H3NLAHWUTENHA ATEHUWA NO NEKAPCTBATA

KPATKA XAPAKTEPHCTHKA HA ITIPOAYKTA

1. HMME HA JEKAPCTBEHUA ITPOAYKT

Oxraneiit 500 IU npax 1 pasTBOpHTEN 3a HHXKCKIIHOHEH pa3TBOP
Octanate 500 TU powder and solvent for solution for injection

2. KAYECTBEH M KOJIMYECTBEH CbCTAB

Ennn dnakon OkraHelT chabpxka 500 IU yoselwiky koarynauuones pakrop VIII.
[Ipu pasrBapsHe ¢ NpuIoXeHHs pastopuren (10 ml), npoxyxTsT ChABPKA NpHOIH3HTENHO 0 IU/ml
xoarynanuoHeH ¢axrop VIIL

TpoaykrsT chaspika < 30 IU/ml daxrop Ha von Wilebrand (VWF:RCo).

AxtusHoctta (IU) e ompeneneHa upes u3nonspaHe Ha Esponefickus dapmaxoneeH XpOMOIeHCH aHAIMS,
Cnemma¢uunara akuBHOCT Ha OkTaneliT e > 100 IU/mg Oenrhbk.

[Tlony4eH OT YOBELIKA FIA3MA.

[omouiHo{H) BemecTBo{a) ¢ U3BECTHO NeHCTBHE
MdnakoH ot 500 IU: warpnii no 1,75 mmol (40 mg) Ha n0o30Ba €AHHHLA

KonuenTpauus Ha HaTpui cien pasrapssero: 125 — 175 mmol/l

3a MBAHHS CIHCHK Ha MOMOLIHHTE BElLeCTBA BHXTE TOuka 6.1.

3. JEKAPCTBEHA ®OPMA

[Ipax u pa3sTBOPHTEN 32 HHKEKITHOHEH PasTBOP.

[IpaxsT € 61 HiH 6110 XKBAT [IPaX HIH POHJIHBA CYOCTAHLMA.
PazrBopuTensr e 6uctpa, b6e3npeTHa TEUHOCT.

4. KJIMHHAYHHA JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

Jleuenue W npodHIAKTHKA Ha KbPBEHE NPH NAlMEHTH C.
o xeMmohuiHs A (BpoieH aeduuMT HA KoarynanHoHeH dakrop VIII)
¢ npuacOHT JeduHT Ha koarynaumuoHeH ¢gaxtop VIII
o xemoduius C aHTHTena cpeury koarymaunoneH ¢akrop VIII (MHXHOWTODH, BHX CBINO 4.2
Jo3upoBKa)

OkTaneifT MOXKe 1a ce H3IMOA3BA MPH BCHYKH Bb3pacTOBH I'DYIIH.
4.2 Ho3npoBKa H HAYMH HA NPHJIOKCHHE

Jleuenuero Tps6Ba j1a 3anmouHe nox HabmOISHHETO Ha JieKap, ¢ ONTHT B ICYCHHETO Ha XeMoguua,

MOHHTOPHPAHE HA JICYECHHETO




B xo0/1a Ha JIEYEHHETO € NPENOPBUMTEIHO Ja Ce H3BbpLIBA MOAXOAALIO ONPE/IENHE HAa HABATA Ha (aKTop
VIII, 3a 1a ce Haco4sa MpHIATAHETO HAa MOAXOAAILATA [03a M HECTOTATA Ha MHOTOKPATHH HHQY3HH.
OtroBopbT Ha Jieyennero ¢ ¢akrop VI npH pamiuyHMTE NMAUMEHTH MOXE Na € paliiMycH, Karo ce
HabJifoaBa padIHYeH NONY-)KHBOT W BbicTaHoBsBaHe. JlozupaHero Ha 0a3a TENECHO TErIO MOXE Ja
Hamara KOPEeKLMA IpH NalHeHTH ¢ HHUCKO Terjao0 MWIH CbC CBPBXTErno. OcobGeHO INpH TONEeMH
XUPYPIHUECKH UHTEPBEHIHMM, TOYHOTO MOHUTOPHpPaHe Ha 3aMECTHTETHATA TCPaNis Mpe3 KoaryaluHOHEH
aHanu3 (nnasMeHa akTHBHOCT Ha daxrop VIII) e 3aabikuTENHO.

Jo3HpoBKAa

Tlo3aTa K NPOXB/DKMTENHOCTTA HA 3aMECTUTEJIHATA TEPANHs 3aBHCH OT CTENEHTa Ha TexecT Ha dakrop VIII
fedHIMTE, OT JIOKATH3AILMATA HA KPbBOMATHBA M CTENEHTA HA KbpBeHe, KAKTO W OT KIHHHIHOTO ChCTOAHHE Ha
OQITHHSL.

Bpost Ha npunaraHuTe egHHHUH OT ¢akrop VIII ce u3pazssa B MEXAYHAPOAHM CIHHHIH IU) n
chboTBeTCTBA Ha chBpeMeHHuTe C30 CTaHIapTH 3a NPOAYKTH chabpxkaw ¢dakrop VIII. AxtusHocTTa Ha
daxtop VIII B mi1a3Mara ce H3pa3siBa KaTo NMPOLECHT (ChOTBETHO KbM HOpPMallHaTa HOBELUKA IasMa) Wid B
MEXIYHApOAHH eauHHLH IU (CHOTBETHO KbM MEXIXYHAPOHHS CTaHapT 3a akrop VIII B niiasMara).

Exna mexayHapomta eaunuua (IU) or akmuBHocr™a Ha ¢akrop VII e ekBHBaNeHTHAa HAa KOMMMECTBOTO OT
daxrop VIII B eauH ml oT HOpMaJIHA YOBELIKA ILTa3Ma.

