HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA



vTosn JIEKapCTBEH MPOIYKT MOJIJICKH Ha AOITBIHUTEIHO HaOMIoAeHe. ToBa 11e Mo3B0oIH OBP30TO
yCTaHOBSIBaHE Ha HOBAa MH(OpMAIUs OTHOCHO Oe30macHOCTTa. OT MEIUITMHCKUTE CTICTIHAITUCTH CE
M3HCKBA Ja ChOOIAaBaT BCsAKa TIOI03MPaHa HeXKelaHa peakins. 3a HaunHa Ha ChOOIIaBaHe Ha
HEXXeJIaH! PeaKIMu BUXKTE ToUKa 4.8.

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Iblias 250 IU mpax u pa3TBOPUTEI 32 HHXKEKITHOHEH Pa3TBOP
Iblias 500 IU mpax u pa3TBOPHUTEI 32 HHXKEKITHOHEH Pa3TBOP
Iblias 1000 IU mpax u pa3TBOpHUTEIN 32 MHKEKIIMOHEH Pa3TBOP
Iblias 2000 IU mpax u pa3TBOpHUTEIN 32 WHKEKIIMOHEH Pa3TBOP
Iblias 3000 IU mpax u pa3TBOpHUTEIN 32 MHKEKIIMOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Beeku daakon chabpika HomuHaHO 250/500/1 000/2 000/3 000 IU yoBeuiku KoaryaalioHeH
¢axrop VIII.

. Enun ml Iblias 250 U cpappxa npubdausutenso 100 IU (250 U /2,5 ml) pekombuHanTEeH
gyopemky koarynanuoneH dakrop VIII (INN: okrokor anda; octocog alfa) cien pasrBapsae ¢
BOJIA 32 WHXKEKIIUH.

o Emua ml Iblias 500 IU cpabprka npubnuzutento 200 [U (500 IU / 2,5 ml) pekomOnHaHTeH
yoBeniku koarynarnuoneH ¢axrop VIII (INN: oxTokor anda; octocog alfa) cien pazreapsiae ¢
BOJIa 32 HHXKEKIIUH.

° Enun ml Iblias 1000 U ceappixa npubmmsurenso 400 [U (1 000 IU / 2,5 ml) pekomOuHaHTeH
yoBelky koarynanuonet ¢akrop VIII (INN: okrokor anda; octocog alfa) cnen pazrBapsiHe ¢
BO/Ia 32 MH)KEKIIHU.

o Enun ml Iblias 2000 U ceabpixa npubmuzurenso 400 [U (2 000 [U / 5 ml) pekomOuHanTeH
yoBeniku koaryaruoneH (akrop VIII (INN: okTokor anda; octocog alfa) cien pasreapsiae ¢
BOJIA 38 WHYKEKITHH.

. Enma ml Iblias 3000 U ceasprka npudmusurentao 600 [U (3 000 IU / 5 ml) pexomOuranTeH
gopemky koarynanuoneH dakrop VIII (INN: okrokor anda; octocog alfa) cien pasrBapsae ¢
BOJa 3a MHXKCKIINU.

AxtuBHOCcTTa (IU) € onpenenena upe3 XpOMOTeHEH METOJI chrilacHO EBpomeiickara dapmakomnes.
Crnenmnduanara akTuBHOCT Ha Iblias e mpubmmsurento 4 000 IU/mg npoTeuH.

Oxktokor anda (TBIHOBEPIKEH peKOMOMHAHTEH YoBeIKH KoaryiamnuoneH dhaktop VIII (p/IHK)) e
MPEYnUCTEH OENTHK, KoiTo nMa 2 332 ammHOKHcenuHU. [lomydaBa ce upe3 pekombunanTHa JJHK
TEXHOJIOTHA B OBOpedHH KJIeTKH Ha 0e0e xamcrep (baby hamster kidney - BHK), B kouTo € BpBeneH
qoBemKUAT TeH 3a pakrop VIII. Iblias ce mpuroTss 6e3 moOaBsiHEe Ha KAKBBTO M J1a € MPOTEHH OT
YOBEIIKH WIIN )KHBOTHHCKH ITPOU3XO/T B TIPOIIECUTE HA KIETHYHO KyJITHBHPAHE, IIPEUNCTBAHE HITH
MIPUTOTBSIHE Ha KpaitHaTa Gopma.

3a IBIHMS CHUCHK Ha IOMOIIHUTE BEIIECTBA BIDKTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA

[Ipax u pa3TBOpHUTEN 32 MH)KEKLIIMOHEH Pa3TBOP.



[pax: TBBpA Os1 10 GIETOXKBIIT.
PasTBOpHTEN: BOZA 32 MHXKEKLUH, OUCTHP Pa3TBOP.

4. KJIMHUYHU JAHHHAU
4.1 TepaneBTUYHM MOKAZAHUS

Jleduenue n nmpo¢uIaKTHKa HAa KPbBOU3JIHMBHY IIPH MAUEHTH ¢ XeMopuius A (BpoaeH AeuIuT Ha
(axrop VIII). Iblias Mmoxke ma ce M3moa3Ba MpY BCUYKH Bh3PaCTOBU TPYIIH.

4.2 )Iogmpomca N HAYMH HA MPUJI0KCHUE

JleuenuneTo TpsOBa na Ob/Ie MO KOHTPOJIA HA JIEKap C OMUT MU JIeYeHHE Ha XeMO(HIIHSL.

2031/1[20131(3

Jo3aTta 1 IpoaBIKUTETHOCTTA HA 3aMECTUTENHATA TepaIus 3aBUCAT OT TeXecTTa Ha AeduuTa Ha
¢daxrop VIII, nokanuzanusra 1 TEKECTTAa HA KPHbBOU3IHMBA U OT KIMHUYHOTO CHCTOSHHUE Ha MAlMEHTA.

[punoxenust 6poit enuanny Gaxrop VIII ce nzpasssa B mexxayHapoauu exuauny (1U), kouto
oTroBapsT Ha HacTosmms cranaapT Ha C30 3a nponyktH, ceabpxkamy pakrop VIII. AktuBHOCTTA Ha
¢axrop VIII B mna3mata e u3pazeHa Win B MPOLEHTH (10 OTHOLICHHWE HA HOPMaJIHATa YOBEIIKa
TUIa3Ma) WIKM B MEXIYHApOIHH €AMHULM (TI0 OTHOILIEHHE Ha eIMH MeXayHapoaeH CTaHaapT 3a
¢daxrop VIII B murazma).

Enna mexxnynaponna eqununa (IU) akrusHocT Ha dakrop VIII e ekBrBajIeHTHA Ha KOJIWYECTBOTO Ha
¢daxrop VIII B eaun ml HOpManHa YyoBelIKa M1a3Ma.

Jleuenue npu neobxooumocm

WzuucnsBanero Ha HeoOxomumata no3a akrop VIII ce ocHoBaBa Ha eMIupUYHAaTa HAXO/IKa, Y€

1 mexnyHnaponna enunuia (IU) ¢pakrop VIII/kg TenecHa Maca nmoBuiiaBa akTHBHOCTTA Ha TUTa3MEHUS
¢axrtop VIII ¢ 1,5% 1o 2,5% ot HOpManHaTa aKTHBHOCT.

HeoGxonumara n1o3a ce onpenens KaTo ce U3M0I3Ba cieqHarta Gopmya:

Heobxomumu enquannu = TenecHa Maca (kg) x »xenano nosuimasane Ha ¢akxtop VIII (% wm [U/d]) x
PELUIIPOYHOTO OT HAOIFOIaBaHOTO Bh3CTaHOBsBaHe (T.¢. 0,5 3a Bp3cTaHOBsiBaHE OT 2,0%).

KOJ'H/I‘-ICCTBOTO, KO€TO TpH6Ba Ja CC MPUJIOKHU U YCCTOTATa Ha NPUIIOKCHUC BUHAT'UA Tpi[6Ba Ja ca B
3aBUCHUMOCT OT HCO6XOI[I/IMaTa KIIMHU4YHa e(l)CKTI/IBHOCT B KOHKPCTHUA cnyqaﬁ.

B cnyuaii Ha cnenHUTE XeMOparuyHu cbOUTHs, akTuBHOCTTA Ha (haktop VIII He Tps6Ba na 6ba€ TO-
HHCKa OT OIpeJeNIeHo HUBO (B % OT HOpMaTa) 3a chOoTBeTHUS nepuoa. Ceanarta Tabianna Moxe J1a ce
U3I013Ba KaTO PBKOBOJCTBO 32 JO3UPAHE IIPU KPbBOU3IUBU U XUPYPTrUYHU UHTEPBEHLIUNU:



Taéanna 1: PbKoBOACTBO 32 J03UpaHe NPH KPbBOW3JIMBH U XMPYPIrUYHH MHTEPBEHINH

Bua Ha kpbBOM3JINBa/ Heo0xoaqumo HUBO Ha YecToTa Ha npuJioxkenue (4acose)/

Bun xupypruuecka daxTop VIII (%) (IU/dl) IIpoab/KMTETHOCT HA JICYEHUETO

MHTEPBEHIUS (aHn)

KpbBouznus IToBTOpere Ha Bceku 12 no 24 yaca.
Haii-manko 1 meH, qokarto

Panna xemapTpo3a, 20 -40 KPBBOU3IUBBT CE OBIAJIEE 32 KOETO Ce

MYCKYJIEH KPbBOU3/IIB CBIIU 110 OOJIKaTa, UK CE IOCTUTHE

WIN KPBBOU3JIMB B 0371paBsiBaHe.

yCTHAaTa KyXHHa

ITo-ronsima xemaptpo3a, 30-60 [ToBTopere nHy3UsTa HA BCEKU

MYCKYJIEH KPBbBOU3IINB 12 - 24 qaca 3a 3 - 4 nHU WK TIOBEYE,

WIN XEMaToOM JIOKaTo OOJKaTa U OCTPOTO
WHBAJIMIM3UPAHE OT3BYYAT.

JKusoro3zacrparaBamu 60 - 100 [MoBTOpeTe uHGpyY3UITa HA BCEKU

KPBHBOU3IUBU 8 10 24 yaca, TOKaToO OMAacHOCTTa
OT3BYUH.

XUpypruuau

MHTEPBEHINH

Manku Xupypruysu 30 - 60 Ha Bcexu 24 yaca, Haif-manko 1 neH,

WHTEPBEHINH JTIOKAaTO Ce ITOCTUTHE O37PaBsSBaHE.

Bxrountenno

eKCTpaKIHs Ha 3601

I'onemu xupyprudau 80 - 100 [ToBTOpeTe uHdpy3MATa HA BCEKH

MHTEPBEHLMH (mpexn- n mocroneparuBHo) | 8 - 24 yaca, 10 aI€KBAaTHO 3a3ApaBsBaHE
Ha paHarta, CJie/l TOBa JIeYeHHUE 3a Hal-
MAaJIKO oIle 7 IHH, 32 J1a IIOAIbP)KATE
aktuBHOCT Ha (paktop VIII ot
30% mo 60% (1U/d]).

Tlpopunaxmuxa

3a pparocpovHa Npo¢UIIaKTHKA HAa KPHBOU3JIMBH TIPH MAIIMEHTH C TeXKa opMa Ha XeMopmms A
oOWYaifHUTE /103U 3a FoHOIIH (> 12-romuniHa Bh3pacT) u Be3pacTHy narnuenTtu ca ot 20 U mo 40 TU
Iblias Ha kg TenecHa maca aBa 10 TpH ITBTH HA CEMHUIIA.

B HsKOM citydau, CIierualiHoO MIPH [TO-MJIaId TAIIMeHTH, MOXKe Ja Ca HEOOXOIMMU TO-KPATKH
WHTEPBAIH MEXIy IO3UTE I MTO-BUCOKH JIO3H.

Henexysanu npeou mosa nayuenmu
bezonacuocTTa 1 edukacHocTTa Ha Iblias py HenmekyBaHM Mpear TOBA MAIMEHTH BCE OIIE He ca
YCTaHOBCHH. Nma OrpaHUYCHHN JaHHU.

Ileduampuuna nonyrayus

[IpoBeneHo ¢ enHO MpoyuBaHe 3a 0€30MaCHOCT U e(hUKACHOCT MpH Jelia Ha Bb3pact 0-12 rogunu (Bx.
TouKa 5.1); HATUYHY ca OTPAHUYCHH JTAHHU 32 JieTla Ha Bh3pacT o 1 roauHa.

[penoppuntennute npodunaktuyan go3u ca 20-50 IU/kg nBa mbTH CeIMUYHO, TPH IIBTH CEAMHYHO
WM TIpe3 JIeH CIIOpe] MHANBUAYaIHUTe HYXIu. [Ipu neauaTpuyHu manyueHTH Ha Bh3PacT HaJl

12 ronuHu, NpeNOpbKUTE 33 JO3UPAHE Ca CHIIUTE, KAKTO MPHU Bh3PACTHH.




Haupn Ha npuiioxeHue

I/IHTpaBGHO3H0 OPUITOKCHUC

Iblias Tpsi0Ba 1a ce MHKEKTHPa HHTPABEHO3HO 32 2 10 5 MUHYTH B 3aBUCHMOCT OT O0IIHs 00eM.
CkopocTTa Ha MPUIOKEHUE TPsIOBa Jla ce ONpeAesn OT ChbCTOSHUETO Ha MalreHTa (MakcuMalHa
cKopocT Ha uH(Yy3us: 2 ml/min).

3a yKa3aHusl OTHOCHO pa3TBapsSHETO Ha JIEKAPCTBEHUS MPOAYKT MPeIu MPHUIOKESHUE BIKTE TOUKa 6.6
Y JTUCTOBKATA 32 MaIHeHTa.

4.3 IIpoTuBOomOKa3aHUs

L CBp’bX‘-IYBCTBI/ITeHHOCT KbM aKTHBHOTO BEIICCTBO HUJIM KbM HSJIKOE€ OT ITIOMOIIHUTE
BeIlleCTBa, M30poeHu B Touka 6.1.
L] U3BectHn AICPTUYHN PCAKIMU KbM MUIIU ITPOTEUMHU HUJIU IPOTEUHU OT XaMCTEP.

4.4 CroenuajaHu npeaynpexIeHus U NpeanasHu MepKU NpH ynorpeda

CBD'BX‘IVBCTBI/ITCHHOCT

BB3MoOKHM ca peaknyy Ha CBPbXIYBCTBUTEIHOCT OT ajlepruyeH TUI IpH u3noia3Banero Ha Iblias.

[Ipu nosiBa Ha CUMIITOMH HA CBPBXYYBCTBUTEITHOCT, NAIMEHTUTE TPAOBa Ja ObJaT NOCHBETBAHH A4
crpat ynorpebaTa Ha JIeKapCTBEHUS MIPOAYKT U He3a0aBHO J1a ce€ CBBPIKAT C TEXHUS JIEKyBalll JieKap.
[ManmenTure TpsiOBa na ObIAT HHPOPMHUPAHH 32 PAHHUTE MPU3HAIM HA PEaKIIUU Ha
CBPBbXUYBCTBUTEIHOCT, BKJIFOUBAIIY KOIIPUBHA TPECKA, T'a/ICHE, TCHEPAIU3UPAHA YPTUKAPUSL, CTATAaHE B
I'BPANTE, XPHUIITECHE, XUTIOTOHUSI U aHADUIIAKCHSL.

B ciydaii Ha mok TpsOBa Ja ce MPHUIIOKH JICYCHUE Ha IOK ChIITACHO MEJUIIMHCKUTE CTaHAapTH.

HNuxubutopu

OO0pa3yBaHeTo Ha HEyTpalU3upally aHTuTena (Maxuoutopn) cpemy ¢akrop VIII e nzBectHo
YCIIOKHEHUE TP JICYUEHUETO Ha Juna ¢ xemopuiust A. Te3u nunxuburopu odukHoseHo ca IgG
UMYHOTJIOOYJIUHY , HACOUYCHHU CpEIly POoKoaryjiaHTHaTa akTHBHOCT Ha (pakrop VIII, kouro ce
onpeaensT kojauuecTBeHo B bere3na enunuiy (Bethesda Units, BU) Ha ml mia3ma, ¢ u3nos3BaHe Ha
MOJUPHUIUPAHUST TeCT. PUCKBT OT pa3BUTHE HA MHXUOUTOPH 3aBUCH OT TEKECTTa Ha 3a00JsIBaHETO,
KaKTo U OT ekcro3unusTa Ha dakrop VIII, kato To3u puck e Hali-BUCOK Ipe3 mbpBUTE 20 THH Ha
excro3utus. Psxo nHXuOUTOPH MOXKeE Ja ce pa3BUsAT ciel mbpeutTe 100 THU SKCIO3UIIUS.

Cry4an Ha IOBTOPHO pa3BUTHE HA MHXHUOUTOpU (HUCHK THUTBP) ca HAOJIOAaBaHU Cie]] IPeMUHAaBaHEe
OT eIuH MPOAYKT, chabpxanl akrop VIII kbM ApYyT npu MpeaxoTHO JIEKyBaH! MallMeHTH ¢ IOBEYE OT
100 mHM HA EKCIIO3UIIMA U C aHAMHE3a 3a pa3BUTHE Ha mHXHOUTOpHU. [Topamu ToBa ce mpenopbUBa
BHUMATEIHO Jla c€ MpOoCeAsBaT BCHUKH IMallMEHTH 3a MOsIBa Ha MHXUOUTOPH BCAKO IIPEMUHABAHE KbM

JIpYT IPOAYKT.

KnuanuaoTo 3HaueHue Ha Pa3BUTUCTO HA I/IHXI/I6I/ITOpI/I 1€ 3aBMCHU OT TUTHpPA Ha I/IHXI/IGI/ITOpa, Karto
I/IHXI/I6I/ITOpI/ITe C HUCBK TUTHP, KOUTO NPUCHCTBAT MMPEXOAHO UJIM OCTaBaT C IMMOCTOSIHHO HUCKU TUTPH,
peaACTaBJIABAT MO-MaJIbK PUCK 3a HCJOCTATHYCH KIIMHUYEH OTTOBOP, OTKOJIKOTO C I/IHXI/I6I/ITOpI/I C
BUCOKHU TUTPHU.

[lo mpuHIMIT BCHYKH MAI[MEHTH, KOUTO C€ JIEKYBaT C MPOAYKTH ¢ KoarynanuoneH gaxtop VIII
TpsOBa Ja ce MPOCIEAsIBAT BHUMATEIHO 32 Pa3BUTHETO HA HHXHUOUTOPH, TOCPEICTBOM IOIXOISIIO0
KIIMHUYHO HAOJI0JIeHNEe U TabOpaTOpHHU TecToBe. AKO He ObJIaT TOCTUTHATH OYaKBaHUTE HUBA Ha
I1a3MeHa akTuBHOCT Ha (aktop VIII, win KbpBEHETO HE MOXKE Aa ObJIe KOHTPOJIUPAHO C TOIXOASIIA
n03a, TpsiOBa J1a ce HalpaBH TECT 3a Han4ne Ha nHXuOuTop Ha dakrop VIII. [Ipu nauueHTH ¢ BUCOKH
HHUBa Ha HHXUOUTOP NeueHuneTo ¢ pakrop VIII Moxe na He e epekTUBHO U TPIOBa Ja ce OOMHUCIIAT



JpYyTH TEPaNeBTUYHN BB3MOKHOCTH. JIeueHneTo Ha TakuBa MallMeHTH TPsIOBa 1a ce MPOBEXkKAa OT
JIeKapH € OIUT B JICYEHUETO HA XeMopuus 1 HHXuOuTOopr Ha daktop VIII.

Cupl1Ie4HO-CHI0BYA CHOUTHUS

Korato kppBOCcHCHpBaHeTo € HopManu3upaHo upe3 tepanus ¢ FVIII, manuenture ¢ xemopuus,
KOUTO UMAT ChPJICUHO-ChIOBU 3a00sIBAHHS WM PUCKOBH (DaKTOpPHU, MOTaT Ja ObJIaT U3JI0KECHU Ha
CBHIIUS PUCK 33 PA3BUTHE HA ChPJICYHO-CHJIOBH ChOUTHS, KAKTO MAIIMEHTUTE KOUTO HAMAT XeMOMUIIHSL.
[Ipu manueHTHTE CHC CHIECTBYBAIIH ChP/ICYHO-ChIOBU PUCKOBU (haKTOPH, MOBUIIIABAHETO HA HUBATA
Ha FVIII cnen npuiioxeHne, MOXe Aa JOBEJAE 10 TOBA MAalMEHTHT J1a UMa CHILINS PUCK OT 3aIllylIBaHE
Ha KPbBOHOCEH ChJ] MJIH MOSIBA HA MUOKApJICH WH(PAPKT, KAKTO TPH TOIMYJIAIUATa KOSATO HAMA
xemo(uiust. ClieoBaTeNIHO, MAIIMEHTUTE TPsIOBa Ja ObJaT OLCHEHU 33 ChPACYHU PUCKOBH (PAKTOPH.

Y caoXKHEHHS, CBBP3aHU ¢ KaTeThpa

AKO ¢ He0OX0IUM IIEHTPAJICH BEHO3eH KaTeTh (central venous access device - CVAD), TpsiOBa na ce
MMa MPEJBH] PUCKBT OT YCIOKHEHUATA, CBhp3aHu ¢ CVAD, BKIFOUUTEIIHO JTOKATHU HH(EKIINH,
OakTepuemus U TpoM003a B 00JIaCTTa HA KaTeThpa. Te3u YCI0KHEHUS HE CE CBBP3BAT ChC CaMUS
MPOAYKT.

