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Lie#t sikapChKui 3aci0 3HAXOXUTBCA M1 MOAATBIINM KOHTPOnéM. Lle 103BoAATHME WIBMIKO BUABIATH

HOBY iHopmauiio 3 Gesneku. [TpoxaHHs 10 crenjamicTis cepd OXOPOHH 370POB'A MOBIIOMIATH MPO
Oyap-siki mizo3proani nobiusi peakuii. [HhopMaLliio Mpo Te, IKMM YMHOM MOBIAOMIATH PO MOGIUHI peaki.

IWB. y pos3zini 4.8. V., //54{5:3’ (o2 r_ilj-g

1. HA3BA JIIKAPCBKOI'O 3ACOBY

PIKCVYBIC 250 MO nopomok Ta po34HHHHK I PO3YMHY JUIS iH'eKif
PIKCVBIC 500 MO nopowiok ta po34MHHHK /14 PO3YMHY AN {H'€KILiH
PIKCYBIC 1000 MO nopoluok Ta po3uHHHHK U1 PO3YHHY JUISl iH €Ki
PIKCYBIC 2000 MO nopolnok Ta po34MHHHK I PO3YHHY 1A iH'€KLiii
PIKCVYBIC 3000 MO nopoIuok Ta po34MHHHK UL PO3YHHY 1S iH'eKILifi

2. AKICHUM TA KUIBKICHUI CKJIAJL

PIKCVBIC 250 MO nopolok Ta po34iHHHK TS PO3YHMHY JUIS iH'€KLLii

B onHomy (nakoHi MicTHTbCS HOMiHaTbHA Kinekicte 250 MO  HoHakor ramma, ToGTO
pekomOiHaHTHOrO (hakTopa 3ropranHsa kposi moauan IX (p/IHK), mo sixnosinae koruentpauii 50 MO/mn
MICTIst BIAHOB/IEHHS NPEnapary IISXOM 3aCTOCYBAHHA 5 M/ pO3UHHHMKA.

PIKCVBIC 500 MO nopouiok ta po34nHHUK 1 PO3UHHY 1714 iH'€KuUii

B oxHomy dnakoni MmicTHThCs HOMiHaibHa Kigbkicts 500 MO HoHakor ramma. TOGTO
pexoMmOiHaHTHOrO (hakTopa sroptans kposi moannn [X (pJIHK), mo sinnosinae konuentpauii 100 MO/Ma
Mic/is BUIHOB/EHHS MPENapaTy LUUISXOM 3aCTOCYBAHHA 5 M/ PO3YMHHHUKA.

PIKCVEIC 1000 MO nopolok Ta po3YuHHHEK U1 PO3UUHY 175 iH'eKLifi

B oanomy (Qnakoni MicTHTHCS HOMiHambHa Kinbkicts 1000 MO HoHakor ramma. TOOTO
pekoMOiHaHTHOTO (hakropa sropraHHs kposi moaunn X (p/IHK). mo sixnosinae konuentpauii 200 MO/m
Mic/is BIIHOBJIGHHS Mperapary UUILXOM 3aCTOCYBAHHSA 5 M PO34HHHHKA.

PIKCVBIC 2000 MO nopouok Ta po34MHHMK JUIS DO3UMHY JIs iK€

B onHomy ¢nakoni MicTHThCs HOMiHadpHa KimbkicTs 2000 MO HoHakor ramma, TOGTO
pexomOiHaHTHOrO (akTopa 3roprants kposi momunn IX (p/IHK), wo sianosinae konuentpauii 400 MO/mx
1iC/1sl BiIHOBJIEHHS TIPENapary ULIAXOM 3aCTOCYBAaHHS 5 M/ PO3UMHHHKA.

PIKCYBIC 3000 MO 1opomok Ta po34HHHUK /Ul PO3YHHY JIIsl iH'€KLifi
B onxomy (rakoHi MicTHThCS HOMiHANBHA KinbKicTs 3000 MO HOHAKOT ramMma; To6To
pekoMOiHaHTHOrO (hakropa sropranus kposi moaunu IX (p/JHK). wo Bianosinae kouuenTpatii 600 MO/Mi
Mic/s BiAHOBIEHHS [npenapary HUIaXoM 3aCTOCYBAHHA SwMn PO3YHMHHMKA.

AktuHicTe (MO) BH3HAYAETLCA METONOM ONHOCTANiMHOTO aHamizy (akTOpiB 3roOpPTAHHA KpOBI
€eponeiicskol Mapmakorer.

Creuncivna akrusHicTs npenapaty PIKCYBIC cranosuts npubausto 200-390 MO/Mr Gifka.

Honakor ramma (pekomGinanTHmiT dakTop 3ropranns kposi IX) — 1e o4HIIeHHiT OXHONAHIFOrOBHit
rikonpotTeid, mwo Mictuth 415 amiHoKuMCIOT. BiH BUrOTOBNAETBCA HUIAXOM 3aCTOCYBAHHS TEXHOMOTIH
pexomBiHanTHHX JIHK Ha fiHIT KAITHH S€4HHKA KUTAIICHKOro XOM'sSKa.

JonomixHa(-1) pe4oBHHA(-1) BIIOMOT Iii;
B onnomy dnakoni mictutses 19 Mr Harpiio.
[ToBHMi nepenik 10NOMiKHHX PeHOBHH IUB. y po3iti 6.1.

3. IIKAPCBKA ®OPMA

[TopooK i po3uUHHHUK 1018 NPHTOTYBAHHS PO3UMHY 1S iH €KL

[Moporwok Gizoro ado maitxe 6inoro koapopy. PO34MHHUK Npo3opuii i Ge30apeHitil.
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4. KITHUYHI XAPAKTEPUCTUKH
4.1. Tloka3aHHs 115 32CTOCYBAHHS.

JlixyBanHs# i npodinakTiHka KpoBoTeyi y nmauieHTiB 3 reModinielo B (Bpomkennii nedinut dakropa
IX).
Ipenapar PIKCYBIC nokasaHuii nauieHTaM yciX BIKOBHX KaTeropiii.

4.2. Cnioci 3acTOCYyBaHHS Ta 103H.
JlixyBaHHA HeoOX1qHO 311HCHIOBATH i/l HACMALOM JIiKapsA 3 JOCBIIOM JIKyBaHHA remModiiil.

KoHTposs B X0J1i JiKyBaHHA

B xozi nikyBaHHS peKOMEHIY€eThCs 3a0e3reqyBaTH HaJle)KHe BH3HA4YeHH piBHiB (akTopa IX B sKkocTi
Opi€HTHpA TPX NPH3HAYEHHI JO3H U1 3aCTOCYBAHHA | YaCTOTH NOBTOPHMX iH(DY3iil. Peakuis Ha dpakrop IX y
KOXXHOIO OKPEMOTro MatieHTa Mo)ke OyTH Pi3HOIO, i3 pI3HUMH NOKA3HUKAMMU IIE€PIOly HamiBpO3Maay i cTyneHs
BigHOBIeHHA. [TalieHTaM 3 HU3BbKOI0 200 HAIMiPHOK Macol Tijla MOXe OYTH HeOOXIJHOIO KOpeKLis J03H,
pO3paxoBaHoOi Ha OCHOBI MacH Tina. Y BHMNanKy cepio3HMX XipypriuHMX BTpydYaHb BKpail HeoOXiiaHO
3abesnevyBaTu TOYHMI KOHTPOIIbL B XO/1 3aMiCHOT Tepanii HUISXOM [pOoBeIeHHs aHalizy (hakToOpiB 3ropTaHHs
KpogBi (akTuBHicTh (hakTopa IX y minasmi kpoBi).

Jlns toro, mod 3abe3neunT I0CATHEHHA Oa)aHUX piBHIB akTHBHOCTI (hakTopa IX y ra3mi Kposi.
PEeKOMEHIYETbCA TMPOBOIWTH peTelIbHHI KOHTPOIb 3a JI0MOMOrOK BiMOBIIHONO METONY BH3HA4CHHS
akTHBHOCTI (akTopa IX Ta, AKI1O HEOOXiAHO, 31iiiCHIOBATH BIANOBIIHY KOPEKLIlO 103H i YaCTOTH MOBTOPHMX
indysiit. [lpn 3actocyBaHHi oxHocTazmiiiHOro Metolay aHali3y (aKTOpiB 3ropraHHs KpOBi in vitro 3a
nokazHukamu TpomborutactiuHosoro vacy (AUTY) ans uszHavuenHs aktuBHOCTI (axtopa [X y npobax kposi
Nali€HTIB pe3y/bTaTH WOA0 akTUBHOCTI (akropa [X MOXYTh CyTTEBO 3anexard sK Bid pisHOBHIY
AYTY-pearenty, TaK i Bil CTAHIAPTY MOPiBHSAHHI, BUKOPUCTAHUX [ NPOBE/ICHHA ananisy. Lle € BaxmBiM
0co0JIMBO 1pHU 3MiHi Tadoparopii Ta/abo peareHTiB, 110 BUKOPHCTOBYIOThCA /LIS aHAi3Y.

Hosu

BenuuuHa 1031 | TpUBANICTh Kypcy 3aMicHOI Tepanii 3ayexath Bill ctyneHs gedinuty ¢axropa IX,
BiI Micls po3TaumlyBaHHS | CTyNeHs CepiiOo3HOCTI KPOBOTeYi, a TAKOX Bil KIIHIYHOrO CTaHy, BIKY i
(papmakokiHeTHHHX napamerpiB ¢akropa IX y nauieHTa, TAKMUX SK BeJIMYMHA PUPOCTY BiIHOBIEHHS PiBHA
akTHBHOCTI (hakTopa X Ta nepiony Hamigpo3may.

