W3NLIRWTENHA ATEHLIMA NOC NEKAPCTBATA

Kpamxa XapaKepUCITUKE HE NPOGYIIIA - TTPUAGKEHUS T

ENA
lllllllllllllllllllllllllllllllllllllllll

KPATKAXAPAKTEPHCTHKA O VKT A ... 3 YO LULS

1. HME HA JEKAPCTBEHUS NIPOAYKT
BWJIAT 500, 500 IU ¢axtop don Bunebpann/500 IU daxrop VIII, mpax 1 pa3TBOPHTEN 34

WHXKEKIHOHEH pa3TBOp.
WILATE 500, 500 IU VWF/500 TU F VIII powder and solvent for solution for injection.
2. KAYECTBEH H KOJIMUECTBEH ChCTAB

BHUJIAT npencTaBnsea npax U pasTBOpUTE 32 HIDKCKUHOHCH PasTBOp. Bcexu duakoH ceabpxa 500 IU
qoBewiky haxTop Ha ¢oH Brnebpas/ W YOBCUIKH KOAryJIaliHOHEH ¢akTop VIIL

IpomyKThT chabpKa npuOIH3uTenHo 100 [U/ml dhoH Bune6pana dakrop, KOraTo € pasTopeH ¢ 5 ml
Bona 3a mmxexuuu ¢ 0,1 % IMonncopbar80.

Crieuduanara aktupHocT Ha BUJIAT e 2 67 IU VWF:RCo/mg rnpoTenH.

OnpeeAHETO HAa aKTHBHOCTTA Ha (aKTopa Ha (on BuieGpaHa ce 0CHOBaBa Ha OTPEICILIHETO Ha
axTupHOcTTa Ha Ristocetin Cofactor (VWF:RCo) upe3 W3no/I3sBaHETO HA HACTOAIINA “International
standard for von Wilebrand Factor Concentrate” Ha C30.

TTponykThT chabpka npubnusyrento 100 1U/ml woBewuxu Koary1atHOHCH daxrop VIII, xoraro ¢
pasreopes ¢ 5 ml Bona 3a mkexuun ¢ 0,1 % nonucopdar 80.

AxtusHocTTa (IU) € onpeneneHa KaTo € H3noji3saH European Pharmacopoeia XpOMOT€HEeH aHa/Iu3.
Cneumdranata akrusHocT Ha BUJIAT e 2> 67 U gakrop VIII:C/mg npoTenH.

[Ipon3BeneH OT YOBELIKA IUTa3Ma OT AOHOPH.

HomontHo{H) BeiecTBo(a) C H3BECTHO IEHCTBUE
BUJIAT 500: 11,7 mg naTpuit Ha ml peKOHCTHTYHpPaH pa3TBOP (58,7 mg HaTpuit Ha (IaKOH)

3a ITEIHBA CTIMCHK Ha MOMOILHUTE BELeCTBAa BHXKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPAMA
[Ipax U pa3TBOPHTE]I 32 HHXKEKLIMOHEH Pa3TBOP.

JInodwH3HpaH Npax 3a MIDKSKIIHOHEH PasTBOP: Od1 WK 6neno BT IPax WIH TPOLLTHBA PopMaLys.

4. KJIAHHYHHA JAHHH

4.1, TepaneBTHYIHH NOKAIAHHA

BonecT Ha ©or Bunebpana
[IpodunakTrka 1 JICYCHHE Ha KPbBOWUIHBH M KPHBOHINHBH TPH XHPYPrudHH MaHUITyJalHH -

nalpeHTH, cTpanalqy ot 6oaecTra Ha GoH Bune6pana, korato JICYEHHETO € Ae3MONPECHH (
Hee(HKACHO WIIH MPOTHBOMOKA3HO. / K3
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WILATE 500 SPC Bul
Xemohwing A

JleyeHHe ¥ MPOPIIAKTHKA Ha KPHBOM3IMBH IPY NALMEHTH, CTPaallH OT xeModing A (BpoJieH
nedwuimr Ha dakrop VIII).

4.2. Jlo3HpOBKA H HAYMHH HAa NPHIOKCHHE

Jleuenuero TpaOBra j1a ce MpoBexAa Noj HabMOAECHHE OT JICKAp C ONHT B JICYICHHETO Ha KOaryJIallHOHHH
napymenus. IIpoyKTET e 33 eAHOKpaTHa yroTpeba M 1AI0To ChAbpkaHHe Ha ¢akoHa TpsbBa na 6ua¢c
npwioxeHo. B ciTyuait, 4e 0cTaHe HEU3NMON3BAHO KOMMYECTBO, TO TPAOBA f1a € YRHUIOKH CHITIACHO
PErHOHANTHUTE H3HCKBaHHA.

Bonect Ha ®oB Bunebpana

CrorHowmennero Mexnxy VWEF:RCo u FVIIL:C ¢ 1:1. Haii-o6mo kazano, 1 IU/kg TenecHo Terno
VWF:RCo u FVIII:C nopuiuapa 1a3MeHoTo HHEO ¢ 1,5-2% o1 HOpManHaTa aKTHBHOCT Ha ChOTBETHHA
nporend. O6ukHOBEHO okono 20 no 50 [U BUJIAT/kg TenecHo Terno ca HeoOXOAMMH 3a OCHTYPABaHE Ha
anekpaTHa xemocraza. Tosa me mosumy VWF:RCo u FVIIIL:C ¢ npubmisurenHo 30 no 100%.

Moske aa ce Hajloxu HauanHa go3a ot 50 no 80 IU BUJIAT/kg TenecHO Teryo riaBHO MMPH MALMEHTH C
GonecrTa Ha GboH BuieOpana TMI 3, NPH KOUTO NOLIHPHKAHETO HA ANIEKBATHM NIIa3MCHH HHBA MOXE J1a
M3UCKBA [IO-BHCOKH JI03M, OTKOJIKOTO NIPH APYrdTe THIIOBE Ha OonecTTa Ha $oH BruiieOpaua.

Ileouampubna nonynayus
Hsma AocTaThuyHO AaHHM 3a NperiopbuBaHe Ha ynotpeba Ha BUJIAT nipw fienia Ha BB3PAcT MOA 6 FOAHHH.

[IpodhunakTHKa Ha KPbBOHINIHBH B cJIy4yai HA XUPYPrUYHH MAHHITYJIALMME WIH TEXKHA TPABMH:

3a Mpo(huIAKTHKA HA KPEBOHIITEH PM XUPYPrHUHH MaHUTyalMH HibkekTupaHeto Ha BUJIAT TpsaGea
na ce npuaoxku 1-2 yaca npeu 3anousaHe Ha mpolieaypara. Tpa6ea na ce cxOmonasar HyBa Ha

VWF:RCo ot 2 60 IU/dI (2 60%) 1 na FVIIL.C > 40 IU/di (= 40%).

Ha Bcexu 12-24 uaca TpabBa aa ce npunarar rnoaxoadiy J03u. JJo3upoBKaTa H MPOARDKHATEIHOCTTA Ha
NEYEHHETO 3aBHUCAT OT KIMHHUYHOTO CHCTOAHHE Ha MAallMeHTa, THIa U TEKECTTa Ha KPBBOM3JIHBA H HUBATA

Ha VWF:RCo u FVHI:C.

Korato ce uznonssa axrop ¢pon BuneGpann npoxyxty, chabpxami pakrop VIII, Tpaoea na ce cinenu
3a HAJIMUMe Ha nocrogHHo exclecHBHo HUBO Ha FVIIL:C, xoeTo Moxe 1a JoBede A0 MOBHIICH PHCK OT
TpoM603H, 0COGEHO NPH NALMEHTH C KIMHHMYHU H 1aGOPAaTOPHH PUCKOBH (akTopu. B ciryyaii Ha
nacTenpane Ha excrecusud FVIIL:C mna3smenn HuBa, Tpa6Ba aa ce o6chaH HaMandBaHe Ha J03aTa H/HIH
yIBL/DKABAHE Ha I030BHA HHTEPBAJI WIN NPHIAraHeTo Ha GhoH BunebpaHa NpoAyKT, ChabpKaLl HHCKO
HMBo Ha Qaxrop VIII.

