ADBRNIR XEDRITRODUCITIURE 108 NPOIYKME - FIBUNOMEHUE |

KPATKA XAPAKTEPUCTUKA HA ITPOIVKTA| Xon PY QAL SAS 0 O

MINLARNTENMA ATEHUAR A0 NEKAPCTBAY = f

OdoBipano:

1. iMe HA NeKaPCTBEHOTO CPEACTBO
KOEMT® - IBU
AHTUXEMO®UJIEH ®AKTOP (Yopemkn)

KOATE® - DVI
ANTIHEMOPHILIC FACTOR (Human)

2. KoIM9ecTBEH M KAYECTBEH ChCTaB
2.1 AKTHBHA ChCTaBKa
Antihaemophilic Factor (Human), (AHF, factor VIII, AHG)

2.2 Konu4ecTBEH ChCTaB

Koate-DVI € npeuncTeH OT CTysoBO HepasTBOpHMa (pakuus Ha cbopHa mpscHO-
3aMpaseHa IJa3Ma 4pe3 MOAH(UIMPaHe U IIPEYHCTBANES HA METONH, ONUCAHY 3a IPBB OBT
or Hershgold, Pool, Pappenhagen.' Koate-DVI chispxa mnpeuncren u KOHIEHTpUpaH
dakTop VIIL Paxrop VII e 300 — 1000 msTH KOHIEHTpHpaH oOT mmasMa. J{pyr
NAUEH3HPaH NPOU3BONUTEN MOXKE Ja H3BBPIIBA HacT OT (pakimonupanero. Koraro ce
pasTBOpH cnopen ykazanuero, Koate-DVI cpabpxa npubausmrenso S0 — 150 obTH
nosede Qaxrop VIII B cpasHemrme ¢ paBer ofem npsacHa mwiasma. Crenuguqmara
aKTHBHOCT ciej noOamsiHe Ha anGyMuH (YOBEWIKW) € B rpaHunurte Ha 9 — 22 [U/mg
APOTEHH.

Koate-DVI ce npepnara & caennute Tpu ¢popmu Ha NpuGIM3HTENHA AKTHBHOCT Ha BakTop
VI 250 1U, 500 IU w 1000 IU. Beexn ¢uaakod Koate-DVI chaspixa 03HAYCHOTO
KOJIMYEeCTBO aKTHBHOCT Ha aHTHXeMobuneH dakTop B MexayHapoaan exuanuy (IU). Enna
MexayHaponHa enuuuna 1 IU, ompesenena cnpsmo cranapr Ha CeeroBHaTa 3apaBHa
OpraHu3anHs 3a YOBCIOKM KoaryraupoHHus daxtop VIII e npubnusurenso pasHa Ha
komuyectBoTo Ha AHF B 1,0 ml npacua cGopua 4yoseuika mnasma. Kpaitnusar npoaykr,
KOraTto € pasTBOPEH CIIOpe]l YKasaHHATa ChAbPKa He noseye oT 1500 mg/mi polyethylene
glycol (PEG), re mosede or 0.05 M glycine, we nmosege ot 25 pg/ml polysorbat 80, me
THIOBeYe OT 5 pg/g tri-n-butyl phosphate (TNBP), ue moseue ot 3 mM calcium, He IoBeye
ot 1pg/ml aluminium, xe mose4e ot 0.06 M histidine u He noseye or 10 mg/ml Albumin
(Human).

3. JIekapcTBena dopma

AHTHXeMOQHUIHHAT akTop (doseiwkw), Koate-DVI e crepunen, crabumeH, mpeducTeH,
NTHOGHIH3MPAH KOHIIEHTPAT Ha YOBCIUKHS aHTUXeMO(HuIeH BakTop.

Koate-DVI TpsiGea na ce npuaara caMmo HHTPABEHO3HO.

4, KiinHHYHE JaHHH

4.1 Tlokaszanng

Koate-DVI e mokxazan 3a neyedue Ha KnacHYecka XeMoQumaa (XeMoQHIHA A), IpH KOATO
MMa JIOKa3aR Je(GHUHUT Ha aKTHBHOCT HA IIIa3MEHHA KoarynauuoreH daktop - ¢axrop
VIHI. Koate-DVI ocurypgea BpeMEHHO 3aMeCTBAHE HA JHICBAIIMA KOAryJalHOHEH
(axTop, 3a 1a KOHTPONMpPA HIH IPEANA3Ba OT KPBBOH3IHBY HIIH /2 C€ H3BBPUIAT CRELIHH
Onepalyy 1M NIAHOBH XHPYPTHYHH OIEpalliy IIPH THIA C XeMODHITHS.



Koate-DVI coampixa ecrecTBeH (axrop Ha GoH Bunebpana, KOHTO € NPEIHCTCH IO BpEME
Ha IIPOM3BOJICTBEHHSA IIPOTIEC.

4.2 lo3upoBKa M HAYHH HA HPHIIOKEHUE

4.2.1 Hosuposxa

Beexu ¢uakon Koate-DVI chuppika AHTHXEMOQHIEH daxtop (JOBEIIKH) B
MEXIyHAPOIHH SAUHHIM 32 (JIAKOH, O3HAYEHH BEPXY €THKETa. TOTOBHAT MPOAYKT TpAOBa
Ja Ce IPHIIOKH BEHO3HO Hpe3 MMPEKTHO MHKEKTHpaHe CLC CHPUHLOBKA WM Kalkoba
uEQy3us. [[ponykTsT Tpabsa Ja ObAe NPHIOKEH OO 3 yaca ciieZl pa3TBapAHETO.