3acTocoBaHa KileKicTh oauHuLE (akropa IX BupakaeTbes y MikHapomHux oauuuisx (MO), o
CTOCYIOTECS Hapasi dirouoro cranzapry BOO3 nns nikapcbkix 3acobiB Ha ocHOBI (akrtopa IX. AKTHBHICTE
taxropa IX y nnasmi kposi Bupakaerscs abo y npoueHTax (BiJHOCHO HOPMAIBHOTO MOKA3HUKA JUTA TJ1a3MH
KpOBi MOAHHH), 200 y MIKHAPOIHHX OAMHMUAX (BiHOCHO MiKHAapoaHOTO craHapry ans daxtopa [X y
MIazMi Kpoei).

Onna miknaponna oaumuuus (MO) akrusocti (aktopa IX 10piBHIOE NOKa3HHMKY aKTUBHOCTI
(axTopa IX B | MJ1 HOpMalbHOT M71a3MH KPOBI JTFOIHHM.

Jixyeanns npu Heooxionocmi

Po3zpaxyHok HeoOxinnoi no3u ¢axropa X a1 nagienris Bikom 12 pokis i crapiue 30iiiCHIOETECS Ha
OCHOBi OTPHMAHOr0 eMITiPMYHUM ILLIAXOM BHCHOBKY NP0 Te, 110 3aCTOCYBaHHS OMIHI€T MDKHAPOIHOT OMHHLI
(MO) dakropa IX na | kr Macu Tina npu3BoAMTH 10 30inbIIeHHS akTHBHOCTI (aktopa [X y mmasmi na
0,9MO/an (mianason: eia 0,5 mo 1,4 MO/mn) abo Ha 0,9% HOpManbHOI aKTHBHOCTI (SinbIn neTanbHY
iHopmairo aus. y poszaini 5.2).

Heobxinna no3a BU3Ha4Ya€ThCA 3a HaBeICHOK HUKYE (GOPMYIIOH0.

[MauienTn BikoMm 12 pokiB i crapuie:

IloTpiGHa KinbKicTh OXMHMIL = Maca Tifla (kr) x Oakauuii npupict piBHa ¢aktopa IX (% ado MO/an) x
3BOPOTHA BEJIMYMHA MOKAa3HHMKA 3aPEECTPOBAHOrO BiZJHOB/IEHHS akTHBHOCTI (pakTopa [X (,um'Kr) s
. K

PO3PaxoBYETLCA 3a TAKOK (HOPMYIIOH:
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[ToTpiGHa KinbKicTh OMMHHMIB = Maca Tina (kr) x Oakanuii npupicrt piBus ¢akropa IX (% abo MO/an) x
1,1 an/kr

Benuunna 1034 i 9acToTa 3aNJIaHOBAHOTrO 3aCTOCYBAHHSA 3aBXKIM MOBHHHI OYTH CHPAMOBAHHMH Ha
3abesnedeHHs KiHIYHOT eheKTHBHOCTI Y KOXKHOTO KOHKPETHOTO MallieHTa.

V BHNazKy HasBHOCTI HaBeeHHX HIDKYe TeMOpariYHuX ABHIL OKa3HUKY akTHBHOCTI (hakTopa [X He
TIOBHHHI OyTH HM)KYe 3a3HAa4eHOro piBHS aKTHBHOCTI y muiasMi kpoBi (y % Bix Hopmu a6o MO/1) npotsrom
BIINOBIZIHOrO nepioay 4acy. HaBesieHy Husk4e TaOIMLIO MOKHA BUKODHCTOBYBATH UL BU3HAYEHHS 03U IPH
emi3o1ax KpoBOTeyi Ta INpH XipypriuHoMy BTpYYaHHi.

Heo0xinHuii piBeHb

CTyninb TAAKKOCTi KpoBoTeyi/ YacToTa 3acTOCYBAHHS, FOAUHI/

. . ¢daxTopa IX, % abo : . :

Tun xipypriusoro BTpy4aHHs MO/ Tpueaaicts Jikysanns, ani

Kposoteua

PanHI# reMapTpo3, KPOBOBHJIHBH Y 20-40 INosToproiiTe koxHi 24 roxyHy. [IpuHaiiMAi |

M's13H ab0 Y NOpoIKHUHY poTa NeHb, 10 OIPUITHHEHHS KPOBOTEYi, 1po 110
3aCBITYMTE BiACYTHICTE 60110, 200 /10 3aro€HHS
paHu.

Binbm Bupa3HHii reMapTpos, 30-60 TosTopioiite indysito Kokl 24 roauuu

KPOBOBWJIHEH ¥ M'A3H abo npotAaroM 3-4 mHiB abo noBme, 10 3SHUKHEHHA

reMaToma 00mo 1 yCYHEeHHS CHIBHOTO (DYHKITIOHATTEHOTO
TIOPYIIEHHS,

3arpo3mnuBi W15 KATTS KPOBOTEUi 60-100 [NoeToproiite iHdy3i0 kKokHI 8-24 roanun 10

3HUKHEHHA 3arpo3H.

Xipypriuui onepaii
Hesnausi Xipypriusi onepattii, 30-60 KoxHi 24 roaunu, npHHaiMHi | 1eHb, 10
BKJIIOYAIOYH BUIANeHHS 3y0iB 3arOCHHS PaHH.

CepiiozHi Xipvpriudi oneparii

80-100 (nepen [ToeTopioiite iHQY3i0 KOXKHI 8-24 rOIMHHU 10
onepauiem Ta meias HaJIEIKHOTO 3aro€HHA paHH, micis 4oro
Hel) MPOBO/BLTE JIIKYBaHHA NPUHANMHI e 7 IHIB

IUIS YTPUMaHHA MOKa3HHKa aKTHBHOCTI
thaktopa [X Ha piBHi Bix 30% 10 60% (MO/an).

PetenbHuil koHTponb nepebiry zamicHol Tepamii € 0cOONHBO BaK/IMBMM Yy BHUIAIKax Cepiio3HOro
XipypriuHoro Brpy4aHHs abo 3arpo3IHBOL I KHTTA KPOBOTEi.

Ipoghinaxmura

Jnsa tpusanoi npodinakTHkn KpoBoTeui y nauieHTiB BikoM |2 pokiB i craplue 3 TAXKKOK GopMoro
remoisii B, sk npasuno, 3actocoByroThes 1034 Bin 40 1o 60 MO dakropa IX Ha 1 kr mack Tina 3 iHTepBaom
3-4 nui. YV edakHMX BHMAJKaxX, B 3a7eKHOCTI BiJ (hapMakOKiHeTHKH, BIKY, (EHOTHITY LIOL0 KpPOBOTEdi Ta
cryneds (i3HuHO! AKTMBHOCTI Y KOXXHOTO OKpPeMOro MallieHTa, MOXe CTaTH HeoOXiIHMM 3acTOCyBaTH
KopoTii iHTepBanu abo GibLIi 103K npenapary.

Besnepepana ingyzis
He sBoautn npenapar PIKCYBIC winsixom GesnepepBHoi iH(y3il.

Hayienmu nediampuurnozo npoino

JlikyBaHHs npH HEOOXiAHOCTI.
Po3zpaxyHok HeoOxinHol no3u dakropa IX nis nauienTis Bikom monoauue 12 pokis 3mncmocy£a Ha

OCHOBI OTPUMAHOI0 eMMNIpHYHHM LIIAXOM BUCHOBKY PO Te, LU0 3aCTOCYBAHHA OIHI€ET MiXkHa

(MO) akropa IX Ha | kr macu Tina npu3BOAMUTH 10 30ib1IEHHA aKTUBHOCTI akTopa 1X

0,7 MO/an (aianason: Big 0,31 no 1,0 MO/an) ao Ha 0,7% HOpManbHOL a:cmaﬂocw'

iHhopmauito auB. y posaini 5.2). {]
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HeobxinHa 103a BU3HAYAETHCS 32 HABEIEHOIO HIKYE GOPMYIIOH.
[TanienTtH Bikom Monoawe 12 pokis:

TotpibHa kinekicTs oguHMLL = Maca Tina (kr) x Oaxkanuii npupict piBHs ¢akropa IX (% abo MO/mn) x
3BOPOTHA BeIMYMHA MOKA3HHKA 3apeecTPOBAHOIO BiTHOBIEHHA aKTUBHOCTI (JU1/Kr)

Jna moertamHOro MpPUpPOCTY BiZHOBNeHHs piBHA aktHBHocTi Ha 0,7 MO/an ma 1 MO/kr no3a
PO3paxoBYETHCSA 32 TAKOK (OPMYIIOHD:

IMoTpiOHa KinBKiCTh OOMHMLL = Maca Tina (kr) X OGaxaHui npupicT piBHa ¢akropa IX (% a6o MO/mn) x

1,4 no/kr

Jlna Bu3Ha4eHHs J03M NpH emi3oJax KpOBOTedi Ta XipypriyHoMY BTpYUYaHHI MOXKHA BUKOPUCTATH TY
K caMmy Tabnuio, mo # Ans A0pociuX (AMB. BHIIE).

[Npodinakruka.

Jliana3oH pekOMeHI0BaHHUX /103 NP JiKyBaHHI NALi€HTIB neaiaTpuaHOro npodiio BIKOM MOJIOILIE
12 pokie cranoButs Big 40 no 80 MO/kr 3 inTepBasiom 3-4 mHi. ¥V meskuX BHNENKAX, B 3aJ€kKHOCTI Bil
(papmMakoKiHETHKH, BiKY, ()eHOTHITY LI0ZI0 KPOBOTEYi Ta CTYNeHA ()i3M4HOI aKTUBHOCT] Y KOKHOTO OKPEMOTo
MalieHTa, MOXe CTaTH HeoOXiIHMM 3acTOCYBaTH KOPOTII iHTepBanu ado Binesuri 1031 npenapary.

Crocid 3acTocyBaHHA

BHyTpillIHbOBEHHE BBE/ISHHS,

VY BUNAAKy BBEAEHH: [penapary caMMM nauieHtom ado ocoboro, ska JOrIsAjac 3a MauieHToM, ix
HeOOXIIHO HaneXHMM YWHOM HAaBYMTH BMKOHaHHIO Takoi mpouenypu. Ilpenmapar PIKCVYBIC weodximHo
BBOZIMTH Ha IIBHIKOCTI, 110 3a0e3medye KoMGOPTHICTb NaLlieHTa, MakcuMyM 10 10 Mi/xs.