JIoKyMeHTHpaHe

HacroliunBo ce npenopbyBa npu BCSAKO MpriiokeHue Ha Iblias ja ce 3amucBaT UMETO Ha MalUeHTa |
NApTUAHUAT HOMEP Ha NPOJYKTa, 3a JIa MOXE Jla Ce TapaHTHpa Bph3Ka MEX]Ty MallMeHTa U MapTHaaTa
OT JICKapCTBEHUS MPOJYKT.

HCZ[I/IaTDI/IqHa oI yJIarust

N30poenuTte mpenynpexIeHus U Mpeana3Hil MEpKU ce OTHACAT, KaKTo 32 Bb3PacTHHU, TaKka U 3a JIela.

CoabppkaHue Ha HATPUI

3a 250/500/1 000 1U koauuecmeo na akmusHOmMO 8euecmao 6 00306a eOUHULA.

Crien pa3TBapsiHe TO3U JICKAPCTBEH MPOAYKT chabpika 0,081 mmol HaTtpuii Ha ¢rakoH OT
NPUTOTBEHUS pa3TBOp (choTBeTcTBalM Ha 1,86 mg Ha ¢uakoH). To3u JiekapCcTBEH NPOLYKT ChIbpKa
HaATpuUH, mo-manko ot 1 mmol (23 mg) Ha /1034, T.€. IPAKTUYECKU HE ChIIbPIKA HATPHIA.

3a 2 000/3 000 IU konuuecmeo Ha akmueHoOmo 8euecmso 6 00306d eOUHUYA:

Crient pa3TBapsiHe TO3U JICKAPCTBEH MPOAYKT chabpika 0,156 mmol Hatpuii Ha ¢iakoH OT
MPUTOTBEHUS pa3TBOp (ChOTBETCTBAIIM Ha 3,59 mg Ha (iakon). To3u JIekapCTBEH MPOAYKT ChIbpPiKa
HaATpUH, mo-manko ot 1 mmol (23 mg) Ha /1034, T.€. IPAKTUYECKU HE ChIIbPIKA HATPHIA.

4.5 BszaumMmopeiicTBHe ¢ APYTH JeKapcTBeHU NMPOAYKTH U ApYyru ¢popMu Ha B3auMoelicTBHe

Hsma choOuenns 3a B3anMoIeiicTBUS Ha MPOAYKTHU € YOBEIIKU KoarynanuoHeH ¢aktop VIII (pJHK)
C ApYyTH JIEKapCTBa.

4.6 DepTuanTeT, GPEeMEHHOCT U KbPMEHe

bpemennoct

B®3 ocHOBa Ha psinkaTa yecToTa Ha XeMOGMINS A NpH JKEHH, HSIMa OITUT OTHOCHO yrnoTpe0aTa Ha
¢axrop VIII o Bpeme Ha 6pemeHHOCT. [IpoyuBanust BEpXyY peNpoayKLHATa TP KUBOTHU HE ca
npoBexnanu ¢ pakrop VIIIL

CaenosatenHo daxrop VIII TpsOBa na ce n3non3sa no BpemMe Ha OPEMEHHOCT, CaMO aKo € CTPOTo
MOKa3aH.



Kopmene

He e u3BectHo, nanu Iblias ce exckpeTupa B kbpMaTa. He e mpoyuBaHa eKCKpeLusITa P KUBOTHH.
3aroBa ¢axtop VIII TpsadBa na ce u3mon3Ba o BpeMe Ha KbpMEHE, CaMo aKo € CTPOTro MOKa3aH.

DepTunurer

He ca npoBexnanu npoyusanus ¢ Iblias Bbpxy depTunurera npu >KMBOTHH U €(DEKTHT My BBPXY
(epTuMTETa IPH XOpa HE € YCTAHOBEH B KOHTPOJIMPAHU KIMHUYHY MpoyyBaHus. Tbit kato Iblias e
3aMecTBall MpoTenH Ha eHgorenHus ¢akrop VIII, He ce oyakBat HeOIArONpUATHU €(PEKTH BHPXY
¢deprunmTera.

4.7 EdexTn BbpXy cnocodHoCcTTa 32 mopupane u padora ¢ MAIINHU

AKO NalMeHTUTe MOYyBCTBAT 3aMaiBaHe MM APYTU CUMIITOMH, BIHMSCIIN BbPXY CIOCOOHOCTTa UM Ja ce
KOHLIEHTPHUpAT U pearupar, ce NpernopbyBa Aa He MopHUpaT U U3M0I3BaT MAIIMHH, JOKATO PeaKIHsiTa He
OT3BYYH.

4.8 Hexenanu JexkapcTBeHH peaKIMH

O0600611eH1Ee Ha Tpodria Ha 0€301aCHOCT

Peakiuy Ha CBpBXUyBCTBUTEIHOCT WU aJIEPTUYHHU PEAKIMU (KOUTO MOXKE J1a BKIIIOYBAT aHTHOEAEM,
napeHe ¥ OolLKaHe Ha MACTOTO Ha nH(QY3uATa, BTpUCaHe, 3aUuepBsIBaHe, TeHepAIN3UpaHa ypTHUKapusi,
rJ1aBo0OJIMe, KOPUBHA TPECKA, XUIIOTOHMS, JICTAPTUs, rajicHe, 0€3CIOKOMCTBO, TAXUKAPAUS, CTSTaHe
B I'bpJHTE, MpaByUKaHe, MOBPBIIAHE, XPUIITEHE) ca HAOMI0AaBaHU U B HAKOU cIydan MOXe /1a
nporpecupar 10 TexKa aHapuiIakcus (BKIIOYUTEIHO NIOK).

Bb3MokHa ¢ 110sIBa HA aHTHUTEIA KbM MHIIA IMPOTEMHU U NPOTCUHU OT XaMCTCPU U CBbP3aHu C TOBA
PCaKkin Ha CBPBbXYYBCTBUTCIIHOCT.

PasBuTHe Ha HEeyTpanM3HUpaly aHTHTENA (MHXUOUTOPH) MOXKE J1a B3HUKHE TIPH MAIIMSHTH C
xemouiust A, KouTo ce sekyBar ¢ pakrop VIII, Brmounrento c Iblias (Buxre Touka 5.1). Ako ce
o0pa3yBar TakMBa MHXUOUTOPH, CHCTOSHUETO 1IE CE MPOSIBH KaTO HEOCTATh4YEH KINHIUYEH OTTOBOP.
B TakuBa ciyuau ce npenopbuBa KOHCYJTAIMS ChC CHEIUAIN3UPAH LIEHTHP M0 XeMo(uiHs.

TabauueH COMCHK HA HEKETAHNUTE PCaAKII

[IpencraBenara mo-g0:1y TabauIa € B ChOTBETCTBHE ChC CHCTEMO-OpraHHaTa Kilacu(pHUKanus Ha
MedDRA (Cucrtemo-opranex Kjac ¥ Ha HUBO IIPEIIOYUTaH TepMHH). YecToTHTe ca OLleHEeH!
CBIJIACHO clieHaTa KoHBeHIus: yecTH (> 1/100 mo < 1/10), veyectu (= 1/1 000 mo < 1/100).

[pu Bcsiko TpymUpaHe B 3aBUCHMOCT OT YECTOTATa, HEXKEJIAHUTE JICKAPCTBCHU PEakIiu ce H30posiBaT
B HU3XO/IAII eI 10 OTHOUICHUE HA TSXHATA CEPUO3HOCT.



Tao0auna 2: YecTora HA HelKeJIaHUTE JIEKAPCTBCHU PEAKIIMU B KIIMHUYHU U3NIUTBAHUSA

CTaHaapTHH CUCTEMO- Hexenana peakuust YecroTta
OPraHHM KJIACOBE 10

MedDRA

Hapyumienuss Ha KpbBTa H JlnmbaneHonaTus 4eCTU
JuM¢pHaTa cucreMa FVIII naxubupane Heuect (PTPs)*
ChpaeyHu HapylLIeHHs [Tanmuranmu, CHHyCOBa TaXUKapIus 4ecTu
CToMalIHO-YpeBHHA AOmomMuHamHa 00JKa, a0JOMUHAIEH YecTU
HApYIIEeHUsI JUCKOMQOPT, TUCTICTICHSI

O6mu Hapymenus u epexrn | [lupexcns, nuckomMbopT B rpbIHUS KOTI, 4ecTu
HA MSICTOTO HA MPHJIOKEHHE | PEaKIMM Ha MACTOTO HAa MHXKEKTHpaHe **

Hapyumienuss Ha uMyHHAaTa CBpPBX4YYBCTBUTEIHOCT HE4ecTH
cucreMa

Hapymenusi Ha HepBHaTa ['maBoOosne, 3aMastHOCT 4eCTU
cucreMa Hucreysus HEYECTH
IlcuxuyHu HApYLIEHUS be3cpHue 4ecTH
Hapyuienusi Ha KoxxaTa u Cop0Oex, o0puB ***, anepruueH 1epMaTuT | 4eCTH
NMOJAKO0KHATA ThKAH Yprukapus HEYeCTH
CbaoBM HapylLIeHHsA [IpucThIHO 3a4epBsiBaHe HEYeCTH

* YecroTaTa ce OCHOBaBa Ha nmpoyuBaHus ¢ Bcuuku FVIII npoaykTu, KOWTO BKIIIOYBAT NAUEHTH C
Texxka xemoduust A. PTPs (previously treated patients) = iekyBaHM B MHHAJIOTO MAIIHEHTH

* *BKIIIOUBA EKCTpaBa3allysl Ha MSICTOTO Ha MH)KEKTUPaHe, XeMaToM, O0JIKa Ha MSCTOTO Ha UH]y3usTa,
ChpOeXK, OTOK

*%* 00puB, epUTEMaTO3CH 00PUB, CHPOSI 0OPUB

Ileduampuuna nonynayus

[Ipu 3aBBpIIICHN KIMHUYHY TPOYYBAHUS ChC 71 JIGKYBaHU B MHHAJIOTO MEAUATPUYHU ITAIIUEHTH,
4eCTOTAaTa, TUIA U TEKECTTa Ha HEXEIAHUTE JIEKAPCTBEHU PEaKIMU TpH Jiella ca OWIIM oJJ00HH Ha
TE3H MPHU BH3PACTHHU.

C’bO6H.[aBaH€ Ha 1O0J03MpPaHu HEXKECITAaHW pCAKIIMHN

C’bO6H.[aBaH€T0 Ha IOAO03UPAHU HEKCIAHU pCaKIUU CJICA paspCllaBaHC 3a yHOTpC6a Ha JICKApCTBCHUA
IMPOAYKT € BaXKHO. Tora nmo3BossBa 1a MMPpOABIIKN Ha6J'IIOI[CHI/ICTO Ha CbOTHOIICHUETO HOJ'IBa/pI/ICK 3a
JICKapCTBCHUSA MPOAYKT. Ot MCIUIMHCKUTC CIICHUAJINCTHU CE M3UCKBA Ja C’bO6H_IaBaT BCsKa
IIoJ03MpaHa HEKEJIaHa pCaKIuAa Ype3 HallMOHAJIHa CUCTEMa 3a CI)O6H_IaBaHC, moCo4Y€Ha B

IIpunoxenue V.

4.9 Ilpeno3mpane

He ca cho01maBany cMMIITOMH Ha TIPEA03UPaHe ¢ peKOMOMHAHTEH YOBEIIKH KOaryIalioHeH
thakrop VIII.

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 ®apmakoaMHAMHUYHHU CBOiicTBA

dapmakoTepaneBTHUHA IPyTa: aHTUXEMOPAaruuHu cpeacTBa, koarynanuoneH gakrop VI, ATC kox:
B02BD02



MexaHu3bM Ha JeHUCTBUE

KommnexcsT pakrop VIIl/dpakrop na von Willebrand (vVWF) ce cscTou ot 1Be MoJIeKyH

(paxrop VIII u vWF) ¢ paznuunu ¢pusuonornyau yHkuun. Korato ce BiMBa Ha MallUeHT C
xemouiust, pakrop VIII ce cBbp3Ba ¢ VWF B KpbBOOOpallieHUETO HA MAIUCHTA. AKTUBUPAHUST
¢axrop VIII neiictBa kato kodakTop Ha akTuBUpaHus ¢aktop [X, kaTo yckopsiBa mpeBpbILAHETO Ha
¢akTop X B aktuBupaH gakrop X. AxTuBHpaHuAT pakrop X mpeBphia NpoTPOMONHA B TPOMOHH.
TpoMOUHBT NpeBpbIa (GubOprUHOTreHa BB (PUOPUH U MOXKE Ja ce 00pa3yBa ChbcUpeK. XeMopuins A ¢
CBBP3aHO C I10J1a, BPOJECHO HapyLIEHUE Ha KPbBOCHCUPBAHETO, ABIDKAILO CE HA HUCKY HUBA HA
¢axtop VIII:C 1 Boxu 1o npody3HU KPBBOU3IMBH B CTaBU, MyCKYJIM M BBTPEIIHU OPTaHH, CIOHTAHHU
WIN B pe3yJTaT Ha ciay4ailHa WM Xupypruyecka TpaBma. Upes 3aMecTBallo jJeueHue nia3zMeHuTe
HuBa Ha (pakrop VIII ce moBuInaBat, KaTo 1Mo TO3W HAYUH BPEMEHHO Ce Kopurupa neduiura Ha
KOaryJanuoHHUs (akTop U ce KOPUTHPA TeHICHLUATA 32 KPbBOU3JIHBH.

Iblias He cpaBpika akropa Ha von Willebrand.

dapmakoauHaMuudy ehEKTH

AKTUBHPAHOTO MapuuaiHo TpombormiactuaoBo BpeMe (aPTT) e yabinkeHo npu xopa ¢ XxeMopuusl.
Onpenensaero Ha aPTT ¢ KOHBEHIIMOHAJICH in Vitro TECT 32 OMOJIOTMYHATA AKTUBHOCT Ha

¢axrop VIII. Jleuenueto ¢ rFVIII nopmanuzupa aPTT momoOHO Ha MOCTUTHATOTO € TOTYYEHHS OT
wiazma Qaxrop VIIL

Kinnnnuna edukacHocT ¥ 6€301MacHOCT

Konmpon u npesenyus na kvpeene

[IpoBenenu ca 1Be MHOTOLIEHTPOBH, OTBOPEHH, KPBCTOCAHH, HEKOHTPOJIMPAHH, PAaHIOMU3UPaHU
NPOYYBaHUS MPH JIEKYBaHH IPEAX TOBA Bb3PACTHH/IOHOILM ¢ TeKKa Gpopma Ha xemoduusa A (< 1%) u
€7IHO MHOTOLIEHTPOBO, OTBOPEHO, HEKOHTPOJIMPAHO MPOYyUBaHE MPH JIEKYBAaHU NPEAU TOBA JE1la Ha
BB3pacT < 12 ronunu c Texka xemopuiausa A.

00610 204 wHIUBUAK ca OWJIM BKIIFOYEHHM B ITpOrpamMaTa OT KIMHUYHU Npoy4YBaHus, 153 uHIuBUAH
> 12 ronunu u 51 unauBuau < 12 rogunu. 140 uHAUBUAM ca JEKyBaHU B IPOIBIDKCHUE HA HAM-MaJIKO
12 Mecena, a 55 ot TAX - ¢ MeAMaHa Ha MPOIBIDKUTEIHOCTTA 24 Mecena.



Ta6anna 3: IloTpedienne 1 YecToTa HA 00U ycneX (MalMEeHTH CaMO C POPHUIAKTHIHO

JieyeHue)
Io- Ilo- FOHomu 1 BB3pacTHH 006110
MAaJIKH rojeMu 12-65 roqunu
aena aena
0<e6 (6<12
TOJAUHH) TrO/IUHHU)
IIpoyusa | IIpoyusa | IIpoyuBa
He 1 He 2 He 2
[punara | Ilpunara
He He
2 x/ceqam | 3 x/ceam
HIA HIA

Y4yacTHHLIH B 25 26 62 28 31 172
NMPOyYBAHETO
Ho3a/npodunakr 36 IU/kg | 321IU/kg | 311U/kg | 301U/kg | 37 IU/kg 32 IU/kg
HYHA MHIKEKIUA, (21; (22; (21; (21; (30; (21;
IU/kg TM 58 IU/kg) | 501U/kg) | 43 IU/Kkg) | 34 IU/kg) | 42 IU/kg) 58 IU/kg)
MeauaHa (MHH,
MaKc)
ABR - BcHuku 2,0 0,9 1,0 4,0 2,0 2,0
KPBbBOH3JIUBH (0,0; 6,0) | (0,0;5,8) | (0,0;5,1) | (0,0;8,0) | (0,0;4,9) (0,0; 6,1)
(menuana, Q1,
Q3)
Jo3a/mHxkeKknus 391U/kg | 321U/kg | 291U/kg | 28 1U/kg | 311U/kg 31 IU/kg
3a JleueHHe Ha (21; (22; (13; (19; (21; (13; 72 TU/kg)
KbpPBEHe 72 IU/kg) | 50 1U/kg) | 54 1U/kg) | 39 IU/Kkg) | 49 IU/kg)
Menuana (MuH,
MAaKCc)
Crenen Ha 92,4% 86,7% 86,3% 95,0% 97,7% 91,4%
ycneBaeMocT*

ABR (annualized bleed rate) - HopManu3upaHa Ha €JHa TOJMHA Y€CTOTa HA KbPBEHE

Q1 mepBoO TpuMeceuue; Q3 TpeTo TpuMeceune

TM: Tenecna maca

* CTeleH Ha yCTIeBaEMOCT C€ OTIPEIeIs KaTo % OT KPbBOU3JIMBHY, JIEKYBAHU YCIICIITHO C

=/< 2< uHdy3un

5.2 ®apmakoKMHETHYHH CBOIiCTBA

®apmakokuHeTnuHUAT (OK) npodmn Ha Iblias e onenen npu PTP ¢ Texxka popma Ha xemodunus A
cien 50 1U/kg npu 21 nHauBUAa HA BB3pAcT > 18 roauHm, 5 WHAMBHIA HAa BB3pacT > 12 u
< 18 rogunu u 19 unaUBUIA Ha BB3pacT < 12.

Paspat6oren e enun nomynanuonen @K mozen Ha 6a3ata Ha Hanmuuau u3MepBanus Ha FVIII (ot
WHTCH3UBHO B3eMaHe Ha poou 3a @K u mpoOu OT Bh3CTAHOBSABAHETO) B X0J1a HAa 3 KIIMHUYHU
MPOyYBaHUS, KOUTO MO3BOJIIBAT M3unciaBane Ha OK mapameTpu 3a HUHIUBUINUTE B OTICTHUTE
npoyuBanus. Tabmuna 4 no-xony npexacrass OK mapamerpu Ha 6a3ara Ha nomynaruoHHuS OK

MOACII.

10




Ta6anna 4: ®K napamerpn (reomerprnuna cpeana (%CV)), 6a3npanu Ha XpOMOTreHeH TecT. *

®K nmapamernsp > 18 ropunm 12-< 18 ronunn 6-<12 rogunn 0-< 6 ronnHK
N=109 N=23 N=27 N=24
Ty (h) 14,8 (34) 13,3 (24) 14,1 (31) 13,3 (24)
AUC (IU.gac/dl) ™ 1 858 (38) 1523 (27) 1 242 (35) 970 (25)
CL (dl/uac/kg) 0,03 (38) 0,03 (27) 0,04 (35) 0,05 (25)
Vs (dl/kg) 0,56 (14) 0,61 (14) 0,77 (15) 0,92 (11)

* Bb3 ocHOBa Ha nomynaiuonante K oreHku
** AUC m3uucinena 3a no3a 50 1U/kg

[osropuu @K m3mepBanus cien 6 1o 12 mecena npoduiakTuuHo jeuenue ¢ Iblias He moka3BaT
HUKaKBHU 3HaYMMHU poMeHH BbB DK XapaKTepUCTHKH Clie MPOIBIIKUTEIHO JICUCHHUE.

B exnHo MexayHapoIHO pOy4YBaHe, BKIOUBAIIO 41 KIMHUYHU J1a00paTopuu, € MpoyueHo
npexacrassHero Ha Iblias npu FVII:C TecToBe 1 cpaBHEHO ¢ TOBa Ha HAJMYEH HA MMa3apa NpOIyKT,
chabprkai meaHoBeprkeH rFVIIIL. 3a nata npoaykra ca ycraHoBeHU cxonnu pesynratu. FVIIL:C Ha
Iblias Mo>xe a ce U3MepH B IIa3MaTa ¢ €HOCTAIHU TECTOBE 32 KPhBOCHCUPBAHE, KAKTO U 4pe3
XPOMOTEHEH TECT MPH U3IO0JI3BaHe Ha PYTHHHUTE 3a BCSIKa J1a00paTopusi METOIH.

AHanu3bpT Ha BCUYKHU JOKYMCHTHUPAHU Hapacmeauu Bb3CTAaHOBABAHUS IIPU MPEABAPUTEIIHO JICKYBAHU
MAIMEeHTH TI0Ka3Ba MeIMaHa Ha nmoBuiaBane > 2% (> 2 [U/dl) na [U/kg Tenecna maca mipu Iblias.
To3u pe3ynTar e noJo0eH Ha JOKIaiBaHUTe cTOMHOCTH 32 (haktop VIII, monydeH ot yoBelka rmia3ma.
Hsima 3naunMa npomsiHa B Xxo4a Ha 6-12-MecedHus nepuol Ha JICUCHHE.

