Ilepexiax yKpaiHCbKO0I0 MOBOK, ABTEHTHUHICTH SIKOTO Mo Peecrpauiiinoro
MiATBEp/IKeHa MiANMHCOM YNOBHOBakKeHOT 0co0n 3asiIBHMKA  moOCBiTuew ; ) 3
bp AL/ AO /'

(sIBopcbka T.XO.), indopmanii npo 3acrocyBanns N /Y6 p-
JIKapchLKOro 3acody (/A /EY. 5_’{ p_f (/A /AS‘V; /O‘%
Lle#i nikapcekuii 3acid 3HAXOANTHCS MiM MOJATBIIHM KOHTpOJ'I . Lle no3BoAaTiMe mBHIKO BUSBISTH

HOBY incpopmaui}o 3 Oesnmeku. [TpoxanHs no crneuianictiB coepu OXOpOHH 3/10pOB's MOBIIOMIIATH npo
Oyap-siki mizo3proani nobiusi peakuii. [HhopMaLiio Mpo Te, IKMM YMHOM MOBIAOMIATH MPO NMoGiuHi peak

IUB. y po3aini 4.8. [/A;//é"¢j L/0Z (';

1. HA3BA JIIKAPCBKOI'O 3ACOBY

PIKCVBIC 250 MO nopomok Ta po34HHHHK AJI PO3YMHY JUIS iH'eKIii
PIKCVYBIC 500 MO nopowok Ta po34MHHUK I8 PO3YMHY AN {H €Ki
PIKCYBIC 1000 MO nopoInok Ta po34yMHHHK U1 PO34MHY JUISl iH €Ki
PIKCYBIC 2000 MO nopomok Ta po34HHHHK IS PO3YHHY 11 iH'eKLii
PIKCVBIC 3000 MO nopoluok Ta po34MHHUK IS PO3YMHY JUIs iH' €KL

2. AKICHUM TA KVIBKICHUN CKJIA

PIKCVBIC 250 MO nopoluok Ta po34MHHUK JUTS PO3YMHY JUIS iH'€KLLiH

B ongHomy ¢nakoni MicTHThCA HOMiHamBHA KimbkicTh 250 MO HoHakor ramma, TOOTO
pekomOinanTHOro (akropa sropranns kposi moxuun IX (p/IHK), mo sianosimae koxuentpauii 50 MO/mi
MiCTIst BIAHOBJIEHHS MPenapary IUISXOM 3aCTOCYBAHHA 5 M/ pO3YHHHHKA.

PIKCYBIC 500 MO nopouiok ta po34nHHUK U1 PO3UUHY 18 iH'€Kuili

B omHomy ¢uakoni MmicTHThCS HOMiHaibHa Kimbkicts 500 MO HOHakor raMma. TOGTO
pekoMOiHaHTHOrO (akTopa sroptanHs kposi moxnun [X (pJIHK). mo sinnosinae konuenrpauii 100 MO/Ma
Mic/is BUIHOBJIEHHS Mpernapary LUISXOM 3aCTOCYBAHHA 5 M/ PO3UMHHHKA.

PIKCVBIC 1000 MO nopolok Ta po34uHHHK Ul PO3UUHY /s iH' €KLl

B oaHomy (uakoHi MicTMThCS HOMiHalbHAa Kijbkicts 1000 MO HoOHAkor ramma, TOOTO
pexoMmOiHaHTHOTO (akTopa 3ropranus kposi moxunu IX (p/IHK), mo Bianopinae kouuentpauii 200 MO/mi
micIis BUIHOBJIEHHS Mperapary LUUISXOM 3aCTOCYBAHHSA 5 M PO3YHHHHKA.

PIKCVBIC 2000 MO nopolok Ta pO3uMHHEK IS PO3UMHY JUIS iH' €Kil

B onHomy ¢unakoni MicTMThCs HOMiHanbHa Kimbkicth 2000 MO HOHakor ramma, TOGTO
peKOMOiIHAaHTHOrO (akTopa 3ropranus Kposi momunu IX (p/IHK), wo Bianosinae konuenrpauii 400 MO/Mi
MiC/1s BiZIHOBJIEHHS TPEMNapaTy UUIAXOM 3aCTOCYBAHHS 5 MJ PO3UMHHHKA.

PIKCVYBIC 3000 MO 1opolok Ta po34MHHUK /Ul PO3YHHY JUIS iH'€KLiil
B onnomy drakoni MicTHTBCS HOMiHaTbHA KibKicTs 3000 MO HOHAaKOT ramma; To6TO
pekomGiHaHTHOTO (hakTopa sropranus kposi moxunn IX (pJHK), mo sinnopinae kouuenTpanii 600 MO/m
[MCId BUIHOBJICHHA NpenapaTy WJIaXoM 3aCTOCYBaHHA 5 M PO3HUHMHHHKA.

AxrusHicTs (MO) BU3Ha4a€ThCs METOAOM OIHOCTAMIHHOTO aHanizy (aKTOPIB 3ropTaHHS KpOBi
€eponeiicskol Mapmakorer.

Creuncivna akrusHicts npenapaty PIKCYBIC crasosuts nputauszso 200-390 MO/Mr Ginka.

Honakor ramma (pekoMOiHaHTHUI (GakTop 3ropTaHHs kposi 1X) — Lie OuHIIeH I OHONAHIIOTOBHi
TIKOMPOTEH, Wo MiCTHTL 415 aMiHOKHCIOT. BiH BHTOTOBAAETBCA ULIAXOM 3aCTOCYBAHHS TEXHOIOTiH
pekoMOiHaHTHHX JJHK Ha niHil KIITHH S€YHHKa KUTAHCHKOro XOM'SKa.

JonomisxHa(-i) peuoBuHa(-#) Bigomoi aii:
B onHomy ¢nakoHi MictuTeCs 19 Mr Hatpito.
[ToBHui nepeik 10NOMiIKHUX PEUOBHH AUB. y po3/ii 6.1.

3. IKAPCBKA ®OPMA

[TopoLIOK i pO3UHHHNMK [UIA NPUTOTYBAHHS PO3UMHY IS iH €KL

[opoiok 6is10ro ado maifzke 6i10ro KoBOpy. PO3UMHHIK MPO30pHii | Ge30apBHHil.
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4. KIITHHUYHI XAPAKTEPUCTHKH
4.1. Iloka3aHHs 1151 32CTOCYBAHHSI.

JlixyBanHs i npodinakTika KpoBoTeui y mauieHTiB 3 reMmodiniero B (Bpomkennii nedinut haxropa
IX).
Ilpenapat PIKCYBIC nokasaHuii nauieHTaM ycix BiKOBHX KaTeropiii.

4.2.Cnocib 3acToCyBaHHS TA J103H.
JlixyBaHHA HeoOXiqHO 311HCHIOBATH IIi1 HAMIIALOM JIKapsA 3 JOCBIIOM JIKyBaHHA reModiii.

KoHTposib B X071 JiKyBaHHA

B xozi nikyBaHHsS peKOMEHIy€eThCs 3a0e3reqyBaTH HaJle)KHe BU3HAYeHHs piBHiB (akTopa IX B sikocTi
Opi€HTHpa NpU NPU3HAYEHHI JO3H U1 3aCTOCYBaHHS i YaCTOTH MOBTOPHUX iH(Y3iii. Peakuis Ha dakrop IX y
KOXKHOIO OKPEMOTo0 IalieHTa Moxe OyTH PI3HO0, i3 pi3HUMHU NOKa3HUKAMH IIepioy HamiBpo3maay i CTyneHs
BigHOB/IeHH, [TalicHTaM 3 HU3BKOKO 200 HaZAMIPHOK Macoo Tija MOke OyTH HeOOXiTHOK KOpeKLis H03H,
pO3paxoBaHOi Ha OCHOBI MacH Tima. Y BHMIAIKy cepio3HMX XipypriuHMX BTpydYaHb BKpaii HeoOXiaHO
3abesnevyBaTH TOYHUIA KOHTPOJIB B X011 3aMiCHOT Tepallii IIAX0OM [TPOBeAeHHs aHai3y (JakTOpIB 3ropTaHHs;
Kpogi (akTuBHicTh haktopa IX y mnasmi kpoBi).

Jlna Toro, mod 3ade3neqynTH J0CArHeHHs OakaHUX PiBHIB akTHBHOCTI (akTopa IX y mmaszmi kposi,
PEKOMEHIYETbCA TPOBOJAWTH peTelbHHI KOHTPOIb 3a JOMOMOTOI BiAMOBIIHOrO METOLY BH3HAYEHHS
aktuBHOCTI (aktopa IX Ta, AKio HeoOXinHO, 3AIHCHIOBATH BIAMOBIAHY KOPEKIILIO D031 | YaCTOTH MOBTOPHHUX
iH¢ysiit. [Ipn 3acrocyBaHHi OZHOCTaNIHHOTO METORY aHanlizy (akTOpiB 3ropTaHHA KpOBi in vitro 3a
MoKasHUKaMu TpoMbornacTuHoBoro vacy (AYTY) ang susHaueHHs akTvBHOCTI (axTopa [X v npodax Kposi
Nali€HTiB pe3ysbTaTH WOAO aKTUBHOCTI (akropa IX MOXKYTh CYTTEBO 3anexaTH SK BiX pi3HOBHIY
AYTY-pearenTy, TaK i Bil cTaH1apTy MOPIBHAHHSA, BUKOPUCTAHUX 1St IPOBEAeHHs ananisy. Lle € BaxauBuM
0coO/IMBO 1pu 3MiHI Tabopatopil Ta/abo peareHTiB, 0 BUKOPUCTOBYIOTHCS /1714 aHATI3Y.

Jdo3u

BenuuuHa 1034 i TpUBATICTh Kypcy 3amicHOI Teparii 3anexathb Bil cTymneHs aepiuuty dakropa IX,
BiJl MiCL pO3TalIyBaHHS i CTYNeHS Cepio3HOCTI KpPOBOTedi, a TAakOoX Bil KIIHIYHOrO CTaHy, BiKY i
(papmakoKkiHeTHuHUX napameTpiB (akropa IX y nauieHTa, TAKMX fAK BeTHYMHA IIPUPOCTY BiIHOBIICHHS PiBHA
akTHBHOCTI (hakTopa X Ta nepioxy HamiBpo3mamy.

3acTocoBaHa KineKicTh oauHHLE ¢akropa IX BupakaeTbes y MikHapomHux oauuumsax (MO), o
CTOCYIOThCS Hapasi Aitouoro cranzapry BOO3 nns nikapebkux 3aco0iB Ha OCHOBI (hakTopa [X. AKTUBHICTB
taxropa IX y nnasmi kpoei Bupaxaerscs abo y npoueHTax (BiITHOCHO HOPMAJBHOTO MOKA3HUKA JUTS TUIa3MH
KPOBI JIIOOMHM), a00 y MiKHAPOAHMX OIAMHHLSX (BiZHOCHO MixHapomHoro craHmapty mis axropa IX y
riazMi KpoRi).

OnHa MixkHapoaHa oauHuus (MO) aktusHocTi (akropa IX A0piBHIOE MOKA3HUKY AKTHBHOCTI
takropa IX B | M1 HOpMaNbHOT 11a3MH KPOBI JIIOIHHH.

Jixyeanns npu neobxionocmi

Po3spaxynok HeoOxinuoi go3u ¢axropa [X ama nauienris Bikom 12 pokiB i cTapiue 3iiiCHIOETECS Ha
OCHOBI OTPHMAHOTO eMIiPUYHUM ILUISIXOM BHCHOBKY PO Te, IO 3aCTOCYBaHHS OJHI€T MDKHAPOIHOT OMHHLI
(MO) ¢akropa IX Ha | kr Macu Tina NpU3BOAMTH 10 30iMbIIEHHS akTHBHOCTI ¢aktopa IX y mnasmi na
0,9MO/nn (mianazon: Bin 0,5 mo 1,4 MO/mn) ato Ha 0,9% HOpManbHOI aKTHBHOCTI (BinbIn neTansHY
indopmatiro auB. y posaini 5.2).

HeoOxinna 103a BU3HAYa€ThCA 32 HABEICHOIO HIKYE (OPMYJIOH.

[MauienTtn Bikom 12 pokiB i crapuie:

IloTpibna KineKicTh OAMHMIL = Maca Tina (kr) X GaxaHuii npupict pisHa dakropa IX (% abo MO/an) x
3BOPOTHA BEJIMYMHA MTOKA3HUKA 3aPEECTPOBAHOrO BiJHOB/IEHHA aKTHBHOCTI (pakTopa [X (a/Kr)

Jlia roeTtanmHOro MpMpoCcTy BiZHOBJEHHS pIiBHS AKTHBHOCTI Ha 09M0f‘:m Ha TMO/I\I" ,qo‘ﬁa'--
pO3paxoByEThCA 33 TAKOKO HopmMyIioL:
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I[ToTpiGHa KinbKicTh OAMHMLL = Maca Tina (kr) X Gakanuii npupict piBua dakropa IX (% a6o MO/mn) x
1,1 n/kr

BenudiHa 1034 i yacToTa 3aIlaHOBAHOTO 3aCTOCYBaHHs 3aBXKIM NMOBHHHI OYTH CIPAMOBAHUMH Ha
3abesnedeHHs KIiHIYHOI eheKTHBHOCTI y KOXKHOTO KOHKPETHOTO MalLieHTa.

V BHNMaAKy HasBHOCTI HaBeJleHHX HIJK4e TeMOpariyHuX ABHIL OKa3HUKH akTUBHOCTI (pakTopa [X He
TIOBHHHI OyTH HH)KUe 3a3Ha4eHOro piBHS aKTHBHOCTI y MuiasMi kpoBi (y % Bix Hopmu abo MO/w1) mpotsarom
BiAMOBiIHOrO Nepioay 4acy. HaBeneHy Husk4e TaOIMIIO MOXXKHA BUKOPHCTOBYBATH U1l BU3HAYEHHS 03U IPU
emni3oax KpoBOTedi Ta NpH XipypriyHoMy BTpYYaHHi.

Heo0Oxinnuii piBeHb

CTynine TAKKOCTi KpoBoTeYi/ YacroTa 3acTocyBaHHsl, roAHHH/

. . ¢daxropa IX, % abo . . .

Tun xipypriusoro BTpy4aHHs MO/an TpupanicTs JiKyBaHHs, IHi

KposoTeua

PanHiii reMapTpo3, KpOBOBWIHMBH Y 20-40 INosToproiite koxHi 24 roawnu. [TpuHaiiMAi 1

M'a31 abo y NOpOXKHUHY poTa NeHb, 10 MPUITHHEHHA KPOBOTEYI, TpO L0
3aCBITYMTE BiICYTHICTEL 6010, 360 /10 3ar0€HHA
paHu.

Binbm BupasHuii reMapTpos, 30-60 [MosToptoiite indys3ito koxkHi 24 roauHn

KPOBOBMJIMBH Y M'A3H abo npotarom 3-4 mHIB a0 10BINe, 10 3HUKHEHHA

remMaToma 0010 1 YCYHEHHS CHITBHOTO (DYHKIIIOHATBEHOTO
MOPYIEHHS.

3arpo3iuBi U1 JKUTTA KPOBOTEU1 60-100 ITorToproiite iHdy3ito koxHI 8-24 roauHu 10

SHHKHEHHA 3arpo3H.

XipypriyHi onepattii
HesnauHi Xipypriysi onepattii, 30-60 KoxHi 24 ronuHu, npHHaiiMHi | 1eHb, 10
BKIIIOHAIOYH BHAAICHHA 3y0iB 3arOEHHs PaHH.

CepiiozHi Xipypriudi onepatiii

80-100 (mepen IToeTOpIoiiTe iH(DY3i0 KOKHI 8-24 rOJMHH 10
oriepauicro Ta micis | HaleXKHOTO 3arOEHHS PaHH, I/ 90T0
Hel) MPOBOIBTE JIIKYBAaHHA ITPHUHAIMHI 1e 7 JHIB

JUTS yTPUMaHH#A [MOKa3HHKa aKTHBHOCTI
takropa [X Ha pieHi Bix 30% m0 60% (MO/mn).

PerenbHuii koHTpoNIE nepebiry 3amicHol Tepamii € 0co0JIMBO BaKJIMBUM Y BHUNAaAKax cepilo3HOro
xipypriusoro BTpyuaHHs abo 3arpo3aMBOi 171 JKUTTA KPOBOTEUI.

Ipoghinaxmura

Jnsa tpueanoi npodinakTHKKA KpOBOTeui y mauieHTiB BikoM 12 pokiB i crapiue 3 TAKKOW (OopMOo
remocisnii B, six npasuno, 3actocoByroThes 1034 Bin 40 1o 60 MO ¢akropa IX Ha 1 Kr MacH Tina 3 iHTepBaioM
3-4 nui. Y meAKkHX BHNAKaxX, B 3aleKHOCTI Bi (apMakOKiHEeTHKH, BiKy, (EHOTHITY MO0 KPOBOTEdi Ta
cryneHs (i3nyHOI aKTHBHOCTI y KOXHOTO OKPeMOro Ialli€eHTa, MOXe CTaTH HeOOXiZHMM 3acTOCyBaTH
KOpOTIIi iHTepBanu abo GBI 103M Npenapary.

Besnepepsna ingysis
He eBoautn npenapar PIKCYBIC wnsxom GesnepepBHoi iH(y3il.

Hayienmu nediampuunozo npogino

JIikyBaHHS MMpH HEOOXiMHOCTI.

Po3spaxynok HeobxinHol no3u ¢akropa IX nis nauienTis Bikom Mosoniue 12 pOKlB 3,11}:011106"(503 Ha
OCHOBi OTPUMAHOI0 eMIIPHYHHM LLIAXOM BUCHOBKY PO T€, L0 3aCTOCYBAHHS onHiel wmmapo {01 O
(MO) daxropa IX Ha | Kr MacH Tina NMpU3BOAMTH /10 30iMbIIEeHHS aKTUBHOCTI dakTopa [X y" n;xam Kpokbﬁa N
0,7 MO/an (aianazon: Bia 0,31 mo 1,0 MO/an) abo ua 0,7% HOpMmasbHOI aKTHBHOCT]- (6;ﬁbm nera.an}
iHhopmauito aMB. y po3aini 5.2).
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Heob6xiaHa 103a BU3HAYAETHCS 32 HABENEHOIO HIDKYe (HOPMYJIIONO.
[MTauienTty Bikom Monoaure 12 pokis:

IMorpibHa kinekicTs OOMHMIL = Maca Tina (kr) x OaxkaHuii npHpict piBHs ¢akropa IX (% abo MO/mn) x
3BOPOTHA BEIMYHMHA NOKa3HUKA 3apeeCTPOBAHOIO BiTHOBIIEHHA aKTHBHOCTI (JU1/Kr)

Jnd moeramHOro MpUPOCTY BiZHOBNEHHA piBHA akTHBHOcTi Ha 0,7 MO/an Ha 1 MO/kr no3a
PO3PaXOBYETLCA 32 TAKOK (HOPMYJIOH0:

IMTorpiGHa KinbKicTh OOMHUIL = Maca Tina (kr) X OGaxanuii npupict piBHa dakropa IX (% abo MO/mi) x

1,4 nn/kr

Jlns Bu3Ha4YeHHs J03M IpH emi3olaxX KpoBOTedi Ta XipypriyHoMy BTpyYaHHI MOXKHA BUKOPUCTATH TY
’ caMmy TabmuLo, Mo # AN JOPOCINX (AMB. BHIIE).

[Npodinakruka.

Jliana3oH pekOMeHI0BaHUX /103 MPHU JiKyBaHHI NALIE€HTIB NeaiaTpUYHOro NPoQio BIKOM MOJIOILIE
12 pokiB cranouts Bifg 40 mo 80 MO/kr 3 inTepBanom 3-4 mui. Y neskuX BUNAJKax, B 3aJIeKHOCTI Bil
(hapmakoKiHeTHKH, BiKy, ()eHOTHITY LIOZI0 KPOBOTEYi Ta CTYNeHs (Di3HYHOI aKTUBHOCTI y KO)KHOTO OKPEMOTo
nauieHTa, MOXe cTaTH HeoOXIIHIM 3acTOCYBaTH KOPOTIIi iHTepRamu abo Gimbiii 1031 npenapary.

Cnocib 3acTocyBaHHs

BHyTpillHbOBEHHE BBEICHHS.

VY BHUNAAKy BBEIEHHH Ipernapary caMHM nauieHToMm ado ocoforo, ska AOrIaaae 3a MauieHToM, iX
HEOOXITHO HaleXHMM YHHOM HABYMTH BHKOHaHHIO Takoi mpoueaypu. ITpenapar PIKCVYBIC HeoOximHo
BBOIMTH Ha MMBHIKOCTI, 1110 3a6e3mnedye KoMPOPTHICTH mauieHTa, MakcumyM 10 10 Mi/xs.

ITicns BiOTHOBIEHHS Mpenapaty Horo po3dHH € mpo3opuM, GesbapBHuM, Oe3 CTOPOHHIX MeXaHiYHHX
BKJIFOYEHS, 3 pH 6,8-7,2. [Toka3sHHK 0CMONANBHOCTI — moHad 240 MOCMOJIB/KT.

IHcTpyKUii 110710 BiHOBIEHHS JiKapCHKOro 3aco0y mepen iioro BBeeHHAM JUB. Y po3aini 6.6. [lpu
BBEJIEHHI LIbOr0 Npenapary HeoOXiHO 3aCTOCOBYBATH JUIIE IUTACTHKOBI IINPHILI 3 HAKOHeuHNKOM Jlroepa.

4.3. lIpoTHnoKa3aHHs.

[TinBuumeHa 4yTauBicTh 10 Ail040i pedyoBHHH a0 OyIb-AKOI AOMOMIDKHOI PEYOBHHH, 3a3Ha4YEHO! Y
repeniky B po3aimi 6.1.
Binoma anepriyna peakiis Ha 6iqku XoM'sKka.

4.4. OcobauBi 3acTepeskeHHs Ta 3aM00iKHI 32X01H NPH 32CTOCYBAHHI.

[ligBuIIeHa YYTIUBICTD
IToBigomnsanocs npo peakuii MiABUILEHOI YYTIMBOCTI aliepriuHoi MpPUPOAM MPH 3aCTOCYBAHHI

npenapary PIKCVYBIC. Jlikapchkuii 3aci6 MICTUTh 3aMIIKOBY KilbKicTh 0ikiB XoM'aka. [Ipn BHHHKHEHHI
CHUMIITOMIB MiABHIIEHOT Yy TJIHBOCTI MauieHTaM abo ocodam, AKi Z0IIAIAI0TE 32 HUMH, Tpeba peKOMeHTyBaTH
HEraifHO NMPHUITMHHUTH 3aCTOCYBAHHA J1iKapCchKOro 3acoly i 3BepHYTHCS 10 CBOro Jikaps. [lauienTiB Tpeba
O3HAflOMMTH 3 paHHIMM CHMNOTOMaMH peakuii MiABUIIEHOI YyTAMBOCTI. BKJIIOYAIOYH KPOIMB'SHKY,
reHepali3oBaHy KPONHUB'AHKY, CTHCHEHHS y IPYIAX, IHXaHHA 3 IPUCBUCTOM, MiMOTOHIIO Ta aHadinakcito.

Pu3uk € HallBUIMM Ha paHHIX eTanax MoYaTKy 3acTOCYBaHHs KOHUeHTpaTiB dakropa IX y nauienTis,
AKi paHilie He MPOXOMMIM JIIKYBaHHS, OCOONMBO y MAl€HTIB 3 BHCOKMM PH3MKOM TeHHMX MyTaliil. B
iTeparypi MOBiAOMIANOCA MPO 3B'A30K MK MOABOK iHridiTopy (akropa IX Ta anepriqHUMM peakuisMH,
0CO0/IMBO Yy MALi€HTIB 3 BUCOKAM PU3MKOM F€HHHMX MyTaliil. BHacniZok 1bOro nauieHTiB 3 ajnepriyHuMH
peakuisiMH HeOOXiTHO MepeBipATH Ha HasBHICTB TaKoro iHridiTopy.
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kpoBi IX (p/IHK) nauienTie HeoOXiZHO 0OCTexyBaTH Ha IMpeMET BUHUKHEHHS Y HMX HeMTpali3yroumx
aHTUTIN (iHriGiTOpiB), KiMBKICTE AKMX TpeOa BM3HAYaTH B OJMHMUAX Beresma (amri "BU") musxom
3aCTOCYBaHHA BiATOBIIHOrO METOMY O10TOTIYHOTO aHai3Yy.

B rnirepatypi moBimomisinocs NMpo HasBHICTH 3B'A3KYy MiX MOsBOKO iHriGitopy ¢akrtopa IX Ta
alepriyHuMM  peakulisMi. BHacnminok 1pOro namieHTiB 3 TaKHUMH aJeprivHUMH DPeakUisiMH HeoOXigHO
NIEPEBIPATH Ha HAsBHICTH Takoro iHribitopy. HeoOximHO 3ayBa)MTH, IO MAIEHTH, Y SKHX 3'SBHIIHMCH
inribitopu ¢axropa IX, MalOTh miABHUIeHHH PU3MK PO3BHTKY aHadinakcii B pasi NOBTOPHOrO JIKyBaHHS
¢axropom IX.

BHacminok pu3MKy PO3BHTKY alepriYHMX peakiliif mpyM 3acTOCyBaHHI KOHLEHTpaTiR ¢akropa IX
TI0YaTKOBE 3acToCyBaHHA (akTopa X MOBUHHO, HA PO3CY JiKYIOHYOro Jikaps, TPOBOIMTHCS MiJ MEIUIHIM
HarjIsa0M, 10 103BOJAE 3a0e3MevuTH HaJaHHA HAIEKHOI MEAWYHOI JOMOMOTH Y BHITAQAKY BUHUKHEHHS
aNepriyHuX peaxuiii.

Hedpornunuit cunapom
ITicns cTuMymroBaHHS iHAYKUIl IMyHHOI TONEPaHTHOCTI y Malli€HTIB 3 reModiniero B, y skux 6ymu
npucyTHi iHriditopu dakropa IX, Gynu 3apeecTpoBaHi BUMaAKN BHHUKHEHHS HE(DPOTHYHOTO CHHIPOMY.

Tpomboemboia
Yepez noTeHUIMHMN PH3MK BHHMKHEHHS TPOMOOTHMYHMX YCKJIaJHEeHh HeOoOXiZHO 3arnpoBaiuTH

KJTiHIYHE CMOCTEepeXKeHHsA /s BHUSBIEHHS PaHHIX O3HAK TPOMOOTMYHOI T4 BHUCHAXKIHMBOI KOAryJomaTii
IIAXOM  BiAMOBiZAHOro OioNOriYHOrO aHamizy NpH 3acTOCYyBaHHI LbOro Ipenapary -y MalieHTiB i3
3aXBOPIOBAHHAM MEYiHKH, y MAI€HTIB MicaA onepatliil, y HOBOHapOIKeHUX diteif abo y MalieHTIB 3 pU3NKOM
PO3BUTKY TpOMOOTHUHMX sABHIL 200 JIB3-cunapoMy. ¥V KOKHOMY 3 TaKMX BUNAJAKIiB HEOOXITHO BPAaXOBYBaTH
nepesard Bin JikyBaHHs mnpenapatom PIKCVBIC, 3Baxkyroum iX Ha T PU3MKY BHHHKHEHHS TakKuX
YCKJIa[IHEeHb.

