KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. HWME HA JJEKAPCTBEHHS NTPOAYKT

M3NBJIHUTERHA ATEHUIA 1O NEKAPCTBATA
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OxraneiiT 1000 U mpax v pa3TBOpHTEN 338 HHXKEKLHOHEH Pa3TBOP
Octanate 1000 [U powder and solvent for solution for injection

2. KAYECTBEH U KOJIHYECTBEH CH(CTAB

Exnn ¢uakon Oxraneit cpabpia 1000 1U woseluku koarynaunoHen dakrop VIII
[Tpu pasTBapsiHe ¢ MpHAOKerUa pastopuTen (10 ml), mpoayKTHT chbabpxa npubauzurento 100 [U/ml

KoarynauuoHeH dakrtop VIII.

[ lpoaykTsT chabpika < 60 1U/ml dakrop Ha von Wilebrand (VWEF:RCo).

AxtuBHoctTa (IU) e onpenencHa dpe3 H3noi3BaHe Ha EBponeickist (apMakoleeH XpOMOIEHEH aHaaMs.
Creuuduunara akrTuBHoCT Ha OkTaneiT € 2> 100 [U/mg Oenrbk.

HDJ'[}"{EH OT HYOBCLUKA [1J1a3Ma.

{loMoLHO(M) BenecTBo{a) ¢ H3BECTHO JAeHCTBUE

®naxod ot 1000 [U: narpuii no 1,75 mmol (40 mg) Ha A030Ba eMHKLA
KoHueHTpaums Ha HaTpHii cnen pasteapsHeto: 125 — 175 mmol/

3a MLAHUS CITHCHK HA MOMOILIHHUTE BCLISCTBA BUXKTE TOYHKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

[Ipax ¥ pa3TBOpHTEJ 3a HHXEKIIMOHEH pa3TBOP.

[MpaxsbT ¢ 6an vnu 6ae00 KBAT Mpax UIH POHJINBA CYOCTAHLIUA.

PHBTBDPHTEHHT c 6HCT}}H, GEEBI_I,BETHE[ TEYHOCT.

4. KINHNUYHHU JAHHH

4.1 TepaneBTHYHH NOKAZAHHSA

JleyeHue U NPOUIAKTHKA HA KbPBEHE NPH MALUEHTH C:

» xeMmobunua A (BpoaeH AedUUHMT Ha KoarynaiuHoHeH paxrop VIII)
o [IpuIgoOUT AepUHHUT Ha koarynanuoHeH ¢axTop VIII
* XeMOOQHUIHA C aHTHTena cpewry koarynaunoHeH ¢akrop VIII (maxudutopn, sux cewo 4.2

Ho3upoBka)

OKTaHEHT MOXKE 1A ¢e U3NON3BA NPU BCUYKY Bb3PacTOBH IPYIH.

4.2 JIo3HpOBKA H HAYKH HA NPHIOKEHHE

JleuenureTo TpstOBa Aa 3anoyHe Mo HAOMKAEHHETO HA IEKap, ¢ OMUT B 1CYEHHET




MonuTopupase Ha TeYeHHETO

B X0/a Ha NIEYeHNeTO e MPENOPbYUTENHO a C€ M3BLPILBA MOAXO/ALIO ONpeeNaHe Ha HUBATa Ha (axTop
VIII, 3a na ce HacouBa MPHMIAraHeTO Ha NOAXOAAIIATA 032 W 4YECTOTaTa Ha MHOTOKPAaTHU WHQY3MH.
OTroBopbT Ha JieycHUEeTO ¢ dakrop VIHI npy paznuyHUTe NMAUMEHTH MOXKE Aa € pasid4cH, Karo C¢
HabJK0aaBa pasauyeH NOJY-KHBOT H Bb3CTaHOBsABaHe. [[03MpaHeTO Ha Dasa TENEeCHO TErno MOXE ja
HAJI4ara KOPEKHHS IpPH NAIHEHTH ¢ HHCKO TErNO WAM Cbc cBpbxrerno. OcCo0CHO 0Opu roJieMu
XHPYPrUYECKH HHTEPBEHIUK, TOYHOTO MOHHTOPUPAHE HA 3aMECTHTETHATA Tepanis Ype3 KoarylaluHoHEH
aHaM3 (nna3MeHa akTUBHOCT Ha $aktop VIII) e 3aabKUTENHO.

Jd03HpoBKa

Jlo3aTa W NpOABIKHTENHOCTTA Ha 3aMECTHTETHATA TEPANHMS 3aBHCH OT CTENEHTa Ha TexkecT Ha daxrtop VI
Ae(PHLINTA, OT JIOKAMU3ALMATA HA KPbBOK3/IMBA H CTENEHTA HA KbPBEHE, KAKTO H OT KJIWHUYHOTO ChCTOSHWE HA
OOJTHHA.

bpost na npuinaranute eauHAIH oT dakrop VIII ce w3passsa B MexayHapoaHu eauuuum (IU) »
CHOTBETCTBA Ha ChbBpeMenHuTe C30 cTaHgapTH 3a NPOJAYKTH Chibpxkally @aktop VIl AKTHBHOCTTA Ha
haktop VIII B rnasmara ce u3passsa KaTo NPOLEHT (CHOTBETHO KbM HOPMANHATA HYOBELIKA T/IA3Ma) HIH B
MEXIYHAPOAHH exuHnuH [U (CLOTBETHO KbM MEXAYHApOIHHS CTaHaapT 3a dakrop VIII 8 nnasmara).

Enna mexnoyHapomna emunnna (IU) or aktueHoctTa Ha (aktop VIII € exBHBaneHTHA Ha KOJMIMYECTBOTO OT
daxTop VIII B envH ml 0T HOpMasina YOBELIKA M1a3Ma.

