp

Nla

Ser

Glu

Thr

Ala

Ser

Ala

Thr

Ser

93

Gly

GlLu

ABP

Gly

Asp

135

Lvs

Zhe

Asn

Ser

Gln
215

& Leu

Gly

Cys

Zro
295

8/24

dur. 6A

GLly

Arg

> Yal

10

Asp

Zhe

Gln

Tyre

120

Gly

Thr

MeT

Gly

Ala

Ser
280

Val

Gly

25

Asn

—EU

Phe

Phe

Arg

105

Tyr

Ser

Cvs

Thr

Trp

185

Cys

Gln

Nsp

eu

Gln

2€5

Pro

Ala

—eu

14

Arg

Thr

eu

Gln

Asp

@0

Val

oys

Asn

—eu

Pro

Glu

250

Glu

Val

Arg

—eu

Phe

Mla

Asn

-

Ile

Ser

—eu

fisn

~en

155

Glu

—eu

Ile

—eu _

Glu
235

Thr

—eu

Asp

Gly

o

o

Gly

His

Met<

Ser

Phe
140

Ser

Ser

Ala

Mez

Pro

Cys
200

Ile

Thr

Gly

15

Gly

Vs

el

Pro

Gln

Gly

Thr

Ser

Ser

205

Ser

Phe

Cys

Val

3]
2
L

Gln

—eu
Ala
20

Ser

Arg

Phe

Tyr

110

Glu

Val

Asn

e

Gly
120

Cys

Pro

—21

270

Pro

15

Arg

Mez

Gln

Val

Val

b

hla

Ala

_eu

Phe

Glu

Ser

Glu

Ala

255

Tvyr

Met

~eu

Gly

Cys

ys

Ser

80

Asn

Ser

Tve

—eu

Nsn

160

Ser

Gln

Mez

Val

Y5

2440

Gly

Glu

His



Ile
305

Pro

Lys

385

Leu

Thr

Thr

Gly

Lysa

465

Ser

Leu

Gly

Leu

Gly

545

Ser

Leu

Asn G

Gly

Cys

Asp

Glu

370

Ser

Leu

Val

Val

Ala

450

Gly

Tyr

Val

Asn

Ala
520

Aszp C

Pro

Pro

Arg

Gln

Val

Cys

355

Glu

Phe

Ala

Gln

Arg

435

Gly

Asp

Gly

Lys

Tyr

515

Glu

Thr

Asn
595

Met

Leu

His

340

Asn

Cys

Asp

Arg

Cys

420

Leu

Val

Leu

Glu

Leu

500

Pro

Gln

Met

Phe

580

Cys

Cys

Leu

325

ser

Thr

Pro

Asn

Asp

405

Ala

Pro

Ala

Arg

Asp

485

Ser

Asp
Thr
565

zlu

Arg

Gln

310

Asp

Gly

Cys

Gly

Arg

390

Cys

Asp

Gly

Met

Ile

470

Leu

Pro

Asn

Val

Len

550

Arg

Ala

Tyr

Glu

Glu

Lys

Ile

Glu

375

Tyr

Gln

Asp

Leu

Asp

455

Gln

Gln

Val

Gln

Glu

535

Gln

Phe

Cys

Asp
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Pur. 6B

Aryg

Gly

Arg

Cys

360

Cys

Phe

Asp

Arg

His

440

Gly

His

Met

Tyr

Gly

520

Asp

Lys

Ser

His

Val
600

Cys

Leu

Tyr

345

Arg

Leu

Thr

His

Asp

425

Asn

Gln

Thr

Asp

Ala

505

Asp

Phe

Gln

Glu

Arg

585

Cys

Val
Cys
230
Pro
Asn
Val
Phe
Ser
410
Ala
Ser
Asp
Val
Trp
490
Gly
Asp
Gly
His
Glu
570