CepueBo-cyAuHHI SBUIIA

VY nauieHTiB 3 HasBHUMH CepLEBO-CYAMHHMMM YHHHAKAMHM pH3UKY 3aMiCHa Tepamif i3
3actocyBaHHAM ¢akropy IX Moxe mpusBecTM 10 MiABHIUEHHS DPU3HKY PO3BHTKY CEPIEBO-CYIHHHOI
naToorii.

YcknaiHeH s, OB'3aHi 13 33aCTOCYBAHHAM KaTeTEPY

Ilpn HEOOXiAHOCTI 3aCTOCYBAaHHS 1eHTPATbHOrO BeHo3Horo npuctpoio (LIBIT) TpeGa BpaxoByBaTh
MOJK/IMBICTh BUHUKHEHHS YCKJIaJHeHb, MOB'I3aHuX i3 3acTocypaHusaM LIBIL, Bkiioyaroun JokaibHi iHpeKuii,
DakTepieMiro i TpomO03 y Micli KaTeTepu3aii.

MipkyBaHHs. NIOB'A3aHi 3 HASBHICTIO JIONOMIXHUX PEYOBHH

[Ticnsa BimHOBNeHHA ueii nikapebkuii 3aci® micTuts 0,83 MMonb (19 Mr) HaTpito B 0HOMY (JIaKoHi.
Lle Tpeba BpaxoBYBATH MallieHTaM, SKi TOTPUMYIOTRCS Ti€TH 3 HU3RKHM BMIiCTOM HATpItO.

Kosxnoro pasy npu 3actocypaHHi y nauienTa npenapary PIKCYBIC HaroneriMBo peKOMeHIy€eThes
peECTpYBaTH Ha3By i HOMep cepii 1 30epekeHHs iHpopMaLlii MI0J0 3B'S3KY MiK KOHKPETHHM MALli€HTOM i
CEpI€r0 LLOTO JIIKApCHKOro 3acody.

[NanienTH negiaTpuuHOro npodiako
Hapeneni BHie 3acrepexeHHA i 3arnoODKHI 3aXO/M € 3aCTOCOBHMMH Y BMIAJKY JIKYBAHHA SK
IOPOCIINX, TaK 1 JiTeil.

TlallieHTH NOXUIIOro BiKY

INauientn BikoM 65 poKiB Ta cTapuie He 3ajiydanucs 10 y4acTi y KIIHIYHMX JOCIIIKEHHAX
3acrocyBanHs nipenapary PIKCVBIC. He Binomo, um TXHs peakuis Ha Take JiKyBaHHS BiJIpi3HAETBCA Bil
peaxiiii MOIOMIIMX MawieHTiB. Sk i y BUManAKy BCiX iHIIMX MaUi€eHTIB, BUOIp 1031 /Jis JIiKYBaHHS MALli€HTIB
MOXHJIOTO BiKy MIOBMHEH 3iICHFOBATHCSA Ha IHAMBIAYasbHIl OCHOBI.

T
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He nosinomsnocs npo B3aeMozito JikapchkHX 3ac00iB Ha OCHOBI (hakTopa 31“0p’]"aH'H$[ Kpom THOIH
IX (p/IHK) 3 iHIIUMH NiKapCbKUMU 3acobamu. N -

4.5. Bzaemofis 3 iHIIHMH JiKapCbKHMH 32c00aMH TA IHIUI BHAH B3a€MOIT.

%
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4.6. @epTHABHICTB, BATITHICTH TA FOAYBAHHS IPYAIIO.

JocrimxkenHs BIUMBY (akropa [X Ha penpoayKTHBHY QYHKLIIO Y TBAPHH HE MPOBOAMIHCS. Y 3B'S3KY
3 pizkicTio YacToTH BumankiB remodinmii B cepenx iHOk HocBin 3acrocyBaHHsA ¢aktopa IX mpoTtsrom
BATriTHOCTI Ta rofyBaHHA rpy1Ito BiacyTHii. TakuMm quHOM, 3acTocoByBatH dakrop [X mportsarom BariTHOCTi
Ta royBaHHA PO CIiJl IMIIe Y TOMY BUMAIKYy, AKIIO Lieii mpenapar € 4iTKO MoKa3aHuM.

Indopmauis mono BBy p@IX (pekoMbinanTHu dakrop IX) Ha pepTHIbHICTE BiICYTHS.

4.7. 3paTHicTh BIJIMBATH HA MBHAKICTE peakuil MpH KepyBaHHi aBTOTpaHcnopToM ado podorti 3
IHIIMMH MeXaHi3MaMH.
Ipenapar PIKCYBIC e BniMBae Ha 3aTHICTE KEpPYBaTH aBTOTpaHCHOPTOM abo MpalroBaTH 3
HIIAMH MeXaHi3MaMH.

4.8. Ilo6iuHi epexTH.

Kopotka xapakrepucTuka npodinro 6eznexu

Crocrepirames piaki BUNAanky MiZBHUILEHOI YyTIMBOCTI abo anmepriuHMX peakuiil (ski MOXYTh
BKJIIOYATH aHMOHEBPOTHYHUI HaOpsK, BIAYYTTA NeviHHA 1 JepTd B Micui iHdy3ii, 03H00, MpuiIMB KpoBi 10
00TMYYsl, reHepalli3oBaHy KpOMMB'SHKY, TOJOBHUI Giflb, BUCUNAHHA, TIMOTOHIIO, JIeTapriio, HyIOTY, CTaH
3aHENOKOEHHS, Taxikap/lito, CTHCHEHHA Y TPYAfX, J3BiH Y ByXax, OJIIOBaHHS, IMXaHHS 3 MPUCBHUCTOM), SKI
JIEKOIM MOXKYTh PO3BMHYTHCS /10 BUHMKHEHHs TsxkkKoi (opMu aHadinakcil (Bkmrouawouu wok). Y neskux
BHMaJKax Taki peakuii po3BHBaJIMCA Jaji, 10 BHHUKHEHHA TSKKOI aHadinakcii, i e Bindysanocs y TicHOMY
4acoBOMY 3B'A3KY 13 MosABOMO iHriGiTOpiB hakTopa [X (1ue. Takox po3ain 4.4).

[Ticns cTUMyMIOBaHHS IHAYKLIT iIMyHHOT TONEpaHTHOCTI Y nauieHTiB 3 reModinieto B i 3 anepriunumu
peakuisMu B aHamHe3l, y skux Oynu npucyTtHi iHriGitopu dakropa IX, Gymu 3apeecTpoBaHi BHUMAIKH
BHHHMKHEHHSA He()POTHHHOTO CHHIPOMY.

Hyxe piako criocTepiraiucs BUIAIKH YTBOPEHHS aHTHUTL 10 OiNKiB XoM'sKa, 1110 CYIIPOBOIKYBAIOCH
BUHUKHEHHSAM peakiiif MiABUIIEeHOT 4y TIIHBOCTI.

VY nauieHTtiB 3 remodinmiero B MoxyTh yTBOprOBaTHCS HeHTpamisyrodi anTtutina (iHriGitopu) mo
¢akropa IX. SIkimo Taki iHriGiTOPH YTBOPIOIOThCA, 1le NPOSBIIAETLCA Y BHITIANI HEJOCTaTHROI eheKTHBHOCTI
NiKyBaHHA. Y TakWX BHIAIKaX PeKOMEHIYEThCS 3BEPHYTHCA 10 CIEliasli3oBaHOrO LEHTPY 3 JIKYyBaHHS
remoinii.

3acrocyBaHHs JliKapchKUX 3aco0iB Ha 0CHOBI (akTopa IX cynpoBOIKYETECS NOTEHUIHHUM PU3UKOM
BHHHKHEHHS TpoMO0eMOOIiYHUX eMi30niB, MPUIOMY PH3HK MiJBUIIYETHCSA IIPU 3aCTOCYBAaHHI Ipenapartis
HU3BKOI YMCTOTH. 3aCTOCYBaHHsA MpemnapartiB ¢akropa [X HU3BKOI YMCTOTH CYNPOBOMIKYBAIOCS BUMAIKAMA
iH(apkTy Miokapaa, TH(y3HOro BHYTpPiLIHEOCYIMHHOIO 3rOPTaHHA KPOBi, BEeHO3HOr0 TPOoMOO3y i jereHerol
emObomnii. 3acTocyBaHHs mpenapatiB (pakropa IX BHCOKOI 9MCTOTH PIiIKO CYNPOBOIKYETHCS BUHHUKHEHHSM
TAKHX MOOIYHUX peakiniii.

Iepenik noGiuHMX peakiiit v Burasai rabuuti

Jlo yuacTi y KniHiYHUX JoCHiTKeHHAX 3acTocyBaHHs npenapaty PIKCYBIC 6yo 3amydeno 99 ocib i3
NpHHAHMHI OHUM BHUIIaJIKOM 3aCTOCYBaHHs Mpernapary, 1o CypOBOIXKYBAIOCH BHHUKHEHHAM Y LIJIOMY 5-H
nobiuHux peakuiil. Hapenena Hukue Tadnus MicTUTH iHpOpMaLilo npo nobidHi peakuil 3rigHO 3 KIacamu
cucteM Ta opradiB (ckopoueno "KCO") 3a knacudikauicto MedDRA (i3 3actocyBaHHAM TepMiHiB
epeBaKHOT0 BUKOPUCTAHHS).

Yacrora Bunazakis nmobiyHMX peakuiit knacudikypanacs 3a TAKUM IPUHIMIIOM: Tyske yacto (>1/10),
gacto (Big >1/100 no <1/10), newacro (Big >1/1000 xo <1/100), pinko (Bix >1/10000 m0 <1/1000), my»xe pinko
(<1/10000), gacTora HepizoMa (TOOTO Ha OCHOBI HasIBHUX JAaHMX YaCTOTY OLIHHTH HEMOXKIHBO).

B mesxax koxHOT KaTeropii 4acToTu moOiuHi peakuii npecTaBieHi y MOPAAKY 3HIKEHHS 1X TAXKKOCTI.

Iobiuni peakuii, 3apeccTpoBaHi y KJIiHIYHHX BHOPOOYBAHHSAX | CIOHTAHHHX MOBIIOMJIEHHSIX

YacroTa, Ha

Kiac cucrem Ta oprauis 3a a_ s
ITobiuni pearuii 01HOT0

kiaacupikauiero MedDRA

Posnaau 3 0Ky IMYHHOI CHCTEMH [TigBuuteHa 4y TaMBICcTh ¥

Posnaau 3 oKy HepBOBOI CHCTEMH [TopyuieHHs cMaky
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IopymenHs 3 60Ky KicTKOBO-M'30BOT

3 - Bine y kiHIiBKax 4acTo
CHCTEMH i CIIOYYHO! TKAHHHH ¥ ¥aul

¥ TIP (mo6i4Ha peakiisi) MOSCHIOETHCA HIKYE Y PO3ILII.

Onuc Bubpanux noGiuHUX peakiiiif

Hideuwena uymnugicme
Peakuii anepriusoro THIY mNpOSBIANMCA y BHUIVIAN 3aQuIIKH, CBepOexy, IeHepalizoBaHOL

KPOIHB'AHKH 1 BUCHITAHHS.

[MauienTn negiarpuyHOro mpodimo

OuikyeThes, MO 9ACTOTA, THI i TAKKICTh MOOIYHMX peakuiil y aiteit OyxyTh Takumu s, W0 i y
nopociux. IIpoTe naHi mono pasime HeTiKOBaHHMX MAL€HTIB BIACYTHI, MO3asfK MO y4acTi y KIiHIYHMX
JOCHi/KeHHAX Oy 3amydeHi Juie Ti MALi€HTH, SKi paHille MPOXOAWIM JiKyBaHHA. Y 3B'A3KY 3 LHMM
JOCIKEHHS IMYyHOr€HHOCTI B KOHTEKCTI YTBOPEHHs iHTiGiTOpIB y MawUieHTiB W€l IPynu pH3MKY He
TPOBOIHIIACS.

IToBi/1OMJIeHHS NP0 MiJ03PIOBaHI MOGIYHI peakii

Bax1MBo MOBiZOMIIATH MpO Mif03pIOBaHi MOOIYHI peakiil, IO CIIOCTEPIraloThCs MPOTAroM Nepiony
Mic/Is peecTpallii Jlikapcbkoro 3aco0y. Lle 103Bos€ NPOIOBKYBATH CIIOCTEPIraTH 3a CITIBBIAHOMWEHHAM MiXk
KOPHCTIO Ta PH3HKOM BiJl 3aCTOCYBAHHS JIIKapChKOTro 3aco0y. (Daxmum By cqgfp: OXOpOHH mopoa A IPOCATS
TOBLIOM/IATH TPO 6\!:[1, aKi minosprosani noGiuni peakuii yepes HALIOHATBHY (

BB.SHHH

4.9. [lepenosyBaHHusI.
Edexrtu aii 6inbI1 BUCOKHX, HijK peKOMeHI0BaHi, 103 npenaparty PIKCVYEBIC He onucasi.
5. PAPMAKOJIOI'TYHI BJJACTUBOCTI
5.1. ®apmakoauHamika.
(apmaxoTepaneBTHYHA IpyTia: aHTHreMopari4Hi 3acobH, pakrop 3ropranss kposi [X. Kog ATX: B02BD04.

Ilpenapar PIKCVBIC wmictuth pexombiHauTHHi (hakTop 3ropraHHaA kpoei [X (HOHakor ramma).
®akrop IX € o1HONAHIIIOrOBUM IITIKOMPOTEIHOM 3 MOJIEKYJIAPHOIO Macoio npudiuzHo 68 000 naneToHiB. BiH
€ BiTamid K-3aexHuM (akTopoM 3ropTaHHsa KpOBi Ta yTBOPIOEThCs y medinui. Pakrop IX akTHByeThCA 32
y4actio pakropa Xla y BHYTpilHiit cucTemi Koaryauii Ta komiutekcy pakropa VII/TkanunHOro akropa y
20BHINIHIN cucTeMi koarynsuii. Axtiroranuii dakrop IX pazom 2 axtupopanum daxrtopom VIII akrurye
¢axrop X. Aktuposanuii hakrop X neperBoproe npotpomdin y Tpom6in. ITic/s 1b0ro TpoMOiH nepeTBoproe
(ibpunoreH y ¢iOpuH, B pe3yJIbTaTi 4Oro YTBOPIOETHCS TPOMO.

I'eModinis B € nos'sa3aHo10 3i CTATTIO BPOIUKEHY MATOJOrII0 CHCTEMH 3rOPTaHHS KPOBi, 110 BUHHKAE
BHACIILI0K 3HMKEHHUX piBHIB (hakTopa IX Ta cnpuunHse npody3Hy KPOBOTEUY Y CYTIIO0H, M'SI3M Ui BHYTPIllIHi
OpraHu CHOHTaHHO a0 B pe3y/bTaTi BHUMNAIKOBOI 4M XipypriuHoi TpaBMH. 3aMicHa Tepariis J03BOJIIE
MiIBUIIMTH piBeHs (aktopa IX y rurasMi KpoBi i, TaKHM YHHOM, 3a0e3Medyye TUMYAcOBE BUIIPABIICHHS
aediunTy dakropa i 3ynuHsIE TEHAEHIII PO3BUTKY KPOBOTEY.

Kniniyna edekTrBHICTE i 6e3neka

[IpodinakTuka i KOHTPOIL KPOBOTEYi y MALieHTIB BikoM |2 POKIB i cTapiue, AKi paHilne MpoXoIuIn JiKyBaHHS

Edextupnicts npemapaty PIKCYBIC ouniHioBazace B paMKaX HEKOHTPOJIOBAHOI UYAaCTHHU
KOMOIHOBAaHOTO JOCIIKEHHs BiZAKpHTOro THIy (asd 1/3, B X0ai AKOrO MAUIEHTH KOFOPTH 3arajbHOK
KibKicTIo 73 4omoBiku BikoM 12-59 pokiB, siki paHilie NPOXOAMIM JiKyBaHHS, OTPUMYBAIM Mpenapar
PIKCYBIC nna npodinaktuku Ta/ado A jikyBaHHA enizofiB KpoBoTeyi "npu HeobXiHocTi". Yei nauientu
Manu TsKKY Gopmy (piBeHb (akropa IX < 1%) abo momipHo TskKy dopMmy (piBeHs (lnax'ropa [X < 2%)
remotj)mn B. [T'atnecsar AeB HTI:. TaKHX Malie€HTiB OTPUMYBAITH [penapar PIKCVBIC TSt TIPS
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OyNTH BKIIIOYEH] 10 MACHBY JaHHX, MPH3HAYEHUX U1 OLiHKY edexTuBHOCTI npodinaktuku. e 14 namienrin
orpumyBany npemnapar PIKCYBIC nuie ans nikyBaHHs enmi3oniB kpoBoteui. [TamieHTH KOropTH JiKyBaHHS
"mpu HeoOXinHOCTI" MOBHHHI Oy/IH MaTH NpUHANMHI 12 TOKYMEHTAIbHO MiATBEP/XKEHHUX eIi30/1iB KpOBOTEYi,
IO BUMAarajiu JiKyBaHHs, MpoTsaroM 12 MicsliB mepen 3amydeHHSM 10 ydacTi y nocuimkenHi. Cepenns
TPUBAJIICTh JIiKYyBaHHS MALi€HTIB KOrOPTH JIIKyBaHHS "nmpu HeoOXimHocTi" craHoBuna 3.5+ 1,00 micsuis
(meniana: 3,4; niamason: Big 1,2 go 5,1 Micsuig), cepenHs 3aragbHa 4acTOTa BUIAIKIB KPOBOTEUi IO POKax
(anrn. "annualised bleeding rate", ckop. "ABR") cranosuna 33,9 + 17,37 3 Menianoro 27,0 Ta fiana3oHoM Bil
12,9 no 73,1.

Meniana ABR npu npodinakruui musxoM 3acrocyBanns npenapary PIKCYBIC mng ycix kpoBoTed
craHoBuna 2,0, ans cnoHTaHHUX kpoBoTed — 0,0 Ta 115 kpoBoTeu y cyraobax —0,0. ¥ 24-x nauienris (42,9%)
KpOBOTeY He 0yJ10.

B ninomy, 249 emizozniB kpoBoTedi OyIH MpoJikoBaHi IUIAX0M 3acTtocyBanHs npenapaty PIKCVYBIC,
197 3 sikux Oy KpoBOTeYero y cyriobax Ta 52 — KpoBOTedero 1103a cyrinobdamu (y M'AKHX TKaHHHAX, y M'A3ax,
y TIOPOJKHHHI Tila, y BHYTPilUHBOYEpEIHii MOPOKHUHI Ta iHmi). I3 3aramy 249 enisoniB kposoTeui, 163
KpoBoTedi OyJIM MOMIPHOrO CTymeHs TSKKOCTi, 71 — He3HaunuMHu Ta 15 — cepiiosHumu. JlikyBaHHA
MPOBOIMJIOC i3 BpaXyBaHHAM iHIMBiZyalbHHX OCOGIMBOCTEH KOKHONO OKPEMOTO IallieHTa, BHXOAAYH 3i
CTYTIEHS TAXKKOCTI, MPHYMHK i MiCls po3TaliyBaHHSA KpoBoTedi. binemicte (211 emizomis; 84,7%) 3 249
emizozie kpooTedi BuiikoByBanucs 1-2 iHysiamu. ['eMocTaTHyHa e(eKTHBHICTH MO0 3YNHHEHHS
KpOBOTedi OLiHIOBaIAcH K BiIMiHHA ab0 BHcOKa y 96% yciX Mpo/iKoBaHMX eri30iB KpOBOTeYi.

[IpodinakTrka i KOHTPOJL KPOBOTEYi v mauieHTiB BikoM Monoxme 12 pokiB, -AKi pasimle MpoXOIWIH
TiKYBaHHS

Edexrusnicts npenapaty PIKCVBIC ouiHtoBanach B paMkax KOMOIHOBaHOro AOCTiIXeHHA (asu
2/3, B X0 AKOrO MAaLi€HTH KOMOPTH 3araibHOI0 KinmbkicTio 23 gonosika Bikom 1,8-11.8 (MenmiaHa Biky:
7,10 pokiB), siki paniie npoxoauiu JikyBaHHs, 3 11 mauieHTamu BikoM Mojoame 6 pOKiB OTPUMYBAIH
npenapar PIKCYBIC nns npodinakTHky i KOHTPOMIO eni30iB KpoBoTedi. Yei MalieHTH MajlH TAKKY (piBeHb
¢axropa IX < 1%) aGo momipHo TaxkKy (piBeHb dakropa IX <2%) dopmy remodinii B. Vi 23 nauienta
orpumyBatu npodinakruane gikysanxs npenapatoM PIKCVYEBIC, sk MiniMyM, mpoTsroM 3 Micauie i IXHI 1aHi
OyJIM BKITFOYEHI 10 MaCHBY JaHHX, PU3HAYEHHX JUIA OLIHKM eeKTHBHOCTI NpodiTakTHKH.

Meniana ABR cranosuia 2,0, nis criontanHuX kpooted — 0,0 Ta i kpoBoted y cyriobax — 0,0.
V nes'stu nauientis (39,1%) kpoBoTedi He GyI0.

B uinomy, 26 emizomiB kpoBortedi Oynu mponikopaHi npenapatrom PIKCVYBIC, 23 3 skux Oyau
HACTiAKOM TPaBMHM, 2 — CIIOHTAaHHMMH Ta | — HeBinoMOro noxomkeHHsA. 19 xkpoBoTeu OyiH Mo3a MeKaMu
cyrnobiB (y M'IKHX TKaHHHAX, Y M'A3aX, Y MOPOKHUHI Tifa, Y BHYTPIIIHbOUEPENHiii MOpoXHUHI Ta iHmi) Ta 7
— KpOBOTeuYel y cyrinobax, oauH 3 SKHX OyB KpoBOTedel y cyrnod-Mmimrens. I3 3aramy 26-u emizoniB
KpoBoTeui, 15 emizomie Gynu He3wauHumu, 9 — momipHoi TsXKKocTi Ta 2 — cepiosHumu. JlikyBaHHA
NPOBOAMIIOCS i3 BpaXyBaHHAM iHIMBIIyalbHUX OCOOJMBOCTEH KOXKHOrO OKPEMOro Ialli€HTa, BUXOAAYM 3i
CTYTIeHs TAKKOCTI, MPUYMHM 1 Miclisi po3TalryBaHHsa Kpoeotedi. binemicts (23; 88,5%) BunikoByBanucsa 1-2
iHGyzisvu. TemocTaTHuHa eeKTHRHICTE 111010 3YTTHHEHHS KPOBOTEY1 OIIIHIORANACS AK Bi/IMIHHA ab0 BHCOKA
y 96.2% ycix npoikoBaHHX €Mi30/iB KpOBOTEUi.

[lepionepatiiite JiKyBaHHA
Besneka Tta edekruBHicts mnpenapaty PIKCYBIC B ymoBax mepionepauiifHoro nikyBaHHA
OLIHIOBATMCA B paMKax 0araToOLIeHTPOBOTO MPOCHEKTHBHOIO BiJKPUTOTO THIY HEKOHTPOILOBAHOIO
JociiukeHHs ¢azun 3 Ha KOropTi 4YONOBIKIB 3 TSKKOK i MomipHOi TskkocTi remodiniero B, mo pawime
OpOXOAUIM JiKYBaHHA. AHami3 eeKTHBHOCTI 3a MPOTOKONIOM oXommoe 37 Xipypriunux omnepatii,
npoBejeHrx Ha 27 nauieHtax BikoMm Bix 17 10 57 pokis, fiKi mpoxoaunu cepitozHe abo He3HauHe Xipypridxe,
cTOMaTonoriyHe BTpydaHHs abo iHme XipypriudHe iHBazifiHe BTpyd4aHHs. [lBanusth onepauiil Oymm
cepiio3HUMH, BKIHOUaoYn 13 opToneauYHMX BTPYYaHb i 3 CTOMATONONYHMX XipypriuHux BrTpy4aHHs. 17
onepauiii, Bkrovaroun 10 npoueayp 3 BuALIeHHS 3y0iB, BBaKANUCA He3HaYHUMH. [TauienTn, akum podunu
cepiio3Hi onepauii, noBuHHI Oyu npoiitTi ouiHky papmaxokinetnkn (PK). Vi natiieHTn oTpuMyBanu 103y 3
BpaxyBaHHAM OCTaHHIX JaHHX [OETAlHOr0 TMPHUPOCTY BiJHOBIeHHA PpiBHA akTuBHOCTI (akropa [X.
PekoMennoBaHa ro4aTkoBa J03a npuiiomy npernapary PIKCVYBIC noeunHa 6yna 3abe3neu %WCHHSI
aKTHBHOCTI dpax‘ropa IX nporsarom onepaun Ha piBHi 80-100% mnpu mpoBeneHH] cepn;ﬁg‘l/xspypﬂ'{ﬁﬁx:
BTpyuaHs i Ha piBHi 30-60% npu nposeneHHi He3HaYHUX onepauiil. [Tpenapat PIKCYM@BBOKHM mns\mé“ .
HomocHol iH}y3il. r;‘ :
[TpoTsarom ycroro nepiofy aocilxeHHs 3a0e3nedyBanach MiaTpuMKa remoc*razy
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INauieHTy neniarpuunoro npodiao

€Bponeiickke areHTCTBO 3 JIIKapChKUX 3aco0iB BiIMIHWIO 3000B'S3aHHSA MMOAABATH pe3ylbTATH
nocnikeHs 3actocyBanHs npenapary PIKCYBIC y naunieHTiB, siki paHille He NMPOXOIMIH JIIKyBaHHSA, [UIA
NiKyBaHHS i npodinakTiky kpoBoTedi npu remodinii B (iHpopMaLil0 CTOCOBHO 3aCTOCYBAHHS Y MAIli€HTIB
neniaTpugHOro npodimo auB. y posaini 4.2).

5.2. dapmakokiHeTHKA.

IMauienty BikoM 12 pokiB i cTapiie, SKi paHile NPOXOIUIH JTiKYBaHHS

PanzomisoBaHe ciine KOHTPOIbOBAaHE IepexpecHe MAOCHIKeHHA (papMaKOKiHETHKH mNpenapaTy
PIKCVBIC i komnaparopa 6yJ10 IpoBeIeHO Ha KOropTi 90JI0BiKiB 6e3 kpoBoTedi (BikoM 15 pokiB i cTapiie) B
paMKax LEeHTPalbHOro KOMOiHOBaHOro mociiukeHHs ¢asu 1/3. IMawieHTH OTpUMYBAMH TOM YH iHIIHI
rnpenapar 0ZHOpPa30BOI BHYTPIIIHBOBEHHOK iH(Y3ieto. CepenHs (+ cTaHIapTHe BiIXUIEHHS) Ta MelliaHHA
no3a npenapaty PIKCYBIC y MacuBi JaHMX aHamizy 3a OPOTOKONIOM (n=25) CTAHOBWIM BiIIOBiIHO
74,69 =2,37 ta 74,25 MO/kr 3 nianasoHom Bin 71,27 no 79,38 MO/kr. ®apMakoKiHeTHYHI MapamMeTpu
pO3paxoByBalMCsA Ha OCHOBI NMOKAa3HHUKIB BUMipIOBaHHsA aKTMBHOCTI (aktopa [X y mpobdax kpoBi, OTpuMaHmX
MPOTSAroM Mepioay 10 72 TOAMH Mic/s KoKHOT iHdy3il.

