3ATBEP/JIKEHO
Haxka3 Minicrepersa 0XopoHH
30poB'st YKpainu
Ne

Pecerpauiiine nocsiraeHns
Ne

IHCTPYKIIS
JJISE MEIMYHOTO 3ACTOCYBAHHS JTIKAPCLKOI0 3200y
BioKaor A*
BioClot A*

Cknao:

oiroui pewosunu: Von Willebrand factor and coagulation factor VIII in combination;

1 ¢pnakon akTHBHICTIO 250 MO MicTHTE*:

¢axrop 3ropranns VIII moauun 250 MO, daxtop don BiuieGpanna momuan 125 MO
1 ¢pnakon aktusHicTIO 500 MO MicTHTB*:

¢axtop 3ropranns VIII moxuan 500 MO, paktop ¢pou Bimebpanna momxuun 250 MO
1 ¢pnakon aktuBHicTIO 1000 MO MicTHTB*:

daxrop sropraurs VIII moxuun 1000 MO, dakrop dpon Binebpanna moauan 500 MO
00noMidicHi pevounu: anbOYMiH JIOAMHH; TIUMH (KHCJI0Ta aMiHOOWTOBA); JI3HHY TiIPOXJIOPHI,
HATPIIO XJIOPH/I; HATPilO IMTPAT; KJIbLIIO XJIOPH/ JAMTipaT;

Po3zyunnux: BoAA JUIs iH’€KILIM.

— . g

*AxTuBHicTs daktopis VIII i BinneGpaHaa susHauanach 3a MikHapoaHumiu cranmapramiu BOO3 wis KoHUeHTpartis

¢axropis VIII i BineGpanna.
] Jlikapcbka ¢opma. Jliodinizar 1is po3unHy JUlA iH’eKuill y KOMIUIEKT 3 PO3YHHHHKOM (BoJa JUiA
}E in’exuiif) Ta 3aco6amMu JUTS PO3YHHEHHS Ta BBEICHHS.
; Ocnoeni ghisuxo-ximiuni enacmueocmi: Ginnit a6o 6n1in0-KoBTHIl rirpockoniyHui nopouwok abo
KpHXKa Maca.

) dapmaKkoTepaneBTHYHA rpyna. , ] e

T'emoctaTHuni 3aco6u. Paxtopyu 3ropraHHs kpoBi. ®akrop ¢on BiuieGpanna B xomGinamii 3
AKTOPOM 3r0

Kox ATX B02B D06.

neGpanaa Mictuts aBi  Monekymn (FVII, vWF) 3 pissumu

aK KofaxTop axTusoBaHoro axtopa IX, mpHCKOpioIOwH
persopenns akropa X Ha atWpoaHuit Qaktop X. Akmuopanii axtop X nepersopioe
iJJ__'-fuJ,}*'J<- SIH Y ) KHH LE 7k i AL 6‘ SRR e ieren s ‘mﬁym’
”?”;}’:}*"’ \HHA 10 MO | cno . A " < ’ s TR
pote IMHACOBO KOHTYBATH Aciun

0Cep ‘A_I':;J\Y.f"xi‘l‘l'-(‘ O TPOM |c‘||",_. ‘ d

pa VIIl y muasMi KpoBi, Mo AOCATAETS



Y noyatkosiit (asi BiaGyBacTbCs PO3NOALUT MIXK BHYTPIIHLOCYIMHHHM 1 1103aCY AMHHHM CCKTOPAMH 3
MepioIoM HaMiBBHBEJCHHS 3 IUIa3MH BiX 3 710 6 roamu; npubin3Ho Bl 2/3 no 3/4 daxropa VIII
JIHIIACTHCS Y KPOBOTOKY. Y HAcTyMHiil noBinbHiit dasi nepioa Hanisposnaty Bapiloc y Jianasosi 8-
20 rojnH, i3 cepeiHiM 3Ha4YeHHAM 12 rojinH.

Kainiuni xapakrepucrusmn.

IToxasanua.

JlikyBanHs i npoiNaKTHKAa KpPOBOTEY, CIPHUYMHEHHX BPOUKEHOIO 200 HaOyTOIO HEIOCTATHICTIO
dakropa VIII (remodinis A, inribitopua dopma remodinii A, wabyruit nediumt daxropa VIII,
MOB’s3aHMil 3i CNOHTAHHOIO mOsBOIO iHriGitopy daxtopa VIII). Xsopoba Biuiebpanna i3
HenocratHicTio gaxkropa VIIL

ITpomunokazanna.
[inepyyT/IMBICTH J0 AKTHBHOT cyOcTaHiii abo 110 1HWHX KOMITOHEHTIB rnpernapary.

B3aemodin 3 inuuumu nikapcoKumu 3acobamu ma inwi 6uou 63acmooiil.
Hemae maHmx mojo B3aemoiii (aktopa 3ropTaHHs KpOBI JIHOJHHH VIII 3 iHIWAMH MEAHYHHMH
npenapaTamt.

Ocobaueocmi 3acmocyeanHA.

V pasi 3acTocyBanHs Gy/ib-AKHX Npenaparis /Ui BHYTPIUIHbOBEHHOTO BBEACHHH, 11O MiCTATH GLIOK,
MOXJIHBI peakuii rinepuyTIHBOCTI IEPriYHOro THITY, BKIIOHAIOYH aHadinakciio, aprepiaibHy
rinoTen3ilo, apTepiaibHy rineprensiio, Taxikapaiio, Oiib y rpyasx, 3aaHIIKy, HaOpsAKH (BKIIOYAIOYH
HaGpAK OGMMYYA i MOBIK), KPONMB SHKY, BHCHIIH, MOYEPBOHIHHA T4 cBepOixk, 03HOD, rapsyky i
Hynoty. Okpim Giskis daxtopa VIII B stikapcbkoMy 3aco0i HasBHI 3ATHUIKH iHIIUX OLIKIB JIIOJAHHH.
[MoBiOMAS/IOCS NPO BHHHKHEHHS aHadinakcii, y Tomy uHCIi aHadiTaKTHYHOrO LIOKY, TNPH
3aCTOCYBaHHi iHIMX npenapatis, mwo Mictsth gakrop VIII i pakrop BinneGpanaa, TOMY Ii ABHINA
MOJXYTbh TAKOX CyNpPOBOJLKYBATH 3aCTOCYBAHHA npernapary bioKiot A.

