NNPUJIIOXKEHUE 1

KPATKA XAPAKTEPUCTHUKA HA ITIPOJAYKTA



vT03I/I JIEKapCTBEH MPOIYKT MOAJIEKH Ha AOIBIHUTEIHO HaOmoaeHue. ToBa e no3Boiu 06p30To
yCTaHOBsIBaHE HA HOBA MH(POPMAIIUS OTHOCHO Oe3omacHocTTa. OT MEAUIIMHCKHUTE CIICIIHATIMCTH Ce
M3UCKBA Jla ChOOIABAT BCSKA ITOI03UpaHa HEXKeNaHa peakiys. 3a HaunHa Ha choOIIaBaHe Ha
HEXEJIaHU PeaKkLUu BUXKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Esperoct 500 IU npax u pa3TBOpUTEIN 32 HHKEKIIMOHEH Pa3TBOP

Esperoct 1 000 IU npax u pa3TBOpHUTEI 32 HHKEKIIMOHEH Pa3TBOP
Esperoct 1 500 IU npax u pa3TBOpUTEI 32 MHKEKIIMOHEH Pa3TBOP
Esperoct 2 000 IU mpax u pa3TBOPHUTEI 32 HHKXEKIIMOHEH Pa3TBOP
Esperoct 3 000 IU npax u pa3TBOpHUTEI 32 HHKEKIIMOHEH Pa3TBOP
Esperoct 4 000 IU npax u pa3TBOpUTEII 32 HHKEKIIMOHEH Pa3TBOP
Esperoct 5 000 IU mpax u pa3TBOPHUTEN 32 HHKXEKIIMOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Esperoct 500 IU npax ¥ pa3TBOPUTEI 33 HHXKEKIIMOHEH Pa3TBOD
Bceeku ¢nakon ¢ npax chaspxka HomuHanHo 500 U TypokTokor anda nmeron (turoctocog alfa pegol)*.
Crnen pekoHcTuTyupane 1 ml oT pastBopa chabprka nmpudamsurentno 125 [U TypokTokor anda meror.

Esperoct 1 000 IU npax ¥ pa3TBOPHUTEI 32 HHKEKIIMOHEH PA3TBOD

Bceku dnakon ¢ mpax cpabpka HomuHTHO 1 000 IU TypokTOKOT anda mero

(turoctocog alfa pegol)*.

Crnen pexonctutyupane 1 ml ot pasrBopa cbabpika mpudausutesao 250 IU TypokTokor anda merom.

Esperoct 1 500 IU npax 1 pa3TBOPHUTEI 32 HHKEKIIMOHEH Pa3TBOP

Bceku ¢nakon ¢ npax ceabspxka HomuHanHo 1 500 U TypoxTokor anda meroin

(turoctocog alfa pegol)*.

Crnen pekoHctuTyupane 1 ml oT pa3tBopa chabprka npudamsutenno 375 [U TypokTokor anda meror.

Esperoct 2 000 IU npax ¥ pa3sTBOPHUTEI 33 HHXKEKIIMOHEH PA3TBOD

Bceeku dmakon ¢ mpax cpabpka HomuHATHO 2 000 IU TypokTOoKOT anda meroi

(turoctocog alfa pegol)*.

Crnen pexonctutyupane 1 ml ot pasrBopa cbabpika npubdausuteo 500 IU TypokTokor anda merosm.

Esperoct 3 000 IU npax u pa3TBOPUTEII 332 MHKEKIUOHEH Pa3TBOD

Bceku ¢nakon ¢ npax ceabspxka HomuHanHo 3 000 IU TypoxTokor anda meroin

(turoctocog alfa pegol)*.

Crnen pekoHctutyupane 1 ml oT pastBopa ceabprka nmpudamsurenno 750 IU TypokTokor anda meror.

Esperoct 4 000 IU npax ¥ pa3sTBOPHUTEI 3a HHXKEKIIMOHEH Pa3TBOD

Bcexku dnakon ¢ mpax cpappika HomuHATHO 4 000 1U TypokToxor anda neron
(turoctocog alfa pegol)*.

Cren pexonctutynpane 1 ml ot paztBopa cbabpika npudamsurenno 1 000 1U
TYPOKTOKOT aa merod.

Esperoct 5 000 IU npax 1 pa3TBOPHUTEI 332 HHKEKIIMOHEH Pa3TBOP

Bceku ¢uakon ¢ npax ceabspxa HomuHanHo 5 000 IU TypokTokor anda meroin
(turoctocog alfa pegol)*.

Cnen pexonctutyupane 1 ml ot pa3rBopa cbabprxka npudausutento 1 250 1U
TYPOKTOKOT anda mero.

AxtusHoctTa (IU) e onpenmenena ape3 XpoMoreHHUs TecT 1o EBporeiickaTta gpapmakornes.
CrnenuduyHaTa akTHBHOCT Ha TypOKTOKOT ajida neroi e npuoausutenno 9 500 IU/mg nporenH.



AKTHBHOTO BEIIECTBO, TYPOKTOKOT aa Mero, ¢ KOBaICHTEH KOHIOraT Ha MPOTEHHA TYPOKTOKOT
anda* ¢ 40 kDa monmmernnenrnukon (ITED).

*Yosemku akrop VIII, mpoussenen upe3 pekomOuaanTHa JJHK TexHOMOTHS B KIETHYHA THHUS OT
sitaHuK Ha kuTaicku xamcrep (Chinese Hamster Ovary, CHO), 6e3 u3non3Bane Ha J00OaBKH OT
YOBEUIKU WM )KMBOTHHCKH MPOU3XO0/ B KJIEThYHATA KYJITypa, IPEUNCTBAHETO, KOHIOTUPAHETO WIIH
ChCTaBa Ha KpallHus NpoaykT Esperoct.

TloMOIIHH BENIECTBA C U3BECTHO JEUCTBHUE

Bceku dnakon cnen pekoHcTutyupane cbabpxa 30,5 mg HaTpuit (BK. Touka 4.4).

3a IIBJIHMS CIIMCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

[Ipax u pa3TBOpUTEN 32 MHKEKIIMOHEH Pa3TBOP
[IpaxbT € 0511 10 mouTH O

PazTBOpuTENAT € OUCTHD U OC3IBETEH.

pH: 6,9.

Ocmomnamuret: 590 mOsmol/kg.

4. KJIMWHUYHHU JAHHHU
4.1 TepaneBTHYHU NOKA3AHMSA

Jleyenne u mpoQUIAKTHKA HA KPHBOW3JIMBY TPH MAIMEHTH HA U HaJl 12 TOJMIITHA BB3PACT C
xemouiust A (BpoaeH aepunut Ha paktop VIII).

4.2  Jlo3upoBKa U HAYMH HA NMPUJIOKEHHE
JleyenueTo TpsOBa Aa 3aNI0YHE TIOA KOHTPOJIA Ha JIEKAp C ONMUT IIPH JICYEHUE HA XeMODUIIHnSI.

IIpocnensiBaHe Ha JICYCHUETO

Ilo BpeMe Ha Kypca Ha JieueHHe Ce IPENopbUBa IIOIXOAAII0 ONPEAesIHE Ha HUBAaTa Ha aKTUBHOCT Ha
(dakrop VIII, 3a na ce n3nos3ea 3a KOPSKIMK HAa cXxeMaTa Ha npuiaraie Ha Esperoct, ako e
HeoOxoauMo. OTroBopsT KbM Qaktop VIII npu oTAenHNUTE NAIMEHTH MOXKeE Jja Bapupa, KOeTo ce
U3pa3siBa B pa3IMyeH NOJIYXKUBOT U MHKPEMEHTHO Bb3CTaHOBsIBaHe. J[03aTa, Bb3 OCHOBA Ha TEJIIECHOTO
TErJI0, MOKe /1a € He0OXO0IMMO Jla c€ KOPUTHpA MPH MAlMEHTH ¢ IOJHOPMEHO WIIM HaTHOPMEHO TETJIO.
B gactHOCT, ipyu rojieMu XUpyprauyHu HHTEPBEHIINH € He0OX0AUMO Ja ce N3BBPIIBA MIPOCIEAIBaHE Ha
3amectuTenHaTa tepanus ¢ dpaxtop VIII upes namepBane Ha aktuBHOCTTa Ha (akrop VIII B mna3mara.

AxrtuBHoctTa Ha pakTop VIII B ESperoct moxke 1a ce u3mMepu upe3 U3NoI3BaHe Ha KOHBCHIMOHATHUTE
tectoBe 3a ¢akTop VIII — XxpoMoreHeH TecT U eHOETaINeH KoaryjJanioHeH TeCT.

[Tpu u3nos3BaHe Ha eHOETAIEH iN Vitro KoarynalroHeH TecT, 6a3upaH Ha TPOMOOIIACTHHOBO BpeMe
(aPTT) 3a onpenenane Ha akTuBHOCTTA Ha (akTop VIII B KpbBHU MPOOH HA MAIMEHTH, PE3yJITaTUTE 32
aKTUBHOCTTA Ha ma3Menus gakrop VIII Morar ga 6bAaT 3HAYUTETHO MOBIUSHH, KAKTO OT THIA HA
aPTT peaxTuBa, Taka 1 OT pehepeHTHHS CTaHAAPT, U3IOI3BAHU B TECTA.



[Tpu u3non3BaHe Ha €AHOETAIICH KOAryJIalMOHEH TECT ynoTpedaTa Ha HIAKOW PEaKTUBH ChC CHIIUIINEB
JUOKCHUJ TPsIOBa Aa ce n30srea, Thil KaTO MOKAa3BaT MO-HUCKHU pe3yaTaTH. ChIo Taka MOXKE 1a UMa
3HAYUTETHH HECHOTBETCTBUS MEXKIY pPe3yiTaTuTe OT TecTa, momyueHu upe3 aPTT-0azupan
e/IHOeTAlleH KoaryialuoHeH TecT 1 xpoMoreHHus Tect o Ph. Eur. ToBa e ot 3HaueHne ocoOeHo npu
CMsIHa Ha J1abopaTopHsITa U/UIH PEaKTUBUTE, U3II0JI3BAHU 3a TECTA.

2 !OSI/I[ZOBKa

Jo3ara, UHTepBaIbT HA MPUJIATaHe U MPOABIDKUTEIHOCTTA HA 3aMECTUTENTHATA TepaIusl 3aBUCST OT
TexecTTa Ha Aedunmra Ha Gakrop VIII, nokanuzamnusara U TexKecTTa Ha KPhBOM3JIMBA, TAPTETHOTO
HUBO Ha akTUBHOCT Ha (pakTop VIII 1 OT KIMHUYHOTO CHCTOSHUE Ha NarueHTa. [IpuioxkeHusT Opoi
enuauiy gaxtop VIII ce u3pazsasa B mexxayHapoaau exuHUIM (IU), KOUTO OTroBapsT Ha HACTOSIIINS
cragaapt Ha C30 3a koHteHTparn, chabpxamu pakrop VIII. AxtuBroctTa Ha dakrop VIII B
Iia3Mara € U3pa3eHa WK B MPOICHTH (CIPSAMO HUBOTO B HOPMaJTHA YOBEIIIKA TIa3Ma), HJTH B
MexayHapoHu enuHUIM Ha dl (cipssMo HacTosmms MexayHapoaeH craHaapt 3a ¢akrop VIII B
IJ1a3Ma).

Enna mexnynaponna equnnna (IU) aktuBHOCT Ha (haktop VIII e exkBUBasieHTHA HAa KOJIMYECTBOTO HA
¢axtop VIII B eann ml yoBenika mia3ma.

Jleuenne npu HEOOXOIMMOCT U JICUEHHE Ha EIIH30I1 Ha KEPBEHE

W3zuncnsBaneTo Ha HeoOxoaumara no3a ¢aktop VIII ce ocHOBaBa Ha eMITUPUIHOTO HAOIIOACHUE, U
1 mexxaynaponna equaua (IU) dakrop VIII Ha kg TenecHO Teriio moBuIaBa akTHBHOCTTA Ha
iazmenus ¢akrop VIII ¢ 2 [U/dL.

HeobOxoammata mo3a ce onpeaess upe3 ciieqHaTa gopMya:
Heo0xomumu eqununu (IU) = renecuo terno (kg) x xxenaHo nopuimarade Ha dakrop VIII (%) (IU/d1)
x 0,5 (IU/kg na 1U/dl).

KommgecTBOTO, KOETO TpsiOBaA /1A CE MPUIIOKHU, ¥ UeCTOTaTa HA MPIIOKEHUE TPsIOBAa BUHATH J1a ca
HACOYCHH KbM KJIMHMYHATA €(DEKTUBHOCT B OTJICIIHUS CITy4au.

B tabmuna 1 ca nagenu ykaszanwus 3a qo3upane Ha Esperoct 3a nedeHnue npu HeoOX0IUMOCT U JIYSHUE
Ha enu301 Ha KbpBeHe. Tps0Ba 1a ce moaappxKa ChIIOTO WA IO-BUCOKO HUBO HA aKTUBHOCT Ha
(akrop VIII B ma3mara ot onucanure miaszmenu Huea (B [U/dl unu % ot Hopmarta). 3a JieueHue Ha
KPBBOM3JIMBU MOJKE J1a ce TIPUIJIOKU MakcuMaiHa eanaudaHa no3a Esperoct 75 [U/kg 1 Mmakcumanna
obma mo3a 200 IU/kg 3a 24 gaca.

Tabauua 1 Yka3aHus 3a JiedeHHe HA enu301u HA KbpBeHe ¢ Esperoct

CreneH Ha Heo0xogumo Yecrora Ha |IIpoab/KUTETHOCT HA JIeHEHHETO
KPBbBOU3JIHBA HHMBO HA Ao3upaHe

¢paxTop VIII (4acose)

(IU/dl mam % ot

Hopmara)®
Jleka 20-40 12-24 Jlokato KpbBOU3IHUBHT OBJC OBIAJTH
Panna xemapTpo3a, Jek
MYCKYJICH KPHBOU3IIHB
WY JIEK KPbBOU3IHUB B
yCTHATa KyXUHa
YMepeHa 30-60 12-24 JlokaTo KpbBOU3IHUBBT ObJC OBIA/ITH
[To-macuBHa XemMapTpo3a,
MYCKYJICH KPhBOU3JIHB,
XeMaTOM
Texkn niau 60-100 8-24 Jlokato oT3By4H
JKHBOTO3aCTpAIIABALIH KHBOTO3aCTPAIABAIIOTO ChCTOSIHUAE
KPBbBON3JIHBH




*Heobxoanmara J103a ce onpeJes 4pe3 ciieaHaTa hopmya:
Heo6xoaumu exunnmu (IU) = tenecuo Terno (kg) x xenano noeummasane Ha pakrop VIII (%) (IU/d]) x 0,5 (IU/kg na IU/d]).

IlepronepaTuBeH KOHTPOJI

Jlo3ata 1 mHTEpBAINTE HA IPUJIAraHe MPU XUPYPTUIHA UHTEPBEHIINH 3aBUCAT OT MPOIEAypaTa u
MeCTHaTa IMpakTHKa. Moke a ce MPIIIOKH MakcuMaiHa ennangHa 1o3a Esperoct 75 IU/kg

MakcumaHa obiia go03a 200 1U/kg 3a 24 yaca.
YecroTaTta Ha MPIIIOKEHUE U IPOABDKATEIIHOCTTA Ha JICUSHUETO BUHATH TPsIOBa J1a ce ajanTupar
CIPSAMO WHIUBUAYATHUS KIMHAYEH OTTOBOP.

Tabnuia 2 BxirOuBa 00I1a MpernopbKa 3a nmpuiarade Ha Esperoct 3a nmepronepaTuBeH KOHTPOI.
TpsbBa na ce BHEMaBa akTuBHOCTTa Ha (paktop VIII na ce mommbprka B paMKUTE HA WK HAJT LIEJICBHUS

JIMATIa30H.

Tabiuua 2 Yka3zanus 3a 1o3upane Ha Esperoct 3a nepuonepaTuseH KOHTPOJI

Bun HeoO6xonqumo | YecToTa Ha 103upaHe IpoabIKUTETHOCT HA
XUpyprudecka HHMBO Ha (uacose) JIe4eHHETO
npoueaypa ¢axrop VIII
(%) (1U/d1)?
Maaka 30-60 B pamkure Ha enus yac EnuHnuHa 1032 Wiy oBTapsiiTe
XHpYpPru4yHa npeau HMHXXEKLMTA Ha BCEKH 24 Jaca 3a
HHTEePBEeHLHS XUpYpruyHaTa UHTEPBEHIMS | Hal-Mayko 1 JeH, JoKaTo ce
Bxorountenno MIOCTUTHE 03/IpaBsiBaHe
eKCTpaKLUs Ha [ToBTOpete cnen 24 yaca, ako
360 € He0OX0IMMO
Tonsima 80-100 B pamkuTe Ha enuH yac AX0 e He0oOX0MMO, IOBTOpETE
XHpPYpPru4yHa (mpen- n Mpeau XupypruyHara WHXXEKLNITA Ha BCEKH 8 10
HHTEePBEeHLHS [IOCTOTIEPAaTUB | UHTEPBEHIMS, 32 A CE 24 yaca, TOKaTo ce MOCTUTHE
HO) MIOCTUTHE aKTUBHOCT Ha aZIcKBAaTHO 3a3/IpaBsiBaHE HA

¢axTop VIII B nenesust
JUana3ox

[ToBTOpeTe Ha Bceku 8 10
24 yaca, 3a 1a OAABPKATE
akTuBHOCT Ha ¢akrop VIII B
LICJICBHSL TUATIa30H

panata

OOmMuceTe mpoabKaBaHe Ha
JICUCHHUETO 3a oI1le 7 JHH, 33 1a
MOJUTHPKATE AKTHBHOCT Ha
¢axrop VIII ot 30% mo 60%
(TU/d1)

*Heobxoanmara J103a ce oIpeJes 4pe3 ciieaHaTa hopmya:
Heo6xoaumu exunnnu (IU) = tenecuo Terio (kg) x xemnano noeummasane Ha pakrop VIII (%) (1U/dl) x 0,5 (IU/kg na IU/d]).

Ipoghunaxmuxa

[penoppuntennata no3a Esperoct e 50 1U Ha kg TenecHo Terno Ha Bceku 4 THH.

Moske 1a ce 0OMUCITU KOPEKITUS Ha 03aTa U MHTEPBAJINTE HA MIPUJIOKEHHE Ha 0a3aTa Ha
nocturHatuTe HuBa Ha GakTtop VIII u mHIMBUyaHAaTa CKIOHHOCT KbM KbPBEHE.