Tabauua 5: ®a3a 111 napacmeawju pe3yJTaT 32 Bb3CTAHOBSIBAHE

Y4yacTHUIIM B M3CJI€IBAHETO N=115
PesynTaTu oT XpOMOreHHUs TECT 2,3 (1,8;2,6)
Mepmnana; (Q1; Q3) (IU/dl / IU/kg)

PesynTaTu ot egHOETANIHUS TECT 2,2(1,8;2,4)
Mepmnana; (Q1; Q3) (IU/dl / IU/kg)

5.3 IlpeakJuMHMYHM JAHHU 32 0€30IACHOCT

HexknmuanaHuTe JaHHM HE TIOKa3BaT 0COOCH PHCK 3a Xopa Ha 0a3aTa Ha KOHBEHIIMOHATHHUTE
(hapMaKoJIOTHYHH, i1 Vitro IPOyYBaHUS 32 TEHOTOKCHYHOCT U KPATKOCPOYHA TOKCHYHOCT TPH
MHOT'OKpaTHO npuiarade. He ca npoBexiaHy Npoy4BaHUs 32 TOKCUYHOCT IIPU MHOTOKPATHO
IpWJIaraHe no-AbJIrd OT 5 THU, IPOYYBAHHUS 34 PENPOLYKTUBHA TOKCUYHOCT U KAHLIEPOTEHHOCT.
[Ipuema ce, ye mogoOHN TPOYUYBAHUS HSIMAT 3HAYCHNE TIOPAIN CHHTE3 HA AaHTUTEIA CPEILy
XETEePOJIOKHH YOBEIIKH poTenH! 1pu kuBOTHH. (Chio Taka FVIII e mpucsin 3a opranuzMa npoTenH
¥ 32 HETO HE € M3BECTHO /]a IMa HIKAKBH €(DEeKTH BBPXY PETPOTYKIUATA WIH KAPIITHOTCHHU €EeKTH. )

6. DPAPMAINIEBTUYHU JAHHHU

6.1 Chnucbk Ha NOMOIIHNUTE BelIECTBA

IIpax
3axaposa

XUCTUINH

' munun
Harpues xmopun
Kanuues xiopug
[Momucopbar 80
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PazrBOpuTEn
Bona 3a umxkeknuu

6.2 HecbBMEeCTHMOCTH

[Ipu nunca Ha mpoy4yBaHUs 32 HECHbBMECTHMOCTH, TO3U JIEKAPCTBEH MPOAYKT He TpsiOBa J1a ce cMecBa ¢
JpYyTH JEKapCTBEHU MPOIYKTH.

3a pazTBapsiHE U MHXKEKTHpaHe TPsOBa 1a ce U3MO0I3BaT caMo MPEeJ0CTaBeHUTe HaOopH 3a HHPYy3us,
THH KaTO MOXe Ja UMa HeyCIIeX Ha JICUEHHETO, BCIEIACTBHE Ha aCOPOLMATA Ha YOBEIIKUS
pekoMOnHaHTeH KoarynanuoHeH ¢gakrop VIII Bbpxy BbTpenIHaTa MOBbPXHOCT HA HAKOU HH(Y3MOHHU
CHCTEMH.

6.3 Cpox Ha rogHocT
30 mecena

JokazaHa e XuMU9YHA 1 HU3NIHA CTAOMITHOCT B IIEPHOA HA M3MOJI3BAHE CIIE/ pa3TBapsHE pa3TBapsHe
B NPOJBJDKEHHE Ha 3 yaca Ipu cTaiiHa TeMreparypa.

Crnen pa3TBapsiHe, OT MUKpOOHWOIIOTUYHA TJIeIHA TOYKA, MPOYKTHT TPsiOBa Ja ce M3MOJI3Ba BeIHATA.
AKO He ce U3M0JI13Ba BEJHAra, BPEMETO M YCIOBUATA HA ChbXpaHEHHe MPpean yIoTpeda ca OTTOBOPHOCT
Ha TTOTPEOUTEIIA.

Jla He ce chXpaHsIBa B XJIAIWIIHUK CIIE]] pa3TBapsHe.

6.4 CrhenuajaHu ycJI0BHS HA ChbXpPaHeHHe

Ha ce cexpansiBa B xmaqmiHuK (2 - 8 °C).

Ha He ce 3ampa3siBa.

®D1akoHWTE J]a Ce ChXPAaHSIBAT B OPUTHHAIIHATA OITAKOBKA, 3a Ja Ce MPE/Ia3u OT CBETIIMHA.

IIpe3 nenms cpok Ha rogHOCT 30 Mecena, Korato IpOayKThT C€ ChXpaHsBa B HETOBaTa BTOPUIHA
OITaKOBKa, TOW MOJKE Jla Ce ChXpaHsBa IMpH TeMIiieparypa o 25 °C 3a orpaHudeH Mepruoja OT BpeMe 110
12 mMecena. B To3u city4ail cpokbT Ha TOAHOCT U3THYA B Kpast Ha TO3U 12-MecedeH Nepuo1 Wik Ha
CpOKa Ha roJIHOCT, 0003Ha4YeH BBPXY (PJIaKOoHa — KOETO OT JIBeTE HACTBIHM MT0-paHo. HoBUAT cpok Ha
TOJTHOCT TpsiOBa /1a Obae 0TOENsI3aH BHPXY BTOPHYHATA OTIAKOBKA.

3a YCJIOBHATA HAa CBbXPAHCHUC CJIC pA3TBAPAHC HA JICKAPCTBCHUS MTPOAYKT BHIXKXTE TOUKA 6.3.

6.5 Bwuau chabpkaHue HA ONIAKOBKATA U CHIELUAJHYU NPUCNIOCO0JIeHUs 32 yoTpeda,
NpUJI0KeHHe WU UMILJIAHTHPaHe

Bcska onakoska Iblias cpabpxa:

. emuH ¢urakoH ¢ mpax (10 ml mpo3paden (aakoH oT cTHKIIO THIT | Che CHBa XaJIOTCeHOOYTHIIOBA
TyMEHA 3amyInaiKka U alyMHHHEBa 00KaTKa)

o enuH QuakoH ¢ pazrBoputel (6 ml GaakoH OT cTHKIIO THI | ¢hC CUBH XITOPOYTHIOBU TyMEHH
3amyIiagKy U alyMAHHEeBa 00KaTKa)

o JIOITBTHUTETHA OTIAKOBKA C:

- 1 ¢untbpHO yeTpoiicTBo 3a npenuBane 20/20 [Mix2Vial]
- 1 Habop 3a BEeHEMYHKIHS

- 1 cnpuHnoBka 5 ml 3a eqHOKpaTHa ynoTpebda

- 2 TaMIIOHA ChC CIIUPT 3a €THOKpaTHa ynoTpeda

12



6.6 CrhenuajaHu Npeana3sHN MePKH NPH U3XBBPJIsHe U padoTa

[IbmHE yKa3aHUS 32 pa3TBapsSHE U MPHIIOKECHUE CE ChABPKAT B JINCTOBKATA, BKIFOUCHA B OMAKOBKATa
Ha Iblias.

[IpUroTBeHUAT JIEKAPCTBEH NPOLYKT € OUCTBP M Oe3LBETEH Pa3TBOP.

Iblias mpax Tps0Ba Aa ce pa3TBOpU C MpeAocTaBeHus pa3rBoputen (2,5 ml uiam 5,0 ml Boxa 3a
MHXKEKIMH) C TOMOIITA Ha MPUIOKEHOTO CTEPHIIHO QUIATHPHO YCTPOHCTBO 3a MpeInBaHe Ha (IaKOHH.
3a uHQy3us, IpoaAyKTHT TPsAOBa 1a ce NPUTOTBS PU aCENTHYHU YCIOBHUs. AKO HSIKOS OT
NPUHAUIEKHOCTUTE B ONIAKOBKATa € pa3lieyaTaHa Wiu MOBpeAeHa, He TpsIOBa 1a g U3MojI3Bare.

Cren pa3TBapsiHe pa3TBOPBT € OUCTBD. JlekapcTBarta 3a mapeHTepaiHa ynorpeda TpsiOBa na ObaaT
NPOBEPSBaHM BU3YaJIHO 3a HAJIMUME HA BUIUMH YaCTHLIM B HETO U 3a IPOMEHH B 11BeTa. He
n3nonsBaiire Iblias, ako 3a0enexuTe BUANMHI YaCTULM WIN IOMBTHSBAHE.

Cren pa3TBapsiHe pa3TBOPBT C€ U3TErIISL 00PAaTHO MPe3 CTEPUITHOTO (PUIATHPHO yCTPOICTBO 3a
npenrBaHe Ha (pJIaKoOHU B CTEPUIIHATA CIIPHHIIOBKA 33 €IHOKpaTHA ynoTpeda (1 ABEeTe MPHUIIOKEHN).
Iblias TpsiOBa 1a ce pa3TBOPH U MPUIIOKH C IOMOIITA Ha ChABPKALINUTE CE BbB BCSKA OIIAKOBKA
NPUHAIICKHOCTH (aamarep 3a (akoH, (GpJakoH ¢ BoJa 3a MHXXEKLUH, CIIPUHIOBKA 32 €JHOKpaTHa
ynotpeba, Habop 32 BEHEITyHKIIHSA).

[Ipenu npunoxeHne pa3TBOPEHHUAT NPOIYKT TPsiOBa Aa ce QUITpyBa 3a OTCTpAHIBAHE HAa EBEHTYaIHU
TBBPAM YaCTHLHU OT pa3TBopa. GunrprupaneTo ce noixydaBa c MOMOIITA Ha afanTepa 3a (IakoH.

Camo 3a eqHOKpaTHa ynorpeoa.
Hewusmnon3BaHusAT JIEKapCTBEH MPOAYKT WIH OTIAIPUYHUTE MATEPUAIH OT HETO TPSIOBA J1a C& U3XBBPIISIT
B CHOTBETCTBHE C MECTHUTE U3UCKBAHUSI.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Bayer AG

51368 Leverkusen

I'epmanus

8. HOMEPA HA PA3PEHIEHUETO 3A YIIOTPEBA
EU/1/15/1077/001 - Iblias 250 TU

EU/1/15/1077/002 - Iblias 500 IU

EU/1/15/1077/003 - Iblias 1000 IU

EU/1/15/1077/004 - Iblias 2000 IU
EU/1/15/1077/005 - Iblias 3000 IU

9. JATA HA ITBPBO PASPEINABAHE/IIOJHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jlara Ha mepBoO pa3pemiaBane: 18 despyapu 2016 1.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[MoxpoOHa nHbopMalKs 3a TO3M JIEKAPCTBEH MPOAYKT € MpeocTaBeHa Ha yebcaiita Ha EBponeiickata
areHIus 10 JIeKapcTBara http://www.ema.europa.eu.
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HNPUJIOKEHME 11

MNPOU3BOAUTEJ HA BUOJIOI'MYHO AKTUBHOTO
BEIIECTBO U TPOU3BOJUTEJL, OTTOBOPEH 3A
OCBOBOXIABAHE HA ITAPTUIN

YCJIOBUS NJIK OT'PAHUYEHUSA 3A JOCTABKA U
YIHHOTPEBA

APYI'N YCJIOBUSA U UBUCKBAHUSA HA
PASPEHIEHHUETO 3A YIIOTPEBA

YCJIOBUS NJIX OT'PAHUYEHUS 3A BE3OITACHA 1
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA NPOAYKT
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A. TIPOU3BOJUTEJ HA BUOJOTNYHO AKTUBHOTO BEIMECTBO 1
INPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA TAPTUAN

HmMe n aapec Ha MPOU3BOAUTENS HA OMOJOTMYHO AKTUBHOTO BEIIECTBO

Bayer HealthCare LLC
800 Dwight Way
Berkeley, CA 94710
CAII

HMe 1 agpec Ha IPOU3BOAUTEINSL, OTTOBOPEH 32 OCBOOOYKJaBaHE HA HAPTUINTE

Bayer AG
Kaiser-Wilhelm-Allee
51368 Leverkusen
T'epmanus

b. YCJI0OBUA NN OTPAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

JlexapCcTBEHUAT NPOLYKT C€ OTIIyCKa [0 OTPaHUUEHO JieKapcko npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTrka Ha IpOAyKTa, TOUKa 4.2).

B. JPYI' YCJIOBUS U UBNCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IHepnoguynu akTyaJu3upaHH JOKJIAAU 32 0€30MaACHOCT

W3uckBanusTa 3a NojjaBaHe Ha TIEPUOIUYHU aKTyaTU3UPaHH JOKIaIU 32 0€30MaCHOCT 3a TO3U
JICKapCTBEH MPOJIYKT ca MOCOYCHH B CIIHCHKA C pedepeHTHUTE AaTth Ha EBpornetickus cpro3 (EURD
CIUCHK), IpeaBuieH B wi. 1078, an. 7 ot JJupekrusa 2001/83/EO, u BB BCUYKH CIIeIBaIIH
aKkTyanu3aiuy, myOJIrKyBaHU Ha €BpOIEHCKUs yeOropTal 3a JIeKapcTa.

I'.  YCJIOBUA NN OT'PAHUYEHUSA 3A BE3OITACHA U EOEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUA IMTPOAYKT

. Ilnan 3a ynpasiaenue Ha pucka (ITYP)

ITPY TpsibBa na U3BBHPIIBA U3UCKBAHUTE JCHHOCTH U JICUCTBUS, CBbP3aHH C IPOCIIC/SIBAHE HA
JieKapcTBeHaTa 0e30MmacHOCT, nocoyeHu B ogodpenus [1YP, npencrasen B Moy 1.8.2 Ha
Pazpemenuero 3a ynotpeda, KakTo U Py BCHYKH CIIEABAIIN ChITIAaCyBaHU akTyanu3anuu Ha [TYP.

Axryanusupan [1YP Tps6Ba na ce nmoxasa:

. 1o uckaHe Ha EBpomnelickaTa areHius 1o JeKapcTBara;

. BUHAIH, KOTATO C€ M3MEHsI CUCTEMaTa 3a YIIpaBJICHUE Ha PUCKA, 0COOCHO B pe3yJiTaT Ha
MoJTyyaBaHe Ha HOBa HHGOPMAITHS, KOSTO MOXKE J1a J0BE/C 10 3HAYMMH ITPOMEHH B
CHOTHOIIICHUETO I0JI3a/PUCK, WITH CJIC] JOCTUTaHEe Ha BaXKeH eTar (BbB Bpb3Ka C MPOCIIE/sIBaHEe
Ha JIeKapCTBeHaTa 0€30MaCHOCT MJIM CBEX/IaHE Ha PUCKA 10 MUHUMYM).
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o 3axbiKeHNe 32 POBeKIaHe HA MEPKH CJie]l pa3peliaBaHe 3a ynorpeéa

B onpenenenus cpok [IPY tpsiOBa ga M3IBIIHA CICTHATE MEPKU:

Onucanue Cpok

IToctmapkeTuaTOBO TIpoyuBaHe 3a epukacHocT (IIMIIE): C men xa nmpoy4u 12/2018
Oe3omacHocTTa M eukacHOCTTa Ha Iblias mpyu HeekyBaHN B MUHAJIOTO TTAIICHTH,
ITIPVY me npencraBu pe3ysTaTuTe OT TEKYIIOTO poy4BaHe ,,13400 - Leopold Kids
Part B“.

12/2020
IToctmapkeTuaTOBO TIpoyuBaHe 3a epukacHocT (IIMIIE): C men xa mpoydu
Oe3omacHOCTTa ¥ e(pUKACHOCTTA IMPH MPOIBIDKUTENHO JtedeHue ¢ Iblias, [TPY me
MIPEICTaBH PE3YITATHTE OT TEKYIIOTO IIpoy4IBaHe ,,13400 - Leopold Kids
extension*.
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HNPUJIOKEHHE 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Iblias 250 U npax u pa3TBOPHUTEN 32 HHXKEKIIHOHEH Pa3TBOP

Iblias 500 IU mpax u pa3TBOPUTEI 32 HHIKEKIIMOHEH Pa3TBOP

Iblias 1000 IU mpax u pa3TBOpPHUTEN 32 HHXEKIIMOHEH Pa3TBOP

Iblias 2000 IU mpax u pa3TBOPHUTEN 32 HHKEKIIMOHEH Pa3TBOP

Iblias 3000 IU mpax u pa3TBOPHUTEN 32 HHKEKIIMOHEH Pa3TBOP
peKOMOMHAHTEH YOBEITKY KoaryiaruoneH (pakrop VIII (oxTokor anda)

‘ 2. OBSIBSIBAHE HA AKTUBHUTE BELHLIECTBA

1 daaxon: 250 IU okrokor anda (100 [U/ml cien pa3rBapsine)
1 dpmakon: 500 IU oxrokor anda (200 IU/ml cinen pasrBapsiue)
1 dpmakon: 1 000 IU oxroxor anda (400 IU/ml cnex pa3tBapsHe)
1 dmakon: 2 000 IU oxroxor anda (400 IU/ml cnex pa3TtBapsHe)
1 dmakon: 3 000 IU oxroxor anga (600 IU/ml ciex pa3rBapsHe)

| 3. CIHMCBHK HA IOMOUIHUTE BEHIECTBA

33X&p033, XUCTHUIUH, INTUIIUH, HATPUCB XJIOPHUJ, KAJIIIUCB XJIOPUA, HOJ'II/ICOp6aT 80.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/IHA OITAKOBKA

1 ¢pmakon mpax
1 ¢makoH ¢ 2,5 ml Bosa 3a HHKEKIIUU
1 pmakon ¢ 5 ml Boga 3a HHXKEKITUH
Enna onakoBka Ha Habopa ChABpXKa:
- 1 punTepHO ycTpoiicTBo 3a npenuBane 20/20 [Mix2Vial]
- 1 Habop 32 BEeHENyHKIVS
- 1 cipunnoBka 5 ml 3a egHOKpaTHa yrorpebda
- 2 TaMIIOHA ChC CHMPT 32 €AHOKpATHA yroTpeda

5. HAYUH HA ITPUJIATAHE U IBT(MIIA) HA BHBBEXKJIAHE

HNutpaBeno3no npunoxkenne. CaMo 3a eJHOKpaTHA yroTpeoa.
[penu ynorpeda nmpovereTe IUCTOBKATA.

6. CIIEUAJIHO ITPEAYIIPEKAEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOIVIEJA U TIOCEI'A HA TELA

I[a CC ChbXpPaHsBa Ha MsACTO HEAOCTBITHO 3a [ACLaA.
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‘ 7. APYI'U CHEHNUAJIHU ITPEAYIIPEKJAEHUSA, AKO E HEOBXOAUMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:
T'omen no (kpas Ha 12-MecedeH mepuoI, ako ce chXxpaHsaBa 1o 25 °C):
[la He ce W3moN3Ba clie/ Ta3u Jara.

Mosxe na ce chXxpansBa mpu temieparypu ao 25 °C go 12 mecelia B paMKUTE Ha CpoKa Ha TOJAHOCT,
ot0ensa3an BepXy erukera. OTOenekere HOBUS CPOK Ha TOJHOCT BbPXY BTOpHUYHATA onakoBka. Cien
pa3TBapsHe, IPOIYKTHT TPsIOBa Ja ce M3MOI3Ba B paMKkuTe Ha 3 Jaca. Jla He ce chXpaHsBa B
XJTQJMITHUK CIIe]] pa3TBapsHe.

9. CIIEMAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpansiBa B xJaaquiaHuK. [la He ce 3ampassiBa.

®drakonuTE Jla C€ CbXpaHABAT B OpUI'MHAJIHATA OITAaKOBKaA, 3alllUTCHA OT CBCTJIMHA.

10. CHELUWAJIHU IIPEAITAZHU MEPKHU ITPU N3XBBPJISHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

Hewusnon3panust pa3TBop TpsiOBa fa ce U3XBBPIIH.