JleueHue IpH HEOOXOAMMOCT
H3uuc/ISBaHETO HA M3MCKBaHAaTa 103a oT (aktop VIII ce Oasnpa Ha eMOUpA-HEA pe3ynTar, npy koito 1 IU ot

daxrop VIII 3a kg TenecHo Terno NOBUIIABA aKTUBHOCTTA Ha TTasMeH ¢aktop VI ¢ 1,5 o 2 % or HopManHHs.
HeobxomamaTa 4032 ¢ ONpeed Yupe3 H3NoN3BaHe Ha cienHaTa gopmyna:

HsncksaHusg Gpoii eanmns = TestecHoTo Teriio (kg(IU/dI) x axenanoro nopmmapane Ba gaxrop VIII (%) x
0,5

KonuuecTBo ¥ 4ecToTaTa Ha npunaraHero TpsaGBa BuHard Ja Onaar cpoOpaseHd ¢ KIMHMYHATA

eeKTHBHOCT BbB BCEKH OTAEINIEH ClTyyaH,

B ciyqaif Ha nocneBallld XeMOPArHYHH HHIHACHTH, aKTHBHOCTTa Ha ¢akrop VIII He TpabBa fa nana noj
HUBOTO Ha JajeHa IUla3MeHa akTuBHocT (B % OT HOpMajiHaTa) 3a CbOTBETHHMA nepuoa. (Crexsainata
TabMMoa Moke Aa Ce HM3NON3Ba KATO OPHEHTHPOBBYHA IMPH JA03HpaHe B €NU3OAHTEe HA KBPBCHC H B
XHPYprugra:

TexecT Ha KPEBOM3NHBA H3uckpamo YecTtora (4acoBe) H NMPOABIKUATENHOCT (IHH) Ha

Bupa xapypruuecka MaHH- Cé HHMBO Ha | TepanHATa

[Ty AaLHs ¢akrop VIII

KpLBOH3IHB

Paunu xeMapTposH, Myckynuu | 20 - 40 IoBTapsue Ha Bcekn 12-24 uaca. Hali-manxo 1

KPBBOM3JIHBH U KLPBEHE OT IieH, cliel KATO KPBbBOH3INUBHUTE IIPOABABAIIH Ce

YCTHATa KyXHHa ¢ Oonka OTIIYMAT HIH C€ MOCTHIHE ITHJIHO

03JpaBsBaHe

I'oneMH KpbBOU3IHBH: 30-60 IToBTapaHe Ha HH)y3uATa Bcekn 12-24 yaca 3a

XemapTpo3H, KpPhBOU3IIHBH B 3-4 Q¥ WIH TIoOBede Jokare Oonkata WIH
 MYCKYJIHTE HJIH XEMATOMH OCTPOTO HapylueHHe B ABMXKCHHUETO OTLIYMSAT,

KpbBOH3IHBH 3aCTpalliaBalii 60-100 [ToBTapsHe Ha HH(PY3HATA HA BCeKkH 8 o 24 gaca

XKHBOTA IO MLJIHOTO H3NEKyBaHeE,

XHpYPraYHH MAHHIYJIANHH

Manki, BKIIOYHTENHO 3b0HU 30-60 Bcexku 24 vaca, Hadi-Manko 1 fieH ciel MbJH




eKCTPaKUHH 03]paBsBaHe

FNonemu 80-100 [loBTapsaHe Ha WH(Y3HuATa Ha BCekd 8-24 yaca A0
(npe ¥ NoCT- | MBAHOTO 3a3jpaBABaHe Ha DPAaHHTE, TOraBa
ONEpAaTHBHO) | Tepanus 3a Hal-Manko 7 QHH 3a NOANBPXKAHC HA
taxrop VIII aktuBHOCTTa B saanazona 30-60%

[IpodunakTuka
3a NpOABIKUTENHA NPO(PUIAKTHKE HA KbpPBEHE NMPH NMaUUCHTH ¢ TEXKA xeMopuina A, TpsOBa na ce

npunarat ao3u ot 20-40 [U/Kg TesiecHO Terio Ha MHTEPBanH oT 2 10 3 JHH.
B HAKOM CITy4aH, 0cOGEHHO TIpH MO-MJIaH NalMEHTH MoXke fa 6baaT HeoOXOAUMH NMO-BHCOKH 034 HIIK

NO-KpaTKH UHTEPBAJH.

I1 KHUTEIHA HHQY3HS

Npenu onepauus TpAOBa 1a ce HanpaBH hapMakOKHHETHYEH aHaJIH3, 3a J1a C€ ONPENCIH KIHPbHCA.
Havannata CKOpOCT Ha HHQYy3usTa TpfOBa Ja ce H3YMC/sBa 110 CJACAHHA HAYHH: KIHPBHC X JKCjaHO
PaBHOBECHO HUBO = ckopocr Ha HHy3usTa (IU/kg/v).

Cnen mbpeuTe 24 Yaca Ha NPONBIDKHTENHA HHOY3MS, KIMPBHCHT TPAOBA Ia CC H3YHCIABA OTHOBO BCCKH
neH KaTO ¢€ M3MOJ3Ba PAaBEHCTBOTO 3@ PABHOBECHO ChCTOAHHE C H3MEPEHOTO HHBO W H3BECTHATA HECTOTA

Ha uHY3MUATA.

[TeauaTpuyHa NOITYNAINS
KnuHnyHO npoyyBaHe ¢ 15 manMeHTH HA BL3pacT 6 FOAHHH HJIH NO-MAJIKH, HE MOKA3Ba HANIHYHCTO Ha

HAKAKBH CIIELMATHH H3MCKBAHUS KbM JO3HPAHETO NPH Jela.
KakTo 3a JledeHHe, TaKa H 3a PO HIaKTHKa, JOINPOBKATa PH Bb3PACTHU H JCLa € ¢/IHA H ChLIA.

HauMH Ha npunoxeHHe

NaTpaBeHO3HO MPHITOKEHHE.

penopLYKHTENHO € A2 HE ce MpHiarar noseve ot 2-3 mL Ha MAHYTA.

3a HHCTPYKUMM OTHOCHO Pa3spexIaHeTo Ha JEKAPCTBEHHS MPOAYKT Npeld NMPHIOKEHHE, BIXTE TOUKa
6.6.