Jo3KpoBKaTa, NPEMAIOKEHa MO-A07Ty, MPeACTaBNiBa OCHOBHA IIPENOPEKA. Tpsabsa na ce
mofuepTae, 4e Ao3upoBKara Ha Koate-DVI, HeoOX0oAMMa 3a OCHTYpsBaHE HA XeMOCTa3a
TpsibBa nia 6Bae choGpascHa C OTAEIHEA HHIHBHI, ¢ HYKIHTC Ha NAIHEHTA, TEXCCTTa Ha
AeMUMTA, TONEMHHATA HA KPHBOH3IUBA, HATTHMHETO Ha HHXHOHUTOPH H KCIIAHOTO HHBO HA
axtop VII. YecTo e MHOTO BaKHO JICHCHUCTO Jia C& IPOBEKIA C ONPEICIHHE HHBOTO Ha
daxrop VIIL

Knuaugruar edekt Ha Koate-DVI € HaH-BaXXHHAT €NEMCHT NpH OLCHKA edeKTHBHOCTTA
Ha nevenneto. Moxe fa e HEOGXOMMMO [a Ce MPHIOXKH MO-ToaMO Koimyecteo Koate-
DVI, OTKOIKOTO € M3YHCIEHO, 3a Ja Ce MOJNYYaT 3aJOBONMTENHH KINHHYHH PE3YJITATH.
AKo MIuMClicHATa 7033 HE BONW N0 ouyaksaHMTe HMBa Ha (akrop VIII Hmm axo
KPBBOM3IMBET HE C€ OBJAABA CIIe]l NPHIOKEHME HA H3UHCICHATA 1033, TpsOBa Ja ce
NONO3MpA HATMYHe Ha LUMPKYTHpALl HHXHOHTOP. HeroroTo Hanuume TpsadBa Ja Owbie
J0Ka3aHo | fa Gbaar onpeaeNeHH KOIHYSCTBEHO HABATa Ha HHXHOHTOPA Ype3 MOAXOASIIH
naboparopHH H3CIICIBaHHUA.

[lpr Hanuune Ha HEXUOHTOD neobxomumara fo3a Ha AHF Bapupa 3HAUMTCIHO H
JO3UPOBKATA MOXE Ja Ce ONpeleNH ¢aMo OT K/IHHUTHHA OTroBOD. Hskou NaiueHTH C
HHCHK THTHp Ha HEXHOuTOpa (10 Bethezda units) Morat yCeruHo Aa ce JEKyBar ¢ ¢axTop
VIII 6e3 B pesy/iTar Ha TOBa Ja CE MOJNYYY AHAMHECTHYHO IIOBHIUABAHE Ha THTBpa HA
uHxubHTOpa ? Hupara Ha daxtop VI ¥ KIMHAYHUAT OTFOBOP KBM JIEYEHHCTO TpsibBa Ja
6bIAT OLEHEHH, 3a Ja Ce OCHTYDH aieKBaTeH OTrOBOP. M3mon3BaHeToO Ha alNTepHATHBHHM
NpOAYKTH 32 jnedeHde, xato Pakrop [X-KOMILIEKC KOHIIEHTpAT, aHTHxeMo(uieH dpakrop
(CBHHCKM) HIM aHTH-HHXMOHTODEH KOArylalMOHEH KOMILIEKC Ca HeoOXOooUMH IpH
AUHEHTH ¢ BUCOK THTBp HAXKOWTOpH. Jleuenue 3a nony4yaBaHe Ha HMYHEH TONEPAHC Hpes
IOBTOPHH, 4ECTO NPHJIAraHd J03M Ha (HaxTop VIII, cnopen npeaBapUTEIHO ONpERENeHa
cXeMa, MOTaT Ja jAoBear A0 TNpeMaxBaHe Ha uuxubutopa Ha ¢axrop VIIL 4 Haii-
YCTEWHATE JO3UPOBKH H3TI0NI3BAT BUCOKH JI03H daxrop VIII, npunarany Hai-Manko aHH
BT AHEBHO, HO €AHOKPATHATA /032 HE € IPHeTa Karo Hafi-e(eKTHBHA.

IIpemopbysa ce KOHCY/Talksl C eKCHEepT XeMaTonor [o BBIPOCHTE Ha xeMotummara, ¢
OIHT [IpH TIOCTHIaHe Ha HMYHEH TOJICPAHC.

4.2.1.1 H3uucasgane na oosama:
IMopuwmasanero HEBOTO Ha (axrop VI B % HH BABO MOXE Ja CE IIONYYH Karo 03aTd Ha
AHF (H)/xunorpam Tenecuo Tterno (IU/kg) ce ymHOXKasa 1o 2%. Tosu Merox Ha
H3YAC/ENHe ce OCHOBABA HA KIMHHYHHTE JaHBH, YCTAHOBCHH OT Abildgaard u cBTp. Suce
TpeacTaBs B CIEIHMTE IPHMEPH:



[Tpunoxenu U x 2%(IU/kg)
Ouaxsano nospmaeane Ha GakTop VIII = —-omcmmmeemmme oo oo

(B % oT HOpMaTa) TenecHo Terno (kg)
1400 TU x 2%(IU/kg)
[Ipumep 3a BB3pacTeH namueHT 70 Kg = --~-—u-mmmmmmmrovmenes -=40%
70 kg
HJIH

tenecHo tersio (kg) x xenano nopumasane %FVIII
Heobxonumara pozuposka (IU) = --

2%(IU/kg)

15 kg x 100%
IIpumep 3a mere 15 kg: = - - =750 IU
2(/TU/kg)

I[o3p1p0131<a’ra, HeoOxoouMa 3a MMOCTHIaHE Ha XEMOCTAa3a, 3aBHCH OT BHAA H TEXECTTa Ha
KPBBOHM3JIMBA H € HGOGXOB’,PIMO Ja ce CrnasBart ClieJHHTe OCHOBHH NIPEIIOPBKH:

Jlex KpHLBOM3JINB

Jlex MOBBPXHOCTEH WMIIH HAYalleH KPBBOM3JIMB MOXE Ja c€ IOBIHAE OT eiuHHYHA 10323 10
[U/kg ° xofTo mH BuBO noeumasa HuBOTO Ha (axtop VI npubmmsurenno 20%.
JleuenneTo He TpsOBa [ia c¢ MOBTAps, OCBEH HAMA JAHHH 32 MTPO/ILIDKABAL KPHBOH3IIHB.