11. HME U AJPEC HA ITIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Bayer AG
51368 Leverkusen
T'epmanus

12. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1077/001 - Iblias 250 TU
EU/1/15/1077/002 - Iblias 500 IU
EU/1/15/1077/003 - Iblias 1000 IU
EU/1/15/1077/004 - Iblias 2000 IU
EU/1/15/1077/005 - Iblias 3000 IU

13. HNAPTUIAEH HOMEP

ITapTuna:

14. HAYMH HA OTIIYCKAHE
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| 15. VKA3AHMS 3A YOIOTPEBA

16. HWH®OPMAIIUA HA BPAIJIOBA A3BYKA

Iblias 250
Iblias 500
Iblias 1000
Iblias 2000
Iblias 3000

17. YHUKAJIEH NWIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKIIOYEH YHUKaAJICH WACHTH()UKATOP.

18. YHUKAJIEH WIEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHUMYM JAHHHU, KOUTO TPABBA JA CBABP/KAT MAJIKUTE EJUHNYHHN
ITbPBUYHU OITAKOBKHA

DJIAKOH C ITPAX 3A THXKEKIIMOHEH PA3TBOP

| 1. HNME HA JIEKAPCTBEHMUS NPOAYKT U II'bT(MIIA) HA BBBEXK/JIAHE

Iblias 250 U npax 3a MHXKEKIIMOHEH Pa3TBOP

Iblias 500 U npax 3a MHXEKIIHOHEH Pa3TBOP

Iblias 1000 IU mpax 3a WHXEKIIMOHEH Pa3TBOP

Iblias 2000 IU mpax 3a WHXEKIIMOHEH Pa3TBOP

Iblias 3000 IU mpax 3a MH)XEKIIMOHEH Pa3TBOP

pexoMOUMHAHTEH YoBelIKky koaryiaruoHeH (akrop VIII (okrokor anda)
MHTpaBeHO3HO NPUIIOKEHUE

| 2. HAYUH HA ITPUJIATAHE

| 3. JATA HA NU3TUYAHE HA CPOKA HA I'OJJHOCT

EXP

| 4. IHAPTHJIEH HOMEP

Lot

| 5. CBbABPXKAHHUE KATO MACA, OGEM WJIM E/IMHULIA

250 IU (okrokor anda) (100 IU/ml cien pasrBapsiHe)
500 IU (oxTokor anda) (200 [U/ml cnen pazreapsiae)
1 000 IU (oktokor anda) (400 IU/ml ciexn pa3tBapsiHe)
2 000 IU (oktokor anda) (400 [U/ml ciien pa3tBapsiae)
3 000 IU (okroxkor anda) (600 IU/ml cnex pa3TBapsiue)

6. JIPYTO
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MUHHMUMYM JAHHHU, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHHU
ITbPBUYHU OITAKOBKHU

®JIAKOH C BOJIA 3A UHXXEKLIUN

1. NME HA JIEKAPCTBEHMUS ITPOAYKT U ITbT(UIIA) HA BBBEXK/IAHE

Bona 3a nmxekumnu

‘ 2. HAYUH HA ITPUJIATAHE

‘ 3. JATA HA T3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. IHAPTHUJAEH HOMEP

Lot

| 5. CBABPKAHUE KATO MACA, OBEM WM EJIMHUIIA

2,5 ml [3a pa3TBapsiHe Ha koHueHTpauu 250/500/1 000 IU]
5 ml [3a pa3tBapsiHe Ha KoHUeHTpauuu 2 000/3 000 U]

6. JIPYTO
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b. IUCTOBKA
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JIncroBka: nHGopmManus 3a mnoTpedHTENS

Iblias 250 IU npax n pa3TBopuTeJI 32 HH:KEeKIIHOHEH Pa3TBOP
Iblias 500 IU npax n pa3TBopuTeJI 32 HH:KEeKIIHOHEH Pa3TBOP
Iblias 1000 IU npax u pa3TBOpMTEJI 32 HHKEKIIMOHEH PAa3TBOP
Iblias 2000 IU npax u pa3TBopuTe] 32 MHKEKIIMOHEH Pa3TBOP
Iblias 3000 IU npax u pa3TBopuTe] 32 MHKEKIIHOHEH Pa3TBOP
PexomOuHanTeH yoBewky koarynanuoHeH gaxtop VIII (oxroxor anda)
(Recombinant human coagulation factor VIII (octocog alfa))

vT03I/I JIEKapCTBEH MPOAYKT TOJUIEKH Ha JOIBIHUTENHO HabmroneHne. Tosa 1me mo3Bonn 6bp30To
YCTaHOBSIBaHE HAa HOBa MH(pOpPMAIU OTHOCHO Oe3omacHocTTa. MosKeTe /1a 1ajieTe CBOsI MPHHOC KaTo
CHOOIINTE BCSIKA HEXKEJlaHa Peakilus, KOATO CTe TOTYYIId. 3a HAaYMHA Ha ChOOIIaBaHe Ha HEXKEIaH!
peakiuy BIDKTE Kpas Ha TOYKa 4.

IIpouerere BHMMATEJIHO LSAJATA JUCTOBKA MPEAHU Aa 3all0YHETe Ja U3M10JI3BaTe TOBA JEKAPCTBO,

Thil KaTO T ChABbPKa BaxkHa 3a Bac nundopmanus.

- 3amasere Ta3u JUCTOBKA. Moxe J1a ce HaJIOXKHU Ja g IPOoYeTeTe OTHOBO.

- AKO UMaTe HSAKaKBH JIOMBJIHUTEIHU BBIIPOCH, TonuTainTe Bamms nekap uim gpapmanesT.

- ToBa nekapcTBoO € npeanucano aTu4Ho Ha Bac. He ro npeorcrenBaiite Ha Apyru xopa. To Moxe
Jla UM HaBpeIH, He3aBHCUMO Y€ MIPU3HALUTE Ha TAXHOTO 3a00JsIBaHe ca ChUINTE KaTo Bammre.

- AKO NOIy4YHuTe HAKAKBH HEXeJlaHU JIEKapCTBEHU peakliny, yBegoMeTe Bamus nexkap unu
¢apmareBT. ToBa BKJIFOUBA M BCUUKH BH3MOXKHU HEXKEIaHU PEaKIUH, HEOITMCAHU B Ta3U
JTUCcTOBKa. Brokre ToUKa 4.

KakBo chabpika Ta3u JUCTOBKA

Kakso npencrasisisa Iblias 1 3a kakBo ce M3M0J13Ba

Kakso TpsiOBa na 3Haere, npeau aa usnomnssare Iblias

Kak ga uznonssate Iblias

BB3M0OXKHH HEKENIaHH PEaKLUH

Kak na cexpanssare Iblias

CpabpKaHye Ha ONAKOBKATa M JOIBIHUTEHA HHPOPMALIHSL.

AN

1. Kaxkso npeacrasassa Iblias u 3a kakBo ce n3moJ3Ba

Iblias e 1ekapcTBO, KOETO CHIBPKA AKTUBHOTO BELIECTBO YOBEILIKM PEKOMOMHAHTEH KOAryIalliOHEH
thakrop VIII, HapruaHo ome oktokor anda. Iblias e monyden upe3 pekOMOMHAHTHA TEXHOJIOTH 0e3
n00aBsiHE Ha HUKaKBH KOMIIOHEHTH OT YOBEILIKHU MJIM KMBOTHHCKHU IPOU3XOJ B IIpoleca Ha
npousBoacTBO. PakTop VIII € mpoTenH, KOUTO eCTECTBEHO c€ ChABPAKA B KPbBTA U y4acTBa B HEMHOTO
ChCUpBaHe.

Iblias ce n3nosn3Ba 3a jieueHHe U MpeIa3BaHe OT KPHBOM3IMBHY IIPH Bb3PACTHH, FOHOIIN H Jela OT
BCHYKH BB3pacTH ¢ XxeModwmus A (BponeH aedunut Ha dakrop VIII).
2. Kakso TpsadBa 1a 3Haere, npeau aa usnoJssare Iblias

He usnoassaiite Iblias

o aKO CTe aJlepruuHU KbM OKTOKOT ana MM KbM HIKOSI OT OCTAHAIUTE ChCTABKH HA TOBA
JIeKapcTBO (M30pOCHM B TOUKA 6 W B Kpas Ha TOUKa 2).
o aKO CTe alepruyHU KbM MHIIH OCITHIM WK OCNTHIM OT XaMCTep.

He u3nonzgaiite Iblias, ako HAKOe OT ABeTE ropernocoveHu ce oTHacs 3a Bac. Ako He cTe cUrypHH 3a
TOBa, IOCHBETBAMTE ce ¢ Bammms iexap npean Aa U3M0I3BaTe TOBA JEKAPCTBO.
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[peaynpesxnenns u npeanasHu MepKu

O0bpHeTe crieaIHO BHUMAaHKe NpH JedenneTo c Iblias u roBopere ¢ Bamus jexap nim

¢dapmaneBT ako:

o MIOYYBCTBATE CTATAHE B I'bPAUTE, 3aMaliBaHe (BKIIOUUTEIHO, KOTAaTO CE U3IPABATE OT CEIHAIIO
WJIH JIETHAJIO TIOJI0’KEeHHE), KOTIPUBHA TPECKa, ChpOSI 00pHB (YpTHKApHsI), XpUIITeHE, WiH Bu
ce raau uiau Bu npumanssa. ToBa Moske a ca MpU3HALIM 3a PsIIKA TEXKKA OCTpa alnepruuHa
peaknus (aHadHIaKTHIHA peakiys) KpM Iblias. AKO Te3n OTUTaKBaHUS CE TIOSBST, BEIHATa
cnperte NPHJIOKEHUETO HA MPOAYKTA U NOTHPCETE JICKapCKa IOMOILL.

o KpbBOM3IUBBT Bu He ce oBnansBa c oOuuaiitnara nosa Iblias. O0pa3yBaneTo Ha HHXHOUTOPU
(aHTHTENA) € U3BECTHO YCIOXKHEHHE, KOETO MOXKE a Bb3HUKHE T10 BpeMe Ha JICUCHHETO C
BCHYKH JIeKapcTBa, chabpkamn daxtop VIII. Tesu naxubutopu, 0coOEHO BEB BUCOKH HHUBA,
cIMpar NpaBHIIHOTO JACHCTBHE Ha jJeueHneTo u Bue nim Bamero aere me 0baere
npociensiBaHd BHUMATEIHO 3a pa3BUTHE HA Te3H UHXUOUTOPHU. AKO KbpBEHETO Ipu Bac nnn
ToBa npu Bamero nete He ce koHTpoaupa ¢ Iblias, HezabaBHO nHpOpMupaiiTe Bamms nexap.

. npeau npu Bac ca ce oOpa3yBanu uaxubutopu kbM akrop VII kbM paznuueH mpoayKT. AKo
MpEMUHETE Ha IPYTU NPOAYKTH, chabpxamu dhakrop VIII, Moxke a cTe N3T0KEH Ha PUCK OT
MOBTOpHA MOsIBa HA UHXHUOUTOD.

o ca Bu ka3Banu, ue umate 3a00JIsIBaHe Ha CHPIETO, WIIM Y€ UMaTe PHCK 3a 3a00JIsBaHe Ha
CBPIIETO.
. “Mare Hy’XXJa OT IeHTpasieH BeHo3eH kareTwp (L[BK) 3a nmpumoskennero Ha Iblias. BeamoxHo €

Ila CTe ¢ pUCK 3a cBbp3anu ¢ L[ BKycioxxaeHws, BKIIOYUTEITHO JIOKATHN HHQPEKIIUH, TTOTa1aHe
Ha OaKTepHH B KpBBTa (0aKkTepreMIs) 1 00pa3yBaHETO Ha KPBBEH ChCUPEK B KPHBOHOCHHS ChIT
(TpoMO03a) Ha MSICTOTO, Ha KOETO € ITOCTaBEeH KaTeThpa.

JApyru nexapcrsa u Iblias
Wndopmupaiite Bamms jgexap wim ¢papMareBT, ako IpreMaTe, HaCKOpPO CTe PUEMAITH HITH €
BB3MOJKHO J1a IPUEMETE JPYTH JIEKApCTBA.

Jlena v roHOIIHN
N36poeHnTE NpeaynpeRACHUS U MPEANa3HI MEPKH CE OTHACST 3a MAI[UEHTH OT BCUYKU BH3PACTOBU
TpyIH, BE3PACTHU U JICTIa.

BpeMeHHOCT M KbpMeHe

Hsma onut ¢ nznon3sanero Ha nmpoayktH ¢ dakrop VIII mo Bpeme Ha OpeMEHHOCT U KbPMEHE,
NOHEXE XeMOWINS A PSIIKO ce MOsIBSIBA NP JKeHH. AKO cTe OpeMeHHa WK KbpMHUTE, CMsTaTe, ye
MOXe Jia CTe OpeMeHHa WK IlaHupate OpeMeHHOCT, TIOChBETRaiTe ce ¢ Bamms nekap npeau
ynoTpebaTa Ha TOBa JIEKapCTBO.

Mainko BCPOATHO € Iblias Ja IIOBJINAC (bepTI/IJ'H/ITCTa IpU MaouCHTU OT MBIKKHU HUJIU KCHCKU 110JI,
TMMOHEXKEC aKTUBHOTO BCUICCTBO € HAJIMYHO €CTCCTBCHO B OpraHu3ma.

Hlodupane u paéora ¢ MalIMHU

AKO TIOYYBCTBaTe 3aMaiiBaHe WIIM HIKAKBH JPYTH CHUMITOMH, KOUTO 3acArar crocobHocrTa Bu na ce
KOHIICHTPHUpATE U pearupare, He modupaiTe U He H3MOI3BANTe MaIIMHHA, TOKATO PEaKIHIATa HE
OT3BYYH.

Iblias cbabp:xa HaTPUHIA
Toga JlekapcTBO CHABPKA HATPHH, MO-Mako oT 1 mmol (23 mg) Ha m03a, U 1Mo Ta3: MPUIHUHA Ce
mpreMa, 9e MPaKTUIECKH He ChbpiKa HATPUH.

JdoxymeHTanus

[IpenopbuBa ce Bceku BT, Korato u3non3eare Iblias, qa JokyMeHTHpaTe IMETO U MAPTUAHUS HOMEP
Ha IPOJYKTA.
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3. Kak na nusnossBare Iblias

Jleuenuero c Iblias me Ob€ 3a1I09HATO OT JIEKAap C OMHT B JEYCHHETO Ha MAIMEHTH ¢ XeMOpHIus A.
Bunaru usnon3Baiite ToBa JIEKapcTBO TOYHO KaKTO € OIMCAHO B Ta3M JMCTOBKA WM KakTo Bu e xa3an
Bammsar nexap unu gapmaneBT. AKO He CTe CUTYpHH B HEIO, ONuTaiTe Bamus nexkap uiu
(hapmarieBT.

Jleuenue na kpveomeuenue
BamusT nexap 1ie u34uciv 103aTa OT TOBa JIEKAPCTBO M KOJIKO YECTO TPSAOBa J1a s IMoyry4aBare, 3a Ja
MOCTUTHETE HEOOXOIMMOTO HUBO Ha akTUBHOCT Ha ¢akTtop VIII B kpbBTa. Jlekapsar TpsOBa BUHATH J1a
KOpPHUTHpA JI03aTa U 9YecToTaTa Ha MPUIoXKeHue criopea Bammre naauBuayanau Hyxau. Konko Iblias
TpsIOBA 12 M3MOI3BATE U KOJIKO YECTO TPSAOBA Ja T0 M3MOJI3BATE 3aBUCH OT MHOTO (haKTOPH KaTo:

e  Bamero Tersno
TexecTTa Ha Barmara xemoduims
KbJIe € KPHBOTEUECHUETO U JJOKOJIKO TO € CEPHO3HO
T UMaTe WHXUOUTOPH U KaKBO € KOJIMIECTBOTO HA HHXUOUTOPUTE
HUBOTO Ha (pakTop VIII, oT KOEeTO MMaTe HyX1aa.

Ilpopunaxmuka na kpveomeuerue

Axo m3nomspare Iblias 3a mpegoTBpaTsIBaHe HAa KPHBOWIIHUBH (MPOPIITAKTHKA), BammsT nexap mie
u3uncan mo3ara 3a Bac. O6ukHoBeHO mie 0b1e B rpanutute ot 20 IU go 40 U oxToxor anda/kg
TeJecHa Maca, MHOKEKTUPAH JBa WK TPH ITbTH HA ceaMuIla. B HAKOU cliydau, CIICIHAIIHO MTPH I10-
MJTaJTd TTALUEHTH, MOJKE J1a ca HEOOXOIUMHU [TO-KPATKU UHTEPBAJIM WIJIH II0-BUCOKH JI03H.

Jlabopamophu usciedsanus

CuITHO ce TpenopbuBa Jia ce U3BBPIIBAT CHOTBETHHU J1ab0opaTOpHU H3cieqBanus Ha Bamrara mia3ma Ha
MOJIXOSIIIM MHTEPBAJIH, 32 JIa CE OCUTYPH JIOCTUIaHETO U MOIbP)KaHeTO Ha IOCTaThUHU HMBA Ha
¢axrop VIII. Ocobeno B cityuail Ha roJieMy ONepaTHBHU HHTEPBEHIINH € 3abJDKUTEIHO Ja Ce
MIPOBEZIe BHUMATENHO MPOCIEIBaHe Ha 3aMECTBAI[OTO JIEYEHUE Ype3 KOaryJJallMOHEeH aHaN3.

Ynompeba npu deya u onowiu

Iblias Mo>xe 1a ce M3MoA3Ba MpH Jiella OT BCUYKH Bh3pacTu. [Ipu aena Ha Be3pacT mox 12 roauHu e
BB3MOXKHO J1a Ca HEOOXOAMMHU MO-BUCOKH JTO3U HITU MTO-YECTH UHKEKIMH, OTKOJIKOTO TE3H
HEOOXOAMMH TIPU BH3PACTHHU.

Hayuenmu c unxubumopu

Axo Bammsr nekap Bu e ka3zain, ge cte o0pa3yBanu naxuburopu ksM gaxtop VIII, moxe na e
HEoOXO0MMO J1a M3II0JI3BaTe Mo-roisiMa 1032 Iblias 3a KOHTPOJ HAa KPBBOUBIMBUTE. AKO Ta3H 1032 He
oBnazsiBa Bamms kppBonsnus, Bamusr sekap moxe na Bu nage apyr npoayxr.

I'oBopere ¢ Bammmus nekap, ako Ouxte UCKalIyu AOIBIHNATEIHA HHPOPMALH 32 TOBA.

He noBumasaiite nosara Iblias, 3a na koHTponupare Bamero kpbBoTeUeHHE, O€3 1a ce KOHCYITHpATe
¢ Bamus nexkap.

Ilpoovscumennocm Ha neveHuemo

Bammsr nekap e Bu kaxe KOJIKO 4ecTo U Ha KaKBU MHTEPBaJIH TPsAOBA J1a ce Mpujiara ToBa
JIeKapCTBO.

OOUKHOBEHO € HEOOXOAMMO JieueHneTo ¢ Iblias 3a xeMopumHst 1a TPOIBIIKH IISUT )KUBOT.

Kak ce naBa Iblias

ToBa nexapcTBO TpsiOBa Ja ce MHKEKTUPA BbB BE€HA B MPOABIDKEHNE HA 2 10 5 MUHYTH B 3aBHCHMOCT
ot o01Mst 00eM u yceraneto Bu 3a kombopT, 1 TpsOBa a ce U3MOo3Ba B paMKUTE Ha 3 yaca ciie[
pasTBapsiHe.
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Kax Iblias ce npuzomes 3a npunodscenue

Jla ce u3mon3Bar camo U3AETUATA, IPEJOCTABEHH C BCAKA OIMAKOBKA HA TOBA JIEKAPCTBO. AKO Te3U
MIPUHAJIC)KHOCTH HE MOTaT Jla ce U3IMO03BaT, CBhpKeTe ce ¢ Bamms nekap. AKo HIKOS OT
MIPUHAJICKHOCTHTE B ONTAKOBKATA € pa3lievyaTaHa Wil IMOBpeaeHa, He s H3IOJI3BaiiTe.

[Ipenu npunoxenue TpsOBa Aa GUITpyBaTe pa3TBOPEHUS MPOAYKT 32 OTCTPAHABAHE HA EBEHTYaTHH
TBBPAM YaCTHLH OT pa3TBopa. U3pbpmiBaiiTe GuITPyBaHETO KaTo U3MO0I3BaTe (GUITHPHOTO
yCTPOKMCTBO 3a mpenuBaHe Mix2Vial.

ToBa nexapcTBO He TpsiOBa J1a ce cMecBa ¢ Apyru HH(y3uoHHH pa3TBopu. He usnomnssaiite pa3rBopw,
ChIbpOKaIll BUAUMH YaCTHIM MM KOUTO ca MbTHH. Cria3Baiite cTporo ykazaHusTa Ha Bamus nexap u
M3M0J3BaiiTe MOAPOOHNTE MHCTPYKIIMY 32 pa3TBapsiHe U NPUJIOKeHHe, IPeJ0CTABEeHH B Kpas Ha
Ta3M JHMCTOBKA.

AKo cTe U310J13BaJIM IOBeYe 0T HeoOxoaumara o3a Iblias
He ca cro0rmmenn cirydan Ha Ipeio3upaHe ¢ peKOMOMHAHTHIS KoarynanuoHeH dakrop VIIL
AKO cTe U3IoI3BaIy oBeue oT Heobxoaumara fgo3a Iblias, Mo xaxere Ha Bamms nekap.

AKo cTe mpomycHaJm 1a uznonassare Iblias
e  [Ipunoxere Bamara cienBara 103a BegHara 1 poabJKETe Ha PEIOBHI HHTEPBAIH, CIIOPEN
Ha3HaueHueTo Ha Bamus nekap.
e  He usnon3Baiite 1BOIMHA /1032, 3a 1a KOMIIEHCUpATE Ha MPOITyCcHATa J03a.

AKko cte cipesin ynorpebarta Ha Iblias
He crnimpaiite ga m3nonsBate Iblias 6e3 ga ce koHCcynTHpaTe ¢ Bammst nekap wim (hapMarienT.

AKO MMarte HIKaKBH JOITBIHUTEIHN BBIIPOCH, CBBP3aHH C TOBA JIEKAPCTBO, MONHUTalTe Bamms nekap
i (apManesT.