4.3 IIpoTHBONOKA3AHHA

CBPLXYIYBCTEBHTETHOCT KbM JIEKAPCTBEHOTO BEILECTBO WK HAKOE OT MOMOIHHTE BEILCCTBA, m30pOeHH B TOUKA
6.1

4.4 ChoenuarH npelynpekIcHHA H CHCHHAJHH NPEANA3HH MEPKH NpH ynoTpeba

[IpocneHMOCT
3a na ce noaobpH mpocieUMocTTa Ha GHONOrHUHUTE JIEKAPCTBEHH NMPOAYKTH, MMETO H MAPTUAHMAT HOMEp Ha
MPHJIAraHHA TPOAYKT TPSOBa Na ObAaT TOMHO AOKYMEHTHPAHH.

QEQEEEEQH'IEHHOCT

Bu3moxkHO € npH OKTaHeHT Aa ce pa3BHAT PEakiMH Ha CBPBXYYBCTBHTEIHOCT OT AJNCPrHYEH THIL.
[IpoxykThT ChAbPKA CIEAH OT YOBELIKH NPOTEHHH, painndnd ot ¢axrop VIII. Axo ce nposBsT
CHMIOTOMHM Ha CBDBXYYBCTBHTENHOCT, NauveRTHTe TpaAGBa na 6BIaT NOCHBETBaHM He3abaBHO Aa
APEKPATAT PHJIOKEHHETO HA JIEKAPCTBEHHA MPOAYKT M Ja ce o0aasT Ha cBoA siekap. | lamuenTrre TpabBa
ga 6bpaT HHGOPMHPAHH 3a DaHHHTE NPOSBH HA PEAKUMHTE Ha CBPBXYYBCTBHTCIHOCT, BKMIOYRAUIY

aHa(pHIaAKCHA.




[Tpy cayuali Ha IIOK Aa Ce CIEABAT HACTOSAIMTE MEAHLHHCKH CTAHAAPTH 32 JICYCHHE Ha LIOK.

Huxuburopu
OGpa3syBaHeT0 Ha HEYTpaNH3HpaIly aHTHTEeNaA (uuxubutopu) cpemry daxtop VIII e wu3BecTHO

YCIOXHEHHE NpH JICYEHHETO Ha JIHLA C xemopunus A. Tead HHXuOMTODH OOHMKHOBEHO ca IgG
MMYHOT/IOOYJIHHH, HACOYECHH Cpelly NpoKoarylaHTHaTa aKTHBHOCT Ha ¢axrop VIII, xouTo ce onpeaesisr
xonudecTBeHo B Beresga epmuuuu (Bethesda Units, BU) wa ml nna3ma, C H3NON3BAHC Ha
MOH(HIAPAHHUST TeCT. PHCKBT OT pa3BHTHE HAa HHXHMOHTODH 3aBHCH OT TEXCCTTA Ha 3a00J19BAHETO,
KAKTO H OT eKkcrno3HuusTa Ha daxrop VI, xato TO3H PHCK € HaH-BHCOK NpE3 MBPBUTE 50 nHH Ha
eKCIMO3HLHA, HO MPOXL/KABA Mpe3 LEIHs XHBOT, MaKap 4¢ PHCKBT € HEHECT.

KIHHHYHOTO 3HAYEHWE Ha Pa3BHTHETO Ha MHXHOMTODH Lie 3aBHCH OT THThpa Ha HHXHOHTOpPA, KAaTo
HHXHOUTOPHTE ¢ HHCBK THTHDP, KOMTO MPHCHCTBAT NMPEXOAHO WIH OCTAaBAT C MOCTOAHHO HHCKH THTDH,
NPEACTABIABAT ITO-MATLK PHCK 33 HENOCTATHYCH KIHHHYEH OTTOBOP, OTKOINKOTO HHXHOHTOPH C BHCOKH
TUTPH.

[To npUHLIKN BCHYKH TNALHEHTH, KOHTO Ce JIEKyBaT ¢ MPOAYKTH € KOaryJlaudOHeH daktop VIII Tpsabra na
ce NpOCNefABaT BHHMATEAHO 33 PasBHTHETO HA MHXMOMTODH, MOCPEACTBOM MOAXOAANO KIHHHTHO
gabmonenHe W nafopaTopHH TecTtoBe. AkO He OBAAT JAOCTHrHaTH OYAKBAHMTE HUBa Ha [LIasMCHA
akTuBHOCT Ha dakrop VIII, WiH KbpBeHETO HE MOXE A4 ObAe KOHTPOJIHPAHO C MOAXOASINA 1032, TpsabBa
Ja ce HANpaBH TECT 3a HajiHuyde Ha HHXuOHTOp Ha daxtop VIII. Ilps mauMeHTH C BHCOKH HHBA Ha
uHXHGuTOp, NeucHuero ¢ dakrop VIII Moxe fa He e edeKTHBHO H TpAbBa Ja ce OOMHCIAT APYTH
TepaneBTHYHH Bbh3MOXKHOCTH. JleueHHETo Ha TaKyuBa NAKEHTH TPA0Ba Ka CE NPOBEXKA OT JIEKAPH C OTIHT
B JleueHHeTO Ha XxeModuaus H HHxuGuTopu Ha daxrop VIIL

CppIeYHOCHAOBH CHOUTHS
[Tpy nauMeHTH C U3BECTHH CHPAEYHOCHAOBH PHCKOBH (HAKTOPH, 3aMECTHTEINHATA TCpallHA C FVIII moxe

Ja MosUIIH ChpACYHOCHAOBHA PHCK.

CBbp3asH € KATETHPA YCIOKHEHHA
AKO Ce HANara M3MoJ3BaHeTo Ha YCTPOHCTBO 32 LenTpaneH BeHoseH aocthn (CVAD), Tpabsa fa ce uMa

npeABHz pHcKbT OT cBbp3aHH ¢ CVAD ycnoXkHeHHs, BKIIOYHTEITHO JIOKaJIHH HHpeKLHU, bakTepHeMHs U
TpoM603a Ha MACTOTOTO Ha NMOCTaBAHE HA KaTeThpa.