YMepeH KPbBOH3IHE

IIps mO-CEpHO3HM KPBBOM3NHBH (Hamp. neMHHTHBHA XEMapTpo3a, M3BECTHA TPaBMa)
HuBoto Ha daxrop VIII Tpsbea na 6bae nopumeHo g0 30% - 50% upes npunoxenue Ha
npubnusurento 15 - 25 IU/kg. Axo € HeoGXOMMMO NO-HATATBUIHO JICYEHHE IIOBTOPETE
go3d ot 10 - 15 IU/kg Ha Bcexu 8 - 12 vaca. 7

TexXbK KPBHBOH3IHUB

[Ipy nAMEHTH C JKMBOTO-3aCTPAINABAIH KPBBOH3IMBH HIM BB3MOXKEH KPBBOH3IHB,
3acaran] — SKW3HEHOBAXKHHM  CTPYKTypH  (HAamp.  LEHTpadlHa  HEPBHaZ  CHCTEMa,
peTpodapHHIeaHO HIM DPETPONCPHTOHEANHO [POCTPAHCTBO, ODBHUBKATA HA MYCKYIYC
wironcoac) HuBoTo Ha Qaxtop VIII Tpsabsa ma 6vme nosmmeno go 80% - 100% ot
HOpMAaTa 3a NOCTHIaHe Ha XeMocTa3a. Topa MOXe Ja OBIE IIOCTMIHATO NpPH MOBEYETO
nanueHTH ¢ HayanHa fo3a 40- 50 [U/kg AHF [Autuxemodunen dakrop (dopewxy) Koate
-DVI] u nomaspxawa mosa 20 - 25 IU/kg na Beeku 8 - 12 wuaca. 5.9 Ipn ronemu
XMpYpPrHYBH HHTepBeHUMH HuBaTa Ha Qakrop VI TpsOBa ma GbmaT npoBepABaHH IO
BpeMe Ha [AIara ONEPanys, 3a J(a e OCHTYPH aleKBaTHO 3aMECTBALIO JICHEHHE.

Xupyprus

IIpu roJeMy XHpYpPrUYHH oneparis HuBoro Ha daxrop VIII Tpabsa na 6bAe MOBHIIEHO X0
100% upes mpunarare npeonepaTHBHO Ha fAosa oT 50 IU/kg. Husoro Ha daxrop VIII
TpabBea Ja Obae MpoBEPEeHO, 3a Ja C& NOTBBPAM IIOCTUTAHETO HA 04AKBAHOTO HHBO IPENH
HA TAIMEHTa fga ObJE M3IBBPINEHA XWUpYprHYHa onepauMsa. 3a na C¢ NOAXBPKAT
XEMOCTA3HUTE HMBA B HAYaJoTO MOraT ga ObaaT HeoOXOAMMM IOBTOPHH HHGY3WH Ha



soexu 6 1o 12 uaca 1 o6mo or 10 10 14 1Hu A0 IBIHO O3;passeaue. MHTCH3HTETHT HA
HeobxoIAMOTO 3aMecTBallo Jeyenne ¢ dakrop VIII 3apuck ot BHIA Ha XMpypruveckara
omepaiys U M3NON3BaHMsA NOCTONEpaTHBEH PexuM. IIpn Mamku Xupypruteckys ONneparuy,
NO-MAJIKO HHTEH3MBHHM CXEMH Ha JIeUeHHE Morar Ja OCHIYPAT allcKBaTHa xemocraza.”®

IpopurakTHKA

Konuentpature Ha ¢akrop VIII morar jna ce npuiaral ChINO MO OHPEACNCHA CXCMa 338
npodKIAKTHKA Ha KpbBOM3IHE criopex Nilsson u chaBT. 10

Herouso OOCTABEHa MHATHO3a, HEMONXOIAINa JO3HPOBKA, HAYMH HA IIPHIOKCHHE W
GHONOTHYHHTE PA3IHYAS MEXTY OTAEIHHTE NAUUCHTH MOrar Ja HaMalldT eHUKACHOCTTA
Ha TO3M NEKapcTBeH NPOAYKT MIK Ja IOBeIaT [0 BIOLIaBAaHE HA CHCTOAHMCTO CJICK
Heropara yrnotpeGa. BaXHO e TO3M JIEKAPCTBEH NPOJYKT ja C€ ChbXpaHABA MPaBMIHO,
yKa3aHEATA 33 YNOTpeGa Ja C& CIa3BaT CTPUKTHO IO BPEME Ha NMPUIIOKEHHUETO, PUCKET OT
npeNasaHe Ha BUPycH ja G'b/ie BHUMATENHO IPElCHeH PE/IM 1a C¢ M3MUIIC JICKapCTBOTO |
uueara Ha Qaxtop VIII na ©pmar onpefcieHH B HAYANOTO Ha NEHUCHHETO WIH TIpH
HeaneKBaTeH KIMHHYEH OTIOBOp.