JleyeHue npy HEOOXOAUMOCT

HsuncnssaneTo Ha u3ucksanara josa oT daktop VIII ce Gazupa Ha eMIMpHYHUA pe3yaTaT, npu koito 1 IU or
daxrop VIII 3a kg TenecHo Terno nosHiLasa akTUBHOCTTA Ha miasmeH daxtop VIIEc 1,5 1o 2 % ot HopManHua.
Heobxoaumara n03a ce onpenens upes H3nol3BaHe Ha clieaHaTa GopMyna:

NanckBanns 6poil exnauny = tetecuoTo Tero (kg)(IU/d) x sxenasioro nopnmasane Ha ¢axrop VIII (%) x
0,5

KonmuecTBO M uecTOTaTa Ha npunaraHeTe TpsOBa BuHArd Ja Obaar cbobOpaseHH ¢ KIHHAYHATA

eheKTHBHOCT BBB BCEKM OTACIICH Cy4aii.

B ciyuait Ha nocneasaty XeMOParHuHi MHUHICHTH, AKTHBHOCTTA Ha (aktop VI e TpsadBa aa naga non
HUBOTO Ha JajJeHa [UIa3MeHa aKTHBHOCT (B % OT HOpMANHATa) 3a ChoTBeTHHs Mepuoia. (Cicapaluara
TabaMUa MOXEe Ja ¢€ W3MNOJ3BA KAaTO OPHEHTUPORBYHA MPH A03UpaHE B CMH30JMTE Ha KbpPBEHE 1 B
XUPYPruaTa:

TexecT Ha KPbBOM3NHBA HM3uckpato YecToTa (4acoBe) M NPOIBIDKNTENHOCT (IHH) Ha
Bua xupypruuecka MaHu- Ceé HHMBO Ha | Tepanufara |
nyaauus taxtop VIII
KpbnBonznus
PaHHH XemMapTpo3u, MYCKYJIHH 20 -40 [ToBrapare Ha Bceku 12-24 vaca. Hait-masnko |
KPbBOM3/IHBH H KbPBEHE OT JeH, Cliell KaTO KPbBOUZJIMBHUTE MIPOSBABALLH C€
YCTHATA KyXHHA ¢ Oolka OTWIYMAT HJH C€ TOCTHIHE IBJIHO
03]1paBsIBaHE

['oneMu KpLBOM3IINBH: 30-60 [ToBTapsane Ha uHby3uaTa Becekn 12-24 uaca 3a
XemMapTpo3d, KPbBOW3JIHBH B 3-4 7HW UM TIOBEYE J0Karo Ooskara WM
MYCKYJIHTE WIIH XEMaTOMHU OCTPOTO HApYIIEHUE B ABHKEHHUETO OTLHYMSAT.
KpbBOM311BH 3acTpallaBallu 60-100 [losTapsiHe HAa HHPY3UsTA H 0 24 yaca
HKHBOTA 10 MBJHOTO H3NEKYBAHE
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Manky, BKIOYHTENHO 3B0HH 30-60 Bcexu 24 uaca, Hali-Manko | A€H clied MBJIHOTO
EKCTPaKL UK 031paBsiBAHE

[Nonemu 80-100 [ToBTapsane Ha HHQY3HATA HA Beeky 8-24 yaca a0
(npe ¥ MOCT- | TBAHOTO 3a3ApaBsBaHe Ha pPAHHUTE, TOrasa
OTepaTHBHO) | Tepariks 3a Hai-Manko 7 JAHH 3a NOJAbPXKAHE Ha
¢akrop VIII aktuBHOCTTa B nuanasoHa 30-60%

[TpodinakThka
3a NpoaBLKUTENHA NPodUAAKTHKA HA KbpBEHE NMPH MALUEHTH C TeXKa xeModuausa A, Tpabsa na ce

npunarart a03H ot 20-40 IU/kg TenecHo Tersio Ha HHTEPRANH OT 2 10 3 AHH.
B HAkou chyuan, ocoOSHHO NpH No-MAaau TAUMEHTH MoXe A2 0baaT He0DXOAWMH MO-BUCOKH 103U MK
NO-KPaTKU HHTEPBAJIH.

[IpOABLIKUTENHE HHDYIUS

[lpenu onepanus TpAOBa Ja ce HanpaBH hapMaKOKHHETHYEH aHATHU3, 34 Jia CE OTPEeH KIHPBHCA.
HauanHata ckopoct Ha uHpy3uMaTa TpaOBa Ja C€ W3YUMCIABA O CNEJHHS HAY¥H. KIHPBHC X JKelaHo
paBHOBECHO HUBO = CKOPOCT Ha uHpy3uaTa {IU/kg/u).

Canen mbpBuTE 24 yaca Ha NMPOAbIKUTENHA HHDY3HS, KIHPBLHCHT TPAOBA 14 C€ H3UYHCJIABA OTHOBO BCCKH
JI€H KaTO CE U3MO0J3Ba PABCHCTBOTO 33 PABHOBECHO ChCTOAHUE C H3MEPEHOTO HUBO H MU3BECTHATA HECTOTA
Ha HHQY3UATA.

[lequaTpuyHa nonynamusg

KaunuuHo npoyuBane ¢ 15 nauueHTH HA Bb3pacT 6 FOJAMHH HAM [10-MANIK4, HE MOKa3Ba HANWUYHETO Ha
HAKAKBY CIELMAIHH H3UCKBAHNA KbM JO3HPAHETO NIPH JeLA.

KakTo 3a nedenue, Taka u 3a npoduaakTHKa, J03HPOBKATA NPYH BB3PACTHH H J€LA € ¢Ha H ChllA.

HayuH Ha NpUoKEHUE

HHTpaBeHO3HO MPUADKEHHE.

[lpennopbYHTENHO € Aa He ¢e mpuaarar nopede oT 2—3 mL Ha MHHyTA.

332 HHCTPYKUHHM OTHOCHO Pa3peXNaHEeTO Ha JICKAPCTBCHHUSA MPOAYKT NPeAH NMPHIIOKEHHE, BHXTE TOHKA
6.6.

4.3 IlporuBonokazanus

CBPbXUYBCTBUTEIHOCT KbM JIEKAPCTBEHOTO BELLECTBO WK HAKOE OT MOMOUIHUTE BELISCTBA, H30POCHHU B TOUKA
6.1.