HNu¢pekuno3HH NpHYHHHTEIM
CTaHAapTHHTE MEPKH 3a NpOoQHIAKTHKA Ha HHQECKUMH B pE3yNTaTr Ha ynorpebata Ha JIEKapCTBEHH

POAYKTH, IPHIOTBEHH OT YOBEIUKA KPBB WIH ILTa3Ma, BKIOYBAT noA6op Ha JOHOPHTE, HICIE/IBAHUA Ha
HHAKBMOyaTHHTE [AapsBaHHA W IUIA3MCHHTE MyJoBe 3a cHeMHPUYHM MapKepH 3a HAIHYHE HA
WHQEeKIMO3HH NPHYHHMTENM M BKIIOYBaHe Ha eQeKTWBHH MPOW3BOACTBEHM MNPOLECH 34
MHAKTHBHDAHE/OTCTPAHABAHE HA BHUpYCH. Bbhrpexd TOBa, Npu NMPHIAraHETO Ha JIEKAPCTBCHH MPOAYKTH,
[Oy4eHH OT YOBEWKA KPbB WM IU1a3Ma, Bb3MOXHOCTTA OT NPEHAcAHE Ha HHCKUHOSHA NPHIMHHUTENH

He MOXe Ja Ob/ie H3KoYeHa HambJHO. ToBa c¢ OTHAcs H CHIIO 332 HEH3BECTHH HWIH HOBOTIOABHIIM C€
BHPYCH HJIH ApYrH NaTOreHH.

IMpeanpueTHTE MEPKU CE CINTAT 33 epeKTHBHH 33 BUPYCH C THMHAHA OOBHBKA KaTO HIV, HBV u HCV, u

3a HeoOBuTHA BHpyc HAV. Mepxure Moxe Gi HMaT orpaHHYeHO AeHCTBHE Cpely HEOOBHTH BMPYCH,
kaTo nmapeoBupyc B19. Undekumnsra ¢ napposupyc B19 Moxe na Obae omacHa 3a OpeMEHHH KEHH
(beranHa HHdexuMA) H 32 HHAMBHAM ¢ MMYHEH AeQHLMT MWIH [OBHIICHA epATpONoesa (Hanp.
XEMOJIMTHYHA aHEMHA).

[Mogxonsuid saxcHHauuM (xenatur A W B) Tpabsa aa ce oOCBIAT npH NAUKWCHTH, NOTYy4aBallH
penoBHo/noBTOpHO aktop VIII mpogyKT, NoNy4eH OT YOBEIIKA IIa3Ma,

[IpenopBbUYMTENHO €, BCEKH IIHT KOTATO HA MalMeHTa ce npuiara OKTaHEHT, HMETO H MAPTHRAHUA HOMED

Ha MPOAYKTA Jla C¢ 3alHCBAT, ¢ LeJl OCHrypsABaHe Ha Bpb3Ka MexX/y NMalHeHTa M NapTHAHHA HOWN \ﬁ% Mo
NPOAYKTA. oA A




To3u nexapcTBEH MPOAYKT chabpxka ao 1,75 mmol HaTtpuii (40 mg) Ha no30Ba EAHHHILA 34 (pIaKOHHUTE OT
500 IU, exeuBaieHTHO Ha 2% oT npenopsuanns oT C30 MakCHMAaneH SHEBEH MpHeM Ha 2 g HaTPHH 3a
pb3pacTHH. TpaGBa a ce HMa IpeiBH/ NPH NALHEHTH, KOHTO Ca Ha JIHETa C KOHTPOIHPAHO ChIbPIKaHHe
Ha HATPHH.

[TenuaTpuyHa NOMyJauus
H36poeHuTe NpeaynpexXASHAS H TpeAnasHd MEPKH BaXAT €JHAKBO 32 Bb3pACTHH U 33 Jela.

4.5 BiauMogelCTBHE ¢ APYTH JEKAPCTBA K APYrE GOpPMH HA B3aHMOAeHCTBHE
Hsma M3BeCTHH B3auMoAeHcTBHA Ha KoarynauuoHeH daxrop VIII ¢ npyru nexapcrea.
4.6 @epruanTer, 6peMEBHOCT H KhPMEHE

[IpoyuBanns 3a BB3gelcTBHETO Ha KoarynauuoHeH ¢akrop VIII BbpXy penpoAyKTHBHOCTTa MpH
YXHBOTHH He ca mpoBexaHH. fTopaan psAKOTO OTKpHBAaHE HA XEMOQHIUA A NpPH JXEeHH, HE € HAIHYEeH
onuT npu ynotpebara Ha koarynauuonex ¢axrop VIII nmpu 6pemenny xeHu u kbpMauki. [lopaau Toea,
xoaryhauuorer daxrop VIII Tpsabpa aa ce npunara no BpeMe Ha OPEMEHHOCT H KbPMEHE CaMO IIPH ACHH
HHIWKALIMH.

4.7 Edexm BhLpxy cnocobHocTTa 332 modHpane H paboTa ¢ MAIIHHH
OxraseliT He NOBAMABA WM MOBJIHABA NMPEHEOPEMUMO CIOCOOHOCTTA 3a WodHpaHe 1 paboTa ¢ MALIMHA.

4.8 HexenaHl JIeKapCTBEeHHH PeakilHH

PesioMe Ha HEXENAHHTE IEKADCTBEHH PEakIinu
CBpBXYYBCTBHTEIHOCT WIA aNeprHYHH pPeakuHH (KOHTO MOXE Ja BKIIOYBAT aHTHOCACM, MapeHe U

OOJIE3HEHOCT OKOMO HHKEKHHOHHOTO MACTO, TPBIKH, 3ayepBsiBaHe, TEHEpalH3MpaHa YpTHKapud,
rmaBobonre, OOpMB, MNOHHKABAHE HA KPBBHOTO HanAraHe, CBHHJIMBOCT, rajeHe, Oe3MOKOHCTRO,
TAXUKapAus, CTAraHe B IBPAMTE, Chplex, NMOBPHLIAHE, XPHNTeHe) ce Ha(MmoJaBaT pANKO H B HAKOH
CITy4aH € BL3MOXHO Aa NPOrPECHPAT A0 TexKa aHa(punakcud (BKIIOUHTENHO LIOK).