[licns BinHOBNEHHS mpenapaty #Oro po3uMH € npo3opuM, Oe3bapBHUM, 6e3 CTOPOHHIX MeXaHiqHHX
BKJIFOYEHS, 3 pH 6,8-7,2. [TokasHUK oCMONANBHOCTI — noHaz 240 MOCMOIIB/KT.

[HCTpYKUIT 111010 BIAHOBIEHHS NiKapCHKOTrO 3ac00y mnepes ioro BReleHHsIM JHB. y po3aini 6.6. [1pu
BBEJIEHHI 1IbOr0 Npenaparty Heo0XiIHO 3aCTOCOBYBATH JIMILE TUTACTHKOBI MITIPHULI 3 HakoHeuHHKoM Jlioepa.

4.3. IlpoTunoxkazanus.

[Tinumena 4yTaMBICTh 10 Hi040T pedoBHHHM abo Gy1b-9KOI TOMOMIKHOI PEYOBHHHM, 3a3HAYEHOT Y
nepeniky B po3imi 6.1.
Binoma aneprivna peaxiiis Ha Oiakn XoM'sKka.

4.4. OcobanBi 3acTepeskenHs Ta 3an00ixKHi 3aX01H MPH 3aCTOCYBAHHI.

[ligBuIIeHa YYTIUBICTD
[MoBizomnsiocs npo peakuii MiABMIIEHOI YYTJIMBOCTI aneprivHol MPMPOLM MPH 3aCTOCYBaHHI

npenapaty PIKCYBIC. Jlikapcekuii 3aci6 MiCTHTh 3aIHIIKOBY KilbKicTh OinkiB Xom'aka. [Ipy BHHHKHEHHI
CHMIITOMIB MiJIBHIIEHOT Yy TIHBOCTI MauieHTaM abo ocodaM, AKi A0rIS1aI0Th 32 HUMH, Tpeba peKOMeH/IyBaTH
HEeraiHO NMPHITMHHTH 3aCTOCYBAHHA JikapcbKOro 3acoly i 3BepHYTHCH 70 cBOro fikaps. [lauientie TpeGa
O3HAOMHMTH 3 paHHIMM CHMIOTOMaMHM peakuii MiABUINEHOI HYTAMBOCTI. BKJIIOYAIOYH KPOMMB'SHKY,
reHepanizoBaHy KPOIHB'AHKY, CTHCHEHHS y IPYAsAX, IHXaHHA 3 IPUCBHCTOM, MMOTOHIIO Ta aHadinakciio.

Pr3uk € HallBUIIHMM Ha paHHIX eTanax MoYaTKy 3aCTOCYBaHHs KOHUeHTpaTiB (akropa IX v nauieHTis,
AKi padille He MpPOXOAWIM JKYBaHHA, OCOONMBO Yy MAUI€HTIB 3 BHCOKAM PH3MKOM IeHHHMX MyTalii. B
jniTeparypi MOBiAOMISANOCA MPO 3B'A30K MiX MOABOK iHridiTopy (akropa IX Ta amepriqHUMM peakuisMH,
0COOJIMBO Yy MALIEHTIB 3 BUCOKHM DH3MKOM FeHHHX MYyTauiil. BHacnigok 1poro nauieHTiB 3 anepriuHumu
peaxuisiMi HeOOXiTHO MepeBipATH Ha HasiBHICTB TaKoro iHridGiTopy.

Y BUMNaKy BUHHUKHEHHS WOKY HEOOXiZIHO HaJaTH CTaHAAPTHY MPOTHILOKORY MeIHYH

[uriGiTopu s N/
[Ticna noBTOpHOro JiKYBaHHS JKAPCHKUMHM 3aCO0aMH Ha OCHOBI .-“lro,ﬂcm\'orn,‘jcbﬁ]c}'mjb? 3ropramHs | 2\\ /
'.5‘ ¥4 L 4 I Y& W

: ; _/)’ij ,;f’ BV o4 A
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kposi IX (p[IHK) nauienTiB HeoOXinHO OOCTeXyBaTH HA MpeIMeT BHMHUKHEHHS Y HUX HeHTpaizyloumnx
aHTUTin (iHriGiTopie), KimBKiCTe AKMX TpeOa BM3HAYaTH B OAMHMLEX Beresga (amrn. "BU") wmumsxom
3aCTOCYBaHHS BiANOBIIHOIO MeTORY 6i0MOriYHOroO ananizy

B meparym NOBIIOMIIAIOCS NMPO HASABHICTH 3B'A3KY MiX MOsBOW0 iHribitopy ¢Qaxropa IX Ta
ajeprivHUMM peakuisMu. BHacminok 1BOro namieHTiB 3 TaKHUMH a.ﬂepntummi peakuisMi HeoOXiIHO
NepeRipATH Ha HaSBHICTH Takoro iHribitopy. HeobximHo 3ayBaxkuTH, IO NALIEHTH, y SKHAX 3'SBHIACS
inriGiropu dakropa IX, MaroTh MABHIIEHUH PH3MK PO3BUTKY aHadimakcii B pasi NOBTOPHOrO JKyBaHHA
taxropom IX.

BHacnizok pu3uKy PO3BHTKY aiepriYHMX peakiliii mpM 3acTocyBaHHI KOHUEHTpaTiB akropa IX
noYaTkoBe 3acTocyBaHHs (akropa [X MOBHHHO, HA PO3CY JiKYIOHOro Jikaps, MPOBOIMTHCS MiJ MEIUYHAM
HarjIfaaoM, IO N03BOJAE 3abe3NevuTH HaJaHHA HAIEKHOI MEAMYHOI JOMOMOTH Y BHIAAKY BUHUKHEHHS
aNepriyHuxX peaxuiii.

Hedporuunuii curapom
ITicna cTuMymoBaHHA iHAYKUIT IMyHHOI TONEPaHTHOCTI Y MallieHTiB 3 reModimiero B, y skux Oyiu
npucyTHi iHriGitopn akropa X, Gynm 3apeecTpoBaHi BUNAIKN BHHUKHEHHS He(POTHYHOTO CHHAPOMY.

Tpomboembonis
Yepes noTeHUiiHMIl PH3UK BUHMKHEHHN TPOMOOTHYHMX YCKJIaIHEHb HEOOXIZHO 3anpoBaIHTH

K/IiHIYHE CMOCTEpekKEeHHA /s BUSBJIEHHS PaHHIX O3HaK TPOMOOTHYHOI TA BHCHAXKIMBOI KOAryaomarii
LIIIXOM  BiAMOBiZHOro GionorivHoro adamizy NpH 3acTOCYBaHHI LOro Mpenapary v MalieHTiB i3
3aXBOPIOBAHHAM MEYiHKH, ¥ MA€HTIB Micas onepaitiil, y HOBOHapOIKeHUX Jditeif a0 y Mali€HTIB 3 PU3HKOM
PO3BUTKY TpoMOOTHUHHX siBHIL ado [IB3-cunapomy. Y KoKHOMY 3 TaKMX BHNAJAKIB HeOOXITHO BPAXOBYBATH
nepesard Bin JjikyBauHs npenapatom PIKCVBIC, zpaxkyroum iX Ha Tii PU3HKY BHHHKHEHHS TakKHX
YCKJIa/IHEeHb.

CeplieBo-CYAMHHI ABHLIA

VYV nauieHTiB 3 HasBHUMHM CepUEBO-CYAMHHMMM YHHHHKAMM pH3UKY 3aMicHa Tepamis i3
3actocyBaHHAM (akropy 1X Moxe mnpu3BecTM 10 MiABHIUEHHS DPU3HKY PO3BHTKY CepLEBO-CYIMHHOI
naToJjorii.

YcknanHeHHs, OB'3aHI i3 33CTOCYBaHHAM KaTeTepy

Ilpn HeoOXiAHOCTI 3aCTOCYBAHHA IIEHTPAIbHOTO BeHo3HOro npucrporo (LIBIT) TpeGa Bpaxosysati
MOKJIMBiCTh BUHUKHEHHS YCKJIaOHEeHb, MOB'I3aHuX i3 3actocyBanHsM LIBI1, sxiroyaroun nokansHi iHdekuii,
OakTepieMiro i TpomG03 y Micli KaTeTepu3aLii.

MipkyBaHHs. TIOB'A3aHi 3 HAABHICTIO IONOMIXHUX PEUOBUH

[Ticns BimHOBNeHHA ueii nikapebkuii 3acid micTuts 0,83 MMonb (19 Mr) HaTpio B 0HOMY (JaKoHi.
[le Tpeba BpaxoBYBATH NALEHTAM, SKi JOTPUMYIOTRCH JHETH 3 HUZLKHM BMICTOM HATpilO.

Kosx#oro pasy npu 3actocyBaHnHi y nauienra npenapaty PIKCYBIC HaronerimBo pekoMeHIyeThCs
peECTpyBaTH HA3BY i HOMeEp cepil 1714 36epexeHHs iH(GopMaLil MO0 3B'A3KY Mik KOHKPETHHM MAL[IEHTOM i
CEpi€I0 OO JTIKapChKOro 3acoly.

[TanieHTH negiaTpu4HOro npodiako
Hapeneni BHIle 3acrepexkeHHA i 3arnoODKHI 3aXO/IM € 3aCTOCOBHHMH Y BHMNAJKY JKYBAHHS SK
JIOPOCITHX, TakK i JiTeil.

[lauieHTH MOXKIOrO BIKY

INauientn BikoM 65 poKiB Ta cTapule He 3ajydanudcs 10 y4acTi y KIIHIYHMX JOCHIDKEHHAX
3actocyBanHs npenapaty PIKCVBIC. He pizomo, un IXHs peakuis Ha Take jiKyBaHHs BilIpi3HA€ThCA Bill
peakuii MONOMIIKX nauieHTiB. Sk i y BUMaaKy BCIX iHINMX MALi€HTIB, BUOIp 103K /s JIiKYBaHHS MAL[i€HTIB
MOXMJIOrO BiKy NMOBHHEH 3/ilCHIOBATHCS Ha IHIHBIAYalbHIN OCHOBI.