Ala

Ser

Asp

215

Val

Pro

Ser

The

Ser

395

Phe

Val

Leu

Val

Thr

475

Asp

Lys

Phe

Asn

Ser

555

Ala

Val

Cys

Gly

Glu

Gly

Gln

Gly

380

Gly

Ser

Cys

Val

Gln

460

Ala

Gly

Thr

Leu

Ala

540

Asp

Cys

Ser

Ser

Cys

Ser

Thr

Trp

365

Gln

Ile

Ile

Thr

Lys

445

Leu

Ser

Aryg

Cys

Thr

525

Trp

Pro

Ala

Pro

Asp
805

Ser
Thr
Ser
350
Ile
Ser
Cys
Val
Arg
430
Leu
Pro
Val
Gly
Gly

510

Pro

Cys

Val

Leu
590

Cys

Glu

335

Leu

Cys

His

Gln

Ile

415

Ser

Lys

Leu

Arg

Arg

495

Leu

Ser

Leu

Ala

Leu

575

Pro

Arg

Pro

320

Cys

Ser

Ser

Phe

Tyr

400

Glu

Val

His

Leu

lLeu

480

Leu

Cys

Gly

His

Leu

560

Thr

Tyr

Glu



Cys
Val
€25

Gln

Leu

Cys

Ser

05

Thr

Ser

Met

=lu

Ser

Leu

&10

Ala

Val

Ser

Cys =

2ro
BG0
Asp
Met
ro
Wal
Cy's
TI0
Cvs
Arg
Gly

Lvs

Gly

B50

Glv

Gly

Val

Cys

Trp

Tyr

His

Ser

Leu

Lys

755

Thr

WVal

Cys

Elu

Tep

835

Mer

GLlu

Thr

Lys

Gly

Arg

Leu

Tyr

His

Gly

Ser

740

Leun

Lvs

Ser

Glu

Thr

820

Asn

Ala

>he

Cys
900

Ser

Glu 2

Gln
£45

o Asp

Met

Tyr

Thr

Val &

725

His |

Val
Thr
Gly
Arg

B80S

Val

His

Gln

Arg
BES

Lys

Tyr

Cys

Glu

Asp

Asp

Met
710

Cys

Lys

Thr

Tyr

vl
o
[ &4

Tle

Lys

Ala

El:

Gly

Gly

Glu

Glu

Ser

Zro

Ile

Asp

Leu

55

Val

Leu

Arg

10/24

®ur. 6C

Ala

Arg

Thr

Cvs

Arg
&80

Glu

Ser

Lys

Ala

Te0

Asn

Cvs

Cys

Gly

His

B40

The

Leu

t‘ﬂ'f a i

Val

Ala

0
b
n

Pro

Ile

Cys

oen

Arg

745

Asp

Tve

Pro

Phe

Phe

Val

Gly

Thre
305

Phe
Glu
eu
7320
Ser
Asn
Asp
Pro
His
810
Asn
Cys
Asp
Gln
Asn
890

Ile

Ala

Leu
635

Gln

Asp

715

Pre

~en

weu

The

Asp

Gly

Asp
875

—EU

Cys

Val

Pro
700

Ser

Arg

GLlu

780

Mez

860

Tyr

Val

The

—elu

Pro
685

Glu

Fhe

Ala

Yal

. Thr

845

Glu

Asp
Me:z
Val
Arg
750
Glu
Mex
Arg
Glu
Cys

830

Cys

Gly

Ser

Gly
$10

YWal

Aryg
655
Gly

Ala

Ile

His

e

735

Pro

Gly

Ser

His

Ser

e

Ser

His
865

Arg

Gly

640

Ser

Cys

Gln

Phe

Cys

720

Ser

Fro

~eu

Glu
a400
Ala
Asp
Thr
Phe
Asn
aa0

Pro

Glu
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Pur. 6D

Ile Glu Leu Zhe Asp Glv Glu ¥Val Asn Val Lys Arg Prc MeT Lys Asp
B15 820 825

Glu Thr His Zhe Glu Val Val Glu Ser Gly Arg Tyr Ile Ile Zeu Zeu
830 935 S40

Leu Glv Lvs Ala Leu Ser Val Val Trp Asp Arg His Leu Ser Ile Ser
545 50 @55 260

Val Val Leu Lys Gln Thr Tyr Gln Glu Lys Val Cys Gly Leu Cys Gly
985 970 975

Asn Phe Asp Gly Ile Gln Asn Asn Asp Zeu Thr Ser Ser Asn Zeu Gln
980 G85 $90

Val Glu Glu Asp 2ro Val Asp Zhe Gly Asn Ser Trp Lys Val Ser Ser
895 1000 1005

Gln Cys Ala Asp Thr Arg Lys Val 2ro Leu Asp Ser Ser 2ro Ala
1010 1015 1020

Thr Cys His Asn Asn Ile Met Lvs Gln Thr Met Val Asp Ser Secr
1025 1030 1035

Cys Arg Ile Leu Thr Ser Asp Val Zhe Gln Asp Cys Asn Lys Leu
1040 1045 1050

Val Asp Pro Glu Pro Tvr Leu Asp Val Cys Ile Tyr Asp Thr Cys
1055 1060 1065

Ser Cys Glu Ser Ile Glvy Asp Cvs Ala Cys Zhe Cys Asp Thr Ile
1070 1075 1080

Ala Ala Tyr Ala His Val Cys Ala Gln His Glyv Lvs Val Val Thr
1085 1080 1095

Trp Arg Thr Ala Thr Leu Cys 2Zro Gln Ser Cys Glu Glu Arg Asn
1100 1105 1110

Leu Arg Glu Asn Gly Tyr Glu Cys Glu Trp Arg Tyvr Asn Ser Cvs

1115 1120 1125

Ala Pro Ala Cys Gln Yal Thr Cys Gln His Zro Glu Pro Leu Ala
1130 1135 1140

Cvs 7ro Val Gln Cvs Val Glu Gly Cys His Ala His Cys Zro Zro
1145 1150 1155

Gly Lys Ile Leu Asp Glu Leu Leu Gln Thr Cvs Val Asp Zro Glu
1160 1165 1170

Asp Cys Pro Val Cys Glu Val Ala Gly Arg Arg Zhe Ala Ser Gly
1175 1180 1185

Lys Lys Val Thr Leu Asn 2ro Ser Asp Zro Glu His Cvs Gln Ile
1190 1195 1200

Cys His Cvs Asp Val Val Asn Leu Thr Cys Glu Ala Cys Gln Glu
1205 1210 1215



Pro

Thr

Phe

Ser

Val

Arg

Gly

Ser

Val

Pro

Pro

Lys

Ala

Asn

Aryg

Pro

Pro

Met

Gly

Gly
1220

Thr
1235

Tyr
1250

Val
1295
Len
1310

Gln
13225

Leu
1340

Glu
1355

Gln
1370

Lys
1385

Asn
1400

Lys
1415

Agp
1430

Fro
1445

Gly
1460

Val
1475

Glu
14860

Gly

Leu

Cys

Arg

Asp

Ala

Lys

Val

Lys

Ala

Arg

Lys

Leu

Ala

Glu

Pro

Leu

Leu

Ala

Leu

Leu

Met

Val

Asp

Lys

Tyr

Met

Lys

Lys

Phe

Ile

Thr

Leu

Asp

Asp