B penxu ciydan ¢ Hab/roaaBana Tpecka.

Pa3zBuTHe Ha HEYTPAIM3UpALIH aHTHTeNa (MHXHOHTOPH) MOXkKe Ja Bb3HHKHE NIPH NAaUMEHTH C XeMOQHAUs
A, xoHTO ce nekyBar ¢ ¢axrop VI, sxmountenHo ¥ ¢ OxraHeldT. AKO ce obpasyBaT TakuBa
HHXHOHTOPH, ChCTOSHHETO LIE CE NMPOSABH KATO HEAOCTATHYEH KIMHHYEH OTroBop. B Takuea cayvay ce
NpenopbYBa KOHCYJITAHA ChC CACLHANU3UPAH LEHTLP N0 XeMODHIHA.

Tabauiua chC CNHCHK HA HEXKETAHUTE PEakItHH

B nonHata TabaMua ca MOCOYCHH HEXKEJAHHTE JICKAPCTBEHH PEakUMH, KATETOPH3WPaHH MO CHCTEMO-
oprannH knacose 110 MedDRA (cucTeMo-OpraHeH Kiac H MPEANOYHTaH TEPMHH).

YeCTOTATA € OTNPEAENEHA KATO € H3NON3BaHa C/leJHATA KOHBEHIIHA: MHOTO 4ecTH (= 1/10); vectn (= 1/100
10 < 1/10); neuects (= 1/1,000 no < 1/100); peaxu (= 1/10,000 no < 1/1,000); muoro peaxu (< 1/10,000),
C HEW3BeCTHA YecToTa (He MoXe Jja Ob1¢ HanpaBeHa OLICHKA OT HATHYHHUTE JaHHH).

CranaapTas CHCTEMO-OPraHHH HexenaHa peaknus YecToTa
kiaacoBe no MedDRA




HapyiuueHus Ha HMyHHATa CHCTEMA Peaxuus Ha Penxwu
CBPBXYYBCTBHTCIHOCT
AHajpunakTH4eH IOK | Myoro penku
OOIIH HApYILICHHS H €PEKTH Ha Tpecka Penxu
MSACTOTO Ha NPUIIOKEHHE
JlumpHaTa cucteMa Uuxubupase Ha pakrop | Heuectu (PTP)*
VIII | Muoro gectu (PUPs)*
HacnensaHud AHTHTENA CcpeLty Penxu
¢axrop VIII B kKprBTa

*Yecmomama e basupana na npoyusanus ¢ ecuvku FVII npodyianu, xoumo ca 6xaioNeanu nayuesmu ¢ meixcxka xemogpuwrus A.
PTP = nexyeanu npedu mosa nayuenwmu, PUP = Henexysawnu npedu moea nayuenmu

[TennaTpuyHa NOMYIaNHA
YecTOTaTa, BUIA M TEXECTTA HAa HEXKETAHMTE NEKAPCTBEHH peakilMH NpH Jella ca ChIUMTE KaTo NpH
BbL3PACTHH.

CrobiaeaHe Ha NOAO3HPAHHN HEXENAHU peaKlWH
ChobaraneTo Ha NMONO3HPAHH HEXENaHW PeakUMM CleN paspelllaBaHe 3a ynorpeba Ha JICKapCTBCHHS

NPOAYKT € BaXHO. TOBAa MO3BOJIABA Ja MPOXB/DKH HAOMIOACHMETO HA CHOTHOLIEHHETO MON3a/PHCK 33
JIEKAPCTBEHHA MPOAYKT. OT MeIMIMHCKHTE CHELHANHCTH € M3HCKBA fa ChoOWaraT BCAKA NMOJAO3UpaHA
HEKE/IaHa PeaxiKs Ype3 HallHOHAIHA CHCTEMA 3a ChoOLIaBaHe.

HanbnuKTENHA areHIHA N0 IEKapCeTBaTa

ya. ,.Jlamss I'pyes” Ne 8
1303 Codus
Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpeago3npane

HsMa AoKIagBaHH CHMIITOMH Ha npeaosdpane ¢ Hoselku koarynauuones ¢axrop VIII

5. @®APMAKOJOIHUHU JAHHH

5.1 DapMaAKOAHHAMHYHH RAHHH

>apMaKoTepaneBTHYHA rpyIia: AHTHXEMOPArHYHH CPEACTBA: YOBEILIKH KoarynanuoHeH paxrop VIIIL
ATC xon: B02BDO02

®axrop VIII/baxrop von Willebrand xoMmmiexkcsT cbabpxka npe monexyns (¢axrop VIII u daktop Ha
von Willebrand) ¢ pasnuynn ¢usvonornuny ¢yHkuud. Koraro ce nmpunoxd Ha G0MHH OT xeMO(HANS,
dakrop VIII cebp3sa paxrtopa Ha von Willebrand B uppKyaaliuaTa Ha NalMeHTA.

Axrupupanust daxtop VIII (FVIIIa) mefictBa kato kodakTop 3a aktuBHpaHeTo Ha (akrop IX (FIXa),
yckopsBall KoHpepcuaTa Ha gaktop X no aktusupan daxtop X (FXa). FXa npespsina nporpoMOHHa B
tpoM6uH. TPOMOHHET OT ¢804 CTpaHa npespsina GpubpuHorena BB PUOPHH H CHLCHPEXLT MOXe fa Oble

¢opMupaH.

Xemodunauas A e IONOBO CBBP3aHO HACNEACTBEHO 3abongBaHe Ha CHCTEMaTa Ha KPbBOChCHpPBAHE,
ThIDKAIO ¢ Ha moHmwkeHH HUBa Ha FVIII:C n Boau 10 npody3HH KPHBOH3IHBH B CTABUTE, MyCKYJIHTE H
BhTPELIHKTE OPraHH, KaKTo .