4.5. Bzaemojis 3 iHINHMH JIKAPCHLKHMH 32c00aMH Ta iHIII BHAH B3aeMOil. jf’ ';"‘.{1‘5“;‘1‘.:1s
— .f‘? <3

:)/ B - 4\‘
He ﬂOBl,ﬂO'\r‘!ﬁﬂﬂOCﬂ npo B3aEMO/IIIO Hl]\apCI:KHX 3aco6iB Ha OCHOBI anKTOPa 31"0[7]'3.)'{['[5[ KPC‘BI ']IOIIHHH\

IX (p/IHK) 3 iHIIHMH NiKapCbKUMU 3acobamMu.
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4.6. ®epTHABHICTB, BAriTHICTH TA FOAYBAHHS FPYLIIO.

HocnimkenHs BruuBy dakropa X Ha penpoayKTHBHY (QYHKLIIO Y TBAPHH He NPOBOAMIMCA. Y 3B'A3KY
3 pimKicTIO YacToTH BMmankiB remodinii B cepex xiHOk HocBin 3acrocyBaHHs ¢aktopa IX mporsrom
BAriTHOCTI Ta roAyBaHHA rpyIIto BincyTHii. TakuMm unHOM, 3acTocoByBatH dakrop [X nporsrom BariTHoCTi
Ta roIyBaHHA PyJIIO CIiJ IMIIe Y TOMY BHMAIKYy, AKIILO Leif Mpenapar € 4iTKo MoKa3aHuM.

Indpopmanis mozo ermBy p@IX (pekomMOiHauTHHHA dakTop [X) Ha hepTHIBHICTb BiZICYTHS.

4.7. 3paTmicTe BIJIMBATH HA WIBHAKICTH peakuil nMpm KepyBaHHi aBToTpaHcnopTom ado podoTi 3
IHIHMH MeXaHi3MamH.
INpenapar PIKCYBIC nHe BruiMBae Ha 3MaTHICTE KEpPYBaTH aBTOTpaHCHOpTOM abo mpalroBaTH 3
IHIIMMH MeXaHi3MaMH.

4.8. IloGiuni ehexTH.

Koporka xapakrepucTrka rnpodimo desneku

Croctepiramues piaki BHNAAKY MiABMIEHO! YyTIMBOCTI ab0 anmepriyHMX peakiiif (ski MOXyTh
BKJIIOYATH aHriOHeBPOTHYHUI HaOpsK, BIIUYTTS MediHHA 1 AepTd B Micli iHQy3il, 03H00., NMpUIKB KPOBI 10
00/MYYsA, reHepasi3oBaHy KpOIMHB'SHKY, TOJOBHUWIT ik, BUCHNAHHSA, TINOTOHIIO, NETApriio, HYAOTY, CTaH
3aHEMOKOEHHS, TaxXiKap/ito, CTUCHEHHs V IPYIsX, I3BiH Y ByXax. OMIOBaHHA, TUXaHHS 3 MPUCBUCTOM), K
JIEKOH MOXKYTh PO3BHHYTHCS 10 BHHMKHEHHs Tskkoi (opMm aHadinakcil (Bkmouaioun mwok). V neskux
BHMajKax Taki peakilii po3BMBAJIMCA Jaki, 10 BAHMKHEHHA TAXKKOI aHadinakcii, i ue BindyBanocs y TicHOMY
4acoBOMY 3B'A3KY 13 MosBoto iHriGitopis dakropa X (aue. Takox po3ain 4.4).

[Ticns cTUMyMIOBaHHS THAYKUIT iIMyHHOT TOMepaHTHOCTI Y MauieHTiB 2 remodiniero B i 3 anepriunumu
peakuiiMU B aHamHesi, y skux Oyau npucyTHi iHriditopu daxropa IX, Oynmu 3apeecTpoBaHi BUMAIKH
BHHHMKHEHHA He()POTUHHOrO CHHIPOMY.

Hysxe pigko cnoctepiranucs BUNAIKH YTBOPEHHS aHTHUTLA 10 OiNkiB XoM'sKa, 110 CYIIPOBOIKYBAIOCH
BHHMKHEHHAM peakiiil miJBHIIeHOT 4y TIHBOCTI.

Y nauientie 3 remodiniero B MoxyTs yTBOprOBaTHCs HeHTpamizyrodi anTtutiza (iuribitopu) mo
¢akropa IX. SIkiio Taki iHriGiTOpH YTBOPIOIOTHCS, Lie MPOSIBISETLCS Y BUITIAI HEOOCTATHLOI e)eKTHBHOCTI
NiKyBaHHA. Y TakWMX BHIIaZIKaX PeKOMEHIYEThCsS 3BEPHYTHCS N0 CIeliasli3oBaHOro LEHTPY 3 NiKyBaHHA
remodinii.

3acTocyBaHHS JliKapChKHX 3aco0iB Ha 0cHOBI (hakTopa IX cynpoBOIKYETHCH MOTEHLIHHUM PH3UKOM
BHHHKHEHHS TpoMOOoeMOONiYHUX emi30niB, NPHIOMY PHU3MK MiABUILYETHCS IIPU 3aCTOCYBAHHI Ipenapartis
HU3bKOI YUCTOTH. 3aCTOCYBaHHA mpemnapatiB ¢akropa [X HU3BKOI YHCTOTU CYNPOBOMIKYBAIOCS BAMAIKAMH
indapkTy Miokapza, AH(y3HOro BHYTPIilIIHOCYIMHHOTO 3rOpPTaHHs KPOBi, BEHO3HOTO TpoMOO3Y i jiereHeBoi
emOonii. 3acTocypaHHsa npenaparis (axropa IX BHCOKOI 4MCTOTH PIIKO CYMNPOBOMKYETHCS BHHUKHEHHSM
TaKuX NOOIYHUX peakitii.

Iepenik noGiuHMX peakiiii v Burasai tabauii

Jlo yuacTi y KniHIYHUX JoCHiIKeHHAX 3acTocyBaHua npenapaty PIKCVYBIC 6yo 3amydeno 99 ocib i3
NpHHAaHMHI OTHMM BHIIJIKOM 3aCTOCYBAaHHA IIpenapary, 1o cylpoBOKYBAITOCS BHHHKHEHHAM Y LIJIOMY 5-H
nobiuHux peakuiil. Hapenena Hikue Tabnund MicTHTh iHpOpMaLilo npo nobdidHi peakuil 3rigHO 3 Ki1acamu
cuctem Ta oprasiB (ckopoueno "KCO") 3a kmacudikauiero MedDRA (i3 3acrocyBaHHAM TepMiHiB
MepeBaKHOro BUKOPUCTAHHS).

Yacrora Bunazakis mobiYHMX peakuiit kacudikyBanacs 3a TaKAM MPUHIMIIOM: Tyske 4dacto (>1/10),
yacto (Bia >1/100 no <1/10), Hewacto (Biz >1/1000 go <1/100), pinko (Biz >1/10000 g0 <1/1000), ay:Ke piako
(<1/10000), gacroTa HepizoMa (TOOTO Ha OCHOBI HAABHUX JAaHHUX YACTOTY OLIHUTH HEMOMKIIHBO).

B mexax xoxkHOT kaTeropii uactoTn noGivHi peakuii npeacTaBieHi ¥ MOPAAKY 3HIKEHHS 1X TAKKOCTI.

Ilo6iuni peakuii, 3apeccTpoBaHi Y KJIIHIYHHX BHIPOOYBAHHAX | CIOHTAHHUX NOBIIOMJIEHHAX

i T H
Kiac cucrem Ta oprasis 3a viaeroTa, aa

S i IMoGiuni peaxuii OHOT0
kaacupikauicro MedDRA POSRR !
Poznanu 3 GoKy iIMyHHOI CHCTEMH [TizBuiieHa uyTausicTs ¥
Posnanu 3 Goky HepBOBOI CHCTEMH [TopyweHns cmaky

e
N Clrr,!m“-‘E:;?“

.
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ITopymenHs 3 60Ky KicTKOBO-M'A30BOT
CHCTEMH i CIIOJIYYHO! TKAHHHH

Bins y KiHUiBKax 4acro

¥ TIP (mobi4Ha peakiis) NOACHIOETLCS HHKYE Y PO3LII.

Onuc subpanux noGiuHUX peakiiif

Hidewwyena yymaugicms
Peakuii anepriynoro THMy NpOABNANMCA Yy BHMVIANI 3aIMIUKH, CBepOeXy, TreHepanizoBaHOl
KPOTIUB'SIHKH | BUCHITAHHS.

[MauienTy negiarpuyHOro mMpodimo

OuikyeTbes, O YaCTOTA, THM i THKKICTH MOOIYHMX peakuiil y aitelt GymyTs TAKAMH XK, IO # Y
nopocnux. Ilporte nami miono pasime HeMKOBAaHMX MAUi€HTIB BiICYTHI, MO3asK 0 YYacTi y KIiHIYHHX
Jochi/keHHAX Oy 3amydeHi JWmle Ti MaLi€HTH, fKi paHille MPOXOAWIH JiKyBaHHA. Y 3B'A3KY 3 UM
JOCIUKEHHS IMYyHOTEHHOCTI B KOHTEKCTI YTBOPeHHA iHTiGiTOpiB y MawieHTIB W€l TPymu pH3NKY He
POBOMIHCA.

[oBiiOMIIEHHS PO [iA03prOBaHi MobiuHi peakii

Ba/1Bo NoBiIOMIATH NPo Mifo3proBaHi MobiuHi peakuii, IO CNOCTepiraloThes MPOTATOM Mepioxy
micnsg peecrpauii nikapcbKoro 3acody. Lle 103Bo/s€ NpoIoBKyBaTH CrIoCTepiraTH 3a CHIBBIIHOMCHHAM MK
KOPHCTIO Ta PH3HKOM Bil 3a0'rocyBaHHs mxapcsmro 3ac06y ®axiBuiB y chepi 0XOPOHH 30POB'S MPOCATS

S

4.9. [lepenosyBaHHsi.