4.4 CroeuHajHH NpeAynpexIcHHs H CNCINHAJIHA NpeANa3sHH MEPKH IIPH ynorpeda

| IpocieumMoct
3a na ce nonodpu NpocIeAMMOCTTa Ha OHONOMMYHNTE JIEKAPCTBEHH TTPOJYKTH, HMETO W NAPTHAHHAT HOMEP Ha
NPHJIAraHWA APOAYKT TpAOBa 1a ObAAT TOUHO JOKYMEHTHPAHH.

CBPBXUYBCTBUTENHOCT
Bb3moxHO € npu OKTaHEHT Ja ce pa3BHMAT PEAKUUH Ha CBPBXUYYBCTBHTEIHOCT OT &NCPrUYEH THIL.

IIpoaykTbT cbabpXka cneal OT UYOBEIIKH TNPOTEHHH, Pa3ii4yHU OT (PaKTop ‘____*A\o ce NposABAT
CHMITOMH Ha CBPBLXYYBCTBMTENIHOCT, nauueHTHre Tpabsa na Obaar &gqaaﬂ% “HggabasHo na
NPEKPaTAT MPHUIMKEHHETO HA JIEKAPCTBEHUA NPOSYKT U Aa ce 0dadr Ha ¢ ﬂ@f@]{&p’ﬁﬂ@@?ﬂ’re TpsOBa
Ja Obpat MHQOPMHUpPAHH 3a pPaHHUTE MPOSBH Ha pPeaKLMHUTE Ha CB 3?‘55 T'* B'I;(}‘IPO‘{BEH.LIH

hot’ "'n




OOpUBU, reHepaJlH3upaHa YPTHKApHA, CTAraHe B IbpAMTE, XPUIIOBE, CHAJaHE HAa KPbBHOTO HAanAraHe,
aHaunakcHs.
[1pu cayvyaii Ha LIOK Ja € CACABAT HACTOALIMTE MEXHUMHCKH CTAHIAPTH 3a JICYCHHE Ha LIOK.

MHXUOHTOpH

OGpazyBaHeTo Ha HeyTpaqu3upam asThTena (MHXuGuTopH) cpeuly daxktop VI e u3BeCTHO
YCIOXKHEHNE TIPH JICUEHHETO Ha juia ¢ xemopumus A. Te3snw HHXHUOMTOPH oOuxHoBeHO ca IgG
UMYHOrIOOYAMHHN, HACOUEHH CPELy NMpOKoarylaHTHATa akTUBHOCT Ha daktop VIl, kouto ce onpeaensr
KoAU4ecTBeHO B Dbetesna eaunuuy (Bethesda Units, BU) ma ml nnasma, ¢ wu3nonspane Ha
MOAM(DHUHPAKKMAT TECT. PHCKBT OT Pa3sBMTHE HA HHXUOMTOPH 3aBHCH OT TEXKECTTa Ha 3al0/sBaHeTo,
KaKTO M OT eKcnosuuuata Ha daxtop VI, xato To3u puck e Hall-ucox npe3 mbpBuTe 50 AHH Ha
EKCTIO3ULIMA, HO NPOIbKARA NPE3 LECTHS XUBOT, MaKap 4€ pUCKbT € HEYECT.

KanHu4YHOTO 3Ha4eHHe Ha pa3BUTHETO HA MHXMOWTOPH 1€ 3aBHCH OT TUThpa Ha HHXMOMTOpA, KaTo
HHXMOUTOPHTE C HUCBK THTbP, KOHTO APHCHCTBAT NPEXOJHO HAM OCTABAT ¢ MOCTOAHHO HUCKH THTPH,
NpeacTaBIsaBaT AO-MATbK PUCK 32 HEAOCTAThLYEH KIHHHYEH OTTOBOP, OTKONKOTO HHXHOUTOPH ¢ BUCOKH
TUTPH.

[To IpUHUMN BCHUKK MALMEHTH, KOWTO C€ NIeKyBaT C MPOAYKTH ¢ koarynaunoneH gaxrop VIII tpadsa na
Ce NpOCNeAdaBAT BHUMATENIHO 32 Pa3BUTHETO HAa HHXUOHMTOPH, NOCPECACTBOM NOAXOIALIO KJIWHHYHO
Ha0nojleHHe U NabOpaTOpPHH TeCTOBE. AKO He OBJAT AOCTHIHATH OYaKBAHWUTE HHBA Ha M1a3MCHa
akTURHOCT Ba (axrtop VIII, uiau kepeeHeTo He Moke Aa ObJIe KOHTPONMPAHO ¢ MOAXOAdia 1033, TpsibBa
Ja ce HANpaBH TecT 3a HaJlu4ude Ha HMHXUOWTOp Ha ¢aktop VIIL. [IpH mauyeHTH ¢ BMCOKH HHUBA Ha
HHXHOUTOp, NevenneTo ¢ daktop VIII Moxe na He e edexTHBHO M TpaGBa na ce OOMWUCIAT JApYru
TepaneBTHUHH Bb3MOXKHOCTH. JleyeHHeTO Ha TaKHBa MALUMEHTH TPAOBa Ja ce MPOBEXKAa OT ACKAPH C OfUT
B JIEYEHHETO Ha xeModunus 1 MHXuOuTOpH Ha PakTop VIIIL

ChpAe4YHOCHAOBH CHOUTHS
[lpH mauMEHTH ¢ H3BECTHH CHPACYHOCHAOBH PHCKOBH (pakTopy, 3amectuirenrara Tepanus ¢ FVII moxe
A2 NOBULIM CHPACUHOCHAOBUS PUCK.

CBLp3aHM ¢ KaTEThpa YCIOXKHEHUS

AKO ce Hajara M3IoA3BaHeTO Ha YCTPOMCTBO 34 LeHTpadeH Bero3eH goctsn (CVAD), tpabsa aa ce MMa
MPeABY/ PUCKBT OT cBbp3anuyu ¢ CVAD yenoxkHenus, BKAIOYUTENHO JOKATHH HHPEKLIHK, DakTepuemMus u
TPOMOO03a Ha MACTOTOTO HA MOCTABAHE HA KATETHPA.