Upes 3aMECTHTE/HA TEpaNHg I1a3MEHHTE HMBa Ha ¢akrop VIl ce moBHIlIARAT, KATO 11O TO3H HATHH CE
OCTHI'a BpEMEHHA KOPEKLMA Ha Je(HINTa H NMPEOAoIABaHE HA TEHACHLMATA 32 KbPBEHE.

Cnegsa na ce oTOelexH, ye decToTrata Ha KopseHe Ha rommuxa Oasa (I'K) we e ecanakea npH
paydIH4YHHUTE KOHUEHTPATH Ha (pakTopa M NPH PazIHiHUTE KIHHHYHY MPOYiBaHHA.

HesekyBaHH NPeAXOAHO NAHEHTH
PazpuTHeTo Ha aHTHTeNa cpeiny FVIII ce nabmozaasa Hal-Beye nIpy HEJICKUIYBaHH NPEAXOAHO NANHCHTH

(HITII). B RpOCNEKTHBHO, OTKPHTO NPOYyYBaHe, OLEHABAIO HMyHOreHHOCTTa Ha Okranelt npy HIIII, ca
BKIIOYEeHH 51 manuenTH. 20 naiMeHTH ca 6WIH OCHOBHO JIEKYBaHH MO HEOOXOAHMOCT, a2 31 nalHeHTH ca
JIEKYBaHH TIPOPHIAKTHYHO, 44 OTrOBapAT Ha KPHTEPHHTE 3a OLICHKA Ha MMYHOreHHOCTTA (T.e. >50 ED u
FVIII:C<1%). UuxuGutopHTe M34e3Bat MpH peAoBHo neuerHe ¢ OkraHeAT Oe3 Aa ce mpoMeHs YecToTaTa
WIH N03aTa HA MPUNAraHUs MPOAYKT MpH ABaMa OT MET MalUMEHTH ¢ HHXHOUTOPH (€XHH C BHCOK THTBD H
APYr C HACBK THTbp Ha WHXHOHTOp). BCHYKH HHXHOWTOpH Ce OTKpHBAT NMPH NAlHEHTH, JICKyBaHH 10
neo6xoaumoct. CpeaHaTa NpoXb/KHTENHOCT Ha BPEMETO JI0 Pa3HBHTHE Ha HHXHOHUTOP NPH BHCOK THTHP
i HUCBK THTBP € ¢hoTBeTHO 10 ED (auanaizod 3-19) u 48 ED.

5.2 PapMaKoKHHETHYHH JS8HHH

Yopewwxusar koarynanuorneH ¢axkrop VIII (oT KOHLEHTpaTa) € HOpManHa ChCTaBKa Ha YOBCHIKATA IIa3Ma
i neficTea xato enporenHus daxrop VIIL. Cnea vmxekTHpaHe Ha NPOAYKTa, HPUOIHIATENHO %5 IO 74 OT
daxtop VIII ocrasa B uupkynaunsra. Husoro Ha aktupHocT Ha FVIIL:C, nocTHrHaTo B niasmara, TpadBa
na 6bae Mexay 80-120% or oyaksanara aktuBHOCT Ha pakrop VIIL

[lnasmenata axTHBHOCT Ha dakrop VIII namanssa mo ABy¢a3HO EKCMNOHEHLHANHO pa3snajaHe. B
HayanHata ¢asza pasnpefeNeHHeTO MEXAY HHTPABACKYJNApPHOTO M JPYTHTE MPOCTPAHCTBA (TENECHHTE
TEYHOCTH) € YCTAHOBEH eJIMMHEHALMOHEH NOJYXKHBOT B IU1asMara ot 3 jio 6 yaca. B nocnexsawara 6aBHa
dhaza eTeMHHAIMOHHHAT MOJY>KMBOT Bapupa oT 8 no 18 waca, cpeano 15 waca. Tosa cHOTBETCTBA Ha
OHOJIOrHYHOTO BpeMe Ha eIMMHHALIMOHEH TIONYXHBOT.

C Oxtane#iT npH ase dapMakoKMHeTH4HH npoyuBanHa ¢ 10 # ¢ 14 naiueHTa, ca AOCTHIHATH CNECAHHTE
pe3yJITaTu:

Bh3cTaHOBAB AUC*norm EnuMuHall. MRT* KnupsHc
aHe (%oxhxIU-1 x NONYXHUBOT (h) (ml x IU-1 x
(% xTU-1x kg) kg)
kg)

[Ipoyusane | 2,4 +0,36 45.5+172 14,3 + 4,01 19,6+6,05 26+1,21
n=10
Mean + SD*

[IpoyuBane 2 2,4+0,25 33,4+ 8,50 12,6 + 3,03 16,6+3,73 3,2+ 0,88
n=14
Mean + SD*

AUC* - myiom noj Kkpusara
MRT* - cpeaHo BpeMe HA NPUCHLCTBHE
SD* - cTaHZAPTHO OTKIOHEHHE

5.3 IlpenxNHHHYHH JaHHH 38 6e30NMaACHOCT

HanxHuuuTe TOKCHKOJOrMYHM AaHHM 3a tri-n-butylphosphate (TNBP) u polysorbate 80 (tw
COJNIBEHTHO/ACTEPTEHTHHUTE peareHTH H3MO0A3BaHH OrpaHA4eHo NMpu SD MeToZa 3a BHPYCHA




Mo BpeMe Ha MPOH3BOACTBOTO Ha OKTaHEHT, 110Ka3BaT, Ye HEXKCNAHHUTE PEakiUK ca Mako BCPOATHH I1pH
O4AKBAaHATA EKCIO3HLIUA MPH XOpa.

IlopH IpH J03H, KOHTO MHOTO ITbTH HAAXBBPIAT NPENOPBYBAHHTE YOBELIKH NIO3H 34 kg TenecHo Terio,
Te3W PearcHTH HE Ca MOKa3alH TOKCHYHH e(eKTH NpH NabopaTOpHH XKHBOTHH. He e 6mt HaOmonasaH
MyTareHeH NOTEHUHAN MPH HAKOA OT Te3H CYOCTaHLMH.