[Ipu npoy4Bake, NpoBeAeHO ¢ 15 nena noa 6-roaumiHa Bb3pacT, 7 NALHMEHTa ¢a MpeThpneay 9
XMPYpPrH4YHK MAHUITYJIAlIMH, OT KOMTO 6 KaTEropH3HpaHH KATO MAJIKH H 3 KaTO roJieMHy.
ITpu6nusurennara obwma noza BUIAT, npunoxeHa Npu XUpYpry4HUTE MaHHITynamy, e 6wia 866,6 U
Ha JeH ekcriosuims. Cpennara obwa no3a e 6una 260,6 [U/kg Tenecro terno u 61,7 IU/Kg TenecHo Terio
Ha JICH €KCTIO3MIUA.

ITpodunakTHKa: /d‘*

3a npoampKATENHA MPOPUIAKTHKA HA KPBBOH3NHMBH NPH nauneHTH ¢ Gonect Ha ¢hoH Bin
na ce npunarar ao3y ot 20 no 40 IU BUJIAT/kg Tenecno, Terno Apa-TpH IMLTH cenmuTai

i1
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WILATE 500 SPC Bulg

CJTydaH, KATO HanpHMep [IpH MalHeHTH CbC CTOMAILIHO-4PEBHH KPHBOMIITHBH, MOXE Ja € HEOOXOAHMO
NpHJIAraHETO Ha NO-BUCOKH JIO3H.

Xemodmiua A

MOHHTOPHHI Ha JIEYCHHETO

[No BpeMe Ha Kypca Ha JIEUEHHE € XKENaTe/THO /a ¢e MPABH MOAXOARIO onpeaeiisHe Ha HHBATa Ha

dakrop VIII, 3a 1a ce HacO4YBa NPHJIAraHaTa 1033 H 4CCTOTATa IPHU MHOTOKpaTHU HH(Y34H. OTrOBOPET
1o OTHOMEHKe Ha nedenmero dakrop VIII npH oTACHIHHTE MALHEHTH MOXKE 1a BAPHPA, KaTo CC
HaboaaBaT PA3IMYHK HHBA Ha MOMY-KHBOT H B3CTAHOBABAHC. Moxke Jia ce Hanara KOpeKIMs Ha Jo3ata
Ha 6a3a TeJECHO TErJIO MPH MAaLMEeHTH ¢ HEAOCTaTHYHO HIIH CBPBXTETIIO. Ocofen B cydall Ha roJIEMH
XHpYPrU4eCKH HHTEPBEHLHH, TOYHOTO MOHMTOPHpaHEe Ha 3JaMeCTBallaTa Tepanus 4pe3 aHalHu3 Ha
KOaryiausaTa (AKTMBHOCT Ha daxrop VIII B nnasma), € He3aMEHHMO.

EOSH POBK4

Tlo3aTa M MPOTKDKATENHOCTTA Ha 3aMECTHTE/THATA TEPANIHA 3aBHCAT OT CTETICHTA Ha aeduuMT Ha QaxKTOp
VIII, OT OKANH3ALMATA H HHTEH3HBHOCTTA Ha KPBBOMIINBA 1 OT KIKHHYIHOTO CHCTOAHHUE Ha MaLMeHTa.

BposAT Ha MPHJIOKEHHTE CAHHHIIN daxtop VIII ce uspasssa B MexayHapoaHH eJHHHLIH (IU), xouro
OTTOBAPAT Ha HacToALMA cTaHAapT Ha C30 3a KOHUEHTPAT Ha MPOXYKTH, ceabpxaimu pakrop VIIL
AxtusHocrTa Ha daxrop VIII B nnasMara ce u3pa3saBa WiH B NPOUCHTH (nNo OTHOIIEHHE HAa HOpMATHAaTa
qOBELIKA IUIa3Ma) WK 32 NpeAnoYyHTaHe B MexKTyHapOoIHH €AHHHIIH (crrnacHO MEXIYHapOXHHA
cranzapr 3a paxrop VIII B niasmara).

Enua Mexaynaponna eaunnua (IU) ot dakrop VIII aKkTMBHOCT € €KBHBAJICHTHA Ha KONMHYECTBOTO
daxTop VIII B 1| ml ot HopManHaTa 4OBellKa I1a3Ma.

3amecmeaujo nevenue

MauncigBaHeTo Ha Heobxomumara go3a daxrop VIII ce Gazupa Ha EMIIMPHYHOTO OTKPUTHE, 1O ]
MexnyHapoaHa eaununa (IU) daxrop VIII Ka kg TeseCHO TeryIo NMOBHLIABA IUIA3MEHOTO HHBO C 1,5 no
2% oT HOpMasHaTa akTHBHOCT. HeoOxoumaTa 1103a C¢ ONPENeNs, KaTo ce U3nos3ba cnenHara gopMmya:

HeofxoaaME enHHENHE = TejecHo Terno (Kg) X xkeanoTo NOBHIMIABARE HA AKTHBHOCTTA HA daxTop
VI (%)(TU/d1) x 0,5 TU/kg

[TpHIOKEHOTO KONHUECTBO U 4ECTOTaTa Ha MPHIIOKECHHE BUHAIH TpsaOBa 1a ca OPHEHTHPAHH KbM
KIIMHUYHATA e)EeKTHBHOCT B MHIHBWIYaIHHs CTydaii. B cirydall Ha nocnesamy XeMopariti eITH30/H,
FVIII:C He TpsbBa aa naga noa AaJeHOTO MUIa3MEHO HUBO Ha aKTHBHOCT (8 % ot HopManHoTo HiH 1U/dl)
3a CHOTBETHHA NEPHOJ.

CrenpamaTta TabMia MoXe Ja ce H3MOJ13Ba 32 HACOKHU NPH €NU30RH C KBPBCHE X ONIEPalivA.

CreneH Ha KpLBOMAIHNBA Uaucksamo ce | HectoTa Ha NO3HUpaHe (4acope)/
Tun Ha XupypruyHa MaHHITy1auus HKHBO Ha akTop | [IpOABDKHUTEIHOCT HA TEpANHATA (auu)
VIII (qU/dl)

XeMOparau
Panuu xeMapTpo3u, MyCKYJTHH 20-40 TlosrapsHe Ha BcexkH 12-24 waca. Hait-manko 1
KPBEOW3JIMBH WIH OPaHH JeH, ciied KaTo KPBBOMAUBHTE NPOABABAIIH CE C
KPbBOHIITHBH. GoJika OTIIYMAT WIM C€ TMOCTUTHE IThJIHO

_ O3/ApaBsiBaHE
oneMH KPBBOHITHBH: 30-60 IMoerapsaue Ha uHby3HaTa BCekH 12-24 uaca 3a 3-
XeMapTpo3H, MyCKYJIHH 4 OHY WIH TIOBEYE AOKATO 603%@
KPBBOH3IMBH WITH XEMATOMH HapyIlIeHHE OTUTYMAT, g A4,
KpbBOH3NHBY, 3aCTpallaBally 60-100 [lopTapase Ha HHYIHATA 0524, "
>XHBOTA. 70 MBJIHOTO M3JIEKYBAHE. | i f i\
XHBpyprausd MAHANYTANHH " A% “-‘-’ 0 &
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MaJIki, BKIIOUHTENHO 350HU 30-60 Bcexn 24 waca, Hai-mManko 1 aeH cnen
€KCTPAKLHH _| MKIIHOTO O3/IpaBABAHE
["onemMu 80-100 [ToerapsAHe Ha WH}Y3HATa HA BCEKH 8-24
(nmpe ¥ nocT- yaca g0 IThJIHOTO 3a3JpaBsgBaHe Ha pPaHMTE,
ONepaTHBHO) TOraBa TEpAITHA 32 HaW-MaJko 7 JIHH 34
noanspxane Ha pakrop VIII aktusHocTTA
B auarnaszona 30-60% (1U/dl)
[IpodunakTHKa:

3a rpoBIDKUTENHA TPOPHITAKTHKA HA KPBBOU3IHBH IPH MALHEHTH ¢ TEXKKA xeMowinsg A obHaaiiHHUTE
nio3u ca 20 10 40 IU daxrop VIII Ha kg TenecHo TerNno Ha HHTEPBAIH OT 2 A0 3 JHM. B HAKOH CiTyyiaH,
ocoBero NpH Mno-MIagH MaUHEHTH, ca HeOOXOAUMH MMO-BUCOKH A03H M NMO-KPATKH HHTCPBAIH Ha
NPHIIOKEHHE.