Edextu aii 6inbi BUCOKHX, HiK peKoMeH10BaHi, 103 npenapaty PIKCYBIC He onucaHi.
5. PAPMAKOJIOI'TYHI BJIACTUBOCTI
5.1. ®apmakoauHamika.
(apmakoTepaneBTHYHA Ipyra: aHTHreMopari4si 3acobH, pakrop 3ropranus kposi [X. Kog ATX: B02BD04.

[Ipemapar PIKCVYBIC wmictute pexombinanTHMii (hakTop 3ropraHHs kpoBi [X (HOHakor ramma).
®akrop IX € onHONAHLIOrOBUM IITIKOMPOTEIHOM 3 MOJIEKYJ/IAPHOIO Macoio nputim3Ho 68 000 nansToHiB. BiH
€ Bitamid K-3anexuuM (akTopoM 3ropTaHHs KpoBi Ta YTBOPIOEThCs Y medinui. Makrop IX akTuByeThes 3a
y4actio hakropa Xla y BHYTpilHiit cucTemi kKoaryaauii Ta komiutekcy pakropa VIITkaHuHHOTO (akTopa y
20BHINIHIN cucTemi koarynguil. Axtieorannii dakrop IX pazom 2 axtupopanum daxropom VIII axrneye
(axrop X. Aktuposanuii hakrop X neperBoptoe npotpomdin y tpombin. [Tics usoro TpoMOiH nepeTBoproe
(idpunoren y (idpuH, B pe3y/bTari 40ro yTBOPHETHCS TPOMO.

I'emodinia B € noe'a3anolo 3i CTaTTIO BPOIKEHY MMATOJIOrII0 CHCTEMH 3rOPTaHHS KPOBi, 110 BHHHKAE
BHACJILIOK 3HMKEHHMX piBHiB (hakTopa IX Ta cipuunHse npody3Hy KpOBOTEUY Y CYTIIOOH, M'SI3H Ui BHYTPIllIHi
OpraHd CrHOHTaHHO abo B pe3ynbTaTi BHNAZKOBOI YW XipypriuHoi TpaBMH. 3amicHa Teparisi H03BOJAE
OiIBUIIMTH piBeHs (aktopa IX y rurasMi KpoBi #, TaKHM 4HHOM, 3a0e3redye TUMYACOBE BHUIIPABICHHS
aediunty (axkropa i 3ynuHIE TEHACHIIIO PO3BUTKY KPOBOTEY.

Kniniuna edexkTHBHICTE 1 Ge3neka

[TpodinakThka i KOHTPOIIE KPOBOTEYi Y NMALieHTIB BikoM |2 POKiB i cTapiie, AKi pasime MpoXoIiI JiKyBaHHS

Edexrupnicts npenapary PIKCYBIC ouinioBajack B paMKax HEKOHTPOJIBOBAHOI HYaCTHHM
KOMOIHOBAaHOTO JOCIIKEHHA BIZAKPHTOro Ty ¢asd 1/3, B Xoai AKOTrO MAUIEHTH KOrOPTH 3arajibHOI0
KinbKicTro 73 4onosiku BikoM 12-59 pokiB, sKi paHilie NpPOXOAMIM JIiKYBaHHS, OTPUMYBAIM Mpenapar
PIKCYBIC nna npodinakriku Ta/ado A1 nikyBaHHA enizofis kposoTedi "npu HeodXiHocTi". Yei nauienTn
Manu TSKKY dopmy (piBenb axropa IX < 1%) abo momipHo TskKY dopMmy (piBeHs tlnamopa IX < 2%)
remoq);m: B. [TataecsT aeB'aTh TakiX nauientis orpumysany npenapat PIKCYBIC nis n TAKTY Icu:,ﬂam
BIZ M'ATIECATH INECTH NALEHTIB, sKi orpuMysaimi npenapat PIKCYBIC, sk MiHiMyM, nﬁ_w’m wﬁcmga
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OyJH BKJTIOYEHi 1O MAaCHBY JaHUX, MPU3HAYEHUX JUI1 OLIHKH edekTuBHOCTI npodinakTHku. Ille 14 nauienTin
orpumysany npenapar PIKCYBIC nume s nikyBaHHs emisoliB kpoBoTedi. ITallieHTH KOropTH JiKyBaHHS
"npu HeoOXinHOCTI" MOBHHHI GyJIM MaTH NpUHAHMHI 12 TOKYMEHTaJILHO MiATBepIKEHHUX eIi30/1iB KPOBOTeYi,
0 BHMarajiM JIiKyBaHHs, MPoTAroM |2 MicsliB mepen 3ajydeHHSM OO0 yd4acTi y mocmimxeHHi. Cepenns
TPHUBAJIICTh JIiIKyBaHHS MALI€HTIB KOrOpPTH JIKyBaHHS "mpu HeoOXimHocti" craHoBuna 3,5+ 1,00 micsuis
(meniana: 3,4; niamason: Bix 1,2 mo 5,1 micsuiB), cepenHs 3arajbHa 4acTOTa BUNAKIB KPOBOTEUl MO pOKax
(anru. "annualised bleeding rate", ckop. "ABR") ctanoBuna 33,9 + 17,37 3 Mexianoro 27,0 Ta fiana3soHoMm Bi
12,9 no 73,1.

Meniana ABR nipi npodinakruui masxom 3acrocyBanns npenapaty PIKCYBIC ang ycix kpoBoTed
craHoBuna 2,0, u1g cioHTaHHMX kpoBoTed — 0,0 Ta 114 kpootey y cyrnodax —0,0. ¥V 24-x nauientis (42,9%)
KpOBOTEY He 0yI10.

B ninomy, 249 enizonis xpoBoTeui Oynu npoikoBaHi UUIIXoM 3actocyBaHHA npenapaty PIKCYBIC,
197 3 sikux OysM KpoBOTeHero y cyrnobax Ta 52 — KpoBoTeuero no3a cyriaodamu (y M'AKHX TKaHMHaX, y M'A3ax,
y TIOPOKHHHI Tina, y BHYTPIlIHBOYEPEIHil MOPOXKHUHI Ta iHmi). I3 3aramy 249 enizoniB kposotewi, 163
KpoBoTeui OynM MOMIpHOrO CTyTeHA TaxKocTi, 71 — He3HauHuMmH Ta |5 — cepHosuumu. JlikyBaHnsA
TPOBOAMIOCS i3 BpAaXyBaHHAM iHIMBiLyalbHHX OCOOMHMBOCTEH KOXKHOrO OKPEMOro Malli€HTa, BHXOLAYH 3i
CTYMeHs TSDKKOCTI, MPUYMHK i MicllA po3TauryBaHHA kpoBotedi. Bimemicts (211 emizonis: 84,7%) 3 249
emizoziB kpoBoTedi BuiikoByBanucs 1-2 iHdysiamu. [eMocTaTHyHa edeKTHBHICTE MIONAO 3YNHHEHHS
KpOBOTeYi OLliHIOBANAcs K BiMiHHA ab0 BHCOKa y 96% yciX Mpo/iKoBaHMX eIi30diB KpOBOTeYi.

[IpodinakTika i KOHTPOJIL KPOBOTEYi v mauieHTiB BikoM Monomdme 12 pokiB, -gki pasimle MpoXOTHIH
JIKYBaHHS

Edexruenicts npenapaty PIKCVBIC ouiHtoBanacs B paMKaX KOMOIHOBAaHOTO JOCHIIXKeHHA (asu
2/3, B X0#i AKOrO MaLi€HTH KOIOPTH 3arajlbHOI0 KinbkicTio 23 wonosika Bikom 1.8-11.8 (Mmeniana Biky:
7,10 pokis), ski paHiiie npoxoauau JikyBaHHs, 3 11 mauieHTamu BikOM Mojoame 6 pOKiB OTPHMYB&IH
npemnapat PIKCYBIC nns npodinakTuku i KOHTPOMO eni3oiB KpoBoTedi. Yci MalieHTH MaiH TAKKY (piBeHb
¢axropa IX < 1%) abo nmomipo TaxKy (piseHb daktopa IX <2%) dopmy remodinii B. VYei 23 nauienta
oTpumyBaiu npodinakruune gikysanss nperapatom PIKCVYBIC, sk MiniMym, mpoTsarom 3 micauiB i ixHi gaHi
OyJIM BKJTIOYEH] 10 MACHBY JaHHX, MPH3HAYEHHX [UIA OLIHKM eeKTHBHOCTI npodinakTHKy.

Meniana ABR cranosuia 2,0, ang criontanHux kpooted — 0,0 Ta ana kposoteu y cyrnobax — 0,0.
V nes'ati nauienTis (39,1%) kpoBotedi He OyI10.

B winomy, 26 emizomie kpoBoTeui Oymu mpornikoBaHi npenaparom PIKCVYBIC, 23 3 axux Oymu
HACJiZAKOM TpaBMH, 2 — CIIOHTAaHHUMH Ta | — HeBinoMoro noxomxkeHHd. 19 xkpoBoTeu OynH M03a MeKaMH
cyrnobis (y M'IKHX TKaHHHAX, Y M'A3aX, Y IOPOKHUHI Tifa, Y BHYTpPIIIHOUEPenHiii MOpoXHUHI Ta iHwi) Ta 7
— KpOBOTEYEel0 y cyrnodax, ofMH 3 AKMX OyB KpOBOTedelo y Cyriob-mimeHsb. I3 3aramy 26-n enizonis
kpoBoTedi, 15 emizomie Gynu HesHauHumu, 9 — momipHoi TskkocTi Ta 2 — cepifosHumu. JlikyBaHHS
NPOBOAMIIOCS i3 BpaxXyBaHHAM iHAMBIIYalbHUX OCOOTMBOCTEH KOXKHOrO OKPEMOro IallieHTa, BUXOASYHU 3i
CTYTeHs TAAKOCTI, PUYUHM | Micls po3TairyBaHHs Kpoeotedl. binbmicts (23; 88,5%) punikoBysanucsa 1-2
indyzisvm. lemoctaTnaHa eeKTHRHICTE 111010 3YITHHEHHS KPOBOTeYi OlliHIORANACS SK Bi/IMiHHA ab0 BUCOKA
y 96,2% ycix npoliKoBaHHX €Mi30/iB KPOBOTEYUi.