4.2.2 HauyyH HA MPHIOKEHHE
PasTeaps ce¢ CIOpea ONMHCAHHETO B TOYKA 6.6. PasTBOpeHHAAT NPORYKT TpaDsa na ce

NPHIIOKH BCHO3HO C eNHHHYHA HHEXEKIH HIIH ¢ KallkoBa I/IHbeBI/[SI.

Cxopoct Ha NPUIOKeHHe

CkopocTTa Ha Ipmioxende TpsabBa Ia Owvme cpofpaseHa ¢ OTTOBOpa Ha OTACTHHA
[AIMeHT, HO TPHIOKEHHETO Ha IsiaTa a03a 3a 5 10 10 MuHyTH O0OMKHOBEHO C€ HoHacA
nmobpe.

TapeHTepaisyTe NekapcTsa TpAOBa fa ce OriielaT BU3YalHO 32 HATHYAS Ha YaCTHIW HIH
IpOMEHH B I[BETA IIpe/y MPHIOKEHHE, KOraTo pa3TBOPBT U ONaKOBKATa I03BOIBAT.

4.3 IlpoTHRONMOKAIAHUS
He ca u3BeCcTHH.

4.4 Crien@aIHK NPeTYDPEKICHUSA 0 CIENHATHA OPCANAIHH MCPKH npu ynorpeba
IIpenynpexnaesus

Koate-DVI e npouseéeden om uosewxa niasma. [IpoOykmume, ROTy4enu om HOGeumKa
naaIMa mo2am Oa CoObPHCAM UHPEKYUOIHU RPUHUHUMERY KAMO 6UDYCU, KOUMO MOZam oa
npunuam 3aboassane. Puckvm, mesu npooyKmu da npenecam URGeKyuo3en NPULUHUMEN
¢ HaMaien upe3 CKPUHUMZ HG Oapumenume Ha nidimd 3a npeduiecmeauy XOHMaxkm ¢
onpedeneny GUPYCH, 4pe3 U3Cne0sane 3a Hanue va onpedenenu GUPYCHU uHpexyuu u upes
UHAKMUGUDGHE WUTU OMOeARNE HA OonpedeneHu eupycy. Hezagucumo om me3u MepKu,
mo3u Npodykm € npousseden Om HOBEwKa Kpvé U Mooice O0a npumescaea puck om
npedasane Ha UHMEKYUOIHY NPUHYHUMENY, HAND. GUPYCU U MEOPUMUIHO RPUNUHUMERAM
na 6onecmma na Creutzfeldt-Jakob (CJD). Colyecmgysa Coujo 6b3MONHCHOCI HEUIBECTIHU
npuyuRUment 0a npucsCmeam 6 mesu npodykmu, Beuyku ungexyuu, 30 KoOumo aexapam
npeononaza, ¥e € gL3MOJNCHO 0a Gvoam npedadenu ¢ mosu npodykm, mpabea oa 6voam
coobuasany om NeKkaps wiu opyaume 30paenu pabomuuyy ua Talecris Biotherapeutics
Inc. Jlexapam mpsabea 0a o6cvOu ¢ nayuenma puckoseme u non3ume om moea nexapcmeo,
npedu Oa 20 UINUWE URY APWIOJICYU HA RAYUERMA.

Jluya, KOUMo NOAYHABAM UHQY3UU HA KPbE8 WU NAAIMENU npoOYKmu mozam 0a paseuam
Genesy w/uil CUMRMOMU HO HAKOU BUPYCHU UHPEKYUY, CHEYUATHO Xenamum C. Obprvwya ce
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BHUMAHUE, Y€ UMYNU3AYUAMA cpewy xenamum B e eanxcna 3a nayuenmume ¢ XeMO@puius u
ce npenopLyYea mosa 0a ce Hanpasgy NPU pajcoane URY NOCMasane Ha ouaznozama. 112

Ilpenopvusa ce cowjo uMyHUIAYUA Cpewyy xenamum A npu nayuenmu ¢ XeMOQUIUA, KOumo
Ca OMPUYATMERHY 3G QHMUMENA cpewly xenamum A.

IIpexnazHH MepKH

1. Koate-DVI e npennazHaueH 3a Jie4eHNe HA KPBBOM3IHBH, BCIEACTBHE Ha Je(HIMT HA
daxtop VIIL. Tosm neduuut TpsdBa qa Obae noKasaH npenu Aa ce mpuioxu Koate-DVL

2. Jla ce MpuiIoXK# KO TPH daca cliell pa3teapaHe. [la He ca CBxpaHaBa B XJIAMUIIHEK CIE]
pa3TBapsHe.

3. Jia ce mpuaara caMo HHTPaBEHO3HO.

4. GuntepHaTa ura TpA0Ba Ja ce M3ION3BA IPeTH NPUIOKCHHE.

5. Koate-DVI chappika OnpeaesicHd KOJHIEeCTBa KPBBHO IPYNOBH H30ArTy THHHHH, KOHTO
HEe ca KIMHHYHO 3HAYHMH, KOTATO CE HM3NON3Ba 33 JIeYeHHE Ha MAIKH KPBHBOM3IHBH.
Korato ca HEOOXOAHMH I'OJIEMH HJIH YeCTO IPHIIATalild ce A03H, MAlHEeHTHTe OT KPHRHH
rpymu A, B 1 AB TpgbBa na 6BAaT MOHHTOPHPAHH 4Ype3 H3MEpPBaHE HAa XEMATOKPHTA 34
fese3uTe Ha IIPOrPECHBHA aHEMHUS, KaKTO B Ype3 JupekTeH TecT Ha Kymbe.