Val

- Val

Arg

sSer

Met

Val

Arg

Tyr

Thr

Arg

Ser

Val

Gln

Val

Yal

Leu

Gly

Val

Phe

YVal

Glu

Leu

Glu

Glu

Glu

Lys

Ala

Leu

Ile

Arg

Ile

Ile

Leu

Ser

Pro

Val

Ala

Asn
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Pur. 6E

Pro
1225

Asp
1240

Leu
1255

Ala
1270

Arg
1285

Tyr
1300

Arg
1315

Gly
1330

Phe
1345

Thr
13860

Asn
137%

Val
1340

Arg
1405

Ser
1420

Tyr
1435

Fro
1450

Ser
1465

Fhe
1480

Arg
1485

Pro

Ile

Asp

Glu

His

Pro

Ser

Gln

Leu

Phe

Ile

Ser

Leu

Asp

Thr

Val

Ser

Thr

Ser

Leu

Phe

Arg

Asp

Ser

GLln

Ile

Leu

Val

Pro

Ile

Val

Cys

Met

Len

Leu

Lys

Asp

Glu

Val

Glu

Ile

Gly

Glu

Val

FPhe

Len

Arg

Val

zlu

Asp

Ala

Gly

Glu

Glu

Ala

Pro

Fhe

Val

Ser

Ser

Leu

Ala

Ser

Met

Tyr

Gly

Lys

Glu

Leu

Gln

Pro

Gly

Phe

Pro
1230

Pro
1245

Leu
1260

Leu
127%

Gln
1290
His
130%

Arg
1320

Ser
1335

Lys
1350

Ala
1365

Val
1380

Ile
1365

Gln
1410

Leu
1425

Ala
1440

Val
145%

Lys
1470

Ser
1485

Met
1500

Val

Leu

Lys

Lys

Ala

Arg

Thr

Ile

Ser

Gln

Gly

Ala

Pro

Thr

Arg

Asp

Glu

Ser

His

Asp

Ala

Trp

Tyr

Ile

Ser

Asp

Gln

Gly

Pro

Pro

Gln

Glu

Val

Asn

Lys

Glu

Pro

Asp

Gly

Phe

Val

Ile

Glu

Arg

Glu

Leu

His

Glu

Gln

Ala

Gly

Ser

Ile

Val



Ile

-3

ala

Tyr

B

Ala

Glu

Wal

Pro

Glu

w8

oeu

Glu

Gly

Ala

Gln
1205

Gln
1520

Eln
1535
Gln
1550

Set
1585

Pro
1580

Ile
1595

Asn
125

Ala
1E410

Gln
1655

Asp
1870

—Bu
17&0

Val
1775

Ala
17590

Arg

Ty

Ser -

Gly

Asp

Asn

Lys

Fro

Ala

Pro

Ile

Yal

Phe

Serp

Ala

Pro

Thr

Val

Ala

Mez

Seyp

Gly

His

—~2 U

Ary

Asn

Pro

Asp

Pre

Ile

Asp

Ile

Ile

His

Ser

Serp

Ile

Asp

Asp

s Gly

Asn

Ser

Val

—en

Ala

Ile

~B8u

Thr

—eu

Glu

Gly

Thr

~2U

Gln

Glu

~eu

ala

Val

Me<

Asp

Aryg

Phe

Tyr

Pro

Asn

eu

Wal

w2

—eu

Mez

Pro

Thr

—BU

Ile

Mez

Val

Ala
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Pur. 6F

Gly
1510

Val
1525

Ile
1540

Thre
1555

—8u
1550

MeazT
1585

Gly
1LEDC

Val
1615

Tle
1&30

~eu
1€45

Gln

Thr

—2U

Asn

Val

Val

Asp

Gln

Gln

Gln

Pro

Asp

Ser

—eu

Asp

8l

Asp

Gly

Asp

Ser

Asp

Val

Gln

Thr

Ser

Thr

Ile

Glu

Asp

Arg

Ala

Gly

Fhe

Thr

Val

Val

Ala

Ala

Val

Asn

Ser

Glu

Arg

Gln

—eu

Phe

Cys

Pro

Ser

Ala

Gln

Pro

Asp

—&u

Arg

Ser

Arg

Ile

Tyr

Val

Leu

Gly

BAsn

Val

Glu

Glu

Cys

Asp

Ser

oYs

Val

Trp

Val

Pro

Val

Val

His
1515

Pro
1530

Arg
1545

Ala
15&0

Bep
1575

Pro
1540

Yal
1&05

Arg
1620

Thr
1635

Ser
1&50

Cys
1665

Ser
1480

Ala
1695

Ser
1710
Asn
1725

MeT
1740

Phe
1755

Gly
1770

Asp
1785

Thr
1800

Val

che

Glu

Lau

Arg

Ala

2ro

Ile

Leu

Gly

Ser

2he

Zhe

Val

YVal

Gln

Ala

Ala

Ser

Val

Thr

Ser

Ile

Arg

Glu

Ser

Ile

Gly

Pro

Glu

Gln

Pro

Ile

eu

Val

Arg

Val

Ser

Val

Phe

Val

Glu

Arg

Asp