CTaH NMAUiEHTIB CJIJ PETEbHO CNOCTEpiraTH 3a Oy/b-SKHMH CHMITTOMAMH MPOTATOM BCBOTO nepioay
ingysii. IIpn mossi cumnToMiB aHadinakcii namieHTam cnijl HeralHO TPHNHHHTH BBCICHHSA
npenapary. Y BHNAIKy aHaQiaKTHYHOIO HIOKY c/lijl 3aCTOCOBYBaTH CydYacHi CTaHJapTHI METOIH
JIIKYBaHHS IIOKY.

Ilepen npusHayeHHsMm npenapary bioKuioT A BaXIHBO BH3HAWHTH Y naumienTa aedexT Koarysmii:
renoctatHicTh dakropa VIII abo paxropa Biiebpana.

Culi JIOCNiMTH TALIEHTIB 3 NPHBOIY PO3BHTKY iHriGiTopis dakTopa VIIl/pakropa Binnebpanna,
AKIIO OYiKyBaHy IUIa3MOBY aKTHBHICTB (-akTopa VIII/ pakropa BinneGpanna He nocaruyro abo
AKIIO KPOBOTEYA HE KOHTPOJIIOETBCA.

BiZOMHM YCKJIQIHEHHSM TIPH JIKyBaHHi NalienTiB 3 reModiieio A € yTBOPEHHS HeHTpani3ylounx
anTutin (inri6itopis) ¢akropa VIII. 3assuuail ais umx inribitropie — imyHornoGyninis IgG,
CrpAMOBaHa TPOTH MPOKOArYJIAHTHOT aktusHocti Qakropa VIII. Ix akTusHicTh BH3HauaeThCA B
omuuuusx beresza (OB) Ha 1 Ma muiasMH 3a JIOMOMOroio moaudikosaHoro anamizy bere3na.
[ToBiIOMAAIOCS PO HAABHICTH iHriGITOPIB NEPEBAKHO Y paHile He JiKOBAHWX MauieHTiB. PH3HK
PO3BHTKY iHriGiTopiB MpoNOpUiiiHH CTYNEHIO nii ¢axkropa VIII i € MakCHMaJIbHHM TPOTATOM
nepmux 20 AHIB JiKyBaHHA, @ TaKOX 3aICHKHTH Bil IHIINX TEHETHYHHX (akTopiB i YMOB
HABKOJHIIHHOTO CepeioBHIA. Y PIIKICHHX BHMAJAKAX iHriGiTOPH MOXYTb 3’ ABHTHCS MICHA MEPUIHX
100 nuiB nikysanHs. Ilicis mepeBe/ieHHs NALEHTIB, Akl panime nikyBanucs Gineme 100 auiB iy
SKMX YTBOPWJHMCS iHTiGiTOpH, 3 OJHOrO mnpenapary pekomGinanTHoro ¢axropa VIII Ha inmmit
CHIOCTEPIraTHCh BUAKH MIOBTOPHOT NOABH iHTiGITOPIB (HH3bKOTO THTPY).

V nauienTis 3 3-M THIIOM XBopoGH BijuieGpaa MOX/IHBA NOABA HEHTPANI3YIOUHX AHTHTL (iuriGiTopis)
no ¢axropa BinneGpanja. AHTHTUIA 3JaTHI BHKIHKATH aHadinakcilo, TOMy MAUIEHTIB, sKi MalOTh
anad)inaKciio B aHaMHE3i, C1iL OGCTEKHTH Ha HasBHICTB iHribGiTopa paxropa BinneGpanza.

TlanienTH, AKi OTPHMYIOTH NiKyBaHHS pexoMOiHaHTHHM daxTopoM koaryisuii VIII, notpedyioTh
PETENBHOrO KIIiHIYHOrO HariAay 3 NPOBEACHHAM nabopaTOPHHX TECTIB HA HASBHICTH iHriGiTOPIB.
JloBroTpHBAJIC JTKYBAHHA NPENapaTaMM, WO MICTATE daxrop BimneGpanna, Moxe BHKIHKATH




Ha;MipHHii pict ¢akropa VIIL
INpusnavaioun MaKCHMaTbHY jno6oBy no3y ﬂOTp16H0 BpaxoByBaTH, IO KIJIBKICTh HATPLO MOXKE

nepeBHATH 200 Mr i 11e MOXKeE 3aIKOAHTH NAIliCHTaM, SKi J0OTPHMYIOTECS Ha HH3bl\0HanlCBOl JIETH.
Bunaaxu TpoMGoemGostii Gy sm 3apeecTpoBaHi y naiicHTis 3 xsopo6oio Binnebpana, AKi OTPHMYBATH
¢aktop VIIl/®akrop BieGpanza sx 3aMicHy Teparito. Y nauieHTis 3 BeHo3HOI TpomGoemboricio B
aHamHe3si, 3 BHCOKMM piBHeMm eHjorenroro ®aktopa VIII 6yso BHABIEHO 3B’S30K 3 MUIBHIICHHM
PH3HKOM noaansioro Tpom6oyTsoperss. Cria npoBoauTH NpoQilakTHKY BEHO3HOI Tpou6ocmﬁoml
IcHye pH3MK BHHMKHCHHS TpPOMOOTHYHMX peakuiif, ocoGiHBO y NauiceHTIB 3 KIHIYHHMH abo
naGopaToprimu (akTopami pH3HKy. TakuM YHHOM, CTAH NAUICHTIB TPYNH PH3HKY HEOOXimHO
KOHTPOJIIOBATH HA NPEIMET TOSABH PaHHIX 03HaK TpomGo3y. Crix po3noyari MPOQLIAKTHKY BEHOIHOT
TpoM6oem601ii BIANOBIZIHO 10 YHHHHX PEKOMEH 1Al

Y nauientis 3 rpynoio kposi A, B a6o AB niciis nosropHOro 3actocyBaHHs npenapary 4¢pe3 KOpoTKi
MPOMIXKKH Yacy abo y ay7e BHCOKHX Z103aX MOKE BHHHKHYTH FeMOJIITHYHA PeaKilis.