6. TpunoxeHHeTo Ha WPOXYKTa, paGorara ¢ HHMY3HOHHATA CHCTEMa M MIUM TpilBa ja
6B1e BHUMATEIHO., YOOXKIAHETO C HITH, KOHTAMHHHMpaHM C KpbB MOXe Ia nperane
wH(pexnno3Hd BEpycH, BkmouutenHo HIV (AIDS) u xenatur. llpw HapansiBane ¢
HeoOxoMMa He3abarHa JIEKapCKd MOMOILIL.

HranTe ce MOoCTaBAT B TAXHATA OIIAKOBKA CIeX eAHOKpaTHaTa uM ynoTpeda. MamonssannTe
MaTepHay, BKIKUHTESIHO ¥ pasTBopenuaT Koate-DVI, ce yHHIOXEBAaT NnO MOIXOMSUIL
HAYHH, B CbOTBETCTBHE C YKA3aHHATA 3a paboTa ¢ HR(EKIIHO3EH MATCPHAL.

4.5 BianmopneiicTBHe ¢ APYTH JICKAPCTBA H APYrH GopMH HA B3AKMOAEHCTBHE
He ca u3BecTHU.

4.6 bpemeHHOCT H KbPMEHE

BpemennocT kareropus C

[Tpoy4BaHus BHPXY PENPOAYKIHMATA NPH XHUBOTHH HE Ca IPOBEKAAHHM C Koate-DVI. Cruio
taka He e u3BecTHO Jami Koate-DVI Moxe a IpHYHHY YBpeXJaHE HA 3aDOAHILNA, KOTATO
ce mpuiara Ha OpeMeHHH JKeHH HIH MOXe Ja 3aCerHe PenpoIyKUMOHHHSA KAIlalHTeT.
Koate-DVI moxe na 6»1e npunarad npa OpeMeHHM XEHH, CaM0 ako € CTPOTO II0KA3aH.

IIpuioxkenne npu Jeuna
He e npoyupano mpuioxendHero na Koate-DVI  mpu  nmena. Koate-HP-
COJIBEHTHO/ETEPTeHTHO 06paboTeH aHTHXeMOdHIEH dakTop (YoBeuKH) Ce yrnorpedasa

M3KITIOYMTENHO B IeAHATPHYHATA IPAKTHKA.
CHOHTAHHO CHOBLIEHHTE HEXETaHH PEKLHM IPH NENHATPHIHO IpHIOKeHue Ha Koate-

DVI ca cbidTe, KaKTO HEXEIaHHTE peakUudi IPH Bb3PacTHH.

4.7 EdexTr BEpPXY ¢n0cofHOCTTA 32 odupane ¥ padora ¢ MATHHH
Hsma gaHEM, ge AHTHXEMOQUIHHAT (GakTop (YOBELIKH) MOXKE Aa YBPEIM CIOCOOHOCTTA

na ce motupa u paboTH ¢ MAIIHBH.

4.8 Hexxenanu peaknyu
Morar Ja Ce INOSBAT peaKUMM Ha CBPBXYYBCTBUTENHOCT OT QIEPTHYCH THI CJICH

i3, 14
NPHIIOKEHHE Ha TpeNiapaTy Ha aHTHXeMo(uTHuA (aKTop (JOBELIKH).




Jlecer HeXENAHH PEAKIMH, CBBP3aHH che 7 HH(Y3HH ca HabIoaaBany 1o speme Ha 1053
HEQY3MH 10 BpeMe Ha KIHHHYHO Ipoyusase Ha Koate-DVI, ¢ uectora 0.7% uudysuu ¢
HEETAHH Peakuuy. BCHUKUTE peakiyu ¢a IeKH U BKIIO4BAT ChpOex N0 phueTe, YIHTE U
JHIIETO, YBPeIeHO BHXKAaHe, raBobomue, rajene, HOIKH B CTOMaxa M HEPBHOCT,

Korato ce mpa/araT J1eKapcTBEHH NPOAYKTH, MOJY4eHH 0T JOBeIKA KPbB HJIH
IasMa, He MOJKE HANBJAHO A C€ HIKI0YH BBb3MOXKHOCTTA 32 HHGEKNHO3IHH
3afoauBaHus BCJIEACTBHE NpelaBade Ha HHpeKIHO3HM npudnuutead. Tosa ce
OTHACA M 32 MIATOreHH, ¢ HEH3IBECTEH 3a cera npou3xoa.

3a 1a ce HAMAJIH PHCKA OT NpeiaBaHe HA KHPEKNHO3ZHH NPUIHHITENH, e H3BBPINBA
CTpPOr KOHTPOJ BHPXy HoADOpAa HA MAPHTENH 'pe3 MOAXONAIIH MEPKH H B
NPOM3BOLCTBEHHS MPOUEC €A BKIKYeHN NPOueAYPH 32 BHPYCHO OTCTpaHABaHe H/HIH
HHAKTHBHpAHE.

Hsxou BupycH Karo napsoBupyc B19 mmu XematuT A ce OTCTpaHABAT HJIH HHAKTHBHPAT
MHOTO TpyAHO Ha HacToswms ertan. llapsosupyc B19 Hai-gecTo cepuosHO 3acara
GpeMeHHHTE XeHH HITH [TAlHEHTHTE ¢ KOMIPOMETHpaHa HMYHHa CHCTEMA.