Ouinka ¢apmakokinernku mnpenapaty PIKCYBIC Oyna moBTopeHa B XOdi BiIKPHTOrO THITY
HEKOHTPOJILOBAHOIO JIOCIIKEHHs Ha KOTOpTi YOJIOBIKiB, AKi OpaliM yyacTh Y NOYaTKOBOMY MEepPEXpecHOMY
nocnimxenni ®K npenapaty i sxi nmpoxoawnm npoginaktuky npenapatom PIKCVYBIC nporsrom 26 + 1
THAHIB (CepeslHE + cTaHIapTHe BIIXWJIEHHS) i3 cyMmapHMM nepionom npuiiomy mnpenapaty PIKCVBIC
npunaiiMui 30 amie. Miamaszon nos npemapaty PIKCYBIC, mo Oynu 3acrocoBaHi B X0l MOBTOPHOIO
JocTiakeHHs Horo apMaKOKIHETHKH, CTAaHOBHB Bix 64,48 1o 79,18 MO/kr (n = 23).

Hmxue y tabnuui HasemeHi ¢apMakokiHeTH4HI MapameTpu B yCiX NAUieHTiB, JaHi Skux OyI10
MOJK/IHBO OLIHUTH (aHalli3 3a MPOTOKOJIOM).

PIKCYBIC PIKCYEIC
| —— IlouaTkoBe nepexpecHe T —
P P AOCTiIZKeHH (‘;?_ 2(;’)1 e
(N =25) N
AUCo.72 ron. (MO FOJ.IJ",E[J_])“ 1067.814238.42 1156,15+£259,44
CepefiHe + cTaHAApTHE BiIXHICHHA 1170,26

1108,35 (696,07-1571,16)

Meniana (nianason) (753,85-1626,81)

ITpupicT BinHOBNEHHA piBHA aKTHBHOCTI MPH Crax
(MO/p:MO/xr)®

CepenHe + CTaHIAPTHE BiAXMUIEHHS

Meniana (nianmazon)

0,87+0,22
0,88 (0,53-1,35)

0,95+0,25
0,93 (0,52-1,38)

Ilepion naniepoznany (rox.) 25,36+6,86

26,70£9,55

CepeaHe + craHaapTHe BiIXUIEHHS 24,59
Mexiana (tianason) 2458 (15,83:92,54) (16,24-42,20)
g:a xe(ul\:g iH:"A)‘aHna THE BiIXHIeHH: 66,224:15,80 72,2,’5;4[3 e
v pe : P 68,10 (41,70-100,30) ’
e/liaHa (aiamasoH) (38,50-106,30)
Cepenniii ac yrpumaHHs B oprauizmi (ros.) 30.8047.26 29,88+4,16
CepenHe + cTaHAapTHe BiOXHIEHHS 28.93 (’22 25’_ 47778) 29,04
Meniana (niana3zoH) 2 i ’ (21,32-37,52)
Vis® (a/ier) 2,0240,77 1,79+0,45

Cepenne + craHaapTHe BiIXWIGHHS
Mepiana (nianasoH)

1,72 (1,10-3,94)

1,74 (1,12-2,72)

Knipenc (mv/kr * ro.)
CepeJHE + CTaHAAPTHE BiIXMICHHS
Meniana (nianazon)

0,0644=0,0133
0,0622 (0,0426-0,0912)

(0,04

0,0602+0,0146
0,0576
13-0,0945)

“ [1nomwa nix kpuBoO "MJ1a3MoBa KOHIEHTpalis-yac" yepes 0-72 roauHH micas iH(b};;/ii'i’._f'ﬁ‘l
® Po3paxoBaHo sk MOKa3HUK Cuax pakTopa IX mepen nouyatkoM JiKyBaHHS, MOJIEH M Ha 103y B oAAHHEAX
MOV/kr, 1€ Cupax — MAKCHMAaJIbHHUIA MOKa3HUK BUMIPIOBAHHS aKTHBHOCTI (hakTopa I/)_Cm(ms{ IHOY3ii. 7

——

e

f“\:\
24,

N\
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¢ O6'em poznoxiny B cTabiEHOMY CTaHi.

[loeTanuuit npupicT BiXHOBNEHHS piBHA akTHBHOCTI (akropa IX wepes 30 xBwmH micns indysii
BU3HAYaIM 1715 BCIX MALi€HTIB, 3aTy4eHHX OO yJacTi y komOiHOBaHOMY aociimkeHHi ¢asu 1/3, Ha 1-if neHp
MiKyBaHHs, Ha JeHb BiIBidyBaHHA HHMMH Jikaps Ha 5, 13 Ta 26-# TwkIeHb i B MOMEHT 3aBepIICHHS
focnikeHHs a0 MPUITMHEHH Y4YacTi y JOC/IiKeHH I, SKIIO BiH He 30iracThes 3 YacoM BiABidyBaHHS JTiKaps
Ha 26-# TIkaeHb. OTpHMaHi NaHi CBifYaTh, IO MOSTANHMIT IPHPICT BiTHOBJICHHS PiBHA aKTUBHOCTI IPOTAIOM
BCBOTO 4acy € CTaOibHUM (IMB. TaONHINO HIDKYE).

Jens
1-i geHB 5-i 13-i 26-i 3aBepuienns/
JIKYBAHHSl | THAKIEHb THHKIEHD THAIEHb NIPHNHHEHHS
(N=173) (N=171) (N =68) (N =55) pocaigxenns’®
(N=23)
Ipupict BinHOBIEHHS
akTUBHOCTI 4epe3 30 xB.
micis inys3it 0,79+0,20 0,83+0,21 0,85+0,25 0,89+0,12 0,87+0,20
(MO/nm:MO/xkr)? 0,78 0,79 0,83 0,88 0,89
Cepenne = crannaprie | (0,26-1,35) | (0,46-1,48) | (0,14-1,47) | (0,52-1,29) (0,52-1,32)
BIIXMIIEHHA
Meniana (nianazon)

* Po3paxoBaHo sk nokasHuk Csoxs akropa IX nepes noyaTkom JiKyBaHHS, MOIUIEHHI HA 103y B OJHHUIIAX
MO/kr, 1€ Cso . — MOKa3HUK BUMipIOBaHHA akTUBHOCTI PakTopa IX 4yepes 30 xBuimH micns indysii.
® SIkuio He 36iraeThes 3 4ACOM BiBiXyBaHHA Nikaps Ha 26-if THX/IEHb.

[MauienTy negiaTpuyroro npodino (SKi paHinie NPOXOIHIH JiKYBaHHS. BikoM Mosoaue 12 pokis)

B pamkax xombiHoBaHOro jpocimizkeHHs ¢asu 2/3 Ha KOropTi MamieHTiB mexiaTpHdHOro npodimo
Oyno TpoBeneHO MOYaTKOBY OLiHKY (apmakokidertukn npenapaty PIKCYBIC B ycix 23-x namieHTiB
4OIIOBiYOI cTaTi B cTaHi Ge3 kpoporeui. 11Jo6 3HM3MTH auckoMdopT Bia Yactoro einbopy mpod Kposi y
KOXHOT0 OKPeMOro maui€eHTa, iX Oyn0 paHIOMi30BaHHM YMHOM PO3MOZINIEHO M0 ABOX Ipynax 3 pi3HOK
MOCIIIZI0BHICTIO BinGopy npo6 kpoBi. CepenHs 103a (+ cTaHAapTHE BiAXIICHHS) Ta Me/liaHa /103 Npenapary
PIKCVYBIC y nosHoMy MacuBi 1aHHX aHami3y (n = 23) cTaHOBHIH BiamosiaHo 75,50 + 3,016 ta 75,25 MO/kr
3 pmiamazonom Bin 70,0 mo 83,6 MO/kr. ®apMakoKiHETHYHI MapamMeTpH pO3PaxOBYBATMCSH HA OCHOBI
TOKa3HUKIB BUMIPIOBaHHA akTHBHOCTI dhaktopa IX y mpobax KpoBi, OTpHUMaHMX IpoTAroM mepioxy a0 72
roauH nicns iudysii.

Hukde y Tabimuli HaBeneHi (papMakoKiHeTHYHI MapaMeTpH JUIs YCiX nauieHTiB (MOBHUIT MACHB JAHHUX
aHamnizy).

IMapamertp

Bik meHIue
6 pokis (N =11)

Bix 6 10 meHme
12 pokis (N =12)

Yeci pazom
(N=23)

AU Checkimesmicrs (MO * ron./mm)?
Cepense + cTaHOapTHE BiAXHIEHHS
Meniana (zianmazon)

723,7+ 119,00
717,2 (488-947)

886,0 £ 133,66
863.7 (730-1138)

8084 + 149,14
802,9 (488-1138)

[lepiox HaniBpo3nazny (rox.)
Cepe/He = cTaHJApPTHE BiAXHICHHSA
Meniana (mianazon)

27,67 + 2,66
27,28 (24,0-32,2)

23,15+ 1,58
22,65 (21,8-274)

25,31+3,13
24,48 (21,8-32,2)

Cepeniii yac yTpiHMaHHSA B OpraHizmi (roz.)
Cepenne + cTaHmapTHe BiIXHIEHHS
Meniana (aianazon)

30,62 £3,27
30,08 (26,2-36.2)

2531+1,83
24,74 (23,7-30,3)

27,85+3,73
26,77 (23,7-36,2)

Vs (u/kr)

Cepenuie + CTaHNApTHE BUIXWICHHA 3 1362%50:: i? 2 1?52 ] 1i7{()}’32270 p 63,7:?{())1-?1742
Meniana (1iana3on) 16(2,65-4,42) 182(1,70-2,70) 559(1,104,42)
Kuipenc (m/kr * roa.) 0,1058 = 0,01650 0,0874 = 0,01213 0,0962 + 0,01689
CepenHe + cTaHIapTHE BiIXHIIEHHS 0,1050 0,0863

Menaiana (nianazon)

(0,081-0,144)

(0,069-0,108) 7
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“ IInoma nij KpUBOIO "MIa3MoOBa KOHLeHTpauig-dac" 3 "0" roAHH 10 HECKiHYEHHOCTI.
® O6'em posnoziinty B cTabimEHOMY CTaHi.

[ToeranHuii npuUpicT BiZIHOBJNEHHs PiBHA akTMBHOCTI (akTopa IX vepe3 30 xBunuH micns iHQY3il
BH3HAYalli y BCiX MALIi€HTIB, 3ay4eHMX IO y4acTi y KOMOiHOBaHOMY JOCHimKeHH ¢a3u 2/3, npH omiHIi
MoYaTKOBHMX (hapMaKOKiHETMYHMX MapameTpiB (Ha 1-i JeHb JNiKyBaHHs), HA AeHb BiIBLIYBAHHSA HUMHU JiKaps
Ha 5, 13 Ta 26-i TWKIEHb i B MOMEHT 3aBepIeHHs JOCTiUKeHHs a00 NPUIMHEHHS YYacTi Y AOCIiDKEHHi,
AKIIO BiH He 30iraeThcs 3 YacoM BinBiAyBaHHA Jikaps Ha 26-if TWkaeHb. OTpUMaHi HaHi CBilYaTh, IO
HOETarH|i NpHUpPICT BiHOBNEHHsS AKTUBHOCTI MPOTATOM BCHOTO Yacy € CTabiLHUM M0 BCIX BIKOBMX rpymax
NauieHTiB neaiaTpudHOro npodimo. JIuB. HaBeneHi HibkYe TabmuLi.

INoeTamsuii NpHPicT BiIHOBJIEHHA akTHBHOCTI npH 3acrocyBaHHi npenapaty PIKCYBIC depes 30

XBHWJIMH micnd iHy3ii y mauiedTie neniarpudaaoro npodimto 060X BIKOBHX IpyI:

A @K (1-if nenn 5-i 13-i 26-i
TipnpicrBunoBNeHRT JIIKYBAHHS) THAIEHb THXKIEHb THXKIEHb
aKTHBHOCTI Yepe3 30 xB. nicas Ky . . Yei
iny3i Vei pazom Yei pazom VYei pazom ci pazom
(N=22) (N=23) (N=21) (N=21)
(MO/pm:MO/kr)? 0,67 £0,16 0,68 £0,12 0,71+0,13 0,72+ 0,15
CepenHe + ctaHaapTHe BiIXHIeHHS 0,69 0,66 0,66 0,734
Meniana (zianaszon) (0,31-1,00) (0,48-0,92) (0,51-1,00) (0,51-1,01)

* PospaxopaHo sk oka3HUK Csox (pakTopa IX nmepes nouaTkoM jiKyBaHHS, MOIMEHUI HA 103y B OAMHHULAX

MOV/kr, ne Csp xs. — MOKa3HUK BUMipIOBaHHA akTHRHOCTI (akTopa IX wepes 30 xpumue micns indysii.

[NoeTamHuit mpupicT BiTHOBIEHHS aKTMBHOCTI MpH 3actocyBaHHi npenapaty PIKCYBIC uepesz 30
XBMJIMH nicis indy3ii y manieHTiB neiarpuyHoro npodimo BikoM Mosoame 6 pokis:

Honbi : DK (1-it nenn 5-it 13-ii 26-ii
PHPpicT BiAHORBIEHHS :
. . JiKYBaHHS) THAX/IEHB, THAK/IEHb, THIK/1EHb,
akTHBHOCTI yepe3 30 xB. micas g Q Vi :
indysil Yci pazom Yeci pazom ci pazom ¥Yci pazom
(N=10) (N=11) (N=10) (N=10)
(MO/am:MO/kr)? 0,59+0,13 0,63 = 0,10 0,68+0,12 0,65+0,13
Cepe/iHe £ cTaHIapTHE BiIXUIEHHS 0,59 0,6 0,66 0,61
Meniana (aianaszoH) (0,31-0,75) (0,49-0,80) (0,51-0,84) (0,51-0,84)

* PozpaxopaHo Ak nokazHUK Cso . (axropa [X mepen moyaTkoMm NiKyBaHHs, OJLUIEHHIA HA 103y B OJUHMILAX
MO/kr, ne Csp xs. — MOKa3HUK BUMipIOBaHHS akTHBHOCTI hakTopa IX wepe3 30 xpunun micns indysii.

[ToeTanHuit nmpupicT BiIHOBJIEHHS aKTHBHOCTI NpH 3actocyBanHi npenapaty PIKCYBIC wepes 30
XBMIIMH micnd iHGy3iil y nauienTi neaiarpuaHoro npoditwo BikoM Bia 6 pokis 1o menuie 12 pokis:

. . @K (1-# nenn 5-i 13-it 26-ii
[Mpupict BiZHOBIeHHS %
. . JIKYBaHHS) THK/IEHb, THAK/IEHb, THAKIEHb,
aKTHBHOCTI yepe3 30 xB. micias Vei Vei : Yei
indyail ci pazom ci pazom ¥ci pazom ci pazom
(N=12) (N=12) (N=11) (N=11)

(MO/n:MO/kr)* 0,73 £0,16 0,73 +0,13 0,73+£0,14 0.8+0,14

CepenHe + craHIapTHE BiIXUIIEHHS 0,71 0,70 0,70 0,78
Meniana (zianazoH) (0,51-1,00) (0,48-0,92) (0,54-1,00) (0,56-1,01)

* Po3paxoBaHo sik nokasHuk Cso . (pakropa IX mepex moyaTkom JTiKyBaHHS, NOIIEHHUIA HA 103y B OMUHUIIAX
MO/xr, ne Cso x. — NOKa3HUK BUMipIOBaHHS akTHBHOCTI (hakropa IX 4epe3 30 xBumuH micis indys3ii.

5.3. Pe3yabTaTH JOKIIHIYHHX JOCJI/IAKeHb 010 De3MeKH.

[Tpenapar PIKCYBIC ne MPOABIIAR TPOMOOreHHUX BIACTHBOCTEN TpH uorp,aq;:m@"ﬁaﬂm B 103i 2
750 MO/kr B ekcriepuMeHTI Ha MOJIeNTi cTa3y y KpomiukiB (3a MetogoM Wessler). '
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INpenapar PIKCYBIC He CHpHYHHSB >OJHOr0 IMIKIIIMBOrO KIIiHIYHOro, pecripatopHoro abo
CepLeBO-CYIHHHOrOo eeKTy NMpH HOro 3acToCyBaHHI ¥ SBAaHCBKMX Makak B go3ax 10 450 MO/xr.

JlocnimkeHHs 00 KaHLEepPOreHHOCTI, MOpyLIeHHd (epTUIBHOCTI Ta BIUIMBY Ha eMOpiOHaIbHUIA
PO3BUTOK HE IPOBOIHIIHCA.

[Tpenapar PIKCVBIC noOpe mepeHocHMBCS B XOAi JOCHIIKEHHS HOr0 TOKCHYHOCTI MPH
O/IHOPa30BOMY i 6araropa3oBOMY 3aCTOCYBaHHI Y MHILeH, LIypiB i IBAHCBKHMX Makak B 03ax J0 7500 MO/kr
(omnopasoBa 03a) i 750 MO/kr (6araropa3oBe 3aCTOCYBaHHS).

6. DPAPMAIEBTHUYHI XAPAKTEPUCTHKH

6.1. /lonomizxHi pe4oBHHH.

[Topomiok
Caxapo3a

Masirton
Harpito xmopun
Kansuiro xnopun
L-rictuaun
[Tonicopdat 80

PozunnHMK
CrepuiizoBaHa BoAa 1S iH'€KUilt

6.2. HecymicHicTb.

BHacninok BiICYTHOCTI AOCHIIKeHb MIOIO CYMICHOCTI, Ieif mpemapar He MOXKHa 3MIilIyBaTH 3
IHITUMU JTiIKapCBKUMHU 3aC00aMH.

Ipu 3acTocyBaHHI LBOrO J1iKapChKOTO 3ac00y MOKHa BUKOPUCTOBYBATH JIMILE TIACTUKOBI ITIPULL 3
HakoHeuHHKOM Jlroepa. B pesynerati abGcopOuii ¢akropa IX 3ropraHHsi KpoBi JIOIMHM Ha BHYTPILIHIX
MOBEPXHSX AeAKoro obiaaHanHs A1s iHdy3ii 103yBaHHS npernapaty Moxe OYTH HelpaBUIEHAM.

6.3. TepMmin npuaaTHoCTI.
3 pOoKH.

Byna nponemoHcTpoBaHa (hizuko-XiMidHa cTabimbHICTE Mpenapary B mpoueci Horo BUKOPUCTAHHS
MIPOTATOM TIEpioAy TPUBAMICTIO 3 roauHu npu Temnepatypi He Bulue 30°C. Lo crocyeThes 3abesneueHHs
MiKkpobionoriYyHOl 9UCTOTH, TO JTIKAPCHKHUIA 3aci0 1] BUKOPUCTOBYBATH HeraiftHo miciis HOro BiIHOBJICHHS,
FKIIO TITRKY CMOCIB RiTHORNEHHS He JI02RONLE AMOGIITH PURMKY MikpoGHoro 2a6pynHenns. Skino npenapat
He BUKOPHCTOBYETHCS HeraifHo Miciist Horo BiTHOBJIEHHS, KOPUCTYBay BiIIOBINAE 3a TPUBAJICTD 1 YMOBH iforo
30epiraHHs NpoTAroM BUKOpHCTaHHA. He nmomilaTy y X0n01UIBHUK.

6.4. Ocob.Bi 3ax0/11 Oe3nexH npu 30epiratHi.

36epiratu npu Temneparypi Huxue 30°C.
He 3amopoxkyBary.

IHdopmattito nmpo ymoBH 30epiraHHs Mic/s BiIHOBIEHHA JiKapchKOro 3acody IuB. y po3aimi 6.3.

6.5. YnakoBka Ta il BMICT, a TAK0K crneuiajibHe 00J1aJHAHHS /15 3aCTOCYBAHHS JIIKAPCLKOro 3acody.
Onna ynakoeka Mictuth 1 ¢utakoH (3i ckna tumy ) 3 mopoiukom 3 npobkowo (3 OyTuikaydyky) i 3
KOBIA4YKOM 3 BiJIPUBHOI0 Haknaakoro, 1 ¢umakon (3i cxna tumy [) 3 5 MA po3yMHHHKA i3 mpoOkor (3
XJIOpOYTHIKAYIYKY) 1 3 KOBIIAYKOM 3 BIAPHUBHOIO HAKIAAKOIO Ta 1 6e3rosikoBuil NPUCTPIil 1 BIAHOBJIEHHA
npenapary (BAXJECT II).
Po3Mip ynakoBkH: | KOMIUIEKT.

6.6. OcobsBi 3aX0/11 Ge3MeKH NPH YTHJI3ALIT TA IHIIHX ONMepauisx.
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INpenapar PIKCYBIC BBOAMTBHCS BHYTPIUIHHOBEHHMM IIIAXOM IiC/S BiJHOBJEHHS MOPOLIKY Y
PO3YMHHHKY, IO J0NAETCS.

» JI1s1 IpUroTyBaHHS PO3YMHY Ipenapary BUKOPHCTOBYHTE JIHIIE TOH PO3YMHHUK i TOH MPHCTpii
ans sinHosnenus npenapaty (BAXJECT II), mo MicTATECS B yHaKOBLI.

+ Jlns BBE/IeHHs NpenapaTy HeoOXiZHO 3aCTOCYBATH INNPHIL 3 HAKOHEYHHKOM Jlioepa.

* He sukopucrosyiire mpuctpiii BAXJECT II, AKIIO BiH NMOLIKOMKEHHIA, SKIIO MOIIKO/DKEHA
{foro cTepu/IbHA CHCTEMA 3aXKCTy M HOro ynakoska abo sKIIO € Oyab-Ki O3HAKH MOTipIIEHHs
iX crany.

BinnosneHus
3acTOCOBYTE aceNTHYHI METOIH.

1. Skmo nikapchkuii 3aci® 30epira€rbcs y XONMOAWJIBHHKY, HiCTaHbTE ()IAKOHH 3 MOPOLIKOM
PIKCVYBIC i 3 p034HHHHKOM 3 XOJOMWILHHKY i 3aIMIITe iX HarpiTUCs 10 KiMHATHOI TeMrepaTypH
(Bix 15°C 1o 30°C).

PeTebHO BUMHITE PYKH TEIUIOIO BOZOIO 3 MIJIOM.

3HIMiTh KPUIIKHU 3 )IaKOHIB 3 OPOLIKOM i PO3YHHHUKOM.

ITpoTpiTh NPOGKHK TaMMOHaMH i3 criupToM. Posramyiite diakoHy Ha piBHiif YHCTiii MOBEPXH.

Binkpuiite ynakoeky 3 npuctpoeM BAXJECT II muisxoMm 3HATTS NanepoBoi ILTIBKH, He

TOPKalO4MCh BHYTPIIIHBOI TOBEpXHi NPHCTPOIO (MamoHOK a). He nictasaiite mpucTpiii 3

YIIAKOBKH.

6. TlepeBepHiTh YIAKOBKY i HacaliTh Ha NPoOKY (1akoHa 3 PO3YMHHUKOM ITPO30PHIi IaCTHKOBHI
mrudt. BiskMiTh ynakoBky 3a ii kpai i 3HiMiTh ynakosky 3 npuctporo BAXJECT II (MamoHOK b).
He zuimaiire 3 npuctporo BAXJECT Il KoBna4uok CHHBOIO KOIbOPY.

7. Tenep. xomu npuctpiii BAXJECT II npueananuii 10 (akoHy 3 pO3YMHHHMKOM, NEPEBEPHITh
CHCTeMY TaKHM YMHOM, 1100 ()JIaKOH 3 PO3UHHHMKOM OMMHHMBCA Haj npucTpoem. Hacanirs Gimmit
niacTHKOBHIl WTH(T Ha NpobKy ¢akony 3 npenaparoM PIKCVYBIC. ITix BakyymMoM po34HHHHK
NOTpanuTh y (akoH, mo Mictuth npenapar PIKCYBIC (ManoHOK ¢).

8. AKypaTHO mepemiuraiiTe 10 MOBHOrO PO3YMHEHHA MOpowKy. [Ipenapar po3YHHIOETHCS MBUIAKO
(mpoTsarom 2-x xsunuH). [Tepekonaiirecs B Tomy, mo PIKCYBIC moBHICTIO pO34HHUBCS, NO3asK B
iHIIOMY BMNaAKy He BeCh BIAHOBJIEHMi! mpemapar mpoine Kpiss ¢instp mpuctporo. [lepexn
3aCTOCYBaHHSAM BiZJHOBJEHi JiKapchKi 3ac00M HEOOXiZHO Bi3yallbHO OOCTEKHTH /1715 BUABICHHA
TBEpAMX WYACTMHOK i 0Oe3bapenenHs. PosuuH mnosuHeH OyTu nposopum abo 3merka
onanecieHTHUM. He BUKOPHCTOBYHTE PO3YHHH, IO MOMYTHIIH 200 MiCTATH Ocall.

Gh g Lanka

MamoHok a Masronok b MaJiroHok ¢

- t 1

He oxonomkyiiTe npenapar micis BiiHOBIeHHs. Bukopucralite fioro Heratiso micis mpurotyBaHHs.

3acTocyBaHHA
3acTocOBYiiTe acenTHYHI METOIH.
1. 3uiMmiTh KOBHa4ok cMHBOTO Kombopy 3 npuctporo BAXJECT IL. IMoadaiite npo Te, MO0 He
BTSFHYTH NOBiTPs y wnpuu. [pueanaiite mmpuit 1o npuctpoio BAXJECT L-maiioHok d). .
2. TlepeBepHiTh cucTemy ((I1aKOH 3 BiIHOBJEHHM PO3YHHOM MOBHHEH OyFi ssg‘*px)t}” ﬁaHOBHm.
BiJIHOBJIEHUM PO3YMHOM LUTIPHULL, MOBUIEHO TIOTATHYBILUH MOPLIEH Ha3a,lr’:(1ﬂa’_r/lt0HOK e}
3. Bin'eanaiite mmpmuir. &
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4. TlpuenHaiiTe TONKy-MeTeNHK OO IUMpHUA. BBeaiTh po3udH y BeHy. Po3uuH Tpeba BBOAMTH
TIOBIJIBHO, 31 MBUIKICTIO, IO € KOM(OPTHO /14 NalieHTa, He Oinbie 10 M1 Ha XBUITHHY.

Mamonok d MauJnoHok e

o ()

e I Llﬂ -
e s vl
% — o |

2
&

3aBKIH, KO 1€ MOXIIMBO, Oyab nacka, npu 3acrocyeanHi npenapaty PIKCYBIC samucyiite iioro
Ha3By 1 HoMep cepii (HanpWKnam, y CBOEMY IIONGHHMKY) 1A Toro, mob 30epertu iHbopMmamiio mpo
BHKOpHUCTaHi Bamu miku i HoMepH iX cepiii.

Bynp-AKi 3a7MIIKM HEBUKOPUCTAHOIrO JIIKapchKOro 3aco0y abo #oro BiIXoAM CHim yTHIi3yBaTH 3a
MICLIEBUMH MpaBHJIAMH.