Ilpn 3acTocyBaHHi JiKapchbKMX mpenapariB 3 Kposi a0 IUla3MH KpOBI JIOAHHH BXHBAIOTHCSH
CTAHAAPTHI 3aXO/H, CIPAMOBAHI Ha 3anobiranHs nepejaui nauicstam 30yannkiB indekuil. Jlo HAX
HalexKaTh pereabHuil BiOip AOHOPIB, NMepeBipka OKpeMHX nopuiff i my/iB IUIa3MH 32 MapKepamH
BipyciB Ta iHQeKuil, BKmoOYeHHS eeKTHBHMX BHPOOHWYMX KpPOKIB JUIA iHAKTHBAUIl/3HHIICHHA
BipyciB. He3Baxaioun Ha ue, npu BBCIEHHI JKapCchKHX Npenapatis, BHrOTOBJICHHX 3 KpoBi a6o
TIa3MH JIOJWHH, HE MOXKHA LIIKOM. BHKTIOUHTH MOXUTHBICTh niepeaayi 30yaHNKIB iHeKUil, y ToMy
YHCIi HeBLIOMHX a00 HOBHX Ha CBOTOHI BIPYCIB Ta IHUINHX N1aTOTEHIB,

3axo/n, MO BKHBAIOTHCS, BBAKAIOTLCH ePEKTHBHHMH 110710 0060JOHKOBHX BipyCiB, TAKHX SK BIPYC
imyrozediunty momuun (BLJI), Bipyc renatuty B i Bipyc renatuty C, a Takox uis 6e3060710HKOBHX
BipyCiB, TakuX sk Bipyc rematuty A. Lli 3axoam MoxyTs MaTH oOMekeHY epeKTHBHICTH IIOJO
6e3060/10HKOBHX BipyciB, Takux sk napsosipyc B19. Iudikysanus napsosipycom B19 moxke mat
cepio3Hi Hac/iaKM Ul BariTHHX xiHOK (iHdikyBanns muoga) i yuojeit 3 imynozediunTom abo

MiABHIICHHM EPHTPONOE30M (HANPHKIIA, 3 TeMOITHYHOIO AHEMIEIO).
Cnijt pO3rJSHYTH THMTAHHS TNpOBEJACHHA BakuuHauii (Bix rematuty A i B) nauicsram, ski

peryJispHO/IIOBTOPHO OTPHMYIOTh npenapaty ¢akrtopa VIII.
B iHTepecax nauicHTIB PeKOMEHIYEThCS NpH KOXKHOMY BBesieHHI npenapaty bioKiot A sanucyBart

Ha3By i HOMep cepii npenapary.
3acmocyeannn y nepioo eéazimuocmi abo 200y6aHHA zpyomo

Beaneka 3acrocyBaHHs npenapary BioKsior A® B nepiox BaritHocTi He BcTaHOBeHa. Tomy npenapar
MOHA 3aCTOCOOBYBATH Y NEPioA BAariTHOCTI ab0 rojlyBaHHs IPY/ULIO TUIBKH y BHIIAJKY OJIHO3HAYHHX

NOKa3aHb, SKUI0 KOPHCTH INICPEBHLIYE PH3HK.
30amuicmy enaueamu Ha WGUOKicmb peaxyil npu Kepyeawwi asmompancnopmom abo iHwumu
MEXAHIZMaMU.

3azpuvaii He cnocrepxmmcu BIUTHB Ha 3JaTHICTh KEpyBaTH ABTOTPAHCNIOPTOM WM MpALioBATH 3
{HIMMA MexaHisMamu. AJie CJTiJl BpaxoByBaTH MOXJIMBICTB PO3BHTKY noGiunmx peakuiif 3 Goky

HEpBOBOI CHCTEMH.

y Choclb' 3aCMoCy8anHA ma 003u.
H 'napa'r neo6xumo mocosynam Tl HArJISIOM JiKaps, SKHH Mae JIOCBIA y JKyBaHHI XBOPHX HA

npmnaqenuﬁ ans nnylpxmmomuom BBEJACHHA Y BHIAAAI iH elnnﬂm(bym micas
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Hozyeanns npu 2emoghinii A

PospaxyHok HeoGximnmx 103 paxtopa VIII rpysTyeThes Ha emnipuyniit dopmyai: 1 MO dakropa VIII
Ha | Kr MacH Tifa MiABHUIye aKTWBHICTH IIA3MOBOIO ¢axtopa VIII Ha 1,5 % — 2 %. 3 ornsny Ha
MoYaTKoBy akTHBHICTH aktopa VIII y mnasmi nauienra, JA03YBaHHs pO3paxXOBYETHCH 3a TaKOIO

dopmynoro:

0osa BioKnom A® (MO @ VIII) = maca mira (ke) % baogwcane niosuwenns gpaxmopa VIII (y %) * 0, 5.

Jis BH3HAYEHHA KUTBKOCTI i YacTOTH BBEACHHS CIIix OPIEHTYBaTHCA Ha KJIIHIYHY €(EeKTHBHICTB y
KOXXHOMY KOHKPETHOMY BHIIAJIKY.

Kposomeui i xipypeiune empyyanns

Haseziena umkue Tabinns mosxke Gyt BHKOpPHCTaHa siK 1ociOHUK 1npu BuOOpI 103yBaHHSA, HEOOX1THHX
JUIS IPOQLIAKTHKH KPOBOTEY y pasi XipypriyHHX BTPY4aHb, a TAKOXK TPHBAIOCTI IMIJATPHMKH MEBHOIO
piBs ¢dakropa VIII. 3a nesuux YMOB MOXyThb morpebyBatucs Oinbuii 1034, OCOOIMBO TIpH
MOYaTKOBOMY BBEACHHI. Y X0ai JiKyBaHHS HeoGXiAHO NPOBOANTH BH3HaueHHS piBHS pakTopa VIII y
KPOBI JUIS PO3PaxyHKy 03 i YacTOTH NMPOBEICHHA 1H'€KUii. Y BHNAJAKY BETHKHX XipypriqyHux
BTPY4aHb 0COOIHBO BAXJTHBHM € TOYHHII MOHITOPHHT 3aMiCHOI Tepartii 3a JIONOMOro0 KoaryasuiiHix
TecTiB (Ha akTHBHiCTH (akTopa VIII). Biamosims Ha ¢daxkrop VIII OoKpeMHX NaUi€HTIB MOXYTh
BUIPI3HATHCS.