Gly

Trp

Arg

Gly

Pro

Ala

Ser

Gln

Pro

Glu

Aryg

s

Asp

Pro



Ile

Ala

Glu

His

His

Thr

Thr

Val

Asn

Ile

Met

Yal

Asn

Gly
1805

Gly
1820

Asp
1835

Leu
1850
Glu

1865

Thr
1880

Arg
1895

Gln
1910

Cys
122%

“he
1240

Leu
1955

Gly

1970
Glu
1985

Glu
2000

Gly
2015

Arg
2030

Asn
2045

Thik
2060

Zhe
2075

Ile

Leu =

Lvs

Val

Yal

Asp

“he

Ala

Val

Val

Asn

Glu

Met

Gly

Ala

Arg

Thr

Asn

Lvs

Thr

Met

fisn

?he

Glv

Leu

Asp

Thr

Val

Gln

Asn

Ser

His

Val

GLlu

His

Leu

Arg

Arg

Asp

Met

Zhe

2ro

Asn

YVal

Leu

Tyr
1810

2ro
1885

Arg
1400

Val
1615

Thr
1430

Zhe
15449

Glu
1660

Ma
1820

Glv
2005

Asn
Z020

Glwy
2035
Gln
2080
Gly
2065

Glvy
2080

14/24

dur. 6G

Asp

Asn

Thr

Arg

Val

Asp

Gly

Glu

Glv

Lys

Gln

Ala

Leu &

Arg

Val

His

Leu

Ile

Thr

Ala

YVal

Leu

Tie

Trp

Glv

Leu

Glu

Leu

Asp

Arg

Leu

Tyr

Tle

Ser

Cys

Wal

Ala

Val

Gly

Cys

Thr

Gln

Arg

Thr

Thr

Leu

Giln

Val

Val

Gly

Zhe

2ro

Asp

Thr

Gln

Lys

Asn

Met

Leu

Thr

Thr

Gly

Glu

Gly

Glu

Ala

Thr

Thr

Leu
1815

Leu
1830

Ser
1845

Asp
1860

2ro
18¢5

Leu
1890

Ser
1405

Gly
1920

Arg
1935

S5er
1950

Val
1465

Leu
1555

Val
2010

Ile
202%

Zhe
2040

Thr
2055

Asn
2070

Asp
2085

Arg

Gln

Phe

Glu

Asp

LR

Cys

His

Ile

MeT

His

Proc

Met

Thr

Phe

Gly

Trp

Ile

Asp

Gln

Arg

Ile

Ser

Leu

Tyr

His

2ro

Ala

Mla

Lys

Leu

Ile

a3y
1.._
g

(9]
b
W

Ser

Asn

Trp

Val

Tyr

His

sSer

Val

GLu

Gln

Ser

Asn

Thr



Leu

Pro

Leu

Thr

Val

Gly

Cys

Arg

Glu

Cys

Val

Cys

Thr

Glu

Tyr

Pro

Glu

Lys

Leu

Cys

Val
2090

Glu
2105

Leu
2120

Phe
2135

Cys
2150

Val
2165

Pro
2180

His
2195

Gly
2210

Val
2225

Gln
2240

Gln
2255

Gln
2270

Val
2285

Glu
2300
His
2315

Cys
2330

Arg
2345

Aryg
2360

Val
2375

Gln

Gln

Pre

Tyr

Glu

Cys

Pro

Cys

Cys

Pro

His

Ile

Pro

Ala

Cys

Cys

Arg

Val

Lys

Asn

Glu

Cys

Leu

Ala

Val

Val

Ser

Asp

Phe

Glu

Gln

Cys

Cys

Arg

YVal

Glu

Pro

Ser

Thr

Ser

Trp

Lesu

Phe

Ile

Ile

Asp

Leu

Gly

Cys

Glu

Phe

Thr

Pro

Leu

Cys

Arg

Asn

Pre

Gln

Thr

The

Val

Ala

Cys

Ala

Trp

Val

Asn

Pro

Ala

Leu

Cys

Thr

Arg

Asp

Gly

Phe

Pro

Cys

Val

15/24

$Pur. 6H

Val Gln Arg

2095

Pro
2110

Glu
2125

Gln
2140

Ser
2155

Arg
2170
Ty
2185

Val
2200

Pro
2215

Cys
2230
Glu
2245

Leu
2260

Ala
2275

Gln
2250

Pro
2305

Leu
2320

Thr
2335

Ser
2350

Cys
2365

Ser
2380

Asp

Cys

Gln

Tyr

Thr

Asn

Ser

Asp

Thr

Ala

Ser

Lys

Asn

Val

Gln

Cys

Cys

Asp

Cys

Ser

His

Asp

Ala

Pro

His

Ser

Lys

Gln

Trp

Gly

Ala

Ala

Serxr

Pro

Ala

Pro

Glu

Pro

Pro

Ser

Lys

Ser

His

Asp

Cys

Cys

Val

Cys

Val

Ary

Pro

Asp

Cys

Thr

Cys

Pre

Tyr

Leu

Gly

His

Val

Cys

Leu

Phe

Glu

Gly

Met

Ile

Pre

Lys

Thr

Gln

Asp

Leu

Arg

His

Glu

Gly

Gln
2100

Cys
2115

Leun
2130

His
2145