[lepionepauiiite JiKyBaHHSA

besrieka Ta edexrtuBHicts mnpenapaty PIKCYBIC B ymoBax mnepionepauiifHoro mikyBaHHA
OLIHIOBATMCA B paMkax 0araTOLIEHTPOBOTO MPOCHEKTHBHOIO BiIIKPMTONO THITY HEKOHTPOJILOBAHOIO
nociiukeHHs Gazn 3 Ha KOropTi 4ONOBIKIB 3 TSKKOK i moMmipHoi TsxkocTi remodiniero B, mo panime
HpPOXOINTH TiKyBaHHA. AHami3 eeKkTHBHOCTI 3a MpPOTOKOJIOM OXommoe 37 XipypridHux onepauii,
rposeeHix Ha 27 natieHtax BikoM Bix 17 1o 57 pokis, siki npoxoaunu cepitozHe abo He3HauHe Xipypriuxe,
CTOMAaToNOriYHe BTpydaHHA abo iHwWe XipypriuHe iHBasifiHe BTpy4aHHA. [IBanuste onepauiii Oymm
cepiio3HUMH, BKIIHOUYAOYK 13 OpTOMeauYHMX BTPYYaHb i 3 CTOMATONOrIYHHX XipypriuHux BTpy4aHHs. 17
onepauiii, Bkrovatoun 10 npoueayp 3 BuaiieHHsa 3y0iB, BBaKanucsa He3Ha4HMMA. [lawieHTn, axum pobuin
cepiiosui onepauii, nouHHI Oyn npoiitTi ouiHky hapmaxokinernku (PK). Vi natienTn oTpumyBanu 103y 3
BpaxyBaHHAM OCTA@HHIX [aHMX T[OETAHOro MPUPOCTY BiAHOBNEHHA piBHA akTHBHOCTI (akropa IX.
PekoMennoBaHa movaTKoBa [q03a npuiioMy npernapary PIKCVYBIC nosunHa Oyna 3abe3neu u.é"ﬁ’e-pexg\mm
AKTHBHOCTI (barropa IX npotsrom onepaun Ha piBHi 80-100% npu mpoBeneHHi cepiil 8.’Xip‘y'13i‘.i"lﬁﬂ?\__
BTpyuaHsb i Ha piBui 30-60% npu npoBeneHHi He3HauHHUX onepauiii. [Tpenapat PIKCY&{GBBMHHH mns\*oz»i{‘-;_‘l
domocHoT 11-1(1]\'311 '
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[lauienTu nemiaTpuyHoro npodimwo

€pponeiickke areHTCTBO 3 JiKapChKUX 3aco0iB BiIMIHMIO 3000B'S3aHHA MOMABATH pe3y/IbTATH
nocniakeHs 3acrocysanns npenapary PIKCYBIC y nauieHTis, siki paHille He NMPOXOMIH JIIKyBaHHS, IS
NiKyBaHHS i npo¢inakTiku kpoBotedi npu remodinii B (indopmarito cTOCOBHO 3acTOCYBaHHS y MAIli€HTIB
neniaTpuaHOro npodimo qus. y posaini 4.2).

5.2. dapmakokiHeTHKA.

[NauienTu pixoM 12 pokiB i cTapiie. sKi paHilie NPOXOIWITH JTiKYBAHHS

PannomizoBane ciine KOHTPOJIbOBAaHE TEpPeXpecHe NOCHIMKeHHS (papMaKOKiHETHKH MNpenapary
PIKCVYBIC i komnaparopa 6yJ10 poBe/IeHO Ha KOropTi 90JI0BiKiB 6e3 kpoBoTedi (BikoM 15 pokiB i crapiie) B
paMKax LEeHTPaIbHOro KOMOiHOBaHOro jpociimkeHHs ¢asu 1/3. IMauieHTH OTpUMYBAMM TOH 9M iHIIHI
npenapar 0JHOpPa30BOIO BHYTPIIIHBOBEHHOW iH(Yy3ie0. CepenHs (+ cTaHIAapTHe BIAXWIEHHS) Ta MeTiaHHa
nosa npenapary PIKCYBIC y macuBi 1aHMX aHajl3y 3a IPOTOKOJOM (n=25) CTAHOBHIM BiINOBIIHO
74,69 = 2,37 ta 74,25 MO/kr 3 nianasoHom Bin 71,27 o 79,38 MO/kr. ®apMakoKiHEeTH4HI MapaMeTpH
pO3pax0BYBATHCS HA OCHOBI MOKAa3HUKIB BUMipIOBaHHA akTHBHOCTI (akTtopa IX y npodax KpoBi, OTpUMAaHHX
NPOTArOM Mepioay /10 72 roauH micias KoxHoi iHdys3ii.

Ouinka dapmakokinernkn mnpenapaty PIKCVYBIC Gyna noBropeHa B Xomai BIZKPHTOrO THITY
HEKOHTPOJILOBAHOI0 JIOCIIIKEHHS Ha KOTOPTI YOJIOBIKiB, AKi OpanH yyacTk Y MOYaTKOBOMY MEepeXpecHOMY
nocnikenni @K npenapary i ski npoxomunu npodinaktuxy npenaparom PIKCVBIC nporsrom 26 + 1
THAHIB (CepelHE + cTaHJapTHe BIIXWJIGHHS) i3 cyMapHMM nepiozom npuiiomy npenapaty PIKCYBIC
npuHaiimui 30 nwis. [lianason no3 npemapary PIKCYBIC, mo Oymu 3actocoBaHi B XOIi MOBTOPHOTO
A0CHiIKeHHs ioro GapmakoKiHeTHKH, CTaHOBHB Bix 64.48 10 79,18 MO/kr (n = 23).

Humxue y tabnuui Haseneni (apmakokiHeTHdHi rapameTpu B ycix nauienTi, gami akux GyIio
MOJTMBO OLLIHMTH (@HasTi3 3a IPOTOKOJIOM).

= PIKCYBIC PIKCYEIC
09aTKOBE NepexpecHe .
IMapamerp . IMosTOpHa ouinka
N0CTiAKEeHHS (N =23)
(N=25)
AUCo.72 rox (MO * roa./an)* 1156,15+£259,44
CepeJlHE + cTaHIapTHE BUIXHICHHSA 1057, 81£238,42 1170,26

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

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

I1pupicT BinHOBNEHHA piBHA aKTHBHOCTI TIPH Caax

(MO/mn:MO/xr)® 0,87+0,22 0,95+0,25
CepenHe + cTaHAapTHE BiIXHIEHHS 0,88 (0,53-1,35) 0,93 (0,52-1,38)
Meniana (nianazon)

[lepion maniepoznaay (rox.) 26.70+9.55 25,36%6,86
Cepense = cranapTHe BiIXWICHHS 24,58 (’1 5§3’ 52.34) 24,59
Meniana (nianason) e ki (16,24-4220)
Cmax{MOf{M) 72,75ﬂ219,?3
CepenHe + cTaHZapTHe BIAXUIEHHS 06,24:215,80 72,40

68,10 (41,70-100,30)

Meniana (nianasoH) (38,50-106,30)

Cepenniii wac yrpumMaHHs B opranizmi (ros.) 30.8247.26 29,88+4,16

CepenHe + cTaHaapTHe BIIXWICHHS 28.93 (’22 25’_ 47.78) 29,04

Meniana (zmiamasoH) i : ’ (21,32-37,52)

Vi (an/

Cepé:imi)ﬂannapme BIIXU/ICHHSA 08T L2040

Mexi . 1,72 (1,10-3,94) 1,74 (1,12-2,72)
ejliana (JianasoH)

e M 0,06440,0133 oosts

= 2 <
Meniana (nianazon) 019622 (9,0626-0,0912) (0, 0413 0,0945)

7 —l
* P;‘;_,.
F}

* [nomwa nin kpuBoIO "Mi1a3MoBa KoHleHTparigs-uac" depes 0-72 rogauHu micas 1Hd)v3;1/r SR S

® PospaxoBaHo sik Moka3HHK Cuay paktopa IX mepen mouyatkoM JikyBaHHs, nom*xe}mu Ha 103y B ozznﬁn‘ux‘{

MO/kr, e Cunax — MAKCHMAJIbHHUIT MOKa3HUK BUMiPIOBAHHS aKTHBHOCTI (hakTopa YX mcensj u—ulwzu
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¢ 06'eM po3noaiTy B cTabLILHOMY CTaHi.

[Toeranuuit npupicT BiAHOBNEHHS piBHA akTHBHOCTI (akTopa IX wepes 30 xBwmn nicns iHysii
BH3HAYa/lM U1 BCIX NaLI€HTIB, 3aTy9eHHX 10 y4acTi y koMOiHOBaHOMY aocrimkenHi dasu 1/3, Ha 1-i 1eHb
MKyBaHHs, Ha [eHb BiABidyBaHHA HWMMM Jikaps Ha 5, 13 Ta 26-if TWKIeHb | B MOMEHT 3aBepIICHHA
focTikeHHs a00 NPUITMHEHHS Y4acTi y JOC/iKEHH I, SKIIO BiH He 36iracThes 3 4acoM BiABidyBaHHs JiKaps
Ha 26~ TioxacHb. OTpuMaHi 1aHi CBiA4aTh, IO NOCTAMHAA NPAPICT BIHOBIICHHS PIBHSA aKTHBHOCTI IIPOTAIOM
BCBOTO 4acy € cTabiIbHUM (IMB. TAOMHINO HIKYeE).