ITpoaemxuTenHa HHDY3UA:

[Tpenu XxMpyprudHa MaHUITyJIauMa, TpA6Ba fa ce HanpasH HapMaKOKHHETHYECH aHATH3 32 OLIEHKA Ha
knpbHca. Havannara ckopocT Ha HH(Y3Ms MOXeE [a CE H3UHCIIH KaKTO CleBa;

Cxopocr aa andy3na(IU/kg/hr) = wiapsac (mVkg/hr) x kenanoto nocrosano nuso (IU/ml)

Cneq xayanHa 24-4acoBa NMOCTOSHHA HHY3UA, KITHPBHCHT TpAOBa a 6bAe H3UHCIABAH BCEKH JEH, KaTo
¢e M3MOJI3EA YPABHEHHETO 32 NMOCTOSHHO HUBO C M3MEPEHOTO HMBO H H3BECTHATA CKOPOCT HAa HHQY3HL.

ITeouampuuna nonynayus
Hama JocTaTsYHO JAHHU 32 npenopuusade Ha ynotpeba Ha BUJIAT npH xeModHIHA A npu Aella Ha
BB3pAcCT NoJ 6 rOAHHMU.

Hauun A3 NpRIOKEHHEE

HHTpaBeHO3HO MPHIOKEHHE.,

CkOpOCTTa HA MHJKEKTHpaHe WK HHQpY3HA He TpsOBa fa npepumasa 2-3 ml Ha MHHYTA.
3a yIrsTBaHE 33 Pa3TBapAHE Ha NPOXYKTa NPEAH MPHIOKCHHE, BIXKTE TOUKA 6.6.

4.3. IlporrBONOKA3AHHS
CBPBXYYBCTBHTETHOCT KbM AKTHBHOTO BEIIECTBO WIH HAKOE OT MOMOIIHHTE BELIECTBA, H3OpOeHH B
TOYKa 6.1.

4.4 Coennansd NPeAYNPEKACHHAS H CICHHANHH NPENOPLKH 32 ynorpeda

[TpocneageMocT
3a a ce NoO6PU MPOCIEAAEMOCTTA Ha GHONOTHYHITE JICKADCTBEHH NPO/IYKTH, ACHO TPsbBa Ja ce

AOKYMEHTHDA HMETO Y MAPTHAHWUAT HOMEP Ha NPWIArAHHA IPOIYKT.

CBPBXYYBCTBHTERHOCT

[pu ynorpe6ara Ha BUWIAT ca BR3MOXHH afleprudeH THI PeakliHK Ha CBPBXYYBCTBUTE/IHOCT.
[IpOAYKTET ChABPKA Cllel OT APYTY YoBelnky Genrniy, ocsed dakrop VIIL. Ako HACTHIAT CUMITOMH

Ha CBPBXYYBCTBHTENHOCT, NalMeHTUTe TpadBa f1a 6baT NOCHhBETBAHN 18 MPEKPATAT He3a0aBHO
NPHIOXKEHNETO Ha JIEKAPCTBEHUS IPOAYKT M /12 C€ CBBPXKAT ¢ TEXHMA JieKap.

[MTauuenrute TpsaOBa 1a ObaaT HHPOPMUPAHH 3a paHHHTE NPOABH HAa PSaKIIHUTE HA
CBPBXYYBCTBHTEHOCT, BKIIOYBALIM OOpHBH, reHEPATTM3HPAHA YPTHKAPHS, CTATAHE B IbPAMTE,
cnajiaHe Ha KPbBHOTO HalAraHe, aHaQHIaKCHs.
[Ipu cirydaii Ha MIOK, CTAHAAPTHO TPAOBA Ja ce MPHUIOKU MEHKAMEHTO3HO JIEHECHHE 32 muT
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TpancMUCHBHH TPHIHHHTEIH

CTaHZapTHATE MEPKH 3a MPOGHIAKTHKE HA HHAEKUMH B PE3YJITAT HA ynorpebara Ha JICKApCTBEHH
IPOYKTH, IPUrOTBEHH OT YOBELIKa KPBB H/IH IU1a3Ma, BKIIOUBAT noa0op Ha JOHOPHTE, M3C/IeiBaHUA Ha
MHAUBHyalHUTE AapsiBaHMs H IU1a3MEHHTE ITyJIOBE 32 cnieuM(pHUYHHA MapKEPH 334 HaNu4He Ha
HHPEKIMO3HH NPHHHHUTENH K BKIFOYBAHE Ha e(peKTUBHH MPOH3BOJICTBEHH NPOLICCH 32
HHAKTHBMPAHE/OTCTPaHABAHE Ha BHPYCH. Brnpexu TOBa, MPH IPHIAraHeTo Ha ICKAPCTBEHH POy XTH,
MOTy4EHHN OT YOBEIIKA KPbB WIH 111a3Ma, Bb3MOXHOCTTA OT NPEHACAHE Ka MHPEKIHOIHH MPHYHHHTEH
He Moxe 1a 6be H3KmoueHa HambiHO. ToBa ce OTHACA H CHILO 38 HEU3BECTHH HITH HOBONIOABHITH CC
BUPYCH WIK IPYTH NMATOMCHH.

IIpeanpyeTHTe MEPKH Ce CHMTAT 32 eeKTHBHH MPH BUPYCH C JIMITHHA OOBHBKA KATO YOBEUIKH
umyHoaeduuurer supyc (HIV), xenatur B Bupyc (HBV) u xenatur C supyc (HCV), 1 3a HeoOBHTHA
BHPYC XenaTuT A BUpyc. MepkuTe MOXe O UMaT OrpaHHH4eHO nelicTeMe cpelly HCOOBHTH BHPYCH, KaTo
napeosupyc B19.

Undexmmsra ¢ napsosupyc B19 moxe na Obae Texka 3a 6peMeHHH xeHH (deTanHa HHPEKIMA) 1 33
UHAUBUAM C HMYHEH JehHUAT WM IOBHLICHA EPUTPONOoe3a (Hanp. XeMONUTHIHA aHEMHs ).

TpsaGBa aa ce NpeLEHH NOIXOAALIO BAXCHHUPAHC (xermaTuT A 1 B) py nallieHTH, KOKTO
pPeAOBHO/MHOTOKPATHO NOTY4aBaT MPOAYKTH OT (hakropa Ha don Bunebpana/daxrop VIII, mpousnuzamu
OT YOBEUIKA fUTa3Ma.

CTporo € NpenopBYUTENIHO, BCEKH ITHT, KOraToO HAa NaudeHTa ce npuiara BUJIAT, uMeTo ¥ NapTHAHHAT
HOMEp Ha MPOAYKTA JIa Ce 3aIIHCBAT C LieJl OCHIypABaHe Ha BPb3Ka MeXKy NMALHEHTa H NApTHAHWA HOMED
Ha TIPOXYKTA.

Bonect Ha ®oH BuneGpann

TpomboeMOOTHIHK CHLOUTHS

Koraro ce m3nonsea daxrop VIII-cuaspxaur ¢pakrop Ha pon BuneOGpaHn mpOYKT, NEKyBAHAT jieKap
Tps6Ba [1a MMa Mpe/IBHA, Ye MPOIBLDKHTEIHOTO JIEHEHHE MOXe f1a I0Befie 0 CKCIECHBHO HApaCcTBAHE Ha
FVIIL:C npu nauyentH ¢ 6onecrra Ha doH BuneGpana. I1py nauHeHTH, MOTYTHIM ¢axrop VIII-
cnappxam axrop Ha doH Bunebpann npoxyKT, IUIA3MEHHTE HUBA HA FVIIL:C Tpaea aa ce cnenqr, 3a
1a ce uiberte aocruradero Ha ekcuecHBhu FVIIL:C nnasmeHy HHBA, MPH KOMTO, MOXKE /1a C€ NIOBHIIH
PHCKBT OT TPOMOOTHYHHM HHLIHACHTH.