Cys
2160

Cys
2175

His
2180

Asp
2205

Leu
2220

Gly
2235

Asp
2250

Val
2265

Cys
2280

Cys
2285

Leu
2310

Thr
2325

Lys
2340
2355

Cys
2370

Tvr
2385

Thr

Gln

Ala

Gln

Arg

Ala

Gly

His

Glu

Glu

His

Asn

Asn

Glu

Leu

Ala

Leu

Cys

Val

Pre

Glu

Thr

Met

Cys

Pre

Asp

Gln

Leu

Pro

Pro

Pre

Glu

Pro

Cys

Ala

Gln

Leu

Ala

Gln

Asn

Ser

Pro

Ser

Ser

Gly

Pro

Thr

Cys

Glu

Val

Gly

Cys

Thr

Asn

Ser



Thr

Asp

Phe

Asp

Gly

Thr

Gly

Val

Gln

Ala

Met

Peo

Cys

Cys

Trp

Ala
2390

Lvs
2405

Trp
2420

Ala
2435

GlLu
2450

Glu
2465

Gly
2480

Ser
2195

Lys
2510

Leu
25H2%

Thr
2540

Ile
25770

Ile
258%

Cys
2600

Gly
2615

Gin
2630

Asp
2615

Glu
2EED

Thr

Val

Glu

Val

Asp

Cys

Ser

Gln

Glu

Glu

Ser

Asp

Ser

Pro

Arg

Ille

Thr

Lys

Msn

Met

Ser

Cys

Pro

Trp

Glu

WVal

Ala

Leu

Val

Gly

Leu

Cys=

Met

His

Arg

Gly

Arg

Glu

YVal

Pro

Asn

Cys

Phe

Leu

The

Phe

Val

Cys

His

Cys

Leu

Arg

Arg

Asn

Phe

Val

Cys

Pro

Leu

Cys

Thr

16/24

dur. 61

Gly Cys Thr

2385

Arg
2410

ASp
2425

Arg
2440

Ser
2155

Cys
2470

Asp
2185

Pro
2500

Ile
2515

Cvs
2530

Pro
2545

Thr
2560

Thr
At

Leu
2580

Ser

Wal

Leu

Ser

Cys

Gln

Pro

Ser

Val

Cys

Glu

Glu

Ala

Arg

Val

Cys

Thr

Cys

Ala

Phe

Pro

Gln

Leu

Gln

Ser

Cys

Ile

Arg

Cys

Glu

Cys

Asp

Asn

Pro

Thre

Ile

Thr

GIn

Thr

Ser

Ile

Arg

Glvy

Arg

Gly

Cys

Arg

Asn

Thr

Glu

Glu

Pro

Thr

Tvr

Cys

Cys

Ty

Ala

Ser

Asn

Asn

Phe

Cys

Pro

M=t

Lys

Asn

Ile

Thr

Phe

Thr
2400

Pro
2115

Thr
2430

Ser
2445

Val
2460

Cys
2475

Trp
2190

Glu
2505

Val
2520

Gln
2535

Glu
2990

Cys

Val

Msp

Gln

Leu

Glu

Leu

hryg

Thr

Gly

Leu

Gln

Glu

Glu

Leu

Gly

Met

His

Val

Ser

Val

Cys

Ser

Met

Thr

Val

Cys

Glu

Arg

Asp

Tyr

His

Pro

Gln

Glu

Pro

Glu

Val

Val

Arg

Pro

Val

Gly

Asn



Cys

Cvs

Leu

Asp

Ser

Pro

Val

Arg

Leu
267fY

Asp
2690
Gln
2105

Ile
27120

Ile
2735

Thr
2750

2765

Ala

Thr

His

Asp

Arg

His

Glu

Val

Tyr

Ile

Thr

Glu

Ser

Gly

Glu

Cys

Asn

Glu

Val

Gly

Glu

YVal

Gln

Pro

Leu

17124

Pur. 6J

Lvs
2680

Pro
2685

Gly
2710
Gly
2125

Val
2740

Met
27755

Asn
2770

Ile

Glu

Ser

Lys

Gln

Gln

Ala

Met

Cvys

Cys

Cys

Asp

His

Met

Lvs

Asn

Lys

Ala

Gln

Ile

Asp

Ser

Cys

Thr

Cys

Pro
2685

Ii=
2700

Glu
241h

2775

Gly

Thr

Val

Ala

Cys

Gly

Thr

Ala

Glu

Met

Ser

Ser

Cvs

Arg

Val

Tyr

Ser

Val

Pro



Ser

1

sn

Asp

Pro

Pro

€5

Ile

lsp

Leu

Wal

Leu

145

Arg

Glu

Val

Val

Leu

Leu

Leu

Gly

50

GLy

His 3

Thr

Leu

120

WVal

Val

Val

Glu

Val

210

Gln

Asn

Phe

: Val

Gln
290

SEQ ID NO:3

Ser
Arg
Glu
35

Met

Phe

Phe
115
Val
Gly
Thr
Men
t’:ler
Trcp
Glu
Asp
Gly
Fro

275

Thr

Cys

Mla

210

Cys

Val

His

 Asn

Cys

100

Asp

Gin

Asn

Ile

Val

180

Gly

Asp

Lys

Leu

Asn 8

260

Leu

Met.