HeoGxianmii pisens | Yacrora BBeaenns (roanun) / TpuBajicrs
Tun xposoteui a6o xipypriunoro ¢axropa VIII y naasmi, JikyBauns (ani)
BTpy4anus (% Bix Hopmu)

Kposoreui

Panniii remapTpos, kpososwineH y 20-40 Koxui 12-24 roauuu, He mexwe 1 go6u, g0

M’s34 a60 NopoXHKHY pota KynipyBaHHA KpOBOBWIHBY a60 3aroeHHs
paHH

Benuki remaptposu, M’ s308i 30-60 Koxni 12-24 roauum, 3—4 ani a6o nosuue,

KpoBoTeyi abo rematoma A0 3HHKHEHHA OGomo | BiIAHOBIEHHA
pPYyXJIHBOCTI

3arpoanuBi IS JKHTTA KpoBoTeEYi, 60-100

TaKi AK YepenHi onepauii, roposi i KoxHi 8-24 ronuuu, 10 3HuKHeHHA 3arposu

LUTYHKOBO-KHLIKOBiI KPOBOTEYi KHTTIO

Xipypris

Hesennki onepauii, Bk1io4aioun 30-60 Koxui 24 roaunu, e menuwe 1 nobu, no

BHAaleHHA 3y6iB 3arOCHHA paHH

Benuki onepauii 80-100 Koxui 8-24 romumm, po aneksatHOro

(mo i micns onepauii) |*STOCHMA  paHM,  motim 7 uis

TUATPHMYBANBHOT Tepanii 3 piBHem (akropa
30-60 %

Tpusane npoghinakmuvune niky6anns

Hns TpuBanoro npoQUIAKTHYHOTO JKYBAHHS TSKKOT Gopmu remodinii A PEKOMEHAYIOTBCH J103H
20-40 MO caxropa VIII Ha 1 Kr Macu Tina koxwi 2-3 mui. Y ACAKHX BHMAaNKax, oco6MmBo s
MOJIOAMX NMALi€HTIB, MOXE NOTPeOYBATHCSA YACTIle BBEICHHS BETHKHX 103.

Inzibimopn az init A

Heobxinno crexwutn 3a mossoio inribitopy daxropa VIIL. Skmo me BIAETBCA nocArTH GaxaHoro
piBus axtuBHOCTi hakTopa VIII y nuiasmi nauienta a6o sxumio KPOBOTEYA HE NMPHIMHHACTBCA NMPH
BBC/ICHHI BIANOBIAHOI /03H, HEOOXiJHO NPOBECTH TeCT Ha HANBHICTH inriGitopy. Slkmo THTP
iHriGiTopis Hmkanit Hix 10 oxnnmue Beresna (OB)/mi, noxaTkoBe BBeneHHS npenapary BioKnor A®



MOXe HeitTpanisysatu inriGitop. Skmo Tatp Brme 10 OB /M a6o € pi3ke 36UTbIeHHs 1HTIGITOpPY Y
BIANOBIIL Ha BBEIEHHS npenapaty bBioKyoT A, cnix posrnsHyTH MOMUTHBICT 3aCTOCYBaHHS

KOHUCHTPAaTy (AKTHBOBAHOI0) NMpPOTPOMGIHOBOrO KOMIUIEKCY ab0 pekOMOIHAaHTHOrO aKTHBOBAaHOIQ
¢axropa VIII.

Xeopoba Binnebpanda iz dehiyumonm dpaxmopa VIII
bioKior A® nokasanuit s 3amicroro JIIKYBaHHSA TALIEHTIB i3 XBopoGoo Binnebpanna, ki MaoTs
3HWKCHUH piBeHb daktopa VIII 3amice nikysanus npenaparom BioKnor A® mwis koHTpomo

KPOBOBHJIMBIB i 3an0o6iraHHs KpOBOTeYaM, OB’ A3aHAM 3 XipypriyHoi0 Ornepaui€io, MPOBOAHTHCH Tak
caMmo, siK 1pH reModinii A.

Ilpuzomyeanns ma 66edenns posuuny npenapamy
1. Harpiiite 3akynopennit hnakoH 3 po3YMHHHKOM 10 KiMHATHOI TEMIIEpATYPH (MaKCHMAIBHO 10
37 °C).

2. llInpuiiom nepeHeciTh po3YHHHMK 10 $rakona 3 niodinizaTom.

3. 3nerka noxuryiite ¢pnakon. HE TPSCITh ®JIAKOH 3 [TPEITAPATOM. HE IIEPEBEPTAUTE

®JIAKOH 3 ITPEITAPATOM JIO BUWJIYYEHHS OO BMICTY. Ilicis po3yHHEHHsS mpenapar

MOJKE€ MICTHTH HE3HAaYHY KiIBKICTh HEBETMKHX 3rycTkiB abo TBepaux yacTok. BoHH BHAansioThCH 3a

AOMOMOToI0  (GiIbTpa, MO H0HAETHCS. IIpy ubomy koHueHTpauis (apMaleBTHYHO AKTHBHOIO
KOMIIOHCHTA, 3a3Ha4Y€HA HAa CTHKETILI, HEe 3HHKYETHCH.

Beeoennn posuuny

1. lllo6 HaGpatu npuroToBieHuit PO34HH, CJIiJl BAKOPHCTOBYTH 0aanuit ¢insTp. BerasnTa ¢uIBTP B
JIOZIaHHA OZHOPA3OBHIl WNPHIL i BBeCTHB TYMOBY KpHIIe4Ky ¢
HaGpatu po3unn B wmpun yepes dineTp.

2. 3uaTH mnpHiL 3 GinbTpa i MOBIMBHO BBECTH PO3YHH BHYTPIIIHBOBEHHO (MaKCHMaIbHA IIBHAKICTS
BBE/ICHHS — 2 MJI/XB) 3a JIOTIOMOTOIO 10/IaHOT CHCTEMH.
Binkpurrs ¢nakowis, NPOUENYPY TPHIOTYBAHHS PO3UHH
CYBOPOMY JIOTPUMAHHI IPABHJI aCENITHKH.