HiMa pHCK OT HACTHIIBAHE HA TPOMOOTHYHH HHLMACHTH NPH NPHJIAraHeTo Ha ¢paxrop VII-cpabpxaiiu
dbakTop dou BrrebpaHa npoayKTH, 0COOSHO NPH MALMEHTH C H3BECTHH KITHHAIHA HITH 1abopaTOpHHK
puckoBH daxrops. [Topaay TOBa PHCKOBHTE NALMEHTH TPAOBA Jia ce MPOC/IEABAT 32 paHHH NIPOABH Ha
Tpombo3u. [Tpodunakrukara cpenry BeHO3€H TpomGoembonu3sM TpAOBa fia ce npoBeXkaa ChIriacHoO
HACTOAIUTE MPENOPHKH,

NuxubUTOpH

IMammenTH ¢ 6oectta Ha doH BuneGpaHa 1 0coBeHO NauHeHTHTE ¢ THI 3 Ha bonecTTa, MOXKE Aa pa3sBHAT
HeyTpATH3KpallH aHTHTeNa (HHXHOHTOpH) cpelty dakropa Ha ¢on Bunebpana. AKO 04aKBaHHTE
nnasMeny HuBa Ha VWF:RCo akTHBHOCT He ce JOCTHraT, WK KPBBOHIHBBT HC C€ OBJIaigBa C
onpezesieHaTa 1033, TpAOBa Na ce NpeAnpHeMaT AeHCTBHA 3a ONpee/LiIHe HATHYHETO HA MHXUOUTOPH
cpeury daxropa Ha pon BuneGpasa. [1pn nauneHTH ¢ BACOKO HHBO Ha MHXHOUTOPH, TEpANUATa C
baxropa Ha pox BuneGpann Moxe a He Obe epuKacHa H Tps6Ba Aa ce 0OChAAT APYrH TEPANICBTHYHH
BB3MOXKHOCTH. JledeHneTo Ha TAKWBA NalldeHTH TpAOBa Ja ce IIpOBEXKAA OT JICKapH ¢ ONMHT B JICIEHHETO
Ha 0OJIHM ¢ KOoarynalHOHHH HapyIIEHHA.

Xemobuaug A

Huxuburopn | .
O6pa3yBaHeTO Ha HeyTpanu3upauy anrurena (MHxu6uTOpH) cpeuty daxtop VI e m3BpCIHO e

yCIOYKHEHHE NPH JIeUeHHEeTo Ha HLa ¢ Xemodunus A. Tesu HHXMGHTOPH OOMKHOBEHO azigG’
2NN
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UMYHOTJIO0YJIHHH, HACOUEHH Cpelly pOKOoarynaHTHaTa akTHBHOCT Ha ¢axtop VIII, KOHTO ce onpeaeAT
xonuiecTeeHo B Bereana enunnuu (Bethesda Units, BU) Ha ml nnasma, ¢ H3MoI3BaHe Ha
MOTHMHIAPAHHUAT TeCT. PUCKET OT pasBUTHE HA HHXMOKWTOPH 3aBUCH OT TEXKECTTA Ha 3a00NMABAHETO,
KAKTO M OT ekcrosmpara Ha daxtop VIII, kaTo To3# PHCK € HaK-BHCOK IPE3 ITEPBUTE 50 nuu Ha
eKCITO3MIHSA, HO ITPOJTBIDKABA TIPe3 LKA XKHBOT, MAKap Y€ PHCKBT € HEHECT.

K (MHHYHOTO 3HA4EHHE Ha PA3BHTHETO HA HHXHOUTOPH 1LE 3aBHCH OT TUTBPA HA MHXHOHTOpA, KATO
MHXKOUTOPHTE C HUCHK THTBHP, MPECTABIABAT NI0-MATBK PHCK 33 HEJOCTaTRHCH KJIHHHYECH OTTOBOP,
OTKOJKOTO HHXHOMTOPH C BRCOKH THTDH.

[1o npHHLMN BCHYIKY MALMEHTH, KOUTO Ce JIEKyBaT C [IPOAYKTH ¢ xoarynatmoHes ¢axrop VIII Tpsabea aa
ce Mpoc/ieABaT BHUMATEIHO 33 Pa3BHTHETO Ha MHXHOHTOPH, MOCPEACTBOM NOAXOAAI0 KIHHHHO
naGIIIONCHHKE H J1aGopaTopHM TecToBe. AKO He GBAAaT JOCTHIHATH OYAKBAHHTS HUBA Ha IUIASMCHA
akruBHOCT Ha dakrop VIII, wid KBPBEHETO HE MOXKE 1A 616 KOHTPOTHPAHO ¢ MOAXOAAA K03, TpAOBa
7a Ce HAIpaBH TECT 33 HAIMYHE Ha HHXHOMTOp Ha daxrop VIII. Ipn namerTH ¢ BUCOKK HUBa Ha
HHXMOHTOP, AederneTo ¢ aktop VI Moxe fia He ¢ edekTUBHO K TpAOBA Aa ce OOMHCIIAT IPYTH
TepaneBTHYIHH Bb3MOXHOCTH. JleueHHeTO Ha TaKHBA NALUCHTH TpabBa aa ce NpoBeXxaa OT JIeKapH C OIHT
B JIeYeHHETO Ha Xemobwms M HHXHOuTOpH Ha dakrop VL

ChpJeYHOCHAOBH CHOHTHA
[Tpx nauMeHTH CBC ChPAEYHOCHAOBH PACKOBH (haKTOPH, 3aMECTBAIIOTO JIEYEHHE C PAKTOP VIII moxe na

NOBHIIH CHPAESIHOCHAOBHA PUCK.

Cpbp3aHH C KATEThPA YCIOKHEHHA
AKO e HeobxoquM LeHTpaieH BeHoseH kateThp (CVAD), pHCKBT OT CBBp3aHH C CVAD ycnoxHeHHH,

BIUTIOUMTEITHO MECTHH MHEKLMH, GakrepreMus M TPOMO03a Ha MACTOTO HA KATETCPHIUPAHC 4}’
CNIE/BATIO Jla & UMAT MpeA, BHA.

To3m NeKapcTBEH MPOAYKT ChAbPKa A0 58,7 mg HaTPHH 32 dnakon ot 500 [U o BuneGpaua daxrop K
daxrop VIII/brakoH, KOHTO Ca eKBHBAICHTHH Ha CHOTBETHO 2 94%, OT NIpENOPHLINTEIIHUI MAKCHMAJICH
JHEBEH NpHeM OT 2 g HaTpHii 32 BE3pacTeH.

[MeauaTpyu4Ha MONYJIaLps

H36poeHnTe NpeaynpexICHHA U NPEANa3Hi MEPKH BOKAT CIHAKBO 3 BB3PACTHH H /IC11a.

4.5. BiammoaeiicTBme ¢ APYIA JEKAPCTBA B ApYrn GopmMu Ha B3AAMOJEHCTBHE

Hama cuoBIIEHHS 32 B3AMMOJIEHCTBHA Ha UoBelnkua KoarynaioHeH dakrop VIII ¢ npyru nexkapCTBeHH
NPOIYKTH.

4.6. ®eprunnteT, 6peMERHOCT B KbPMEHE

IMpoyqsanns, CBEp3aHK ¢ (pakTop Ha PoH Bune6pang/daxrop VIII sepXy penpoayKTHBHOCTTA IIPH
YKHBOTHH, HE CA MPOBEXIAHH.

Bonect Ha ol Bunebpana

Hama HaIHYEH TEPANEBTHYEH ONUT NPH OpeMEHHH KCHH K KbPMA'IKH.

BUWJIAT 1patsa aa ce nmpunara npy OpeMEHHH XKEHH W KbPMAUKHK C aepuuMT Ha pakTop B
Bwie6paHa, camO aKo € aGCOMOTHO HHAHLMPAH M KATO € B3eTO MPEBIA, He pmaﬂew/
[OBMIIEH PHUCK OT KPHBOMIIMBH IpH Te3H GONHH. if

Xemodunus A : \
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[Topany pAAKOTO OTKPHBAHE Ha xeMo®HIHA A MpPH XeHH, He © HAJTHHCH ONMT B JICHCHACTO Ha OpeMeHHH
JKeHY ¥ KbpMauku. [Topaau Toa, BWIAT TpabBa Oa ce npuiara no BpeMe Ha 6peMEeHHOCT H KEPMEHE
caMo, ako € abComOTHO HHARLMPAH.

4.7. EdekTn BbPXY cIOCOOHOCTTA 38 modupane B padbora ¢ MAINAHA

BUJIAT He moBIMsABa CIOCOOHOCTTA 3a IopHpaHe ¥ paboTa ¢ MalIUHK.

4.8. HexelaHH JeKapPCTBEeHA PCaKUHE

Pesiome Ha npoduna Ha 6e3onacHocT

CBpBXUYYBCTBUTE/IHOCT WIH AIEPrHHHH PEaKiHH (KOMTO MOXE Aa BKIIOUBAT AHMHOSEM, NapeHE H
6oMe3HEHOCT OKOJIO HIDKEKLIHOHHOTO MSCTO, TPBITKH, 3a4epBABaHe, TeHEpATHIHpaHa ypTHKAPHA,
epHTEMa, TIPYPHTYC, o6puB, rnasoGonue, OGpHB, XHMOTEH3Hs, CHHIHBOCT, rageHe, 6e3noKoiCTBO,
TAXMKAP/HA, CTATAHE B I'bPAHTE, 3aXyX, MpaByuKaHe, OBPBHIIAHS, XpHUITTEHE) ce Habmoaasar pAaKo H B
HAKOM CJIydaH € B3MOKHO /ia MPorpecHpar Ao TEkKKa anahunakcys (BKIIOUHTENHO LIOK).