6. GOapManeBTHYHH AaHHH

6.1 CuoHchK HA NOMOUIHHTE BEINeCTBA

[Tpax:
® HATpHEB LUTpAT
® HATPHEB XJIOPHJ
® KallMEB XJIOpH
e [JIMIHH

PasTeOpHTEN (BOJAA 38 HHXEKIHH).
6.2 PDOHINKO-XUHMHYHH BECHBMECTHMOCTH

[pu JMNCa Ha CPaBHUTENHH YIPOYYBaHWS, JEKAPCTBEHHMAT MPOAYKT He TpAbBa Ja ce cMecBa ¢ ApYTH
JleKapCTBEHH MPORYKTH.

TpabBa Ja ce M3NON3BAT CaMO BKIIOYEHHTE B Habopa HHKCKUHOHHH HIIH HH(]Y3HOHHH KOMILIEKTH,
AAIIOTO MOXE JIa HACTHIAT HAPYIEHHS B JICUEHHETO KaTo cleacTeHe Ha abcopbumara Ha dakrop VIII no
BLTPEHIHATA MOBLPXHOCT HA HAKOH HHXKCKIHOHHW/ HHQY3HOHHA CHCTEMH.

6.3 Cpox Ha roaHOCT

2 F'OAHHN.
[IpuroTBeHUAT pa3TBOp TpAOBA Ja Ce H3MOA3Ba He3aBaBHO M € camo 3a eJHOKpaTHa ynorpeoda.

6.4 CrnenHA/IHH YCJI0BHA 38 ChXpaHeHHe

Ila ce cuexpaHsBa Npy TeMneparypa noa 25 °C.

Ha ne ce 3aMpa3snba.

CuxpansBaiite ¢pnaxoHHUTE B KAPTOHEHATA KyTHA C Lie NIpeAnassaHe oT CBETIIHHA.

3a yCJIOBHATA HA ChXPaHEHHE Clel pasTBapAHe Ha JICKapCTBEHH A MPONYKT, BHKTE TOTKA 6.3.

6.5 BnaH chAbLpKAHNE HA ONAKOBKATA

OxTaseliT ce npeyiara B KOMOHHHpaHa ONaKOBKa, ChCTOAILA CE OT ABE KAPTOHEHH KyTHH, OOBHTH 33€IHO ¢
lenodaHoBa JIEHTa.

Exnara KapTOHEHa KyTHS Chbspia OKTaHeHT mpax 3a MIDKEKUHOHEH pasTpop BhB GnakoH (cThiiio oT knac 1),
3aTBOPEH ChC 3amymanka (GpoMGyTHIOBa ryMa) H 3aNeyaTaH ¢ aATyMUHHEBa 00KaTKa H flip off kanauxa.

Bropara kapToHeHa KyTds cuabpxa durakon ot 10 ml (cTekio of kiac 1), ChABPHXALL PA3TBOPHTEN BONA 32
HIDKEKLIHH, 38TBOPEH ChC 3amymanka (6poMOyTwioBa ryMa) M 3anedataH ¢ amyMHHHeBa obOkarka, flip off
Kanayka i MEIHIIMHCKH H3IEeNus:

+ 1 onakoBKa ¢ Habop 3a HHTpaBeHOsHA UEDKeKLw (1 TpaHchepen KOMILIEKT, 1 uHGy3HOoHHA

crcTeMa, 1 CIIpUHIIOBKA 33 €HOKPATHA YTIOoTpeOa);




e 2 TaMIIOHA HAMOEHH C AJIKOXOIL.
6.6 MHWucTpykuuu 32 pa3TBapsiHe H YHHII0’KaBaHe

Moisi, poYeTeTe BCHUKH MHCTPYKIMH H TH Clie/iBaiiTe BHUMATENHO!

[To BpeMe Ha MpoLIe/ypaTa, OfiHcaHa No-a01y, TpsbBa aa ce choimoaasa CTEPUJTHOCT!

He n3nonseaiime OKTaHeiT ciiel cpoka Ha NOJHOCT, MOCOYEH Ha €THKETA.

Pa3TBOpEHMSAT JIEKAPCTBEH MPOAYKT TPAOBa /ia Ce nperviefia BU3yalHo 3a HATWIKE Ha YaCTHIMH U pOMAHA B

[[BeTa Mpeu MPHIJIOKEHHE.

e  Pa3TBOpEHMAT JIEKAPCTBEH MPOIYKT TPAOBA Jia Ce MPOBEPH BH3YaTHO 32 YaCTHLIH W MPOMAHA Ha IIBETA MPEH
MPUIIOKEHHETO MY.

e PasrBopsT TpsiOBa Na Obae OMCTBP WIIH JIEKO OMATIECLICHTEH.

e M3nos3BaiiTe MPUroTBEHHs pa3TBOp He3aGaBHO, 3a J1a NPE/IOTBPATHTE MHKPOOHO 3aMbPCSBAHE.

e Manonssaiire camo NpHIoKeHaTa MH(Y3UOHHA cHCTeMa. YToTpeOaTa Ha IpyTrd H3JE/ns 3a

MHKeKTHpaHe/MH(py3upaHe MoXe 1 I0BEIE /10 JOIThJIHUTETHH PHUCKOBE 33 HapyLlIEHH: Ha JICYCHHETO.

WUHCTPYKIHH 32 NIPHIOTBAHE HA PA3TBOPA:
1. He wu3non3BaiiTe nMpoAykTa JUPEKTHO OT XJIaJAHJIHHKA. OcTaBeTe pa3TBOpPUTENS M INpPaxbpT 3a

WHKEKLMOHEH Pa3TBOP B 3aTBOPEHUTE (IAKOHHM N1a JOCTHIHAT CTaiHa TeMIeparypa.

2. OrcTpaHeTe KamaykuTe Ha JBaTa (lakoHa M MOYHMCTETe FYMEHHTE 3allyllallki C C€IHHHA OT
NPUJIOKEHUTE TAMITOHH, HAMOEHH C aJIKOXOJI.