BiokKuor A® cnin pozunnsTH MMme Oe3nocepeHbo mepen 3acTOCYBaHHAM.
IIBHJIKO BHKOPHCTATH (IIpenapar He MiCTHTb KOHcepBaHTiB). HeBukopucTanu

Himu.

Bincyrni nani momo 3acrocysauus JiKapepkoro 3acoby BioKnor A®  nitsam.
npenapary JiTaM He PeKOMEHI0BaHe.

dKOHa 3 pO3YHHCHHM IIperapaToM.

Yy i BBEJICHHS Tpenapary 3ilCHIOIOTh NpH

[ToTiM po3unH motpibHoO
i PO3YHH CITIJ 3HHIIIATH.

Tomy 3actocysanus

Ilepedosysanna.

Jauux mos0 CHMNTOMIB nepeno3yBaHHS ¢axTopa 3ropranns kpoBi momuun VIII Hemae. V pasi

SHAYHOTO NEpe/lo3yBAHHA MOXYTh BHHHKHYTH TpomGoemGoniuui ycknanuenus. B TAKOMY BHIAJKY
NOKa3aHe CHMITTOMATHYHE JIIKYBaHHS.

Iobiuni peakuir.

ITinumena yyTimBicTs a60 anepriuni peakuii, 10 AKHX HAICKHTS aHTIOHEBPOTHYHMIL HabpsK, meyis,
rinepemist i rocTpuii Gk y Micui BBeAeHHS, 03HOG, NPHIUIHBH, 3araibHa KPOIHB’IHKA, roJIOBHHIL
Gits, BHCHN, apTepiasbHa TIiNOTEH3is, aprepiaibHa rineprensis, JICTapris, HyJO0Ta, HeCMoKii,
TaxikapJlisi, BIIYyTTS CTHCHEHHS y TPYAsX, A3BiH Yy ByXax, G/IOBaHHS i CBHCTSYe AHXaHHSA, clabKicTs.
VY esKuX BHUAAKAX BOHH MOXYTH TNpPOTPECYBATH O THKKOL aHadinakcii (y TOMY 9HCHi
aHadinakTHuHoro moky). [TauienTis noTpi6Ho noBiLOMHTH Npo Heo6XimHicT 3BEpH
Pasi NOSBH LHX CHMITTOMIB. i . :

Y PiAKICHHX BHNIQ/IKAX CMIOCTEPIracTheA MiBHIIEHHS TEMNEPATYpPH Tija, rapsuka.

Y nauienTis 3 reModinicio A MOXYTh 3’ SBHTHCH aHTHTLNA (iHriGiTopH) 210 dakTopa VIII, mo kniniuno
NIPOSBJIAETECA  BIACYTHICTIO TIEMOCTATHYHOIO e

(exTy y BiINOBING Ha BBemeHHS npenapary
BioKnor A®. V Takmx BHNamKaXx PEKOMEHIYETHCH 3BEPTATHCA MO Creniani3oBaHkX LEHTPIB 1O

CHHA J10 JiKaps y




remoditii. 3acrocysanns Benmkmx 103 npenapaty bioKnor A® y nauicnis i3 rpynamu kposi A, B abo
AB MOe NPH3BECTH JI0 PO3BHTKY FeMOJIITHYHOT peaxilii.

Cucremu opranis IMoGiuni peaxuil Yacrora
BHINAAKIB
Po3nazau KpoBOHOCHOI i jiMdaruunoi | Koarynonaris, inriGitopu ¢akropa VIII Hesizoma
CHCTEMH
ITcuxiyHi pO3JIaaH Z3aHeNMOKOECHHS Hesinoma
Po3naau iMyHHOT CHCTEMH IlizBMimeHa  yyTaMBiCTH, aHA(LIAKTHYHA Hesinoma
peakiis, aHap UIaKTHYHHHA 0K
Po3s1aziu HEPBOBOI CHCTEMH [Tapecresii, 3anaMopoueHHs, roIOBHHI 6LTb Hesinoma
ITopymenus 30py HaGpsiki noBik, KOH IOHKTHBIT O hfﬂFBiﬂoﬁia
Cepuiesi posianu Taxikapaisi, npHIIBHILIEHE cepUeOHTTS Hesizoma |
CyaunHi posnanu AprepianbHa rinoTeH3is, aprepianbHa | Hesizoma
rineprensis, rinepemis, 6iaicTh P [P _
Pccr.lipaTopHi, . TOpaKaibH1 i | Kawens, 3aauumka, yrpyaAHeHe JIHXaHHA Hesinoma
MEIIaCTHHAIBbHI PO3J1aIu
I1LTYyHKOBO-KHIIKOBI pO3Jiaiu Hynora, 6moBanHs Hesinoma
YpaxenHs mkipu i nigwkiproi | Eputema, BucHn, HeiiposepmarHT, CBEpOiK, Hesigoma
TKaHHHH epHUTEMATO3HHIl BHCHII, Manmy/IbO3HHI BHCHII,
KPOIHB’ AHKA, MiJIBHIICHA MiTJIHBICTD,
MIOYEPBOHIHHSA 00 IHYus
[Topymenns 3 60Ky onopHo-pyxoBoi | Miauris, cy1oMH Hesizoma
CHCTEMH Ta CMOJYYHOI TKAHHHH
3aranbHi po3nagM Ta ypaxeHHs B | bine y rpymsx, amckomdopr y rpyasx, | Hesizoma
MiCIli BBEJICHHSA Habpskn (y Tomy umciai mepHpepHuHi,
006nnyus), o3HOOG/rapsyka, peakuii B Micui
BBEJICHHA (B TOMY 4MCi 3anaieHHs), Ouib,
rineprepMis, HENPHEMHHII TpPHCMaK y poTi,
BHpaxeHa cJabKicTh, OHIMIHHSA KiHIIIBOK,
KponuB’sHKa, Habpsk Keinke

Tepmin npudamuocmi.
2 POKH.
IIpuroToBaHuii po3YHH MpenapaTy MoxHa 36epiraTi 3 roanHu npu Temneparypi He Bume 25 °C.

YmoBn 30epiranus.

36epiraTh B OpHTiHAIBHIlH YNaKoBUi JUIA 3aXHCTY BiZ Aii cBiT/IAa NpH Temmeparypi Bix 2 mo 8 °C.
JlonyckaeTses 36epiraHus 1pH Temneparypi He Buue 25 °C nporsarom 6 Micauis y 6yap-skuit nepion
TepMiHy NPHIATHOCTI.