MHDEKUHO3HY NPHYHUHHTEIH
CTaHaapTHuTe Mepku 3a npoduiakTHKa HAa uxdexuMy B pe3yarar Ha ynorTpedata Ha NeKapCTBEHH
NPOAYKTH, MPHIOTBSHH OT YOBELIKA KPbB WM NJIa3Ma, BKAHOUBAT 000D Ha NOHOPUTE, H3CICABAHKA HA
WHIUBHAYAJIHHTE 1apaBaHHsg M IJIa3MEHHTE MYJIOBE 3a Chnenu(HYHM MapKepH 33 HaIM4yHue Ha
MHPEKUMO3HH TPHYMHHUTENM W BKIKOYBAHE HA €(EKTHBHH  [POH3BOJACTBEHH [POLECH 34
MHAKTUBUPAHE/OTCTPaHABAHE HA BUPYCH, Bbnpeku ToRa, Npu NPUIAraHETO HA JICKAPCTBEHH HPOAYKTH,
MOJYYeHH OT YOBEWIKA KPbB WK MJTa3Md, Bb3MOKHOCTTA OT NPEHACSHE HA HH(PEKIHO3HH NPHYHHATENN
HE MOXe Ja OBblie M3KIKYeHAa HanbLAHO. TOoBa C& OTHACA U CBHUIO 3@ HEH3BECTHH HJTH HOBOMOABUIH Ce
BUPYCH MIIH APYTH MAaTOMEHHU.

[IpeanpHeTHTE MEPKM CE CUMTAT 3a ePEKTUBHHM 3a BUPYCH C numuaHa obsuBka karo HIV, HBYV n HCV, n
33 HeoOBUTHA BHpyC HAV. MepkuTte Moxe OM MMAT OTPaHHYEHO ACHCTBHE CPELly HEODBHTH BHPYCH,
kato napeosupyc B19. Hndexuusra ¢ napsosupyc B19 moxe aa Obje onacHa 3a OpeMeHHW KEHU
(betanHa HMHOEKUHA) M 38 HHAMBUAM ¢ UMYHEH JeULHUT MMM [OBHUIEH onoesa (Hanp.
XEMOJIHTAYHA AaHEMUH).

{logxoasiuu BakcHHauud (xematuT A K B) TpsabdBa na ce obcwadar
pexoBHO/MOBTOPHO (hakTop VIII mpoaykT, MoayyeH OT 4OBELIKA M1a3Ma.




[IpenopbyuuTeNHO €, BCEKH MbT KOTaTo HA nauveHTa ce nmpujara OKTaneiT, HMETO W MApTHOHUS HOMED
HA NPOAYKTA /A C€ 3alMCBaT, ¢ UE/ OCUTypABaHE HA BPb3Ka MEXAY NauWeHTa H NapTHAHWA HOMCD Ha
IPOOYKTA.

To3M NeKapcTBEH MPOAYKT Chabpka A0 1,75 mmol Hatpuii (40 mg) Ha 1030Ba €AMHHLA 32 (NAKOHHTE OT
1000 1U, exBuBaneHTHO Ha 2% OT npenopbuanus oT C30 MakcHManeH JHEeBEH TIpueM Ha 2 g HaTpHH 3a
Bb3pacTHH. TpadBa na ce uMa npea BH NIPU NAUUESHTH, KOMTO & Ha JHETA ¢ KOHTPOJUPAHO ChAbPKAHHE
Ha HATPHH.

IleanatpuuHa 0onynamus
M30poeuute npeaynpex/eHns U peana3ii MEpKH BaXaT eIHaKBO 3a Bb3PaCcTHHU U 32 Jeua.

4.5 B3auMopelicTBHe ¢ APYTH JeKapcTBa H APYrd (OPMH HA B3aHMOJCHCTBHE
Hsama u3BecTHH B3auMoAeHCTBYA Ha KoaryhauuoneH gaxrop VIII ¢ apyru nekapcrsa.

4,6 @eprUanTeT, OPEMEHHOCT H KbpPMEHE

[TpoyuBaHHs 3a Bb3AciicTBHETO Ha koarynaumoHeH ¢akrop VI Bbpxy penpoayKTUBHOCTTA MpPH
KUBOTHU HE Ca MPOBEXKAAHH. [lopaau paaKoTo OTKpHBaKe HA XeMO(puIng A NPY KEHH, HE € HaIH4EH
OMHUT MpH ynorpebara Ha xoarynauuoneH daktop VI npu GpeMeHHHM KeHH U kbpMauku. [lopanu ToBa,
koarynauuoneH dakrop VII tpabea na ce npunara no BpeMe Ha OPEMEHHOCT H KbPMEHE CaMO Npi ACHH
MHRHKALHH.

4.7 EdekTH BbpXY cnocoGHoCTTA 32 1opHPAHe H padoTa ¢ MAIMHHH
OKTaHEHT He MOBAKHABA MJIH NOBNUABA MPeHEOPEKMMO cnocoOHOCTTA 3a LodHpane H paboTa ¢ MALIHHH.
4.8 Hexenann NeKapCTBEHHH PEaKIHH

Pe3ioMe Ha HEXENAHWTE JICKAPCTBEHH PEAKLIHM

CBpPBLXYYBCTBUTENHOCT HJIM ANEPrivyHH peakudd (KOUTO MOXKE Ja BKIKOYBAT AHHOCAEM, NapEeHE W
OO0JIE3BHEHOCT OKOJO HHKEKHHWOHHOTO MSACTO, TPbNKH, 3a4yepBsiBaHe, TeHepanu3WpaHa YpPTUKapHi,
rnapobonue, oOOpUB, IOHKWXKABaHE Ha KPLBHOTO HaNdrawe, CbHIMBOCT, TrajeHe, Oe3MOKOHCTBO,
TaXHKapaus, CTAraHe B I'bPAMTE, ChPOEK, NOBpbLUAHE, XPUIITEHE) c€ HAOMOAaBaT pSAAKO H B HAKOH
CAYYaH € BB3MOYKHO Jia TIPOrpecHpaT J0 Tedxcka aHadunakcus (BKIIOUHTENHO [IOK ).