Illeduampuuna nonynrayus
JHozata nipu roHomH (Ha 1 Hajx 12 rouHM) € chlnara KaTto Mpy Bh3PaCTHH.
[Ipu nena mox 12 roguHM ABATOCPOYHATA OE30MMACHOCT HE € yCTaHOBeHa (BXk. Touka 5.1).

Haunn Ha npuioxeHue

Esperoct e 3a HHTPaBEHO3HO NMPHUIIOKEHUE.

Esperoct TpsiOBa fa ce nmpuiara KaTo MHTPABEHO3HA WHIKEKIVSI (32 MPUOIU3UTEITHO 2 MUHYTH) CIE]T
PEKOHCTUTYHpPAaHe Ha mpaxa ¢ 4 ml OT npuIIoKeHHs Pa3TBOPUTEN (MHKEKI[HOHEH PA3TBOP HA HATPHEB
xmopun 9 mg/ml (0,9%)).




3a yka3aHusl OTHOCHO PEKOHCTUTYHPAHETO Ha JIGKAPCTBEHUS MPOAYKT MPEIU MPUI0KEHHE, BIKTE
TO4YKa 6.6.

4.3 TIlpoTuBOmMOKAa3aHUS

CBpT)X‘IyBCTBI/ITeJ'IHOCT KBbM aKTUBHOTO BCIICCTBO UJIN KbM HAKOC OT IOMOIIHUTC BCIICCTBA,
n30poeHu B TouKa 6.1.

W3BecTHN anepruyHy peakuy KbM IPOTEHH OT XaMCTep.
4.4  CpoeuuajHu npeaynpexaeHUs! U NpeINna3Hu MepKH MPH ynorpeda

IIpocaenumoct

3a ma ce mogo0pH MPOCIETUMOCTTa Ha OMOIOTHYHUTE JIEKAPCTBEHH MPOIYKTH, UMETO M MAPTUIHHST
HOMeEp Ha MPUIIOKEHHS MMPOIYKT TPsIOBa SICHO Jia ce 3alucBart.

CBpbXYYBCTBUTEIHOCT

BBb3MoxHHE ca peakiiuu Ha CBPhXYYBCTBUTEIHOCT OT &JICPTUYCH TUII IpU Npuiiaraneto Ha Esperoct.
IIpoayKThT ChABPKA CIACTU OT MPOTCUHH OT XaMCTEpP, KOUTO MPH HIKOU MAIMSHTH MOXE J1a
NPUYHHSAT aTepruiHu peakiuu. [Ipu nosiBa Ha CHMIITOMH Ha CBPBXYYBCTBHTEIIHOCT, MAIIHCHTHTE
TpsiOBa 1a OBAAT MOCHBETBAHU HE3a0aBHO Ja CIpaT yrnoTpedaTa Ha JIEKapCTBEHUS MPOAYKT U 1A Ce
CBBPIKAT ChC CBOSI JIeKyBalll Jiekap. [lanueHTuTe TpsaOBa qa 6baaT HHPOPMUPAHU OTHOCHO PAHHUTE
NPU3HAIM HAa PEaKIMU Ha CBPHXUYBCTBUTEITHOCT, BKIFOUBAIIN YPTUKAPHS, TeHepaTU3upaHa
YPTHKApUs, CTSTaHe B TPBHHS KOII, XPUTIOBE, XUITOTOHHS ¥ aHA(QIIAKCHS.

B cnyqaﬁ Ha 10K Tp$[6Ba Aa CC MPUJIOKHU CTAHAAPTHO MCAUIIMHCKO JICYCHUC 34 HIOK.

Huxubutopu

OO0pazyBaHeTo Ha HEeyTpalu3upaiy antutena (maxuouropn) kpM akrop VIII e n3BectHO
YCIIOXKHEHUE TIPH JICUeHUeTo Ha Jutia ¢ xeMohunus A. Te3n maHXxuOuTopru 0OMKHOBEHO ca

IgG uMyHOTIIOOYIMHH, HACOUSHH CpEIlly IMPOKoaryjJaHTHaTa akTuBHOCT Ha pakTop VIII, kourto ce
ompeaensaT konundecTBeHo B bere3na equnnnum (Bethesda Units, BU) Ha ml mna3ma, ¢ nsnonsBane Ha
MoIuHUIUpPaHUs TeCT. PUCKBT OT pa3BUTHE HA HHXUOUTOPHU 3aBHCH OT TE€XECTTA Ha 3a00JsIBaHETO,
KaKTo M OT ekcrio3uiusaTa Ha ¢akrop VIII, kato To3u prck e Haii-BuCOK npe3 mbpBuTe 50 THU Ha
eKCTIO3UIHSI, HO TIPOBIDKABA MPE3 LIENHUs )KUBOT, BBIIPEKH Y€ PUCKBT HE € YecT.

Knuan4HOTO 3HaYeHNE HA Pa3BUTHETO HA HHXUOUTOPH LI€ 3aBUCH OT TUThpPa Ha MHXHUOUTOPA, KaTo
WHXUOUTOPHUTE C HUCHK THUTBP MPEACTABIABAT TO-MAIBK PUCK 32 HEOCTATHYCH KIIMHUYEH OTTOBOD,
OTKOJIKOTO HHXMOUTOPH C BUCOKU THTPH.

Ilo nmpuHIMIT BCUYKY NMALMEHTH, KOUTO CE JICKYBAT C IPOAYKTH, ChIbPIKallly KOATr'yJIal[MOHEH

(axrop VIII, TpsiOBa ga ce mpocneasBaT BHUMATEIIHO 32 Pa3BUTHE HA MHXUOUTOPH, TIOCPEICTBOM
MOJXO/AIIO KIMHAYHO HAOIOJCHUE U Ta0OPaTOPHU TECTOBE. AKO He OBbJaT TOCTUTHATH OYaKBAHUTE
HHBa Ha IJ1a3MeHa akTUBHOCT Ha ¢daktop VIII, niu kbpBEeHETO HE MOXKE J1a Ob1¢ KOHTPOIHPAHO C
MOJIXOJIAIIIIA /1032, TPSIOBA J]a ce HANPaBH TECT 3a HaM4ne Ha nHXuOUTOp KbM hakrop VIIL. [pu
MaIlMEeHTH C BUCOKH HUBA HA MHXHOHUTOP JieueHneTo ¢ gakrop VIII Moke na He € eeKTHBHO U TpsiOBa
Jia ce OOMUCIIAT IPYTH TepalleBTUYHU B3MOXHOCTH. JleueHneTo Ha TakuBa MalMeHTH TPsOBa 1a ce
MIPOBEKIA OT JIEKAPH C OIUT B JICUCHUETO Ha XeMODWITHS B HHXUOUTOPH KbM (daktop VIII.

T[Tormwxkena aktusHOCT Ha dhaktop VIII mpu JeKyBaHU IIpEay TOBA HAUEHTH

MMa nocTMapKeTHHTOBY ChOOIIECHHS 3a MOHKeHa akTUBHOCT Ha ¢akrop VIII B oTcheTBHE Ha
oTkpuBaeMu naxuouTopu Ha akrop VIII npu nekyBanu npeau Toa naruenTu. [lonmkeHnara
aktuBHOCT Ha dakTop VIII e HaOnromaBaHa 1o Bpeme Ha IpeMUHaBaHe KbM ESperoct u Mmoxe, B HIKOU



ciyuau, na ce acoruupa ¢ antu-I1EL antutena. [Ipu TakoBa nmpeMuHaBaHe TpsOBa Ja ce MMa MPEIBU
MOJIXOISIIOTO OIpEIeNIsTHe Ha aKTUBHOCTTA Ha (akTtop VIII.
Bwxkre Touka 4.8 3a J0NBIHUTEIHA HHDOPMALIKSL.

CBpJIeYHOCHI0BY CHOUTHS

[Ipu nanmeHTH ChC CHIIECTBYBAIIN CHPICYHOCHIOBH PHCKOBH (DAaKTOPH, 3aMECTUTEITHATA TEPAITHs C
¢daxrtop VIII Mosxe na yBenn4u CbpACYHOCHAOBUS PHCK.

Y caoXKHEHHS, CBBP3aHU ¢ KaTeThpa

AKO € HeoOX0TMMO M3IIOJI3BAHETO Ha YCTPONCTBO 3a IeHTpasieH BeHo3eH nocthl (YIIB/), TpsoBa na
ce UMa TIPEIBUJ PUCKBT OT YCIOKHEHUSATA, CBEP3aHU C HETO, BKIIOYUTEITHO JIOKAJTHN MH(EKITHH,
OakTepuemMus u TpoMO03a B 001aCTTa Ha KaTeThpa.

IlequarpuaHa momyaanms

N30poeHuTe npenynpekIeHus 1 Mperna3Hu MEpKU Ce OTHACAT 3a Bh3pacTHU U roHow (12-
18 romuHmM).

C’bO6Da)KGHI/I$I CBBP3aHH C IOMOIITHH BEIICCTBA

JlexapcTBeHUAT IPOIYKT Chabpika 30,5 mg HaTpuil Ha (JIAKOH Clie]] peKOHCTUTYHpPAHe, KOETO €
exkBUBaJIeHTHO Ha 1,5% ot npenoppuBanarta oT C30 MakcuMainHa AHEBHA f03a 2,0 g HaTpuil 3a
BB3PaCTHHU.

4.5 BzaumopeiicTBHe ¢ IPYIrd JeKapCTBEHH MPOAYKTH M APYrH (OpMH Ha B3auMojeiicTBHe

JlurcBat choOIIEHUS 32 B3aUMOJISHCTBYS MEX/Ty YoBeIkn KoarynanuoneH ¢akrop VIII (pIHK) u
JIPYTH JIEKapCTBEHH MPOIYKTH.

46 @epTmauTeT, )PEMEHHOCT H KbPMeEHeE

He ca npoBexnanu npoy4Banus BbpXy penpoaykiusta ¢ pakrop VIII npu xuBotHu. Twit kato
xeMoQuiHst A ce cpella psSAKO IPH KeHH, JIUIICBA OMUT OTHOCHO yrnoTtpebaTa Ha dakrop VIII o
BpeMe Ha OpeMeHHOCT u kbpMeHe. CreoBarento ¢akrop VIII TpsOBa xa ce M3Mmoa3Ba 1o BpemMe Ha
OpeMEHHOCT ¥ KbPMEHE, CaMO aKo € KaTerOpUYHO TOKa3aH.

4.7 EdexTu BbpXy crioco0HOCTTA 32 modupaHe u padoTa ¢ MAITHHA

Esperoct He oBIHsABa MU MOBIUSIBA IPEHEOPEKUMO CIIOCOOHOCTTA 32 Iodupane U padora ¢
MAIlUHH.

4.8 Hexenanm JiekapcTBeHU peaKIHH

Pesrome Ha mpoduna Ha Ge30mMacHOCT

CBpPBXYYBCTBUTEIIHOCT WJIM AJICPIHYHU PEaKIu (KOUTO MOXKE J1a BKITIOYBAT aHTHOEACM, TapeHe U
CMBJICHE Ha MSICTOTO Ha HH(Y3Usl, BTpUCaHe, 3auepBsBaHe, TCHEpaTU3UpaHa YPTUKApHs, I1aBo0oHe,
00pHUB, XUTIOTOHWUSI, CHHIIMBOCT, TaJicHe, 0E3MMOKONCTBO, TAXUKAPIUS, CTSTaHe B ThPUTE, U3TPHIIBAHE,
MOBPBIIIAHE, XPUIIOBE) ca HAOJFOaBaHU PSIIKO M B HAKOH CIIydad MOTat Jia MPOrpecupar J0 TeKKa
aHadmIakcus (BKIFOYUTETHO IIIOK).

Msoro pAAKo € Ha6JIIOI[aBaHO o6pa3yBaHe Ha aHTUTEJIa KbM IPOTCUHA OT XaMCTEP U CBbP3aHU C TOBA
PCaKin Ha CBPBXYYBCTBUTCIIHOCT.



PasBuTHe Ha HEeyTpanIM3UpaIly aHTHTENa (MHXUOUTOPH) MOXKE 3 B3HUKHE NP ITALlUCHTH C
xemouust A, nekyBanu ¢ pakrop VIII, BrinrountenHo u ¢ Esperoct. Ako ce o0pa3yBaT TakuBa
WHXUOUTOPH, CHCTOSHHUETO II€ CE NMPOSIBH KaTO HEJOCTAThUCH KIMHIMYEH OTrOBOp. B TakuBa ciydan
ce MpenopbyBa CBbP3BaHE ChC CIICIHATH3UPAH LEHTBP 0 XeMOQUITHSL.

TabnanveH cCnUChK Ha HEXKEITAHUTE PEAKIIFKI

B Tabnmua 3 ca HOCOYEHM YECTOTUTE HA HeXEJAaHUTE peaKkuny, HabmroaaBanu npu 270 yHUKaTHHI
YYaCTHHUIM B IIeT IPOCIEKTUBHY, MHOTOLIEHTPOBU KIMHUYHY IIPOYYBAHUS IPH JICKYBaHH IIPEIH TOBA
nanuedtu (JITIT) ¢ Texxka xemodumus A (< 1% akruBHocT Ha enyioreneH gakrop VIII) u 6e3
aHaMHe3a 3a nHXxuOuTopu. Kateropunre HeXXenaHu peakuny, MpeJcTaBeHn B Tadnuna 3, ca B
CHOTBETCTBHE ChC CHCTeMO-opranHara kiacudukanus no MedDRA (COK u HuBO Ha npeanoynTan
TEPMUH).

YecToTUTE ca OlEHEHU ChITIACHO CCIHATa KOHBEHIMS: MHOTO decTH (> 1/10), wectu (> 1/100 mo
< 1/10), mevectu (> 1/1000 mo < 1/100), peaxu (> 1/10 000 o < 1/1000), muoro peaxu (< 1/10 000), ¢

HEW3BECTHA YeCTOTa (OT HAIMIHUTE TaHHUA HE MOXKE J1a ObJIc HapaBeHa OICHKA).

Tabauna 3: YUecToTa Ha HekeJaHuTe peakuuu npu JIIIIT*

Cucremo-opranes kiac no MedDRA Hexenanu peakuun Yecrora
Hapymenns Ha kpbBTa 1 TUMQHATa WNuxubupane Ha Heuectu (JITTIT)**
cucTemMa thaxTop VIII Mmoro wectn (HJIIIIT)*
Hapymenus Ha uMyHHaTa cuctema CBpPBXUyBCTBUTEITHOCT Heuectn
Hapymienns Ha KoxaTa ¥ IOJKOKHATA O6puB Yectn
TBKaH Epurem
IIpyputyc
O6mm HapymieHus 1 ehekTH Ha MecTtata | Peakmum Ha MSICTOTO Ha Yectu
Ha MPUWIOKEHNE WHXKEKTHpaHe™ **
Wzcnensanus [ToHn>xeHO HUBO Ha C HeusBecTHa yecToTa™****
KOaryJjJanuoHeH
¢daxTop VIII

* JIIIL: JlekyBanu npeau ToBa nanuentd. HJIIIT: HenexyBanu npeay ToBa ManueHTH.

** YecroTaTa ce OCHOBaBa Ha MPOYYBAHHS C BCHUKH NPOLYKTH, Chabpikaiy ¢pakrop VIII, KONTo BKIIOYBAT MAILIMEHTH C TEXKA

xeModuus A.

*** [IpeanoYnTaHN TEPMUHH, BKIFOYCHH B PEAKIUUTE Ha MACTOTO HAa MH)KEKTHpaHe: Peakiiis Ha MACTOTO Ha MHXKEKTHPAHE, XeMaTOM Ha
MSICTOTO Ha IyHKIHS HAa ChJA, PEaKIHs Ha MACTOTO Ha HHQDY3HUs, €pUTEM Ha MSCTOTO HA HHXKEKTHPaHe, 0OpUB HAa MACTOTO HAa HH)KEKTHPAHE,
6oJKa B MSICTOTO Ha ITyHKIHS HAa CHJa U [IOJyBaHe Ha MACTOTO Ha MH)KEKTUPAHE.

**%% Bp3 0CHOBA Ha MOCTMAPKETHHIOBH CHOOILCHHSI.

Onucanue Ha I/I3603HI/I HCXCJIaHU pCaKIINH

Huxubumopu xvm gpaxmop V1|

Wma eaus noTBBpIEH ciayvail Ha uEXuOuTOpH K6M hakrop VIII npu 18 roaunien, gekyBaH npeau
TOBa MallMEHT Ha MpoduIaKTHYHO JieueHue ¢ Esperoct. [lanneHTsT nMa HHBEPCHs HA HHTPOH 22 B
rena 3a akrop VIl u e ¢ Bucok puck oT pazButue Ha nHXHOUTOPH KM (hakrop VIII.

Hsima wHIuKamus 3a TOBUIIICH PUCK OT pa3BUTHE Ha HHXHOUTOPH KbM dakrop VIII mpu neuenne ¢
Esperoct B cpaBaenue ¢ apyru nponykru ¢ pakrop VIII.

Anmunexapcmeenu anmumena

Wma eauH ciyyaii Ha MOCTOSIHHU aHTHIICKAPCTBEHU aHTHUTENA €IHOBPEMEHHO C IMMOTBBPICHNUS CITyda
Ha uaxuouropu koM daxrop VI (Bx. Huxubumopu xom ¢paxmop VIII). Tpuma madeHTH UMaT
HPEXO/IHU MOJIOKUTEITHU PE3YJITaTh 38 aHTUJICKAPCTBEHN aHTHTENa Clie/l IpriiokeHue Ha Esperoct, Ho
HE MOXeE JIa € YCTAaHOBH BPB3Ka C HEXKETaH! ChOUTHSL.




Anmu-IIET" aumumena

1o Bpeme Ha mporpamaTa Ha KIMHUYHO U3MUTBAaHE, TPUIECET U IBaMa MallMeHTH UMaT
IIpeBapuTeNnHO chuiecTByBaliy aHTU-11ED" anTuTena npeau npunoxenue Ha Esperoct. [[Bagecer ot
Te3u 32 mauueHTy ca orpuuaTenHu 3a antu-I11EI antutena cnen npunoxenue Ha Esperoct.
Ennnanecer nauuenT pazsusat npexoquu anTU-I11EI" antutena ¢ Hucek turhp. He Moxe na ce
YCTaHOBHU BPb3Ka C HEXKEIAHU CHOUTHSL.

OT NOCTMapKeTWHTOBH CHOOIIeHUs Bh3HMKBaHe Ha aHTH-IIEI anTuTena ce HabnromaBa CHIO IO
BpeMe Ha mpemuHaBaHe KbM EsSperoct. Ilpu nsxoum mamumentu antu-IIEIT anTuTenata moxke ga ce
aCOIMHPAT C TTO-HUCKO OT 0YaKBaHOTO HUBO Ha akTUBHOCT Ha FVIII.