Arg

Glu

Met

Arg

Gln

Thr

BY

Asp

Gly

Asp

Lys

Leu

165

Lys

Mrg

Arg

Wal

Thr
245

Val

Pro

Leu

Pro

Leu

Met G

Glu
54

Val

Thr

Lys

Tvre Cvs

Gly

150

Val

Arg

Tyr

Hisg

Cys

230

Ser

Cys

Glu

Pro

Ile

Leu

215

Gly

Ser

Lys

Jer
295

18/24

dur. 7A

Met

Glu

Asn

Glu

Cys

Cys

Gly

Met

Ile

200

ser

Leu

Asn

Val

- Pro

280

Ser

Val

Cys

25

Arg

Tyr

Arg

Ser
105

r Leu

Ser

His

Lys

185

Leu

Ile

Cys

Leu

Ser

265

Ala

Cys

Lvys

10

Thr

Val

Cvs

Ala

Asp

G

Thr

Phe

Asn

Pro

Glu

170

Asp

Lau

Ser

Gly

Gln

250

Ser

Thr

Arg

106

Leu

Lys

Ser

Val

Pro

=

Arg

Ile

Pro

Pro

Ser

15%

Ile

Glu

Leu

Val

Asn

235

Val

Gln

Cys

Ile

Val
Thr
Gly
Ala
&0

Gly

Lvs

Gly
140
Yal
Glu
The
Gly
Val
220
Phe
Glu
Cys
His

Leu
300

Leu

Glu

Trp

Met

Glu

125

Thr

Lys

Leu

His

Lys

205

Leu

Asp

Glu

Ala

Asn

285

Thr

Pro

Gln

30

Leu

Glu

The

Asn

Ala

1110

Cys

Phe

Cys

Phe

Phe

180

Ala

Lvs

Gly

Asp

Asp

240

Azsn

Ser

Ala
15

Asn
Ccvs
Arg
Val
95

His
Gln
Arg
Lys
Asp
17%
Glu
Leu
Gln
Ile
Pro
25%
Thr
Ile

Asp

Asp

Tyr

Pro

Lys

Thr

Ty

Tyr

Ile

Lys

160

Val

Ser

The

Gln

240

Val

Arg

Met

Val



he
305

Lys
Glu
Ser
385

Ala

Gly

Cys =

Val

Asp

465

Val

Glu

Leu

Glu

Arg
54%

Ser

Ile

Gln A

Ile

Wal

Arg

370

Cys

Cys

Lvs

Thr
450

Wal

Val =

Asp

Asp

Fhe

530

Ile

Ser

L ALY

Thr

Asp
E10

Tvr

Asp

Val

335

Asn

Ala =

Ile
Val
43%

Leu

Val

Ile

Leu

51%

Glu

Ser

His

Arg

Ser
585

Arg -

Asp
Thr
340

Thr

Leu

Val

Leu

420

Cys

Asn

Asn

Ser

500

Val

Val

Gln

Ala

Ile
SBO

Asn

Thr

325

Ile

Tep

Arg

Ala

Gln

405

Asp

Glu

Leu

Thr

4B5

he

Leuy

Tyr
585

Val

Glu

Lys
310
Ala
Arg
Glu
Cys
390
Cys
Glu

Val

Ser

Leu

Trp
550
Ile
Ser

Leu

Ala

Leu

ser

Ala

Thr

Yal

Leu

Ala

Asp
455

Ala =

Leu

Ala

535

Wal

Gly

Gln

Ser
815

19/24

Pur. 7B

Val

Cvs

Tvr

Ala

380

Gly

YVal

Glu

Leu

Gly
440

Leu

Asp
520

Arg

Leu Z

Val

Tyr
z00

Arg

Asp

Glu

Ala

345

Thr

Tyr

The

Gly

Gln

425

Arg

Glu

Ela

Val

His

505

Gly

Val

val

=ys
585

Thr

Ile

Pro

Ser

His

eu

Glu

Cys

Cys

410

Thr

Arg

His

Cys

Ser

490

Asp

Ser

val

Ela

Asp

570

Tyr

eu

Thr

Glu

315

Ile

val

Cys

Cys

Gln

395

His

Cys

Phe

Cys

Pro

Phe

Ser

Asp

val

555

Arg

Ala

Fhe

—eu

Pro

Gly

Cys

Pro

Glu

280

His

Ala

Val

Ala

Gln

4&0

Glu

The

Tyr

Arg

Mez

540

val

Gly

Gln

—en
620

Tyr

Asp

Ala

W @
oo
wo

Trp

Bro

Ser

445

Ile

Pre

The

Cys

eu

525

Mez

Glu

Arg

Ser

Ile

605

—2u

—eu

Asp

Cys Ala

Gln
350
Ser

Arg

Glu

Gly
—eu
Ser
510
sSer
Glu
Tyr
Pro
Gln
540

Phe

Mez

Tyr
Pro
Pro
415

Glu

His
Gly
Tye
455
Arg

Glu

Arg

v
<1
(S 5

Val

Ser

Ala

Val
320
Cys
Gly
Glu
Asn
ey
400

Pro

Cys

~eu

480

Yal

—eu

Ala

U

Azp

560

Glu

Ela

Zys

Ser



Gln
625
Leu
Ala
Lys
Glu
Thr
705
Gly
Ala
Ary
Gln
Val
785

Arg

Leu

Ala
Ile
g6s5
Trp

Glu

Gln

Glu

Lys

Asn

Ala

Ile

690

Leu

Val

Phe

Ser

Asp

70

Glu

Val

Ala

Arg

Ser

850

Pro

Ala

Ile

Pro

Lys

Leu

Phe

675

Val

Pro

Ser

Val

Lys

755

Ser

Tyr

Arg

Leu

Glu

835

Asp

Val

Asn

Pro

Pro
als

Gln

Lys

Lys

6§60

Val

Ser

Pro

Thr

Leu

740

Glu

Ile

Pro

Arg
820

Gln

Asp
Q00

Thr

Arg

Lys

645

Gln

Leu

Tyr

Asp

Leu

72%

Glu

Phe

His

Phe

Ile

805

Tyr

Ala

Ile

Bro

Pre

885

Leu

Leu

Met
630
Val
Ile
Ser
Leu
Met
710
Gly
Gly
Met
Val
Ser
790
Arg
Leu
Pro
Lys
Asn
870
Ile