Jens
1-ii aeHB 5-i 13-i 26-i 3aBepueHHs/
JIKYBAaHHS | THXKIEHb THXIEHb THKIEHE TIPHIIHHEHHS
(N=173) (N=171) (N =68) (N=55) pocaigxenns’®
(N=23)
[Mpupict BinHOBICHHS
akTUBHOCTI 4yepe3 30 XB.
nicns iHy3ii 0,79+0,20 0,83+0,21 0,85+0,25 0,89+0.12 0,87+0,20
(MO/nm:MO/xr)? 0,78 0,79 0,83 0,88 0,89
Cepenne + crannaptie | (0,26-1,35) | (0,46-1,48) | (0,14-1,47) | (0,52-1,29) (0,52-1,32)
BUIXMIICHHS
Meniana (aianazon)

* Po3paxosano sx nokasHuk Csoxs pakropa IX mepes noyarkom JiKyBaHHS, MOIUIEHHI HA 103y B OHHUIIAX
MO/kr, 1e Cspxs, — NOKa3HHUK BUMipIOBaHHA akTHBHOCTI akTopa IX 4epes 30 xBuind micns indysir.
® SIkuio He 36iraeThes 3 4ACOM BilBiMyBaHHA Nikaps Ha 26-if THX/IEHD.

[MauienTn negiaTpuuroro npodinw (SKi paHiue NPOXOIUIN JiKVBAHHA, BikoM Mojoauie 12 pokis)

B pamkax xombiHOBaHOTO jocimikeHHs (asu 2/3 Ha KOTOPTi MALi€HTIB mexiaTpHuHOro npodimo
Oyno TIpoBENEHO MOYaTKOBY OUiHKY (apmakokiHetukn npemapaty PIKCVBIC B ycix 23-x nauieHTiB
4OIIOBiYOl cTaTi B craHi Oe3 kposoreui. I1]o6 3Hm3nTH auckoMdoOpT Bi yactoro eindopy npod Kposi v
KOJKHOTO OKPEMOro mnaiieHTa, iX GyJ0 paHIOMi30BaHHM HHHOM PO3MOIINEHO MO ABOX Ipynax 3 pi3HOO
MOCITZ0BHICTIO BinGopy npoG kposi. CepeHs 103a (+ CTaHIapTHE BiAXIICHHS) Ta Me/liaHa 71034 Npenapary
PIKCYBIC y nosromMy MackBi 1aHHX aHani3y (n = 23) cTaHOBHIHM BiamogiaHo 75,50 £ 3,016 ta 75,25 MO/kr
3 pmianazonoM Bin 70,0 no 83,6 MO/kr. ®apMakoKiHETHYHI MapameTpd pO3paxOBYBATMCH HA OCHOBI
TNOKa3HUKIB BUMIPIOBaHHA akTHBHOCTI haktopa IX y mpoBax KpoBi, oTpHUMaHMX mpoTaroM nepiomy a0 72
roiuH micns iHdysii.

Hukde y Tabsmuli HaBe1eHi hapMakoKiHEeTHYHI MapaMeTpH /I YCiX nauieHTis (MOBHUIT MACHR JaHMX
a”asuizy).

IMapamerp

Bik meHme
6 pokis (N=11)

Bia 6 10 mene
12 pokis (N =12)

Yeci pazom
(N=23)

AUC secximermicrs. (MO * ron./mn)?
Cepene + cTaHIapTHE BiAXWIEHHS
Meniana (niamason)

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

886,0 = 133,66
863,7 (730-1138)

8084 + 149,14
802.9 (488-1138)

[epion warnieposnany (rox.)

Cebinie Crantiinrngs ol — 27,67 + 2,66 23,15+ 1,58 2531 +3,13
DS i 27,28 (24,0-322) | 22,65 (21,8-27.4) | 24,48 (21,8-32,2)

Mepiana (nianazon)

Cepenniii yac yTpuMaHHA B opraHismi (ro.) 30.62 307 2531 < 1.83 27854373

Cepenne + cTaHOapTHE BiIXHIeHHA
Meniana (nianazon)

30,08 (26,2-36.2)

24,74 (23,7-30,3)

26,77 (23,7-36,2)

VP (mn/kr)

S DATHE LGOI BRI W i?) wits oy | 3 S
Meniana (1ianazon) 16(2,65-4,42 ,185 (1,70-2,70) ,69 (1,70-4,42)
Kinipenc (m1/kr « roz.) 0,1058 = 0,01650 0,0874 £ 0,01213 0,0962 +0,01689
Cepenne + cTaHnapTHe BIAXHICHHS 0,1050 0,0863 0935
Meniana (nianaso) (0,081-0,144) (0,069-0,108) /ﬁ‘ft):()é?fi?ﬁ%ﬁ@
77 5
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* [Mnowa mix kpuBoKO "My1a3mMoBa KoHueHTpauis-yac” 3 "0" roanH 10 HeCKiHYEHHOCTI.
® O6'em posnoziiny B CTabiILHOMY CTaHi.

[Toerarmuii nmpupicT BiZHOBNEHHs piBHA akTMBHOCTI hakTopa IX wepes 30 xBumuH nicas iHQY3il
BH3HAYAM Y BCIX NAlli€HTIB, 3aly4eHHX 10 y4acTi y KOMOiHOBaHOMY AOCiiMkeHHI (asu 2/3, npu ouiHui
MOYaTKOBMX (hapMaKOKiHEeTMYHMX MapameTpiB (Ha 1-ii JeHb NiKyBaHHs), HA AeHb BiIBLAYBAHHSA HUMH JliKaps
Ha 5, 13 Ta 26-i THKIeHB i B MOMEHT 3aBepIIeHHs JOC/IiKeHHS a00 MPUIMHEHHA YYacTi Y AOCTiDKEHHi,
AKIIO BiH He 30ira€ThCs 3 4acoM BifBiXYBaHHA JikapA Ha 26-i TwkaeHs. OTpuMaHi JaHi cBigdarth, 10O
ToeTanHuil pUpICT BiIHOBNEHHS aKTHBHOCTI MPOTATOM BCHOIO 4Yacy € CTabilbHEM 110 BCIX BIKOBHX rpymax
nauieHTiB nexiarpuiHOro npodimo. JIuB. HaBeneHi Hik4e TabIuIL.

IToetamHuii npUpPicT BiINHOBIEHHA aKTHBHOCTI npu 3acrocyBaHHi npemnapary PIKCVYBIC uepes 30

XBUJIMH micna iHdysil y nauieHTie neniarpuaHoro npodiso 060X BIKOBUX Py

i ) @K (1-it nenn 5-it 13-ii 26-i
IpupicT BiAHOBIEHHSA =
: ; JiKYBaHHSH) THAIEHb THAIEHb THAKIEHb
AKTHBHOCTI Yepe3 30 xB. micas ; . . Vei
indyail ¥Yci pazom Yci pazom Yci pazom ci pazom
(N =22) (N=23) (N=21) (N=21)

(MO/an:MO/kr)? 0,67 +0,16 0,68 +0,12 0,71 +0,13 0,72+0,15

CepenHse + ctaHaapTHe BiIXHIEHHS 0,69 0,66 0,66 0,734
Meniana (nianaszon) (0,31-1,00) (0,48-0,92) (0,51-1,00) (0,51-1,01)

* PospaxoBaHo sk nokasHuk Csox (akropa IX nepen noyaTkom JiKyBaHHS, MOALTEHHH HA 103y B OJNHHIIAX

MO/xr, ne Cap x» — MOKa3HUK BHMipIOBaHHSA akTHBHOCTI (akTopa [X wepes 30 xpumnd micns iH}ysii.

[NoeramHuit MpupicT BiTHOBIEHHs aKTMBHOCTI MpH 3actocyBaHHi npenapaty PIKCYBIC uepes 30

XBHJIMH nicna indysii y nauienTie neaiarpudasoro npodimo BikoM Monoaue 6 pokig:

F DK (1-if neHn 5-it 13- 26-ii
K pRpICT BUIHOR e NiKYBAHHS) THHKIEHb THA/ICHB THHIEHb.
akTHBHOCTI yepe3 30 xB. nicas T 4 ’ Vi ’ . ’
bsdysil ¥Yci pazom Yci pazom ci pazom ¥Yei pazom
(N=10) (N=11) (N=10) (N=10)
(MO/an:MO/kr)* 0,59+0,13 0,63 +0,10 0,68 +0,12 0,65+0,13
CepenHe + cTaHOapTHE BiAXHUIEHHS 0,59 0,6 0,66 0,61
Meniana (niana3oH) (0,31-0,75) (0,49-0,80) (0,51-0,84) (0,51-0,84)

* PospaxoaHo Ak nmoka3HUK Csox (axropa [X nepen novyaTtkom NiKyBaHHs, MOJLIEHMA HA 103y B OJUHHILAX

MOV/kr, ne Cspxe. — NOKa3HHK BUMipIOBaHHS akTHBHOCTI (aktopa IX depes 30 xBumuH micns indyail.

[ToeTanmuuit nMpupicT BiIHOBIEHHs aKTHBHOCTI mpu 3actocyBanHi npenapaty PIKCYBIC uepes 30
XBWIMH micns iHgysii y nauienTis neaiaTpuuHoro npogimo BikoM Bix 6 pokis 10 MeHie 12 pokis:

R ®K (1-if nens 5-it 13- 26-ii
IlpupicT BiAHOB/IEHHS S
. . JiKyBaHHS) THAIEHb, THAIEHb, THAKACHbD,
akTHBHOCTI 4epe3 30 xB. micas ; : : :
indyail ¥Yei pazom VYei pazom Yei pasom ¥Yei 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 + craHoapTHe BiIXHICHHS 0,71 0,70 0,70 0,78
Meniana (1ianazon) (0,51-1,00) (0,48-0,92) (0,54-1,00) (0,56-1,01)

* PospaxoaHo gk rnokasHuk Cio . haxtopa IX mepen nouaTkoM JiKyBaHHS, MOiNeHHI HA 103y B OJUHULSX
MO/xr, e Cso x — NOKa3sHUK BUMipIOBaHHs akTHBHOCTI (hakTopa IX yepe3 30 xpumuH micnas indysaii.