IlenpaTpyyHa DomyJaamus

He ce mabimronaBa pasnuka B mpoduia Ha 0€301acHOCT TIPH JIEKYBaHH TIPEAr TOBa FoHOMIH (12-
18 roauHM) U pU BE3PACTHU MAIMEHTH.

CrpoO1iaBane Ha [MOJO3MPAaHU HEKEIAHH PEAKIINHI

Cro0I11aBaHeTo Ha TIOI03UPAHU HEXKEIIAHU PEaKIIUU CIIe/l pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBESHUS
MPOIYKT € BaKHO. ToBa IMO3BOJIABA 11 TIPOIBIDKH HAOIIOIEHHETO Ha CHOTHOIIICHUETO TOJI3a/PHCK 32
JIEKapCTBEHUS MPOIyKT. OT MEIUIIMHCKUTE CTICIIMATIUCTH Ce M3UCKBA J1a ChOOIIaBaT BCAKA
M0JI03UpPaHa HEXKEIaHa PeaKIys Ype3 HAI[MOHAIHA CUCTeMa 3a ChOOIaBaHe, TOCOYCHA B

[punoxenue V.

4.9 Ilpeno3upane

He ce cpo0maBar ciMnTOMH Ha MPEeA03MpaHe ¢ PEKOMOWHAHTEH YOBEIIKU KOAryJIallioHEeH
¢axrop VIII.

5. ®APMAKOJIOTUYHU CBOMCTBA

51 ®apmakoguHAMHYHH CBOHCTBA

®dapmMakoTepaneBTHYHA IPyIa: aHTUXEMOPAaruIHU CPECTBA, KPbBEeH KoarynannoneH ¢akrop VIII,
ATC xox: B02BDO02.

MexaHu3bsM Ha IEUCTBUE

TypoxkTokor anga neron npeacTasisBa IPOAYKT, ChAbPKAIl IPEYUCTEH PEKOMOMHAHTEH YOBELIKH
tdaxtop VII (rFVIII) ¢ 40 kDa nomuermnen rimkon (I1ED), korrorupan ¢ npotenna. [1ET e
npukperneH KkbM O-cBbp3aHus TIIMKaH B ckbeeHUs1 B-nomeitn Ha rFVIII (TypokTokor anda).
MexaHu3MBbT Ha IEHCTBHE HAa TYPOKTOKOT aji(a Ieroyl ce OCHOBaBa Ha 3aMsHAaTa Ha HEIOCTAThYHHUS
wimy jaricBant paktop VI npu manmenTr ¢ xemohumus A.

Korato TypokToKOT ainga reroi ce akTHBHpa OT TPOMOMH Ha MACTOTO Ha HapaHsBaHe, B-ToMeiHBT,
ceabpokant [1ET-yactra u a3-o6nacrra, ce oTLENBAT, KaTo 10 TO3W HAUYUH ce 00pa3yBa akTHBUPaH
pexombunanTer dakrop VIII (rFVIla), koiiTo e cxomeH mo cTpykTypa ¢ ecrectBeHus gaxrop VIlla.
KommnekewT dakrop VIIl/dpakrop na von Willebrand ce cberoun ot nBe monekynu (dhakrop VI u
¢axTop Ha von Willebrand) ¢ paznuynau ¢pusnonornunn pyHkiun. Korato ce HHXEKTHpa Ha MAUEHT
¢ xemodunusi, paxrop VIII ce cebp3Ba c pakTopa Ha von Willebrand B kppBooOpalieHHEeTO Ha
manueHnTa. AxktuBupanuat paktop VIII geiictBa kaTo kodakTop Ha akTuBHpaHus daktop IX, karo
YCKOpsIBa IPEBpBIIaHeTO Ha akTop X B akTHBHPaH (HakTop X. AKTUBUPAHUST GakTop X MpeBpbhINa
poTpoMOrHa B TpoMOWH. TpOMOMHBT ciie1 ToBa MpeBpbIa GudpruHoreHa BbB (GUOPHUH U MOXKeE Ja ce
obOpasyBa chcupek. XeMopris A € CBBP3aHo ¢ I10J1a, HACICACTBEHO 3a00IIIBaHe ¢ HapyIIeHNEe Ha
KPBBOCHCUPBAHETO, AB/KAIIO Ce Ha MOHWKeHH HUuBa Ha (aktop VIII:C u Boau 10 npody3Hu
KPBBOU3JIMBHU B CTaBH, MYCKYJI MJIM BTPEIIHN OPraHH, KOUTO Bb3HUKBAT CIIOHTAHHO, MU B PE3yJITaT
Ha CllydaiiHa MM XUpyprudHa TpaBMa. [Inazmenure Husa Ha pakrop VIII ce moBumiaBar upes


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

InpujaraHe Ha 3aMECTUTCIIHA TCpanund C (baKTOp VHI, KOCTO MO3BOJIsIBA BDEMCHHO KOPUTHUPAHC HA
,Z[eq)I/ILII/ITa Ha (baKTopa 1 KOPCKIUA Ha CKIIOHHOCTTA KbM KBPBCHC.

Knuanuna Cd)I/IKaCHOCT 10 BpEME Ha HDOd)I/IJ'IaKTI/IKa 1 JICYCHHUC Ha CTIM301 Ha KBPBCHEC

Knmamanara epuxacHoct Ha Esperoct npu npo¢uiakTukara u JJIe4eHHETO Ha KPHBOM3IIHBH €
W3CJICAIBaHA B MET MPOCTIEKTUBHH, MHOTOIICHTPOBH KIIMHUYHHU NPOoy4uBaHus npu 270 JieKyBaHU penu
toBa nauueHTtu (JIIII) ¢ Texxka xemopunus A.

IIpodunakTrka 1pyu Bb3pacTHU/FOHOIIH

EdukacHocrra Ha Esperoct 3a mpoduiakTrka u jJedeHre Ha KPbBOM3INBH € OIICHEHA B OTBOPEHO,
HEKOHTPOJMPAHO W3MHATBAHE MPW IOHOIIN U Bh3PACTHU MAIlMEHTH Ha BB3pacT OT 12 TOIMHM C TeXKKa
xemounust A. [Ipopunaktuanust egext Ha Esperoct e mokaszan npu no3uposka 50 1U Ha kg Tenecno
TErJIO HA BCeKH 4 IHU WX HAa BCEKU 3—4 JHU (J1Ba IBTHU CEIMUYHO) npH 175 manmentn. MeanaHnaTa Ha
YgecToTara Ha KbpBeHe Ha roamimHa 6a3a (Annualized Bleed Rate, ABR) npu Bb3pacTHH ¥ IOHOIIIH,
nexyBanu ¢ Esperoct e 1,18 (MuTepkBapTmiieH quana3oH, IQR: 0,00;4,25), nokaro cnontannata ABR
e 0,00 (IQR: 0,00;1,82), paBmaTuunata ABR ¢ 0,00 (IQR: 0,00;1,74) u craBaata ABR ¢ 0,85 (IQR:
0,00;2,84). Koraro ce BKITt0UBa MPUIHCBAHE Ha TaHHU (3aMsHA Ha JTUIICBAIIM TaHHU 33 OTHa HAIH
MAIMEeHTH ChC 3aMECTeHN CTOWHOCTH), n3uncieHata cpenna ABR 3a Bcndaku KpbBOU3JIHMBH €

3,70 (95% CI: 2,94;4,66). Ot 175 BB3pacTtHu/toHOmM Ha ipoduiakTrka, 70 (40%) He ca umanu
KbpBeHe. CpelHOTO TOAMIIHO U3IMIOI3BaHO KOJIUUECTBO NpH mpodunaktuka e 4 641 IU/kg.

Ot 3HaueHue e, 4e YecToTara Ha KbpBeHe Ha roauiHa 6a3za (ABR) He e cpaBHUMa MEXIy IPOLYKTUTE
C pa3ln4Ha KOHLUEHTpauus Ha GakTopa U MEXIYy Pa3INYHU KIMHAYHNA U3MUTBAHUSL.

Bb3pacTHH/FOHOIIH, KOUTO Ca HMAJIM HUCKA YeCToTa Ha KbpBeHe 0—2 enu30/1a Ha KbPBEHE Ipe3
nociieIHUTe 6 Mecena u ca noxyuwiu none 50 go3u Esperoct, ca UManu Bb3MOXKHOCT Jia ObIaT
PaHIOMU3UPAHH 332 NPOPUIAKTHYHO JieueHne Ha Bceku 7 auu (75 IU/kg Ha Bceku 7 AHM) WM Ha
Bceku 4 muu (50 [U/kg Ha Bcexu 4 qam). O6mio 55 ot 120-Te momyctuMu manueHTy u3dpaxa na ouaaT
paunomusupan (17 ¢ mpunarade Ha Bceku 4 quu u 38 ¢ npunarane Ha 75 IU Ha Bcexu 7 qam). ABR
3a parnomu3upanute nauentu e 1,77 (0,59; 5,32) npu neuenne Ha Bcexu 4 qau u 3,57 (2,13; 6,00)
pu TPO(UITAKTHKA BEIHBXK CEAMUYHO. J[€BET OT Te3H MalMeHTH ce BPBIIAT Ha MPOoQHIIaKTHKa Ha
BCEKU 4 THU 10 BpeMe Ha paHaoMu3upanaTa aza Ha u3nuTBaneTo. OO0, BKIIFOUATEITHO BCHYKH
pas3IupeHys Ha H3MUTBaHeTo, 31 ot 61 manueHTH Ha Npo(dUIAKTHKA HA BCEKH 7 THU CE BPBLIAT HA
JIe4YeHUE Ha BCEKU 4 THU.

IIpodunaxruka npu aeua (mox 12 roauam)

Yrorpebara Ha ESperoct mpu nera mox 12-roauimHa Be3pacT He € Mmoka3aHa (BK. Touka 4.2 OTHOCHO
uHpopMaIKs 3a eAuaTpruIHaTa ynorpeoa).

EdukacHocrTa n 6e3omacHocTTa Ha Esperoct 3a npodunakTHIHO NeueHne Ha KPHBOU3IUBY Ca
OIIEHEHU B OTBOPEHO, HEKOHTPOJIUPAHO U3MUTBAHE C €HO paMo MpH 68 nena noj 12 roAnHu ¢ TexXKa
xemouiust A. [Ipopunakruanust egekt Ha Esperoct e nokazan npu npuiarane Ha 60 [U/kg TenecHo
teryo (50-75 IU/kg) na mbTh cenmmMuuHo. MeriaHaTa 1 U3YUCIICHATa CPEIHA YeCTOTa Ha KbPBEHE Ha
rojuiHa 6a3a rmpu fera moxa 12 roaunu, momyvasamny Esperoct aBa mbTu ceamuyHo, € 1,95 u 2,13
(95% CI: 1,48; 3,06), nokaro cioaranaara ABR e 0,00 u 0,58 (95% CI: 0,24; 1,40), paBMaTudHaTa
ABR ¢ 0,00 u 1,52 (95% CI: 1,07; 2,17), u craBaata ABR ¢ 0,00 u 1,03 (95% CI: 0,59; 1,81),
cpoTBeTHO. OT 68 nena oy 12 ronuau Ha npodunakTuka, 29 (42,6%) He ca UManu KbpPBEHE.
CpemHoTO TOAUIITHO M3ITOJI3BAHO KOJTMIECTBO MpH poduimaktuka ¢ 6 475 IU/kg.

IIpodunakTuka npu HeaekyBanu npear Tosa namuent (HJITII) (mox 6 roauamn)

Ynotpebara Ha Esperoct nmpu nera nox 12 roguHy He e moka3aHa (Bx. Touka 4.2 3a nuadpopmanus
OTHOCHO IleUaTpuyHaTa ynorpeoa).
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EdukacHoctra u 6e3omacHoctTa Ha Esperoct ca olieHeHU B MHOTOHAIIMOHAIIHO, HEPAaHOMHU3UPAHO,
oTkpuTo M3nuTBaHe Qaza 3. [IpeanpodunakTHaHO (BE3MOKHO JIeYCHHE TP HEOOXOAUMOCT Ha
enM30/M Ha KbpBeHe u/min npunarane Ha 60 1U/kg Ha uHTEpBaK MO-IBJITH OT CEAMHUIIA, TOKATO
y4acTHUKBT JocTurHe 20 JTHU Ha €KCIIO3UIUS WK HaBbpIK 24 MeceuHa Bb3PacT) U NPOPUIAKTUIHO
nedeHue Ha kKbpBeHe ca oneHenn mpu §1 HIIIII mox 6 roguaum ¢ Texxka xemodmmus A. Ot o010

81 marmenTH, 55 MaNMEHTH 3armoYBaT NpeanpodmiakTuka u 42-Ma OT Te3W NAIlUECHTH MPEMUHABaT Ha
npodunakrrka. O6mro 69 manueHTy mosryvyaBaT mpohuiIakTUIHO jJeueHue ¢ go3a 60 1U na kg tenecno
terso (50-75 1U/kg) nBa mbTH CEAMUYHO.

[podunakruunust epekr Ha Esperoct mpu HIITII oz 6 rogauau ¢ Texxka xeModuius A e 1oKa3an
Yype3 MeJIMaHa M M3UMCIICHA CPe/IHA YeCTOTa Ha KbpBEHE Ha rojuiiHa 6a3za 1,35 u 2,27 (95% CI:
1,71;3,01).

Tps6Ba ma ce oTOenexH, 4e 4eCcToTaTa Ha KbpBeHe Ha roauirHa 6a3za (ABR) He e cpaBHUMA Mex Iy
pa3NuYHUTE KOHIEHTpATH, Chabpskaiy Gakrop VIII, 1 Mexay pasnuyHUTe KIMHUYHH MPOYYBaHUSI.

YcneBaeMocTTa 10 OTHOIIIEHUE Ha XemocTaTudeH orroBop nipu 69 HIIIIII nox 6 rogunu Ha
npo¢mrakTuyHO Jeuenne € 92,5% npu neyenne Ha enu3011 Ha KbPBEHE.
Cpennoro romumno norpedienue npu 69 HIIIII Ha npodunaktudno neuenue ¢ 5 395 1U/kg.

B m3nuTBaHeTO ca crobIeHn o010 56 Hexenanu peakuuu mpH 43 ot 81 marueHTH u 001110
80 cepro3HM HEeXeTaHH peakinu npu 48 marueHTH clie]] eKCIo3uins Ha Esperoct.

IIpu 31 ot 59 HJIIIII 6e3 maxuburopw, ce HabI01aBa MPEXOIHO HaAMaJIeHO HHKPEMEHTHO
BBh3cTaHoBsBaHe Ha QakTop VIII cien excno3unmsa Ha Esperoct. Mima 17 HJIIII ¢ mocnenBao
H3MepBaHe Ha HAMAJICEHO MHKPEMEHTHO Bb3CTaHOBABAaHE, BCHUKU T€3H y4yacTHUIM UMat antu-I11El
IgG antuTena. He Moxe na ce u3kitoun Bpb3ka Mexxy aHTu-IIEI" aHTuTenara u HUCKOTo
WHKPEMEHTHO Bb3CTAHOBSBAHE.

Kinnununa edbukacHoct Ha Esperoct npu jieueHre Ha enNn3011 Ha KbPBEHE U IO BpEME Ha JIEUEHHE TIPU
HEOOXO0IUMOCT

EdukacHocrra Ha Esperoct mpu ieueHHETO Ha €MU30/11 Ha KbPBEHE € JoKa3aHa MPH BCHYKU
BB3pacToBU rpymnu. [lo-roysiMaTta yacT OT KpBBOU3JIUBHTE, JIeKyBaHU ¢ Esperoct, ca ¢ jJeka/ymepena
TEXKECT.

IIporieHTHT Ha 00IIa YCIIEBAEMOCT IIPH JICYCHUETO Ha KpbBou3muBH € 87,7%, a 94,4% oT BCHUKH
KPBHBOMBIIUBY CE JICKYBAT C 1-2 MHKEKITUH.

IIpu 12 nanuenTu Ha Bb3pacT HaJ 18 roauHu ca iekyBanu 1 126 KpbBOU3IUBA MPU MAIIUEHTH,
MOJTy4YaBallly JICYSHUE Mpu HeoOXO0JMMOCT, ChC cpeiHa TepaneBTryHa no3a 38,1 [U/kg, cbe cpenHo
TOAMIIHO H3M03BaHo KonuuecTBo 1 457 IU/kg. Ot 06mo 1 126 xprBouznusa 86,9% ca eeKTHBHO
nexyBanu ¢ 1 umkekuus u 96,8% ca edexruBHo nexyBanu ¢ 1-2 mmxekiuu Esperoct.

Kinnnnuna edbukacuoct Ha Esperoct mo BpeMe Ha rojieMyu XUPYPrUYHU UHTEPBEHIUHA

Esperoct e edexTuBeH npu NMoAAbpKaHe Ha XeMOCTa3ara o BpeMe Ha TOJIEMU XUPYPTUIHH
MHTEPBEHINH ¢ ycreBaeMocT 95,6% IMpu BCUYKH U3BBPILIEHH FOJIEMH XUPYPrUUHU HUHTEpBEHINN (43
ot 45 ca umanu ehekT, OleHeH KaTo ,,0TJIIMYeH * WIH ,,J00Bp*).

5.2 dapmakoKHHETHYHH CBOHCTBA

O6mo 129 papmakoxunernaau (PK) mpodwra ciaen equananaa mo3a Esperoct ca omeHeHH pu
86 marueHTH (BKIIOUUTENHO 24 neauatpudan manuentu ot 0 g0 12 roauHn).

Benuku (hapMakoKHHETHYHM Mpoy4BaHus ¢ Esperoct ca mpoBecHH TPH JICKYBaHH MPEIH TOBA
naruenTy ¢ Texka xemodumus A (dakrop VIII < 1%). [TanmenTrre nomyyaBaT equHAYHA 1032

50 1U/kg, a xppBHH NIPOOU ce ChbOMpaT Mpeay NpUIaraHeTo U B HAKOJIKO BPEMEBH TOUKH 10 96 daca
CJIe/ IpUIaraxe.
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[MomyxuBoThT Ha Esperoct € 1,6 mbTH MO-IBIBI B CPaBHEHHE ¢ HEMOU(DUIIMPAHUTE IPOTYKTH C
¢daxrop VIII npu Bp3pacTHH.

DapMaKOKMHETHYHH ITApAMETPHU

Onenenu ca 0610 108 papMakoxkuHeTHUHYU npoduiia ciiea eauanyHa n1o3a Esperoct 50 1U/kg npu

69 marmenTH. @apMakKOKWHETHYHUTE MApaMETPH Clie]] SAMHUYHA 1032 Ca CPABHUMH MEXKIY MalIKU
nera (ot 0 mo o 6 TOgUHM) | To-TosieMH Jera (6 1o mox 12 ronuHu), KakTo U Mexay roHomu (12 1o
17 rogunn) u Be3pacTHy (18 ronuHu 1 moBeue).