7. BIACHUK PEECTPALIMHOIO MOCBIIYEHHSA

bakcanra [HHOBel A3 'MOX

InmgyctpimTpacce 67

A-1221 Binens

ABcTpis

(Baxalta Innovations GmbH, Industriestrasse 67, A-1221 Vienna, Austria)

8. HOMEP(-U) PEECTPALIHHOI'O IMOCBITYEHHS
EU/1/14/970/001
EU/1/14/970/002
EU/1/14/970/003
EU/1/14/970/004
EU/1/14/970/005

9. IATA NEPIUOI PEECTPAIII/MOHOBJIEHHS PEECTPAILIT
Iara nepmioi peectpanii: 19 rpynus 2014 poky

10. JATA NEPEIJISAAY TEKCTY

3 neranbHOKO iHGOPMALiEIO MO0 LBOro JiKapehKoro 3acoby MOKHA 03HaAHOMUTHCS Ha BeG-cTOpIHLI
€sporeficbkoro areHTCTBa 3 TiKapChKHX 3aco0iB 3a Takoko anpecoio: http://www.ema.europa.eu.
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A. BUPOBHUK BIOJIOITYHO AKTHBHOI CYBCTAHIII TA BWPOBHHMK, SKHH
BIJIITOBIJIA€ 3A BUITYCK CEPIM.

Hazsga Ta agpeca BipoOHHKa 0i0JIOrYHO aKTHBHOL cvOCTAHLIT

Bakcrep AT’

Ydeprpacce 15

A-2304 Opt-an-nep-/lonay

ABCTpHA

(Baxter AG, Uferstrale 15, A-2304 Orth an der Donau, Austria)

Ha3ga Ta ajpeca BUPOOHHUKIB, SKi BiIIIOBINAIOTH 3@ BUITVCK cepiii

bakcanta Benpmxiym Mensrogexuypurr CA

OynsBap Pene Bpankap 80

B-7860 Jleccin

bensris

(Baxalta Belgium Manufacturing SA, Boulevard René Branquart 80, B-7860 Lessines, Belgium)

Baxcrep CA

Oynbeap Pene bpankap 80

B-7860 Jleccin

benbris

(Baxter SA, Boulevard René Branquart 80, B-7860 Lessines, Belgium)

Ha nazpykoBaHili nucTiBUi-iHpopMaLii npo nmikapchbkuid 3acid moBuHHA OYTH 3a3HayeHa HasBa i
anpeca BHpOOHMKA, AKMI BIAMOBINAE 32 BUITYCK BIANOBIIHOT cepil.

B. YMOBH ABO OBMEXKEHHS IOA0 NOCTAYAHHSA TA 3ACTOCYBAHHSL.

Jlikapcpkuii 3acid, mo BionmyckaeTbes BUKMIOYHO 3a peuentoM (auB. Jomatok I "Koporka
XapakTepUCTHKa JlikapchKkoro 3acody"”, posain 4.2).

C: IHIII YMOBH TA BUMOTM 3I'IJTHO 3 PEECTPAIIIMHAM ITOCBIIMEHHSIM.
* [lepiogH4YHO OHOBIIIOBAHI 3BITH 3 De3neKkH

BuMoOr# mono nogaHHs nepioIMYHO OHOBIIOBAHMX 3BITIB 3 §e3meKu i UbOro JiKapesKoro 3acoby
BHKJIaJIEH] y meperniky aat nepmoi peectpauii npenaparis y €C (anrn. "Union reference dates", ckop. "EURD
list") 3rizno 31 Cratreto 107¢(7) Hupextuenu 2001/83/€C ta y Oyas-axiit HacTynHii oHoBneHilt iHbopmaLii,
po3MilleHii Ha BeO-CTOpiHLI €BpONeHckKOro areHTCTBa 3 1iKapchKUX 3aco0iB.

D. YMOBU ABO OBMEXEHHsSI ¥ KOHTEKCTI BE3IIEKH TA E®EKTHUBHOI'O
3ACTOCYBAHHSA JIKAPCBKOI'O 3ACOBY.

e [Ilnan ynpasiinus pusukom (ITYP)
BnacHuk peectpauifiHoro nocBigueHHA 3AilicHIOBaTMMe HeOOXimHI 3axoad 1 mpoueaypu 3

(bapmakoHarnsny, mo omucadi y 3arBepiukeHomy ITYP, naBemenomy y Momyni 1.8.2 PeectpauiitHoro
MOCBITUEHHSA Ta Y OyAb-IKUX HACTYITHHUX 3aTBEPI:KeHHX OHOBIeHUX Bepcisx [TYP.
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Onosnennii ITYP HeoOXiIHO MoaaBaTH:

Ha 3amUT €BPONENHCHKOro areHTCTBA 3 JIiKapChbKUX 3aC00iB;

3aBKAM TIPH 3MiHI CHCTEMM YTPaBIiHHA PHU3MKOM, OCOONMBO BHACIIZIOK OTPHMAaHHA HOBOI
iHdopMmailii, sika MOK€ CIIPHYMHHUTHA CYTTEBY 3MiHY CIIiBBiAHOIIEHHS Mi’K KOPHCTIO Ta PH3UKOM,
abo B pe3ynbTaTi AOCATHEHHS BKIMBHX BHpIIATLHUX eTamiB (3 ¢apmakoHarmsigy abo
MiHiMi3aLii pu3KKY).
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IHO®OPMAILIA, [IIO IOBUHHA BYTH HABEJIEHA HA 30BHILIHIA YIIAKOBIII

3O0BHIIIHA KAPTOHHA KOPOEKA

| 1. HA3BA JIIKAPCHKOI'O 3ACOBY

PIKCVYBIC 250 MO noporok Ta po34HHHHK [UIA PO3YHHY JUIA iH'€KILiH
Honakor ramma (pekoMOiHaHTHHI (GaKkTop 3ropTaHHs KpoBi moauHu IX)

[ 2. KUIGKICHUM BMICT ATFOUYOI(-MX) PEUOBHHH(-H)

Onun ¢rakon Mictuth 250 MO HoHakor ramma, nmpu6u3Ho 50 MO/MiT mic/is BITHOBIEHHA Y 5 MII
PO3YMHHUKA.

| 3. MEPEJIK JONIOMIXKHUX PEHOBUH

JloromirkHa peyoBHHa BioMoi Jii: HaTpiii (3 HATPil0 XIOpUAY).
JIonoMizKHI pedOBHHH: caxapo3a, KalbLilo XJI0PHI, MCTUANH, MaHiTo 1, nomicopoart 80.

Po3unHHMK: cTepunizoBaHa Boaa A/s iH'eKLii.

| 4. JIKAPCBKA ®OPMA TA BMICT YIIAKOBKH

IMopo1ok Ta pO3UYMHHUK ISt PO3UMHY [UIA iH'€KLif

BMict ynakoeku: 1 ¢iakoH 3 nopomkoM, 1 ¢rakoH 3 po3unHHuKoM, 1 npuctpiit BAXJECT 11

['5. CIIOCIB TA HUISAX(-H) 3ACTOCYBAHHS

[Tepen 3acTocyBaHHSM NpOYHTAlTE THCTIBKY-BKIAIMIIIL
JInst BHYTPILIHEOBEHHOTO BBEICHHSA, TiIbKH A OOHOPa30BOr0 BUKOPUCTAHHA.

6. OCOBJIMBE 3ACTEPEKEHHS IPO TE, IO JIIKAPCbKUH 3ACIb TPEBA 3BEPII'ATH
IO3A IIOJIEM 30PY AITEN TA Y HEAOCTYIIHOMY JJIs1 AITEX MICLI

36epiraTi no3a moaeM 30py AiTeil Ta y HEAOCTYIMHOMY Ul HUX Micli.

| 7. IHIIE(-I) OCOBJMBE(-I) 3ACTEPEKEHHS, 3A HEOBXI/IHOCTI i

| 8. TEPMIH IPUJIATHOCTI

EXP (npunatuuit 10):

BukopucTati HeraifHO niciist IPUroTYBaHHS PO3UHHY.
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| 9. OCOBJIMBI YMOBH 3BEPIT AHHS

36epiratu npu Temneparypi Hixkge 30°C.
He zamoposkyBatn.

10. OCOBJIMBI 3AXO/TA BE3NEKH VIS YTHUJII3AIII HEBUKOPUCTAHUX JIIKAPCBKUX
3ACOBIB ABO IX BIIXOJIB, 3A HEOBXITHOCTI

[ 11. HA3BA TA AJIPECA BJACHHUKA PEECTPALIIMHOI'O NOCBLIYEHHS

Bbakcanrta InHopeiimH3 I'm6X

A-1221 Binenn

ABCTpis

(Baxalta Innovations GmbH, A-1221 Vienna, Austria)

| 12. HOMEP(M) PEECTPALIIMHOT O MOCBIIYEHHS

EU/1/14/970/001

| 13. HOMEP CEPII

Cepis:

[14. 3ATAJIbHA THOOPMAIIIS VTSI HOCTAYAHHS |

[15. IHCTPYKIIIsS VISl BACTOCYBAHHSI |

[16. IHWOPMALLIS ISl MAPKYBAHHS LIPUOTOM BPAIIS |

PIKCVBIC 250

[ 17. VHIKAJIbHUM JIEHTU®IKATOP: 2D-IITPUX-KOJ{

Jlonaso 2D-ITPHX-KOJ, 110 MiCTHTh YHiKalbHHHA iHAeHTH(IKATOP.

| 18. YHIKAJIbHUM IJEHTU®IKATOP: 3BBUMAMHUUA YUTABEJIbHUHU TEKCT

PE:
SN:
NN:
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MIHIMAJIBHA ITH®OPMAIIISI, IO NOBUHHA BYTH HABEJAEHA HA OJWHHUUAX
MNEPBHHHOI YIIAKOBKH HEBEJHKOI'O PO3MIPY

ETUKETKA ®JIAKOHY 3 IOPOLIKOM

[ 1. HA3BA JIIKAPCHKOT'O 3ACOBY TA LLISIX(-H) 3ACTOCYBAHHS ]

PIKCVYBIC 250 MO nopouok [uis po3dnHy s iH'exiii
Honaxkor ramma
JIns BHYTPilIHEOBEHHOTO BBEJICHHA

[ 2. CIIOCIB 3ACTOCYBAHHSA

[Tepen 3acToCyBaHHAM MPOYMTAIITE IMCTIBKY-BKIAMILL.
Jlnst omHOpa3oBol iH'eKil.

| 3. TEPMIH ITPHJIATHOCTI

EXP (npunaruuit 10):

| 4. HOMEP CEPII

Cepis:

| 5. BMICT MACH, OB'EMY ABO OJJMHHUIIb

250 MO

| 6. IHILE
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MIHIMAJIBHA IH®OPMAIIIA, IO NMOBHHHA BYTH HABEJIEHA HA OJUMHHLIX
IMEPBUHHOI YIITAKOBKH HEBEJUKOI'O PO3MIPY

ETUKETKA ®JAKOHY 3 PO3UHMHHHKOM

| 1. HA3BA JIIKAPCHKOI'O 3ACOBY TA HLUIAX(-H) 3ACTOCYBAHHA

CrepuiizoBana Boja [Uisl iH'eKIIii

[ 2. CIOCIB 3ACTOCYBAHHSI l

[ 3. TEPMIH IPUIATHOCTI |

EXP (npunatauii 10):

| 4. HOMEP CEPII

Cepis:

['5. BMICT MACH, OF'€EMY ABO OJIHHUIIb

5 M

(6. IHIIE
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3OBHIIIHA KAPTOHHA KOPOBKA

ITHO®OPMAIIILA, 11O IOBUHHA BYTHU HABEJEHA HA 30BHILIHINA YIIAKOBIII

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY

PIKCVBIC 500 MO nopomiok Ta po34HHHHK IS PO3UMHY s iH'eKii
Honaxkor ramma (pexom0OiHauTHHIA (akTop 3ropTaHHs KpoBi moauHu IX)

| 2. KUIBKICHUM BMICT JIHOYOI(-MX) PEYUOBUHHU(-H)

OmnuH ¢nakon Mictuts 500 MO HOHakor ramma, mpuému3Ho 100 MO/Ma niciist BITHOBJIEHHA Y 5 MJI

PO3YHHHHKA.

| 3. HEPEJIIK JONOMIXXKHUX PEHOBUH

JlonoMixkHa pe4oBHHA BiZIOMOI J1ii: HaTpiii (3 HATpilO XJIOpHIY).
JIonoMizkHI peqoBMHHU: caxapo3a, Kalbllilo XJIOPHI, MCTHAMH, MaHiTox, nonicopdar 80.

PO3uMHHKK: CTepUIi30BaHa BOJA JUIf iH'EKIIIi.

| 4. IKAPCbKA ®OPMA TA BMICT YIIAKOBKH

[ToporIoK Ta pO34MHHHK [UIs PO3YHMHY JUIS iH' €KL

Buict ynakosku: | drakon 3 nopowmkom, 1 ¢akoH 3 pozunHHEKOM, | npuctpiii BAXJECT I1

| 5. CIIOCIB TA LLIAX(-M) 3ACTOCYBAHHS

Ilepes 3acTOCYBaHHAM MPOUYNTATE TUCTIBKY-BKIAIUII.
Ji1st BHYTpPILIHBOBEHHOTO BBEJIGHHS, Ti/IbKU [UIA OZIHOPa30BOI0 BUKOPHCTAHHS.

[O3A IIOJIEM 30PY JITENA TA Y HEJOCTYIIHOMY JUISA JUTEN MICII

6. OCOBJIMBE 3ACTEPEXEHHS PO TE, IO JIKAPCHKHUHU 3ACIB TPEBA 3BEPITATH

3GepiraTi no3a nonem 30py Aiteit Ta y HeIOCTYITHOMY 718 HUX MICL.

| 7. IHLUE(-I) OCOBJIMBE(-I) 3ACTEPE’KEHHS, 3A HEOBXIJIHOCTI

| 8. TEPMIH ITPUAATHOCTI

EXP (npunatHuii 10):

BukopHCcTaTH HEraiHO Mic/s MPUrOTYBaHHS PO3YUHY.

—

a
i

%
s 4

” 4

s,

neHICT
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| 9. OCOBJIMBI YMOBHM 3BEPIT AHHSA

36epirary npu Temnepatypi Huxge 30°C.
He 3amoposxyBath.

10. OCOBJIMBI 3AXO/IM BE3IEKHU AJIA YTHIIBALIII HEBUKOPUCTAHUX JJIKAPCHKHX
3ACOBIB ABO IX BLIXOAIB, 3A HEOBXITHOCTI

[ 11. HA3BA TA AJIPECA BJACHHUKA PEECTPALIMHOI'O NOCBIIYEHHS

bakcanra InHoBeimn3 ['MOX

A-1221 Binens

ABctpis

(Baxalta Innovations GmbH, A-1221 Vienna, Austria)

[12. HOMEP(M) PEECTPALIMHOI'O IOCBLIYEHHS

EU/1/14/970/002

| 13. HOMEP CEPII

Cepist:

[14. 3ATAJIbHA IHOOPMAIIIS JJI1 TOCTAYAHHSI ]

| 15. IHCTPYKLIS 1151 3ACTOCYBAHHS |

[16. IHOOPMAILUS 1151 MAPKYBAHHSI LIPU®TOM BPAILIS ]

PIKCVYEBIC 500

[ 17. YHIKAJIbHUM [JIEHTH®IKATOP: 2D-IUTPUX-KO/

JlonaHo 2D-TpuX-KoJ, Mo MiCTHTh YHiKalbHHI iHIeHTHdikaTop.

[ 18. YHIKAJIbHUMA IJIEHTU®IKATOP: 3BUMANHUM YUTABEJIBHUN TEKCT

PC:
SN:
NN:
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MIHIMAJIbHA IH®OPMALISA, IO IIOBHHHA BYTH HABEJIEHA HA OJHHHUIAX
IMEPBUHHOI YITAKOBKU HEBEJIMUKOI'O PO3MIPY

ETUKETKA ®JIAKOHY 3 [IOPOLIKOM

| 1. HA3BA JIIKAPCHKOI'O 3ACOBY TA LLISIX(-U) 3ACTOCYBAHHSI

PIKCVYBIC 500 MO nopormiok /s po34HHY JUIs iH'eKLi
Honakor ramma
Jins BHYTpIIIHEOBEHHOTO BBEIEHHS

| 2. CIOCIB 3ACTOCYBAHHS

Ilepen 3acTocyBaHHAM MPOYMTANTE JTMCTIBKY-BKIaIHIL.
Jlnst ogHopa3oBol iH'eKil.

| 3. TEPMIH [TPUJATHOCTI

EXP (npunarHuii 10):

[ 4. HOMEP CEPII ]

Cepist:

| 5. BMICT MACH, OB'€MY ABO OJIMHUIb

500 MO

[ 6. IHIIE ]
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MIHIMAJIBHA IH®OPMAIIISA, LIO IOBHHHA BYTH HABEJIEHA HA OJIWHHULAAX
NEPBUHHOI YIIAKOBKH HEBEJIMUKOI'O PO3MIPY

ETHKETKA ®JIAKOHY 3 PO3YHMHHUKOM

[ 1. HA3BA JIIKAPCHKOI'O 3ACOBY TA LIISIX(-M) 3ACTOCYBAHHS ]

CrepuiizoBana Bona IUis iH'eKuii

[ 2. CIOCIB 3ACTOCYBAHHS ]

[ 3. TEPMIH TIPUJATHOCTI |

EXP (npunatnuii 10):

| 4. HOMEP CEPII

Cepist:

| 5. BMICT MACH, OB'€EMY ABO O/IMHHUIIb

S wMn

(6. IHILE ]
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IHO®OPMALIIA, 11O IOBUHHA BYTH HABEJEHA HA 30BHILLIHIN YITAKOBII

3OBHIIIHA KAPTOHHA KOPOBKA

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY

PIKCVYBIC 1000 MO mopoIok Ta po34MHHHK 118 PO3UHHY JUIA iH'€KLiH
Honakor ramma (pexoMOiHanTHHM (akTop 3ropraHHsa Kpoei moauau [X)

[2. KUIBKICHHMM BMICT AIFOUYOI(-MX) PEYOBHMHHM(-H)

Onun ¢nakoH mictuts 1000 MO HoHakor ramma, nprOM3HO 200 MO/MT mic/is BIAHOBIEHHA Y 5 MJI
PO34YMUHHHKA.

| 3. NEPEJIIK JIONOMIXKHHUX PEYOBUH

JlonomikHa peqoBHHa BioMol 1iT: HaTPiii (3 HATPiIO XJIOpUILY).
JlonoMixkHi pe4OBHHH: caxapo3a, Kajbllito XJIOpH/, FCTUINH, MaHiTou, noticopoart 80.

PO34MHHHK: CTEpHIIi30BaHA BOJA M8 iH'€KLII.

| 4. JIKAPCbKA ®OPMA TA BMICT YIIAKOBKHU

[Topo1ok Ta pO3UMHHUK /JIs PO3YHHY I 1H €Ki

Bwmict ynakoeku: 1 ¢akon 3 nopomikom, | ¢irakon 3 pozaurnukoM, | npuctpiit BAXJECT II

(5. CHOCIB TA IJISAX(-A) 3ACTOCYBAHHSI

[Tepen 3acTOCYBaHHAM IPOYHTAINTE JIMCTIBKY-BK/IaHIL.
JUnst BHYTPiLIHBOBEHHOTO BBEJICHHSI, Ti/IbKH ISl OTHOPA30BOr0 BHKOPHCTAHHA.

6. OCOBJIMBE 3ACTEPEXEHHS MPO TE, 1O JIKAPCBKHUI 3ACIB TPEBA 3BEPII'ATH
IMO3A IIOJIEM 30PY JITEN TA Y HEAOCTYIIHOMY JUISI AITEA MICLI

306epiraTu rno3a rnoseM 30py AiTeH Ta y HEAOCTYIHOMY AMs HUX MicLi.

[7. IHIIE(-I) OCOBJIMBE(-I) 3ACTEPEKEHHS], 3A HEOBXIIHOCTI |

['8. TEPMIH IPHAATHOCTI ]

EXP (npuzarHuii 10):

BukopucTaTi HeraifHo Micis MpUroTyBaHHs PO3YHHY.
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[ 9. OCOBJIMBI YMOBHM 35EPIT AHHS

306epiratu npu Temneparypi Huxde 30°C.
He 3amopoxyBary.

10. OCOBJIMBI 3AXO/IX BE3ITEKH J1JI51 YTUIBALI HEBUKOPUCTAHUX JIKAPCBKHUX
3ACOBIB ABO IX BIIXO/AIB, 3A HEOBXITHOCTI

| 11. HA3BA TA AJIPECA BJJACHUKA PEECTPALIIMHOIO IOCBLIYEHHS

baxkcanra InHOBe#inH3 'MOX

A-1221 Binens

ABCTpis

(Baxalta Innovations GmbH, A-1221 Vienna, Austria)

| 12. HOMEP(M) PEECTPALIMHOIO MOCBLIYEHHSI

EU/1/14/970/003

| 13. HOMEP CEPII

Cepis:

| 14. 3ATAJIbHA IHOOPMAILUSA JJISI HIOCTAYAHHS

| 15. IHCTPYKIIISI IUISI 3ACTOCYBAHHSI

| 16. IHOOPMALIISI LIS MAPKYBAHHSI LIIPUOTOM BPAIJIS

PIKCVYBIC 1000

[ 17. YHIKAJIbHUMA JIEHTH®IKATOP: 2D-IUTPUX-KOJL

Jonano 2D-1TpUx-Koz, o MICTHTE YHIKATbHUIT iHAeHTH(IKaTOP.

| 18. YHIKAJIbHUIA JIEHTU®IKATOP: 3BUMANHUN YUTABEJIbHUN TEKCT

PC:

SN:
NN:




279

INEPBUHHOI YIIAKOBKH HEBEJIMKOI'O PO3MIPY

ETHUKETKA ®JIAKOHY 3 IOPOLIKOM

MIHIMAJIbBHA IH®OPMAILISA, IO INOBHHHA BYTH HABEJEHA HA OJWHHULAX

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY TA LILIAX(-) 3ACTOCYBAHHSI

PIKCVBIC 1000 MO nopoluok 1uist po34iHy s iH'eKLii
Honakor ramma
51 BHYTPIlIHLOBEHHOrO BBEIEHHA

| 2. ClIOCIB 3ACTOCYBAHHS

[lepen 3acTocyBaHHSAM MPOYUTANTE JIUCTIBKY-BKIAIMIL.
Jnst ongHOopasoBof iH'ekil.

| 3. TEPMIH [TIPUJIATHOCTI

EXP (npuaatHuii 10):

| 4. HOMEP CEPII

Cepis:

| 5. BMICT MACH, OB'€EMY ABO OJIMHUIIb

1000 MO

| 6. IHLLIE
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MIHIMAJIBHA IH®OPMAILIsA, 1O INOBHHHA BYTH HABEJEHA HA OJIMHHMIISIX
INEPBUHHOI YITAKOBKH HEBEJIUKOI'O PO3MIPY

ETUKETKA ®JIAKOHY 3 PO3YUHHUKOM

| 1. HA3BA JIIKAPCbKOI'O 3ACOBY TA HLIAX(-H) 3ACTOCYBAHHS

CrepuiizoBaHa BoJa IUIf iH'€KIIiH

[2.CIIOCIB 3ACTOCYBAHHS ]

| 3. TEPMIH IIPUJIATHOCTI |

EXP (npunathuii 10):

| 4. HOMEP CEPI{

Cepia:

| 5. BMICT MACH, OB'EMY ABO OJIMHMIIb
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IHO®OPMAILLISA, IO IOBUHHA BYTH HABEJIEHA HA 30BHILUHIN YIIAKOBLII

30BHIIIHSA KAPTOHHA KOPOBKA

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY

PIKCVBIC 2000 MO moponIok Ta po34HHHUK JU11 PO3YUHY JUIA iH'€KLiH
Homnaxkor ramma (pekoMOiHaHTHHIE GakTop 3ropTaHHs KpoBi moanau IX)

[ 2. KUIBKICHHMI BMICT JIFOYOi(-MX) PEYUOBHUHH(-H)

Onun drakos mictuts 2000 MO HoHakor ramma, npubmu3Ho 400 MO/mi nicist BiTHOBIEHHS Y 5 MII
PO3YHHHHKA.

| 3. MEPEJIIK JONOMDKHHX PEYOBUH

JlornomixHa pe4oBHHA BiZIOMOIT 1ii: HATpiii (3 HAaTpiro XJ10pHay).
JIONOMIXKHI peuOBMHM: caxapo3a, Kaublilo XJOpH, MCTUINH, MaHiToJ, nojicopoar 80.

PO34MHHIK: cTepUIli30BaHa BOJA 1S 1H'€KLIM.

| 4. IKAPCbKA ®OPMA TA BMICT YIIAKOBKHU

[TopowIok Ta PO3YMHHUK JUIS PO3UMHY JUls iH'€KIIii

Bwmict ynakosku: | ¢iakon 3 nopowkom, | ¢pnakos 3 posunnnukom, 1 npuctpiit BAXJECT 11

['5. CIIOCIB TA LIJISIX(-M) 3ACTOCYBAHHSI

INepen 3acTocyBaHHAM NPOYUTAITE TUCTIBKY-BKJIAIMIIL.
Jlns BHYTpPiLIHBOBEHHOTO BBEECHHS, TIMBKH ISl OAHOPA30BOTO BUKOPHCTAHHA.

6. OCOBJIMBE 3ACTEPEXXEHHS PO TE, IO JIKAPCBKHUU 3ACIB TPEBA 3BEPII'ATH
IMO3A I[IOJIEM 30PY AITEU TA Y HEAOCTYIITHOMY JLJIA AITEX MICILI

36epiraTi 1o3a rnoneM 30py liTeii Ta y HEIOCTYIIHOMY /UL HUX MiCL.

| 7. IHIUE(-I) OCOBJIMBE(-I) 3BACTEPEJKEHHS], 3A HEOBXI/IHOCTI

[ 8. TEPMIH IPUJIATHOCTI

EXP (npuaatauii 10):

BukopucTati HeraiiHO mnicist NPUrOTYBaHHs PO3YHHY.
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| 9. OCOBJIMBI YMOBH 3BEPIT AHHS

36epiratu npu Temmnepatypi Hikae 30°C.
He 3amoposkyBari.