B peaxu cnyyau e HabnmoiaBana Tpecka.

PasBuTHE HAa HEYTPATH3IMPALLM aHTHTENA (MHXHOHTOPH) MOKE 14 Bb3HUKHE TIPH MALXEHTH ¢ XeMOQHIINS
A, kouto ce jekysar c cdaktop VI, BxmounrenHo W ¢ OxraneiiT. Ako ce o00pasyBaT TakHBa
HHXHOUTOPH, CHCTOSHHETO LIE ¢ NPOSBM KATO HEZOCTAThYeH KMMHHWYEH OTroBop. B Takuea ciyvau ce
MPEeROPbLYBA KOHCYJITAUS ChC CTICLUUANU3IUPAH HEHTBD NO XeMOopUNHUs.

Taﬁﬂuua ChHC CITHCBHLK Hd HEXCAGHHUTE PCaKIIHK

B nonHata rabnvua ca MOCOYEHU HEXEAHHTE JNEKAPCTBCHH DPEAKUHH, KATErOpU3UpPaHU MO0 CHCTEMO-
opraHHd knacoee no MedDRA (cucTeMo-opraHes Knac U npeAnoYrMTaH TEPMUH).

UecToTaTa € onpeaeneHa KaTo € U3Mo/3BaHa clieHaTa KOHBEHLNS: MHoro yecTu (> 1/10); wectu (= 1/100
no < 1/10); neuectu (> 1/1,000 no < 1/100); penxu (= 1/10,000 g0 < 1/1,000); MHoro pe,zucn (< 1/10,000),




CTAHJAPTHH CHCTEMO-OpPraHHH Hexerana peakuus YecToTa
Kiaacose no MedDRA
HapyuweHua Ha MMyHHATa cHCTEMA Peakuna Ha Penku
CBPBXYYBCTBUTEIHOCT
AHaOUNAKTHYEH TIOK MHOro peaky
OO HapylieHus U e(peKTH Ha Tpecka Penkn
MACTOTO HA [IPHIIOKEHUE
JlumdHara cucreMa Huxubupaune Ha dakrop | Heuectn (PTP)*
VIII Muoro yectu (PUPs)*
H3cnensanus AHTHUTENA CPELLY Penku
daktop VIII B kpuBTa

*Ueemomama e bazupana na npoyueanus ¢ ecusky FVII npodyxmu, Koumo ca 6KTI0M8aIY NAYUEHMY ¢ MEXCKa Xemoguius 4.
PTP = rexyeanu npedu moea nayuenmu, PUP = nerexyeanu npedu moea nayue imu

[leavaTpyyHa nonyaauus
YecTorara, BUAA U TEKECTTA Ha HEXKENAHWUTE NEKAPCTBEHR PEakUWW NpH ACLa Ca ChUIMTE KaTo MpH
Bb3PAacTHH.

CboOulapaHe HA MOJO3MPAHH HEXEIAHH DEAKIIHH

CrolwasaHeTo Ha MONO3HPAHH HEXENaHH PeaKIHy CJief] paspeluaBaHe 3a ynoTpeda Ha JCKapCTBEHUS
NPOAYKT € BaxHO. TOB4 MO3B0JIABA fa NPOABLIDKH HAGTIOAEHMETO Ha CHOTHOILEHHETO MOJ34/PHCK 3a
NMeKapCTBEHUS NpOAYKT. OT MEAULMHCKHTE CMELUaNHCTH Ce M3UCKBA Ja ChoOWIABAT BCAKA MOJO3WPaHA
HEXKENMaHa peaKkuus Yypes HallMoHATHA CUCTEMA 3a ChOOLLABAHE.

M3nmbJHUTENHA areHIn [0 JieKapcTBaTa
yi. ,,JlamsaH ['pyes” Ne 8
1303 Codus

Ten.: +359 2 8903417
yebcaiiT: www.bda.by

4.9 IIpexo3npane

Hsama noknajiBaHd CUMMNTOMH Ha npeao3upane ¢ HoselkH koarynaunonen ¢axkrop VIII

S. PAPMAKOJIOTHYHH JAHHH

5.1 dapMakoaAMHAMHYHH JAHHH

MdapMaxoTepaneBTHUHA Mpya: aHTUXEMOparHyHy CpeAcTBa: YOBEUIKH KoaryaauuoHeH gpaxrop VIILL
ATC xon: BO2BD02

®aktop VIll/baktop von Willebrand xomnnekcsT chabpxa ase Monekynu {(axtop VI u dakrop Ha
von Willebrand) ¢ paznnunu dusuonornunn $pyukund. Korato ce mpuaoxku Ha GONHH OT XEMOMHIHS,
daxrtop VIII cepp3ea pakrTopa Ha von Willebrand B uupkynauusTa Ha Dal{UEHTA.

AxtupupaHuar ¢akrop VIII (FVIla) aelicTBa karo kodakTop 3a akTiBHMpaHeTo Ha ¢akrop IX (FIXa),
TpoMOUH. TPOMOHHBT OT CBOA CTpaHa npespbula GUOpHHOreHa BLB (U oxe ja Obae
(b{)pMHpaH' qﬁwﬁ' }‘tht . :'}.;\ "‘&;.
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XeMouiius A € MONOBO CBbP3aHO HacneACcTBeHO 3aojisiBaHEe Ha CHUcTeMaTa Ha KPbBOCHCHPBAHCE,
AbHKAIIO ¢ HAa NOHMkeHH HUBa Ha FVIII:C u Boau a0 npody3HK KPBBOH3JINBH B CTABMTE, MYCKYJIHTC H
BbTPEIIHHUTE OPraHu, KakTO CIIOHTARHHO, Taka U B pe3yJiTaT Ha MHUMACHTHA HJIK XUPYPravHa TpaBma.
Upes zaMecTUTENHA Tepanus TUIa3MeHHTE HUBa HA ¢axTop VI ce moBniaBat, karo MO TO3H HA4YHMH CE
MOCTHUIa BPEMEHHA KOPEKIIUA HA Je(PUUNTA U NPEOJONABAHE HA TEHJSCHIUHATA 38 KbPBEHE.