Kakro ce ouakBa, HHKpEMEHTHOTO Bb3CTAHOBSBAHE € MO-HUCKO, JOKATO KIMPBHCHT, KOPUTHPAH
CIPSAMO TEJECHOTO TErJIO € MO-BUCOK TPH JIela B CPAaBHEHUE C BB3PACTHHU U toHOMIH. KaTo 11510 nma
TEHJICHIINS 32 YBEJIMYaBaHEe HA HHKPEMEHTHOTO Bh3CTAHOBSBAHE U HAMAIIIBAHE Ha KIIMPHHCA
(ml/h/kg) c Bp3pacTTa. ToBa CHOTBETCTBA Ha MO-TOJISIM 00EM Ha pasnpeliesieHle Ha KHIIorpaM TeJIECHO
TErJI0 MPH Jella B CPABHEHUE C Bb3pacTHU (Tabnuia 4).

dapMaKOKHHETHYHUTE NapaMeTPH 3a eIMHIYHA 71034, OTIPE/ICIICHU ciell 28 ceIMUIH TPOPHIAKTUIHO
neuyenue ¢ Esperoct, chOTBETCTBAT Ha IbPBOHAYATHUTE (PAPMAKOKHHETUYHU MTapaMeTpH.

dapMakOKHHETHIHNTE TApaMEeTPH ClIe]l eqMHNYHA 103a Esperoct ca ommcanu B Tabnnma 4.
Ynotpebara Ha Esperoct mpu aera mox 12 roauniHa B3pacT HE € MOKa3aHa.

Tabéauna 4 PapMaKOKMHETHYHH NapamMeTpH 3a exnHM4YHA 103a Esperoct 50 U/kg npu nena,
IOHOIIIU U BH3PACTHH, N0 Bb3PACT, KATO ce U3MO0JI3BA XPOMOT€HEH TeCT
(reomerpu4Ha cpenna croiinoct [CV%])

OK nmapamersp 0 mo mox 6 ronuHU 6 1o mox 12 mo mox 18 ronuau n

N=0poit namueHTH N=13 12 rogmam N=11 18 romuHM ToBeYe

N=3 N=42

Bpoii mpodunm 13 11 5 79

IR (IU/dI) 3a 1,80 (29) 1,99 (25) 2,79 (12) 2,63 (22)

(IU/kg)?

MakcnmairHa 101,2 (28) 119,6 (25) 133,2 (9) 134,4 (23)

aKTHBHOCT Ha

¢axrop VIII

(TU/d1)?

t12 (gaca) 13,6 (20) 14,2 (26) 15,8 (43) 19,9 (34)

AUCsesxp. 2 147 (47) 2503 (42) 3100 (44) 3686 (35)

(IU*dac/dl)

CL (ml/gac/kg) 2,6 (45) 2,4 (40) 1,5 (43) 1,4 (32)

Vss (ml/kg) 44,2 (34) 41,2 (25) 33,4 (10) 37,7 (27)

MRT (gaca) 17,0 (22) 17,3 (31) 21,7 (45) 25,2 (29)°

Coixpatenust: AUC = oy moj; BpemeBus npoduit Ha akTuBHOCT Ha paktop VIII; ty, = repmunanen nonyxusot; MRT = cpenHo Bpeme Ha

npecroif; CL = xiupsHC; Vss = 06eM Ha pasnpezelieHe B CTal[OHAPHO ChCTOsIHNUE; IR = HHKPEMEHTHO BH3CTaHOBSIBAHE.

# InkpeMeHTHOTO Bb3cTaHoBsBaHe U ¢aktop VIII ca onenenn 30 MUHYTH clie]] pHJIaraHe mpy HalueHTH Hajx 12 roguau 1 60 MUHYTH Clex
npwiiarade (IrppBa npoda) npu aena noz 12 roguHu.

% MsuncnsBane B3 OCHOBA Ha 67 nMpodua.

Cpe):[HI/ITC Hal-HUCKM HMBA Ha IUIa3MEHA aKTUBHOCT Ha (I)aKTOp VIII B CTallMOHAPHO CHCTOSIHUC 10

BpeMe Ha npoduinakTuyHo neueHue ¢ Esperoct, mpunaran B 103a 50 1U/kg Ha Bceku 4 nuu ca 3,0 1U/dI
(95% CI: 2,6;3,4) npu manmeHTH Ha ¥ HaJ 12-TOWIITHA BH3PACT.
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5.3 IlpeakIMHUYHM JAHHU 32 §€30MACHOCT

Hexnuanuaurte JaHHU HC IIOKa3BaT ocob0eH PHUCK 3a XOpa Ha Oa3ara Ha KOHBCHIIMOHAJIHUTC
(bapMaKOJ'IOI‘I/I‘{HI/I Opoy4dBaHUA 3a 0€30IMaCHOCT ¥ TOKCUYHOCT Py MHOTOKPATHO NpUJiaraHe.

6. DAPMAINIEBTUYHUN JTAHHUAN

6.1 CHoucbk Ha NIOMOIIHHUTE BeLIECTBA

IIpax

Hatrpues xnopuj

L-xuctuaun

3axaposa

ITommcopobar 80

L-meTnonun

Kanmuer xiaopun auxuapar

Harpues xunpoxcu (3a kopeknus Ha pH)
XImopoBoIOpOIHA KHCETHHA (32 KopekIus Ha pH)

PasTBoputen

Hatpues xnopun
Bona 3a naxexnun

6.2 HecbBMeCTUMOCTH
[pu nunca Ha MPOYYBAHHUS 32 ChBMECTUMOCT TO3M JICKAPCTBEH MPOJYKT HE TPAOBA Ja ce CMecBa ¢
JIPYTH JICKAPCTBEHH MPOYKTH WJIH J]a C€ PEKOHCTUTYHUPA C MHKCKIIMOHHU Pa3TBOPH, PA3JIUIHUA OT

IIPENOCTAaBEHUs] PA3TBOPUTEIL C HATPUEB XJIOPUA.

[IpuroTBeHHAT IPOAYKT He TPsIOBa fa ce Impuiara Ype3 eIMH U ChIIl KaTeThbp W KOHTEHHEP 3aeIHO C
JPYTH JIEKapCTBEHH MPOIYKTH.

6.3 Cpoxk Ha roaHoCT

HeotBoOpen d)J'IaKOH (H[)CI[I/I DCKOHCTI/ITVI/IDaHe):

36 Mecerna ipu cbxpaneHue B ximaauaHuK (2 °C — 8 °C).

Ilo BpPEMC Ha CpOKaA HAa TOAHOCT, NIPOAYKTBHT MOXKEC a CC CbXpPaHsBa:

. Ha craifHa Temrieparypa (< 30 °C) 3a egHOKpaTeH nepruo, KOMTo He HajBHIaBa 12 mecena

WIN

. Ha Temreparypa Haj ctaiiHata (> 30 °C mo 40 °C) 3a eqHOKpaTeH Mepuoi, KOUTO HEe HaJBUILIABA
3 Mecena

Cren KaTo BeJHBXK C€ MU3BaIH OT XJIQJAWIHUKA, IPOAYKTHT HE TPsAOBA Aa ce BPbLIA 3a ChXpaHEHHUE
00paTHO B XJIAAUIHUKA.

3anuiineTe HavYaIHaTa JnaTa Ha CbXPaHCHUETO U3BBH XJIAAWJIIHUK U TEMIICpATypaTa Ha CbXpaHCHUEC Ha
MSICTOTO, MPEABUJACHO BbPXY KAPTOHCHATA KYyTHUS.
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Caen pexorcturyupane (500 1U. 1 000 1U, 1 500 1U, 2 000 1U, 3 000 1U)

JlokazaHa e XuMU4HA U (U3NYHA CTAOUITHOCT MPH yroTpeda 3a:

. 24 yaca npu cbxpanenue B xnagmiHuk (2 °C — 8 °C) unn
. 4 yaca npu < 30 °C wu
. 1 gac mexay > 30 °C u 40 °C, camo ako MPOAYKTHT € ChbXpaHsIBaH HAJI CTalfHa TeMIlepaTrypa

(> 30 °C no 40 °C) npenu peKOHCTUTYHPAHE 3a HE TIOBEUE OT 3 MecCelIa.

Caen pexorcruryupane (4 000 1U, 5 000 1U)

JokazaHa e XuMHYHa U pU3UYHA CTAOMIIHOCT MPH ymoTpeda 3a:
. 24 qaca nipu cexpaHeHue B ximamurHUK (2 °C — 8 °C) nnn
. 4 gaca mpu < 30 °C

OT MHKpPOOHOIIOTUYHA TIIE[JHA TOYKA Pa3TBOPHT TPSOBA J1a Ce M3MOI3Ba He3a0aBHO Clie/
peKOHCTUTYHpaHe. AKO He ce M3II0JI3Ba BeIHAra, BPEMETO U yCIOBHTA HA ChXpaHEHHE MPpeIn
ymotpeba ca OTTOBOPHOCT Ha IOTPEOUTENS 1 OOMKHOBEHO HE € MPEMOPHIUTEIHO 14 HATXBBPIIAT
ONHUCAHUTE MO-TOPE, OCBEH aKO PEKOHCTUTYUPAHETO € U3BBPILICHO MPU KOHTPOIUPAHU U BaTUAUPAHU
ACeTITUYHH YCIIOBHSI.

PexoHcTuTypaHuAT pa3TBOp TPsIOBa 1a ce ChXpaHsBa BbB (JIaKoHa.
6.4 ChenuajHu yCJI0BHs HA CbXpaHeHHUe

Ha ce cpxpansBa B xnaguiaauk (2 °C — 8 °C). Jla He ce 3ampasssa.
Jla ce cpxpaHsiBa B OpUTHHAJIHATA ONIAKOBKA, 32 J1a C€ MPEINa3u OT CBETIINHA.

IMpunoxwumo 3a 500 U, 1 000 IU, 1 500 1U, 2 000 1U, 3 000 1U

3a chxpanenue npu craiina Temmneparypa (< 30 °C wiu g0 40 °C) 1 ycloBusITa Ha ChbXpaHSHHUE CIIC]T
PEKOHCTUTYHpPAHE Ha JIEKAPCTBEHHS MPOIYKT BHXKTE TOUKa 6.3.

ITpumoxxumo 3a 4 000 1U, 5 000 1V

3a cpxpaHeHue npu ctaiiHa temneparypa (< 30 °C) u ycnoBusATa Ha CbXpaHeHHE Cle]
PEKOHCTUTYHPAHE HA JIEKaPCTBEHUS IPOIYKT BIDKTE Touka 6.3.

6.5 Bwuau chabp:KaHHe HA ONAKOBKAaTAa

Bcska onakoBka Esperoct chabpika:

- 1 ¢aaxoH (cTeKi0 THI I) € Ipax, 3aTBOPEH ChC 3alyllaika OT XJI0poOyTHIOBa ryMa,
alyMHHHeBa 00KaTKa ¢ IUIACTMAcOBa OTUYIBALla CE Karayka

- 1 crepuiieH aganTop 3a (IakoHa 32 PEeKOHCTUTYHpaHe

- | mpeABapHUTEHO HAITBIHEHA CIPUHIIOBKA ¢ 4 ml pa3TBOPUTEI ChC 3aIyIIanKa
(monmunpornuiieH), 6yrano (OpoMoOyTHIOBa TyMa) U Kamadka 3a Bbpxa (OpoMoOyTHIIOBa TyMa).

- 1 mocrt 3a OyTano (MOTUMIPOTIHIIEH).

6.6 Chenuajnu npeanasHu MEPKH NPH U3XBBPJIsiHE U padoTa

Esperoct Tpsi6Ba na ce npuiiara HHTPaBeHO3HO Cliell PEKOHCTUTYHpaHEe Ha IIpaxa ¢ pa3TBOPUTEILS,
npeaocTaBeH B cpuHIIOBKaTa. Ciie]] peKOHCTHTYHPaHe pa3TBOPHT MMa BHJI Ha OMCTpa 1 Oe31BeTHA
Te4HOCT 0e3 BUAMMH YacTULH. [Ipenu npunoxkeHne peKOHCTUTYUPAHUSAT JIEKApCTBEH MPOIYKT TpsiOBa
Jla ce MPOBEPU BU3YaIHO 3a HAJIMUME HA YACTHULU U IPOMSHA B LiBeTa. Pa3TBOpHT TpsiOBa 1a Obae
6ucTbp u O6e3uBeTeH. He nznonspaiite pa3TBOpH, KOUTO ca MBTHH WM UMAT yTaiKa.

3a YKa3aHuA OTHOCHO PEKOHCTUTYUPAHECTO Ha JICKAPCTBCHUS MIPOAYKT HNPCAN NPHUITOKCHNUEC BUIKTEC
JIJUCTOBKATa.
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CkopocTTa Ha pHIoXKeHue TpsiOBa 1a ce orpeess cropea HUBOTO Ha KOM(OPT Ha MalueHTa 3a
OKOJIO 2 MUHYTH.

Ille 6paaT HEOOXOAMMH CHINO UH(Y3NOHEH HabOop (Wrina TuM ,,0pTepduIaii ¢ KaTeThp), CTEPIITHU
TaMIIOHH, HAIIOGHH ChC CIHUPT, MApJIX U IUIacTUpH. Te3n MpuHaUIeKHOCTH HE Ca BKIIOYECHH B
onakoBkara Ha Esperoct.

BuHaru npunaraiite acenTuyHa TEXHUKA.

Us3xBBpasHe

Crrenn MH)KEKTUPAHETO BHUMATETHO U3XBBHPJIETE CIIPUHIIOBKATa ¢ HH(PY3HOHHMS HA00p 1 (hi1akoHa C
ajanropa 3a ¢JiakoHa.

Heusnon3BaHuAT JTEKapCTBEH MPOIYKT UK OTMAIbYHUTE MATCPHATH OT HEro TPSOBA Jia CE U3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE U3UCKBAHUSI.

7. ITPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsvard
Hanus

8. HOMEP(A) HA PASPEHLIEHUETO 3A YIIOTPEBA

EU/1/19/1374/001
EU/1/19/1374/002
EU/1/19/1374/003
EU/1/19/1374/004
EU/1/19/1374/005
EU/1/19/1374/006
EU/1/19/1374/007

9. JATA HA ITBPBO PASPEINABAHE/IIOJHOBABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

Jlara Ha mepBoO paspemanane: 20 onu 2019 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

ITonpo6Ha nHGOpPMAITHS 32 TO3U JICKAPCTBEH MPOAYKT € MpeIocTaBeHa Ha yeOcaiita Ha EBponelickara
areHIus 1o JIeKapcTBaTa http://www.ema.europa.eu.
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NNPUJIIOXKXEHUE I1
IMPOU3BOAUTEJ HA BUOJIOTNYHO AKTUBHOTO
BEIIECTBO U INTPOU3BO/JUTEJL, OTTOBOPEH 3A
OCBOBOXJIABAHE HA ITAPTUN

YCJIOBUSA NJIK OT'PAHUYEHMUSA 3A TIOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUSA 1 UBUCKBAHUA HA PASPEIIEHUETO
3A YIIOTPEBA

YCJIOBUA NJIX OT'PAHUYEHMUSA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEGA HA JIEKAPCTBEHUS TPOAYKT
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A. TIPOU3BOJIUTEJI HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO U
IMPOU3BOJUTEJIL, OTTOBOPEH 3A OCBOBOXIABAHE HA ITAPTUIN

HwMe u aapec Ha IPOU3BOIUTEIS Ha OMOJIOTUYHO AaKTUBHOTO BCIICCTBO

Novo Nordisk US Bio Production Inc.
9 Technology Drive

West Lebanon

New Hampshire

03784

CAIII

HmMe n agpec Ha IPOU3BOAUTENS, OTTOBOPEH 32 OCBOOOXKIaBAHE HA IMAPTUJIATE

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsveard
Janus

b. YCJIOBUSA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOLYKT €€ OTIIyCKa 10 OTPaHUYEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTika Ha MpoAyKTa, Touka 4.2).

B. JPYI'M YCJIOBUS U UBUCKBAHUSA HA PASPEHLIEHUETO 3A YIIOTPEBA
. I[epuoguynu akTyaJan3npanm aokiaaau 3a oezonacuoct (ITAIB)

UsuckBanusra 3a mogaBane Ha [1AJ[b 3a To3u JiekapCTBEH MPOAYKT Ca TOCOUYCHH B CIIHCHKA C
pedepentaute natu Ha EBponeiickus cpio3 (EURD cnucek), npensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUYKH CJICIBAIN aKTyaJIH3aIliH, TyOJINKYBaHU Ha €BPOTICHCKUS
yeOmopTal 3a JIeKapCcTBa.

[MpuTeskaremnsaT Ha pa3pelleHHeTo 3a yrnorpeda TpsaoBa Ja Mmojaae MbpPBHUs NEPUOJHYCH aKTyalu3upaH
JOKJIaz 32 0€30MacCHOCT 3a TO3M MPOIYKT B CPOK OT 6 Mecella Cliel] pa3penaBaHeTo 3a yrnorpeoa.

I'.  YCJIOBUA UJIN OTPAHUYEHUS 3A BE3OITIACHA 1 E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TPOAYKT

. IInan 3a ynpasiaenue Ha pucka (ITYP)

[Ipurexarensat Ha pa3pemernero 3a ynorpeda (IIPY) tpsabsa na u3BbpIiBa H3UCKBAaHUTE JEHHOCTH U
JeficTBUS, CBBP3aHHU C MpOCieAsBaHe Ha JIeKapcTBeHaTa 0€30I1acHOCT, Toco4YeH! B o1o0penus [1YP,
npezncraBed B Moayn 1.8.2 Ha pa3pelieHreTo 3a ynorpeda, KakTo U IPH BCUYKH CIIEABALIH
ChIJIACyBaHU akTyaiusauuu Ha [TYP.