4. BBb3MOKHH HEXXeTaHH pPe€aKkuumn

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Aa MPEAN3BUKA HCKCIIAHU PCAKIINU, BBIIPEKH Y€ HE
BCCKMU I' I1OJIy4YaBa.

Haii-TesxkuTe HeXXeIaHH JIEKAPCTBEHH PEAKIIMH Ca AJTePTHYHH PeaKINH Wi aHaQUIaKTHYeH 0K
(HeuecTa, TeXKa alepruyHa peakxiiys, 3acAraiia KpbBHOTO HAJIITaHe U IMIIaHeTo). B ciyuyait ue ce
Pa3BUAT ANEPrUYHH WK aHA()WIAKTUYHHU PEaKInH, CpeTe BeAHAra MHKeKTHpaHeTo/uHdy3usra u
Be/lHara ropopete ¢ Bammus jiekap. Bceku ot criieiHUTE CUMIITOMY 110 BpeHe Ha
HIZKeKTHPaHe/uH(Y3Us1 MOKE J]a € paHSH CUTHAJI 32 alepruuHy U aHa(QWIAKTHYHHI PEaKInu:

. CTSTaHe B I'bPIUTE/00II0 YyBCTBO HAa HEPAZIIOIOKECHHE

. 3aMastHOCT

. JIeKa XUMOTOHMSI (JIEKO OHMKEHO KPBBHO HaJsraHe, OT KOeTo Moke Aa Bu npumanee
TIpU U3TIPaBSHE)

. rajceHe

IIpu marueHTH, KOUTO ca MPoBeH npeaxoaHo jeuenue ¢ dpakrop VIII (mosede ot 150 nuu neuenue),
MOXe Jia ca 00pa3yBaT HHXUOUTOPHH aHTUTeNa (BIXKTE TOYKa 2) HeuecTo (mo-maiko ot 1 Ha 100
MaIMeHTH ). AKO TOBa Ce cITydd, BaieTo 1ekapcTBO MOXE J1a CIpe J1a JCHCTBA KAaKTO TPIOBa U MOXE
Jia OJTYHTE MPOIABIKUTEITHO KEPBEHE. AKO TOBa ce CIIy4H, TpsiOBa BeIHara Jja ce cBbpxkere ¢ Bamms
Jexap.

Jpyru Bb3MOKHHU HeKeJaHU JIeKAPCTBEHH peaKuuu:

YecTr (Morat na 3acerHat 10 1 Ha 10 manueHTH):
. yBEIMYEHH JTUM(PHH BB3JH (MTOyBaHe MO KOXKaTa Ha IIUTa, TOAMHUIIHUIIUTE WIN

28



c1abuHUTE)

crpuebuene (ycemane, ye chplero Bu 6ue cumHo, 0bp30, WM HETIPABUITHO)
YCKOPEH TyJIc

cToMaIrHa 0OoJKa Wi TUCKOMGOPT

JIOUIO XpaHOCMUJIaHe

MOBHIIIEHA TeMITepaTypa

00JIKa WM TUCKOM(OPT B TPHIAHMAS KOII

JIOKAJHU PEaKIMK TaM, KbJETO CTE HHKEKTUPAIHN JIEKAPCTBOTO (HAMP. MOAKOXKHO
KbPBEHE, CHIICH ChpOEXK, OyBaHe, YyBCTBO Ha MTAPCHE, BPEMEHHO 3aUCPBSIBAHE)
riaBoOome

3aMastHOCT

TPYAHO 3aCIMBaHE

00puB/cHpOsIL 0OpHB

HeuecTn (Morat na 3acersat a0 1 Ha 100 narueHTH):
. aJIepTUYHM PEaKIIUU, BKIIIOUBAIIY TEXKA BHE3AIHA aJeprUIHa PEaKIns
. Jucrey3us (CTpaHeH BKYC)
. ypTHKapus (CHpOsIT 00puB)
. MPHUCTHITHO 3a4epBsBaHe (3aUePBsIBAHE HA JIUIETO)

Cho0uiaBaHe Ha HeXKEJIAHH PeaKINu

AKO TIONTyuHTe HIKaKBH HEXellaHH JIEKaPCTBEHU peaklny, yBeaoMere Bamus ekap. ToBa BKiIrOUBa
BCHYKH Bb3MOXXHH HEOIMCAHH B Ta3W JINCTOBKA HEXKEJIAHU peakinu. MoKeTe ChIIIOo /1a ChOOIInTE
HEe)KeJIaHW PEeaKIMH JUPEKTHO Ype3 HAIIMOHAIHATA CHCTEMA 3a ChOOIIaBaHe, IOCOYCHA B
[punoxxenne V. Kato cho01maBaTe HexelaH! peaKkilui, MOKETE J1a IaJieTe CBOsI IPHHOC 32
noJTydaBaHe Ha ToBeue HH(OpMaIisi OTHOCHO O€301TaCHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na coxpansiBare Iblias
Jla ce cpxpaHsiBa Ha MACTO, HEJOCTBIIHO 32 JIeIa.

Ja ce cpxpansBa B xnmaaniaHuk (2 - 8 °C). la He ce 3aMpa3siBa.
JlexapcTBOTO J1a ce ChXpaHsBa B OPUIMHAIHATA ONIAKOBKA, 33 /1a CE MPEANa3n OT CBETJINHA.

Moxere 1a cbXpaHsBaTe TOBa JIGKAPCTBO NpH cTaiiHa Temmepatypa (1o 25 °C) 3a orpaHuyeH nepuox
oT 12 mecena, ako € BbB BbHIIIHATa KAPTOHEHA OMAaKOBKa. AKO ChbXpaHsBaTe TOBA JIEKAPCTBO IpHU
CTaliHa TeMIeparypa, CPOKbT My Ha TOAHOCT MU3THYA ciiex 12 Mecena WM Ha 1aTaTa Ha U3THYaHe Ha
CpOKa Ha rOJTHOCT, aKo TS € M0-paHo.

Tps6Ba 1a oTOENEKUTE HOBUS CPOK HA TOAHOCT BBPXY KAPTOHEHATA OTIAKOBKA.

He C’bXpaHHBaﬁTG B XJIaJUJTHUK CJICT pa3TBapsaHEC. T'otoBusT PasTBOp Tpﬂ6Ba Ja C€ M3I1I0JI3Ba B
PAaMKUTC Ha 3 gaca. To3u MMPOAYKT € CaMO 3a €AHOKpATHa yHOTpe6a. Bcsko Hen3noia3BaHO KOJIMYSCTBO

TpH6Ba Aa CC YHUIIOXKHU.

He u3nomn3saiite ToBa JICKApCTBO CJI€ CPpOKa Ha T'OAHOCT, oTOeNsI3an BBpPXY €TUKETA U KapTOHCHATa
OIIaKOBKa. CpOK’LT Ha TOJAHOCT OTTOBaps Ha MOCJICAHNA JCH OT MOCOYCHU MECCII.

He u3nomn3saiite ToBa JICKapCTBO, aKO 3a0€eIeKNTE YaCTHUIHU UJIU PA3TBOPHT € MBTCH.
He I/I3XB’BpJ'I$II\/'ITC JICKApCTBAaTa B KaHAJIM3alusATa WIA B KOHTeﬁHepa 3a JOMAalIHHU OTIIaaAbIIN.

IlonuTaiite Bammus (bapMaueBT KakK J1a U3XBBPJIATC JICKAPCTBATA, KOUTO BEUC HC U3II0JI3BATEC. Te3u
MCPKHU III€ CIIOMOTHAT 3a OIla3BaHC Ha OKOJIHATAa Cpeaa.
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6. ChabpikaHHe HA OMIAKOBKATA M AONBJHATEIHA HHGOpManust
KakBo cbabp:xa Iblias

Ilpax

AKTHBHOTO BEIIECTBO € YOBEIIKH KoarynannoHeH ¢akrop VIII (okrokor anda). Becexu dmakon Iblias
cpabpxka HoMuHATHO 250, 500, 1 000, 2 000 umu 3 000 IU oktokor anda.

Jlpyrure chbCTaBKM ca 3aXapo3a, XMCTUWH, TJIUIMH, HATPUEB XJIOPHI, KAILKUEB XJIOPHI,

noscopOat 80 (susicme kpas Ha mouka 2).

Pasmeopumen
Bopa 3a unxkexkuuu.

Kaxk u3rie:xkna Iblias u kakBo chbABp:Ka ONAKOBKATA

Iblias ce mpeanara KaTo mpax U pa3TBOPHUTEIN 32 HHXEKIIMOHEH Pa3TBOP U € CyX Osi1 10 Oleq0XKbaT
npax Wi KoMnakTHa Maca. Cres pa3TBapsiHe pa3TBOPBT € OUCTHD.

C Bcsika omakoBKa OT TOBa JICKAPCTBO CC€ NOCTABAT MMPUHAINJIICIKHOCTUTE, H€O6XO,Z[I/IMI/I 34 pa3TBapsAHC U
IIPUIJIOKCHUC HA TOBA JICKApPCTBO.

IIpuTekaTes Ha pa3pelieHHeTO 32 YOTpe0da U NMPOU3BOAUTE.

IIputexares Ha pa3pelIeHNETO 32 yHoTpeda
Bayer AG

51368 Leverkusen

T'epmanus

IIpoussoaure
Bayer AG
Kaiser-Wilhelm-Allee
51368 Leverkusen
I'epmanus
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3a JOIIBJIHUTCIHA HH(bOpMa].[Hﬂ OTHOCHO TOBa JICKApCTBO, MOJIA, CBBPIKETC CC€ C JIOKAJTHUA
MMpeACTaBUTEI HA MPUTCIKATECIIA HA Pa3pCIICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
CSL Behring N.V.

Tél/Tel: +32-(0) 15 28 89 20

Bbbarapus

Novimed Ltd.

Tem. +3592 850 86 17
Ceska republika

CSL Behring s.r.o.

Tel: +420 702 137 233
Danmark

CSL Behring AB

TIf: +46-(0)8-54496670
Deutschland

CSL Behring GmbH

Tel: +49-(0)69-30584437
Eesti

CSL Behring GmbH

Tel: +49-(0)69-30584437
EALGda

CSL Behring EIIE,

TnA: +30-210 7255 660
Espafia

CSL Behring, S. A.

Tel: +34 93 367 1870
France

CSL Behring S.A.

Tél: +33-(0)1-53585400
Hrvatska

PharmaSwiss d.o.o.

Tel: +385 (1) 631-1833
Ireland

CSL Behring UK Limited
Tel: +44 (0)1444 447405
Island

CSL Behring AB

Simi: +46-(0)8-54496670
Italia

CSL Behring S.p.A.

Tel: +39-02-34964200
Kvnpog

CSL Behring EIIE,

TnA: +30-210 7255 660
Latvija

CSL Behring GmbH

Tel: +49-(0)69-30584437

Lietuva

CSL Behring GmbH

Tel: +49-(0)69-30584437
Luxembourg/Luxemburg
CSL Behring N.V.
Tél/Tel: +32-(0) 15 28 89 20
Magyarorszag

CSL Behring KFT

Tel: +36-1-213 4290
Malta

AM Mangion Ltd.

Tel: +356 2397 6333
Nederland

CSL Behring BV

Tel: +31-(0) 85 111 96 00
Norge

CSL Behring AB

TIf: +46-(0)8-54496670
Osterreich

CSL Behring GmbH

Tel: +43-(0)1-80101-2463
Polska

CSL Behring sp. z 0.0
Tel. +48 22 213 22 65
Portugal

CSL Behring, Lda.

Tel. +351-21-7826230
Roménia

Prisum International Trading srl
Tel. +40 21 322 01 71
Slovenija

MediSanus d.o.o.

Tel: +386 1 25 71 496
Slovenska republika
CSL Behring s.r.0.

Tel: +421 911 653 862
Suomi/Finland

CSL Behring AB
Pub/Tel: +46-(0)8-54496670
Sverige

CSL Behring AB

Tel: +46-(0)8-54496670
United Kingdom

CSL Behring UK Limited
Tel: +44 (0)1444 447405

JlaTa Ha mocjaenHo mpepa3riexaane Ha gucropkara {MM/I'TTIT}

IToapo6Ha nHGOpMAIIKS 32 TOBA JICKAPCTBO € TIPeI0CTaBeHa Ha yebcaiita Ha EBporelickara areHITus
10 JIeKapcTBara http://www.ema.europa.eu.
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IloapoOHM MHCTPYKIMH 32 pa3TBapsiHe U NpuJiokeHue Ha Iblias ¢ moMomrTa Ha GUATBPHOTO
yeTpoiicTBo 3a npeauBaHe Mix2Vial:

N3muiite phlieTe cu IPUKIMBO ChC CallyH M TOILIA BOJA.

3aTorieTe U [BaTa HEOTBOPEHU (hJIaKOHA B PBIETE CH 10 KoMpOpTHA TeMIepaTypa (1a He

npesumara 37 °C)

VYBepeTe ce, 4e OTUYMNBANIUTE CE Karauyky Ha (PIIAKOHUTE 33 MPOJYKTa U Pa3TBOPUTENS ca
OTCTpaHEHH U 3aITyNIAJIKUTE ca 00pabOTEHHU C aHTHCETITHYCH Pa3TBOP M ca OMJIM OCTaBEHHU Aa

M3CHXHAT MPEIU OTBapsHE Ha olmakoBKkaTta Ha Mix2Vial.

OtBopeTe onakoBkaTta Ha Mix2Vial kato 3abenute kamaka. He maxatite
Mix2Vial ot 6imcrepHara onakoBka!

[TocraBeTe (py1akoHa ¢ pa3TBOPUTEIA HA [T1aJKa, YUCTA TIOBBPXHOCT U
3anpekTe (himakoHa 37apaBo. Bzemere Mix2Vial 3aeqHo ¢ 6imcrepHaTa
OIaKOBKa M HATHCTHETE IIMJIOTO Ha CHHMSI Kpal Ha ajgantepa mpaBo HajpoJry
Mpe3 3amynrajkara Ha (JaKoHa C pa3TBOPUTEIIS.

BraumarenmHo oTcTpanere OimcTepHaTa onakoBKa oT kKoMiniekra Mix2 Vial
KaTo AbPXKUTE pH0a U TErIUTE BEPTHKAJIHO HAarope. YBepere ce, ue
M3TErIIsITE caMo OJNIMCTEpHATA ONAaKOBKA, a He menus Mix2Vial koMIuiekT.

[TocraBere ¢iakoHA ¢ MPOAYKTA HAa paBHA U TBBPJIa MOBBPXHOCT. OOBpHETE
(h1akoHa ¢ pa3TBOPUTEIIS 3aeAHO ¢ mpukpeneHus Mix2Vial koMIUIeKT U
HATUCHETE IIWJIOTO HAa MPO3PAYHHUsI Kpail Ha ajianTepa MPaBo HAOJY Mpe3
3amyniankara Ha (iakoHa ¢ mpoAyKTa. Pa3TBOpUTENAT aBTOMATHYHO IIe
n3rede BbB ()JIaKOHA C MPOIYKTa.

C enHa pbKa xBaHeTe Kpast Ha Mix2Vial koMIjIeKTa KbM MPOAYKTa, a ¢
JpyraTa pbKa XBaHEeTe Kpasi KbM Pa3TBOPUTENS 1 BHUMATEITHO OTBUITE
KOMITJIEKTA TI0 TIOCOKa 00paTHa Ha YaCOBHUKOBATA CTPEJIKA HA JIBE YaCTH.
W3zxBbpriete ¢iakoHa ¢ pa3TBOPUTENS C IPUKPETIEHHSI KbM HETO CUH
Mix2Vial amantep.

D Y

(@
o0

Jlexo 3aBBPTCTEC q)HaKOHa C MPOAYKTA 3aCJHO C MPUKPCIICHUA KbM HETO
MMpo3pavcCH aaanTep, JOKATO BCIICCTBOTO CC PA3TBOPH HAIIBJIHO. He ro
TpLCKaﬁTC. Hpezm IMPUIIOKCHUC ITPOBCPETC BU3YAJIHO 34 HAJIMIMUC HA BUTUMU
JaCTUIU U 34 IPOMCHU B ILIBCTA. He u3non3paiite Pa3TBOpH, KOUTO CHABPIKAT
BU UMM 4aCTHUIIU, UJIX KOUTO Ca MBbTHH.

10.

Acrnimpupaiite Bp3ayX B €Ha ITpa3Ha CTepUIIHA CIPUHIIOBKA. JloKaTo
(GIIaKOHBT € IPOAYKTA € U3IPABEH, CBBPKETE CIIPUHIIOBKATA KbM a/IanTepa
tun Luer Lock Ha Mix2Vial upe3 3aBuBaHe 1o mocoka Ha YaCOBHHUKOBATa
crpenka. HxkekTupaiTe Bb31yX BbB (D1aKOHA C IPOAYKTA.

—a
—

B

R
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11.

Jokato appxkute OyTaioTo Ha CIPUHLIOBKATa HATUCHATO, OOBPHETE
cucTtemMara oOpaTHO U M3TETJIeTe Pa3TBOpa B COIPUHIIOBKATA KaTO U3TETIINTE
OyTanoTto 6aBHO.

(.ﬂ-;)
Al
12.  Cera, citeq KaTo pa3TBOPHT € OMII MPEXBHPIICH B CIIPUHIIOBKATA, IPHIKTE @>
3IpaBo MIJIMHIBPA U (OyTAIOTO OCTaBa HAAOIY) U OTKa4eTe MPO3padHus \Z
Mix2Vial amgarrep OT CIpHHIIOBKaTa 4pe3 pa3BUBaHE IO TIOCOKa oOpaTHa Ha
JacOBHUKOBATa CcTpeika. Karo mbpKuTe CIpHHIIOBKATa H3IPaBEHa,
OTCTpaHEeTe HAITBIHO HAJTMYHUS BB3AYyX KaTo HATUCHETE OYTaloTO.

13. TlocTtaBere TypHHUKET.

14.  Omnpezenere MACTOTO 3a UHKEKTUPAHE U IIOUYUCTETE KOXKaTa C TAMIIOH ChC CIUPT.

15. IIpoOwuiiTe BeHaTa 1 oOe30maceTe HAbOpa 3a BEHEIYHKIIHS C JICTICHKA.

16. OcraBere MaJKO KPBB JIa C€ BbPHE KbM OTBOPEHHS Kpail Ha HaOOpa 3a BEHEITyHKITUS U CIIE]T
TOBa MPUKpETIeTe CIPUHIIOBKATA C pa3TBOpa. YBepeTe ce, e KPhBTa He BJIH3a B CIIPHHIIOBKATA.

17.  Caanere TypHUKETA.

18.  HmuxekrtupaiiTe pa3TBOpa HHTPABEHO3HO B IPOJABIDKEHUE HA 2 0 5 MUHYTHU, KaToO
KOHTPOIJINPATE BU3YaITHO MO3UIKITA Ha uritata. CKOpOCTTa Ha MpHIIoKeHHe TpsiOBa 1a 3aBHCH
ot Bamms komdopt, HO He TpsiOBa 1a Ob/Ie O-BUCOKa OT 2 ml B MUHYTa.

19.  Ako e HEOOXOIMMO TIpHUJIaraHe Ha JOITBJIHUTEINHA /1032, H3T0I3BaliTe HOBA CIIPHHIIOBKA C
MPOAYKTa, pa3TBOPEH IO OMHCaHUs TI0-TOpe HAYWH.

20. Ako He e HeoOXoAnMa ApyTa 1033, OTCTpaHETe Ha0opa 3a BEHEMYHKIIUS U CIIPUHIIOBKATA.

Haruckatite cuiaHo TaMroHa BBPXY MACTOTO Ha MHIXKCKTHUPAHC HA OIT'bHATATA PbKa 3a
HpI/IGHI/BI/ITGHHO 2 MHHYTH. Ha Kpas MMOCTAaBCTEC MaJjika CTsAralia NpeBpb3Ka BbpXYy MACTOTO Ha
HWHIKCKTHPAHC U CBCHTYAJIHO I[O6aB6Te JICTICHKA, aKo € HCOGXOI[I/IMO.
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Mpunoxxexnune IV

Hay4yHu 3akouyeHus
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HayuyHu 3aknrouyeHuns

MoHacTosWweM nevyeHNeTo Ha BpoAeHa xeMmodunusa ce 6asmpa Ha npodunakTuyHa Tepanusa nnm
3aMecTuTesiHa Tepanus C KoarynauwnoHeH daktop VIII (FVIII) npn HeobxoamMMocT. 3aMecTuTenHarta
Tepanus c FVIII moxxe OCHOBHO Aa ce KaTeropusunpa B ABa O6LWIMPHU Kaca NpoAYKTU: U3BNEYEHUN OT
nnasma (pdFVIII) n pekoMbuHaHTHUM (rFVIII) FVIII. B EBponenckus Cblo3 ca n3gafeHun paspeLleHms
3a ynotpeba Ha ronamo pasHoobpasue OT oTAENHW NPOAYKTU, cbabpxawm pdFVIII v rFVIII.

OCHOBHOTO ycnoXHeHune Ha TepanudaTta ¢ FVIII e Bb3HMKBaAHETO Ha anoaHTuTena Ha IgG
(MHXMBUTOPUN), KOUTO HeyTpanmuaupaT akTUBHOCTTa Ha FVIII, npuumHaBalikm 3aryba Ha KOHTpoOn
BbpXY KbpBEHETO. JleueHneTo Ha naumMeHTn, KOUTO Ca pasBuInM MHXMBUTOPU, Hanara BHUMATENHO
WHAUBMAYANIHO yYNpaBsieHne, KaTo MoXe Aa ce HabnogaBa pe3ncTeHTHOCT KbM TepanusTa.