Cinemea Ja ce oTOEnekKH, 4e 4ecToTaTa Ha KbpBeHe Ha rofaumda 6aza (I'UK) He ¢ ¢aHakBa npH
Pa3HUYHHTE KOHLEHTPATH Ha (aKTOpa H MPH Pa3THYHUTE KITHHUYHH NPOYYBAHHUS.

HenekyBaHU NPEAXOAHO HALMEHTH

PazsuTyeTo Ha anTuTena cpewty FVII ce nadmonasa Hail-Beue npH HEJEKIIYBAHU OPEAXOAHO NALMEHTH
(HITH). B npocnexkTHBHO, OTKPHTO NPOYYBane, OueHABALN0 »MyHoreHHocTTa Ha OxranelT npu HIIIL ca
BK/HOYEHH 51 manmenTH. 20 nauuedTH ca GHIM OCHOBHO JEKYBAHU MO HEOOXOAMMOCT, a 31 nmalMeHTH ca
JNIEKyBaHH MPOdUIaKTHYHO. 44 OTrOBApAT HA KPUTEPHUTE 3a OLEHKA Ha UMYHoreHHOCTTa (T.€. >50 ED u
FVII:C<1%). MnxubutopHoTe MH3uUE3BaT NpH peAOBHO NeueHHe ¢ OKraHedT 0e3 Ja c€ NpOoMEHs
yecTOTaTa MNM J03aTa HA MPHUJaraHus TPOAYKT MpPH JBaMa OT MeT MAlMeHTH C WHXMOMTOPH (SAHH C
BUCOX TMTBP U JAPYT ¢ HUCBK THUTbP Ha MHXUOMTOP). BCHYKM UHXUOUTOPH C& OTKPHBAT TIPH NMALHCHTH,
JIEKYBaHH MO HEOOXOAUMOCT, CpeaHaTa NPOALHKUTEIHOCT HA BPEMETO IO Pa3HBUTHE HA HHXHONTOP TIPpH
BUCOK THTBP W HHCBLK TUTHP € ¢boTBeTHO 10 ED (auanazon 3-19) u 48 ED.

5.2 <DapMakoKHHEeTHYHH JAHHH

YoBewkuAT xoarynauuoneH gaktop VIIH (oT koHUEeHTpaTa) € HOpMaJiHa CbCTaBKa Ha HOBEIIKATa njasMa
W AeiicTea kato eHgorenHus gaxrop VIIIL Cren MHXeKkTHpaHe HA NPOIYKTa, OPUOIUIHUTENHO 73 10 7a OT
¢aktop VIII ocrasa B unpkynaumnsata. Husoto Ha aktussoct Ha FVIII:C, nocturnaro B miazmara, TpadBa
na 6bpe Mexay 80-120% oT oyakBaHaTa akTUBHOCT Ha (aktop VIIL.

[nasmenara akTHBHOCT Ha (aktop VI wamansea mo ABydasHO EKCIOHEHLMANHO pasznajase. B
HAYATHATa (a3a pasfpele/eHHETo MeXIy HHTPABACKYJIAPHOTO W JIPYTHTE APOCTPAaHCTBA (TEJIECHHTE
TEYHOCTH) € YCTAHOBEH €IMMHHALUMOHEH NOJYXUBOT B IIa3MaTa oT 3 10 6 yaca. B nocneasaiara 6asHa
dbaza eneMUHALIMOHHKAT MONYKHBOT Bapupa oT 8 go 18 uwaca, cpeaHo 15 yvaca. Toea CLOTBETCTBA Ha
OHMOJIOTMYHOTO BPEME HA €IUMHHALHOHEH NOJYXHBOT,

C OxrtanelT npu Ase (apMmaxoxuHeTnuHd npoyyBaHds ¢ 10 v ¢ 14 nmauueHTa, ca NOCTUCHATH CICAHHUTE
pPE3YNATATH:

B1b3CTaHOBAB AUC*norm EnumuHan,. MRT* Kaupbhe
aHE (YoxhxIU-1 x MTOJTYKUBOT (h) (ml x TU-1 x
(% x IU-1 x kg) kg)
kg)

Tipoyusane 1| 2,4+0,36 45,5+ 17,2 14,3 +4,01 | 19,6+6,05 2.6+ 1,21
n=10
Mean + SD*

[lpoyusane 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* - nnowt noa kpusara
MRT#* - cpeiHO BpeMe Ha IPHCHCTBHE
SD* - cTannapTHO OTKJIOHEHKE




3.3 IlpeakIHHHYHH JAHHH 32 0€30NACHOCT

HanuuHHTE TOKCHKOJNOTHYHM JaHHM 3a tri-n-butylphosphate (TNBP) u polysorbate 80 (tween 80),
COJIBEHTHO/ACTEPreHTHUTE PeareHT H3MOA3BaHU OrpaHUueHO nMpu SD Meroaa 3a BUPYCHA WHAKTHBALKA
Mo BpeMe Ha NPOW3BOACTBOTO HA OKTAHEHT, OKA3BAT, Y€ HEXKEJNAHUTE PEaKIHH €A MAJIKO BEPOATHH INPH
OuaKkBaHaTa CKCINO3UUHA NPH XOop4a.

JopH MpH H03H, KONTO MHOTO ITHTH HAIXBBPJST MPENOPBHUBAHHTE YOBELLKH J03M 3a kg TenecHo Tero,
TE€3W peareHTH HE Ca NOKA3ald TOKCHYHH edeKTh npu naboparophH xuBoTHH. He ¢ bun Hadmozasau
MyTareHeH NOTEHIHAN TPU HAKOA 0T Te3U CYOCTaHIIHA.