CrMnroMuTe Ha HH(peKug ¢ Tapeosupyc B19 BxaroyBaT mosdllaBaHe HA TEMIIEPATYPaTa,
CHHIIEBOCT, CTYAEHH TPBIKH M XPEMa, IIOCENBAHO CTIE ABE CEAMHIE OT OOPHB H fonka B
cTapuTe. CHMOTOMHTE 33 XE€NAaTHT A BKIIOUBAT JIMICA HA aleTHT B NPOAB/DKCHHE HA
HAKOJKO OHYM NO CeIMHIM, OTnamsanoct, ¢yOdedpuiHa Temueparypa, IOCIeIBAHO OT
rajede, IOBpBIIaHe M Gonka B XopeMa. ThMHa ypHHa M MOXBATABAHE Ca CBHUIO HECTO
cpemann cumnToMH. [TanuenTHTE TpAOBa Ja ce KOHCYITHPAT C TEXHHUS JNICKAp, aKo TE3H
CHMIITOMH C€ MOABAT.

4.9 IIpeso3upane
He ca H3BECTHH CHMMIITOMH Ha Npeno3upane ¢ ARTHXeMOohuaHAs GaKTop (1OBEMIKH).

5. ®apMaKoJOrHIHH JAHHH

5.1 dapMakoAHHAMHAYTHH CBOHCTBA

Xemounus A € BPOACHO HapyWIEHHE HA KPHBOCHCHPBAHETO, KOETO CC XAPaKTEpU3Hpa C
He(HIAT HA KOarylamiOHHAa AaKTHBHOCT Ha CreUu(pUYeH IIasMeH  NpOTeHH,
kpbeocheuppanl ¢axrop VIH. B 3acernarure nMia KPbBOH3JIHMBHTE MOTatr Aa C¢ HNOABAT
CIIOHTAHHO HIM CIEA JeKH TpasMM, XHUpPYpPrHYecKM HHTEPBEHIMH IPH TE3M jMua ca
HEBBIMOXKHH Oe3 TpeINBapHTENHA KOPEKUys Ha HapyleHHETO B  KOaryiaudiTa.
Mpunoxenunero Ha Koate-DVI ocurypssa NoBHINaBafe Ha IJIa3MEHHTE HHBA Ha daxTop
VIII ¥ MOXe BpeMEHHO [ja KOPUTHpa KoaryNalMOHHUs Ae(UUHT PH TE3H NAIHEHTH.

5.2 ®apMaKoKHHETHYHH CBOMCTBA

Cnen unby3us Ha AHruxemo®HIHES $akTop (HOBCUIKM) OOHKHOBEHO HeszabaBHO e
[OBHIIARA HHBOTO Ha KOAryJalHOHHHs (akTop, MOCHENBAHO OT HatanHO OBp30 CrajaHe
Ha AKTMBHOCTTA M CIIE TOBA IIOCIEABAIIO NMO-0aBHO NOHH)KABAaHE HA aKTHBHOCTTA. 1513
Pannata Gbp3sa (asa orpa3sBa BpEMETO Ha H3paBHABAHE HA KOHUCHTpaUMATa €
M3BBHHCHIOBOTO IPOCTPAHCTBO, & BTOpaTa WM no-0aBHa (asa BEpPOATHO € B pe3ynTar or
pasTpaxJaHeTo W OTpassBa pPeanHds eTMMHHALMOHEH IONYXKUBOT Ha HHDY3UpaHHS
AHTHXEeMODHIEH (aKTOD (YOBEILKH), 16

5.3 MpeacnuauuHn /KIMHEYHE JaBHH 33 GezonacHocT
5.3.1. JlanHHd 32 BUpYCHa 0€30NaCHOCT



OTCTpaHABAHETO M HHAKTHBHPAHETO HA BbBEJCHUTE XAPAKTEPHH W MOAENHH OOBHUTH H
HeoOBUTH BUPYCH IO BPEME Ha MIPOU3BOJCTBEHHS Ipolec 3a Koate-DVI ca panuaupanu B
nabopatopHu npoyusanusi B Talecris Biotherapeutics Inc. M3pppmenure npoyusaHus c
MOZenHHA 0OBUTH BHPYCH IIOKA3BaT, Y€ Hal-rojaMa peayKIHs € IIOCTHTHATa ¢ TPETHpaHe C
TNBP/polysorbate 80 u marpsasane Ha 80°C. Koate-DVI ce Tpetnpa ¢ Tpu-n- OyThn
docthar (TNBP) 1 noaucopbar 80 u ce Harpsasa B kpakHa onakoska 11py 80 °C 3a 72 gaca.
IMopamu Tasu mpuurHa VSV (Vesicular Stomatitis virus, Mmoaenen supyc 3a PHK o6surute
eHpycn) # HIV-1 (Human Immunodeficiency Virus Type 1)} ca mpoyuBas# caMo B Te3HW jBa
eTana Ha NPOU3BOACTBEHU ITpoliec. EdukacHOCTTa Ha cyxaTa TOILIHHHa 00paboTka e
IPOYYBAHA, KATO C4 H3MON3BAHH BCHYKH Te€3H BUpYCH, BKIxounTeHo BVDV (Bovine Viral
Diarrheal Virus, MogeneH supyc 3a xenatut C Bupyc) U Reo (Reovirus Type 3, monen 3a
BHPYCHMTE, PE3HCTEHTHH KbM (PUIHYHE U XMMHYHHU ar€HTH KaTO XEMaTUT A BHPYC) H €
NpOYYBAaHO BIMSHUETO Ha ChIBLPKAHUETO Ha Bjiara BPXY WHAKTHBHpaHeTo Ha HAV
(xemaTuT A BHpyc), PPV (Porcine Parvovirus, Mmogenes Bupyc 3a napso Bupyc B19) u PRV
(Pseudorabies Virus, MOJeneH BHpYC 3a XxenaTHT B Bupyc).