10. OCOBJIMBI 3AXO/M BE3IEKH VIS YTUIIBALII HEBUKOPUCTAHUX JIIKAPCHKHAX
3ACOBIB ABO IX BIIXO/IB, 3A HEOBXIJIHOCTI

| 11. HA3BA TA AJIPECA BJIACHHMKA PEECTPALIIMHOIO IOCBITYEHHS

baxkcanra IHHOBeimA3 'MOX

A-1221 Bigens

ABcrpis

(Baxalta Innovations GmbH, A-1221 Vienna, Austria)

| 12. HOMEP(M) PEECTPALIIMHOI O MOCBIAYEHHS

EU/1/14/970/004

| 13. HOMEP CEPIi

Cepis:

| 14. 3BATAJIbHA IH®OPMAILLIS JUISI IOCTAYAHHS ]

[ 15. IHCTPYKISI JUISI 3BACTOCYBAHHS |

[ 16. IHOOPMALIISA 1)1 MAPKYBAHHS IIPHOTOM BPAMIS ]

PIKCVYEBIC 2000

| 17. VHIKAJIbHUM IEHTU®DIKATOP: 2D-IUTPUX-KO/L

Jlonano 2D-1uTpUx-Koz, 110 MICTHTE YHIKanbHUET iHAeHTHdIKATOD.

| 18. YHIKAJTbHUMA IIEHTU®IKATOP: 3BUMAMHUIN YUTABEJIbHUIA TEKCT

PC:
SN:
NN:
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MIHIMAJIbHA IH®OPMAIIISI, 1O TMOBUHHA BYTH HABEJEHA HA OJUHHUIAX
MEPBHHHOI YITAKOBKH HEBEJIMKOT'O PO3MIPY

ETHKETKA ®JIAKOHY 3 IOPOIIKOM

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY TA IILISIX(-A) 3ACTOCYBAHHS ]

PIKCYBIC 2000 MO nopomIoK A7 po34iHy 11 iH'eKiiit
Honaxor ramma
Jlns BHYTpilUHBOBEHHOTO BBEJIEHHS

| 2. CIIOCIB 3ACTOCYBAHHS

ITepen 3acTocyBaHHSIM NPOYMUTANTE JTHUCTIBKY-BKIAIMILL.
Jlns onHOpa3zoBoi iH'eKwii.

| 3. TEPMIH MPUJIATHOCTI

EXP (npuaatHuii 10):

| 4. HOMEP CEPII

Cepis:

| 5. BMICT MACH, OB'€EMY ABO OJIMHHUILIb

2000 MO

| 6. IHLLIE
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MIHIMAJIBHA IH®OPMALIS, IO IIOBUHHA BYTHU HABEJIEHA HA OJUHULSX
MEPBUHHOI YIIAKOBKH HEBEJHUKOI'O PO3MIPY

ETUKETKA ®JAKOHY 3 PO3YUHHUKOM

| 1. HA3BA JIIKAPCbKOI'O 3ACOBY TA LLISIX(-U) 3ACTOCYBAHHS

CrepunizoBaHa Bojia s iH' €Ki

| 2. CIOCIB 3ACTOCYBAHHS |

| 3. TEPMIH ITPUJIATHOCTI |

EXP (npunatauii 10):

| 4. HOMEP CEPII

Cepis:

| 5. BMICT MACH, OB'€MY ABO OJIMHULb

5 M

| 6. THLLIE
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IH®OOPMALIS, 11O MOBUHHA BYTH HABEJIEHA HA 30BHIILIHIU YITAKOBIII

3OBHIIIHSI KAPTOHHA KOPOBKA

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY

PIKCVYEBIC 3000 MO nopoImok Ta po34MHHUK U1 PO3UHHY A iH'eKuilt
Honakor ramma (pekoMOiHanTHHUIT (hakTOp 3ropTaHHs Kposi ymonguHu 1X)

| 2. KUIbKICHUM BMICT JIFOYOI(-UX) PEYOBHUHU(-H)

OnuH ¢naxod Mictuts 3000 MO HoHakor ramma, nprdauzHo 600 MO/MA mics BITHOBIEGHHA ¥ 5 MIT
PO34YMHHMKA.

| 3. HIEPEJIIK JIOMIOMIKHUX PEYHOBHUH

JoroMmixHa pedoBKHHa BIAOMOI Aii: HATpiil (3 HATPItO XJIOPUIY).
JlonoMmiskHi pevuOBHMHM: caxapo3a, Kalbllilo XJIOpPHI, FCTHIMH, MaHiTol, nonicopdar 80.

Po34MHHUK: cTepuIi30BaHa BOJA /IS 1H'EKLII.

| 4. IIKAPCHKA ®OPMA TA BMICT YIIAKOBKH

[Topomok Ta po34MHHUK JUIA PO3YMHY ANIA iH €KL

Bumict ynaxkosku: 1 ¢akos 3 nopomkom, 1 ¢makos 3 poyunnaukoM, 1 npuctpiit BAXJECT 11

[5. CIOCIB TA LIJISIX(-M) 3BACTOCYBAHHSI

I'Iepex 3aCTOCYBaHHAM II]Z)O’-lHTaF{Te .T]HCTiBK}*—BK.-'IaI[HI.U.
ﬂ.ﬂﬂ BH}/TpiLLIHI:OBBHHOl‘O BBEICHHHA, TUIBKH 7151 0JHOPAa30BOI'0 BHKOPHCTAHHA.

6. OCOBJIMBE 3ACTEPEXXEHHS ITPO TE, HIO JIKAPCHKHH 3ACIBb TPEBA 3BEPII'ATH
ITO3A MOJIEM 30PY IITEH TA ¥ HEAOCTYITHOMY JJIA JITEH MICIII

30epiraTi no3a nojeM 30py AiTeil Ta y HEAOCTYIHOMY Ui HUX MicL.

[ 7. IHILE(-I) OCOBJIMBE(-]) 3ACTEPEKEHHS, 3A HEOBXIIHOCTI ]

| 8. TEPMIH NIPUJAATHOCTI

EXP (npunatuuii 10):

BuKopucTaTH HeraiHo Micis NPUroTyBaHHA PO3UHHY.
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| 9. OCOBJIMBI YMOBHM 3BEPITAHHS

36epiraty npu Temneparypi Hiwkge 30°C.
He 3amoposxyBaTu.

10. OCOBJIBI 3AXO I BE3TEKH JJIs1 YTHII3ALIT HEBUKOPHCTAHWX JITKAPCHKHX
3ACOBIB ABO iX BUIXO/IB, 3A HEOBXLTHOCTI

| 11. HA3BA TA AJIPECA BJACHUKA PEECTPALIIMHOI'O IOCBITYEHHSI |

bakcanra InHOBelmH3 ['MOX

A-1221 Binens

ABcTpis

(Baxalta Innovations GmbH, A-1221 Vienna, Austria)

| 12. HOMEP(M) PEECTPALIIMHOI'O ITOCBIAYEHHSA

EU/1/14/970/005

| 13. HOMEP CEPIi

Cepist:

| 14. 3ATAJIBHA IHO®OPMALUS JUISI IOCTAYAHHS |

| 15. IHCTPYKLISI U151 3ACTOCYBAHHS |

| 16. IH@OPMALUSA /151 MAPKYBAHHS IIPUPTOM BPANJISA |

PIKCVYBIC 3000

| 17. YHIKAJTbHUM JIEHTH®IKATOP: 2D-IUTPUX-KOJ

Jonano 2D-1uTpux-Kon, Mo MiCTHTE YHIKaIBHUIT iHNeHTHDIKaTOP.

| 18. VHIKAJIbHUM IIEHTH®IKATOP: 3BUMANHUMN YUTABEJIbHUUA TEKCT

PC:
SN:

NN:
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MIHIMAJIbHA IH®OPMAIIIA, IO NOBUHHA BYTH HABEJAEHA HA OJIWHHLAX
NMEPBUHHOI YIIAKOBKH HEBEJIMUKOI'O PO3MIPY

ETHKETKA ®JAKOHY 3 IOPOLIKOM

[ 1. HA3BA JIIKAPCBKOT'O 3ACOBY TA LLISIX(-M) 3ACTOCYBAHHA ]

PIKCVYBIC 3000 MO mopowmioK s po3drHy AJIs iH'€KLii
Honakor ramma
J14 BHYTPILIHEOBEHHOTO BBEIEHHS

[ 2. CIOCIB 3ACTOCYBAHHS ]

ITepen 3acTocyBaHHAM MPOYHTANTE JTUCTIBKY-BKIAIMIL.
Jns onHOpa3oBol iH'eEKLIii.

[ 3. TEPMIH [IPUJIATHOCTI

EXP (npunaruuit 10):

| 4. HOMEP CEPII

Cepis:

| 5. BMICT MACH, OB'€EMY ABO OJIMHUIIb

3000 MO

| 6. IHILIE
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MIHIMAJIBHA ITH®OPMAIIsA, IO TOBHHHA BYTH HABEJEHA HA
INNEPBUHHOI YITAKOBKH HEBEJIMKOI'O PO3MIPY

ETHKETKA ®JIAKOHY 3 PO3YHHHUKOM

OJIMHHULAX

| 1. HA3BA JIIKAPCbKOI'O 3ACOBY TA LILISIX(-M) 3ACTOCYBAHHSI

CrepunizoBana Boja Ui iH'eKIiit

| 2. CIIOCIB 3ACTOCYBAHHS

| 3. TEPMIH IPUJIATHOCTI

EXP (npunarthuii 10):

| 4. HOMEP CEPIT

Cepis:

| 5. BMICT MACH, OB'€MY ABO OJMHHUIb

5 mn

| 6. IHLUE
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JlucriBka-BKaaaum: indopmauis 1158 KOpHCTYBa4a

PIKCYBIC 250 MO nopomok Ta po34HHHHK /151 PO34HHY /15 iH'eKuiii
PIKCYBIC 500 MO nopomok Ta po34HHHHK /IS PO34HHY A5 iH'eKuiii
PIKCYBIC 1000 MO nopomok Ta po34HHHHK A8 PO3YHHY A5 iH'eKuiii
PIKCYBIC 2000 MO nopowok Ta po34HHHHK /i1 PO34YHHY A5 iH'€Kuiii
PIKCYBIC 3000 MO nopomok Ta po3YHHHHK /151 PO34YHHY VIS iH' €Kil

Honakor ramma (pekomOinantHuit hakrop sropradss kposi iroaunu IX)

¥ Leit mikapcekuii 3aci6 3HaXOQUTHCS M1i1 MOAAIBIINM KOHTposieM. Lle 103BonsTHME ILBHIKO BUSBUTH HOBY
inopmaito 3 6e3nexu. Bu MoxkeTe 10MOMOITH, SKIIO MOBIIOMIATUMETE NPO Oyab-Ki M00iuHi edekTH, Mo
BHHUKAaTHMYTE y Bac. [1lo6 ni3Hatucs npo Te, AKMM YHHOM MOBIIOMIATH NMpo MOOi4HI eeKTH, IUB. KiHELb
pozminy 4.

IMepen THM, sIK PO3MOYATH NPHIOM LLOro JIKAPCHKOro 3aco0y, YBAXKHO NMPOYHMTANTE MOBHICTIO WIO
JIMCTIBKY=BKJ/IAH 1, OCKIJIBKH BOHA MICTHTh BaAJIHBY 4.1 Bac indopmauir.

e 30epekiTh IO JUCTIBKY-BKIaAMUII. Bam Moke 3Ha100MTHCA 3HOBY 1 NepeyunTaTy.

e Slkmo y Bac € 6yap-siKi 101aTKOBI 3arUTaHHs, 3BePHIThCS 710 CBOTo dikaps abo dapmarerra.

e [leii nikapcbkuit 3aci® OyB npu3HaYeHuit nikapeM juiie nepconansHo Bam. He nepenagaiite iioro
IHIIMM THOsIM. BiH MOYke 3aIIKOIUTH TM, HABITh AKILO O3HAKH 3aXBOPIOBAHHA Y BAC OJHAKOBI.

o Skuwo y Bac Bunukim 6yab-axi noGivHi eiekTH, 3BepHITLECS 110 cBOro Jikaps abo ¢papmauesta. Lle
CTOCYEThCS H Oy/Ib-SKUX 1HIIUX MOMKIIMBHX MOOIYHUX eeKTiB, 110 He YBIHILIIN 10 Nepelliky B Uiii
nucTiBUi-BKaani. Jus. posain 4.

IIpo mo iiaeTscs y wiil aucTiBUi-BRAATN I

1o take PIKCYBIC i a5 4oro BiH 3aCTOCOBYETHCA.

[Tlo Bam notpi6uo 3HaTH nepen Tum, sx npuitmatu PIKCYBIC.
Sk npuiivatn PIKCVYEIC.

Moskusi no6ivHi edexTn.

Sk 36epiratu PIKCYBIC.

Buict ynakoBk# Ta iHma indopmaris.

o R T e A

1. Mo Take PIKCYBIC i n1s1 woro BiH 3aCTOCOBYEThCSL.

PIKCVYBIC MicTUTh aKTHBHY PeYOBHHY HOHAKOT raMma i € JiKapchKhM 3aco00M Ha OCHOBI (akTopa
sropraiHs Kposl IX. ®Maktop [X € 3BHYalilHUM KOMIOHEHTOM KpOBI JIIOAMHH, WO HeOoOXiaHHit s
edextuBHoro 3roprants kpoei. PIKCYBIC 3actocoByeThed [Uld JIKYBAaHHS TalieHTiB 3 remodinieo B
(xBopoba KpucTmaca, BpoakeHe MOpYIIEHHs 3ropTaHHs KpoBi, crnpuumHeHe nedinurom ¢axropa [X).
Mexaui3M fforo aii nosisarae y nonoeHeHHi BMicTy AediuutHoro (akropa [X, BiAHOBIIOKYM 31aTHICTh KPOBI
10 3TOpTaHHS.

PIKCVBIC 3actocoByeTbes 1id JiKyBaHHA 1 NpoQinakTHKH KpOBOTeYi y MAUi€HTIB yciX BiKOBHX
KaTeropiii 3 remoginicio B.

2. lllo Bam noTpitHo 3HaTH nepea THM, sk 3actocopyBatu PIKCYBIC.

He 3actocoryiite PIKCYBIC:
— #AKuo y Bac € anepris Ha HoHakor ramma abo Ha Oy/b-siKi iHLII iHMPENiEHTH LLOrO J'[ll{dp(,bKUl“(J

3aco0y (1o nepesniveHi B po3aiii 6); = =
— sKOLo y Bac € anepris Ha OLIKM XoM'siKa.

338'["8[)83\8"1‘[“ i 3ax014 De3neKH

ITpwm 3actocyBanni npenapaty PIKCYBIC M0O%IHMBO BHHHKHEHHA peakiiii nmnnmbabl qwmmecn /
aneprmﬁoro THITY. HerauHo l'[le'I[IHITL mcbymo i 3BepHITI>(.H ,'10 CBOroO J'[]Kapﬂ abo BHK}IH‘-ITE Ll.[B.ILrlK\_
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peakuiif, TakMX fK KpOMHB'AHKA, cBepOiXk, CTHCHEHHA Yy TpYAAX, OMXaHHA 3 MPHCBUCTOM, 3HHIKEHUH
aprepianbHuit THCK abo aHadinakcis (TKKI (opMy aneprivHoi peakiii MOXYTb CIPUYHHATH TPYIHOLI
KOBTaHHs Ta/ab0 IMXaHHs, MO4YepBOHIHHS a0 HaOpsk o6nuyys Ta/abo pyk). MosxuBo, Tpeba Oyie, wobd Bam
JiKap IIBMAKO HamaB BaM HanexHy aormoMory, mob mo3basutd Bac mmx peakuiit. Moo, Baw nikap
3poouts BaMm Takok aHami3z KpoBi Ha HasBHICTh HeHTpamisyrouuX aHTHUTIN (iHriGiTOpiB) MPOTH LLOrO
JiKapchKoro 3acofy, OCKINBKH pa3oM 3 aJiepri€ro MOKyTh YTBOPIOBAaTHCA i Taki iHribiTopu. [TanieHTH, y AKkux
BUABNAIOTECS iHriOiTOpH (aktopa IX, MOXYTh MaTH MiIBHIIEHWH PU3MK BHHUKHEHHS aHadimakcii mpu
TIoZaTBIIOMY JTiKYBaHHI i3 3acTocyBaHHAM (akTopa IX.

Heraiino 3BCpHinCH A0 CBOIo .TIiKB.p}I, AKIIO KPOBOTEYA BCE ¥ HE 3YINHUHAETHCAH abo AKIIO AJ14 TOro,
mo6 koHTpomoBaTH y cebe KpoBoTedy, Bu 3MmymeHi 30iMbIIMTH KiTbKicTh 3aCTOCOBAHOTrO Mpenapary
PIKCVYBIC. Bam nixap 3po6uTs Bam aHani3 kpoBi, 100 nepeBipUTH, 94 He YTBOpUIKCA Y Bac B opraHizmi
Helitpanisytoui antutina (inriGiropu) nporu npenapaty PIKCVYBIC. Puzuk yrBOpeHHs iHribitopis e
HallBUIINM Y TALIEHTIB, AKi paHille He MPOXOXMIN JiKYBaHHS IULAXOM 3aMiCHOI Teparil i3 3acTOCYBaHHAM
¢akropa IX, a6o Ha paHHIX eTanax JiKyBaHH:A, TOOTO y MAJICHbKHX IiTei.

Cunres ¢dakropa IX B opranisMmi perymoerbes reHoM (axropa IX. ¥V mauieHTiB 3 0cOOMMBUMHU
MyTauismi reny ¢akropa IX, TakMMH sK Ba)JIMBa Jeselis reHa, Ouibll HMOBIpHO OyIyTh MpPUCYTHI
iHridiTopu ¢axropa IX Ta anepriuHa peakilis Ha paHHIX eTamax MpH 3aCTOCYBaHHi Oy1b-AKOro KOHLEHTpaTy
daxropa IX. Tomy, sikuio y Bac € Taka mytauis, Baw nikap Oyne 6inbm peresibHO KoHTpostoBaTy Baur cran
Ha MpeJIMeT HasBHOCTI O3HAK aleprivyHol peakuii.

Slxmo v Bac e 3axBoproBaHHs mnediHku abo cepus abo sxuio Bu wmofiHo mnpoitmnu cepio3ny
\lp)’pl iuHy omepauito, Oyab Jlacka, MOBIJOMTE MPO 1€ CBOTO JIKaps, MO3afK y TAaKOMy BHIMAJKY ICHYe
NiABHLIEHNT PH3HK BUHUKHEHHS YCKIQIIHEHD 3 YTBOPEHHAM TpoMOiB (KoaryJsiiero).

[ToBinomnsinocs npo HUPKOBi po3nann (HepOTHYHMIT CHHIPOM), IO CYNPOBOIKYBAIH 3aCTOCYBAHH:
BUCOKHX 1103 (haxtopa IX y nauieHTiB 3 remodiniero B, B KpoBi AKHX BUABIAKOTHCA iHribiTopu dakropa IX, Ta
3 aneprivyHuMH peakuiiMH B aHaMHe3i.

3aBaK/H, KOJIH Lie MOkKIHBO, Oy/b jacka, npu 3actocysanHi npenapary PIKCVYBIC 3anucyiite fioro
Ha3By 1 Homep cepii (HanpHKIanm y CBOEMY IMOAEHHHUKY) I/ Toro, wod 36epertu indopmauiio mnpo
BUKOpHCTaHi Bamu niku i HoMepH ix cepiit.

IHmi gikapebki 3acoou i PIKCYBIC

[Toinomre cBoro mikaps, fkmo Bu mnpuitMaere a6o HemoAaBHO mpuitMami, abo, MOXKIHBO,
36upaereck npuitMat Oyas-aki iHmi nikd. [po B3aemoxniro nmpenapaty PIKCVYBIC 3 iHmmM#i nikapcbKUMH
3acobu He BiZIOMO.

BariThicTb, roayBaHus rpyaaio i pepTHALHICTB

SAxuo Bu BaritHi abo roxyere rpyalro, BBajKaeTe, IO MojeTe OVTH BariTHOW abo MiaHyere
3aBariTHITH, 3BEPHITBCA 3a MOPAJO 0 CBOTO JiKaps mepel THM, SK HpHiiMaTu ueil jikapchkuit 3acif.
['eModinia B y KiHOK TpamifeTbes TykKe pilko.

KepyBanusi aBTOTpaHCNOPTOM ad0 podoTa 3 iIHIHMH MeXaHi3MaMH.
PIKCYBIC He BIUMBa€ Ha 31aTHICTH KepyBaTH aBTOTPAaHCHOPTOM a0 MpalioBaTH 3 IHIUUMH
MexaHi3MaMH.

PIKCYBIC micTuth HaTpiii
Lleit nikapcekuit 3acié mictuth 19 Mr Hatpito B oqHOMY ¢uiakoHi. Lle Tpeba BpaxoByBaTH nauieHTam,
K JOTPUMYIOTECS AIETH 3 HU3bKHM BMICTOM HATPIFO.

3. Slk 3actocoyeatn PIKCYBIC.

JlikyBanusa npenapatom PIKCYBIC mnoBuHHO 3milCHIOBATHCA JiKapeM 3 OCBIAOM JIiKYBaHHSA
nauieHTiB 3 remodiniero B.

3aBk/IM 3acTOCOBYiiTe Lieif mikapcbKHil 3acid 4iTKO y BiANOBiAHOCTI 3 pekoMmeHzauismu Bauoro
fikaps. 3BepHITHCS 10 CBOrO Jikaps, sKuo B B uoMych He BIIeBHEHI.

Baw nikap npuiimMaTHMe pillleHHA [WOA0 A03H, AKy Bu oTpumysatumere. Llg no3a i TpHBa,l'IlC"Eb

JIKyBaHHA 3a1€KaTHMYTh Bill TAxKocTi AediuuTy dakropa [X, Bia micug posrauryBaHHs i CTyneljf’mm OTh

KpOBOTeHi, a Tako) Bill Bauoro kIiHIYHOrO CTaHy, BiKy Ta MBHIKOCTI BHKOPHCTaHHs BammM OpranisMom
oTpumManoro ¢akropa [X, mo nmixnarae nepioanuiii nepesipi. /
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PIKCYBIC BBOAMTBCS IUIAXOM BHYTPIlUHBOBEHHOI (B/B) iHQY3ii micns BiAHOBIEHHs JikapeM ado
MeICECTPOIO MOPOLIKY NMpenapaTy LIISXOM HOro po3uMHeHHs Y HasiBHOMY B YMaKOBIIl pO3YMHHUKY. Bu (abo
XTOCh iHIMiT) Takox Mosxkere BBoauTH PIKCVYBIC uumsxom in'euii, ane jgume nicis Toro, sk Bac HaByats 1e
MPaBUIIBHO POOHUTH.

BinHoBIeHHS | 3aCTOCYBaHHA
* Jlns BiIHOBJEHHs MpenapaTy BHKOPUCTOBYHTE JIMIIE TONH PO3YHHHUK | TOW NPHUCTPil miA

sigHoBneHHA (BAXJECT II), 1o HafaoThes B yNakoBLi.

« Jlns BBENEHHSA MpenapaTy HeoOXiHO 3aCTOCYBATH INIPHUIL 3 HAKOHeyHHKoM JTioepa.

* He Buxopucrosyiite npuctpiiit BAXJECT Il, saxmo BiH MOMIKOIKeHHUI, SKINO MOMKOIMKEHA HOro
CTepUJIbHA CHCTEMA 3aXHCTY UM HOoro yrmakoBKka abo AKIIO € Oyab-sKi 03HAKH MOTIPIIEHHS X CTaHY.

BinHoBneHHS
BHKopHCTOBY#iTE acenTHYHI METOIH.

1. Skmo nikapcekuii 3aci® 30epiraerscs y XONOOUIBHHUKY, AicTaHbTe (IIAKOHH 3 MOPOIIKOM
PIKCYBIC i 3 po3uMHHUKOM 3 XOMOANUIBHHUKY 1 3a/TUIITe X HATPITHCS 10 KIMHATHOT TEMIIEpaTypH
(Big 15°C mo 30°C).

PerenbHO BUMUIITE PYKH TEIJION BOAOKO 3 MUIIOM.

3HIMITE KPULIKH 3 (hIAKOHIB 3 MOPOLIKOM | PO3UHHHHKOM.

[IpoTpiTh npodky TamMnoHamu 3i cnuprom. Posramyiite ¢piiakoHn Ha piBHiit YHCTii NOBEPXHI.

Binkpuitre ynakoeky 3 npuctpoeM BAXJECT Il wasxom 3HATTS nanepoBoi IUIBKH, He

TOPKAYUCh BHYTPILIHBOI MOBepXHi mpHCTporo (MamoHoK a). He aicrasaiite npuctpiii 3

YMaKOBKH.

6. TlepesepHiTh yNakoBKy i HacaliTh Ha MPOOKY (IaKoHa NPO30puii IIACTHKOBHIT WTHOT. BizbMmiTh
YNAKOBKY 3a ii Kpai i 3HiMiTh ynakoBky 3 npuctpoio BAXJECT Il (manronok b). He 3uimaiirte 3
npuctporo BAXJECT Il koBnauok CHHBOTr0 KOJIbOPY.

7. Tenep, xomu npuctpifi BAXJECT Il npuennanmii no dnaxony 3 po3qHHHnK0M repeBepHiTh
CHCTEMY TaKHM YHHOM, 11100 (pJIaKOH 3 PO3HHHHUKOM OMMHUBCA Haz npucTpoeM. Hacaxits Ginmii
IacTuKoBUit THGT Ha npobky dnakoHy 3 npenaparom PIKCVYEBIC. TTin BakyyMoM po3YMHHHK
notpanuth y drako, o mMictuts npenapatr PIKCYBIC (mamonok ¢).

8. AkypaTHo nepemilaiite 10 MOBHOIO PO3YMHEHHS MOPOMIKY. [IpenapaT po3uMHIOETHCS IIBHIKO
(mpotsrom 2-x xeunuH). [epexonaiitecs B Tomy, mo PIKCYBIC noBHicTiO po34HHUBCS, M103a5K B
iHIIOMY BHMAIKy He Bech BiJHOBJEHWI Npenapar mnpoiine Kpizk (instp mpucrporo. [lepen
3aCTOCYBaHHSM BiZHOBJIEHI JTiKapchKi 3ac00M HEOOXiTHO Bi3yalbHO OOCTEKHTH I/ BUSBJICHHS
TBEPAMX 4YacTUHOK 1 oOe3bapBneHHs. Po3umH mnoBuHeH OyTu mnpo3opum abo  3ierka
onasecueHTHUM. He BUKOpHCTOBYHTEe pO34MH, 110 MOMYTHIB ab0 MICTHTE OCal.

e Lyt

MaJioHoK a MaJonok b ManwHoK ¢

i - - L —— P

He oxonomxyiite npemnapar micis BiZIHOBIEHHS.
Bukopucraiite #oro HeraiHo Mic/is NPUTOTYBaHHS.

3acTocyBaHHs
BluikopucToByiiTe acenTHYHi METOAM.
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1. 3HiMiTh KOBMayoK CHHBOrO Konbopy 3 mpuctporo BAXJECT II. IMoabaiite mpo Te, mo6 He
BTATHYTH NOBiTps y mnpuu. [pueanaiite mnpun no npucrporo BAXJECT II (mamosok d).

2. TlepesepHiTh cucreMy ((hn1akoH 3 BiTHOBIEHHM PO3YHHOM NOBHHEH GyTH 3BepXy). 3amoOBHITH
BiTHOBJICHHM PO3YMHOM IUTMPHIL, TIOBLIBHO NOTSATHYBIIM MOPLIEHb Ha3a]l (MATIOHOK €).

3. Bin'ennaiite mmpuu Big (aakoHis.

4. Tlpuennaiite ronky-meTenuk 10 uimpuiia. BeeniTe po3umH y BeHy. PosuuH TpeGa BBOAMTH
TOBLIBHO, HA MBHIKOCT, 1O € KOMGOPTHOIO /TS NalieHTa, He mBuyme 10 MI Ha XBHIMHY.

Mamonok d MaJnoHok e

i ® -
s AN ——
l ;“‘%‘ .

&

3aBKIu, KOJIM e MOKIIMBO, Oyab Jlacka, mpy 3actocyBanHi npenapary PIKCYBIC 3amucyiire ioro
Ha3By i HOMep cepii (HampukyIax y CBOeMy IWIOAEHHHKY) /s TOro, o6 36epertn iHdopMmauio mpo
BHKOpHCTaHI Bamu n1iku | HoMepH iX cepiii.