JNleuenwneTo c pdFVIII, kakTo 1 ¢ rFVIII MOXxe Aa aoBeae A0 pasBUTME HA MHXMBUTOPU (M3MepeHu no
mMeToaa ,Harmeren" Ha aHanusa no betesna n geduHupanm kato = 0,6 betesga eamHmum (BU) 3a
MHXNOUTOPU C ,HUCBLK TUTBLP" 1 >5 BU 3a nuxmnbmutopm c ,BUCOK TUTBLP").

PasButne Ha MHXMBUTOPK Npu NaumeHTn ¢ xemopunua A, npmeMawm npoayktm ¢ FVIII, ce
HabntogaBa NpeaMMHO Npu HenekyBaHu npeaun Tosa naumeHTU(HMM) nam MMHUManHoO nekyBaHu
naumenTtn (MJ1M), KOUTO ca BCe owe B paMKuUTe Ha MbpBuTe 50 AHM Ha ekcno3mumsa (OE) Ha
nedyeHueTo. MNpn nekysaHu npeaun Toea naumeHTn (JIMNM) e no-Manko BepoSATHO Aa Bb3HUKHAT
MHXMBUTOPMU.

MN3BecTHUTE pUCKOBU DaKTOpM 3a@ pasBUTUE HA MHXMOBMTOPM MOraT Aa Ce rpynupat Ha dakTopy,
CBbpP3aHM C NaumneHTa, n haKTopu, CBbP3aHU C NeYeHNeTo:

e Puckosute dakTopu, CBbp3aHuM C NaumeHTa, BKIOYBAT BUA MyTauusa Ha reH F8, TexecTt Ha
xemodunmaTa, eTHMYecKa NpuHAANEXHOCT, paMuiHa aHaMHes3a 3a pa3BuTUE Ha
MHXMBUTOPK U BEPOSATHO CbCTaBa Ha HLA-DR (4YOBeLLIKM NEBKOUUTEH aHTUreH - aHTureH D
CBbp3aH).

o QakTopuTe, CBbpP3aHU C JIeYEHNETO, BKJIIOYBAT NMHTEH3UBHOCT HA eKCrno3umumaTa, 6p0171 AHW Ha
eKcnosnuunsa (,U,E), neyeHune no HeOGXO,CI,VIMOCT, npeacrtaesnsaBalio no-rondam puck oT
I'IpOCbVIJ'IaKTI/IKa, 0cob6eHO B KOHTEKCTa Ha CUrHanum 3a ONacHOCT KaTo TpaBMa Uan onepauud,
KaKTO U M1adaTa Bb3pacT Npu NbpBO JiedyeHne, npeacraBiigdBalla No-BUCOK PUCK.

Bce ouie He e yCTaHOBEHO Aanu MMa 3Ha4YUTENHWU PasiMKyn Npu pucka OT pa3BUTUE Ha MHXMBUTOpKU
MeXAy pas/iMyHUTe BUAOBE 3aMeCTUTENHU NPOAYKTW, cbabpxawwm FVIII. Pasnuuuara mexay
npoayktTute BbB BCeku knac FVIII, a ottam 1 B gndepeHunanHnTe puckoBe Mexay oTaenHuTe
npoaykTtn, ca 6buonormyHo npasgonoaobHu. Knacwt pdFVIII ce cbCcToM OT NpoayKTn CbC unn 6e3
¢akTop Ha ¢doH BunebpaHa (VWF), kato Tean ¢ VWF cbabpxaT pa3nmunum HuBa Ha VWF. Hakoun
eKkcnepuMeHTasiHM npoy4ysaHusa npeanarat pons 3a VWF, cbcTodwa ce B npegnassaHe Ha FVIII
enuTonu OT pa3no3HaBaHe OT aHTUreH-NpeacTaBaWmMTe KNeTKN, KaTo Nno TO3M Ha4yMH ce HamansBea
MMYHOreHHOCTTa, MakKap 4ye ToBa oCTaBa caMo Ha Teopus. VWF He npucbctea B rFVIII, HO e Hanunue
3HauMTesIHA XeTeporeHHOCT B paMkuTe Ha knaca rFVIII, HanpuMep nopaan pasnuyHUTE nNpunaraHu
NpOM3BOACTBEHN NPOLIECU C LUIMPOKA ramMa npoayKTu OT pasfiInyHn NpOU3BOAUTENN, MPOU3BEXAAHN
npes3 nocnegHute 20 roanHn. Te3m pasnmMyHu Npomn3BOACTBEHU npouecy (BKAIUYUTENHO pasindyHuTe
KNeTbYHN IMHUK, N3MON3BaHM 3@ NpoekTupaHe Ha npoaykTu c rFVIIL), MoraT Ha Teopus aa goseaaTr
[0 andepeHunanHa MMyHOreHHOCT.

Mpe3 man 2016 r. B New England Journal of Medicine e ny6nkyBaHO OTKpUTO, paHAOMU3NPAHO,
KOHTPO/MPaHO U3NUTBaHe, Lenswo Aa uscnenBa Yectotata Ha nosiBa Ha MHXMbGUTOpU Mexay ABaTta
knaca (npoaykti ¢ pdFVIII cnpsiMo npoayktw ¢ rFVIII)!. ToBa nsnuTeaHe, M3BECTHO KaTo
npoyusaHeTo SIPPET ( ,M3cneaBaHe Ha MHXMOUTOPU NpU Manku Aeua, U3a0XEeHW Ha NnasMeHun

1F. Peyvandi et al. “A Randomized Trial of Factor VIII and Neutralizing Antibodies in Hemophilia A” N Engl J Med. 2016 May 26;374(21):2054-
64)
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npoaykTu"), e NnpoBeAeHo, 3a Aa OUeHM OTHOCUTESTHUS PUCK Ha MHXMBUTOpUTE NpW NaumeHTy,
nekyBaHu ¢ pdFVIII B cpaBHeHue ¢ rFVIIL. To ycTaHOBsABa, Ye npu naumeHTuTe, NeKyBaHu C
npoaykTn, ceabpxawwm rFVIII, nma 87% no-BMCOKa YeCToTa Ha NosiBa Ha BCUYKN MHXMBUTOPU B
CpaBHeHue C naumeHTuTe, nekyBaHu c pdFVIII (koito cbabpxa VWF) (koeduumeHT Ha pucka, 1,87;
95% AW, 1,17 no 2,96).

Ha 6 tonm 2016 r. Paul-Ehrlich-Institut Germany nHuunmpa cesnpaHe, Nno cunata Ha yneH 31 Ha
OnpekTtnea 2001/83/EO, npon3Tuyallo OT AaHHUTE 3a hapMakonormyHa 6auMTenHocCT, n nomcka oT
KomuTeTa 3a oueHKa Ha pucka npu npocneasiBaHe Ha nekapcrBeHaTa 6e3onacHoct (PRAC) apa
M3BBbPLUN OLEHKA Ha NOTEHUMANHOTO Bb34ENCTBME Ha pe3ynTaTuTe oT npoyysaHeTo SIPPET Bbpxy
pa3peweHunsaTa 3a ynotpeba Ha CbOTBETHUTE NMPOAYKTU, Cbabpxawm FVIII, kakTo n aa wspaae
npenopbka OTHOCHO ToBa Aanu Te Tpsabea ga 6baaT 3ana3eHn, N3MEHEHN, BPEMEHHO NpeyCcTaHOBEHU
WM OTMeHeHU u aanu TpsibBa Aa ce BbBeAaT MepKM 3a HamansaBaHe Ha pucka. Ce3npaHeTo
aKLeHTMpa BbpXy pMCKa OT pa3BUTUE Ha MHxXMbuTopw npu HIMM.

B ponbsHEHME KbM CKOpolwHaTa nybnukaums 3a npoyuBaHeTo SIPPET, nputexaTtenute Ha
pa3speweHuns 3a ynotpeba (MPY) 6sxa nomMosieHn aa NpeacTaBsAT OLeHKa Ha NOTEeHUMAHOTO
Bb34AENCTBME Ha pe3ysiTaTUTe OT TOBa MpPoy4YBaHEe, KaKToO M APYr1 CbOTBETHU AaHHM 3@ 6e30nacHoCT
Mo OTHOLWEHWE Ha pa3BUTUETO Ha MHXxMbuTopwn npun HIMM, Bbpxy pa3peweHusTa 3a ynotpeba Ha
TeXHUTe NpoAyKTu, cbabpxawm FVIII, BkAoUMTENHO 06MUCASIHE HA MEpPKM 3@ HaMansBaHe Ha
pucka.

BogewmnTe aBTopmn Ha npoy4yBaHeTo SIPPET cbwo 6sxa nokaHeHn aa OTroBOPST Ha CMUCHK OT
BbMPOCK, Kacaeln MeToanuTe 1 pesyntatute OT NPOyYBaAHETO, KaKTO U Aa NpeacTaBaT cBouTe
3aK/l04YeHNs Ha nneHapHaTa cpewa Ha PRAC npe3 despyapu 2017 r. UHdopmaumsaTa,
npepocTaBeHa OT BOAeLMTe aBTOpM Ha npoy4dBaHeTo SIPPET no BpeMe Ha npoueca Ha ce3mpaHe,
cblyo e B3eTa npeasus oT PRAC npu U3roTesaHe Ha 3aK/IH0YEHUETO.

KnmHn4yHO o6cbiikgaHe

lMy6ankyBaHn o6cepBaynOHHN MPOyYBaHUS

OTtrosopuTe Ha lNPY ce no3oBaBaTt Ha peavua nybankyBaHu obcepBaumoHHU npoyyuBaHmnsa (CANAL,
RODIN, FranceCoag, UKHCDO wn gpyru), unaTo uen e 6una aa oueHaT andepeHumanHmte puckose
OT pa3BuTUE Ha MHXMBUTOPK Mexay knacosete pdFVIII u rFVIII, kakTo U KakbBTO U aa 6mno

AndepeHumaneH pucK oT pa3BuMTME Ha MHXMBUTOPU MeXAay NPOoAYKTUTE B paMKuTe Ha knaca rFVIIL.

Te3n npoyyBaHMa AaBaT pPasjiMUHKM pe3ynTaTh U CTPaaaT OT OrpaHUYeHusiTa Ha o6cepBaLMOHHUTE
NMpoyyBaHusi, No-crneuunanHo oT Bb3MOXHA CMCTEMaTUMYHA rpellka, CBbp3aHa ¢ noabopa. PUCKbT oT
pasBUTME Ha MHXMEUTOPU € MHOroaKTopeH (OCBEH BCEKU MpeanonaraeM puck, CBbp3aH C
NnpoayKTa) M TakMBa Npoy4YBaHWs HEBMHArM ca B CbCTOAHWE Aa cbbepaT MHdopMaums 3a
CbOTBETHWUTE KOBapMaTh 1 Aa NpUCNOCOBST aHanM3nTe No CbOTBETHUS HAaUMH; OCTaTbYHOTO
o6bpkBaHe HeM36EXHO NpeacTaB/siBa 3HaUUTeNHa HeonpeaeneHocT. OCBEH TOBa C TEYEHME Ha
BPEMETO Ca HaCTbMWUAWN NMPOMEHU B NMPOU3BOACTBEHUS MPOLEC Ha OTAENHUTE NPOAYKTU, KaKTo U
NMPOMEHM B PEXMMUTE Ha SleUYeHNe MEXAy LeHTPOBETE, NOpaan KOETO HEBMHArMN Ca Bb3MOXHMU
»YCropeaHu" cpaBHeHUS Mexay NpoaykTute. Tesun dakTopu 3aTpyaHABaT U YCNOXHSABAT
peryivpaHeTo Ha Nogo6HU NpoyYBaHMS U TbIKyBaHETO Ha pesynTaTuTe.

MpoyuBaHeTo CANAL? He OTKpMBa AaHHM 3a pasfiMka Mex/ay KAacoBeTe, BKUUTENHO NPOAYKTU C
pdFVIII cbC 3HaUMTENHO KONNMYecTBO dakTop Ha GoH BunebpaHa; 3a ,,KIMHUYHO 3HaYMMn®

2 http://www.bloodjournal.org/content/109/11/4648.full.pdf
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MHXMOUTOPU KOpUrMpaHUaT koeduumeHT Ha pucka e 0,7 (95% AW 0,4-1,1), a 3a nHxnbmuTopm C
BUCoK TMTbHP (= 5 BU) e 0,8 (95% AU 0,4-1,3).

MpoyusaHeTo RODIN/Pednet® cbllo He OTKpMBaA AaHHM 3a pa3fiMume Mexay KiacoBeTe OTHOCHO
pUCKa OT MHXMBUTOPU Mexay BCuMUku npoayktn c pdFVIII cnpsiMo Bcuykn npoayktn c rFVIII; 3a
#KITMHUYHO 3HAYNUMU™ MHXMBUTOPU KOPUTMPaHUAT KoedbununeHT Ha pucka e 0,96 (95% AU 0,62-
1,49), a 3a nuxmbutopm ¢ Bucok Tntsbp (= 5 BU/ml) e 0,95 (95% AN 0,56-1,61). Toea npoy4yBaHe
obaye OTKpMBa AaHHM 3a MOBULLEH PUCK OT MHXUBUTOPU (BCUYUKM U C BUCOK TUTBP) 3a 2P°
nokoneHue rFVIII oktokor anda (Kogenate FS/Helixate NexGen) B cpaBHeHue ¢ 3 nokosieHue
rFVIII akTokor anda (KoeTo e yCTaHOBEHO eAMHCTBEHO OT AaHHM 3a Advate).

Mopno6bHo Ha RODIN/Pednet, npoyuBaHeTto UKHCDO ycTaHOBsSiBa 3HauMTENEH MOBULLEH PUCK OT
NHXNBUTOPU (BCUYUKM M C BUCOK TUTbP) 3a Kogenate FS/Helixate NexGen (2P° nokoneHue rFVIII) B
cpaBHeHue ¢ Advate (3™ nokoneHune rFVIII). ToBa o6aye cTaBa HE3HAYMTENHO NpPU U3KITOYBAHE Ha
nauymeHTnTe ot O6eaMHEHOTO KpancTBo (BKIOYEHM Cblwo B Nnpoy4BaHeTo RODIN/Pednet). Hanuue
ca W AaHHM 3a nosuweH puck npu Refacto AF (apyr 3™ nokoneHwue rFVIII) cnpsimo Advate, Ho camo
3a pa3BuUTUE Ha BCUYKM MHXMBUTOPU. MNogobHo Ha npoyuBaHeTo UKHCDO, npoyuBaHeTo FranceCoag
CbLO He yCTaHOBSBA 3HAUYMTEsNIEH NOBULLEH PUCK 3@ KOWTO U Aa e oT npoayktuTte c rFVIII cnpsamo
Advate npu usknoyBaHe Ha naumeHTnTe oT OpaHumsa (cbio B npoyyBaHeTo RODIN/Pednet).

Mpean HacTosWwoOTO ce3npaHe ce otbensassa, ye PRAC Beuye e B3esn npeasus 3akitoveHusTa oT
npoy4yBaHuata RODIN/Pednet, UKHCDO u FranceCoag 3a pa3pelueHusTa 3a ynotpeba B EC Ha
npoayktn, cbabpxawm FVIIL. MNMpe3 2013 r. PRAC n3nese CbC 3aKk/oveHne, Yye pesyntatute oT
RODIN/Pednet He ca gocTaTb4yHO HaAeXAHM Aa NOAKPeENaT 3akntodeHneto, ye Kogenate FS/Helixate
NexGen ce cBbp3Ba C NOBMULLEH PUCK OT pasBUTME HA MHXMBUTOpPK Ha dakTop VIII B cpaBHeHMe C
apyrun npoayktu. MNMpe3 2016 r. PRAC B3e noAa BHUMaHWe pe3yntatuTte OT MeTa-aHanus3a Ha BCUYKUTEe
Tpu npoy4BaHus (RODIN/Pednet, UKHCDO un FranceCoag studies) v 0THOBO CTUIrHa A0 3aK/l0O4YeHUE,
ye HaJIM4YHMUTE KbM MOMEHTa AaHHM He NoTBbpXxaaBaT, Ye Kogenate Bayer/Helixate NexGen ce
CBbp3Ba C NOBULUEH PUCK OT MHXMBUTOPKU Ha dakTop VIII B cpaBHEHWE C ApYyry NMPOAYKTH,
CbAbpXawmn pekombuHaHTeH dakTtop VIII, npu HIM.

CrioHcopupaHu ot 1PY npoy4yBaHus

MPY npepocraBuxa aHann3 Ha pa3BUTMETO Ha MHXMBUTOPU C HUCBK U C BUCOK TUTbp npu HIM ¢
Texxka xemodunua A (FVIII < 1%) OT BCUYKN KITMHUYHU U3NUTBaHUA U 06cepBaunOHHN
Npoy4BaHUs, NpoBeAEHN C TEXHU NPOAYKTU, 3aeAHO C KPUTUYHO 06CbXAaHe Ha orpaHnyeHunsTa Ha
Te3n NpoyyBaHus.

[JaHHuTe ca B3eTn OT MHOIo WKNPOK 06XBaT OT XeTEPOreHHW NpoyYBaHMS Ha pasfInyHN NPOAYKTU U B
pasnuyHn nepuoan. MHOro OoT Te3n NpoyyYBaHUA ca B ManbK Mawab n He ca KOHKPETHO
NpoeKTUPaHU Aa OLEHAT pucka oT MHxnbutopu npu HIM ¢ xemodpunua A. Tesm npoydsaHus ca
NpeanMHO C e4HO paMo M He NpeaoCTaBAaT AAaHHU 3a U3BbpLUBaHe Ha CpaBHUTENEH aHanus (Mexay
pdFVIII rFVIII kaTo CpaBHEHME Ha K/lacoBe MM B paMKuTe Ha knaca rFVIII). Bce nak obwuTte
OLEeHKM 3a yecToTaTa Ha pa3BUTUE Ha UHXMOBUTOPK OT Te3M NPOyYBaHUSA 3@ OTAENHU NPOAYKTU B
06WK NMMHUM CHLOTBETCTBAT Ha pe3ynTaTuTe OT 06CcepBaUMOHHM NPOyYBaHUSA B rossam mawab.

Mpu no-mMawabHuTe U No-3Ha4YMMM NpoyyBaHus Ha nNpoaykTtu ¢ pdFVIII HabnogaBaHaTa yecToTa Ha
pa3BuTne Ha MHxMbuTopmn (Yecto 6e3 Aa ce NocoyBa HUCHK MM BUCOK TUTbLP) Bapupa oT 3,5 ao
33%, kaTo B noBe4yeTo cny4van e okono 10-25%. B mHoro cnyyan obade e npeaocraBeHa Masnko
nHdopMaunsa OTHOCHO MeToAMUTE, MauNeHTCKUTE NonynauMm n ecTecTBOTO Ha MHXMbuTopuTe, 3a Aa
ce oueHu nHdopMaumnaTa B KOHTEKCTa Ha Mo-CKOPOLWHN Ny6/MKyBaHW AaHHW. 3a@ NoBeYyeTo
npoaykTn, cbabpxawwm rFVIII, e HannMyHa No-HOBa M NO-yYMECTHa MHpOPMaUMsa OT KIIMHUYHU
nsnuteaHmsa npu HIMM. YecTtoTaTta Ha pa3BuTMe Ha MHXMOBUTOPK B Te€3M Npoy4yBaHus Bapupa oT 15 no

3 Gouw SC et al. PedNet and RODIN Study Group. Factor VIII products and inhibitor development in severe hemophilia A. N Engl ] Med 2013; 368:
231-9. - http://www.bloodjournal.org/content/121/20/4046.full.pdf
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38% 3a BCUYKU UHXMOUTOPK M OT 9 a0 22,6% 3a MHXNMBUTOPU C BUCOK TUTHLP, T.€. B paMKUTE Ha
~MHOro vecra“.

PRAC cbuo B3e npeasu MexXamHHUTe pesynTtaThn, npegoctaseHun oT MNMPY oT Tekywm npoy4yBaHuUs Ha
CSL (CRD019_5001) n Bayer (Leopold KIDS, 13400, yacTt B.).