6. @apMALCBTHYHH XAHHH

6.1 CnHcbkK HA HOMOIIIMHTE BelI€CTBA

[Tpax:
¢ HATPHEB HHTpAT
¢ HATpHYEB XAOPH]
¢ KaJUHEB XJOPH]
¢ [JIMLHWH

Pa3TBOpuTEN (BOAA 32 HHXKEKIIHN).

6.2 OUIHKO-XHMHYHH HEChbBMECTHMOCTH

[Tpy niunca Ha CPaBHUTE/HM MPOYYBAHHA, JEKAPCTBCHUAT TPOAYKT He TpAOBa ga c¢ CMECBa C OPYrH
neKapeTBeHy NPOAYKTH.

TpsdBa na ce HU3MOM3BAT CaMO BKMOUYCHHWTE B Habopa WHMKEKUAOHHM MM HHQY3HOHHM KOMIIEKTH,
3alI0TO MOXE Aa HACTBIST HAPYUIEHH B JICHEHHETO KATO CeACTBHE Ha abcopbumsrta Ha dakTop VIII no

BbTPELIHATA [TOBBPXHOCT HA HAKOU HHMXEKUMOHHW/ WHPY3UOHHH CHCTEMH.

6.3 Cpox Ha rogHoct

2 TOIUHH.
[TpUroTREHHST PA3TBOP TPAOBA Ja Ce U3MNOI3Ba HE3ADABHO U € CaMO 33 eAHOKPATHA yrorpeoa.

6.4 CnenHAa/JHH YCIOBHS 32 ChbXPAaHEHHE

Ha ce chbxpaHABa NpH Temnepatypa nog 25 °C.

Ja He ce 3amMpa3ssga.

CobxpaHsBaiiTe (IAKOHUTE B KAPTOHEHATA KYTHs C L) NPeANa3BaHe OT CBET/IHHA.

3a ycJIOBHATA HA ChXPAHEHHE Cllell pa3TBapsAHEe Ha JIEKAPCTBEHHUSA NPOAYKT, BHXKTE TOUKA 6.3.

6.5 BwuaH chALPKAHHE HA ONNAKOBKATA

OKTaHeHT ce rpeanara B KOMOMHHpaHa OMIAKOBKA, CHCTOSIUA CE OT JIBE KAPTOHEHH KyTHH, OOBHTH 33C1HO ¢
uenodaHopa 1eHTA.

EnHara KapToHEHA KYTHS Cbabpka OKTaHeHT Nnpax 3a HEKEKLMOHEH pa3TBOP
34TBOPEH ChC 3allyllanka (OpoMOYTHIOBA FyMa) U 3afeyarad ¢ ATyMUHHUEBRA O




Bropara kapToHeHa KyTHs chabpika (nakoH oT 10 ml (cTbkio oT kiac 1), chabpkalll pasTBOPUTES BOJA 34
MHXKEKLIMHM, 3aTBOPEH CbC 3amyluanka (6pomOyTHIOBa ryma) W 3aneyataH ¢ amymuHueBa oOkarka, flip off
Karmayka U MEAMLIMHCKH U3JIENUS:

| onakoBka ¢ HaboOp 3a HTpaBeHO3HA HHKeKuKs (1 TpaHchepeH KoMIekT, | HH}Y3HOHHA

cuctema, | CnpuUHLIOBKA 3a €IHOKpaTHa ynorpeda);
« 2 TaMMoHa HaMoOeHH C aJTKOXO.

6.6 MHHCTPpYKUHH 32 pa3TBapsiHe H NPHJIOKEHHE

Mouns, npoyereTe BCHYKH HHCTPYKLIMU U W CleBaiiTe BHUMATEHO!

[To Bpeme Ha npoleaypara, onicaHa no-J0.1y, TpsoBa Aa ce ChbO01aBa CTEPHIIHOCT!

He u3nonseaiite OKTaHEHT Cle/l CpOKa Ha FOAHOCT, MOCOYEH Ha €THKETA.

Pa3TBOpEHHUAT NeKapCTBEH MPOAYKT TpsOBa Aa ce nperieaa BU3yaiHo 3a Ha/IM4Me Ha YaCTHLIM H NPOMSAHA B

LBETA MMPEIN NMPUIIOKEHHE.

e Pa3TBOpEHHUAT JIEKAPCTBEH NPOAYKT TpsAOBa Ja c€ NPOBEPH BH3YaJIHO 32 YaCTHLM H MMPOMAHA HA LBETA
[peax NPHIIOKEHUETO MY.

e Pa3tBopbT TpsiOBa Aa Obae OMCTbP WM JIEKO ONAJIECLICHTEH.

e H3non3BaiiTe NpUroTBeHUs pa3TBOP He3a0aBHO 3a Jla NPeAOTBPATHTE MHKPOOHO 3aMbpCsBaHe.

e MW3nonszgaiite camo npusioxeHara MHQy3HOHHA cucTema. Ynorpebdara Ha Apyrd M31e/us 3a

HHXEKTHpaHe/UHPY3UpaHe MOKe Ja J0Be/l€ 10 JOMbIHUTEIHH PHCKOBE 3a HApYLUIECHHS Ha

JIEYEHHETO.

MHCTPYKUHH 32 NPHIOTBsIHE HA Pa3TBOpA:
. He wu3non3BaiiTe npoaykra AWPEKTHO OT XjaauaHuka. OcraBere pa3TBOPUTENS W MpaxbT 3a

WHKEKLIMOHEH Pa3TBOP B 3aTBOPEHHUTE (PIAKOHH /1a JOCTUIHAT CTalHa TeMneparypa.

2. OrcrpaHere kanaykuTe Ha ABata (JlakoHa U MOYHCTETE TYMEHUTE 3aMnyllaJiKH C €1HHUs OT
MPUJIOKEHHUTE TAMMNOHHU, HAMOEHH C AJIKOXOJI.