Bonect Ha PoH Bunebpann

anmes™h ¢ 6onectra Ha don BuneGpany, ocobeHo ¢ THI 3 Ha BoJsiecTTa, € BH3MOXKHO MHOIO PAAKO Ja
pa3sBUAT HEYTPATHIUPALIH aHTHTENA CPeLILy dbakropa Ha ¢poH Bunebpana. AKo TAKHB2 aHTHTCIA Ca
HATMYHH, TOBA I ce MaHudecTHpa ¢ HEANEeKBATEH KIMHICH OTIOBOP. [TosiBaTa HAa TE3H AHTHUTENA CC
acoLMUpa ¢ aHaQWIAKTHYHH PeaKuMu. 3apaj TOB NAUHCHTHTE, MPOSBHIH aHaQHIaKTHIHH PEaKiMH,
Tps6Ba 1a Ce H3CNEBAT 33 HaNHYHe Ha HMHXHOUTOPH.

BLe BCHYKK TEIH CITy4aH Ce NPENopbYBa KOHTAKT ChC CTICIMAIM3NPAH LICHTEP 34 JICYCHHUE Ha
xeMounuiL.

HMa pHcK OT Pa3sBUTHETO Ha TPOMOOTHIHW HHUMICHTH, 0coBeHO TIPH MIAHMEeHTH ¢ U3BECTHU KITHHHYHH
wH naGopaTopH puckoBH daxTopH. [1podHiakTHkaTa Cpellly BEHOIHHA tpoMBoemGonu3sM TpsaOBa 1a
Ce TIPOBEXKA CHIIIACHO HACTOALHTE NPENOPBKH.

[Mpu nauMeHTH, nomydasamy akrop VIII-coabppxamu daxrop por Bunedpann npofxyKTH, NOCTOAHHO
nopuimeHoto FVII:C masmMeHo HUBO MOXE J1a MOBHIIIH DHCKA OT TPOMOOTHYHH HHLIMAEHTH.

Xemotwius A

PazsuTHE HA HEYTPAJITH3UpAlld aHTHTENA (MHXMOMTOPH) MOXKeE Ja BE3HHKHE NPH NALHEeHTH C XeMOpHIUA
A, kouTo ce nekysar ¢ axrop VIII, BRIIOUATETHO C BWJIAT, BmkTe Touka 5.1. Ako ce obpasysar
TAKUBA MHXMOUTOPH, CHCTOSHHETO LI CE MPOSBH KaTO HENOCTATHYEH KIHHHYEH OTTOBOD. B Takuea
CIrydaH ce MpenopbyuBa KOHCYJITalHs ChC CIEHATHIHPAH LICHTBP MO xeMo(Hus.

3a undopmanua 3a 6e30MacHOCTTa MO OTHOINEHHE HAa TPAHCMHCHBHM rHGEKIMH BIDKTE TOUKA 4.4.

TabnudeHn CIACHK Ha HeXeJIaHH JEKapCTBEHH PEaKIMH

Cnenpamara TablHia NpaBy NPETTIEA HA HEXKETaHUTE NeKapCTBCHH peaktinh Ha00JaBasy B KIIMHHYHH
H3MATBAHNA, TIOCT-MAPKETHHIOBH NPOYYBaHHsA BPXY 6€30MaCHOCTTA M OT NOCT-MapKETHHTORH
H3TOYHHILH, KaTeropusupanu cnopel MedDRA cHCTeMO-0praHeH Kiac (SOC), [TpenopbUHTETHO HUBO
na repmuHa (PT) u yecroTara.

Heskenanure peakiiuy ca M36pOoeHH 10 CHCTEMO-OPTaHHH K1acoBe H 9eCToTa. YecTOTHTE Ca OIPEReICHU
1o CJIeXHHA HauMH: MHoro Yectd (> 1/10); wectH (2 1/100 1o < 1/10); newectu (= 1/1 000 nio < 0);
penxu (= 1/10 000 xo < 1/1 000); MHOTO peaKH (< 1/10 000); ¢ HeH3BeCTHA YSCTOT2 (oT Han _W[@U My,

NAHHY He MOXe a Ob/le HATpaBEHa OLIeHKA). / %:5' o2 N
o 1-|.'I ; ..' .

!

| 5%
3a CIIOHTAHHO CHOOIIABAHM MMOCT-MAPKETHHIOBH HEXKEIAHH PCaKiiny gecToTara Ha cmﬁ/ HS
KaTerop13upa KaTo HeH3BECTHA 1\ E R

% z ,

20250402 spc_I8x_500_BG._09.08_bg 08 07 2025 e ?




WILATE 500 SPC Bulg

Cran1apTHH CHCTEMO-OpTraHHH Hexenana peakips YecroTa
knacose Mo MedDRA ,
HapyireHHs HA KMYHHaTa CBpBXYYBCTBUTEIHOCT HegecTtu
CHUCTEMA
AunadunakrHueH HIOK
MHOI0 pelIKH
O61y HApYIneHUA H edeKTH Ha Brcoka TeMnepaTypa Heuectn
MSCTOTO Ha NMPHIOKEHUE
| bonka B rbpAHTE C HeH3BECTHA Y€CTOTA
Hapymenusa Ha KpbBTa K Unxubupane Ha dakrop VII Heuectu (PTP)*
nmamHaTa cucTEeMa Mtuoro uectn (PUP)*

Huxubupane Ha dakropa na dod | MHOro peiKu

Bunebpang _
PecnupaTOpHH, IPBAHH H Kawmnoa C HeH3BECTHA YE€CTOTA
MeUACTUHAIHH HApYIICHHA
Hapymenus Ha HepBHaTa CHcTeMa | 3amMaHBaHe | C HeH3BeCTHa HECTOTA
CroMaliHO-4PEBHH HApYLICHHA Kopemua 60s1xa C HeM3BEeCTHA Y€CTOTA
Hapymerus Ha MyCKYJTHO- Bonka B KpbcTa C HeM3BECTHA YECTOTA
CKeJIeTHaTa CHCTeMA U

ChEAHHHTEIHATA THKAH
*UecroTaTa € 6asupaHa Ha npoyusaHns ¢ Beuuxd FVIL npoyx i, KOHTO €& BKITIOUBAIIH NALMEHTH C
tesxka xemorwiua A. PTP = nexypaxu npelid ToBa MNaliveHTH, PUP = HenexKyBaHH Ipedn TOBa
MauHeHTH

Onucanye Ha M30paHyd HeXxeaHH NEKapCTBEHH PeaKiHH
3a onUcaHue Ha U30paHu HeXKeNNaHH JIEKapCTBeHU peaklivy, BUOKTE TOUKA 4.4

Crofmapale Ha No103UpaHH Re)KeNaHH peaklni
Cro61aBaHeTo Ha MOAO3HPaHH He)KEIaHH peaKlMH Cnell pa3pellaBane 3a ynorpeba Ha JIEKAPCTBEHHA

MPOAYKT € BakHO. TOBa No3posiABa Aa NPOABIKH Ha6IIOAEHUETO Ha ChOTHOWIEHHETO MOJ3a/PHCK 32
nexapcTBeHHs NpoAyKT. OT MEAMIIMHCKUTE CIICUNAIHCTA C¢ H3HCKBA 13 ChLOOLIABAT BCAKA MOJ03UPAHA
He)KeNlaHa peakiLid dpe3 HALMOHanHa CHCTEMA 3a cho0nlaBane B M3MnIHKTENHA areHuMA 1o ieKapcTeaTa

yi. ,,Jdamsa ['pyes” Ne 8, 1303 Codms, Ten.: +35 928903417, ye6calfT: www.bda.bg.

4.9. Ilpeao3mpane

Hsma noKiiaBaHH CUMITTOMH Ha Npeao3upane ¢ dpaxkrop Ha GoH BuwieGpana mwim wosemmkH daxrop VIIL.
B ciy4aii Ha TeXKKO Npeao3upaHe, MOXE Aa ce HaBGMIOAABAT CIyuaHn Ha TpoMboembonHus.