Axryammsupan [1YP Tpsa6Ba na ce monasa:

. 1o uckaHe Ha EBporelickaTa areHIys o JeKapcTBara;

. BUHArd, KOraTo ce U3MEHs CHCTEMaTa 3a yIpaBJIeHUE Ha PUCKa, 0OCOOCHO B Pe3yiTaT Ha
MoJTydyaBaHe Ha HOBa WH(OPMAIH, KOSTO MOXKE 1 JOBEE 10 3HAYUMH MPOMEHH B
CHOTHOILIEHUETO MOJI3a/PUCK, WK CIIeN JOCTUTaHE Ha BayKeH eTall (BbB Bpb3Ka ¢ IMpoCiesBaHe
Ha JIeKapCTBEHaTa 0€30MacHOCT MM CBEXIAaHE Ha PHCKA 10 MUHUMYM).
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o 3axbiKeHNe 32 MPOBeKIaHe HA MEPKH cJie[l pa3peniaBaHe 3a ynorpeda

B onpenenenust cpok [IPY TpsiOBa na M3NBIHU CIIEAHUTE MEPKU:

Onucanmne

Cpok

[MocTmapkeTuHroBo nmpoyusane 3a 6e3onacHocT (PASS): C nen npoyuyBane Ha
noreHanuuTe eexru or kymynupane Ha [IEI" B xopouaHus rekcyc Ha MO3bKa
U IpyrH ThkaHu/opranu, [IPY Tpsa0Ba ga mpoBene u Aa rmogaje pe3ynTaTUTe OT
MOCTMAPKETHHTOBO NPOYYBaHe 3a O€30MacHOCT ChIIIACHO 000pPEH MPOTOKO.

31/12/2027
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NMPUJIOXKXEHUE I1I

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. IJAHHHA BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Esperoct 500 IU npax u pa3TBOpUTEN 32 HHKEKIIMOHEH Pa3TBOP

TYpPOKTOKOT ajida meroi
(pexomOnHaHTEH KoarynanuoneH dakrop VIII)

‘ 2. OBSBSABAHE HA AKTUBHOTO BEHIECTBO

[pax: 500 IU typokroxor anda neron (mpubnusurenno 125 [U/ml cnen pazrBapsiHe)

3. CIIMCBK HA IIOMOINHUTE BEINECTBA

ITpax:
HaTpHeB XJopun, L-xuctuany, 3axaposa, nonucopdat 80, L-MeTHOHUH, KaNlueB XJIOPUA AUXUIPAT,
HaTPUEB XUAPOKCU, XJIOPOBOJOPOJIHA KHCEITUHA

Pa3TBOpI/ITeJ'IZ HATPHUCB XJIOpUA, BOAA 3a MHKCKIIUN

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax u pa3TBOpHUTEN 32 MH)KEKIIMOHEH Pa3TBOP

OnakoBkata chabpxa: 1 (hiaakoH ¢ pax, 4 ml pa3TBOpUTEN B IPEABAPUTEIHO HAIThIHEHA
CIPHUHIIOBKA, 1 JoCcT 3a OyTano u 1 agantop 3a ¢raakoH.

5. HAYHNH HA ITPUJIOKEHUE U ITbT HA BBBEXKJIAHE

[Ipenu ynorpeba mpoverere IMCTOBKATA.

HHTpaBeHO3HO MPUIIOKEHHE CIIEH Pa3TBapsiHEe

6. CIIEHUAJIHO NNPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEY OT IIOI'VIEJA U TOCEI'A HA TEITA

[a ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'U CHEIMAJIHU ITPEAYIIPEXKJIEHUSA, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIIEHHMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpansiBa B xJIlaquiaHUK. J[a He ce 3aMpaszsiBa.

IIo BpEME Ha CpOKa Ha TOAHOCT, IPOAYKTBHT MOXKE a CEC ChbXpaHsABa

. Ha craifHa Temneparypa (< 30 °C) 3a exHOKpaTeH NepHoA, KOWTO He HaABHIIaBa 12 Mecena uiu

. Ha Temneparypa Hax craitHata (> 30 °C - 40 °C) 3a emHOKpaTeH Meproa, KOWTO HE HaBUIABa
3 Mecena

JlaTa Ha M3BaXKAaHE OT XJIAAMITHAKA! Copxpanernne Ha < 30 °C U > 30 °C - 40 °C [

I[a CC ChbXpPaHsBa B OpUTHHAIHATA OIIAKOBKA, 3a 1a CC MPCATa3u OT CBCTIIMHA.

10. CHELNMWAJIHU NPEAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsvard
Jaaus

12.  HOMEP HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/19/1374/001

‘ 13. TAPTUIAEH HOMEP

ITaptuna:

‘ 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIMS HA BPAIJIOBA A3BYKA

Ecnepokt 500

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/JI

JByn3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU(UKATOP.
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‘ 18. YHUKAJIEH NWIEHTUO®UKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. NME HA JIEKAPCTBEHMUS TPOAYKT U ITBT(MIIA) HA BBBEX/IAHE

Esperoct 500 IU mpax 3a WHXEKIIMOHEH Pa3TBOP
TYpPOKTOKOT ajida meroi
v,

‘ 2. HAYHNH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

4, IHAPTUJAEH HOMEP

ITapTuna:

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHUILIN

500 IU

| 6. JIPYTO

Novo Nordisk A/S
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Esperoct 1 000 IU npax u pa3TBOpUTEI 32 HHKEKIIMOHEH Pa3TBOP

TYpPOKTOKOT ajida meroi
(pexomOnHaHTEH KoarynanuoneH dakrop VIII)

‘ 2. OBSBSABAHE HA AKTUBHOTO BEIIECTBO

[pax: 1 000 IU typokroxor anda neron (mpudbmusurenano 250 IU/ml cnen pazrBapsiHe)

3. CIIUCBK HA IOMOINHUTE BEINECTBA

ITpax:
HaTpHeB xJopun, L-xuctuany, 3axaposa, nonucopdat 80, L-MeTHOHUH, KalUeB XJIOPUI AUXUIPAT,
HaTPUEB XUAPOKCU, XJIOPOBOJOPOJIHA KHCEITUHA

Pa3TBOpI/ITeHZ HATPHUCB XJIOPUA, BOAA 3a NHKCKIIUN

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax u pa3TBOpHUTEN 32 MH)KEKIIMOHEH Pa3TBOP

OmnakoBkata chabpxa: 1 (hiaakoH ¢ npax, 4 ml pa3TBopUTEN B IPEABAPUTEIHO HAITIHEHA
CIPHUHIIOBKA, 1 JoCcT 3a OyTano u 1 aganrtop 3a ¢aakoH.

5. HAYHNH HA ITPUJIOKEHUE U ITBT HA BBbBEXKJIAHE

[Ipenu ynorpeba mpoverere IMCTOBKATA.

HHTpaBeHO3HO MPUIIOKEHHE CIIEH Pa3TBapsiHEe

6. CIIEHUAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEY OT IIOI'VIEJA U TOCEI'A HA TEITA

[a ce cpxpaHsBa Ha MSICTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'N CHEONUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIIEHHMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpansiBa B xJIlaquiaHUK. J[a He ce 3aMpaszsiBa.

IIo BpEME Ha CpOKa Ha TOAHOCT, IPOAYKTBHT MOXKE a CEC ChbXpaHsABa

. Ha craifHa Temneparypa (< 30 °C) 3a exHOKpaTeH NepHoA, KOWTO He HaABHIIaBa 12 Mecena uiu

. Ha Temneparypa Hax craitHata (> 30 °C - 40 °C) 3a emHOKpaTeH Meproa, KOWTO HE HaBUIABa
3 Mecena

JlaTa Ha M3BaXKAaHE OT XJIAAMITHAKA! Copxpanernne Ha < 30 °C U > 30 °C - 40 °C [

I[a CC ChbXpPaHsBa B OpUTHHAIHATA OIIAKOBKA, 3a 1a CC MPCATa3u OT CBCTIIMHA.

10. CHELNMWAJIHU NPEAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsvard
Jaaus

12.  HOMEP HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/19/1374/002

‘ 13. TAPTUIAEH HOMEP

ITaptuna:

‘ 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIMS HA BPAIJIOBA A3BYKA

Ecnepokr 1 000

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/JI

JByn3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU(UKATOP.
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‘ 18. YHUKAJIEH NWIEHTUO®UKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. NME HA JIEKAPCTBEHMUS TPOAYKT U ITBT(MIIA) HA BBBEX/IAHE

Esperoct 1 000 IU nmpax 3a HHXEKITHOHEH Pa3TBOP
TYpPOKTOKOT ajida meroi
v,

‘ 2. HAYHNH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

4, IHAPTUJAEH HOMEP

ITapTuna:

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHUILIN

1000 1U

| 6. JIPYTO

Novo Nordisk A/S
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Esperoct 1 500 IU npax u pa3TBOpUTEI 32 HHKEKIIMOHEH Pa3TBOP

TYpPOKTOKOT ajida meroi
(pexomOnHaHTEH KoarynanuoneH dakrop VIII)

‘ 2. OBSBSABAHE HA AKTUBHOTO BEIIECTBO

[pax: 1 500 IU typokroxor anda neron (mpubmusurenno 375 IU/ml cnen pazrBapsiHe)

3. CIIUCBK HA IOMOINHUTE BEINECTBA

ITpax:
HaTpHeB xJopun, L-xuctuany, 3axaposa, nonucopdat 80, L-MeTHOHUH, KalUeB XJIOPUI AUXUIPAT,
HaTPUEB XUAPOKCU, XJIOPOBOJOPOJIHA KHCEITUHA

Pa3TBOpI/ITeHZ HATPHUCB XJIOPUA, BOAA 3a NHKCKIIUN

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax u pa3TBOpHUTEN 32 MH)KEKIIMOHEH Pa3TBOP

OmnakoBkata chabpxa: 1 (hiaakoH ¢ npax, 4 ml pa3TBopUTEN B IPEABAPUTEIHO HAITIHEHA
CIPHUHIIOBKA, 1 JoCcT 3a OyTano u 1 aganrtop 3a ¢aakoH.

5. HAYHNH HA ITPUJIOKEHUE U ITBT HA BBbBEXKJIAHE

[Ipenu ynorpeba mpoverere IMCTOBKATA.

HHTpaBeHO3HO MPUIIOKEHHE CIIEH Pa3TBapsiHEe

6. CIIEHUAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEY OT IIOI'VIEJA U TOCEI'A HA TEITA

[a ce cpxpaHsBa Ha MSICTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'N CHENUAJIHU NPEAYHPEXJIEHUA,AKO E HEOBXOINMO

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:
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‘ 9. CIIEHHMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpaHsiBa B xJIlaquiaHUK. J[a He ce 3aMpassiBa.

IIo BpEME Ha CpOKa Ha TOAHOCT, IPOAYKTBHT MOXKE a CEC ChbXpaHsABa

. Ha craifHa Temneparypa (< 30 °C) 3a exHOKpaTeH NepHoA, KOWTO He HaABHIIaBa 12 Mecena uiu

. Ha Temneparypa Hax ctaitHata (> 30 °C - 40 °C) 3a emHOKpaTeH Mepruoa, KOWTO HE HaIBUIABa
3 Mecena

JlaTa Ha M3BaXKAaHE OT XJIAAMITHAKA! Copxpanernne Ha < 30 °C U > 30 °C - 40 °C [

I[a CC ChbXpPaHsBa B OpUTHHAIHATA OIIAKOBKA, 3a 1a CC MPCATa3u OT CBCTIIMHA.

10. CHELNMWAJIHU NPEAITAZHU MEPKU ITPU U3XBBPJISSHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsvard
Jaaus

12. HOMEPA HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/19/1374/003

‘ 13. TAPTUIAEH HOMEP

ITaptuna:

‘ 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIMS HA BPAIJIOBA A3BYKA

Ecnepokr 1 500

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/JI

JByn3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU(UKATOP.
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‘ 18. YHUKAJIEH NWIEHTUO®UKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. NME HA JIEKAPCTBEHMUS TPOAYKT U ITBT(MIIA) HA BBBEX/IAHE

Esperoct 1 500 IU npax 3a HHXEKITHOHEH Pa3TBOP
TYpPOKTOKOT ajida meroi
v,

‘ 2. HAYHNH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

4, IHAPTUJAEH HOMEP

ITapTuna:

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHUILIN

1500 1U

| 6. JIPYTO

Novo Nordisk A/S

32



JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Esperoct 2 000 IU npax u pa3TBOpUTEI 32 HHKEKIIMOHEH Pa3TBOP

TYpPOKTOKOT ajida meroi
(pexomOnHaHTEH KoarynanuoneH dakrop VIII)

‘ 2. OBSBSABAHE HA AKTUBHOTO BEIIECTBO

[pax: 2 000 IU typokroxor anda neron (mpudbmusurenano 500 IU/ml cnen pazrBapsiHe)

3. CIIUCBK HA IOMOINHUTE BEINECTBA

ITpax:
HaTpHeB xJopun, L-xuctuany, 3axaposa, nonucopdat 80, L-MeTHOHUH, KalUeB XJIOPUI AUXUIPAT,
HaTPUEB XUAPOKCU, XJIOPOBOJOPOJIHA KHCEITUHA

Pa3TBOpI/ITeHZ HATPHUCB XJIOPUA, BOAA 3a NHKCKIIUN

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax u pa3TBOpHUTEN 32 MH)KEKIIMOHEH Pa3TBOP

OmnakoBkata chabpxa: 1 (hiaakoH ¢ npax, 4 ml pa3TBopUTEN B IPEABAPUTEIHO HAITIHEHA
CIPHUHIIOBKA, 1 JoCcT 3a OyTano u 1 aganrtop 3a ¢aakoH.

5. HAYHNH HA ITPUJIOKEHUE U ITBT HA BBbBEXKJIAHE

[Ipenu ynorpeba mpoverere IMCTOBKATA.

HHTpaBeHO3HO MPUIIOKEHHE CIIEH Pa3TBapsiHe

6. CIIEHUAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEY OT IIOI'VIEJA U TOCEI'A HA TEITA

[a ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'N CHENUAJIHU NPEAYHPEXJIEHUA,AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIIEHHMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpaHsBa B xJlaquaHUK. J{a He ce 3ampa3siBa.

IIo BpEMEC Ha CpOKa HAa TOAHOCT, IPOAYKTBHT MOXKE da CEC ChbXpaHsABa

. Ha craifHa Temneparypa (< 30 °C) 3a exHOKpaTeH NEepHoOA, KOWTO He HaABHIIaBa 12 Mecena uiu

. Ha Temmeparypa Hax craitHata (> 30 °C - 40 °C) 3a emHOKpaTeH Mepruoa, KOWTO HE HaIBUIIABa
3 Mecena

JlaTa Ha M3BaXKAaHE OT XJIAAMITHAKA: Copxpanenne Ha < 30 °C U > 30 °C - 40 °C [

I[a CC ChbXpPaHsBa B OpUTHHAIHATA OIIAKOBKA, 3a 1a CC MPCATa3u OT CBCTIIMHA.

10. CHELNMWAJIHU NPEAITAZHU MEPKU ITPU U3XBBPJISSHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsvard
Jaaus

12. HOMEPA HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/19/1374/004

‘ 13. TAPTUIAEH HOMEP

ITaptuna:

‘ 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIMS HA BPAIJIOBA A3BYKA

Ecnepokr 2 000

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/JI

JByn3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU(UKATOP.
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‘ 18. YHUKAJIEH NWIEHTUO®UKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. NME HA JIEKAPCTBEHMUS TPOAYKT U ITBT(MIIA) HA BBBEX/IAHE

Esperoct 2 000 IU mpax 3a HHXEKITHOHEH Pa3TBOP
TYpPOKTOKOT ajida meroi
v,

‘ 2. HAYHNH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

4, IHAPTUJAEH HOMEP

ITapTuna:

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHUILIN

2000 1U

| 6. JIPYTO

Novo Nordisk A/S
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Esperoct 3 000 IU npax u pa3TBOpUTEI 32 HHKEKIIMOHEH Pa3TBOP

TYpPOKTOKOT ajida meroi
(pexomOnHaHTEH KoarynanuoneH dakrop VIII)

‘ 2. OBSBSABAHE HA AKTUBHOTO BEIIECTBO

[pax: 3 000 IU typokroxor anda neron (mpubmusurenano 750 IU/ml cnen pazrBapsiHe)

3. CIIUCBK HA IOMOINHUTE BEINECTBA

ITpax:
HaTpHeB xJopun, L-xuctuany, 3axaposa, nonucopdat 80, L-MeTHOHUH, KalUeB XJIOPUI AUXUIPAT,
HaTPUEB XUAPOKCU, XJIOPOBOJOPOJIHA KHCEITUHA

Pa3TBOpI/ITeHZ HATPHUCB XJIOPUA, BOAA 3a NHKCKIIUN

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax u pa3TBOpHUTEN 32 MH)KEKIIMOHEH Pa3TBOP

OmnakoBkata chabpxa: 1 (hiaakoH ¢ npax, 4 ml pa3TBopUTEN B IPEABAPUTEIHO HAITIHEHA
CIPHUHIIOBKA, 1 JoCcT 3a OyTano u 1 aganrtop 3a ¢aakoH.

5. HAYHNH HA ITPUJIOKEHUE U ITBT HA BBbBEXKJIAHE

[Ipenu ynorpeba mpoverere IMCTOBKATA.

HHTpaBeHO3HO MPUIIOKEHHE CIIEH Pa3TBapsiHEe

6. CIIEHUAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEY OT IIOI'VIEJA U TOCEI'A HA TEITA

[a ce cpxpaHsBa Ha MSICTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'N CHENUAJIHU NPEAYHPEXJIEHUA,AKO E HEOBXOINMO

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:
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‘ 9. CIIEHHMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpaHsiBa B xJIlaquiaHUK. J[a He ce 3aMpassiBa.

IIo BpEME Ha CpOKa Ha TOAHOCT, IPOAYKTBHT MOXKE a CEC ChbXpaHsABa

. Ha craifHa Temneparypa (< 30 °C) 3a exHOKpaTeH NepHoA, KOWTO He HaABHIIaBa 12 Mecena uiu

. Ha Temneparypa Hax ctaitHata (> 30 °C - 40 °C) 3a emHOKpaTeH Mepruoa, KOWTO HE HaIBUIABa
3 Mecena

JlaTa Ha M3BaXKAaHE OT XJIAAMITHAKA! Copxpanernne Ha < 30 °C U > 30 °C - 40 °C [

I[a CC ChbXpPaHsBa B OpUTHHAIHATA OIIAKOBKA, 3a 1a CC MPCATa3u OT CBCTIIMHA.