36epiraTi B HEAOCTYITHOMY JUISt AiTeH Micui.

Hecymicnicmes.

BioKnor A® He ciia 3MillyBaTH 3 IHIIAMH MEIHWYHHMH TPENapaTaMH Mepej BBEACHHSM.
PexoMeHIy€EThCS MPOMHBATH 3arajibHy CHCTEMY JUIA BHYTPIIIHbOBEHHOrO BBeACHHS 0,9 % po3unHOM
HATPIIO XJIOPHAY JI0 i MiCJIs BBEJCHHS npenaparty BioKnot A®.

Ynakoska. ;
ITo 250 MO npenapaty Ta 10 5 M/ pO34HHHHKA Y ¢naxoni. ITo 500 MO a6o 1000 MO npenapary Ta

1o 10 M1 po3YHHHHKA Y (IaKoH.

Tlo 1 ¢pnakoHy 3 npenapaToM Ta 1o 1 ¢pnakony 3 pO3THHHHKOM pa3oM i3 3aco0aMH JUIS PO3YHHEHHS Ta
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Kareropis Bianycky.

3a peuenTom

Bupobunk.

TOB «BIO®APMA TUUTA3MA», Ykpaina.

Micue3HaxoReHHs1 BHPOOHHKA Ta Horo aapeca Micust NpoBaKCHHS AisILHOCTI.
JOpuanyHa anpeca: Ykpaina, 09100, Kuiscbxa o6:1., M. bina Llepksa, Byn. KuiBcbka, 37.
AJipeca MiClls NPOBA/KEHHS AiSIBHOCTI:

‘Vxpaina, 03680, M. Kuis, Byn. M. Amocosa, 9;

Vxpaina, 09100, Knisceka 06:1., M. bina Llepksa, By:n. Kniscbka, 37.
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Translation from Ukrainian into English

The English language text of a package leaflet for this medicinal product was adopted from the orig inal Ukr aZ rian
proved in

language version, approved by the Ministry of Health of Ukraine and may vary from package leaflets ap
appropriate countries, depending on local regulatory requirements

Information submitted according to the data from Ukraine State Register of Medicinal Product as of
February 1, 2018

APPROVED
by Order of the Ministry of
Health of Ukraine

No.
Marketing Authorisation

No.

PRESCRIBING
INFORMATION
BioClot A

Composition:

active ingredient: Von Willebrand factor and coagulation factor VIII in combination;
1 vial of 250 IU activity contains*:

human Von Willebrand factor 250 IU; and human coagulation factor VIII 125 IU

1 vial of 500 IU activity contains*:

human Von Willebrand factor 500 IU; and human coagulation factor VIII 250 IU

1 vial of 1,000 IU activity contains*:

human Von Willebrand factor 1,000 IU; and human coagulation factor VIII 500 IU
excipients: human albumin; glycine (aminoacetic acid); lysine hydrochloride; sodium chloride; sodium
citrate; calcium chloride dihydrate;

Solvent: water for injection.

*Factor VIII and von Willebrand activity was determined using International WHO standards for factor VIII and von
Willebrand factor concentrates.

Pharmaceutical form. Lyophilisate for solution for injection complete with solvent: water for

injection and agents for dissolution and injection.
Basic physical and chemical properties: white or yellowish-white hygroscopic powder or crumb mass.

i’iumacotherapeutic group. Antihemorrhagics. Blood coagulation factors. ATX code B02B D06.

Plurmacological properties.

, b 7’ odynamzc properties.
BloClot A is a high-purity lyophilised concentrate of von Willebrand factor and coagulation factor

|| s m combination, derived from human plasma and double-virus-inactivated (heat and

?letergent inactivation).
llat on factor VIII/von Willebrand factor combination contains two molecules (FVIII, VWF)

: dnﬂ' nt physiological properties.
factor VIII acts as a cofactor of activated factor IX, accelerating the transfonnatxon of factor

D0, T b A )

ulu%g ina a clot fonnatig n. Due to the replacement therap
2 temporary correction of the he factor deficiency and controlfo
ﬁla:e‘lets""m"’me s"f.i's“" fmj'{nf"'é*de essels.

.~.~,~

\*). chtor X. Activated factor X converts prothrombin into thrombin J.wlnch tmnsforms_ | _



Translation from Ukrainian into English

In the initial phase, distribution occurs between intrav

i ascular and extravascular scctors with an
climination half-

fefofi3itol6 hours; nearly two-thirds to three-fourths of factor VIII staying 1n

circulation. In the next slow phase, half-life period varies between 8 and 20 hours, with a mean value
of 12 hours.

Clinical particulars.

Therapeutic indications.
Treatment and prophylaxis of bleedin
(haemophilia A, haemophilia A with i
development of factor VIII inhibitor). V

gs caused by congenital or acquired factor VIII deficiency
nhibitors, acquired factor VIII deficiency due to spontancous
on Willebrand disease with factor VIII deficiency.
Contraindications.

Hypersensitivity to the active ingredient or other components of the drug.

Interaction with other medicinal products and other Jorms of interaction.
There is no information about the interaction of human coagulation factor VIII with other drugs.

Special warnings and precautions for use.

If any intravenous drugs containing a protein are used, allergic-type hypersensitivity reactions,
including anaphylaxis, arterial hypotension, arterial hypertension, tachycardia, chest pain, dyspnoea,
oedema (including swelling of the face and eyelids), urticaria, rashes, redness and itching, chills,
fever and nausea are possible. Except for factor VIII proteins, the remainder of other human proteins
is present in the drug.
Anaphylaxis, including anaphylactic shock, has been reported with the use of other drugs containing
VIIT and Von Willebrand factors, so these effects may also be associated with BioClot A use.
The patient’s condition should be carefully monitored for any symptoms throughout the infusion
period. If symptoms of anaphylaxis occur, patients should immediately discontinue the drug
administration. In the case of anaphylactic shock, modern, standard shock treatment should be used.
Before BioClot A prescription, it is important to identify a coagulation deficiency in the patient: VIII
or Von Willebrand factors deficiency.
Patients should be screened for the development of VIII/Von Willebrand factors inhibitors if the
expected plasma activity of VIII/Von Willebrand factors is not achieved or if bleeding is not
controlled.
A known complication of the treatment of patients with haemophilia A is the formation of
neutralising antibodies (inhibitors) of VIII factor. Usually, the effect of these inhibitors,
immunoglobulins IgG, is directed against the procoagulant activity of VII factor. Their activity is
determined in Bethesda units (BU) per 1 mL of plasma using a modified Bethesda analysis.
Inhibitors were reported predominantly in previously untreated patients. The risk of inhibitors
development is proportional to VIII factor activity and is maximal for the first 20 days of treatment,
and also depends on other genetic factors and environmental conditions. In rare cases, inhibitors
could after the first 100 days of treatment. After the transfer of patients who had been treated for
more than 100 days and in which inhibitors were formed, cases of re-occurrence of inhibitors (low
~titre) were observed from one drug of recombinant factor VIII to another.
b ln patients with the 3rd type of Von Willebrand disease, the appearance of neutralising antibodies