OcBeH T0Ba PRAC pa3rnega KNAMHUYHU U3NUTBaHWSA M Hay4yHaTa nuTtepaTtypa 3a de novo MHxmbutopu
npw JINM. AHanM3bT NoKasBa, 4Ye yectoTata Ha pa3BuUTUE Ha MHXMOUTOPM € MHOIro Mo-HUCKa npwm
JIMIM B cpaBHeHue ¢ HIM. HannyHuTe faHHKM NoKasBaT, Ye NpU MHOMO NMpoy4YBaHMS, BKIKOYUTENHO
pernctbpa EUHASS (EBponelicka cucteMa 3a HabnogeHme Ha 6e3onacHoCTTa nNpu xemoduansa)
(lorio A, 20174; Fischer K, 2015°) yectoTaTa Moxe Aa 6bae knacubuumpaHa KaTto ,HevecTta".

lpoyuBaHeTo SIPPET

MpoyuBaHeTo SIPPET e oTKpuTO, paHAOMMU3MPAHO, MHOMOLLEHTPOBO, MHOIMOHALMOHANHO U3NUTBaAHE,
n3cnefBallo YyecToTaTa Ha Bb3HUKBAHE Ha HeyTpanu3npalum anoaHTMTeNa Npu NauneHTn C TexkKa
BpoAeHa xemodbumnuma A (KoHueHTpauus Ha FVIII B nna3sma < 1%) npu ynotpeba Ha KOHUEHTpaT
pdFVIII nnn koHueHTpaT rFVIII. JonycTMMK 3@ yyacTve naumMeHTn (Bb3pacT < 6 roAMHU, MbXKU
nos, Texka xemopunmsa A, 6e3 NnpeaxonHo eyeHne C KakbBTO U aa € KoHueHTpaT FVIII nnm camo
MWHMMANHO fleyeHne C KpbBHU KOMMOHEHTWN) Ca BKOYEHU OT 42 LeHTbpa. MbpBuYHNUTE U
BTOPUYHUTE pe3ynTaTu, OLEHEHM B MPOYYBAHETO, Ca CbOTBETHO YeCcToTaTa Ha Bb3HMKBAHE Ha
BCUYKKN MHXM6UTOPU (= 0,4 BU/mI) n yectotaTta Ha Bb3HMKBAHE Ha UHXMOUTOPU C BUCOK TUTBLP (= 5
BU/mI).

NHxnbutopn passmeaT 76 nauneHTn, ot kouto 50 nmat nHxmbutopm ¢ Bucok Tutep (= 5 BU).
NHxnbutopun passmeaTt 29 ot 06wio 125 nauneHTtun, nekysanu ¢ pdFVIII (20 nauveHTn passumsaTt
WHXMBUTOPKU C BUCOK TUTBP), 1 47 OT 06wo 126 naumeHTn, nekysaHu c rFVIII (30 naymeHTH
pa3BuBaT MHXMOBUTOPU C BUCOK TUTHP). KyMynaTuBHaTa 4YecToTa Ha Bb3HMKBAHE Ha BCUYKM
nHxmnéuTopm e 26,8% (95% noseputeneH nHtepsan [AN], 18,4 no 35,2) c pdFVIII n 44,5% (95%
OWN, 34,7 po 54,3) c rFVIII; kyMynaTMBHaTa 4eCToTa Ha Bb3HUKBAHE Ha MHXMOBUTOPU C BUCOK TUTBHP
e cboTBeTHO 18,6% (95% AW, 11,2 go 26,0) n 28,4% (95% AW, 19,6 no 37,2). MNpu
perpecuoHHuTe Mmogenm Ha Cox 3a NbpBMYHaTa KpalHa ToYKa Ha BCUYKK MHXMbUTOopM rFVIII ce
cBbp3Ba ¢ 87% no-Bucoka yectota, oTkonkoto pdFVIII (koeduumneHT Ha pucka 1,87; 95% AN, 1,17
00 2,96). Ta3u Bpb3ka ce Habnogasa nocnenoBaTesHO NpU MHOroBapuMaHTeH aHanms. 3a
MHXNBUTOpUTE C BUCOK TUTBP KoeduumMeHTbT Ha pucka e 1,69 (95% AW, 0,96 no 2,98).

Ad hoc cpelya Ha ekcriepTHa rpyna

PRAC pasrnepa craHoBuwaTa, U3pa3eHun OT eKcnepTu, no BpeMe Ha ad hoc cpewa. EkcneptHaTa
rpyna e Ha MHEeHWe, 4Ye ca B3eTu Noj BHMMaHue CbOTBETHUTE HANIMYHUN U3TOYHULN Ha AaHHW.
EkcnepTHaTa rpyna napassiBa npeanosioXXeHne, ye ca HeobxoaAnMn AOMbIHUTENHW AaHHM, 3a Aa ce
YCTaHOBM Aanun Ca Hanunue KJIMHNYHO 3Ha4YnMU pa3sinkKn B 4eCToTaTa Ha pa3BUTUE Ha VIHXVI6VITOpVI
Mexay pasnuuHute npoayktu ¢ daktop VIII, kakTo 1 ye no npmHumMn nogobHu gaHHK cneasa Aa ce
cbbupaT OTAENHO 3a OTAEeNHUTE NPOAYKTU, Tb KaTO CTeneHTa Ha MMYHOreHHOCT € TPyAHO Aa cee
0606Wmn Npu pas3nnyHUTE Knacose NpoayKTU (Hanp. peKoOMOUHAHTHM CNPSAMO U3BJIEYEHUN OT
nnasma).

EkcnepTuTe CbWO Ce CcbrnacsasaT, yYe cTerneHTa Ha MMYHOMeHHOCT Ha pasfiMyHuUTE NPOAYKTU e KaTo
LSS0 aAeKBATHO NMpeacTaBeHa yYpe3 uaMeHeHusaTa Ha KXIM, npeanoxerHn ot PRAC, n3TbKBalku
K/IMHMYHaTa 3HAa4YMMOCT Ha PasBUTUETO HA MHXMBUTOPK (B YAaCTHOCT MHXMOUTOPU C HUCBLK TUTHLP

Bunschoten E, Mingot-Castellano MEO, Ozdemir N1, Pabinger I, Parra R1, Pasi J, Peerlinck K, Rauch A6, Roussel-Robert V, Serban M, Tagliaferri
A, Windyga J, Zanon E: Natural history and clinical characteristics of inhibitors in previously treated haemophilia A patients: a case series.
Haemophilia. 2017 Mar;23(2):255-263. doi: 10.1111/hae.13167. Epub 2017 Feb 15.

5 Fischer K, Lassila R, Peyvandi F, Calizzani G, Gatt A, Lambert T, Windyga J, Iorio A, Gilman E, Makris M; EUHASS participants Inhibitor
development in haemophilia according to concentrate. Four-year results from the European HAemophilia Safety Surveillance (EUHASS) project.
Thromb Haemost. 2015 May;113(5):968-75. doi: 10.1160/TH14-10-0826. Epub 2015 Jan 8.
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CMNpsIMO TakMBa C BUCOK TUTLP), KaKTO U CTENEHTA, onpeaeneHa KaTo ,MHoro yecta" npu HMM u
,HedecTta" npu JIMMN. EkcnepTuTe npeanaraTt CbLoga ce NpoBeaaT Npoy4YBaHus, KOMTo bmuxa Mornm
OONBAHUTENHO Aa OoNpeaensiT UMYHOFEHHUTE CBOMCTBA Ha JIEKAPCTBEHUTE NPOAYKTU, CbAbpXKalun
dakTop VIII (Hanp. MexaHUCTUYHKN, 06CcepBaLMOHHN NMPOYYBaHUS).

O6cwixgaHe

PRAC cuuTa, 4e, KaTo NPOCNEKTUBHO paHAOMU3NPAHO U3NUTBaHe, NnpoydBaHeTo SIPPET usbarea
MHOro OT OrpaHM4yeHusaTa Ha AM3alHa Ha nNpoBeAeHuTe 40 MOMeHTa o6cepBauMOHHN 1 6a3mpaHu Ha
PErMCTbP NPOYYBaAHUS 3a OLEHKA Ha pUCKa OT pa3BuTMeE Ha uHxubutopu npu HIMM. Bce nak PRAC e
Ha MHEHWe, Ye CblueCTBYBaT HESACHOTM MO OTHOLIEHWE Ha 3aK/loveHnsaTa oT npoyyBaHeTo SIPPET,
KOWTO He JonyckaT u3Boja, yYe € Hanmue No-BUCOK PUCK OT pasBUTUE Ha MHXMbuTOpK npw HIMM,
NleKyBaHu C NpoAaykTn, cbabpxawm rFVIII, B cpaBHeHWe ¢ NpoAyKTH, cbabpxawm pdFVIII,
n3cnefBaHu B TOBA KIMHWYHO U3NWUTBAHE, KakTo e NoapobHO npeacTaBeHO NMo-A0y:

e AHanu3bT Ha SIPPET He No3BOAsBa Aa Ce HanpaBAT KOHKPETHU 3a NPOAYKTa 3aKIo4eHus,
Tbii KaToO NPOYYBAHETO Ce OTHACs CaMO 3a Majibk 6pol onpeaeneHn NpoayKTn, CbAbpXalun
FVIIIL. MNMpoyyBaHETO He € NPOeKTUPaHO N He pasnofiara C Bb3MOXHOCTTa Aa reHepupa
AOCTaTbYyHO AaHHM, cneumdmrYHM 3a NPOAYKTa, @ OTTaM U Aa AOCTUTHE A0 KakKBUTO M Aa
6110 3aKII0YEHNA OTHOCHO pUCKa OT pa3BUTUE Ha MHXMOBUTOPU 3@ OTAENHU NpoAyKTu. MNo-
KOHKpeTHO, camo 13 naumeHtn (10% ot pamoTto c FVIII) ca monyymnm TpeTo nokoneHune
npoAaykT ¢ rFVIII. Bce nak, Bbnpeku nnncaTta Ha CoONMaHu AaHHW B nogkpena Ha
AndepeHumanHuTe puckoBe Mexay npoaykrtute ¢ rFVIIL, audepeHunanHMTe puckose He
MoraT ga 6baaTt U3KIYEHN, Tbl KaTO TOBA € XeTeporeHeH Kjilac NpoAyKTU C pasnnyms B
cbCTaBa u dopmata. Nopaan Tasm NpMuYnHa MMa BUCOKa CTEMeH Ha HeCMIypPHOCT OKOJ10
eKcTpanonupaHeTo Ha pesyntatute oT SIPPET kbM uenus knac rFVIII, oco6eHo 3a Hackopo
pa3speweHn npoaykTtu c rFVIII, Konto He ca BkOYEHU B NpoyyBaHeTo SIPPET.

e [lpoyuyBaHeTo SIPPET nma MeTOAONOrMYHMN OrpaHNYeHns, ¢ 0cobeHa HeCUrypHOCT OTHOCHO
TOBa Aann NpouechbT Ha paHAoOMM3aumsa (pa3Mep Ha 6510ka 2) MOXe Aa e AOoNpUHeECH 3a
HasMuue B NPOYYBAHETO Ha CMCTEMaTM4YHa rpellka, cBbp3aHa ¢ nogbopa.

e HabniogaBaT ce n OTK/IOHEHUS OT OKOHYaTesIHUS NMPOTOKO M MJaHa 3a CTaTUCTUYECKU
aHanu3. OnaceHuaTa OT CTaTUCTUYeECKa rnefHa Touka BKAYBAT dakTa, ye He e
nybnukyBaH npeaBapuTeNHO onpeaenieH NbpBUYEH aHanms, u dakTa, Ye NPoy4YBaAHETO €
CNpsiHO npexaespeMeHHo cneq nybnmkyBaHe Ha npoydsaHeTo RODIN, koeTo nokassa, 4ye
Kogenate FS Moxe aa e CBbp3aH C NOBULLEH PUCK OT obpa3syBaHe Ha MHXMbuTopu. Makap 4ye
ToBa He 61 Morno Aa 6bae NpeAoTBpaTEHO, PAHHOTO NpeKpaTsaBaHe Ha OTKPUTO NMpoyYBaHe
nopa)paa Bb3MOXHOCTTa OT CUCTEMaTU4YHa rpeLlka, CBbp3aHa C nscnegosartens, KakTo u
noBuLlLIaBaHe Ha BEPOATHOCTTA OT OTKPUBaHE Ha edeKT, KOUTO He e Hanuue.

e Pexxnmmte Ha nedeHune B EC ca pasnmuHu OT Te3n B npoy4ysaHeTo SIPPET. 3HauMMoCTTa 3a
KAMHM4YHaTa npaktnka B EC (M CbOTBETHO 3a NpoAYKTUTE, NMpeAMET Ha Tasu npoueaypa) e
cneposaTesiHO noj Bbnpoc. He e curypHo ganu pesyntatute ot SIPPET morat ga 6vaart
€KCTpanosiMpaHn KbM pucka OT MHXnbuTopu npu HIM B HacToswaTta KAMHUYHA NpakTuka B
EC, T KaTo MOAasnHOCTTa U MHTEH3UTETA Ha JlIeYeHMeTO ca NpeaoXeHn KaTo PUCKOBM
dakTOpK 3@ pa3BUTME Ha MHXMOBUTOPKU B NpeauLlHn npoydBaHus. Mpeam Bcuyko KXIM 3a EC
He BKJII0YBA U3MeHeHa npodunakTmka (KakTo e onpeaeneHa B npoyysaHeTo SIPPET) kaTto
pa3spelleHa A03MPOBKa, @ Bb34AENCTBMETO Ha o4eBuaAHUSA agncbanaHc B HEYTOUHEHUTE APy
KOMbMHauMM Ha MOAAsIHOCT Ha JIeYeHUETO BbpXy pe3ayntatute oT SIPPET e HeusBecTHo. Mo
Tasn NpuUYMHa OCTaBa HESICHO Aanu CbLMAT AndepeHLumaneH puck oT pa3BuMTME Ha
nHxnbuTopn, HabnogasaH B npoyysaHeTo SIPPET, 6u 6un oueBnaeH npu naumeHTCKn
nonynauun, eKyBaHW 4pe3 PYTUHHU TPUXK B APYIU AbPXXaBu, KbAETO MOAA/IHOCTTA Ha
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neyeHneTo (T.e. MbpBUYHA NpodurIaKkTUKa) ce pasnmMyasa OT Ta3n B NPOyYBAHETO.
JonbnHUTENHUTE NOSICHEHUS, NPeAoCTaBeHn oT aBTopuTe Ha SIPPET, He pa3cenBaTt
HaMbJIHO Ta3Wu HesACHOTa.

Cnep kaTo pa3rnega nocoveHute no-rope pesyntaTtn ot SIPPET, nybnukyBaHaTa nutepaTtypa u
BCMYKaTa MHdopMauunsa, npegoctaseHa oT NPY, KakTo 1 Bb3reanTe, U3paseHn OT eKkcrnepTuTe no
BpeMe Ha n3BbHpeaHaTa ekcrnepTHa cpewa, PRAC cTurHa A0 3aK/Il0YEHUETO, Ye:

e PasBUTUETO Ha MHXNOBUTOPU € naeHTuduUmMpaH puck n npm npoayktute ¢ pdFVIII, n npu Tesu
¢ rFVIII. Bbnpekn 4ye KAMHUYHUTE NPOoYyYBaHUSA 3@ HAKOU OTAENHU MPOAYKTN YCTaHOBABAT
orpaHmyeH 6poi cny4yam Ha pas3BuUTUE Ha MHXMOUTOPMK, TOBa Ca NO-CKOPO MPOy4YBaHUS B
ManbK Mawab n ¢ MeToA0NIOMMYHM OrPaHUYEHNS UK TakMBa, KOMTO HE ca NOAXOASLLO
NpOEeKTMPaHM 3a OLeHKa Ha TO3N PUCK.

o [poaykTtute C FVIII ca xeTeporeHHW N He MOXe Aa Ce U3KYM BEPOATHOCTTA 3a pas/inyHa
YecToTa Ha pa3BUTUE Ha MHXMBUTOPU MexXAay oTAeNHUTE NPOAYKTU.

e OTAenHM NpoyyBaHns aeHTUUUMPAT WKMPOK 06XBaT OT pasBUTME Ha UHXMBUTOPU NpU
pasfIYHM NMpPOAYKTU, HO AMPEKTHaTa CPAaBHUMOCT Ha pe3ynTaTuTe OT NMpoy4YBaHUsiTa e
HeHaJex4Ha nopaau pa3Hoobpa3neTo OT METOAM Ha M3C/eABaHe U MauueHTCKuTe
nonynauum c TedeHne Ha BPeMETO.

e [MpoyuyBaHeTo SIPPET He e npoeKkTMpaHOo Aa OuEHW pUCKa OT pasBUTME Ha MHXMBUTOPK 3a
OTAENTHU MPOAYKTU U BKJIIOYBA OrpaHmMyeH 6poi npoayktu, cbabpxawm FVIIL. Mopaaun
XEeTeporeHoCTTa Ha pas/InyHUTE NPOAYKTU CbLLECTBYBA 3HAaYUTENHa HECUTYPHOCT Npw
EeKCTpanosipaHe Ha pe3ynTaTuTe OT NPOyYBaHUs, KOUTO OLEHSBAT CaMo edeKTu Ha Knaca,
KbM OTAENHM NPOAYKTN, N 0COHBEHO KbM NPOAYKTU (BKIKOUYMUTENHO HAaCKOPO paspeLleHun
NPOAYKTW), KOUTO He Ca BK/IIOUYEHU B Te3n NpoyyBaHus.

e B 3akntoyeHne PRAC otbensasBsa, ye KbM AHELWIHa AaTa NOBEYETO NpOoyyYBaHWUS, OLEHSBaLUN
AndepeHunanHnsa puck oT passBuTve Ha MHXMBUTOpKU Mexay Kiacose npoaykTtu ¢ FVIII,
cTpajaT OoT peauua noTeHuMaaHn MeToA00rMYHN OrpaHUYEeHNS U Bb3 OCHOBA Ha
pa3srnefaHuTe HalM4YyHW JaHHW HAMa SCHW U nocnefoBaTesIHW AoKa3aTencTsa, 3a Aa ce
npeanonoXart pas/inymsa B OTHOCUTENHUSA PUCK MexXAay KnacoseTe npoayktu ¢ FVIII. lMo-
KOHKPETHO, pe3ynTaTtute oT npoyysaHeTo SIPPET, KakTo n Te3n OT OTAENHUTE KITMHUYHU
n3nuteaHmsa n obcepBauMOHHUTE NPOYyYBaHUS, BKIOYEHU OT oTroBopuTe Ha MPY, He ca
[OCTaTb4YHK, 32 Aa Ce NOTBBbPASAT KaKBMTO M Aa 6unum nocnenoBaTesniHn, CTaTUCTUYECKU U
KIVHUYHW 3HAYMMWN PAa3IMKN B pUCKa OT MHXMBUTOpKU Mexay knacoseTe npoayktun ¢ rFVIII n
c pdFVIII.

C ornepn Ha ropeusnoxeHoto PRAC npenopbyBa cnegHUTe akTyanms3aumm Ha Toukun 4.4, 4.8 n 5.1 ot
KXT1, KakTo 1 TOYKK 2 1 4 OT INCTOBKATa 3a NPOAYKTUTE, cbabpxawmn FVIII, nokasaHn 3a neyeHue
M npodunakTukKa Ha KbpBEHE Mpu nauymeHTn ¢ xemodpunma A (BpoaeH aeduunt Ha dakTop VIII),
KaKTo cneaBsa:

e Touka 4.4 ot KXI1 cneaBa ga ce U3MeHuU, Taka 4ye [a BK/IYBA npeayrnpexaeHme OTHOCHO
KNMHWYHaTa 3Ha4YMMOCT Ha HabnaeHneTo Ha NauMeHTUTe 3a pa3BUTME Ha MHXMBUTOpK Ha
FVIII (No-KOHKpPETHO npeaynpexaeHne 3a KIIMHUYHUTE NOCNeACTBUS OT MHXNOBUTOPU C
HUCBbK TUTbP B CPaBHEHWE C UHXMBUTOPU C BUCOK TUTBLP).

e [1o oTHOWeEHMe Ha Toukn 4.8 n 5.1 ot KXIM PRAC otbenssBa, 4e HAKONKO NpoAYyKTa,
cbabpxawu FVIII, noHacTosweM BKAKOYBAT NO30BaBaHe Ha AaHHW OT pe3ysTaTtu oT
Npoy4YBaHUs, KOUTO HE MO3BONSABAT Aa Ce HanpaBW KAaTEroOpUYHO 3aK/IH0YEHME OTHOCHO
puCKa OT MHXMOUTOPU 3a OTAENHU MPOAYKTU. T KaTo AaHHUTE nNpeanonaraTt, 4e BCUYKKU
NMpoAyKTW, CbabpXawy YyoBelwkn FVIII, HOCAT pUCK OT pa3BUTME Ha MHXMBUTOPU, NOAO6HMU
N3noxeHus cneasa ga 6vaart npemMaxHaTu. HanMuHuTe AaHHKM Ca B MoAKpena Ha vyecTtoTa Ha
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pa3BuUTME Ha UHXMBbUTOpK Ha FVIII B paMkuTe Ha ,,MHOro yecta™ u ,He4dyecta" CbOTBETHO 3a
HMMN v NNN, nopaan koeto PRAC npenopbyBa KXI aa 6bae kopurmpaHa B CbOTBETCTBUE C
Te3n 4YeCToTU, OCBEH ako He e 060CHOBAHO MO APYr HAaYMH OT CNeUn@UYHN AaHHU 3a
npoAayKTa. 3a NpoAYKTU, 3a KOUTO TouKa 4.2 cbabpiKa cregHOTo TBbpAaeHune 3a HIM:
»<HenekysaHu npeaun ToBa nayneHTn. besonacHocTtra un egpnkacHocTTa Ha {(cBob60aHO
n36paHo) uMe} rnpu HeseKyBaHu Npeau ToBa rnayneHTH BCE OLLYE HE Ca yCTaHOBEHM.
Jluncear gaHHu. >), ropenoco4deHarta vyecrtota 3a HIM He Tpsabea aa ce npunara. Mo
OTHOLIEHWEe Ha Touka 5.1 BCSIKO NO30BaBaHe Ha Npoy4YBaHMSA 3a pa3BUTUE Ha MHXMB0TOpK
npwn HOM v JIMNTM cnenBa Aa ce npeMaxHe, 0OCBEH ako NpoyyBaHMATa He ca NnpoBeAeHn B
CbOTBETCTBME C NJaH 33 NeanaTpu4yHO U3cnenBaHe UM ako NpoyyBaHUsaTa NpeaocTaBsaT
COMMAHW A0Ka3aTencTBa 3a YyecToTa Ha MHxmbutopwm npu HIMM, KOATO € no-mManka oT ,MHOro
yecta", wnn 3a JIMNM, KoaTo e pasnnyHa oT ,HeyecTa" (KaKTo € U3JI0XEHO B MPUN0XEHUSTa
KbM OoUeHbYHUS aoknaa Ha PRAC).