5. ®APMAKOJOI'HAYHH JAHHH

5.1. dapmaxoxHHAMHYHH JAHHH

dapmakoTepanesTHiHa rpyna: ®akrop Ha Qo BuneGpaHa 1 xoarynauuoHeH ¢axrop VIII B
xkombunaums. ATC xox: B02BD06

Bonect Ha ®on Buiebpann

daxtopbT Ha Yo BuieGpaHa (0T KOHLEHTpaTa) € HOpMaiHa ChCTaBKa Ha YOBEIIKATA
[0 ChIMA HAYKH KaTo eHAOreHHHA daktop Ha GoH BunebpaHa.
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[TpunoxeHueTo Ha $hakTopa Ha don Bune6paHy no3poisa KOPHTHPaHETO HA KOATyTalHOHHHMTE
HapylleHHs, POABABAILM Ce TIPH MALMEHTH, CTpa/allin oT fethHUHT Ha (akTopa Ha GoH BueOpann
(6onect Ha $oH Bunebpann), Ha IBe HHBA:

- dakTophT Ha oH BrieOpan ocHIypsBa axe3udTa Ha TpOMOOLIUTHTE KbM CHAOBHA
cyOeHoTeN Ha MACTOTO Ha HapyllleHa LIoCT Ha KPBBOHOCHMA CBJL (KATO BPB3KA MEXTY CHAOBHA
cyGenoTeN 1 TpoMOOLIMTHATA meMOGpaHa), ocUrypsBa ITbpPBHYHATE XeMOCTa3a, KOETO CE MPOABABA KaTo
CBhKpALI[ABaHE HA BPEMETO HA KbPBEHE. To3u edext HacTHNBA He3a0aBHO M € M3BECTHO, 1€ 3aBUCH B
roNsiMa CTereH OT HHBOTO Ha NMOJIMMepU3aua Ha NPOTCHHa,

—~ IpoxyxTHTe, ChABpPXKAIH GaKTop Ha dbon Bunebpasiji, 3a1bpXAT KOPECKLHATA HA ACOLHMPAHHS
daxtop VIII neduupr. ITpunoxen MHTPaABEHOHO, baxropsT Ha Gox Bunebpana cBbp3Ba eHAOTCHHHA
daxrop VIII (xoiTo ce npoayLHpa HOPMATHO OT ALUMENTA) ¥ Upe3 CTaCHIN3HPAHETO Ha TO3H (aKTop,
Mpe/na3Ba OT HEroBOTO OBP30 pasrpaKiaHe.

[lopaau TOBa MPHIAraHETO HA YHCT dbakTop Ha pox Bunebpann (pakrop Ha ¢ou BuneOpana Npoxykr ¢
uucko Qakrop VIII HHBO) BH3CTAHOBABA FVIII:C 10 HOPMAIHOTO KATO BTOPHYCH e(eKT CNE/ MbpBATa
HHOY3HS.

TIpunaradeto Ha daxrop VIII-chappialll baxrop ¢hoH Bunebpana npoayKT Bh3CTAHOBABA FVIII:C
HUBOTO AC HOPMAJIHOTO He3abaBHO cliel MhpBATa HHODY3IHRA.

KaTo DombiHeEHe Ha Heropata pond Ha ¢akrop Viil-npoTekTapaill IPOTEHH, ¢on Bunebpana daktop
OCHIIECTBABA ATXE3MUATA Ha TPOMOOLMTHTE KbM MACTOTO Ha HapyluaBaHe LEoCTTa Ha ChAd H Hrpae po.d

B TpOMOOLIMTHATA arperaims.

Xemounusg A

daxrop VIIl/paxtop pon Bunebpat KOMIIEKCET CHABPRKA JIBE MONCKYJIH (dakrop VIII 1 pakTop Ha
dbon Bunebpasn) ¢ pasniviHH PHIHOJIOrHHH dyHkipn. Koraro ce uidy3supa Ha OOJIHH OT XeMOHIng,
dakrop VIII cBBp3Ba pakropa Ha ¢ox BrneGpanz B UMPKyJIaLMATa HA MALHCHTa. AKTHBHpaHHMAT $aKTOp
VIII neiicTea KaTo KOMAKTOp 32 AKTUBMPAHETO Ha (PaKTOp IX, yckopsABall KOHBEPCHATA Ha (PaKTOP X 1o
akTHBHpaH daxTop X. AKTHBHPAHHAT GaKTop X MpeBphLIA nporpombuna B TpoMOuH. TpOMOHHET OT
CBOJ CTpaHa npeBphila GUOpPHHOreHa BhB huOpHH ¥ CHCHPEKET MOXE Ja 6nae (hopMHpaH.

Xemohrinusg A € NONOBO CBBP3aHO HACTCACTBCHO 3a0onABaHe Ha KPHBHATA Koarynarms, ABDKALIO Ce Ha
nonroxesn HuBa Ha FVIL:C 1 Boau 00 npody3HH KPBBOH3JIKBH B CTABHTE, MyCKYJIHTE H BLTPEIIHHTE

OpTraHH, KAXTO CIIOHTAHHO, TAKa M B PE3y/TaT HA HHIMACHTHA HIH XApypru4Ha Tpaema. Upes
3aMECTHTCIIHA TEPANHA TIa3MEHHTE HHBA Ha (aKTop VIII ce noBU1IaBAT, KATO IO TO3KW HAYHH CC NOCTHIA

BpeMEHHa KOpeKLMA Ha JeUiiiTa 1 KOPEKLHA HA TEHICHLMITA 32 KbPBEHE.

Cnenpa [ia ce oTOeeXKH, Y€ 4eCTOTaTa Ha KbPBEHE Ha rOJIHIHA 6a3a (ABR) He e cpaBHHMa IpH
pasIMYHATE KOHLICHTpauHH Ha (hakTOpa, KAKTO H MEXIY PasIHIHUTE KTHHUTHH M3IHTBAHHA.

B nonbIHEHHE KbM POJIATA MY HA 3aLMTEH MPOTEHH 34 daxrop VIII, bakTopsT Ha ¢oH Bunebpann
MeIHHpa TPOMOOLIMTHATA a[IXe3ud BEPXY MECTaTa Ha ChI0BO YBPEKIAHE H HIPAc pONf B arperalMaTa Ha
TpoMOOLHTHTE.

5.2. PapMAKOKHHECTHIHH JaHHH

Bonect Ha Pon BunedbpaHn -
daxTopsT Ha hoH BureGpana (0T KOHUEHTPATA) € HOPMANHA CLCTARKA HA yoBEIIKaTa Ij1a3Ma 3&1
kaTo enjoreHHus dakrop Ha gox Bunedpansa. /)’ ;{ . ,

,‘:.L' * - 3 E el ‘
Ha 6a3aTa HA META-AHAJIU3 HA TPH PAPMAKOKHHETHYHH MPOYYBaHHA, BKIIIOUBAIIH 24 nauy‘émg-cjgﬁmki}),

sunoBe Gonect Ha pon Bunebpann, ca 6wiu HabonaBaHK CIEAHHTE PE3YITTATH. % \ 4 h"a..l T
LN A

B LI
+
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BCHYKH BHIOBE Sonect Ha QOH Gonect Ha ¢oH Gonect Ha don
Gonect ua Gor BuieOpann Bunebpana hn | Bunebpauy, Tvn 2 BuneGpaua Tan 3
[TapaMeTsp N | Cpeawo | SD | Min. | Max. | N Cpeatio | SD | Min. [Max. | N Cpenne| SD | Min. [ Max. | N Cpeano | SD | Min. | Max.