3. Tpauchepuusat kommiekT e usodpaszeH Ha @ur. 1. [TocTaBere (akoHa ¢ pa3TBOPUTEN HA paBHA
MOBLPXHOCT M IO APBLXKTE 34paBo. B3emere TpaHCHEpHHUS KOMIUIEKT W ro OObpHETE C ropHara
yacT Haaoy. [TocTaBete CHHATA YacT HA TpaHC(epHHs KOMIJIEKT B FOPHATA YacT Ha (iakoHa ¢
pa3TBOPUTENl U HATHCHETE HANOJY [0 KbJETO € Bb3MoxkHO (Pwur. 2 + 3). He 3aBbpraiite, 10KaTO

[MpHKa4yBaTe.
. | ) Ananrep 3a npaxa
“ —— (Gana vacT)
R/
"9 Anarrrep 3a
—— pasTBOpUTENA
e

(CHHA wacT)
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.‘ o '.*_'r"‘
S YRR
g l“‘h-q-....p—"ﬁ:‘ .



4.

[loctaBete ¢nakoHa ¢ npax 3a MHKEKUHOHEH pa3TBOpP Ha
paBHa NMOBBLPXHOCT M ro ApbXKTE 371paBo. Biemere ¢nakoHa C
pa3TBOPUTEN C TMpPHUKayeHHsi TpaHChEepeH KOMIUIEKT U IO
APBKTE ¢ ropHata yact Hagony. [locraBere Osata 4yacT Haa
ropHara 4acTt Ha ¢lakoHa C npax 3a HHKEKLIMOHEH pa3TBOp H
HaTHCHETE JO0KbAETO € Bb3MOxkHO (Pur. 4). He 3aBbpraiire,
J10KaToO npukauysate. Pa3TBOpUTENAT NpeMHUHABA aBTOMATHYHO
BbB ()J1aKOHA ¢ Npax 3a HHKEKLHOHEH Pa3TBOpP.

[Tpax

—— Qur. 4
5. Kakro aBara ¢nakoHa Bce Olle ca NMPHKAYEHH, BHUMATEJHO
3aBbpTeTE (1aKoHa C Mpax 3a HHKEKLUHOHEH pa3TBOP, 10KATO E
MPOAYKTHT C€ pa3TBOPH.
[1pu ctaiina Temneparypa OKTaHeHT ce pa3TBaps 3a Nno-Majko E’”“’”
oT 10 munyTH. [10 BpemMe Ha NMPUrOTBSIHETO MOXKE J1a HACTBITH

NeKko pa3neHBaHe. Pa3BuiiTe aBeTe 4yacTMH Ha TpaHchepHHs
KOMIJIEKT (Pur. ). IIsiHaTa 11e n3yesHe.

M3xebpnere npasHus (GAakoH ¢ pa3TBOPHTEN 3a€JHO ChbC
CHHSTA 4acT OT TpaHC(EepHUS KOMIUIEKT.

Dwur. 5

MHCTPYKIHH 32 HHKEKTHPaHe:

Kato npeanassa Msapka, Bawara nysncosa yectora TpsadBa Ja ce u3MepH NnpeaH U 1o BpeMe Ha
HHXEKTHpaHETO. AKO HaCcTBhITH NOBHLLIABaHe Ha Baluara nysicoBa 4ecToTa, HamajeTe CKOpOCTTa Ha
HHXEKTHPAHE WM NPEeKpaTeTe NPHUIOKEHHUETO 32 KPaTKO BpeME.

Ls

[Tpukayere cnpuHIlOBKAaTta KbM OsjaTa 4acT Ha TpaHCEepHHUs KOMIUIEKT. 3aBbpTeTe (h1aKoHa
HaJl01y W U3Terjere pa3TBopa B cripuHuoBkara (@ur. 6).
Pa3TBOpBT B cripuHIl0BKaTa TpsadBa aa 6bae OMCTBP HIIH JIEKO onajiecue
Cnen kato pa3sTBOPBT € U3TErJIeH, 3aApbkKTe OYTal0TO Ha CIPUHLO
M OTAEJIETE CNIPUHLOBKATA OT TpaHC(hepHHUs KOMILIEKT (Dur. 7).
3a€/1HO ¢ OsnaTa yacT Ha TpaHC(epHUSs KOMIIEKT.
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Dwur. 6 Dur. 7

2. Tlouucrtere MACTOTO M30paHO 3a MHXKEKTHMPAHE C €AWH OT MMPHIIOKEHHUTE TaMMNOHHU, HAMoeHu C

aIKOXOJ1.

[Ipukayere npunoxeHara HHPY3MOHHA CHCTEMA KbM CIIPHHLIOBKATA.

4. BwbBenere urnara B uzdpaHaTta BeHa. AKO CT€ M3MO0JI3BaJIM TYPHUKET, 3a J1a HaNnpaBHTe BEHATa Mo-
noOpe BHAMMA, TO3H TYPHUKET TpsiOBa aa Objae ocBOOOAEH MpeaH 3ano4yBaHe HA MHKEKTHPAHETO
Ha OKTaHeHT.

5. He TpsbBa na ce nonycka nonajaHe Ha KpbB B CMPHHIIOBKATA MOpaa{ PHCK OT (POpMHpaHe Ha
TPOMOM.

6. WmxkekTupaiiTe pa3TBOpa BbB BeHaTa ¢ 0aBHa CKOPOCT, He Mo-0bp30 oT 2-3 ml Ha MUHYTA.

(S

AKO u3nos3Bate noseyve oT eauH ¢aakoH OKTaHENHT Ha €HO npuokeHue, Bue Moxke na u3noJssare
cbluara HHQPY3MOHHA CHCTEMA M CIPUHLIOBKA OTHOBO. TpaHCEepHUAT KOMMNJIEKT € CaMO 3a €1HOKpaTHa
ynorpeoda.

Heu3non3aHuAT pa3TBOP M H3MOI3BAHHTE MaTepHaIH TPsOBa 1a C€ U3XBbPJIAT ChIVIACHO PErHOHANHHTE
H3HCKBaHMHA.
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