Byzab-siKi 3a1MIIKH HeBUKOPHCTAHOTO JIiKapehkoro 3aco0y abo ioro Biaxoawm ciia yTuiizysatn 3a
MiCLIEBHMH TIPaBHJIaMH.

HAxwmo Bu 3actocyere PIKCYBIC y 6iabwiii KiibkocTi, Hik noTpiono

3aBXkIM 3aCTOCOBYHTe wLell Jikapchbkuii 3aci0 4iTKo y BiANOBIAHOCTI 3 pekoMeHmauismu Bamoro
fiKapsl. 3BEpHITLCA 110 CBOrO JiKaps, AKIO By B HoMych He BrieBHeHi. Skiio Bu BBenu Ginbiry KimbkicTs
npenapary, Hixk 0yn0 peKOMEeHI0BaHO, AKOMOT'a [IBUIILIE 3BEPHITHCA 0 CBOrO JiKaps. -

HAxmo Bu 3a6ysau eeectu PIKCYBIC
He BBOzIbTE MOABIliHY 1103y, 100 NOKPHTH Ty KilbKicTs, AKy Bu 3a6ynu BBecTH. 3po0iTh HacTymHy
iH'eKWiI0, AK OyI0 3aMIaHOBAHO, i MPOXOBKYHTE ZOTPUMYBATHCS PeKOMEH ALl CBOTO JiKap.

SAxmo Bu npunuusiere 3actocosysatu PIKCYBIC

He npununsiite 3acrocosysaru PIKCYBIC Ge3 koscyabTauii 3i CBOIM JikapeM.

Sxio y Bac € 101aTKOBI 3aNMTaHHA CTOCOBHO 3aCTOCYBAHHS LILOIO JIKAPCHKOrO 3aC00Y, 3BEPHITHCA
210 cBoro Jjikaps abo papmauesTa.

4. Moxauei nodiuni edrexTn

[Tonibro ycim sikam, ueit npenapat Moxe CPUYHHATH BUHHKHEHHA TTOGIYHUX edekTiB, Xoua if He y
KOJKHOTO MAaLli€HTa.

IMpu 3actocysansi npenapaty PIKCYBIC MOK/IHBO BHHUKHEHHS peakiiii Mi/BHIIEHOI YyT/IHBOCT
anepriyHoro Tumy. [lepenik Takux peaxuiii MosKe BKITIOYATH BIXUyTTs MediHHs i 1epTs B Micui indys3ii, 03006,
TPHJTHB KPOBI 10 06IMY4s, JIETAPTilo, CTaH 3aHENOKOEHHS, A3BiH Y ByXax, KPOMHB'AHKY, CBepGiXK i BHCHIaHHS,
3HWXKEHHS apTepiaibHOro THCKY, MPUCKOPEHe CepueGHTTs, CTHCHEHHS y IPYIAX, AUXAHHA 3 MPHCBHCTOM,
HaOpsK y ropii, aHainakciio (cepio3na anepriuHa peakiisi), ronoBHHMil 6istb, Hy0TY i GmroBanHs. Byas
jlacka, HeraiHo 3BEPHITHCS 110 CBOTO Jlikaps, Akuio y Bac 3'Bumics Taki cumnromu. Moskiuso, TpeGa Gy e,
o6 Baur mikap mBuako Hanas Bam monomory, mo6 nos6asutd Bac umx peakuiif (aue. posmin 2 moxo
3acTepekeHb Ta 3anobiKHUX 3aX0IiB).

Hinxde HaeneHi noGiuni epextu, o Gym 3apeecTpoBaHi Npu 3acTocysanHi npenapaty PIKCYBIC.
Yacri nodiuni edextn (MoXKyTh Tparstices y 1 3 10 nawientis):

— MOPYLIEHHS CMAaKY;
— Oinb y KiHIiBKAaX.
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IToGiuni edpexTH HEBIIOMOT YAaCTOTH (HAa OCHOBI HAABHUX JaHUX YACTOTY OLIHUTH HEMOKIIHBO):
— aneprivuHi peakuil (NiaBHLIEHA Yy TIUBICTb).

[TpoGnemu 3 MPUYMHM HAZAMIPHOro 3ropTaHHA KpoBi (TpomMOoeMOOIiYHI eni30au) npy 3acTOCyBaHHI
IBOrO TIpenapaTy He CIOCTepirajucs, NpoTe BOHH MOXYThb BHHHMKAaTH INPH 3aCTOCYBaHHI Oyab-AKHUX
JiKapchkux 3aco0iB Ha ocHOBI (pakTopa IX. BOHM MOXYTh BKJIFOYAaTH CepLEBHiA Hamaz, TPOMOH y BeHax abo
TpoMGOH y JTereHsx.

Iogizomaennst npo nobiuHi epexTH

Axmo y Bac Bunukin 6yab-axi nobiuni edekry, 3BepHIThCS T0 CBOTO Jikaps abo dapmauesta. Lle
cTocyeThes i OyIb-AKUX MOXIIMBHUX MOOIYHUX eeKTiB, o He 3a3HaueHi y wiii /mcTiii. Bu Moxkere Takox
NOBIIOMHTH Tpo Mo6iuHi edekTn Oe3mocepeHIM YMHOM 4Yepe3 HALIOHATBHY CHCTEMY IIOBiJIOMJIEHHS,
sasHaveny y Jlonatky V. INoinomnatoun npo no6iyni edexty, Bu Moxere cnpusATH HanaHHIO OLIBLI TOBHOT
inpopmaii mono Ge3nekH UBOro JiKapCbKOro 3acody.

5. Sk 36epiratu PIKCYBIC.
30epiraiite 1eit TikapchbKui 3acib moza moieM 3opy aiTeil Ta Y HEAOCTYIIHOMY A1 AiTeli MicLi.

He BukopucroByiiTe 1eii nikapchkuii 3aci0 mic/is 3aKiHYeHHS TepMiHy MPHAATHOCTI, O 3a3HAYEHH Ha
30BHiLIHIH kopoOui Ta eTukeTwi ¢paaxony nicas cini "EXP (npuaarnuit 10)". Jlata TepMiHy NpHIaTHOCTI
€ OCTaHHIM JHEM 3a3Ha4eHOro MicAL.

306epiraiire npu Temnepatypi Hiskye 30°C.
He 3amopoxkyiite.

BinHoBneHUi po34KMH BUKOPUCTOBYHTE HErailHO MiC/isA HOTO MPUTOTYBAHHA.
He Brxopucrosyiite PIKCYBIC, axmio po3unH He € Mpo30opHM i 6e36apBHIM.

He Buknzaiite xoIHi JIiky y KaHasisanito ado 3 mo0yToBUM CMITTAM. 3anuTaiite y cBoro (papMaieBTa, K
no30yThCs JiKiB, AKUMU BH Ginblle He KOPUCTYETeCh. BIXKHTTA TaKMX 3aXOMIB J03BOJNHThL 3aXMCTHUTH

JIOBKIJLISA.
6. BmicT ynakoBku Ta inma ingopmauis.

o mictuts PIKCYBIC

- Hiro4010 peuoBHHOIO € HOHAKOr ramma (pekomOiHaHTHMIT (PAKTOP 3rOPTAHHA KPOBi JIHOIMHK
IX). B onHomy dakoHi 3 MOpPOIIKOM MICTHTECS HOMiHaIbHA KinbkicTe 250, 500, 1000, 2000
abo 3000 MO, mio eianoeizae wouuentpauii 50, 100, 200, 400 a6o 600 MO/Ma micns
BiTHOBJIEHHS Mpenapary y 5 Mi1 po3udHHHKA.

* [HIWMMHM IHTpefieHTaMH MOPOLIKY € caxapo3a, MaHITOJ, HATPil0 XJIOPHA, KaJbIiK0 XJIOPHI,
L-rictunus, nonicopbar 80.
(MaKkoH 3 PO3UMHHUKOM: 5 MJI CTEPHITI30BAHOT BOAM /IS iH'€KIIii.

Ax surasiaae PIKCYBIC Ta BMicT ynakoBkn

PIKCYBIC nocTaaeTses y BUTIIALI TTOPOIIKY PA30M 3 PO3YMHHUKOM JUIS [IPUTOTYBAHHS PO3YHHY ISt
iH'eKuiit.

BMicT ynakoBKH € TaKHUM:

i
e

B

,r’-fd'_'--'\'.-.:-\‘r Xpaj A N,
— OIMH cKJstHUi GrakoH 3 250, 500, 1000, 2000 a6o 3000 MO nopotuky ,BKI_(ECVBTC,“TKEQ. y
npodKoro;

— OJIMH CKJIAHMIT QI1aKkoH 3 5 M CTepHITi30BaHOT BOJM AMs iH'eKILT, 3 méytrykqgmo TPOGKOIO:
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— ozauH npuctpit BAXJECT II (6e3ronkoBuii npucTpiii amst BiXHOBIEHHS npenapary).
Baacuuk peecrpauiiinoro nocsinuenus

baxcanra [HHOBe#mH3 'M6X

[aaycrpimrpacce 67

A-1221 Binens

ABCTpis

(Baxalta Innovations GmbH, Industriestrasse 67, A-1221 Vienna, Austria)

Ten.: +44(0)1256 894 959
Exn. nomrra: medinfoEMEA@shire.com

Bupo6uuk

bakcanra Bensmkiym Menbiodekaypunr CA

OynbBap Pene bpankap 80

B-7860 Jleccin

Benbris

(Baxalta Belgium Manufacturing SA, Boulevard René Branquart 80, B-7860 Lessines. Belgium)

bakcrep CA

OyinbBap Pene Bpankap 80

B-7860 Jleccin

beneris

(Baxter SA, Boulevard René Branquart 80, B-7860 Lessines, Belgium)

Bocranne us ancriska yaa neperasinyTa: Micsius/pik (MM/YYYY).

3 JeTalbHOIO iH(OpPMAIlE CTOCOBHO LBOrO TpemapaTy MOXKHA O3HAHOMMTHCS Ha BeO-cTopiHLi
€BpONeHCHKOro areHTCTBa 3 IKapehKIX 3ac00iB 3a TAKOK aIPecoro: http:/www.ema.europa.eu/.

Hasenena Hik4e indopmanis npusHadeHa uile s crieliaticTis y cepi 0XOpOHH 370pOB'sL.

KoHTponk B X01i nikyBaHHS

B xozi fikyBanns pekoMeHAY€TbCA 3a0e3IedyBaTH Ha/le)KHe BU3HAYEHHS piBHiB hakTOpa X B sKOCTI
Opi€HTHpa NpH NPH3HAYEHH] J03M 1715 3aCTOCYBAHHS | YaCTOTH MOBTOPHOI iH(y3ii. Peakuis Ha dakrop IX y
KOXKHOTO OKPEMOT0 MalLi€HTa Moxe OYTH Pi3HOIO, i3 PISHUMH MOKa3HUKAMH MepioLy HaniBpo3nazy i CTyneHs
BirHOBNeHHs. [lauienTaM 3 HM3BKOIO a0 HAIMIPHOIO MAcOK TiNa MOKeE 3HALOGHUTHCS KOpeKLis 103H,
PO3paxoBaHoi Ha OCHOBI Macu Tina. Y BHIAZKy CepHO3HMX Xipypriusmx BTPY4YaHb BKpaii HeoOXiqHO
3a0e3r1evyBaTH TOYHHIT KOHTPOIb 3aMiCHOT Tepanil MuIAXoM NpOBe/ICHHs aHalli3y (pakTOpiB 3ropTaHHs Kposi
(akruBHicTs (akropa IX y nnasmi kposi).

Hnst Toro, mwod 3abe3neunTH NOCATHEHHs GakaHOTrO PiBHSA AKTHBHOCT bakropa IX y masmi kposi,
PEKOMEHIYEThCA NPOBOAUTH HOrO peTelNbHMii KOHTPO/b 3a I0TOMOTOI0 BIANOBIAHONO METOAY BH3HAYCHHS
aKTUBHOCTI (pakropa IX Ta, sKII0 HeoOXinHO, 3ailiCHIOBATH HaJIeKHY KOPEKUIK 103H i 4acTOTH IOBTOPHOL
ingysii. [lpu 3actocyBanui omHOCTamifiHOrO MeTomy aHAi3y (axTopiB 3ropraHHs KpoBi in vitro 3a
MOKa3HMKaMU TPoMOOILIacTHHOBOrO Yacy (AYTY) 1715 BU3HAYEHHS aKTMBHOCT] daxropa IX y npobax kposi
MALIEHTIB Pe3sy/IbTaTH IIOAO aKTMBHOCTI (akropa IX MOXKYTh CYTTEBO 3ajleKaTH AK BiJI Pi3HOBHIY
AYTY-pearenty, TaK i Bin CTaHIapTy NOPIBHAHHSA, BAKOPHCTAHMX /LIS NpoBe/eHHs aHam3y. Le € Basknusum
0co81uBO npu 3miki naboparopii Ta/aGo peareHTiB, IO BH KOPHCTOBYIOTBLCS IS aHali3y.

203“
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MiCLls pO3TauIyBaHHS | CTyINeHs CepiHo3HOCTI KpOBOTeHWi, a TAKOX BiA KIiHIYHOro CTaHy, BIiKY i
bapmakokiHeTHYHHX MapameTpiB dakropa IX y mauieHTa, TaKMX SK BEJHYHHA TOETAIIHOTO MPHUPOCTY
BIJHOBJICHHS PiBHA akTHBHOCTI akTopa [X Ta nepiogy Hamisposnany.

3acTocoBaHa KilbKicTh omMHHMIBG (akropa IX BHpakkeHa y MikHapomuux omuEMISX (MO), mo
CTOCYIOThCS Hapasi Airoyoro crannapry BOO3 s nikapchkix 3aco6iB Ha ocHOBi daktopa [X. AKTHBHICTS
takropa IX y nnasmi kpoBi BUpaka€eThest a60 y MPOLEHTAX (BiTHOCHO HOPMATBHOTO MOKA3HMKA VIS [1a3MHU
KpoBi /oauuu), abo y MiXKHApOIHHX OAMHHLAX (BIAHOCHO MiXHapoJHOro CTAaHZapTy IS daxropa IX y
Iasmi Kposi).

Onna MixnaponHa oxmmmmus (MO) akruBHOCTI ¢akTopa IX KOpIBHIOE MOKA3HMKY AKTHBHOCTI
(akropa IX B 1 M1 HOpMAIBHOT [L1a3MK KPOBI JIFOIMHH.

Jlikyeanua npu neobxionocmi

Po3paxynok HeoOXinHoi 1o3u daxropa IX 114 nauieHTis Bikom 12 pokis i crapie 3ailicHIOETECS Ha
OCHOBI OTPMMAHOT0 EMITIPUYHHUM ILIIXOM BUCHOBKY IIPO Te, 110 3aCTOCYBaHHA OIHI€l MIKHApPOAHOI OTUHHUIII
(MO) ¢pakropa IX Ha 1 Kr Mac Tina npu3BOLHTS A0 36i/IblIEHHS aKTUBHOCTI (akTopa IX y riasmi KpOBi Ha
0,9 MO/xn (aianason: Bin 0,5 1o 1,4 MO/zn) a6o Ha 0,9% HOPManbHOI aKTHBHOCTI (i JIeTallbHy
indopmarnito 1uB. y posaini 5.2).

HeoGxinna n103a BU3HauaeThes 3a HaBEAEHOIO HIKYE HOPMYIOLO.
ITauienty Bikom 12 pokiB i crapuie:

[lotpiGua kinbkicTh oanHuub = Maca Tina (kr) X GaxaHuii npupict pisus dakropa IX (% ado MO/an) x
3BOPOTHA BEJIMYHMHA NOKAa3HHKA 3aPEECTPOBAHOTrO BIIHOB/CHHS PiBHA akTHBHOCTI (hakTopa [X (11/kr)

Hns moeranHoro MpHpOCTY BiIHOBJIEHHS piBHA akTUBHOCTI Ha 0,9 MO/an ma 1 MO/kr no3a
PO3PAXOBYETHCA 3a TAKOKW (HOPMYJIOL0:

[ToTpiGHa KinbkicTh onauHMUBL = Maca Tifa (kr) X GaxkaHuii mpupict pieHs dakropa IX (% abo MO/an) x
1,1 gn/kr

BesmunHa 71031 i 4acTOTa 3aIJIAHOBAHOTO 3aCTOCYBAHHS 3aBXKIM MOBHHHI GyTH CIIpAMOBAHUMHM Ha
3abesreyeH s KiIiHiYHOT eheKTUBHOCT] Y KOKHOTO KOHKPETHOTO MallicHTa.

Y BUNAJKy HAasBHOCTI HABEAEHHX HYK4E TeMOpAriYHMX SBUII TOKA3HUKH aKTHRHOCTI ¢axropa IX ne
TNOBHHHI OYTH HIKYe 3a3HAYEHOr0 PiBHSA aKTHBHOCTI y 1U1a3Mi KpoBi (y % Bin Hopmu a6o MO/) HPOTATOM
BIATIOBiIHOrO nepiony yacy. HaBeneHy Huskve TabIMLIIO MOKHA BUKOPHCTOBYBATH JUTA BU3HAYEHHS 103K npu
eri30/1ax KpoBOTeYi Ta NpH XipypriqHoMy BTpyYaHHi:

Crynine tsukkocti kposoreui/ | Heobxianuii pisenn YHacrora 3acTtocyBaHHS, FOAHMHK/

Tun xipypriunoro BTpy4anus | ¢axrtopa IX, % a6o Tpueanicts JikyBauus, aui
MO/an

Kpogoreua

PanHiii reMapTpo3, KpOBOBMIMBH 20-40 ITosToproiite koxkHi 24 romuun. [puHaiimMui

y M'A31 ab0 y NOPOKHHHY poTa | 1eHb, 10 NPUIIMHEHHS KPOBOTEYi, PO 110

3aCBIIYMTH BIACYTHICTE Gosnio, abo 10
3arO€HHA PaHH.

binem Bupasuuii remapTpos, 30-60 [TosToproiiTe iHy3ir0 KOKHI 24 ronuHKn
KPOBOBWJIHBH Y M'st31 ab0 npotsarom 3-4 nHiB abo 10BLe, 10 3HUKHEHHS
remMaroma 00JIH0 i YCYHEHHs! CHITBHOTO

(DYHKLIOHAIBHOTO MOpPYILEHHS.

3arpo3nuBi JIs JKUTTS KPOBOTEY] 60-100 [MosropioiiTe indy3ito kKokHi 8-24 ronMHHAG
3HUKHEHHS 3arpo3u. /A
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XipypriuHi oneparii

HesnauHi xipypriuHi onepatii, 30-60 KoxHi 24 rogunu, npuHaiMHi 1 1eHs, 10

BKJIIOYAKOYU BH/IAJIeHHs 3y0iB 3arO€HHs PaHu.

Cepiio3Hi Xipypriyi onepauii 80-100 (nepen IToBTOpIoiiTe iH(Y3it0 KoXkHi 8-24 roaunu /10

OMepali€ro Ta MiCas | HaJIeXHOro 3ar0eHH PaHH, MiCisi 4Oro
Hel) NPOBOJIbTE MiKYBAHHS MPUHAWMHI e 7 AHIB

JUTS yTPHMAaHHA TTOKa3HHKa aKTHBHOCTI
¢akropa IX Ha pigi Bing 30% 1o 60%
(MO/mn).

PerensHuit KoHTpONb nepebiry 3amicHoi Teparmii € OCOOJIMBO BaXIHBHM Y BHIAIKaX Cepio3HOro
Xipypri4Horo BTpy4aHHs ab0 3arpo3/MBOI UTs JKUTTS KPOBOTEH].

Ipoghinaxmuxa

Jnsa TpuBanoi mpodinakTUKKM KpoBOTedi y mauieHTiB BikoM 12 poKiB i cTapiue 3 TSHKKOK (HopMoro
remodinii B, sk nmpaBuo, 3actocoByroThes 1034 Bix 40 10 60 MO dakropa IX Ha | Kr MacH Tisna 3 iHTepBaioM
3-4 mui. Y meskux BUNA;Kax, B 3aneKHOCTI BiA dapmakokiHeTHkH, BiKy, (EHOTHITY 100 KPOBOTEHi Ta
cTyneHss (i3MYHOT aKTHBHOCTI Y KOJKHOTO OKPEMOTro Malli€HTa, MOXE CTaTH HEOOXiIHWM 3acTOCYBATH
KOpOTilli iHTepBann abo GimbLui 103u Mpernapary.

bBesnepepena indysis
He eronutu npenapat PIKCVYBIC uuiaxom Ge3nepepsHoi indy3ii.

Hayicumu nediampuyrozo npodinio

JlixyBaHHA npu HeoOXiTHOCTI.

Po3paxyHok HeoOxinnoi 1031 (axropa IX a5 nauieHTiB BikoM Monomame 12 pokis 3ailicHIOETbCA Ha
OCHOBi OTPHMAHOT'0 EMITiPHYHHM IUIAXOM BHCHOBKY PO Te, IO 3aCTOCYBAHHs OJIHIET MixHAPOIHOT OMHMLI
(MO) axropa IX na 1 kr MacH Tijia Npu3BOAMTE 10 36inbIeHHs akTUBHOCTI (akTopa IX y miasmi kposi Ha
0,7MO/an (mianason: six 0,31 mo 1,0 MO/an) a6o na 0,7% HOpManbHOI aKTHBHOCTI (Oinblu AeTanbHY
inhopmalito auB. y posaiii 5.2).

Heobxina 103a BM3HAYa€eThCs 3a HABEIEHOIO HIKYE HOPMYIION.
IManientn Bikom mMonoare 12 pokis:

[Torpibna kinbKicTs oauHue = Maca Tima (kr) X Gasanuli npupict piBaa ¢akropa IX (% aGo MO/wi) x
3BOPOTHA BE/IMYMHA NTOKAa3HUKA 3aPEECTPOBAHOTO BiIHOBJIEHHS PiBHS aKTUBHOCTI (JUI/KT)

JInd moeranmHOro MpPUpOCTYy BiAHOBIEHHS piBHS akTuBHOCTI Ha 0,7 MO/mn1 Ha 1 MO/kr noza
PO3paxoBYETHCS 3a Takolo Gopmyoro:

[loTpiGHa KiIbKiCTH OaMHMIL = Maca Tina (kr) X Gaxanuil npupict piBHa dakropa IX (% a6o MO/mn) x
1.4 an/kr

J1s BU3HAYEHHA I03H MPH eMi30/1ax KpoBOTeyi Ta XipypridyHoMy BTpyYaHHI MOKHA BUKOPHCTATH Ty
K caMmy TaOJIHIIO, IO i 1711 JOPOCINX (IMB. BHILIE).

IIpodinakTuka.

Jiana3oH peKoOMeHI0BaHUX /103 MPH JIiKYBaHHI NALI€HTIB MeTiaTPUYHOro Mpodimo BikoM MooaLe
12 pokis craHoBuTh Bix 40 10 80 MO/kr 3 inTepBaiom 3-4 ami. V JesKMX BHMAAKax, B 3aJ1eXKHOCTI Bifl
(bapMElKOKlHL,THKH BIKY, ()EHOTHITY 11010 KPOBOTeYi Ta CTyNeHs (i3HIHOT aKTHBHOCTI Y KOKHOr0O oxpemom
nauieHTa, MOXe CTaTH HeOOXIIHMM 3aCTOCYBATH KOPOTLIi iHTepBaiM ado Gibwi 1034 npenapary. _/
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RIXUBIS 250 IU powder and solvent for solution for in jection
RIXUBIS 500 IU powder and solvent for solution for injection
RIXUBIS 1000 IU powder and solvent for solution for in jection
RIXUBIS 2000 IU powder and solvent for solution for in jection
RIXUBIS 3000 IU powder and solvent for solution for injection

Nonacog gamma (recombinant human coagulation factor IX)

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of
section 4 for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains
important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

What RIXUBIS is and what it is used for

What you need to know before you use RIXUBIS
How to use RIXUBIS

Possible side effects

How to store RIXUBIS

Contents of the pack and other information

PP B

1. What RIXUBIS is and what it is used for

RIXUBIS contains the active substance nonacog gamma and is a coagulation factor IX product. Factor
IX is a normal constituent of human blood necessary for effective blood clotting. RIXUBIS is used in
patients with haemophilia B (Christmas disease, an inherited bleeding disorder caused by lack of
factor IX). It works by replacing the missing factor IX to enable the patient’s blood to clot.

RIXUBIS is used for the treatment and prevention of bleeding in patients with haemophilia B of all
age groups.

2. What you need to know before you use RIXUBIS

Do not use RIXUBIS

- if you are allergic to nonacog gamma or any of the other ingredients of this medicine (listed in
section 6)

- if you are allergic to hamster proteins

Warnings and precautions
Allergic-type hypersensitivity reactions are possible with RIXUBIS. Stop your infusion and contact
your doctor immediately or seek emergency medical care if you experience early signs of , -
hypersensitivity/allergic reactions like hives, rash. tightness of the chest, wheezing, low blood pressure™. . v .
or anaphylaxis (severe allergic reaction that can cause difficulty in swallowing and/or breathing, réd.or - &




211

swollen face and/or hands). Your doctor may need to treat you promptly for these reactions. Your
doctor may also do a blood test to check if you have developed activity-neutralising antibodies
(inhibitors) against your medicine, as inhibitors may develop together with allergies. Patients with
factor IX inhibitors may be at an increased risk of anaphylaxis during future treatment with factor IX.

Talk to your doctor immediately if your bleeding does not stop as expected or if you experience a
significant increase in your usage of RIXUBIS in order to control a bleed. Your doctor will do a blood
test to check if you have developed activity-neutralising antibodies (inhibitors) against RIXUBIS. The
risk for developing inhibitors is highest in patients who have not been treated with a factor IX
replacement medicine before or in the early phases of treatment, i.e. for small children.

The production of factor IX in the body is controlled by the factor IX gene. Patients who have specific
mutations of their factor IX gene such as major deletion may be more likely to have factor IX _

inhibitors and an allergic reaction in the early period with any factor IX concentrate. Therefore if you

are known to have such a mutation, your doctor will monitor you more closely for signs of an allergic
reaction.

If you suffer from liver or cardiac disease or if you have recently had major surgery, please inform
your doctor, as there is an increased risk for blood clotting (coagulation) complications.

Kidney disorders (nephrotic syndrome) have been reported following high doses of Factor IX in
haemophilia B patients with factor IX inhibitors and a history of allergic reactions.

Whenever possible, please record the name of the product and the batch number every time you use
RIXUBIS (e.g. in your diary) to keep track of the products and product batches you have used.

Other medicines and RIXUBIS
Tell your doctor if you are using or have recently used or might use any other medicines. No
interactions of RIXUBIS with other medicines are known.

Pregnancy, breast-feeding and fertility
If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor for advice before using this medicine. Haemophilia B very rarely occurs in women.

Driving and using machines
RIXUBIS has no influence on the ability to drive and use machines.

RIXUBIS contains sodium
This medicinal product contains 19 mg sodium per vial. To be taken into consideration by patients on
a controlled sodium diet.

3: How to use RIXUBIS

Treatment with RIXUBIS will be started by a doctor who is experienced in the care of patients with
haemophilia B.

Always use this medicine exactly as your doctor has told you. Check with your doctor if you are not
sure.