Val

Ser

Ser

Ile

Arg

Ser

Cys

695

Ala

Pro

Ser

Glu

The

775

Glu

Tyr

Ser

Asn

Arg

855

Ala

Leu

Leu

Pro

20/24

®ur. 7C

Arg

Val

Leu

Val

680

Asp

Gln

Lys

Asp

Glu

760

Val

Ala

Gln

Asp

Leu

840

Leu

Asn

Ile

Gln

Ala
9z0

Asn

Ile

Ile

665

Asp

Leu

Val

Arg

Lys

745

Val

Leu

Gln

Gly

His

825

Val

Pro

Val

Gln

Arg

905

Pro

Phe
Pro
650
Glu
Glu
Ala
Thr
Asn
730
Ile
Ile
zln
Ser
Gly

810

Ser

Gly
Gln
Asp
890

Cys

Asp

Val

635

Val

Lys

Leu

Pro

Val

715

Ser

Gly

Gln

Tyr

Lys

795

Asn

Phe

Met

Asp

Glu

875

Phe

Cys

Cys

Gly

Gln

Glu

Glu

700

Gly

Met

Glu

Arg

Ser

780

Gly

Arg

Leu

Val

Ile

860

Leu

Glu

3er

3er

Tyr

Ile

Ala

Gln

685

Ala

Pro

Val

Ala

Met

765

Tvr

Asp

Thr

Yal

Thr

845

Gln

Glu

Thr

Gly

Gln
825

Val

Gly

Pro

670

Gln

Pro

Gly

Leu

Asp

750

Asp

Met

Ile

Asn

Ser

830

Gly

Val

Arg

Leu

Glu

810

Pro

Gln

Fro

655

Glu

Arg

Pro

Leu

Asp

735

Phe

Val

Val

Leu

Thr

815

Gln

Asn

Val

Ile

Pro

895

Gly

Leu

Gly
640
His
Asn
Asp
Pro
Leu
720
Val
Asn
Gly
Thr
Gln
800
Gly
Gly
Pro
Pro
Gly
g80

Arg

Len

Asp



Yal

Asp

545

Gly

Thr

Jer

ASp

Gly

Thr

Arg

Val

Asp

Gly

Glu

Ile
920

Glu

Ile

Leu

Ala

1010
Ala
1025

Val
1040

Asn
1055

Ala
1070

Val
1085

Leu
1100

Ile
1115

Trp
1120

Gly
1145

Leu
1160

Glu
1175

Ser
118G

Leu
1205

Leu

Met

Yal
8995

Leu

Lys

 Leu

Val
89B0

Asp

Leu Asp

Ser

The
GES

2ro

~he
S50

Gln

Trp

Val Met

Leu Glv Zhe Ala

Arg

Ser

2ro

Val

Arg Yal

2la

YVal

Gly

O
v
]

Thr

Gln

Gln

Asn

Met

Leu

Thr

ArYg Fro

Thr

Ser

Thr

Cys

Thr

Gly

Asp

Thr

Leu

Leu

Ser

Leu

Ser

Gly

Arg

Gly Ser

Ala

Ser

Val

Arg

Gln

Zhe

Glu

Leu

Cys

His

Glv Ser Ser

935

Ala Lys

Val

Asn Val

Gln Arg

1

Ser

21/24

Dur. 7D

Val -

Val

Ala Ph

¢es

0no

Glu GL

Ser

e Ile

Phe

Pro Ala Ser

&40

955

v Gly

Gln

Glu Lvs Ala His

Yal Arg Tyr Leu Thr

1015

Ser
1030

Yal
1045

Zhe
1060

Ile
1075

Arg
1090

Leu
110%

Asp
11210

Gln
1125

Lys
1150

Tro
1165

Arg
1180

Ile
1185

Ser
1210

Lys

Leu

Ile

His

Gly

Cys

Ser

Asn

Trp

Val

Tyc

Ala

Ala

Ile

Ala

Glu

His

His

Ser

Thr

Thr

WVal

YVal

Ala

Gly

Gly =

Asp

Leu

Glu

Thr

Arg

Gln

Leu

Val

Ala

Ile

Leuy

Cys

Val

Ser

Asp

“he

Ser vs Ala

Tyr Gly Ser

¢80

Pro Ser Gln

1005

Tyr

Asn

Ile

e75

—en

Ile

Phe

Tls

S60

Thr

Len

Gly

Ser Glu Met His

1020

Ile Leu
1025

Asp Ala
1050

Gly Asp
1065

Ala Gly
1080

?ro  Thr
1065

Ser Gly
1110

Arg Pro
1125

Thr Cys
1140

Asn  Cvs
1155

ro  Val
1170

Cvs Val
1185
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