10. CHELNMWAJIHU NPEAITAZHU MEPKU ITPU U3XBBPJISSHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsvard
Jaaus

12. HOMEPA HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/19/1374/005

‘ 13. TAPTUIAEH HOMEP

ITaptuna:

‘ 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIMS HA BPAIJIOBA A3BYKA

Ecnepokt 3 000

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/JI

JByn3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU(UKATOP.
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‘ 18. YHUKAJIEH NWIEHTUO®UKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. NME HA JIEKAPCTBEHMUS TPOAYKT U ITBT(MIIA) HA BBBEX/IAHE

Esperoct 3 000 IU mpax 3a HHXEKITHOHEH Pa3TBOP
TYpPOKTOKOT ajida meroi
v,

‘ 2. HAYHNH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

4, IHAPTUJAEH HOMEP

ITapTuna:

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHUILIN

3000 IU

| 6. JIPYTO

Novo Nordisk A/S
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Esperoct 4 000 IU npax u pa3TBOpUTEI 32 HHKEKIIMOHEH Pa3TBOP

TYpPOKTOKOT ajida meroi
(pexomOnHaHTEH KoarynanuoneH dakrop VIII)

‘ 2. OBSBSABAHE HA AKTUBHOTO BEHIECTBO

[pax: 4 000 IU typokroxor anda neron (mpudmusurenno 1 000 IU/ml cnen pazrBapsne)

3. CIIMCBK HA IIOMOINHUTE BEINECTBA

ITpax:
HaTpHeB XJopun, L-xuctuany, 3axaposa, nonucopdat 80, L-MeTHOHUH, KaNlueB XJIOPUA AUXUIPAT,
HaTPUEB XUAPOKCU, XJIOPOBOJOPOJIHA KHCEITUHA

Pa3TBOpI/ITeJ'IZ HATPHUCB XJIOpUA, BOAA 3a NHKCKIIUN

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax u pa3TBOpHUTEN 32 MH)KEKIIMOHEH Pa3TBOP

OmnakoBkata chabpxa: 1 (iaakoH ¢ pax, 4 ml pa3TBOpUTEN B IPEABAPUTEIHO HAITBIHEHA
CIPHUHIIOBKA, 1 JoCcT 3a OyTano u 1 agantop 3a (raakoH.

5. HAYHNH HA ITPUJIOKEHUE U ITbT HA BBBEXKJIAHE

[Ipenu ynorpeba mpoverere IMCTOBKATA.

HHTpaBeHO3HO MPUIIOKEHHE CIIEH Pa3TBapsiHe

6. CIIEHUAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEY OT IIOI'VIEJA U TOCEI'A HA TEITA

[a ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'U CHEIMAJIHU TIPEJAYIPEXKJIEHUA,AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIIEHHMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpaHsBa B xJlaquaHUK. J{a He ce 3ampa3siBa.

IIo BpEMEC Ha CpOKa HAa TOAHOCT, IPOAYKTBHT MOXKE da CEC ChbXpaHsABa

. Ha craifHa Temneparypa (< 30 °C) 3a exHOKpaTeH NEepHoOA, KOWTO He HaABHIIaBa 12 Mecena uiu

. Ha Temmeparypa Hax craitHata (> 30 °C - 40 °C) 3a emHOKpaTeH Mepruoa, KOWTO HE HaIBUIIABa
3 Mecena

JlaTa Ha M3BaXKAaHE OT XJIAAMITHAKA: Copxpanenne Ha < 30 °C U > 30 °C - 40 °C [

I[a CC ChbXpPaHsBa B OpUTHHAIHATA OIIAKOBKA, 3a 1a CC MPCATa3u OT CBCTIIMHA.

10. CHELNMWAJIHU NPEAITAZHU MEPKU ITPU U3XBBPJISSHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsvard
Jaaus

12. HOMEPA HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/19/1374/006

13. TAPTUIAEH HOMEP

ITaptuna:

‘ 14. HAYMUH HA OTIITYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAIJIOBA A3BBYKA

EcnepoxT 4 000

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKOJI

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKAJIEH HACHTU(PHUKATOP.
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‘ 18. YHUKAJIEH NWIEHTUO®UKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. NME HA JIEKAPCTBEHMUS TPOAYKT U ITBT(MIIA) HA BBBEX/IAHE

Esperoct 4 000 IU mpax 3a HH>KEKITHOHEH Pa3TBOP
TYpPOKTOKOT ajida meroi
v,

‘ 2. HAYHNH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

4, IHAPTUJAEH HOMEP

ITapTuna:

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHUILIN

40001V

| 6. JIPYTO

Novo Nordisk A/S
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Esperoct 5 000 IU npax u pa3TBOpUTEI 32 HHKEKIIMOHEH Pa3TBOP

TYpPOKTOKOT ajida meroi
(pexomOnHaHTEH KoarynanuoneH dakrop VIII)

‘ 2. OBSBSABAHE HA AKTUBHOTO BEHIECTBO

[pax: 5 000 IU typokroxkor anda neron (mpubmusurenno 1 250 IU/ml cnen pazrBapsne)

3. CIIMCBK HA IIOMOINHUTE BEINECTBA

ITpax:
HaTpHeB XJopun, L-xuctuany, 3axaposa, nonucopdat 80, L-MeTHOHUH, KaNlueB XJIOPUA AUXUIPAT,
HaTPUEB XUAPOKCU, XJIOPOBOJOPOJIHA KHCEITUHA

Pa3TBOpI/ITeHZ HATPHUCB XJIOpUA, BOAA 3a NHKCKIIUN

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax u pa3TBOpHUTEN 32 MH)KEKIIMOHEH Pa3TBOP

OmnakoBkata chabpxa: 1 (hiaakoH ¢ pax, 4 ml pa3TBOpUTEN B IPEABAPUTEIHO HAITBIHEHA
CIPUHIIOBKA, 1 JoCcT 3a OyTano u 1 aganrtop 3a ¢raaxoH.

5. HAYHNH HA ITPUJIOKEHUE U ITbT HA BBbBEXKJIAHE

[Ipenu ynorpeba mpoverere IMCTOBKATA.

HHTpaBeHO3HO MPUIIOKEHHE CIIEH Pa3TBapsiHEe

6. CIIEHUAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEY OT IIOI'VIEJA U TOCEI'A HA TEITA

[a ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI'U CHEIMAJIHU TIPEJAYIPEXKJIEHUA,AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:
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‘ 9. CIIEHHMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpansiBa B xJIlaquiaHUK. J[a He ce 3aMpaszsiBa.

IIo BpEME Ha CpOKa Ha TOAHOCT, IPOAYKTBHT MOXKE a CEC ChbXpaHsABa

. Ha craifHa Temneparypa (< 30 °C) 3a exHOKpaTeH NepHoA, KOWTO He HaABHIIaBa 12 Mecena uiu

. Ha Temneparypa Hax craitHata (> 30 °C - 40 °C) 3a emHOKpaTeH Meproa, KOWTO HE HaBUIABa
3 Mecena

JlaTa Ha M3BaXKAaHE OT XJIAAMITHAKA! Copxpanernne Ha < 30 °C U > 30 °C - 40 °C [

I[a CC ChbXpPaHsBa B OpUTHHAIHATA OIIAKOBKA, 3a 1a CC MPCATa3u OT CBCTIIMHA.

10. CHELNMWAJIHU NPEAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsvard
Jaaus

12. HOMEPA HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/19/1374/007

13. TAPTUIAEH HOMEP

ITaptuna:

‘ 14. HAYMUH HA OTIITYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAIJIOBA A3BBYKA

EcnepoxT 5 000

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKOJI

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKAJIEH HACHTU(PHUKATOP.
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‘ 18. YHUKAJIEH MWIEHTUO®UKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

DJIIAKOH

1. NME HA JIEKAPCTBEHMUS TPOAYKT U ITBT(MIIA) HA BBBEXJIAHE

Esperoct 5 000 IU mpax 3a HHXEKITHOHEH Pa3TBOP
TYpPOKTOKOT ajida meroi
v,

‘ 2. HAYHNH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

4, IHAPTUJAEH HOMEP

ITapTuna:

5. CBbABPKAHUE KATO MACA, OBEM NJIN EJIMHUILIN

5000 IU

| 6. JIPYTO

Novo Nordisk A/S
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MHUHHMUMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJUHUYHU
ITbPBUYHU OITAKOBKH

NPEJABAPUTE/IHO HAITBJIHEHA CITPUHILIOBKA

‘ 1. NME HA JIEKAPCTBEHUS TPOAYKT U ITBT(MIIA) HA BBBEKX/IAHE

PastBopuren 3a Esperoct

Hatpues xmopuzg 9 mg/ml

‘ 2. HAYUH HA ITPUJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

4. IHAPTUJAEH HOMEP

ITaptuna:

5. CBbABPXKAHUE KATO MACA, OBEM NJIN EJIMHULIN

4 ml

| 6.  JIPYTO

Novo Nordisk A/S
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b. JUCTOBKA
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JIncroBka: nHpopManus 3a NOTpeOUTEIs

Esperoct 500 IU npax 4 pa3TBOpUTEJI 32 HHKEKIIHOHEH Pa3TBOP
Esperoct 1 000 IU npax u pa3TBopuTeJI 32 HH/KEKIIHOHEH Pa3TBOP
Esperoct 1 500 IU npax u pa3TBopHTeI 32 HH/KEKIITHOHEH PA3TBOP
Esperoct 2 000 IU npax u pa3TBopuTeJI 32 HHKEKIHOHEH Pa3TBOP
Esperoct 3 000 IU npax u pa3TBopuTeJI 32 HH:KEKIIMOHEH Pa3TBOP
Esperoct 4 000 IU npax u pa3TBopuTeJI 32 HH/KEKIITHOHEH Pa3TBOP
Esperoct 5 000 IU npax u pa3TBopuTeJ1 32 HHKEKINOHEH Pa3TBOP

TypokTokor angda neroi (turoctocog alfa pegol)
(merunmmpan yoBeniku koarynarponeH ¢axrop VIII (p/IHK))

vTosn JIEKapCTBEH MPOJYKT MOJICKH Ha JOMBIHUTEIHO HabmoqeHre. ToBa Ie mo3Boiu 6bp30TO
yCTaHOBSIBaHE Ha HOBa MH(pOpMaIUs OTHOCHO Oe30macHOCTTa. MosKeTe J1a JajieTe CBOs PHHOC KaTo
CHOOIIMTE BCSKA HEKENaHa PeaKilns, KOSITO CTe MOy, 3a HAYMHA Ha ChOOIIaBaHe Ha HEeXKETaHH
peakiuu BIKTE Kpast Ha Touka 4.

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, NMPeIH A 3aNl0YHETe 1a U3I0J13BaTe TOBA

JIEKApPCTBO, Thil KATO TH ChAbP:Ka BaxHa 32 Bac nnpopmanus.

- 3anaszeTe Ta3u IUCTOBKA. MoOXe J1a ce HAJIOXKHU J1a 51 IPOYETETE OTHOBO.

- AKO MMaTe HSKaKBU JOMBJIHUTEIHU BBIIPOCH, TonuTaiite Bammus nekap.

- ToBa nekapcTBo € npeanucato JuyHo Ha Bac. He ro npeorcrbnBaiite Ha ipyru xopa. To Moxe
Jla UM HaBpEelM, HE3aBUCHUMO Ue MPU3HAIUTE Ha TSIXHOTO 3a00JIIBaHe ca ChIUTe KaTo BammTe.

- AKO Nony4yuTe HSIKAKBU HEKEJIAaHU peakluy, yBeaomere Bamws nekap. Tosa BkiIrouBa U
BCHUYKHM Bb3MOXXHH HEXKEIIaHU p€aKlIuK, HCOIMMCAaH! B Ta3W JIMCTOBKA. Bmxre Touka 4.

Kakso CbAbPiKa Ta3u JIUCTOBKA

1. Kaxso mpencrasnsBa Esperoct u 3a KakBo ce M3M0JI3Ba

2. Kakso Tpsi0Ba na 3Haete, npeau aa unonssare Esperoct

3. Kak na usnonszeare Esperoct

4. BBb3M0XHH HEXENAaHU peakluu

5. Kak na cexpansBare Esperoct

6. ChbabpKaHue Ha ONIAKOBKATa M AOIBIHUTENIHA HHGOPMALUs
1. Kakso npeacraBasisa Esperoct u 3a kakBo ce H3M0/13Ba

Kakso e Esperoct

Esperoct chappika akTHBHOTO BEIIECTBO TYPOKTOKOT ajda Mmeroi v MpeICcTaBIsBa JbJITOACHCTBAII
pexomOnHaHTeH KoarynanuoneH ¢akrop VIII. @akrop VIII e mpoTenH, KoiTo ce HaMHpa B KPbBTa U
roMara 3a mpe0TBpaTsBaHe U CIIUPaHEe Ha KPHBOU3IIUBH.

3a kakso ce u3nouassa Esperoct
Esperoct ce n3no:xn3ea 3a jiedeHUe U TIPEIOTBpPATIABaHE HA KPHBOUBIMBH IIPU XOpa HA U HAJT
12 rogumaa BB3pact ¢ xemopwus A (BponeH geguuut Ha Gakrop VIII).

[Ipu xopa ¢ xemodpmmus A ¢akrop VIII nuncsa nin He GyHKIIMOHUpA paBUITHO. Esperoct 3amens

To3M nedexreH wiu nuncsai ¢akrop VIII u cmomara 3a 0o6pazyBaHeTO Ha KPBBHU ChCUPELIN HA
MSCTOTO Ha KPbBOU3IIUBA.
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2. Kakso Tpsa0Ba 1a 3Haete, npeau Aa usnonassare Esperoct

He usnoa3zsaiite Esperoct

. aKo CTe alepruuHu KbM aKTHBHOTO BEIIECTBO MJIM KbM HSKOS OT OCTaHAIUTE ChCTABKU B TOBA
nexapcTBo (M30poeHH B TOUKA 6).
. aKo CTE aJePIrHYHN KbM IIPOTEHHH OT XaMCTep.

He usnon3Baiite Esperoct, ako HIKOE OT Te3U TBBPJICHUS Ce OTHACs 3a Bac. AKo He cTe CUTYpHH,
Tpe/In J1a U3M0I3BaTe TOBA JICKAPCTBO, TOBOpeTe ¢ Bamust nekap.

IIpenynpesxaeHust ¥ NpeanasHA MePKH

Ilpennmuo usnos3BaHe Ha JekapcTso ¢ ¢paxkrop VIII

Wndopmupaiite Bamms nekap, ako npeau cte ynorpedsBanu nexapersa ¢ dakrop VIII, ocobeno ako
CTE€ Pa3BWJIM MHXUOUTOPH (aHTHUTENA) CPELLy JIEKapCTBOTO, ThI KaTO MOXKE /1a ChIIECTBYBA PUCK TOBA
Jla C€ CIIy4H OTHOBO.

AJlepru4yHu peakuuu
CrpImecTByBa PUCK Ja MOyYUTe BHE3AIMHA U TEKKa AlepTUYHA Peakius (HanpuMep aHapuIakKTHIHa
peakmusi) kbM Esperoct.

Crpere HHXEKTUPAHETO U Ce CBbpxkKeTe ¢ Bamus nekap wim oTaeneHue 3a CremrHa noMolll, ako uMmaTe
paHHM TIPHU3HANM Ha aJIepTUYHU peakinu. Te3n paHH! MPU3HAIM MOTaT Ja BKIIIOYBAT O0pHUB,
YPTUKAPHSI, TOLYTHHHU, ChPOEXK 10 TOJIEMHU KOKHHU Y4YaCThIH, 3aUePBsIBAHE /WM [TOIyBaHE Ha
YCTHUTE, €3UKa, JIULETO WU JUIAHUTE, 3aTPYIHEHO I'bITAHE WU JAUILIAHE, XPUIIOBE, CTATAHE B
repauTe, OJe1a U CTyIeHa KOXa, YCKOPEH ChpAeUeH PUTHM WA 3aMaiiBaHe, TIIaBoOoIHe, TaJeHe u
MOBPBINAHE.

Pa3uTHe Ha ,,uaxuOuTOpPH Ha dakTop VIII“ (anTHTE2)
[To Bpeme Ha jedeHneTo ¢ Bcuuky JiekapcTsa ¢ akrop VI morar ga ce o6pasyBaT nHXUOUTOPH

(anTHTENA)

. Te3u nHXUOUTOPH, 0COOCHO MPH BUCOKU HHBA, CIIUPAT MPABUIHOTO ACHCTBUE HA JICYEHUETO

. e ObeTE IpOCIenIBaHU BHUMATEIIHO 32 00pa3yBaHETO HA Te3U HHXUOUTOPH

. Axo xppBeHeTo Bu He ce koHTponmpa ¢ Esperoct, HezabaBHO uHpopmupaiite Bammus nekap

. He yBenuuaaiite o0mara n103a Ha Esperoct, 3a 1a oBiajsieeTe KpbBOM3IMBA, O€3 ]a TOBOPUTE C

Bammus nexap.

IIpo6aemu, cBbp3aHH ¢ KaTeThP

AKO UMaTe KaTeThp, Ype3 KOMTOo JeKkapcTBaTa MOraT a ObJaT HHKEKTHPaHU B KPBBTa (YCTPOHUCTBO 32
LIEHTpaJICH BEHO3€EH JIOCTBIT), MOXKE J1a C€ Pa3BUAT MH(EKIIMH WK 1a ce 00pa3yBaT KPbBHU ChCUPELH
Ha MsICTOTO Ha KaTeThbpa.

CbpaedHo 3a0oJi1BaHe
T'oBopere ¢ Bammst nexkap win GpapmaneBT, ako IMaTe Chp/IeYHO 3a00IIBaHE UITH CTE B PUCK OT
CBP/ICYHO 3a00JIsIBAHE.

Jena
Esperoct ve Mmoxe ma ce u3mon3Ba Mpu aena moja 12-roguirHa Bp3pact.

Apyru aexkapcrea u Esperoct
Wndopmupaiite Bamms igexap, ako mpreMare, HACKOPO CTe IPUEMANH W € BH3MOKHO J]a TprueMare
JIpYTH JIEKapCTBa.

BpeMeHnHoCT U KbpMeHe

AKO cTe OpeMeHHa WM KbPMUTE, CMsTATe, Y€ MOXKE J1a CTe OpeMeHHa WK IJIaHUpaTe OPEeMEHHOCT,
IoCchBeTBalTe ce ¢ Bamms nekap, npeau ynotpedara Ha TOBa JIGKAPCTRBO.
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Hlodupane u padoTa ¢ MALIUHU
Esperoct He moBnusiBa ciocoOHOCTTa B1 32 modupane u pabora ¢ MaIuHM.

Esperoct cbabpska HaTpUi

Tosa nexapcTBo chabpika 30,5 mg HaTpuil (OCHOBEH KOMIIOHEHT Ha FOTBapCcKaTa/Tpane3Hara coi) Ha
npuroTseH ¢u1akoH. ToBa ce paBHABa Ha 1,5% OT NpenopbUNTETHUA MAKCUMAJIEH THEBEH XPaHUTEIICH
IIPUEM HA HATPUH 3a Bb3pPacTeH.