ObBuTH MoaenHn  BHpycH HeobButH = MOAENHW  BHPYCH

HIV-1 BVDV PRV VSV Reo HAV PPV

Mogzen 3a HIV- HCV HBV RNA HAV u Bupycu HAV B19
172 o6BHTH PEe3UCTEHTHH
BUPYCH | KbM (QH3HYHH H
XHMMYHH
AreHTH

061y, 9.4 10,3 9,5 10,9 9 4,5 3,7
peaynypaly
takTop

[Togo6uu npoy4BaHus IOKa3BaT, e HarpsABaHeTo Ha KpalHa onakoska mpu 80°C 3a 72
Yaca MHAKTHBHPA HEJHIU/HUTE OOBUTHTE BUPYCH KAaTO XEMATHT A ¥ KyMEUIKHS IIapBO
BHPYC HH BHTPO, KAKTO U THIUIHATE OOBHTH BUPYCH KATO XENATHT C.1819.20

Koate-DVI e mpeuucren ¢ ren xpoMaTorpacky Ipouec, KOHTo uMa ABOHHO
npeaHazHadeHue: HaMasBa Koma4yecTsoTo Ha TNBP u nmoaucopbar 80, kakTo u noBriuapa
yucroTara Ha pakrop VIIL

5.3.2 /laHHH 33 KIHHHYHA (e301aCHOCT

M3BLpIIEHO € AByeTamHo KIMHUYHO Npoyusane ¢ Koate-DVI npu nuua ¢ xemodumus A,
KOHTO IPEeIBAPHTENHO Ca JIEKYBaHH ¢ PYTH MmiasMeHd konuenTpary Ha AHF. B cranmit I,
npoyyBaHe Ha hapMaKOKHHETHKATa IpH 19 MalKeHTH, CTATHCTHYECKUTE CPaBHECHUS
moka3Bart, 4e Koate-DVI e 6uoexeuBanented ¢ Koate-HP, x0HTO HE € TOITMHHO
obpaboter. Jlecer MunyTH ciel uudysus in vivo recovery Ha Koate-DVI e 1,90% IU/kg
(Koate-HP ¢ 1,82%). Bpemeto Ha enuMUHaLMOHEH NomyxuBoT Ha Koate-DVI € 16,12 waca
(Koate-HP e 16,13 uaca). Bes II-pus craguii Ha IpoyYBAHETO YYACTHHLATE ca JIEKYBaHH C
Koate-DV] mect Mecelia Ha JOMAIIHO Jieuenne, cpeauo 54 auu (rpanuuy 24 - 93). Hama
fauuM 3a 06pa3yBaHe Ha HHXHOHMTOP HUTO B KITHHMYHOTO NPOy4BaHe, HHTO B

[5
NpEOKIHHAYHOTO IPOYYBaHHCE.

6. @apManeBTHYHH AaHHH
6.1 CicbK HA TOMOIIHMTE BEIECTBA
Polyethylene glycol (PEG), glycine, polysorbate 80, calcium, histidine u albumin (Human).



6.2 HecbBMEeCTUMOCTH
AuTHxeMOPUIHAAT HarTop (TOBEIIKH) He TPAOBA Na ce CMECBA C IPYTH JIEKapCTBEHH
MPOIYKTH.

6.3 Cpox Ha rogHocT
24 Mecena ripu cexpanenue ot 2° no 8°C.

6.4 Cnenpaliag NIpeaia3Hl MEPKH MPH ¢CbXpPaAHeHHe

Koate-DVI Tpsabsa ga ce cexpaHsBa B xnaguiHeK (2°-8°C, 36 - 46°F). [Ipu nomamno
nedeHue MHOPHIM3HPAHUAT IPAX MOXKe Jla Ce ChXPaHsBa Ha cTaliHa TeMneparypa (1o
+25°C, 77°F) Ge3 zary6a #a akTuBHOCT Ha (axTop VIII 32 nepuop ot 6 Mecena B
O3HAYEeHHs CPOK Ha rogHoct. [la He ce 3aMpassBa, IIopajH OMACHOCT OT CUYIIBAHE HA
daxoHa ¢ paspeuTeNns.

6.5 /laHHH 32 ONAKOBKATA

Koate-DVI ce mpeanara 8 ¢I¢AHUTE MOHOAO30BH (JIIAKOHHM, C aKTHBHOCT Ha dakTop VIII,
oTGens3ana BEPXY €THKETa Ha onakoBkara. B Habopa ca Bkmrouenu noaxonsuy obem
CTepHIHA BoMa 3a urkekuun, USP, crepunna Tpancdepna uria 1 CTEpUIHA CHCTEMa 38
HPHIOKCHHE.

KaranoxeHn HoMep [pubnu3urenna akTuBHocT  Paspeauren
Ha ¢paxTop VIII

0026-0665-20 2501U Sml

0026-0665-30 500IU 5ml

0026-0665-50 1000 IU 10 ml

6.6 Ykazanus NPH NPHIOKEHHE
oTOBHAT pasTBOp AHTHXEeMO(HIEH hakTop (JOBEIKH) TpAlEA Ja c¢ MpHIara BEHO3HO C
HHYKEKLIMA ChC CIIPHHIIOBKA HIIH Upe3 HHPY3MOHHA CHCTEMA.

Baxyymen mpancgep:

Benexika: Tpabpa fa ce criassar CTpOTo IIpaBHUIaTa Ha aCENTUYHATA TEXHHKA. Benakn
HIJTH H 3aIyIIATKH, KOUTO ¢a B KOHTaKT ¢ NPOAYKTa, KOKHTO e C¢ NpHJIara HHTPaBeHO3HO
He TpA6Ba Jla € B KOHTAKT C HECTEPHIIHA NOBBPXHOCT. KoATaMUHEpaHuTe I TpLOBa Ja
€ YHHIIO0XKABAT Ype3 MOCTABIHE B KOHTEHHEP H Ja Ce H3ION3BaT HOBO 0DOpyABaHE.