B gonbsiHEHME KbM OueHKaTa Ha CbBKYMHOCTTa Ha OTroBopuTe, npenoctaseHu oT MPY 3a Cy30KTOKOr
anda (Obizur), PRAC e Ha MHeHMe, Yye pe3ynTaTbT OT Ta3n npoueaypa no ceampaHe no 4neH 31 He
Cce OTHacs 3a TO3M NPOAYKT npeasua nokasaHmeto Ha Obizur (npnaobuta xemodpunus A B pesynrtar
Ha MHXMBUTOPHU aHTUTENa cpewy eHaoreHeH FVIII) n pasnuyHaTa uenesa nonynauyus.

CboTHOLWEeHne nonsa/puUck

Bb3 ocHOBa Ha TeKkyLwuTe AgaHHKW OT npoy4yBaHeTo SIPPET, KakTo U AaHHM OT OTAENHU KIMHUYHN
M3nNuTBaHMsA N o6cepBaUMOHHN NPOy4YBaHUSA, BKJIOUYEeHM B oTroBopuTe Ha MPY, n ctaHoBuwaTa,
n3paseHun OT eKCcrnepTuTe Mo BpEME Ha U3BbHpeaHaTa ekcrnepTHa cpewa, PRAC ce cbrnacssa, ve
HacTosWMTEe AaHHM He NPeaoCTaBAT ICHM M nocnefoBaTeHM AoKa3aTeNcTBa 3a KakBuTo 1 ga 6mno
CTaTUCTUYECKN U KJIMHUYHO 3HAYMMM pas3finKK 3a pUcKa OT MHXMOBUTOPKU Mexay NMpoayKTuTe,
cbabpxawm rrFVIII, n Te3n, cbabvpxawm pdFVIII. He moraT fa ce HanpaBsAT HUKAKBWU 3aK/lOHEHUS 3a
ponata Ha VWF 3a npeanassaHe OT pasBuTUE Ha MHXMbuTopw.

Mpeasua dakTa, Ye ToBa Ca XeTEPOreHHU NPOAYKTWN, TOBA HE U3K/OYBA OTAENHU NPOAYKTM Aa
6bAaT CBbpP3aHM C MOBULLEH PUCK OT Pa3BUTUE HA UHXUOBUTOPK B TEKYLLM UK 6baelm NnpoyyBaHus
npu HMM.

OTAenHn NpoyyBaHus ca naeHTUdUUMpanm Wpok obxBaT OT YeCToTa Ha pa3BUTUE Ha MHXMOEUTOPU
npw HIM npu pa3nnyHn NpoaykTn, a npoyydsaHeTo SIPPET He e npoekTupaHo Aa Harnpaswu
pasrpaHuyeHne Mexay oTaenHuTe NPoAYKTU BbB BCEKU Knac. Nopaan MHOro pasfiMvyHn MeToAM Ha
nscnenBaHe M nauneHTCKn nonynaumm, KOMTO Ca NMpoyYBaHW B TEYEHWE HA BPEMETO, KakTo 1
HenocneaoBaTeHN pe3ynTaTu OT pa3numyHuTe npoydsaHus, PRAC yctaHoBABa, Ye CbBKYMHOCTTa OT
BCUYKW AAHHW He NoAKpens 3ak/4YeHUETOo, Ye KaTo Kac iekapcTeaTa, CbAbpiKalim
pekoMbuHaHTeH dakTop VIII, npeacrasnsaBaT No-rosisiM puck OT pasBUTUE Ha MHXMBUTOPK B
CpaBHeHWe C Kflaca NpoAyKTWU, U3BMIEYEHU OT naasma.

OcseH ToBa PRAC oTbenssBa, Ye HAKOMKO NpoAyKTa, cbabpxawm FVIII, noHacTosLweM BKIOYBAT B
CBOSATa MHPOpMaLMs 3a NpoAYyKTa NO30BaBaHe Ha AaHHW OT pe3ynTaTu OT NpOoyyYBaHUSA, KOUTO He
[OMyCKaT KaTeropuyHoO 3aK/toyeHne OTHOCHO pucKa OT pa3BUTUE Ha MHXMOUTOPK 3a@ OTAEHU
npoayktn. Tbi KaTo AaHHUTE NpeanonaraTt, Ye BCUUYKM NPoAYKTU, CbabpXalum YoBewkn FVIII,
HOCAT pUCK OT pasBuUTME Ha MHXMBUTOPU, B PaMKUTE Ha YeCToTUTe ,MHOro Yyecta" u ,Hedyecrta"
cboTBeTHO 3a HIM m JINM, PRAC npenopbyBa KXl aa 6bae KopurnpaHa B CbOTBETCTBUE C TE3N
4YeCcTOoTU, OCBEH @Ko He € 060CHOBaAHO MO APYr HaYMH OT cneunduyHn AaHHK 3a NpoayKTa.

C ornep Ha ropeusnoxeHoto PRAC 3akntoyvaBa, Ye CbOTHOLLIEHMETO NoNn3a/puck Ha NpoayKTUTe,
cbabpxawm daktop VIII, nokasaHu 3a neyeHne n npoduaakTuka Ha KbpBeHe Npu naumMeHTn c
xemodunmsa A (BpoaeH aedumumt Ha dakTop VIII) octaBa 6n1aronpmMsaTHO Npu Cria3BaHe Ha
CcbriacyBaHuUTe NPOMeHU B MHGopMauusaTa 3a npoaykTa (Touka 4.4, 4.8 n 5.1 ot KXIN).
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NMpoueaypa Nno npepasrnexagaHe

Cnep npmnemMaHeTo Ha npenopbkaTa Ha PRAC Ha 3aceaaHueTo Ha PRAC npe3 mai 2017 .
npuTexaTensaT Ha pa3pelweHune 3a ynotpeba (MPY) LFB Biomedicaments n3pasn Hecbrnacme ¢
nbpBOHayanHaTta npenopbka Ha PRAC.

MpenBua noapobHMTE OCHOBaHUs, npeanoctaBeHn oT MPY, PRAC n3BbplM HOBA OLIEHKA Ha
HaNMUYHUTE faHHU B KOHTEKCTa Ha npepasriexaaHeTo.

O6cb)xaaHe Ha PRAC OTHOCHO OCHOBaHMATa 3a NpepasriexaaHe

MpoyuBaHeTo SIPPET He e NpoeKTUPaHO Aa OLEHU pUcka OT pa3BUTUE Ha UHXMOUTOPU 3a OTAESNHMU
NPOAYKTW M BK/OYBA OrpaHnyeH 6pon npoaykTtu, ceabpxawm FVIIL. MNopaan xeteporeHocTTa Ha
pasnnyHUTE NPOAYKTU CbLLECTBYBA 3HAaUMTENHA HECUTYPHOCT NPU eKCTpanosMpaHe Ha pesyntatuTe
OT NPOy4YBaHUSA, KOUTO OLEHABAT caMo edeKTN Ha Kfaca, KbM OTAENHM NPOAYKTU, N 0COBEHO KbM
NPOAYKTW (BKIOUNTENHO HAaCKOPO paspeLlleHun NpoayKTh), KOUTO He Ca BK/IHOYEHU B Te3N
npoyysaHus. Pe3ynTtatute ot npoy4ysaHeTo SIPPET, KakTo 1 Te3n OT OTAENHUTE KJIMHUYHU
n3nuTeaHmnsa n obcepBauMOHHUTE NPOYYBaAHUS, HE Ca AOCTaTbyHU, 3@ Aa Ce NOTBLPAAT KakBUTO M Aa
61nn nocnenoBaTeNiHU, CTaTUCTUYECKU U KIIMHUYHW 3HAYNMWN Pa3fIMKKN B pUcka OT MHXMBUTOPU
Mexnay knacoseTe npoayktu ¢ rFVIII n ¢ pdFVIIL.

Kato usno PRAC noaabpKa CBOMTE 3aK/Il04YeHUs, Ye CcTaHgapTmaMpaHaTa nHdopmaums 3a yecrtotaTta
npu npoayktTnte, cbabpxawm FVIII, npmn HMOM v JIMNMN cneaBa aa 6bae otpaseHa B Touka 4.8 oT KHP,
OCBEH ako Apyr o6xBaT Ha YecToTa 3a KOHKpPETEH NIEKapCTBEH NPOAYKT HE € AEMOHCTPUpPaH oT
COMINOHWN KIIMHWUYHWU MPOYYBaHUS, YUNTO pe3ynTaTu cneasa ga 6bvaat 0606weHn B Touka 5.1.

ExkcnepTHa KOHcynTauus

PRAC npoBefe KOHCyNnTaumMa C eKCnepTHa rpyrna no BpeMe Ha af-XoK cpeLla rno HAKOW acrnekTu oT
noapobHMUTE ocHoBaHUs, npegoctaBeHn oT LFB Biomedicaments.

KaTo usno ekcneptHaTta rpyna noakpens nbpBOHayanHuTe 3akniyeHns Ha PRAC u npuema, ve
npeanoxeHaTta nHdopmaums 3a NpoayKTa OCUrypsiea adekBaTHO HUBO Ha NOAXOASLWO MHMOPMUpPaHe
Ha NpeanucealLunTe NeKkapu 1 naumeHTUTe OTHOCHO pUCKa OT pa3BuTUE Ha uHxmMbutopu. He ce
npenopbyBaT AOMNbAHUTENHM CbOOLWEHNS OTHOCHO PUCKOBUTE (PaKTOPKU 3@ pa3BUTUE HA MHXMOUTOPHK
M3BBbH MHMOpMaumMaTa 3a NpoayKTa N AOMbAHUTENTHW MEPKU 3a HaMansBaHe Ha pucka.

pynaTa cbllo Taka npuema, ye B KXI He cneasa Aa 6bAaT BKIHOUYEHM KOHKPETHM AaHHW OTHOCHO
yecroTaTa Ha pasBMTUE HA UHXMBUTOPM 32 BCEKU MPOAYKT, Thbil KaTO HA/IMUHUTE MPOYyUYBaHUA HE ce
LOCTaTbyHO 060CHOBAHM, 3@ Aa Ce HanpaBaT TOYHU M3BOAM 3@ abCOIIOTHATA YeCcToTa 3a BCEKU
MPOAYKT MMM 3@ OTHOCUTENHATa YEeCToTa Ha Bb3HUKBAHE Ha UHXUBUTOPU MEXay pa3nnuyHuTe
NpoAyKTHU.

ExkcnepTuTe nogyepTaBar, Ye CbTPYyAHUYECTBOTO MeXAY akaAeMUUYHUTE cpean, MHAYCTpUsATa U
perynaTtopHuTe opraHu TpsibBa fa ce noowpsiBa, 3a Aa MoraT Aa ce cbbupaT XapMOHM3MpPaHU AaHHU
ypes perucrpu.

3aknovyeHusa Ha PRAC

B 3aknioyeHne, 0CBEH MbpBOHaYanHaTa oueHKa W npoueayparta no npepasrnexaaHe, PRAC
noaabpKa CBOETO 3aK/Ilo4eHne, Ye CbOTHOLIEHWETO Noa3a/puUcK Npu nekapcTBeEHUTE NPOAYKTH,
CbAbpXalun U3BfeveH OT YoBellka nnasma daktop VIII, n Te3n, cbabpxawm peKkoMbnHaHTeH
KoarynaumoHeH dakTop VIII, octaBa 61aronpmMaTHO NpuW Cna3BaHe Ha CbrnacyBaHUTE MPOMEHU B
MHpopMauusaTa 3a npoaykTa (Touka 4.4, 4.8 n 5.1 ot KXIN).

PRAC npuema npenopbka Ha 01 centemBpu 2017 r., KOoATO cnep ToBa e pasrnegaHa ot CHMP B
cboTBeTCcTBME C UneH 107k ot AmupektmnBa 2001/83/EO.
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O6wwo0 pe3roMe Ha Hay4yHaTa oueHka Ha PRAC
KaTo ce nma npeasua, ye:

e PRAC pa3srnepa npoueaypata no uneH 31 ot Aupektnea 2001/83/EO, npousTnyawa ot
AaHHUTe 3a hapMakonormyHa 64nTeNnHoCT, 3a 1eKapCcTBEHN NPOAYKTU, CbAbpXKalumn
M3BfeYeH OT YoBewka nnasma dakrtop VIII, n Taknea, CbabpXalinm peKoMObnHaHTeH
KoarynauuoHeH daktop VIII (Bx. MNMpunoxeHue I u MpunoxeHune A).

e PRAC pasrnepa CbBKYMNHOCTTa OT AaHHMW, NpeAoCTaBeHM No OTHOLWEHWE Ha pucKa OT pa3BuTue
Ha MHXMBUTOPM 3a KJlaCoOBETE NPOAYKTU, CbAbpXKallun pekoMbuHaHTeH FVIII, u Te3n,
CbAbpiXXallM n3BsiedeH oT Yyosewka nna3ma FVIII, npn HenekyBaHn npeau ToBa NaumeHTm
(HNM). Tosa BkNtOUBa Ny6nMKyBaHa nuTepaTypa (NpoyysaHeTo SIPPET®), naHHu,
reHepupaHun OT OTAENHU KIMHUYHU U3NUTBaHWUS 1 peanua o6cepBaulMOHHN NPOYyYBaHKS,
npeaoCTaBeHM OT NpuUTexaTenuTe Ha paspelueHuns 3a ynotpeba, BKAOUMTENHO AaHHUTE,
reHepupaHu rnpu rosieMm MHOrOLEHTPOBM KOXOPTHU NPOyYBaHUSA, JaHHUTE, NpefoCTaBeHU
OT HauWOHAaNIHUTE KOMMETEHTHU OpPraHu Ha AbpXaBuTe YneHku Ha EC, kakTo u oTroBopuTe,
npeaocTaBeHn OT aBTopuTe Ha npoyysaHeTo SIPPET. PRAC cbllo Taka pa3srnega
OCHOBaHuATa, npeacrtaBeHn ot LFB Biomedicaments kaTo ocHOBa 3a TsixHaTa Monba 3a
npepasrnexzaaHe Ha npenopbkaTta Ha PRAC, KakTo W CTaHOBMLIATa, U3pa3eHun No BpeME Ha
ABe eKCrnepTHU cpelun, npoeedeHu Ha 22 despyapu n 3 aBryct 2017 r.

e PRAC otbenssBa, ye npouvyBaHeTo SIPPET He e npoeKkTMpaHO Aa OUEeHW pucKa OT pa3BUTUE Ha
MHXMBUTOPK 3@ OTAENHM NMPOAYKTU M KaTo LUSAA0 BK/KOYBA OrpaHuyeH 6pon npoaykTu,
cvabpxawm FVIIIL. MNopaan xeTeporeHoCTTa Ha pas/inyHUTE NPoAYyKTU CbLUECTBYBa
3HaYUTEeNIHa HECUTYPHOCT NpU eKCTpanoanpaHe Ha pe3yaTaTtuTe OT NpoyYBaHUS, KOUTO
oueHsiBaT caMo edeKTu Ha Knaca, KbM OTAEHN NPOAYKTU, N 0COBEHO KbM NMPOAYKTU, KOUTO
HEe Ca BKJ/IIOYEHM B Te3U NpOy4YBaHUS.

e PRAC cblyo cumTa, 4Ye npoyysaHudATa, NpoBeAEHN A0 AHELWHa AaTa, cTpajaT oT peauvua
MEeTOA0NOrMYHM OrPaHNYEHNs N B KpaliHa CMeTKa NINCBaT SAICHU M nocnefoBaTeNHU AAHHY,
KOWTO Aa NpeanonoxaT pasnmunsa B OTHOCUTENTHUSA PUCK MeXAy KacoBeTe NPOAYKTH,
cbabpxawm FVIII, Bb3 oCcHOBa Ha Ha/MyHUTE AaHHWU. [0-KOHKPETHO, pe3ynTaTuTe oT
npoy4yBaHeTo SIPPET, KakTo 1 Te3n OT OTAENHUTE KIIMHUYHWN U3NUTBAHUS U
obcepBaLMOHHNTE NPOYyYBaHUS, BKIOHEHN OT OoTroBopuTte Ha MPY, He ca gocTaTbuyHK, 3a Aa
ce NoTBbPAAT KaKBUTO M Aa 6bunu nocnegosaTenHn, CTaTUCTUHECKN N KIMHUYHW 3HAYMMKU
pa3sinkn B pycka oT MHXnbutopun mexay knacosete npoaykTtu ¢ rFVIII n ¢ pdFVIIL. MNpeasua
dakTa, 4Ye TOBa Ca XETePOreHHWN NPoAYyKTM, TOBA HE U3K/IOYBA OTAENHU NPOAYKTU Aa 6baaT
CBbpP3aHU C MNOBULLEH PUCK OT PasBUTUE HA UHXMOBUTOPU B TEKYLLM UM 6bAeLlmn NpoyyBaHns
npu HMM.

e PRAC oTbensasBa, 4ye edpmkacHocTTa 1 6e3onacHoCTTa Ha NpoAyKTU, Cbabpxalun gaktop VIII,
KaKTO Ca NoKasaHu 3a sieyeHre n npodunakTnka Ha KbpBeHe npu naumeHTn ¢ xemopmnus
A, ca yctaHoBeHW. Bb3 0CHOBa Ha HanuuHuTe gaHHn PRAC cuuTta, 4ye ce Hanara
akTyanusmpaHe Ha KX 3a npoayktute, cbabpxawm FVIII: Touka 4.4 cnenBa Aa ce U3MeHU,
Taka 4ye Ja BKJtoYBa NpeaynpexaeHne OTHOCHO K/IMHUYHATa 3Ha4YMMOCT Ha HabnioaeHMETo
Ha NauueHTuTe 3a pa3BuTue Ha uHxmbutopm Ha FVIII. Mo oTHOWeHWe Ha Toukn 4.8 n 5.1
PRAC oTbenssBa, Ye HAKONKO NpoAyKTa, cbabpxawwn FVIII, noHacToawem BKaoyBaT
no3oBaBaHe Ha AaHHW OT pe3yfaTaTh OT NpoYyBaHUs, KOUTO He NO3BONABaT Aa Ce Hanpasu
KaTeropnuyHo 3akso4eHne OTHOCHO pUCKa OT UHXMBUTOPU 3a OTAENHW NPOAYKTU. PesynTtatn
OT K/IMHWYHU NMPOYYBaHUSA, KOUTO He ca AOCTaTbYyHO HaaexaHu (Hanp. cTpagaTt oT

8 Peyvandi F, Mannucci PM, Garagiola I, et al. A Randomized Trial of Factor VIII and Neutralizing Antibodies in Hemophilia A. The New England
journal of medicine 2016 May 26;374(21):2054-64
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MeTOA0M0rMYHN OrpaHMyeHuns), He Tpabea aa 6baaT oTpaseHn B MHdoOpMaumuaTa 3a
npoayKTa 3a NpoaykTu, cbabpxawm FVIIII. PRAC npenopbyBa MH@OpMaLmsaTa 3a NpoayKTa
Aa 6bae nsmeHeHa no noaxoasaw, HaumMH. OcCBeH TOBa, Tbil KaTo AaHHUTE npeanonaraT, ye
BCUYKM NPOAYKTU, CbabpXalwm YoBewkn FVIII, HOCAT pucK OT pa3BuTUE Ha MHXMbuUTOpH, B
paMKWUTE Ha YeCToTuTe ,MHOro Yyecrta" u ,Hedecta" cboTtBeTHO 3a HIM v JINM, PRAC
npenopbyBa MHGOpMaLMSTa 3a NPOAYKTa 3a Te3u NpoAyKTU Aa 6bae kopurmpaHa B
CbOTBETCTBME C TE€3M YEeCTOTU, OCBEH aKo He € 060CHOBAHO NO APYr HAYUH OT crneunduyHn
OaHHW 3@ NpoAyKTa.

ETo 3awo PRAC 3akntouBa, 4e CbOTHOLIEHNETO N0N3a/pPUCK NPU NeKapCTBEHN NPOAYKTU,
CbAbpXalln n3BsieveH OT YoBelka nnasma daktop VIII, u Takuea, Cbabpxalwmn pekoMbruHaHTeH
KoarynaumoHeH dakTop VIII, octaBa 6naronp1saTHO, KaTo NpenopbyBa U3MEHEHUS Ha YC/I0BMSATa Ha
pa3pellieHusaTa 3a ynoTtpeba.

Cranosuue Ha CHMP

Cnen kaTo npepa3srnega npenopbkaTta Ha PRAC, CMHP ce cbrnacsBa € USJIOCTHUTE 3aK/II0HEHUS U
OCHOBaHus 3a npenopbkaTa Ha PRAC.
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