BaicranoBasanc | 24| 156 | 048 | 0,00 {293 | 2| 1,19 1007 1141124 5§ 183 | 086 ) 058 293 | 17| 1,52 [032]090] 224
(%/TU/Kg)

AUC (0-inf) (h*%) [ 23 | 1981 | 960 593 | 4831 2 | 2062 | 510 | 1701 | 2423 | § | 297] 1383 | 1511 [ 4831 | 16 | 1662 | 622 | 593 | 2606

T 172 (h) 24| 233 (126 74 {58412 | 397 1831267 | 527 5 | 349 16 | 172,5] 584 |17 18 62 | 74 | 305

MRT (h) 24 | 33,i 19 | 10,1 (89721 536 |259 353 719 | § | 53,5 | 24,6 | 27.8 | 89,7 17| 247 | 8,5 (10,1 | 377
2t 266 |085(206 327 9 1,95 1,02 10911331517} 3,76

KiupeHe 24| 329 | 1,671 091 | 741

Tlerenna: AUC = o moa xpueata; MRT = cpeno BpemMe Ha npeOUBaBaHe
Xemodunus A

®akrop VIII (0T KOHIEHTPaTa) € HOpMaJIHa ChCTaBKa Ha HOBCIIKATA IU1a3Ma M AeiiCTBa KaTo €HAOTCHHUA
daxtop VIII. Cnex MHKEKTHpaHE Ha NMPOMYKTa, nprGnusuTenHo % no % OT daxrop VIII ocraea B
mupKyamwsaTa. HHBOTO Ha aKTHBHOCT Ha daxrop VIII, zocTUrHaro B rasmara, TpsaOBa na Opae MEKIY
80-120% OT O4YAKBAHOTO HMBO Ha aKTHBHOCT Ha (axTop VIIL

AxruBHocTTa Ha miasmenus ¢akrop VI namangsa no nBy(}asHO EKCMOHCHIIHAJIHO pa3naaaHe. B
HaganHara (asa pasnpeleseHHETO My HHTPaBacKyl1apHOTO H ApYTrHTe npocTpaHcTBa (TEC/ICCHHTE
TeqHOCTH) € YCTAHOBEHO C BpEMe Ha €THMMHAIMOHEH NOMYXHWBOT OT mnasmara or 3 Ao 6 waca. B
oceBalaTa 6aBHa (a3a BPEMETO Ha EJIMMHHAUMOHEH NOTyKHBOT Bapupa ot 8 1o 18 uaca, cpeaHo 15
uaca. TOBa ChOTBETCTBA HA GHONOTHYHOTO BPEMe Ha eTMMHHALIMOHEH MOITyXKHBOT.

Cnenuate pesyaratd ca O6mmm HaOmojgaBaHM MpH KIHHHYHO npoyuBaHe Ha 12 mauueHTa (IBOHHO
npeMepeH XpoMOreHEH aHaNMn3):

[TapameTsp ITpBO NMOCCIUCHHE IMocemenye Ha 6 Mecen
CpenHo SD CpeaHo SD
Bp3cTaHOBABAHE FVII:C 2,27 1,20 FVIIL:C 2,26 1,19
%/TU/kg
AUCom FVIIL:C 31,3 7,31 FVIII:C 33,8 10,9
% * h/IU/kg
BpeMme Ha MOXY>XHBOT FVIII:C 11,2 2,85 FVIII.C 11,8 3.37
(h)
MRT (h) FVIIL:C 15,3 3,5 FVIII:.C 16,3 4,6
KamprHC FVIIIL:C 0,86 FVIIL:C 1,04
mL/h/kg 3,37 3,24
fleresna; AUC = now nod kpueara; MRT = cpeAro BpeMe Ha npe6HBaBaHe; SD = cTaHAapTHO
OTKJIOHCHHE

53. IlpenxJAHEYHH I8HHH 38 0e30MACHOCT

daxropa Ha pon Bunebpana u daxrop VIII eue BUWIAT ca HopManHa ChCTaBKa Ha YOBEIOKATA TU1a3Ma H
neficTBat Kato engorenuure daxrop VIII/daxrop Ha don Bunebpana.

KoHBEHLMOHATHUTE TecTOBE 3a 6€30MacHOCT Ha Te3W KOMIIOHEHTH MpH naBopaTOPHH XKHBOTHH HAMA [1a
n06aBAT nonesHa MHGOPMALIMA KbM HATMYHUS KITHHHYEH OMHT H MOpaJH TOBA HE Ce Hmcxfgm?: |
D

R\

/ YA L
6. ®APMAKOJOTHYHH JAHHH i g“?’ ¥
L2\ G,
\ Sy LG
N Eo
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6.1. CnachbK HAa DTOMOIIHHUTE BEIXECTBA

[Tpax 3a MIDKEKLIMOHEH pasTBOP:
HatpueB XJIOpH/

["nvpH

Cykpo3a

Harpues MTpaT

Kanuuen xnopun

PasTBOpHTEn:
Bona nHa umxexkiyu ¢ 0,1% nonucopdar 80

6.2 HechBMECTEMOCTH

TTopaay nurica Ha IIPOYBaHHA 338 HECHBMECTHMOCT, TO3KH NIEKapCTBECH NPOAYKT HE TpsAOBa J1a c€ CMECBA C
APYrH NIEKAPCTBA WIH Jia c€ NPHara 3aeJHO C APYTH JIEKapCTBa 32 HHTPABCHOIHO MPUIOKEHHE B €AHA
W Y3MOHHA CHCTEMA.

TpabBa na ce H3NON3BAT CAMO BKIIOYEHUTE B Habopa HHKeKUIMOHHH/ HH]Y3HOHHH H3C/IHA, 3al10TO
MO3KE A& HACTBIIAT HapYLIEHHS B JICYCHHETO KAaTO CAEACTBHE HA abcopbumsarta Ha ¢pakrop VIII/pakrop Ha
dbon BrieSpara no pTpeUHaTa NOBBPXHOCT Ha HAKOH OT HIDKEKIMOHHUTE/MHDY3HOHHHTE CHCTEMH.

6.3. Cpox Ha roaHoOCT
CpoxsT Ha rogHocT Ha BUJIAT e 3 roauHu.

CTaGWIHOCTTA Ha NONYYEHNs PasTBOp € OTPENEIcHa 3a 4 Jaca NpH CTAHHA TEMIepaTypa (non 25°C).
He3aBHCHMO OT TOBA 3a U30saresaHe Ha MUKpoOHa HHKOHTAMHHALWS MPHIOTBCHHAT Pa3TBOp TpsAbBa Ja ce
npwiara He3abaBHo.

6.4 CpenualHH YCJOBHY 33 ChXpaHeHHe

CrxpaHsBaifTe npaxa 3a HIDKEKLHOHEH pa3TBOP H pasTBOPHTENLA OT 2°C no 8°C (8 xnapunuuk) Jla ce
Na3M OT CBETIIHHA, 1A HE Ce 3aMpa3ssiBa.

[TIpoAyKTHT MOXeE a CE CHXPAHABA MPH CTaHHA TEMIEpaTypa (non 25°C) no 2 (asa) Meceua. B To3u
c/ydait CpOKBT Ha FOAHOCT NPUKIIOYBa 2 (ABa) MeCeLa Cle/l KaTO NPOXYKTHT € 611 H3BaJiEH OT
xramwiHkka. HOBHST cpok Ha roasoct Tpabea aa 6vie oTOenq3aH Ha ONIAKOBKATa 32 NALHCHTA.
TIpHrOTBEHKAT pa3TBOp TPAGBA Jia C& H3MOM3Ba eNHOKPATHO. HEH3NOMIBAHHAT PA3TBOP TpAOBa na ce
H3XBBPJH.

3a yCIOBMATA Ha ChXpaHeHHe Clell pa3sTBapAHE, BIDKTE TOUKA 6.3.

6.5. JlannH 32 ONAKOBKATA

CobabpKaHHe HA ONIAKOBKATA!

BWIAT 500, 500 IU dakrop ¢pon Bunebpann /500 TU daxrop VIII
1 onakoBKa CHIAbpPXKA.

1 dhnaxoH ¢ mpax cTexno Tun I, cbe 3amymanka (6poMOYTHIOB KayHyK) H Kanayka THIT flip off,

1 dnakon c pastBopures (5 ml Boaa 3a HHKEKLHHM C 0,1% nonucopOat 80) cTeiu10 THN | CBC 3aITyranka
(xanoreHOYTHIOB Kay4uyk) i kanadka Tun flip off

1 omakoBka ¢ Habop 3a HHTpaBReHo3Ha uibkeKLWA (] TpaHCdepeH KOMILIEKT, | HH}Y3HOHHA CHCTEMa,

1 cipHHLOBKA 32 eJHOKpPATHA ynoTpeba)
2 TaMIIOHAa ¢ aNKOoXo7l

He BCHMKM BHOOBE ONAKOBKH MOTAT a 6bAaT MyCHAaTH B Mponaxoda.
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6.6 CrendaIHE Opeana3sad MepKH NpH B3XBLDASHE B abora

Mons, poYeTeTe BCHYKH KHCTPYKIHK H I'd ciejiBaifTe BHUMATENHO!

He wsnomsaiite BUWIAT ciiea cpoka Ha TORHOCT, NTOCOYCH HA €THKETA.