(mh;bltors) to the Von Willebrand factor is possible. Antibodies can cause anaphylaxis, therefore,
%.:xm with a history of anaphylaxis should be screened for the presence of a Von Willebrand factor
C \_ .,_bitOl'.
Patients receiving treatment with a recombinant coagulation VIII factor require careful clinical
monitoring with laboratory tests for inhibitors presence.

r :tqm treatment with drugs containing Von Willebrand factor may cause excessive growth of VIII

ibing a maximum daily dose, it should be taken into account that the amount of sodium may
ceed 200 mg which could be harmful to patients who are adhering to the low-sodium diet.




Translation from Ukrainian into English

Cases of thromboembolism were reported in patients with Von Willebrand disease who received
VIII/Von Willebrand factors as substitution therapy. In patients with venous thromboembolism in
history, a high level of endogenous VIII factor has been associated with an increased risk of a further
thrombotic formation. Prophylaxis of venous thromboembolism should be performed.

There is a risk of thrombotic reactions, especially in patients with clinical or laboratory risk factors.
Thus, the state of patients at risk should be monitored for the early signs of thrombosis. Prophylaxis of
venous thromboembolism should be started in accordance with current recommendations.

Patients with A, B or AB blood group may have a haemolytic reaction after repeated dosing at short
intervals or at very high doses.

Using medicinal products from human blood or blood plasma, standard measures are taken to prevent
transmission of infectious pathogens. These include the careful selection of donors, testing of
individual portions and plasma pools for markers of viruses and infections, inclusion of effective
production steps to inactivate/destroy viruses. Nevertheless, the introduction of medicinal products
made from human blood or plasma can not completely exclude the possibility of transmitting
infectious agents, including unknown or new viruses and other pathogens.

Taken measures are considered to be effective against enveloped viruses, such as the human
immunodeficiency virus (HIV), hepatitis B virus and hepatitis C virus, as well as for non-enveloped
viruses, such as hepatitis A virus. These measures may have limited efficacy against non-enveloped
viruses such as parvovirus B19. Infection with parvovirus B19 may have serious consequences for
pregnant women (fetal infections) and persons with immunodeficiency or increased erythropoiesis
(e.g. with haemolytic anaemia).

Consideration should be given to vaccination (against hepatitis A and B) to patients who
regularly/repeatedly receive VIII factor drugs.

It is recommended for a patient to record the name and a batch number of the drug each time BioClot
A is administered.

Pregnancy and breastfeeding.

Safety of the use of BioClot A during pregnancy is not established. Therefore, the drug can be used

during pregnancy or breastfeeding only in the case of unambiguous indications, if the benefit
outweighs the risk.

Effects on ability to drive and use machines.
Usually, there is no impact on the ability to drive or work with other mechanisms. But the possibility
of nervous system adverse reactions development should be taken into account.

Posology and method of administration.
The drug should be used under the supervision of a physician who has an experience in the treatment
of haemophilic patients.
The drug is intended for intravenous administration as injections/infusions after dissolution in the
appropriate amount of water for injection.
Dosage and duration of the replacement therapy depend on the extent of factor VIII deficiency,
location, and intensity of bleeding and also on the clinical state of the patient.
The amount of factor VIII is expressed in international units (IU) which are calculated in accordance
with the International Standard of WHO for factor VIII concentrates. Factor VIII activity is expressed
either as the percentage (compared to normal plasma) or as international units (in compliance with the
International Standard of WHO for factor VIII concentrates).

] mophili
Calculation of necessary doses of factor VIII is based on the empirical formula: 1 IU of factor VIII per
kg of body weight increases plasma factor VIII activity by 1.5 % — 2 %. Considering initial factor VIII
plasma activity of the patient, a dose is calculated by the following formula:

* the dose of BioClot A (U of factor VIII) = body weight (kg) x desired increase of factor VIII (%) x 0.5.
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Translation from Ukrainian into English

To determine the amount and frequency of administration, clinical efficacy should be taken into
consideration in each case.

Bleedings and surgery

The table presented below could be used as a guideline when choosing a dosage necessary for the
prevention of bleedings and in surgeries and also the duration of maintaining the certain factor VIII
level. Under certain conditions, higher doses could be necessary, especially at the initial
administration. In the course of the treatment, blood factor VIII level should be determined to calculate
doses and frequency of injections. In the case of major surgeries, accurate monitoring of replacement

therapy with the help of coagulation tests (factor VIII activity) is of special importance. The response
to VIII factor in individual patients may vary.

Necessary factor VIII Frequency of administration
The type of bleeding or surgery plasma level, (hours)/treatment duration (days)
(% of normal)

Bleedings

Early haemarthrosis, haemorrhages 20-40 Every 12-24 hours, for not less than 1 day,
into muscles or oral cavity till the haemorrhage is cured or the wound is

healed

Major haemarthrosis, muscle 30-60 Every 12-24 hours, for 3—4 days, till the pain

bleedings or haematoma is cured and mobility restored

Life-threatening bleedings, such as 60-100
skull surgeries, throat, and
gastrointestinal bleedings

Every 8-24 hours, till the threat to life is
eliminated

Surgery

Minor surgeries, including tooth 30260 Every 24 hours, for not less than 1 day, till

extraction the wound is healed

Major surgeries bef 80_(110% h Every 8-24 hours, till the adequate wound
(be or:uz:ge:;)ert 8 healing, then for 7 days maintenance therapy

with the factor level 30—-60 %

Long-term preventive treatment

For long-term preventive treatment of severe haemophilia A, recommended doses are 20-40 IU of
factor VIII per kg of body weight every 2-3 days. In some cases, especially in young patients, more
frequent administration of high doses may be required.