3. TpaucdepHHsT KOMMIEeKT e u3o0pasen Ha @ur. 1. [ToctaBere (akoHa ¢ pa3TBOPHTE Ha paBHa
MOBBPXHOCT M IO JAPBXKTE 3[paBo. Biemere TpaHCHEepHHA KOMIUIEKTH IO oObpHETE ¢ ropHara
qacT Hagony. [TocTaBeTe CHHATA YacT HAa TPaHCHEpHHUS KOMIUIEKT B ropHaTa 4acT Ha ¢dnakoHa ¢
pa3TBOPUTEJ] H HaTUCHETE HANONY 10 KBAETO € Bb3MOXKHO (®Dur. 2 + 3). He 3aBbpTaiite, 10KaTO
puKayBare.

Ajanrep 3a

—— Pa3TBOPHTCIA
(cHHA 1acT)

Qur. |

4. [locrasere (akoHa ¢ mnpax 3a HHXEKIHOHEH pa3TBOp Ha




paBHa MOBBPXHOCT M 'O JpBKTE 37paBo. Biemere (iakoHa ¢
pa3TBOPHUTENl C TNpUKAYeHHs TpaHCPepeH KOMILIEKT H IO
JpBXKTE ¢ ropHarta yact Hapoay. Ilocrasere Osuiata 4acT Haj
ropHaTa 4acT Ha (UiaKoHa C npax 3a HHXXEKIHOHEH pa3TBOp H
HaTUCHETE JIOKBAETO € Bb3MOXHO (Dur. 4). He 3aBbpTaiTe,
JO0KaTO NnpHKayBare. PasTBOpUTENAT NpeMHHaBa aBTOMaTH4YHO
BbB (1akOHA C mpax 3a HHXEKIMOHEH Pa3TBOP.

5. Kakro aBara ¢nakoHa BCe OLIe ca NPHKA4Y€HH, BHHMATEJIHO

3aBbpTeTE (Py1akOHa C npax 3a HHXEKLHOHEH pa3TBOp, JA0KATO
NPOAYKTHT CE pa3TBOPH.
[Tpu craiina Temnepatypa OKTaHEHT ce pa3TBaps 3a 110-MaJKo
ot 10 MunyTH. Ilo BpeMe Ha NMPUrOTBIHETO MOXE J1a HACTBITH
Jieko pasnenBaHe. PasBuiiTe aBeTe 4acTH Ha TpaHC(pepHus
koMIuiekT (Dur. 5). [1axara 1ie u3yesHe.

Uzxebprnere npa3Hus (JIakoH C pa3TBOPHTEN 3a€/IHO CbC
CHUHATA 4acCT OT TPaHC(PEPHHUS KOMIUIEKT.

WUHCTPYKIIHH 32 HHKEKTHpPaHe:

Karo npennasxa Mapka, Bamara nysicoBsa yectora TpsAOBa Jja ce H3MEpH MpeJid U 10 BpeMe Ha
MH)KEKTHpaHeTo. AKO HAaCThITK NMOBUILIABaHe Ha Bawiara nmyncoBa 4€CTOTa, HaMaJleTe CKOPOCTTa Ha
HHXXEKTHPaAHE WU MPEeKpaTeTe NMPUI0KEHHETO 3a KPaTKO BpEME.
1. Ilpukayere cnpuHIIOBKAaTa KbM OsaTa 4yacT Ha TpaHChepHHS KOMIUIEKT. 3aBbpTeTe (pakoHa
HaJI0Jy M U3TerjieTe pa3rBopa B cripuHioBkaTa (Dur. 6).
Pa3TBOpBT B CipHHIIOBKaTa TpsAOBa a Ob1e OUCTBP HIIH JIEKO OMAJIECHICHTEH.
Cnej KaTto pa3TBOPHT € U3TErJieH, 3aipbxTe OyTanoTo Ha CIPUHLIOBKATA (AbPXEHKH ro HAJ0IY)
M OTJeJIeTe CIPUHLOBKAaTa OT TpaHchepHus komiuiekt (Dur. 7). U3xpbpiere npasHus (JaakoH
3aeJIHO ¢ Osy1aTa yacT Ha TpaHC(EpPHHUS KOMILIEKT.
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6.

Qur. 7

[louucrere MSICTOTO M30paHO 3a MHXKEKTHPAHE C €IMH OT MPHJIOKEHUTE TAMIOHHU, HAMOEHH C
aJIKOXOJI.

[Ipukauere npunoxeHata HHPY3HOHHA CHCTEMA KBM CIIPHHIIOBKATA.

BeBenere urnara B u3bpaHata BeHa. AKO CTe W3I0JI3BAJIM TYPHHUKET, 3a Jla HalpaBUTe BEHaTa Io0-
noope BUAMMA, TO3H TYPHHUKET TpAOBa Aa Obae 0CBOOOAEH nMpeau 3alo4YBaHe HA HHXKEKTUPAHETO
Ha OKTaHEHT.

He TpsabBa na ce jpomycka nornajgaHe Ha KpbB B CIPHHIIOBKATa MOpaJd PUCK OT (pOpMUpaHE Ha
TPOMOMH.

HMuxekTupaiiTe pa3TBopa BbB BeHara ¢ 0aBHA CKOPOCT, HE MO-0Bp30 OT 2-3 ml Ha MUHYTA.

AKO u3non3sare noseyde ot eAuH ¢paakoH OKTaHEeHT HA eAHO npujiokeHue, Bue mMoxe jna u3non3sare
chlljata HHQY3HOHHA CHCTEMA M CNPHHIIOBKA OTHOBO. TpaHChEpHHAT KOMIUJIEKT € caMo 3a €HOKpaTHa
ynorpeoda.

Heunsnon3BaHUAT pa3TBOP U M3IMOJI3BAHUTE MaTEepUain TpsOBa a C€ U3XBBPJIAT ChIVIACHO PErHOHAJITHUTE
HM3UCKBaHHUA.

s IIPUTEXATEJI HA PASPELIEHHUETO 3A YIIOTPEBA

Octapharma (IP) SPRL
Route de Lennik 451
1070 Anderlecht
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