Your doctor will decide the dose of RIXUBIS you will receive. This dose and duration will depend on
the severity of your factor [X deficiency, on the location and extent of the bleeding and on your
clinical condition, age and how quickly your body uses up factor IX which will have-te-be checked

regularly. ; f%i? '3};;-;\\
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RIXUBIS is administered by intravenous infusion (IV) after reconstitution of the powder with the
provided solvent by your doctor or nurse. You or somebody else might also administer RIXUBIS as
an injection but only after receiving adequate training.

Reconstitution and administration

- For reconstitution use only the solvent and the reconstitution device (BAXJECT II) provided in
the pack.

- For administration the use of a luer-lock syringe is required.

- Do not use if the BAXJECT II device, its sterile barrier system or its packaging is damaged or
shows any sign of deterioration.

Reconstitution
Use Aseptic Technique

1. Ifthe product is stored in a refrigerator, take both the RIXUBIS powder and solvent vials from

the refrigerator and let them reach room temperature (between 15°C and 30°C).

Wash your hands thoroughly using soap and warm water,

Remove caps from powder and solvent vials.

Cleanse stoppers with alcohol swabs. Place the vials on a flat clean surface.

Open the package of BAXJECT II device by peeling away the paper lid without touching the

inside (Fig. a). Do not remove the device from the package.

Turn the package over and insert the clear plastic spike through the solvent stopper. Grip the

package at its edge and pull the package off BAXJECT II (Fig. b). Do not remove the blue cap

from the BAXJECT II device.

T With BAXJECT II attached to the solvent vial, invert the system so that the solvent vial is on
top of the device. Insert the white plastic spike through the RIXUBIS stopper. The vacuum will
draw the solvent into the RIXUBIS vial (Fig. ¢).

8. Swirl gently until all material is dissolved. The product dissolves rapidly (within 2 minutes).
Be sure that RIXUBIS is completely dissolved, otherwise not all reconstituted solution will pass
through the device filter. Reconstituted medicinal products should be inspected visually for
particulate matter and discoloration prior to administration. The solution should be clear or
slightly opalescent. Do not use solution that are cloudy or have deposits.
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Do not refrigerate the preparation after reconstitution.
Use immediately.

Administration
Use Aseptic Technique

1. Remove the blue cap from BAXJECT II. Do not draw air into the syringe. Connect the
syringe to BAXJECT II (Fig. d).

2. Invert the system (the vial with the reconstituted solution has to be on top). Draw the_._
reconstituted solution into the syringe by pulling the plunger back slowly (Figz8¥e * Vio,

Disconnect the syringe. V27
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4. Attach a butterfly needle to the syringe. Inject intravenously. The solution should be
administered slowly, at a rate as determined by the patient’s comfort level, not to exceed 10 ml
per minute,

Fig. d Fig. e

1 -
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Whenever possible, please record the name of the product and the batch number every time you use
RIXUBIS (e.g. in your diary) to keep track of the products and product batches you have used.

Any unused product or waste material should be disposed of in accordance with local requirements.

If you use more RIXUBIS than you should -
Always use RIXUBIS exactly as your doctor has told you. If you are not sure check with your doctor.
If you injected more RIXUBIS than recommended. tell your doctor as soon as possible.

If you forget to use RIXUBIS
Do not inject a double dose to make up for a forgotten dose. Proceed with the next injection as
scheduled and continue as advised by your doctor.

If you stop using RIXUBIS
Do not stop using RIXUBIS without consulting your doctor.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Allergic-type hypersensitivity reactions are possible with RIXUBIS. Such reactions may include
burning sensations and stinging at the infusion site, chills, flushing, lethargy, restlessness, tingling,
hives, itching and rash, low blood pressure, fast heart rate, tightness of the chest, wheezing, swelling
of the throat, anaphylaxis (severe allergic reaction), headache, nausea and vomiting. Please, contact
your doctor immediately if you experience such signs. Your doctor may need to treat you promptly for
these reactions (see section 2 ‘Warnings and precautions”).

The following side effects have been observed with RIXUBIS:

Common side effects (may affect up to 1 in 10 patients)
- altered taste
- pain in limbs.

Side effects with unknown frequency (frequency cannot be estimated from the available data)
- allergic reactions (hypersensitivity).

Problems from exaggerated blood clotting (thromboembolic episodes) have n}t/beg'nppgéwgd with
this product, but may occur with any factor IX products. These may includg}daéfgﬁ-aﬁﬁékr-fii@q&;gIo!s in
the veins or blood clots in the lung. N h—
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Reporting of side effects

If you get any side effects, talk to your doctor or, pharmacist. This includes an
not listed in this leaflet. You can also report side effects directly via the national
' V. By reporting side effects you can help provide more information on the safety of

possible side effects

isted in

this medicine.

S. How to store RIXUBIS
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the outer box and vial label after
EXP. The expiry date refers to the last day of that month.

Store below 30°C,
Do not freeze.

Use the reconstituted solution immediately.
Do not use RIXUBIS if the solution is not clear and colourless.

Do not throw away any medicines via waste water or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help to protect the environment.

6. Contents of the pack and other information

What RIXUBIS contains

- The active substance is nonacog gamma (recombinant human coagulation Factor IX). Each
powder vials contains nominally 250, 500, 1000, 2000 or 3000 IU, corresponding to a
concentration of 50, 100, 200, 400 or 600 IU/ml after reconstitution with 5 ml solvent.

- The other ingredients in the powder are sucrose, mannitol, sodium chloride, calcium chloride,
L-histidine, polysorbate 80.

Solvent vial: 5 ml sterilised water for injections.

What RIXUBIS looks like and contents of the pack

RIXUBIS is provided as a powder and solvent for solution for injection.
The contents of the pack are:

° one vial of RIXUBIS 250, 500, 1000, 2000 or 3000 TU powder in a glass vial with a rubber
stopper
one vial of 5 ml sterilised water for injections in a glass vial with a rubber stopper
one BAXJECT II (needle-less reconstitution device)

Marketing Authorisation Holder

Baxalta Innovations GmbH
Industriestrasse 67

A-1221 Vienna

Austria

Tel.: +44(0)1256 894 959

E-mail: medinfoEMEA @shire.com
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Manufacturer

Baxalta Belgium Manufacturing SA
Boulevard René Branquart 80
B-7860 Lessines

Belgium

Baxter SA

Boulevard René Branquart 80
B-7860 Lessines

Belgium

This leaflet was last revised in MM/YYYY.

Detailed information on this medicine is available on the European Medicines Agency web site:

httg:ffwww.ema.euroga.eu.

The following information is intended for healthcare professionals only:

Treatment monitoring

During the course of treatment, appropriate determination of factor IX levels is advised to guide the
dose to be administered and the frequency of repeated infusions. Individual patients may vary in their
response to factor IX, demonstrating different half-lives and recoveries. Dose based on bodyweight
may require adjustment in underweight or overweight patients. In the case of major surgical
interventions in particular, precise monitoring of the substitution therapy by means of coagulation
analysis (plasma factor IX activity) is indispensable.

To ensure that the desired factor IX activity plasma level has been attained, careful monitoring using
an appropriate factor IX activity assay is advised and, if necessary, appropriate adjustments to the dose
and the frequency of repeated infusions should be performed. When using an in vitro thromboplastin
time (aPTT)-based one stage clotting assay for determining factor X activity in patients’ blood
samples, plasma factor IX activity results can be si gnificantly affected by both the type of aPTT
reagent and the reference standard used in the assay. This is of importance particularly when changing
the laboratory and/or reagents used in the assay.

Posology

Dose and duration of the substitution therapy depends on the severity of the factor IX deficiency, on
the location and extent of the bleeding, and on the patient’s clinical condition, age and
pharmacokinetic parameters of factor IX, such as incremental recovery and half-life.

The number of units of factor IX administered is expressed in International Units (IU), which are
related to the current WHO standard for factor [X products. Factor X activity in plasma is expressed
either as a percentage (relative to normal human plasma) or in International Units (relative to an
International Standard for factor IX in plasma).

One International Unit (IU) of factor IX activity is equivalent to that quantity of factor IX in one ml of
normal human plasma.

On demand treatment
The calculation of the required dose of factor IX is based on the empirical finding that 1 Intes

ational
Unit (IU) factor IX per kg body weight raises the plasma factor IX activity by 0.9 lU!difm(JQQ}
from 0.5 to 1.4 IU/dL) or 0.9% of normal activity in patients 12 years and older (fgﬂl&-iﬁf’éfﬁmﬁp@' \
see section 5.2). AV R
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The required dose is determined using the following formula:
Patients 12 years and older

Required = body weight (kg) X  desired factor X rise  x reciprocal of observed
units (%) or (IU/dL) recovery (dL/kg)

For an incremental recovery of 0.9 [U/dL per IU/kg, the dose is calculated as follows:

Required = body weight (kg) X  desired factor IX rise X 1.1dL/kg
units (%) or (IU/dL)

The amount to be administered and the frequency of administration should always be oriented to the
clinical effectiveness in the individual case.

In the case of the following haemorrhagic events, the factor IX activity should not fall below the given
plasma activity level (in % of normal or [U/dL) in the corresponding period. The following table can
be used to guide dosing in bleeding episodes and surgery:

Degree of haemorrhage/Type | Factor IX level required | Frequency of doses (hours)/Duration

of surgical procedure (%) or (1IU/dL) of therapy (days)

Haemorrhage 20-40 Repeat every 24 hours. At least 1 day,

Early haemarthrosis, muscle until the bleeding episode as indicated

bleeding or oral bleeding by pain is resolved or healing is
achieved.

More extensive haemarthrosis, | 30 — 60 Repeat infusion every 24 hours for

muscle bleeding or haematoma 3 —4 days or more until pain and acute

disability are resolved.

Life-threatening haemorrhages. | 60 — 100 Repeat infusion every 8 to 24 hours
until threat is resolved.

Surgery 30 -60 Every 24 hours, at least 1 day, until
healing is achieved.

Minor surgery including tooth
extraction

Major surgery 80100 Repeat infusion every 8 to 24 hours
(pre- and postoperative) until adequate wound healing, then
therapy for at least another 7 days to
maintain a factor [X activity of 30%
to 60% (IU/dI).

Careful monitoring of replacement therapy is especially important in cases of major surgery or
life-threatening haemorrhages.

Prophylaxis
For long-term prophylaxis against bleeding in patients with severe haemophilia B, the usual doses

are 40 to 60 IU of factor IX per kilogram of body weight at intervals of 3 to 4 days for
patients 12 years and older. In some cases, depending upon the individual patient’s pharmacokinetics,
age, bleeding phenotype and physical activity, shorter dosage intervals or higher doses >
necessary. P4
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Continuous infusion

Do not administer RIXUBIS by continuous infusion.

Paediatric population

On demand treatment:

The calculation of the required dose of factor IX is based on the empirical finding that 1 International
Unit (IU) factor IX per kg body weight raises the plasma factor IX activity by 0.7 IU/dL (range

from 0.31 to 1.0 TU/dL) or 0.7% of normal activity in patients less than 12 years of age (further
information see section 5.2).

The required dosage is determined using the following formula:
Patients less than 12 years:

Required =  body weight (kg) X  desired factor IX rise X reciprocal of observed
units (%) or (IU/dL) recovery (dL/kg)

For an incremental recovery of 0.7 TU/dL per [U/kg, the dose is calculated as follows:

Required = body weight (kg) X desired factor [Xrise x 1.4 dL/kg
units (%) or (IU/dL) :

The same table as for adults can be used to guide dosing in bleeding episodes and surgery (see above).

Prophylaxis:

The recommended dose range for paediatric patients less than 12 years is 40 to 80 IU/kg at intervals
of 3 to 4 days. In some cases, depending upon the individual patient’s pharmacokinetics, age, bleeding
phenotype and physical activity, shorter dosage intervals or higher doses may be necessary.
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

RIXUBIS 250 IU powder and solvent for solution for injection
RIXUBIS 500 IU powder and solvent for solution for injection
RIXUBIS 1000 IU powder and solvent for solution for injection
RIXUBIS 2000 IU powder and solvent for solution for injection
RIXUBIS 3000 IU powder and solvent for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
RIXUBIS 250 IU powder and solvent for solution for injection

One vial contains nominally 250 TU nonacog gamma, recombinant human coagulation factor IX
(rDNA), corresponding to a concentration of 50 [U/ml after reconstitution with 5 m] solvent.

RIXUBIS 500 IU powder and solvent for solution for injection
One vial contains nominally 500 IU nonacog gamma, recombinant human coagulation factor IX
(rDNA), corresponding to a concentration of 100 IU/ml after reconstitution with 5 ml solvent.

RIXUBIS 1000 IU powder and solvent for solution for injection
One vial contains nominally 1000 U nonacog gamma, recombinant human coagulation factor IX
(rDNA), corresponding to a concentration of 200 [U/ml after reconstitution with 5 ml solvent.

RIXUBIS 2000 IU powder and solvent for solution for injection
One vial contains nominally 2000 [U nonacog gamma, recombinant human coagulation factor IX
(rDNA), corresponding to a concentration of 400 [U/ml after reconstitution with 5 m] solvent.

RIXUBIS 3000 IU powder and solvent for solution for injection
One vial contains nominally 3000 IU nonacog gamma, recombinant human coagulation factor IX
(rDNA), corresponding to a concentration of 600 IU/ml after reconstitution with 5 ml solvent.

The potency (IU) is determined using the European Pharmacopoeia one stage clotting assay.
The specific activity of RIXUBIS is approximately 200-390 IU/mg protein.

Nonacog gamma (recombinant coagulation factor [X) is a single-chain purified glycoprotein that
has 415 amino acids. It is produced by recombinant DNA technology in a Chinese hamster ovary
(CHO) cell line.

Excipient(s) with known effect:
One vial contains 19 mg sodium.
For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder and solvent for solution for injection.
The powder is white to off-white. The solvent is clear and colourless.
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4.  CLINICAL PARTICULARS
4.1 Therapeutic indications

Treatment and prophylaxis of bleeding in patients with haemophilia B (congenital factor IX
deficiency).
RIXUBIS is indicated in patients of all age groups.

4.2 Posology and method of administration

Treatment should be under the supervision of a physician experienced in the treatment of haemophilia.

Treatment monitoring
During the course of treatment, appropriate determination of factor IX levels is advised to guide the

dose to be administered and the frequency of repeated infusions. Individual patients may vary in their
response to factor IX, demonstrating different half-lives and recoveries. Dose based on bodyweight
may require adjustment in underweight or overweight patients. In the case of major surgical
interventions in particular, precise monitoring of the substitution therapy by means of coagulation
analysis (plasma factor IX activity) is indispensable.

To ensure that the desired factor IX activity plasma level has been attained, careful monitoring using
an appropriate factor IX activity assay is advised and, if necessary, appropriate adjustments to the dose
and the frequency of repeated infusions should be performed. When using an in vitro thromboplastin
time (aPTT)-based one stage clotting assay for determining factor IX activity in patients’ blood
samples, plasma factor IX activity results can be significantly affected by both the type of aPTT
reagent and the reference standard used in the assay. This is of importance particularly when changing
the laboratory and/or reagents used in the assay.

Posology
Dose and duration of the substitution therapy depends on the severity of the factor IX deficiency. on

the location and extent of the bleeding, and on the patient’s clinical condition, age and
pharmacokinetic parameters of factor IX, such as incremental recovery and half-life.

The number of units of factor IX administered is expressed in International Units (IU), which are
related to the current WHO standard for factor IX products. Factor IX activity in plasma is expressed
either as a percentage (relative to normal human plasma) or in International Units (relative to an
International Standard for factor IX in plasma).

One International Unit (IU) of factor IX activity is equivalent to that quantity of factor IX in one ml of
normal human plasma.

On demand treatment

The calculation of the required dose of factor IX is based on the empirical finding that 1 International
Unit (IU) factor IX per kg body weight raises the plasma factor IX activity by 0.9 IU/dL (range

from 0.5 to 1.4 IU/dL) or 0.9% of normal activity in patients 12 years and older (further information
see section 5.2).

The required dose is determined using the following formula:
Patients 12 years and older

Required = body weight (kg) X  desired factor X rise ~ x  reciprocal of observed
units (%) or (IU/dL)
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For an incremental recovery of 0.9 IU/dL per IU/kg, the dose is calculated as follows:

Required = body weight (kg) X desired factor [Xrise ~ x 1.1 dL/kg
units (%) or (IU/dL)

The amount to be administered and the frequency of administration should always be oriented to the
clinical effectiveness in the individual case.

In the case of the following haemorrhagic events, the factor IX activity should not fall below the given
plasma activity level (in % of normal or [U/dL) in the corresponding period. The following table can
be used to guide dosing in bleeding episodes and surgery:

Degree of haemorrhage/Type | Factor IX level required | Frequency of doses (hours)/Duration

of surgical procedure (%) or (IU/dL) of therapy (days)

Haemorrhage 20-40 Repeat every 24 hours. At least 1 day,

Early haemarthrosis, muscle until the bleeding episode as indicated

bleeding or oral bleeding by pain is resolved or healing is
achieved.

More extensive haemarthrosis, | 30 —60 Repeat infusion every 24 hours for

muscle bleeding or haematoma 3 — 4 days or more until pain and acute

disability are resolved.

Life-threatening haemorrhages. | 60 — 100 Repeat infusion every 8 to 24 hours
until threat is resolved.

Surgery 30-60 Every 24 hours, at least 1 day, until
healing is achieved.

Minor surgery including tooth
extraction

Major surgery 80— 100 Repeat infusion every 8 to 24 hours
(pre- and postoperative) | until adequate wound healing, then
therapy for at least another 7 days to
maintain a factor IX activity of 30%
to 60% (IU/dl).

Careful monitoring of replacement therapy is especially important in cases of major surgery or
life-threatening haemorrhages.

Prophylaxis
For long-term prophylaxis against bleeding in patients with severe haemophilia B, the usual doses

are 40 to 60 IU of factor IX per kilogram of body wei ght at intervals of 3 to 4 days for

patients 12 years and older. In some cases, depending upon the individual patient’s pharmacokinetics,
age, bleeding phenotype and physical activity, shorter dosage intervals or higher doses may be
necessary.

Continuous infusion

Do not administer RIXUBIS by continuous infusion.

Paediatric population P e
On demand treatment: ‘O,-'f;\/.‘f"_‘f‘»\-f; Sl
The calculation of the required dose of factor IX is based on the empirical finding that Lsiéteﬁmtional
Unit (IU) factor IX per kg body weight raises the plasma factor IX activity by 0.7 IU!dE_fﬁr@y)
from 0.31 to 1.0 IU/dL) or 0.7% of normal activity in patients less than 12 years of age! (furthér<”,
information see section 5.2). L
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The required dosage is determined using the following formula:
Patients less than 12 years:

Required = body weight (kg) X  desired factor IXrise ~ x  reciprocal of observed
units (%) or (IU/dL) recovery (dL/kg)

For an incremental recovery of 0.7 IU/dL per IU/kg, the dose is calculated as follows:

Required = body weight (kg) X  desired factor [Xrise ~ x 1.4dL/kg
units (%) or (IU/dL)

The same table as for adults can be used to guide dosing in bleeding episodes and surgery (see above).

Prophylaxis:

The recommended dose range for paediatric patients less than 12 years is 40 to 80 1U/kg at intervals
of 3 to 4 days. In some cases, depending upon the individual patient’s pharmacokinetics, age, bleeding
phenotype and physical activity, shorter dosage intervals or higher doses may be necessary.

Method of administration

Intravenous use.

In case of self-administration or administration by a caregiver appropriate training is needed.
RIXUBIS should be administered using a rate that ensures the comfort of the patient, up to
a maximum of 10 ml/min.

After reconstitution, the solution is clear, colourless, free from foreign particles and has a pH
of 6.8 to 7.2. The osmolality is greater than 240 m osmol/kg.

For instructions on reconstitution of the medicinal product before administration, see section 6.6.
Only plastic luer-lock syringes should be used with this product.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Known allergic reaction to hamster protein.

4.4 Special warnings and precautions for use

Hypersensitivity:

Allergic type hypersensitivity reactions have been reported with RIXUBIS. The product contains
traces of hamster proteins. If symptoms of hypersensitivity occur, patients or their caregivers should
be advised to discontinue use of the medicinal product immediately and contact their physician.
Patients should be informed of the early signs of hypersensitivity reactions including hives,
generalised urticaria, tightness of the chest, wheezing, hypotension, and anaphylaxis.

The risk is highest during the early phases of initial exposure to factor IX concentrates in previously
untreated patients (PUPs), in particular in patients with high-risk gene mutations. There have been
reports in the literature showing an association between the occurrence of a factor IX inhibitor and
allergic reactions, in particular in patients with a high-risk gene mutation. Therefore, patients
experiencing allergic reactions should be evaluated for the presence of an inhibitor.

In case of shock, standard medical treatment for shock should be implemented.
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Inhibitors:

After repeated treatment with human coagulation factor IX (rDNA) products, patients should be
monitored for the development of neutralising antibodies (inhibitors) that should be quantified in
Bethesda Units (BU) using appropriate biological testing.

There have been reports in the literature showing a correlation between the occurrence of a factor IX
inhibitor and allergic reactions. Therefore, patients experiencing allergic reactions should be evaluated
for the presence of an inhibitor. It should be noted that patients with factor IX inhibitors may be at an
increased risk of anaphylaxis with subsequent challenge with factor IX.

Because of the risk of allergic reactions with factor IX concentrates, the initial administrations of
factor IX should, according to the treating physician’s Judgement, be performed under medical
observation where proper medical care for allergic reactions could be provided.

Nephrotic syndrome:

Nephrotic syndrome has been reported following attempted immune tolerance induction in
haemophilia B patients with factor IX inhibitors.

Thromboembolism:

Because of the potential risk of thrombotic complications, clinical surveillance for early signs of
thrombotic and consumptive coagulopathy should be initiated with appropriate biological testing when
administering this product to patients with liver disease. to patients post-operatively, to new-born
infants, or to patients at risk of thrombotic phenomena or DIC. In each of these situations, the benefit
of treatment with RIXUBIS should be weighed against the risk of these complications.

Cardiovascular events
In patients with existing cardiovascular risk factors, substitution therapy with FIX may increase the

cardiovascular risk.

Catheter-related complications
If a central venous access device (CAVD) is required, risk of CVAD-related complications including
local infections, bacteraemia and catheter site thrombosis should be considered.

Excipient related considerations
After reconstitution this medicinal product contains 0.83 mmol (19 mg) sodium per vial. To be taken
into consideration by patients on a controlled sodium diet.

It is strongly recommended that every time that RIXUBIS is administered to a patient, the name and
batch number of the product are recorded in order to maintain a link between the patient and the batch
of the medicinal product.

Paediatric population
The listed warnings and precautions apply both to adults and children.

Elderl
Clinical studies of RIXUBIS did not include subjects aged 65 and over. It is not known whether they

respond differently from younger subjects. As for all patients, dose selection for an elderly patient
should be individualised.

4.5 Interaction with other medicinal products and other forms of interaction

No interactions of human coagulation factor IX (rDNA) products with other medicinal produets-have.
been reported. £ VKD g
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4.6 Fertility, pregnancy and lactation

Animal reproduction studies have not been conducted with factor IX. Based on the rare occurrence
of haemophilia B in women, experience regarding the use of factor IX during pregnancy and
breast-feeding is not available. Therefore, factor IX should be used during pregnancy and
breast-feeding only if clearly indicated.

There is no information on the effects of rFIX on fertility.

4.7  Effects on ability to drive and use machines

RIXUBIS has no influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile

Hypersensitivity or allergic reactions (which may include angioedema, burning and stinging at the
infusion site, chills, flushing, generalised urticaria, headache, hives, hypotension, lethargy, nausea,
restlessness, tachycardia, tightness of the chest, tingling, vomiting, wheezing) have been observed
rarely and may in some cases progress to severe anaphylaxis (including shock). In some cases, these
reactions have progressed to severe anaphylaxis, and they have occurred in close temporal association
with development of factor IX inhibitors (see also 4.4).

Nephrotic syndrome has been reported following attempted immune tolerance induction in
haemophilia B patients with factor IX inhibitors and a history of allergic reactions.

Very rarely development of antibodies to hamster protein with related hypersensitivity reactions has
been observed.

Patients with haemophilia B may develop neutralising antibodies (inhibitors) to factor IX. If such
inhibitors occur, the condition will manifest itself as an insufficient clinical response. In such cases, it
is recommended that a specialised haemophilia centre be contacted.

There is a potential risk of thromboembolic episodes following the administration of factor IX
products, with a higher risk for low purity preparations. The use of low purity factor IX products has
been associated with instances of myocardial infarction, disseminated intravascular coagulation,
venous thrombosis and pulmonary embolism. The use of high purity factor IX is rarely associated with
such adverse reactions.

Tabulated list of adverse reactions

Clinical studies with RIXUBIS included 99 subjects with at least one exposure to RIXUBIS reporting
in total 5 adverse reactions. The table presented below is according to the MedDRA system organ
classification (SOC and Preferred Term Level).

Frequencies have been evaluated according to the following convention: very common (=1/10),
common (=1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare (=1/10,000 to <1/1,000), very rare
(<1/10,000), not known (cannot be estimated from the available data).

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.

Adverse Drug Reactions, from clinical trials and spontaneous reports

MedDRA Standard System Organ Class Adverse reactions Frequency per Patient
Immune system disorders Hypersensitivity ¥ Not kpowrr=—.__
Nervous system disorders Dysgeusia Commoh-———/ 75\,
Musculoskeletal and connective tissue disorders | Pain in extremity Qommon N AN

a) ADR explained in the section below.
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Description of selected adverse reactions

Allergic type reactions have been manifested by dyspnea, pruritus, generalised urticaria and rash.

Paediatric population

Frequency, type and severity of adverse reactions in children are expected to be the same as in adults.
However, no data are available on previously untreated patients as only previously treated patients
have been enrolled in the clinical studies; no immunogenicity investi gation on inhibitor development
was therefore made in this at risk population.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the medicinal product is important.
It allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare

fessionals ked to report any suspected adverse reactions via thel al reg tem

\/

4.9 Overdose

The effects of higher than recommended doses of RIXUBIS have not been characterised.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antihaemorrhagics, blood coagulation factor IX. ATC code: BO2BD04.

RIXUBIS contains recombinant coagulation factor [X (nonacog gamma). Factor IX is a single chain
glycoprotein with a molecular mass of about 68,000 Dalton. It is a vitamin K-dependent coagulation
factor and it is synthesised in the liver. Factor IX is activated by factor XIa in the intrinsic coagulation
pathway and by factor VIl/tissue factor complex in the extrinsic pathway. Activated factor IX, in
combination with activated factor VIII, activates factor X. Activated factor X converts prothrombin
into thrombin. Thrombin then converts fibrinogen into fibrin and a clot is formed.

Haemophilia B is a sex-linked hereditary disorder of blood coagulation due to decreased levels of
factor IX and results in profuse bleeding into joints, muscles or internal organs, either spontaneously
or as a result of accidental or surgical trauma. By replacement therapy the plasma levels of factor IX is
increased, thereby enabling a temporary correction of the factor deficiency and correction of the
bleeding tendencies.