ITo BpeMe Ha npouexypara, onucaHa no-A01y, TpabBa na ce crbmonana CTEpHIHOCT!
PeKOHCTHTYHPAHHUAT JICKAPCTBCH MPOIYKT Tps06Ba Aa ce MpOBEPABA MPEIH NPUIIOKEHUE BU3YATHO 34
yaCTHULIH H TPOMAHA HA LIBETA.

s Pa3srBopnT TpabBa na 6bae OHCTHP HIH NIEKO ONAIECLEHTCH. Jla He Ce M3TION3Ba PasTBOP, KOHTO €
MbTEH WIH HMa yTaHKa.

e Hsnonasaiite MPUroTBEHMs pa3TBOP He3a0aBHO 34 Aa NPEOTBPATUTE MUKPOOHO 3aMbpCABaHE,

s MHanon3saiite caMo IpHIOKEHaTa HH(PY3HOHHA CHCTEMA, Vnorpebata Ha ApYrH H3ACIHA 32
HIDKEKTHpaHe/MHPY3HpaHe MoKe Ja I0BEAE N0 JOMbIHUTETHH PHCKOBE 34 HAPYIICHUA Ha
JIEYEHHETO.

HACTPYKOHH 32 NPAroTRIHE HA Pa3TBOPA:

1. He usnon3paiite mpoayKTa JUPEKTHO OT XyamuiHuka. OcTapeTe pasSTBOPHTELA H IpaxTa 33 34
HHJKEKIQHOHEH Pa3TBOP B 3aTBOPEHUTE (PJIAKOHH 13 IOCTHIHAT craliHa TeMneparypa.

2. OrcTpaHeTe KanaykUTe Ha ABaTa braKkoHa ¥ TIOYHCTETE TYMEHHTE 3aITyIATKH ¢ eIHHAA OT OT
IPANCKEHHTE TAMIIOHH, HATIOSHH C AJIKOXON.

3. TpaHchepHMAT KOMIUISKT € H300paseH Ha (DHr. 1. ITocTageTe $naKkoHa ¢ pa3TBOPHTEN HA PABHA
OBBPXHOCT U IO APBKTE 34paBo. Baemete TpaHC(hepHHI KOMIUIEKT W I'o 00BPHETE C ropHaTa 4acT
Hanony. TlocTaBeTe CHHATA 4aCT HA TPAHCHEPHHA KOMILICKT B rOpHATA HacT Ha dnakoHa ¢
pasTBOPHUTE H HATHCHETE HAJIOTy IOKBACTO € BE3MOKHO (Dur. 2 + 3). He 3apspraiiTe, 10KaTO
NpUKA4BaTe.
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Ajarrrep 3a npaxa

— (Bsna vacr)
ey v

Ananrep 3a
—— Ppa3sTBOPHTE/A
(cHHs yacT)

@ur. 1

4. TlocraBere (pyiakoHa C Mpax 3a HHXKEKIIMOHEH pa3TBOP Ha paBHa
NOBBLPXHOCT M IO APBXKTE 31paBo. Baemere (iakoHa ¢ pa3TBOPHUTEN C
npuKayeHus TpaHcHEpeH KOMIUIEKT U I'o JPhKTe C ropHaTa 4acT
nagony. ITocTaBere GsnaTa yacT Ha/l ropHaTa 4acT Ha (PJIaKOHa C npax
33 MHKEKLMOHEH PAa3TBOP M HATHCHETE JOKB/ETO € Bb3MOXKHO (DHr. 4).
He 3aBbpraiite, 10KaTO NpUKaysaTe. Pa3TBOPUTENAT NPEMHHABA
aBTOMAaTHYHO BHB (PJIakOHa ¢ Mpax 3a HHKEKUHOHEH pasTBOp.

5. Kakro aBata (pjlakoHa BCe OlLLe ca PUKAYeHH, BHUMATETHO 3aBbPTETE
(bnakoHa ¢ nmpax 3a HHKEKIMOHEH pa3TBOpP, 0KATO MPOAYKTHT CC
pa3TBOPH.

[Tpu craiina Temnepatypa BUJIAT ce pasTsaps 3a no-majko ot 10
MuHyTH. [To BpeMe Ha NPUrOTBAHETO MOXE /1a HACTBIH JIEKO
pasneHBaHe. Pa3BuiiTe BeTe YaCTH Ha TPAHC(EPHUA KOMILIEKT (®wur. 5).
[TanaTa e u34esHe.

U3xpbpaere npa3Hus GrakoH ¢ pa3TBOPUTE 3a€/THO ChC CHHATA 9acT OT
TpaHchepHUsA KOMIUIEKT.

NHCTPYKIHH 32 HHXKEKTHpPaHe:

Karo npenna3zHa mspka, Baiara myjicoBa 4ecToTa TpsOBa J1a c€ U3MEPH MPEIU U 10 BPEME Ha;"a'[,,; *i ;\“‘3
WH)KEKTUPAHETO. AKO HACTBITH MOBHIIABAHE HA Bawara nmyJicoBa 4ecTtoTra, HaMaJIETE CK g;??&-ﬁa ~-...,.‘f&'¢ )\
HH)KEKTHpaHE WM NPEeKpaTeTe NPHI0KEHHETO 3a KPaTKO BPEME. / é 7 o ‘{*_" T\
] O/ BT AR |
i‘" | '1."‘1. " e
!I" ! " I‘_-f’d:..':
|21 ?:F:.:.u&'i"":-.".----. !
o - T Gl 7Y 1L
'l._ \ . .IE-‘ g ‘: ?1‘;‘ :I:_+
. \\ "5, \
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1. Ilpukavyere CIPUHLIOBKATa KbM 6su1aTa yacT Ha TpaHchepHHA KOMIUIEKT. 3aBbpTETE ¢dnakoHa HaOIy
M M3TerJjieTe pa3rsopa B CIIpMHIIOBKATa (Dur. 6).
Pa3TBOpHT B CIIPHHIIOBKATa TPsOBa 12 6bae OUCTBD WIH JIEKO ONaJIECLICHTEH.
Crniel KaTO pa3TBOPBHT € U3TErJIEH, 3a/IPBIKTE 6yTaioTO Ha CMPUHIIOBKATA (ABPXKEUKH IO HAZIONY) U
OT/Ie/IETE CIIPHHLIOBKATA OT TPAHC(EpHUs KOMIUICKT (®wr. 7).

U3xpbpiiere npa3sHus (GIakoH 3a€/HO C 6sytaTa yacT Ha TpaHchepHHUs KOMILIEKT.

®ur. 6 Qwur. 7

7 TlouncTere MACTOTO M3GPAHO 32 MEDKEKTHPAHE C e/IHH OT MPHIOKEHUTE TAMIIOHH, HAIOEHH C
aJIKOXOJI.

3. [Ipukauere NpHIOKEHAaTa HHPY3HOHHA CHCTEMA KbM CIIPHUHLIOBKATA.

4. BbBeneTe HIKEKIIMOHHATA UI71a B U30paHaTa BEHa. AKO CTe U3MOJI3BAJIM TYPHHKET, 3a /1a HAlIPaBHUTC
BeHaTa 1o-100pe BUIAMMa, TO3H TyPHHKET Tpa6Ba na 6bae 0cBOOOIEH NPEIH 3anoYBaHE HA
urkextuparero Ha BUJIAT.

He Tpsa6Ba ja ce JOMycKa rorajase Ha KpbB B CIPHHIIOBKATA nopaju puck ot GopMUpaHe Ha
TPOMOH.

5. WmxekTupaiite pa3rBopa BbB BeHaTa ¢ 0aBHa CKOPOCT, HE no-6sp30 ot 2-3 ml Ha MUHYTA.

A ko n3nonzeare noseue ot eauH gaakod BUJIAT Ha eIHO NPHIIOKEHHE, Bue Moxe 1a U3rnoJi3Bare
ChIATa MHKEKIMOHHA UIJIa ¥ CIIPUHLIOBKA OTHOBO. TpaHchepHHUAT KOMIUIEKT € CaMO 33 €JHOKpaTHA
ynotpeda.

Heu3no/3BaHUAT NPOAYKT WIH OTNaAbYHUTE MaTCpHAIH OT HETO TpsOBa Ja ce U3XBBLPJIAT B
ChOTBETCTBHE C MECTHHUTE H3UCKBAHHA.

7 TIPHTEJXXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Octapharma (IP) SPRL
Route de Lennik 451
1070 Anderlecht
benrus
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8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA
20110733

9. JIATA HA II'BPBO PASPEIIABAHE/ITIOJHOBSIBAHE HA PASPELIIEHHETO 3A
YIIOTPEBA

08.12.2011/28.07.2014

10. JIATA HA AKTYAJIUBUPAHE HA TEKCTA
07/2025
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