ITonuskena akTuBHOCT HA pakTop VIII npu JeKyBaHu npeau TOBA MAIUEHTH
B nauanoro Ha Bamero nedeHre Moxe Jja € HaJMIle MOHmKeHa akTHBHOCT Ha pakTop VIII. Ako
MUCIIHTE, Ye IeHCTBUETO Ha BaeTo nekapcTBo e mo-cnabo OT 04akBaHOTO, KaxkeTe Ha Bamus nekap.

3. Kaxk na uznoassare Esperoct
Jleuenmeto ¢ Esperoct me 0b1e 3amogHaTO OT JIeKap C ONUT B JICUCHUETO Ha X0pa ¢ XeMoQuius A.

Bunaru n3nonssaiite ToBa JIeKapcTBO TOYHO KakTo Bu e kazan Bammusat nekap. AKo He cTe CUTypHU
Kak Jia u3noszeare Esperoct, monuraiite Bamus nexap.

Kak ce mpuiara Esperoct
Esperoct ce mpunara kaTo WHXEKIHS BB BeHa (MHTPaBEHO3HO), BIXKTE ,,IHCTpyKIMH 32 yrioTpeda Ha
Esperoct* 3a moBeue nadopmarms.

Koaxko na n3nmojsBare
Bamust nekap e onpeaenu no3ata Bu. ToBa 1e 3aBucu oT TesiecHOTO Bu Terno u ot ToBa aanu ce
W3II0JI3Ba 3a MPEOTBPATABAHE I JICUCHUE Ha KPHBOU3IIBH.

3a npegoTBpaTsiBaHe HA KPHBOU3JIMBHU

Bo3pactau u torOomM (Ha 1 HaxA 12 roaumiHa B3pacT): [IpenoprunTennara no3a Esperoct e 50 IU/kg
TEJICCHO TerJio Ha Bceku 4 nmuu. Bs3 ocHOBa Ha Bammre Hyxnu, Bamust nekap Moxe J1a Ompe/Iein
Jpyra 103a WM YeCTOTa Ha UHXKEKTUPaHeE.

3a JieyeHUe HA KPHBOU3JINBHU

Hozata Esperoct ce u3uncisBa B 3aBUCUMOCT OT TeJIeCHOTO Bu Terno u HuBara Ha ¢akrop VIII, kouro
TpsOBa 1a ce gocturHat. lleneBure HuBa Ha dakrop VIII 3aBHCAT OT TexkKecTTa M MACTOTO HA
KpbBOM3IIMBa. AKO yceTute, ue epexThT Ha Esperoct e HegocTarbueH, roBopete ¢ Bammms nekap.

Ynorpeda npu geua U WHOILIH
IOnomm (Ha  Hax 12 roanIIHA BB3paAcT) MOTAT J1a M3MOI3BAT ChIaTa J03a KaTo Bh3PacTHHTE.

AKO cTe U310/13BaJIM NIOBeYe 0T HeoOxoauMmara a03a Esperoct
AKO cTe M3IT0JI3BalIK TIOBeYe OT HeoOxomumara fo3a Esperoct, BeqHara ce cebpikere ¢ Bammms nekap.

Axo ce Hajara 3HaUMTEIIHO Jla yBeIU4IuTe yrnorpedara Ha Esperoct, 3a i1a cripeTe KpbBOU3IIUB,
He3abaBHO roBopete ¢ Bamms nekap. 3a jombiaHuTENTHa HHPOPMALHS BUXKTE ,,Pa3BuTHe Ha
naxuouTopu KM (haktop VIII (anTHTena)® B Touka 2.

AKo cTe mponycHau aa usnouassare Esperoct

AKO CcTe MIpOIyCHAIH J]03a, MH)KEKTHpaiTe MpoIycHaTaTa j03a BeJHara oM cu cnoMHute. He
MHXXEKTHpaNTe JBOWMHA 1034, 3a 1a KOMIICHCHpaTe IpomycHaTtaTa. [Ipogbikere cbe cienBammara
WHXXEKLHs, KaKTO € TUIAaHWPaHO, U cJeBaiTe mpeanucanoTo ot Bammus nekap. Ako ce konebaerte,
CBBpKETE ce ¢ Bammus sekap.

Axo cTe cipesn ynorpedara Ha Esperoct
He criupaiite ynorpebara Ha Esperoct, 6e3 na roBopute ¢ Bamus nexap.
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Axo cre ciipenu ynorpebara Ha Esperoct, Moske 1a He cTe 3alUTEHH OT KPHBOU3IUB MM HACTOSILOTO
KBbPBEHE MOJKE J1a He cripe. AKO UMaTe HAKAKBH JOIBIHUTEIIHN BRIPOCH OTHOCHO yroTpebara Ha TOBa
JIEKapCTBO, onuTaiite Bamus sekap.

4, Bb3MokHM HelKeTaHU peakIun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia IPCAN3BUKA HEKECIIaHNU PCAKIINU, BBIIPEKU Y€ HC
BCCKH I' I10JTy4aBa.

AJlepru4HH peakuyuu (CBPbX41yBCTBHTEIHOCT)

Crpere HHXXEKTUPAHETO He3a0aBHO, aKO Pa3BHETE TEKKHU U BHE3AITHH AIEPTUUHHI PEaKLUU
(ana¢pwmnaxtnuny peakunu). TpsOBa He3a0aBHO 1a ce CBBbpKETE ¢ Bamus nexap 1M oTaesneHue 3a
CIELIHA TIOMOII, aKO UMaTe NMPU3HALM Ha aJlepruyHa PeakLusi, KaTo HalpuMep:

. 3aTPyJHEHO I'bIITAHE WU JTUIIAHE

. XPHUIIOBE

hd CTATaHEC B I'bPUTC

. 3a4epBsBAHE W/ MOyBaHE HA YCTHUTE, €3UKA, TUIIETO MU UTAHUTE

. 00puB, ypTUKApHUS, TTIOAYTHHHU WA CHPOEK

. 0Jie1a ¥ CTy/ICHA KOXKa, YCKOPEH ChPJICUEH PUTHM MIIM 3aMaliBaHe (HUCKO KPbBHO HaJISITaHE)
. raBo0OIKeE, raicHe WK TIOBPBIIAHE.

PazButue Ha ,,uHXUOUTOPHU KbM (pakTop VIII“ (aHTHUTE/A)

AKo mipequ ToBa cTe JieKyBanu noBeue oT 150 nuu ¢ paxrop VIII, Moxe aa ce pa3BUsIT HHXHOUTOPH
(anTuTena) (Morat na 3acersat no 1 Ha 100 mymm). Ako ToBa ce ciayuu, BameTo iekapcTBO MOKe J1a
CcIpe n1a AeiicTBa KakTo TpsiOBa u Bue Moxke 1a MoryyuTe NpoabIKUTEIIHO KbpBEHE. AKO TOBa CE
cityuH, TpssOBa BeIHAra Jia ce CBbpikeTe ¢ Barms nekap. Buxre ,,Pa3Butue Ha ,,AHXUOUTOPH KbM
¢axrop VIII“ (anTuTena) B Touka 2.

IIpu ynorpe6ara Ha Esperoct ca Ha0JIl0faBaHM CJIeIHUTE HesKeJIaHU PeaKIum:
MHoro 4yecTn HekeJaHU peaKIMM (MOTarT Ja 3acerHar noseye ot 1o 1 Ha 10 gymm)
. naxubutopu Ha dakrop VIII (anTHTENA) IPU NALIMEHTH, HENEKYBaHH IPEAX TOBA C

¢axrop VIII.

YecTH He:keNMaHu peaknuu (Morar ja 3acersat o 1 Ha 10 gymim)

. KOKHM PeaKkIUH Ha MSCTOTO HAa HMHKEKTHPaHe
. chpOex (IpypuUTyC)

. 3a4yepBsiBaHE Ha KOXKaTa (epureMa)

. 00puB.

HeuecTtn HeskesaHu peaknmu (Morat aa 3acersar ao 1 Ha 100 gymm)

*  AJepTUYHM peakiiu (CBPbXUyBCTBUTETHOCT). Te MOrar ja cTaHaT TeXKH U J1a ca
JKUBOTO3aCTpalllaBalli, BUXKTE ,,AJIEpIHUHU peakuH (CBPbXIYBCTBUTEIIHOCT) IO-TOpE 3a TOBEYE
uHQOpMAIHs

e uHxubuTopu KkpM ¢aktop VIII (anTHTEeNna) Npu manueHTy, JeKkyBaHnu npeau Tosa ¢ ¢pakrop VIIIL

Jpyru Bb3MOKHH HeKeJaHH Peakuuu (C HEM3BECTHA YECTOTA)
[Tonmxena aktuBHOCT Ha Qaktop VIII B orcheTBre Ha nHXHOUTOPH Ha Qakrop VIIL.

Cpho01iaBaHe HA HeKeJIAHU peaKIuu

AKO TIOTy4YuTe HIKAaKBH HE)KEJIaHU JICKAPCTBEHH peakIny, yBeaoMere Bamms nexap, GpapManeBT uiu
MCOUIINHCKA ceCTpa. TOBa BKJIFOYBA 1 BCUYKH Bb3MOXHH HCXKCIIAaHU peaKHI/II/I, HCOIIMCAaHU B Ta3u
JTUCTOBKA. MOXeTe ChIO TaKa Ja ChOOIINTE HeXKENaH! PeaKIUy JUPEKTHO Ype3 HallMOHAITHATA
cucTeMa 3a cholIaBane, mocoueHa B [punoxkenune V. Kato cro0maBare HexXeIaHn PEaKIIny, MOKETE
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Jia JaneTe CBOS MPUHOC 3a MoTydaBaHe Ha ToBede HH(opMalys 0THOCHO 6€30IacHOCTTa Ha TOBa
JIEKapCTBO.

5. Kak 1a coxpansiBate Esperoct

CoxpaHnsBaliTe TOBa JIEKapCTBO Ha MACTO, HEAOCTBIIHO 3a JeLa.

He u3nosn3BaiiTe TOBa I€KapCcTBO ClIe]] CPOKA HA TOAHOCT, OTOEIIsA3aH BbPXY KaPTOHEHATa ONIAKOBKa,
Ha (J1aKoHa U Ha NPEJBAPUTEIIHO HAITBJIHEHATA CIIPUHIIOBKA ciiex ,,[ ogeH 10:*“. CpOKbT Ha TOJHOCT

OTTOBaps Ha NOCJICAHHNA JC€H OT IMMOCOYCHUS MCCEII.

IIpenu pa3TBapsine (TIpey MPaxbT JIa CE CMECH C Pa3TBOPHUTENS):
Ha ce cpxpansBa B xnammiauk (2 °C - 8 °C). Esperoct Mmoxke 1a ce chxpaHsBa

. Ha craifHa Temneparypa (< 30 °C) 3a enHoKpaTeH nepuoa Ao 12 mecena B paMKHUTE Ha CPOKa Ha
TOJHOCT Ha MPOAYKTa WJIH
. Ha Temrieparypa Haj ctaiinara (> 30 °C no 40 °C) 3a eqHOKpaTeH Mepro/i, KOUTO HE Ha[BUIIaBA

3 MEcCClla B paMKUTC Ha CPpOKa HAa T'OJAHOCT HAa NPOAYKTa.

Korato 3anounere na crxpanssare ESPeroct m3sbpH XmaawiIHUK, 3aUIIIETE JaTaTa U TEMIIepaTypara
Ha CbXpPaHEHHE Ha NPEIBUAECHOTO MICTO BbPXY KAPTOHEHATA OMaKOBKa.

Crnen kKaTo BeTHBK CTE U3BAIMIIM MTPOAYKTA OT XJIAAUITHUKA, HE TPIOBA OTHOBO J1a TO ChXPAaHsBAaTe B
xnanuiaHuka. Jla He ce 3aMpassiBa. Jla ce cbXpaHsiBa B OpUTrMHANIHATA ONAKOBKA, 3a J1a C€ Ipeas3y OT
CBETJIMHA.

Caen pasTBapsiHe (ClIeq KaTo MpaxbT ce cMecH ¢ paztBopureins — 500 U, 1 000 1U, 1 500 1U,
2000 1U, 3.000 1V):

Crnen karo cre pa3rBopuiu Esperoct, TpsOBa 1a ro usnosseare He3a0aBHO. AKO HE MOXETE Ja
U3M0JI3BaTe MPUTOTBEHUS Pa3TBOP BeJHAra, Toi TpsiOBa Jia ce M3MOJI3Ba B PAMKUTE Ha

. 24 qaca nipu cbxpaHenue B xaaauiHuk (2 °C - 8 °C) nan
. 4 yaca ipu < 30 °C niau
. 1 gac mexy > 30 °C u 40 °C, camo ako IPOLYKTHT € ChbXpaHsIBaH HaJl cTaiiHa TeMIlepaTypa

(> 30 °C nmo 40 °C) nmpenm pa3TBapsiHE 3a HE TTOBEYE OT 3 Mecela.

Caen pa3tBapsiHe (clie]] KaTo IpaxbT ce cMecH ¢ pasztBopurens — 4 000 1U, 5000 1U):
JlokaszaHa e XMMUYHa ¥ (U3UYHA CTAOUIHOCT IPH YIOTpeda 3a:

. 24 qaca nipu cbxpaHenue B xaaguiHuk (2 °C - 8 °C) nan

. 4 yaca npu < 30 °C.

[IpaxbT BBB (hakoHa mpeacTaBisaBa Osut A0 ouTH OsuT ipax. He m3nmomn3BaiiTe mpaxa, ako IBETHT €
MIPOMEHEH.

IIpuroTBeHHSIT pa3TBOp TpsIOBa Aa OBAe OUCTHD U Oe3nBeTeH. He M3mon3BaiTe MpUTroTBEHUS Pa3TBOD,
aKo 3a0eJeXnTe YaCTHIIM B HETO UM MPOMSHA B I[BETA MY.

He n3xBbpisiiTe ekapcTBaTa B KaHAIM3AMITA WIA B KOHTEHHEPA 32 JJOMAIIHHA OTNAabLIH.
[Tonmraiite Bammus ¢apmaneBT Kak Ja U3XBBPIATE JIEKapcTBaTa, KOUTO BeUe HE M3Io3Bare. Tesu
MEpPKU L1e CIIOMOTHAT 33 OIIa3BAHE HA OKOJIHATA CPENA.

6. ChabpixkaHue HA OMAKOBKATA M JONbJIHUTETHA UH(OPMALUS
Kaxso chabpika Esperoct
d AKTUBHOTO BEIIECTBO € TYPOKTOKOT ayi(ha rmeros (MeruIupad YOBEIIKYA KOoaryTaluoHeH

¢axrop VII (pIHK)). Beeku dnakon Esperoct cpabpxka HomuHanso 500, 1 000, 1 500, 2 000,
3 000, 4 000 w5 000 IU typoxToxor ajnda nerod.
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. Hpyrure cberaBku ca L-xuctuaus, 3axaposa, noiaucopbdar 80, HarpueB xjopun, L-MeTroHuH,
KaJIIIEB XJIOPUJI TUXUIPAT, HATPUEB XUAPOKCHUII H XJIOPOBOIOPOIHA KACEIIHHA.

. ChCTaBKHTE B Pa3TBOPUTENS ca MHXKEKIIMOHEH pa3TBOp Ha Hatpues xjopua 9 mg/ml (0,9%) u
BOJIA 32 WH)KCKLIUH.

Crnen pa3TBapsiHE C MPEIOCTABEHUS PA3TBOPUTEN (MHKEKIIMOHEH Pa3TBOp Ha HAaTpHeB xyopua 9 mg/ml
(0,9%)) npUTOTBEHUT MHKEKIIMOHEH Pa3TBOP ChIbpikKa choTBeTHO 125, 250, 375, 500, 750, 1 000
w1 250 IU typoxTokor anda neron Ha ml (Bb3 OCHOBa Ha KOHIICHTPALUSATA HA

TypoKTOKOT ajida merodi, T.e. 500, 1 000, 1 500, 2 000, 3 000, 4 000 wumu 5 000 1U).

Kak m3raexna Esperoct 1 KakBo CbAbp:Ka OIIAKOBKATA

Esperoct ce mpemiara B onakoBku, ceabpikanty 500 IU, 1 000 IU, 1 500 IU, 2 000 1U, 3 000 IU,
4 000 IU nnum 5 000 IU. Besika onakoBka Esperoct cbabpika ¢uiakoH ¢ 051 10 mouTH Osut mpax,
MIpeBapUTETHO HAIThJTHEHA CIIPUHIIOBKA OT 4 ml ¢ 6ucThp, Oe31uBeTEeH pa3TBOP, JOCT 32 OyTaio u
azanTop 3a (aaKkoHa.

IIpuTeskaTes Ha pa3pelIeHUETO 32 YIOTpeda U NPOU3BOAUTE
Novo Nordisk A/S

Novo Allé

DK-2880 Bagsvaerd, [lanus

JaTa Ha mocJeaHO mpepa3riexaaHe Ha JUCTOBKATA

Apyru uzrounuum Ha nHgopmauus

[MonpoGHa nHpopMaIUs 3a TOBA JIGKAPCTBO € TPeJ0CTaBeHa Ha yeOcaiita Ha EBporietickaTa areHius
T0 JIeKapcTBara http://www.ema.europa.eu.
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Hucrpykuun 3a ynorpeda na Esperoct
ITpoueTeTe Te3u MHCTPYKIMU BHUMATEJIHO, Peau aa u3nojaspare Esperoct.

Esperoct ce mpemiara BeB BUJ Ha mpax. [Ipeau nmxekTupane TpsiOBa 1a ce pa3TBOPH C
Pa3TBOPHTEIIS, IPEIOCTABEH B CIIPHHLIOBKATa. Pa3TBOPUTEIAT € MHKEKIMOHEH pa3TBOP HA HATPUEB
xsopuz 9 mg/ml (0,9%). Pa3TBopeHUST NPOAYKT TPAOBa a c€ MHKEKTHPA BbB BEHA
(maTpaBeHO3HO (i.v.) MKekTUpane). [IpuHaIIe)KHOCTHTE B Ta31 OTIAKOBKA ca TIPEeIHA3HAYCHA 32
pasTBapsiHE U MHXEKTHUpaHe Ha Esperoct.

OcseH ToBa 111¢ Bu TpsioBa:

. uHQy3uOoHEeH Habop (urna Tun ,,06Tepdiaai® ¢ KaTeTsp)
. CTEPIJIHH TAMIIOHH, HATIOCHHU ChC CIIUPT
. MapJii U IUTaCTHPH.

Te3u npuHaAJIeKHOCTH HE ca BKIIIOUEHH B onakoBkaTta Ha Esperoct.

He uznon3BaiiTe npuHajie;kHOCTUTe 0e3 MoaAXoasio o0yuyeHue oT Bamus gexap nian
MeAHIHHCKA cecTpa.