Clinical efficacy and safety:

Prophylaxis and control of bleeding in previously treated patients 12 vears and older-

The efficacy of RIXUBIS has been evaluated in the open-label, uncontrolled part of a combined

phase 1/3 study, in which a total of 73 male, previously treated patients (PTPs)

between 12 and 59 years of age received RIXUBIS either for prophylaxis and/or for the treatment of
bleeding episodes on an on-demand basis. All subjects had severe (factor IX level <1%) or moderately
severe (factor IX level <2%) haemophilia B. Fifty-nine PTPs received RIXUBIS for prophylaxis.
Fifty-six of these PTPs who received RIXUBIS for a minimum of 3 months were included in the
efficacy evaluation for prophylaxis. An additional 14 PTPs received RIXUBIS for the treatment of
bleeding episodes only. Subjects in the on-demand cohort had to have at least 12 documented bleeding
episodes requiring treatment within 12 months prior to enrollment. The mean treatment duration.in the
on-demand cohort was 3.5+1.00 months (median 3.4, ranging from 1.2 to 5.1 months},%ﬁﬂmalﬁ’- ™
annualised bleeding rate (ABR) was 33.9+17.37 with a median of 27.0, ranging from ] ‘.Y%:E%‘ﬁtfﬁ"‘ N

if = £ -
The median ABR on prophylaxis with RIXUBIS for all bleeds was 2.0, for spontanefhﬁ;fﬁ/b[%gsﬂ;o,_.
and for joint bleeds 0.0. 24 subjects (42.9%) experienced zero bleeds. ! !. =1 B f
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A total of 249 bleeding episodes were treated with RIXUBIS, of which 197 were joint bleeds

and 52 non-joint bleeds (soft tissue, muscle, body cavity, intracranial and other). Of a total

of 249 bleeding episodes, 163 were moderate, 71 were minor, and 15 were major. Treatment was
individualised based on the severity, cause and site of bleed. Of the 249 bleeding episodes, the
majority (211; 84.7%) were treated with 1-2 infusions. Haemostatic efficacy at resolution of bleed was
rated excellent or good in 96% of all treated bleeding episodes. _

Prophylaxis and control of bleeding in PTPs below 12 years:

The efficacy of RIXUBIS has been evaluated in a combined phase 2/3 study, in which a total

of 23 male PTPs between 1.8 and 11.8 years (median age 7.10 years) with 11 patients < 6 years,
received RIXUBIS for prophylaxis and control of bleeding episodes. All subjects had severe (factor
IX level <1%) or moderately severe (factor IX level <2%) haemophilia B. All 23 subjects received
prophylactic treatment with RIXUBIS for a minimum of 3 months and were included in the efficacy
evaluation for prophylaxis.

The median ABR was 2.0, for spontaneous bleeds 0.0 and for joint bleeds 0.0.
Nine subjects (39.1%) experienced zero bleeds.

A total of 26 bleeding episodes were treated with RIXUBIS, of which 23 bleeds were due to

injury, 2 spontaneous and 1 of unknown origin. 19 bleeds were non-joint (soft tissue, muscle, body
cavity, intracranial and other) and 7 were joint bleeds of which 1 was a bleed into a target joint.

Of the 26 bleeding episodes, 15 were minor, 9 moderate, and 2 major. Treatment was individualised
based on the severity, cause and site of bleed The majority (23; 88,5%) were treated

with 1-2 infusions. Haemostatic efficacy at resolution of a bleed was rated excellent or good

in 96.2% of all treated bleeding episodes.

Perioperative management:

The safety and efficacy in the perioperative setting was evaluated in a phase 3 prospective, open-label,
uncontrolled, multicenter study in male PTPs with severe and moderately severe haemophilia B using
RIXUBIS. The per-protocol efficacy analysis includes 37 surgeries performed in 27 patients

between 17 and 57 years of age undergoing major or minor surgical, dental or other surgical invasive
procedures. Twenty procedures were major including 13 orthopaedic and 3 dental

surgeries. 17 procedures, including 10 dental extractions, were considered minor. Patients undergoing
major surgeries had to perform a pharmacokinetic (PK) evaluation. All patients were dosed based on
their most recent individual incremental recovery. The recommended initial loading dose of RIXUBIS
was to ensure that during surgery, factor IX activity levels of 80-100% for major surgeries

and 30-60% for minor surgeries were maintained. RIXUBIS was administered by bolus infusions.

Haemostasis was maintained throughout the study duration.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
RIXUBIS in previously untreated patients in the treatment and prophylaxis of bleeding in
haemophilia B (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Previously treated patients 12 years and older:
A randomised, blinded, controlled, crossover pharmacokinetic study of RIXUBIS and a comparator
was conducted in non-bleeding male subjects (>15 years of age) as part of the combined

phase 1/3 pivotal study. The subjects received either of the products as a single intravenous.infusion.
The mean (= SD) and median dose of RIXUBIS in the per protocol analysis set (n=23 T
were 74.69+2.37 and 74.25 1U/kg, respectively, with a range of 71.27 to 79.38 I JiK
pharmacokinetic parameters were calculated from factor IX activitiy measureme
obtained up to 72 hours following each infusion.
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The pharmacokinetic evaluation was repeated for RIXUBIS in an open-label, uncontrolled study with
RIXUBIS in male subjects who participated in the initial PK crossover study and had received
prophylaxis with RIXUBIS for 261 weeks (mean + SD) and accumulated at least 30 exposure days
(EDs) to RIXUBIS. The RIXUBIS dose range in the repeat pharmacokinetics study

was 64.48 to 79.18 U/kg (n=23).

Pharmacokinetic parameters for evaluable subjects (per-protocol analysis) are presented in the table
below.

Parameter RIXUBIS RIXUBIS
Initial cross-over study (N=25) Repeat Evaluation
(N=23)

AUCy7p (TUhr/dL)? 1067.81+238.42 1156.15+259.44
Mean+SD 1108.35 (696.07-1571.16) 1170.26 (753.85-1626.81)
Median (range)
Incremental recovery at Cu, 0.87+0.22 0.95+0.25
(TU/dL:IU/kg)" 0.88 (0.53-1.35) 0.93 (0.52-1.38)
Mean £SD
Median (range)
Half-life (hr) 26.70+9.55 25.36+6.86
Mean+SD 24.58 (15.83-52.34) 24.59 (16.24-42.20)
Median (range)
Conx (1U/dL) 66.22+15.80 72.75£19.73
Mean+SD 68.10 (41.70-100.30) 72.40 (38.50-106.30)
Median (range)
Mean residence time (hr) 30.82+7.26 29.88+4.16
Mean+SD 28.93 (22.25-47.78) 29.04 (21.32-37.52)
Median (range)
V. (dL/kg) 2.02+0.77 1.79+0.45
Mean+SD 1.72 (1.10-3.94) 1.74 (1.12-2.72)
Median (range)
Clearance (dL/(kg.hr)) 0.0644+0.0133 0.0602+0.0146
Mean=SD 0.0622 (0.0426-0.0912) 0.0576 (0.0413-0.0945)
Median (range)

Area under the plasma concentration-time curve from time 0-72 hours post-infusion.
b

Calculated as (Cuay-baseline factor IX) divided by the dose in IU/kg, where C,p, is the maximal
post-infusion factor IX measurement.
Volume of distribution at steady state

Incremental recovery 30 minutes after infusion was determined for all subjects in the combined
phase 1/3 study at exposure day 1, at their week 5, 13, and 26 visits, and at the time of study
completion or termination, if it did not coincide with the week 26 visit. The data demonstrate that the
incremental recovery is consistent over time (see table below).

Exposure Week 5 Week 13 Week 26 At study
Day 1 (N=71) (N=68) (N=55) completion/
(N=73) termination®
(N=23)
Incremental 0.79+0.20 0.83+0.21 0.85+0.25 0.89+0.12 0.87+0.20
recovery 30 min 0.78 0.79 0.83 0.88 0.89

after infusion (0.26-1.35) (0.46-1.48) (0.14-1.47) (0.52-1.29) (0.52-1.32)
(IU7dL: TU/kg)*
Mean+SD _;‘*_"_;
Median (range) VA

g Calculated as (Cjops-baseline factor IX) divided by the dose in [U/kg, where G 'fm;xs :ghe factor
[X measurement 30 minutes after infusion. NIET 23

ifd rFE
[f not coinciding with week 26 visit. /
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Paediatric population (previously treated patients younger than 12 years)

All 23 male subjects underwent an initial pharmacokinetic evaluation of RIXUBIS in a non-bleeding
state as part of the combined phase 2/3 paediatric study. Subjects were randomised to one of two blood
sampling sequences to reduce the burden of frequent blood draws on the individual subjects. The mean
(+ SD) and median dose of RIXUBIS in the full analysis set (n=23)

was 75.50 £ 3.016 and 75.25 IU/kg, respectively, with a range of 70.0 to 83.6 [U/kg. The
pharmacokinetic parameters were calculated from factor IX activity measurements in blood samples
obtained up to 72 hours following the infusion.

Pharmacokinetic parameters for all subjects (full analysis set) are presented in the table below.

Parameter < byears 6 - <12 years All
(N=11) (N=12) (N=23)

AUC;¢ (IU.hr/dL)* 723.7+119.00 886.0 + 133.66 808.4 + 149.14
Mean+SD 717.2 (488-947) 863.7 (730-1138) 802.9 (488-1138)
Median (range)
Half-life (hr) 27.67+2.66 23.15+1.58 2531+3.13
Mean+SD 27.28 (24.0-32.2) 22.65 (21.8-27.4) 24.48 (21.8-32.2)
Median (range) ot
Mean residence time (hr) 30.62 +3.27 2531+1.83 27.85+3.73
Mean+=SD 30.08 (26.2-36.2) 24.74 (23.7-30.3) 26.77 (23.7-36.2)
Median (range)
V..’ (dL/kg) 3.22+0.52 221+£0.32 2.7+0.67
Mean+SD 3.16 (2.65-4.42) 2.185 (1.70-2.70) 2.69 (1.70-4.42)
Median (range)
Clearance (dL/(kg.hr)) 0.1058 £ 0.01650 0.0874 = 0.01213 0.0962 + 0.01689
Mean+SD 0.1050 (0.081-0.144) | 0.0863 (0.069-0.108) | 0.0935 (0.069-0.144)
Median (range)

a
b

Area under the plasma concentration-time curve from time 0 to infinity.
Volume of distribution at steady state

Incremental recovery 30 minutes after infusion was determined for all subjects in the combined

phase 2/3 study at the initial pharmacokinetic evaluation (exposure day 1), at week 5, 13, and 26 visits,
and at the time of study completion or terminati on, if it did not coincide with the week 26 visit. The
data demonstrate that the incremental recovery is consistent over time across all paediatric age groups.
See tables below.

Incremental recovery for RIXUBIS 30 minutes after infusion. both paediatric age groups:

Incremental PK (ED 1) Week 5 Week 13 Week 26
recovery 30 min All All All All

after infusion (N=22) (N=23) (N=21) (N=21)
(TU/ML: TU/kg)? 0.67 +0.16 0.68+0.12 0.71 +0.13 0.72+0.15
Mean+SD 0.69 0.66 0.66 0.734
Median (range) (0.31-1.00) (0.48 -0.92) (0.51-1.00) (0.51-1.01)

a

Calculated as (Csomip-baseline factor IX) divided by the dose in IU/kg, where Csgp, is the factor
IX measurement 30 minutes after infusion.
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Incremental recovery for RIXUBIS 30 minutes after infusion, paediatric patients < 6 years:

Incremental PK(ED 1) Week 5 Week 13 Week 26
recovery 30 min All All All All

after infusion (N=10) (N=11)" (N=10) (N=10)
(IU/L: TU/kg)* 0.59+0.13 0.63+0.10 0.68+0.12 0.65+0.13
Mean+SD 0.59 0.6 0.66 0.61
Median (range) (0.31-0.75) (0.49-0.80) (0.51-0.84) (0.51-0.84)

8 Calculated as (Csgmg-baseline factor IX) divided by the dose in TU/kg, where Csom, is the factor
IX measurement 30 minutes after infusion.

Incremental recovery for RIXUBIS 30 minutes after infusion, paediatric patients 6 to < 12 years:

Incremental PK (ED 1) Week 5 Week 13 Week 26
recovery 30 min All All All All

after infusion (N=12) (N=12) (N=11) (N=11)
(TU/L: TU/kg)* 0.73+0.16 0.73+0.13 0.73+0.14 0.8+0.14
Mean+=SD 0.71 (0.51-1.00) 0.70 (0.48-0.92) | 0.70 (0.54—1.00) | 0.78 (0.56-1.01)
Median (range)

2 Calculated as (Csomin-baseline factor IX) divided by the dose in IU/kg, where Csop, is the factor
IX measurement 30 minutes after infusion.

5.3  Preclinical safety data

RIXUBIS was not thrombogenic at a dose of 750 IU/kg in a rabbit stasis model (Wessler-Test).
RIXUBIS did not cause any adverse clinical, respiratory, or cardiovascular effects up to 450 [U/kg in
cynomolgus monkeys. :

No investigations on carcinogenicity, fertility impairment, and fetal development have been
conducted.

RIXUBIS was well tolerated in single dose and repeated dose toxicity studies conducted in mice, rats
and cynomolgus monkeys up to doses of 7500 [U/kg (single dose) and 750 IU/kg (repeated
application).

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Powder

Sucrose
Mannitol
Sodium chloride
Calcium chloride
L-Histidine
Polysorbate 80

Solvent
Sterilised water for injections
6.2  Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with othe%,‘éﬁ%ﬁ%??
SN2
%

products. %/, NN
kY A\

Only plastic luer-lock syringes should be used with this product. Incorrect dosing can q‘pglfn’rgt%;;
consequence of human coagulation factor IX adsorption to the internal surfaces of some infusion
equipment. ' S
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6.3  Shelf life
3 years.

Chemical and physical in-use stability has been demonstrated for 3 hours at a temperature not

above 30°C. From a microbiological point of view, unless the method of reconstitution precludes the
risk of microbial contamination, the product should be used immediately. If not used immediately,
in-use storage times and conditions are the responsibility of the user. Do not refrigerate.

6.4  Special precautions for storage

Store below 30°C.
Do not freeze.

For storage conditions after reconstitution of the medicinal product, see section 6.3.
6.5  Nature and contents of container and special equipment for use

One pack contains a powder vial (type I glass) with a stopper (butyl rubber) and a flip-off seal, a vial
containing 5 ml solvent (type I glass) with a stopper (chlorobutyl rubber) and a flip-off seal and a
needle-less reconstitution device (BAXJECT II).

Pack size of 1.

6.6  Special precautions for disposal and other handling

RIXUBIS is to be administered intravenously after reconstitution of the powder with the provided
solvent.

- For reconstitution use only the solvent and the reconstitution device (BAXIECT II) provided in
the pack.

- For administration the use of a luer-lock syringe is required.

- Do not use if the BAXJECT II device, its sterile barrier system or its packaging is damaged or
shows any sign of deterioration.

Reconstitution
Use Aseptic Technique

1. If the product is stored in a refrigerator, take both the RIXUBIS powder and solvent vials from

the refrigerator and let them reach room temperature (between 15°C and 30°C).

Wash your hands thoroughly using soap and warm water.

Remove caps from powder and solvent vials.

Cleanse stoppers with alcohol swabs. Place the vials on a flat clean surface.

Open the package of BAXJECT II device by peeling away the paper lid without touching the

inside (Fig. a). Do not remove the device from the package.

Turn the package over and insert the clear plastic spike through the solvent stopper. Grip the

package at its edge and pull the package off BAXJECT II (Fig. b). Do not remove the blue cap

from the BAXJECT II device.

7y With BAXJECT II attached to the solvent vial, invert the system so that the solvent vial is on
top of the device. Insert the white plastic spike through the RIXUBIS stopper. Thg%ﬁw}mﬂ\
draw the solvent into the RIXUBIS vial (Fig. c). 7N

N e baeD)

N
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8. Swirl gently until all material is dissolved. The product dissolves rapidly (within 2 minutes).
Be sure that RIXUBIS is completely dissolved, otherwise not all reconstituted solution will pass
through the device filter. Reconstituted medicinal products should be inspected visually for
particulate matter and discoloration prior to administration. The solution should be clear or
slightly opalescent. Do not use solutions that are cloudy or have deposits.
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Do not refrigerate the preparation after reconstitution.
Use immediately.

Administration
Use Aseptic Technique

1. Remove the blue cap from BAXJECT II. Do not draw air into the syringe. Connect the
syringe to BAXJECT II (Fig. d).

2 Invert the system (the vial with the reconstituted solution has to be on top). Draw the

reconstituted solution into the syringe by pulling the plunger back slowly (Fig. e).

Disconnect the syringe.

4. Attach a butterfly needle to the syringe. Inject intravenously. The solution should be
administered slowly, at a rate as determined by the patient’s comfort level, not to exceed 10 ml
per minute.

L

Fig. d Fig. e

Whenever possible, please record the name of the product and the batch number every time you use
RIXUBIS (e.g. in your diary) to keep track of the products and product batches you have used.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

A MARKETING AUTHORISATION HOLDER

Baxalta Innovations GmbH
Industriestrasse 67

A-1221 Vienna

Austria
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8.  MARKETING AUTHORISATION NUMBER(S)
EU/1/14/970/001
EU/1/14/970/002
EU/1/14/970/003

EU/1/14/970/004
EU/1/14/970/005

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 19 December 2014

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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A.  MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance

Baxter AG

UferstraBBe 15

A-2304 Orth an der Donau
Austria

Name and address of the manufacturers responsible for batch release

Baxalta Belgium Manufacturing SA
Boulevard René Branquart 80
B-7860 Lessines

Belgium

Baxter SA

Boulevard René Branquart 80
B-7860 Lessines

Belgium

The printed package leaflet of the medicinal product must state the name and address of the

manufacturer responsible for the release of the concerned batch.

B.  CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product

Characteristics, section 4.2).

C.  OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

° Periodic Safety Update Reports

The requirements for submission of periodic safety update reports for this medicinal product are

set out in the list of Union reference dates (EURD list) provided for under Article 107¢(7) of

Directive 2001/83/EC and any subsequent updates and published on the European medicines
web-portal.

D.  CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

o Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in

the agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed
subsequent updates of the RMP.
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An updated RMP should be submitted:

At the request of the European Medicines Agency;

Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk profile
or as the result of an important (pharmacovigilance or risk minimisation) milestone being
reached.
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

| 1. NAME OF THE MEDICINAL PRODUCT

RIXUBIS 250 IU powder and solvent for solution for injection
Nonacog gamma (recombinant human coagulation factor IX)

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

1 vial: 250 TU nonacog gamma, approx. 50 IU/ml after reconstitution with 5 ml solvent.

| 3. LIST OF EXCIPIENTS

Excipient with known effect: sodium (from sodium chloride)
Excipients: sucrose, calcium chloride, histidine, mannitol, polysorbate 80.

Solvent: sterilised water for injections

L4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection

Contents: 1 powder vial, 1 solvent vial, 1 BAXJECT II device

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
For intravenous use. single use only.

OF THE SIGHT AND REACH OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the sight and reach of children.

Ii OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP:

Use immediately.
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9. SPECIAL STORAGE CONDITIONS ]

Store below 30°C.
Do not freeze.

10.  SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER —’

Baxalta Innovations GmbH
A-1221 Vienna
Austria

12.  MARKETING AUTHORISATION NUMBER(S) ]

EU/1/14/970/001

13. BATCH NUMBER

Lot:

| 14.  GENERAL CLASSIFICATION FOR SUPPLY |

| 15.  INSTRUCTIONS ON USE ]

| 16.  INFORMATION IN BRAILLE |

RIXURIS 250

| 17.  UNIQUE IDENTIFIER — 2D BARCODE ]
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VIAL LABEL FOR THE POWDER

MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

u. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

RIXUBIS 250 IU powder for injection
Nonacog gamma
IV use

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use.
Single use injection.

[3.  EXPIRY DATE

EXP:

| 4. BATCH NUMBER

Lot:

[ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

250IU

6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL FOR THE SOLVENT

Ll. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Sterilised water for injections

| 2. METHOD OF ADMINISTRATION !

| 3. EXPIRY DATE ]
EXP:
4. BATCH NUMBER ]
Lot:

| 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT |
5ml

| 6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

RIXUBIS 500 IU powder and solvent for solution for injection
Nonacog gamma (recombinant human coagulation factor IX)

| 2 STATEMENT OF ACTIVE SUBSTANCE(S)

I vial: 500 TU nonacog gamma, approx. 100 IU/ml after reconstitution with 5 ml solvent.

| 3. LIST OF EXCIPIENTS

Excipient with known effect: sodium (from sodium chloride)
Excipients: sucrose, calcium chloride, histidine, mannitol, polysorbate 80.

Solvent: sterilised water for injections

| 4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection

Contents: 1 powder vial, 1 solvent vial, 1 BAXJECT II device

[ 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
For intravenous use, single use only.

OF THE SIGHT AND REACH OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP:

Use immediately.
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9. SPECIAL STORAGE CONDITIONS |

Store below 30°C.
Do not freeze.

10.  SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Baxalta Innovations GmbH

A-1221 Vienna

Austria

12. MARKETING AUTHORISATION NUMBER(S) ]
EU/1/14/970/002

13.  BATCH NUMBER ]
Lot:

| 14.  GENERAL CLASSIFICATION FOR SUPPLY |

| 15. INSTRUCTIONS ON USE ]
| 16.  INFORMATION IN BRAILLE ]
RIXURIS 500

| 17. UNIQUE IDENTIFIER — 2D BARCODE ]
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VIAL LABEL FOR THE POWDER

MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

Ll. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

RIXUBIS 500 IU powder for injection
Nonacog gamma
IV use

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use.
Single use injection.

3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

500 IU

6. OTHER




197

MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAG ING UNITS

VIAL LABEL FOR THE SOLVENT

1.  NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION j

Sterilised water for injections

| 2. METHOD OF ADMINISTRATION |

| 3. EXPIRY DATE |

EXP:

| 4. BATCH NUMBER

L.ot;

[ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

Sml

6.  OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON
1. NAME OF THE MEDICINAL PRODUCT B
RIXUBIS 1000 IU powder and solvent for solution for injection
Nonacog gamma (recombinant human coagulation factor IX)
| 2. STATEMENT OF ACTIVE SUBSTANCE(S) ]

I vial: 1000 IU nonacog gamma, approx. 200 [U/ml after reconstitution with 5 ml solvent.

[ 3. LIST OF EXCIPIENTS

Excipient with known effect: sodium (from sodium chloride)
Excipients: sucrose, calcium chloride, histidine, mannitol, polysorbate 80.

Solvent: sterilised water for injections

4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection

Contents: 1 powder vial, 1 solvent vial, 1 BAXJECT II device

1 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
For intravenous use, single use only.

OF THE SIGHT AND REACH OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the sight and reach of children.

L‘?. OTHER SPECIAL WARNING(S), IF NECESSARY

[ 8. EXPIRY DATE

EXP:

Use immediately.
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| 9. SPECIAL STORAGE CONDITIONS

Store below 30°C.
Do not freeze.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11.  NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Baxalta Innovations GmbH
A-1221 Vienna
Austria

| 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/970/003

| 13.  BATCH NUMBER

Lot:

I 14.  GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

| 16.  INFORMATION IN BRAILLE

RIXURBIS 1000

|J7. UNIQUE IDENTIFIER - 2D BARCODE

[ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

bc
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VIAL LABEL FOR THE POWDER

MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

u. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

RIXUBIS 1000 IU powder for injection
Nonacog gamma
IV use

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use.
Single use injection.

[ 3. EXPIRY DATE ]
EXP:
4. BATCH NUMBER ]
Lot:

| 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT |

1000 TU

6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL FOR THE SOLVENT

‘ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Sterilised water for injections

2. METHOD OF ADMINISTRATION |

| 3. EXPIRY DATE |

EXP:

| 4. BATCH NUMBER

Lot:

l 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

Sml

| 6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

| 1. NAME OF THE MEDICINAL PRODUCT

RIXUBIS 2000 IU powder and solvent for solution for injection
Nonacog gamma (recombinant human coagulation factor IX)

LZ. STATEMENT OF ACTIVE SUBSTANCE(S)

1 vial: 2000 IU nonacog gamma, approx. 400 IU/ml after reconstitution with 5 ml solvent.

| 3. LIST OF EXCIPIENTS

Excipient with known effect: sodium (from sodium chloride)
Excipients: sucrose, calcium chloride, histidine, mannitol, polysorbate 80.

Solvent: sterilised water for injections

4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection

Contents: 1 powder vial, 1 solvent vial. 1 BAXJECT II device

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
For intravenous use, single use only.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY |

| 8. EXPIRY DATE ]

EXP:

Use immediately.
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9. SPECIAL STORAGE CONDITIONS ]

Store below 30°C.
Do not freeze.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

ul. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Baxalta Innovations GmbH
A-1221 Vienna
Austria

le. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/970/004

13. BATCH NUMBER ]

Lot:

L14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE ]
RIXUBIS 2000

| 17.  UNIQUE IDENTIFIER — 2D BARCODE

] 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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VIAL LABEL FOR THE POWDER

MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION |

RIXUBIS 2000 IU powder for injection
Nonacog gamma
IV use

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use.
Single use injection.

[3.  EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

2000 1U

| 6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL FOR THE SOLVENT

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Sterilised water for injections

| 2. METHOD OF ADMINISTRATION ]

| 3. EXPIRY DATE ]

EXP:

4. BATCH NUMBER

Lot:

| 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

| 1. NAME OF THE MEDICINAL PRODUCT

RIXUBIS 3000 IU powder and solvent for solution for injection
Nonacog gamma (recombinant human coagulation factor IX)

2. STATEMENT OF ACTIVE SUBSTANCE(S)

1 vial: 3000 IU nonacog gamma, approx. 600 IU/ml after reconstitution with 5 ml solvent.

[ 3. LIST OF EXCIPIENTS ]

Excipient with known effect: sodium (from sodium chloride)
Excipients: sucrose, calcium chloride, histidine, mannitol. polysorbate 80.

Solvent: sterilised water for injections

B PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection

Contents: 1 powder vial, 1 solvent vial, | BAXJECT II device

3. METHOD AND ROUTE(S) OF ADMINISTRATION j

Read the package leaflet before use.
For intravenous use, single use only.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY |

| 8. EXPIRY DATE [

EXP:

Use immediately.
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9.  SPECIAL STORAGE CONDITIONS ]

Store below 30°C.
Do not freeze.

10.  SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

[ 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER ]

Baxalta Innovations GmbH
A-1221 Vienna
Austria

| 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/970/005

13. BATCH NUMBER

Lot:

| 14.  GENERAL CLASSIFICATION FOR SUPPLY ]

| 15. INSTRUCTIONS ON USE ]

| 16.  INFORMATION IN BRAILLE |

RIXUBIS 3000

[ 17. UNIQUE IDENTIFIER — 2D BARCODE ]

2D barcode carryin

[ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL FOR THE POWDER

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION ]

RIXUBIS 3000 IU powder for injection
Nonacog gamma
IV use

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use.
Single use injection.

| 3. EXPIRY DATE

EXP:

| 4. BATCH NUMBER

Lot:

[é. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

3000 IU

| 6.  OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL FOR THE SOLVENT

[ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION ]

Sterilised water for injections

| 2. METHOD OF ADMINISTRATION ]

(3. EXPIRY DATE |

EXP;

| 4. BATCH NUMBER

Lot:

b. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

Sml

| 6. OTHER