1. 3aronnere 3aTBOpeHUTE (IIAKOHH PA3TBOPMTEN U KOHLIEHTPAT Ha CTaiHa TeMIeparypa
(ue mo-ucoxa ot 25°C u 77°F).

2. OtcTpansBa ca 3amurHata nenra (shrink band) okono ¢nakona. Ako 3auuTHaTa JEHTA
OTCHCTBA HITH HOKa3Ba Gelie3d 3a YBPEXAaHE, TO3H [IPOAYKT a He C¢ U3II0M3Ba H BeHAra
na ce ysenomu Talecris Biotherapeutics, Inc.

3. BHEMATEIIHO ce OTCTPAHABAT 3AIUTHUTE Kamadkd ($Hr. A) OT BCeKH (IIakoH.
TTOYKCTBAT Ce 3alYIIATKATE OT CHB KAyYyK C &7IKOXOJIEH TaMIIOH M IIOBBPXHOCTTA TpsOBa
na wacoxte. Crel TOYMCTBAHE HUINO He TPpsiOBa Ja JOKOCBA KaydyKOBaTa 3amyluanka.

4. BHEMATeNHO Ce OTCTPAHABA 3alUTHATa 0OBMBKa OT KbCHA Kpafl Ha TpancepHaTa HIJa.
U3705%eRaTa Ui ce BbBEXKIa BEB (hIaKoHa ¢ AWIYEHT B LEHThPA Ha 3amymankaTa (Qur.
B).

5. BuEMarenHo ce XBallla 3allMTHATA Kallauka Ha TpaHchepHaTa HIna oT Apyrus KpaH u ce
3aBBPTa 3a Ja ¢€ OTCTPaHH.



6. DNAKOHBT ¢ AWIYEHT ce oOpPbINa M Ce BhBeN A IPHKPENEeHaTa Uria KbM (iakoHa ¢
xoHuenTpat (Gur. C), ¢ Hrnata nox sren ot 45 °C. CTpysTa Ha SUITyeHTa TpaORa na Obae
HACOUEHZ KbM CTEeHaTa Ha (aKkoHa ¢ KOHIEHTPAT 3a Ja C& HaMalu 00pa3yBaHeTo Ha NHa.
BakyMmbT 1lie M3TErH QHIyeHTa BhB (rakoHa ¢ koHueHTpar.**

7. UsBaxkaa ce $IakoHa ¢ MWTYeHT H TpancdepHara urna (¢ur. D).

8. Bexuara cen no6aBsHe Ha AUIYEHT, EHEPTHHHO Ce pasKiama 3a 10 — 15 cexynuw (Qur.
E1) 1 ciesi ToBa BHUMATEHO CE€ BBPTH [0 MTBJIHO Pa3TBAPSHE (¢ur. E2). Llle ce mossu
MAJIKO TsiHa, H® TPIOBA 1a Ce JONycHe 0fpasyBaHe Ha MHOTO IsiHa. Criell ToBa (aKoOHBT
Tps6Ba a ce MHCIIEKTHPA BH3YAIHO 33 HATWYHE Ha YaCTHIM M IPOMEHH B [[BETA NPeIH
PHIOKEHHME.

9. TMouncTRa ce MOBBPXHOCTTA Ha (raxoHa ¢ pasrsopeH Koate-DVI ¢ alkoxoneH pasTsop.
[ToBBpXHOCTTA TPAORA 1a H3CHXHE,

10. [Ipuxpensa ce pUATHPHATA UIIA (OT ONIAKOBKATa) KbM CTEPH/IHATA CIPHHIIOBKA.
Wsrerns ce pasteopsT Koate-DVI B cipunnosKara npe3 ¢GuiTbpHaTa HIja (durypa F).
11. Otnens ce QUITHPHATA HIIa OT CIPHHIOBKATA H CE 3aMECTBA € IIOIX0/A1la HITIa 38
MHXCKTHpane Wik 6pTepdnaiika 3a mpunoxenue. GunTppHaTa HITA C€ NOCTABA B
KOHTEHHED 34 OTHANbIIH.

12. AKO HSKOH TAIlHEHTH Ce HY)KIaAT OT NoBeye o1 eAuH prakon Koate-DVI,
CHIBPKAHKETO HA HAKOJIKO (PAKOHa MOXKE /12 Ce M3TETH B CHILATA CIIPHHLIOBKA YPE3
pefoCTaBeHATe QHITHPHH HITIH.

¥% Axo BaKyyMbT € 3ary0eH BbB (IakoHa ¢ KOHIIEHTpAT Aa CE M3110/13Ba CTCPHIIHA
CIPHHIIOBKA ¥ UIJIA 3@ JIa CE U3TErNH CTEPHITHA BOJA 38 HHKEKIMH OT (pJIaKOHE C IHITYEHT
¥ JIa ce HH)KEKTHpa BBB (J1akoHa ¢ KOHLEHTPAT MO 110COKa HA CTeHaTa Ha ¢bnaxoHa.

7. Ame ¥ aapec Ha MPOU3BOJAMTEIA:

Talecris Biotherapeutics, Inc.

79 T. W. Alexander Drive

Research Triangle Park, North Carolina, 27709

8. MMe u ajipec Ha NPHTEKATEI HA PA3PEIIEHHETO 32 ynotpeba:
Xumummopt dapma AJl,
Codus, yn. Kusiz An. barenGepr Nel, brarapus

9. [IpBa perucTPalEsa Ha JIEKAPCTBEHOTO CPEACTRO
01.06.1999 r. - CAIILI

10. laTa Ha noc/ieHATA PEAAKUHS HA TEKCTA HA KXII
OxTtomspH, 2007
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