Haemophilia A with inhibitors

It is worth to observe factor VIII inhibitor development. If desired factor VIII plasma activity level
cannot be achieved in the patient, or the bleeding does not stop after administration of the appropriate
dose, a test for the presence of inhibitor should be performed. If inhibitor titre is below 10 Bethesda
Units (BU) per 1 mL, additional administration of BioClot A may neutralise the inhibitor. If the titre is
higher than 10 BU/mL or there is a sharp increase of the inhibitor in response to the administration of
BioClot A, the use of a prothrombin complex (activated) or a recombinant activated factor VIII should
be considered.

Von Willebrand disease with factor VIII deficiency

BioClot A is indicated for replacement therapy in patients with von Willebrand disease who have a
decreased level of factor VIII. Replacement therapy with BioClot A for haemorrhage control and
surgery-associated bleeding prevention is carried out the same way as in haemophilia A.

Preparation and injection of the drug solution: .
- 1. Heat the corked vial with the solvent to a room temperature (maximum up to 37 °C).
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Translation from Ukrainian into English

2. Transfer the solvent with a syringe into the vial with lyophilisate.

3. Swing the vial gently. DO NOT SHAKE THE VIAL WITH THE DRUG. DO NOT TURN OVER
THE VIAL WITH THE DRUG TILL ITS CONTENT IS TAKEN OUT. After dissolution, the .drug
may contain a few small clots or solid particles. They are removed with the help of the filter provided.

At that, the concentration of the active pharmaceutical ingredient indicated on the label does not
reduce.

Injection of the solution

1. To draw the solution prepared, use the filter provided. Put the filter into the provided disposable
syringe and insert it into a rubber stopper of the vial with the dissolved drug. Draw the solution into the
syringe through the filter.

2. Take the syringe off the filter and slowly inject the solution intravenously (maximal rate of injection
is 2 mL/min) with the help of the system provided.

Opening of vials, as well as the procedures for preparing the solution and injection of the drug, are
carried out under the strict adherence to the aseptic rules.

BioClot A should be dissolved only just before the use. Then the solution should be quickly used (the
drug does not contain any preservatives). Unused solution should be destroyed.

Paediatric population.

There are no data available on the use of BioColot in children. Therefore, the use of the drug for
children is not recommended.

Overdose.

There is no information about the overdose of human coagulation factor VIIIL In case of significant
overdose, thromboembolic complications may occur. In this case symptomatic treatment is indicated.

Adbverse reactions.

Hypersensitivity or allergic reactions including angioneurotic oedema, heartburn, hyperaemia and
acute pain at the injection site, chills, flashes, general urticaria, headache, rash, arterial hypotension,
arterial hypertension, lethargy, nausea, anxiety, tachycardia, feeling of compression in the chest,
ringing in the ears, vomiting and wheezing, weakness. In some cases, they could be a progression to

severe anaphylaxis (including anaphylactic shock). Patients should seek medical advice if these
symptoms occur.

In rare cases, there is an increase of body temperature, fever.

In patients with haemophilia A, antibodies (inhibitors) against factor VIII may develop, which
manifests as the absence of haemostatic effect in response to administration of BioClot A. In such
cases, it is recommended to consult with specialised haemophilia centres. Administration of high doses

of BioClot A in patients with A, B or AB blood types may lead to the development of haemolytic
- reaction.

& -.Sys-tem Organ Class Adverse reactions Cases
| . frequency |
Coagulopathy, VIII factor inhibitors Unknown
Anxiety Unknown

| Hypersensitivity,  anaphylactic  reaction, ‘Unknown
| anaphylactic shock Ry T | [T N
mpairment | Swelling of thecyehds,cmogunctlﬁhim Jn
Heartdisorders | Tachycardia, rapid heartbeat
| Vascular disorders
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Translation from Ukrainian into English

Respiratory, thoracic and mediastinal | Cough, shortness of breath, difficult breath Unknown
disorders
Gastrointestinal disorders Nausea, vomiting Unknown
Skin and subcutaneous tissue | Erythema, rash, neurodermatitis, itching, | Unknown
disorders erythematous rash, papillary rash, urticaria,

‘ sweating, face hyperaemia

" [Musculoskeletal system and | Myalgia, cramps Unknown
connective tissue disorders

General disorders and lesions at the | Chest pain, chest discomfort, oedema Unknown
injection site (including peripheral, facial), chills/fever,
reactions at the injection site (including
inflammation), pain, hyperthermia, bad taste
in the mouth, weakness, numbness of the
limbs, urticaria, angioedema

Shelf-life.
2 years.
Prepared drug solution may be stored for 3 hours at a temperature below 25 2C:

Storage conditions.

Store in the original package to protect from light at a temperature of 2 to 8 °C. It is allowed to store

the drug at a temperature below 25°C during any 6 months period of the shelf life.
Keep out of the reach of children.

Incompatibilities. ‘
BioClot A should not be mixed with other drugs before administration. It is reccommended to wash the

common system for intravenous infusion with 0.9 % solution of sodium chloride before and after
administration of BioClot A.

Package.

250 IU of the drug and 5 mL of the solvent in vials. 500 IU or 1,000 IU of the drug and 10 mL of the
solvent in vials.

1 vial with the drug and 1 vial with the solvent together with means for solution and administration (1
filter, 1 disposable syringe with a needle for injection, 1 winged infusion set) are put into a box-board
package.

Prescription category.
By prescription.

Manufacturer.
BIOPHARMA PLASMA LLC, Ukraine.

Mt cturer’s location and business address.

L]
o L, ’

~ Legal address: 37 Kyivska St., Bila Tserkva, 09100, Kyiv region, Ukraine.
, 'S’B%x"l-..A, “ ’ - 7

| 9Mykoly Amosova St Kyiv, 03680, Ukraine.
28 7St,BnlaTserkV8, 09100, Kyiv region, Ukraine.
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Translation was certified by Director Karpyuk Sergiy.
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