Bunaru n3muBaiite pbleTe ¢ U OCUTypsiBaliTe YMCTa 3200MKaAJISIIIA cpela.

Koraro npuroTssiTe 1 MHXEKTHpATe JIEKapCTBOTO IMPEKTHO BHB BEHA, € BAXKHO J1a MpUJiarare
YHCTa U CTEPUJIHA (acenTHYHA) TeXHHMKA. [Ipy HenmpaBuIIHA TEXHUKA MOKE /12 3aMBPCUTE C
MHUKPOOH, KOUTO MOTaT J1a HH(EKTHPAT KPHBTA.

He OTBapHﬁTe NPUHAAJICIKHOCTHTE, 10KATO HE CT€ T'OTOBU A ' U3110JI3BaTE.

He u3non3BaiiTe NpUHAIIEKHOCTHTE, AKO €A U3MYCKAHU WM MOBpeaeHUu. BMecTo ToBa
H3M0JI3BaTE HOBA OMAKOBKA.

He u3znonsBaiiTe NpuHaAJIe:KHOCTUTE, AKO €A C U3TEKbJ CPOK HA rOAHOCT. BMecTo ToBa
M3T0JI3BaliTe HOBA OMaKOBKa. /laTaTa Ha M3THYaHEe Ha CPOKa Ha TOTHOCT € O0TOeNA3aHa BBPXY
KapTOHEHAaTa OTNaKOBKa, (pylakoHa, ajantopa 3a (UiakoHa M MPEIBAPUTEIIHO HAITbIHCHATA

CIIPUHIIOBKA.

He u3noa3paiite NPUHAAJICKHOCTUTE, AKO Mmoao3uparTte, 4e ca 3 aMbpPCEHHA. BwmecTo ToBa
U3M0JI3BaliTE HOBA OMTAKOBKA.

He ﬂ3XB'bp.]'[HﬁTe HHUII0, JOKATO HEC MHKCKTUPATE NIPUTOTBCHUA PasTBOP.

IIpuHae:KHOCTUTE ca caMO 32 eJTHOKPaTHA ynorpeoa.

Cobabp:kanue

OmakoBKaTa ChIIbpKa:

. 1 ¢naxon ¢ npax Esperoct

. 1 amanTop 3a prmakoHa

. 1 mpenBapuTETHO HATBITHEHA CIIPUHIIOBKA C PAa3TBOPUTEN
. 1 noct 3a OyTaino (pa3moyiokKeH Mo/ CIPUHIIOBKATA)
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OO0 mperJien
®inakoH ¢ npax Esperoct

IInactmacoa
Kalavka  T'ynvena 3armmymmanka
(mox mmacTMacoBara
Karauka)

Ananrop 3a ¢giakoHna

3ammTHa Kamadka

wumn 3anureH
(01 3aIUTHUS €TUKET)  €THUKET

IIpenBapuTeTHO HAbJIHEHA CHIPUHIIOBKA C
pasTBOpHUTEIl
Bpsx Ha
CHPUHIIOBKATa
(mox xamaukata Ha  Ckana
CIIPUHIIOBKATA)

Byrano

TTTTET T T e T e Tt

Kanauka Ha cripuHIIOBKaTa

Jloct 3a OyTamno

Hapes Iupok ropen
Kpai
L ]
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1. IpurorBere ¢1akoHA U CHPHHLOBKATA

B3emerte neo0xonumus 0poii onaxkoBku Esperoct.
ITIpoBepeTe cpoka Ha rOIHOCT.

IIpoBepeTe HMeTO, KOHIIEHTPANMATA U I[BETA Ha
OTIaKOBKarTa, 3a /Ia CTe CUTYPHH, Y€ ChIbpiKa
MIPaBUTHUS TIPOIYKT.

N3muiiTe pbueTe CU U TH MTOACYIIETE T0OpE C YncTa
KbpIia WJIN Ha Bb3AYyX.

UzBanere pnakoHa, aganropa 3a ¢iakoHa U
MIPEIBAPUTEITHO HAITBIHEHATA CIIPUHITOBKA OT
kytusta. OcraBere JocTa 3a 0yTajJ0TO B KyTHATA,
0€e3 1a ro T0KOCBAaTe.

3aTomiere p1aKOHA M NMPEABAPHTEIHO
HAN'BJHEHATA CIPHHI[OBKA 10 CTaiiHa
TemMmnepaTtypa. MoxxeTe /1a ro HalpaBHUTe, KaToO TH
3aIbPKUTE B PBLETE CH, JOKATO CE€ 3aTOILIAT, KOJIKOTO
pbuete Bu, BmxTte purypa A.

He u3noJs3BaiiTe HUKAKBB IPYr HAYMH 32
3aTOIUIsIHE Ha (hJIaKOHA U MPeIBAPUTEITHO
HaIbJIHEHATA CIIPUHIIOBKA.

lf“.‘_---""\
Ey, \\% '
|I £ ';-JA' '\-’i
S

OTcTpaHeTe MJIACTMACOBATa Kamayka oT (JakoHa.
AKO IJIacCTMACcOBATA KaNayka e pa3xjiadeHa Wwin
JIMIICBA, HEe U3M0J3BaliTe PiiaKkoHa.

IMouncTeTe ryMeHaTa 3aNMyIAJIKA ¢ HATIOEH ChC
CIOUPT CTEPUJIEH TAMIIOH ¥ 51 OCTaBETE J1a M3ChXHE Ha
BB3/yXa 3a HAKOJIKO CEKYHIU MPeIu yrnoTpeda, 3a 1a
OCUTYPUTE MAaKCHMAJIHATA Bh3MOXKHA CTEPUITHOCT.

He noxocBaiiTe ryMeHaTa 3amyliajikKa ¢ IpbCTH,
ThH KaT0 TOBa MO:Ke 12 IPpeHece MUKPOOH.

2. [Ipukpenere axanropa 3a gJakoHa

OTtcTpaHere 3aIIMTHUS €THKET OT 3/1anTopa 3a
¢rakoHa.

He usnos3Baiite aganropa 3a guiakoHa, ako
3aIIUTHUAT €THKET He € HANbJIHO 3aNe4YaTaH Wil e
CKbCaH.

He u3BaxkaaiiTe ¢ IpbCTH 21aNTOPA 32 (PJIAKOHA OT
3alIMTHATA Kama4dka.

AKO TOKOCHETE IIMIA Ha afganTopa 3a GJiakoHa, OT
npbcTuTe Bu Morart na ce npeHecaT MHKPOOH.
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. IMocTaBere ¢QuiakoHa HA paBHA M TBbPAA
MOBBLPXHOCT.

. OO0bpHeTe 3aIIUTHATA KANIAYKA U IPUKPETIETE
amanTopa 3a ¢aakoHa KbM (JIaKoHa.

Bennnbik 3aKkpeneH, He OTCTpaHsiBaiiTe afanTopa 3a
¢aaxkoHa ot uiakona.

hd Jlexo NPUTHUCHETE 3allIMTHATA Kalmavuka C 1rajicua u
ImoKasajiclia Cu, KakTo € IoKa3aHO.

. OTtcTpaHeTe 3aIMTHATA KAaMa4vKa OT ajanropa 3a
¢dnakona.

He orcTpansBaiiTe aganropa 3a ¢JiakoHa ot
(p1akoHa, KOraTto npemMaxpare 3alllUTHATa Kanadyka.

3. lIpukpenere jocTa 32 0yTAJI0TO KbM CHPHHIIOBKATA

. XBaHeTe JIocTa 3a OyTaloTo 3a IIUPOKUS TOPEH Kpal U
ro u3Bajere oT kytusata. He noxocBaiite crpanurte
HJIM Hape3a Ha JIOCTa 32 0yTan0To. AKO TOKOCHETE
CTpaHuTe UM Hape3a, OT npbcTuTe Bu Morar na ce
npeHecaT MUKPOOH.

. Bennara cebpxeTe J0cTa 3a OyTaIoTO ChC
CIPUHIIOBKATa Ype3 3aBUBAHE 10 YAaCOBHUKOBATA
CTpeJiKa KbM OyTasoTO BBTPE B MIPEABAPUTEITHO
HaITbJIHEHATa CIIPUHIIOBKA, JOKATO YCETUTE
CBIIPOTHBIICHHE.

. OTcTpaHeTe KanaykaTa Ha CIPHUHIOBKATA OT
MPEIBAPUTEITHO HAIBJIHEHATA CIIPUHIIOBKA, KATO 5
OTBHETE HAJIONY, JIOKATO mepdoparusra ce CKbea.

He noxocBaiiTe BbpXa Ha CIIPUHLIOBKATA O]
KANA4KaTa Ha CIPMHIOBKATa. AKO TOKOCHETE
BBPXa Ha CIIPUHIIOBKATa, OT NIpbcTUTE B Morar na ce
npeHecaT MUKPOOH.

AKO KanaykaTa Ha CIPUHLIOBKATA e pa3xyiabeHa
WM JIUTICBA, He M3MO0JI3BaliTe NpeIBapUTETHO
HANTBJIHEHATA CIPUHIIOBKA.
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. 3aBwuiiTe 31paBo MpeABAPUTETHO HANTbJIHEHATA
CIPUHIIOBKA BBPXY aJantopa 3a (GiaakoHa, JOKaTO
YCETUTE CHIIPOTUBIICHHUE. ,.r\

4. PazTBOpeTe npaxa ¢ pa3TBOpPUTEJIsI

. 3aapbiKTe NpeIBAPUTEIHO HATBJIHEHATA
CIIPUHIIOBKA JIEKO HAKJIOHEHA, C (DJJaKOHa, HACOUEeH
HaJoIIy.

. HatucHere j0cTa 3a 0yTa/0T0, 32 1a MHKEKTHPATE
LENUs pa3TBOPUTEII BBB (DIIaKoHa.

. 3aapnbikTe J10CcTa 32 0yTAI0TO HATUCHAT JOKPail U K| e
3apbpTeTe (UIAKOHa BHUMATEIHO, JOKATO LIEIUAT .
pax ce pasTBOPU. O &

T
< o A | =
He pazknamaiite guiakona, Tbii KaTO TOBA LI 4 P
1 | 4 e
MPUYMHY pa3NieHBaHe. "’.F s S’
|:| :
I:I |

. IIpoBepere npurorBeHusi pa3rBop. TpsaOBa na Ove L_i
oucTwp u 6e3mBereH 6e3 BuanMu gactui. He ro f—. 7
U3M0JI3BaiiTe, aK0 3a0e/1e:KNuTe YACTHIIN HJIU h
npoMsiHa B 1iBeTa. BmecTo ToBa u3nos3Baiite HOBa #j\

OIAKOBKa. ‘M ’

IIpenopbuBa ce Esperoct 1a ce n3nos3Ba HemocpeACTBEHO cjie]] pa3TBapsiHe.

AKO He MOKeTe JIa U3N0JI3BaTe MPUTroTBeHusi pa3TBop Ha Esperoct Bexnara (oTHacs ce 3a
500 1U, 1 000 IU, 1 500 IU, 2 000 IU, 3 000 IU), Toi1 TpsiOBa a ce M3MOI3Ba B pAMKHTE Ha:

. 24 qaca nipu cbxpanenue B xaamiHuK (2 °C — 8 °C) unn
. 4 yaca npu < 30 °C wimn
. 1 gac mexxy > 30 °C u 40 °C, camo ako IpOLYKTHT € ChbXpaHsIBaH HaJl cTaiiHa TeMIlepaTypa

(> 30 °C 10 40 °C) npeau pa3TBapsiHE 3a HE [MOBeYE OT 3 Mecella.
AKo He MOKeTe J1a U3M0/I3BaTe MPUIroTBeHUs pa3TBop Ha Esperoct Bennara (oTHacs ce 3a
4000 IU, 5 000 IU), Toit TpsiOBa 1a ce U3MOJ3Ba B pAMKHTE Ha:
. 24 qaca nipu cbxpanenue B xaamHUK (2 °C — 8 °C) unn
. 4 gaca (< 30 °C).
CrexpaHsBaiiTe pa3TBOpEHHS MPOIYKT BbB (hiaKoHa.

He 3ampa3siBaiiTe NpUroTBeHMsI PA3TBOP M He 0 CbXPaHsBaiiTe B CIPUHLOBKH.

C"bXpa]-[ﬂBaﬁTe MNPUTOTBECHHUSA Pa3TBOP JdaJjie4 OT NPsAKa CIbHY€BA CBETJINHA.
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Ako no3ata Bu u3nckBa nosede oT equH (iakoH, moBTopere cThiiku A 10 K ¢ qonbaHuTenHu
(bnakoHu, ananTopu 3a (pIAKOHH U MPEBAPUTEITHO HAITBIHEHU CIIPUHIIOBKH, JOKATO JOCTUTHETE
HeoOXoaumMara J03a.

. 3aapnikTe 10CTA 32 OyTAJI0TO HATHCHAT JOKpAaii.
. O0bpHeTe cIpuHIOBKATA ¢ (1akoHa 00paTHO.
. Cnpere 1a HaTHCKaTe JIOCTA 32 OyTAJI0TO U I'0

0oCTaBeTe 1a C€ BbPHE OﬁpaTHO caM, I0KaTo
MMPUTOTBCHUAT PAa3TBOP U3IIBJIBA CIIPUHIIOBKATA.

. M3abpnaiite JocTa 32 6yTaJ0TO JEKO HAT0JY, 32 [1a
M3TETJINTE MPUTOTBEHUS PA3TBOP B CIIPUHIIOBKATA.

. AKo0 He e He00X0IMMO 12 M3MO0J3BaTe USIJIO0TO
Pa3TBOPEHO J1EKAPCTBO 0T (JIAKOHA, U3II0JI3BANTE
cKajara BbpXy CIPHHLIOBKATa, 32 J]a U3TETJINTE
HeoOxonumara Bu mo3a, kakto Bu e nHCTpyKTHpan
Bamusar nexap wim MEeJUIIMHCKA CECTPA.

AKO B HAKaKbB MOMEHT HMa TBBPJE MHOTO BB3/yX B
CIIPHUHIIOBKATa, MH)KEKTHpaiTe Bh3ayxa 0OpaTHO BBB
¢nakoHa.

. Hoxaro nepxxute prakora Ha 06paTHO, MOYYKAaHTe
JIEKO CTIPMHII0OBKATA, 32 J]a T0O3BOJINTE HA
BB3AYIIHUTE MEXypUeTa ja Ce U3UTHAT Harope.

® HaTtucHeTre 0aBHO JIOCTa 32 6yTaJ10T0, JOKaTo
BCHUYKH BB3AYIIHN MEXYPUCTa U3YC3HAT.

. Pa3Buiite aganTopa 3a ¢uakona ot ¢urakoHa.

He noxocBaiiTe BbpXxa Ha CIPUHIOBKATA. AKO _J B,
JOKOCHCTEC BbpXa Ha CIIPUHIOBKATA, OT IIPBCTUTC Bu - 3 e |
b

MOTaT Ja ce MpeHecaT MUKPOOH.

>N
-
5. Un:keKkTHpAaiiTe NPUTOTBEHUSI PA3TBOP
Esperoct Beue e roToB 3a HH)KEKTUpaHE BbB BeHaTa Bu.
. WuxexTupaiite NpUroTBeHUs pa3TBop, KakTo Bu e o0sicHnn BamusaT nexap wim MeauuuHcKa
cecTpa.
. NmxexTupaiite 6aBHO B IPOABIKEHHE HAa OKOJIO 2 MUHYTH.

He cmecaiite Esperoct ¢ HUKakBU JIpyTv UHTPABEHO3HU MHXKEKIIMH WM JIEKapCTBa.
HNnxexTnpane Ha Esperoct ype3 6e3nrjieHH KOHEKTOPH 32 HHTPaBEeHO3HM (i.v.) KaTeTpH

Buumanmue: [IpenBapureHo HaIrbIHEHATA CIIPUHIIOBKA € HApaBeHa OT CTHKIIO U € MPEIBUICHO
Jia ObJIe ChbBMECTUMA ChC CTAHJIAPTHU JIyep-JIOK HaKpaHUIM. Hakou Oe3UriIeHn KOHEKTOPH ¢
BBTPEIIICH NI Ca HEChbBMECTHMH C TIPEABAPUTEIHO HAIThIIHEHATA CIPHUHITOBKA. Ta3n
HECHBMECTUMOCT MOJKE J1a TIONIPEeYH Ha MpHIaraHeTo Ha JIEKapCTBOTO U J1a AOBEE 0 MOBpea Ha
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Oe3UTIICHHUSI KOHEKTOP.

WmxexkTupane Ha pa3TBOpa Ype3 YCTPOUCTBO 3a LieHTpalleH BeHo3eH aoctsl (YLB/I), kato

LEHTpPAJICH BEHO3EH KATEeThpP WK MOJKOKEH MOPT:

. N3nomn3Baiite uncTa u crepriHa (acenTuyHa) TeXHuka. CiaeaBaiTe HHCTPYKITUUTE 32
npaBuiIHA ynoTpeda Ha koHekTtopa u YLIB/I cnen koncynTauus ¢ Bamms nekap nin
MEIUIIMHCKA CEeCTpa.

. 3a mmkektupane B YI[B/] Moke 1ma ce Hamoku yrorpedaTa Ha CTEpHITHA TIacTMacoBa
crpuHIioBka ot 10 ml 3a u3TerisiHe Ha IPUTOTBEHUS pa3TBOpP. ToBa TpsOBa J1a ce HaIlpaBH
BeJHara cief crbika K.

. Axo YIIB/I TpsiOBa 1a ce mpoMue IIpear WiTh ClIe]l MHKCKTUPaHeTo Ha Esperoct,
M3II0JI3BATe MHXKEKIIMOHEH pa3TBOp Ha HaTpues xyopua 9 mg/ml (0,9%).

P -

H3xBbpIsiHe

. CJiell MHKEKTHPAHE BHUMATEIHO H3XBhpJieTe /Q g1 4 [
LUl HEU3IIOJI3BaH pa3TBOp Ha Esperoct, ' =
CIpUHIIOBKaTa ¢ Habopa 3a nHPY3Hs, (IIaKoHa C

/ : III"- I s,
ajanTopa 3a (pIaKoHa ¥ JAPYTUTE OTHAIbUHH W’: /.

MaTepualy Cropes yKkazanusaTa Ha Bammst papmanest.

He ro m3xBwpisiite ¢ 0OONKHOBEHUTE JOMAIITHA
OTHAIBIH.

He pa3riio06sBaiiTe NpuHALJIEKHOCTUTE TPeIN H3XBbPJIsSIHE.

He u3non3BaiiTe NIpuHALIEKHOCTHTE IOBTOPHO.
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