5.3. PesyibTaTH JOKMIHIYHEX JOCHiKeHb W00 De3neKH.

[Mpenapar PIKCYBIC ne nposBiasB TPOMOOreHHHX BIACTHBOCTEH MpH i }p;sgcm—\gzmm
750 MO/kr B exkcriepuMeHTI Ha MOJenli cTa3y y Kponukis (3a metogom Wessler).

LR &

B J103i 2
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INpenapar PIKCYBIC He cnpv4YHHSB >OIHOrO IWIKIUIMBOro KIIHIYHOro, pecriparopHoro abo
CepLEeBO-CYIMHHOIO e(eKTy MpH HOro 3aCTOCYBAHHI y SBAHCHKMX Makak B Jo03ax 10 450 MO/kr.

JlocnimkeHHs 00 KaHLEepPOreHHOCTI, MOpyLIeHHs (GepTUILHOCTI Ta BILIMBY Ha eMOpioHaIbHHUI
PO3BHTOK HE ITPOBOIHIINCH.

IMpenapar PIKCYBIC no0pe mnepeHocHBCs B XOHi JAOCHIDKEHHS MWOro TOKCHYHOCTI MPH
O/IHOPa30BOMY i Gararopa3oBoMy 3aCTOCYBaHHI Y MHILei, LIypiB i IBaHCBKHMX MaKak B 103ax J10 7500 MO/kr
(omnopasosa go3a) i 750 MO/kr (Garatopa3oBe 3acTOCYBaHHS).

6. PAPMALEBTUYHI XAPAKTEPUCTHUKH

6.1. /lonomizxHi pe4oBHHH.

[Moponrok
Caxapo3sa

Masiton
Harpito xmopun
Kansuiro xnopun
L-rictuans
[Tonicopbar 80

Po3umMHHIK
CrepuiizoBana Boaa 1 iH'€KILiii

6.2. HecymicHicTn.

BHacjiinok BiICYTHOCTI A0OCHIKeHb [OIO CYMICHOCTI. Wel mpemapar He MOXHA 3MIlIyBaTH 3
IHIITMMU JTiKapCBKUMHU 3ac00aMHu.

Ipu 3acTocyBaHHI LBOIO J1IKaPCHKOTO 3ac00y MOHa BUKOPUCTOBYBATH JIMIIE TIACTUKOBI IITIPHILL 3
HakoHeuHHKOM Jlroepa. B pesymeraTi abcopOuii dakropa IX 3ropraHHsi KpoBi JIOOMHM Ha BHYTPILIHIX
MOBEPXHAX AeAKOro obianHanHs 11 indy3ii 103yBaHHS Npernapary Moxe OYTH HelpaBHIEHAM.

6.3. Tepmin npugaTHOCTI.
3 pOKH.

Byna nponemoncTpoBaHa (izuko-XiMidHa cTabimbHICTE Mpenaparty B mpoueci Horo BUKOPUCTAHHS
MPOTATOM MEPIoay TPUBAMICTIO 3 roauHu npH TeMnepatypi He BHlue 30°C. Lo crocyeThes 3abesneueHHs
MikpoDionoriYHOI YUCTOTH, TO JIKAPCHKHIl 3aci0 Tl BUKOPUCTOBYBATU HeraitHO Mic/is HOro BiIHOBIEHHA,
SKIIO TITRKH CrIOCID RITHORITEHHS He MOZRONSE 2anMobirTi pURHKY MikpoSHoro 2abpyaHenHs. Skino npenapar

He BUKOPHCTOBYEThCS HeraiiHo Micsis oro BiIHOBIEHHS, KOPUCTYBaY BiAMNOBIAE 3a TPUBAIICTS | YMOBH fforo
36epiraHHs MPOTAroM BUKOPUCTaHHs. He nomilmaru y XonoanibHHK.

6.4. Oco0sBi 3ax0/1u Oe3nexku npu 3depiranui.

36epiratu npu Temneparypi Huxkue 30°C.
He 3amopoxkygary.

Indopmatiito npo ymMoBu 30epiraHHs Micis BiIHOBAEHHS JiKapchKoro 3acofy auB. y posaini 6.3.

6.5. YnakoBka Ta i BMICT, a TAKOK cneuiajibHe 00/1aIHAHHSA /151 3aCTOCYBAHHS JIIKAPCLKOro 3acody.
Onna ynakoBka Mictuth 1 duakon (31 ckna tumy [) 3 nopoukoM 3 npoOkow (3 OyTHIKaydyky) i 3
KOBMA4yKOM 3 BiAPHBHOI Haknankoro, 1 ¢nakod (3i cxma tumy [) 3 5mn po3unmHHMKa i3 npoOkow (3
XJIOpOYTHIIKAYUYKY) | 3 KOBIAYKOM 3 BIIPHBHOIO HakIaznkoro Ta 1 0e3roskoBuii npuctpiit A/ BIAHOB/IEHHA
npenaparty (BAXJECT II).
Po3Mip ynakoBkH: | KOMIUIEKT.

6.6. Ocob.uBi 3aX01H Oe3neKn MPH yTHJI3aNIT T2 iHIOHX onepauisx.
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Ipenapar PIKCYBIC BBOAMTBHCS BHYTPILIHHOBEHHMM IIIAXOM IiC/f BiJAHOBJEHHS MOPOLIKY Y
PO3YUHHUKY, 110 JI0NAETHCS.

« JI1s NpUroTyBaHHS PO3YMHY Ipenapary BUKOPHCTOBYHTE JTHIIE TOMH PO3YMHHHUK | TOH MPHCTpIi
nn1s BinHosnerus npenapaty (BAXJECT II), mo MicTATECS B yHaKOBLI.

+ Jlna BBEIeHHs Npenapary HeoOXiHO 3aCTOCYBATH INNPHI] 3 HAKOHEYHHKOM Jlioepa.

» He sukopucrosyiite npuctpiii BAXJECT II, AKiIo BiH MOMIKOMKEHHIT, AKIIO MOIIKO/KEHA
iforo cTepHIIbHA CHCTEMA 3aXKCTy 4M HOro ynakoska abo KO € Oyab-Ki O3HAKU MOTiPIICHHS
iX craHy.

Binnosnenus
3acTocoByiiTe aceNTHYHI METO/IN.

1. Sxkwo nikapcekuit 3aci® 36epiracTbCsa y XONOAWIBHHKY, AiCTaHbTe (IAKOHH 3 TOPOIIKOM
PIKCVYBIC i 3 po3uHHHAKOM 3 XOIOAMIBHHIKY i 3aJIHIITE iX HArPiTHCS 10 KIMHATHOI TeMIepaTypH
(eiz 15°C mo 30°C).

PeTe/bHO BUMHITE PYKH TEIUION BOIOI) 3 MHJIOM.

3HIMiTh KPHIIKHK 3 QIaKOHIB 3 MOPOLIKOM i PO3YHHHHKOM.

ITpoTpith Npo6Ku TaMNoHaMH i3 crpToM. Posrauryiite ¢pakoHy Ha piBHiii YUCTI MOBEPXHI.

Binkpuiite ynakosky 3 npuctpoeM BAXJECT Il mmsxom 3HATTS nanepoBoi ILTIBKH, He

TOPKAIOYMCh BHYTPIIIHBOI TOBEpXHi NMPUCTPOI0 (MamoHOK a). He nictagaiite npucTpiii 3

YTIaKOBKH.

6. TlepeBepHiTh YNAKOBKY i HacaliTh Ha NpoOKY (h1akoHa 3 PO3YHHHUKOM NPO30PHIl N1aCTHKOBHI
wrrudT. BiskMiTh ynakoBky 3a ii kpai i 3HiMiTb yriakosky 3 npuctporo BAXJECT II (MamoHOK b).
He suimaiire 3 npuctpoio BAXJECT Il koBna4uok CHHbOIO KOILOPY.

7. Tenep. xomu npuctpiit BAXJECT II npueananuii 10 (akoHy 3 pO3YMHHHMKOM, TEPEBEPHITh
CUCTEMY TAKHM YHHOM, 1100 (IaKOH 3 PO3YMHHUKOM ONMHMBCA Hal npuctpoem. Hacanits Ginuii
nnacTHKOBHil WTH(T Ha NpodKy ¢uakony 3 npenaparoM PIKCVYBIC. ITix BakyymMoM po3uHHHHAK
NOTpanuTh y (akoH, wo Mictuts npenapar PIKCYBIC (MamoHOK ¢).

8. AKyparTHO mepewmiuraiiTe 0 MOBHOr0 PO3YMHEHHA MOpowKy. [penapar po3YHHIOETLCA MIBIIAKO
(mpoTsarom 2-x xsunuH). [Tepekonaiirecs B Tomy, mo PIKCYBIC noBHICTIO pO34HHUBCS, MO3asK B
iHIIOMY BHMNIaZKy He BeCh BIAHOBJEHMil mperapar mpoiie Kpiss ¢instp mpuctpoio. [lepen
3aCTOCYBaHHAM BiHOBJEHI JiKapchKi 3ac00M HEOOXINHO Bi3yalbHO OOCTEKHTH A7 BUABICHHA
TBEPAMX YacTHHOK 1 oOe3bapsieHHa. Posumn nosuHeH Oyt nposopum abo 31erka
onanecueHTHUM. He BUKOPHCTOBY#iTE PO3YHHH, 110 MOMYTHIIH 200 MiCTATE ocall.

il ol add o

MaoHOK a Mauronok b MaJoHok ¢

He oxonomkyiite npenapar micis BiaHOBIeHH:. BukopucTaiite #oro HeraifHo Mic/a MPUroTyBaHH.

3acTocyBaHHA
3acTocoByiiTe acenTHYHI METOIH.
1. 3HIMIiTh KOBMadok cHHBOrO Kombopy 3 mpucTpolo BAXJECT II. IMoadaiite npo Te, mod He
BTSITHYTH MOBITPSI ¥ IINPHLL ﬂpneﬂHaHTe mmpui 10 npuctpoio BAXJECT H-emasiiorok d). :
2. TlepeBepHiTh crcteMy (IakoH 3 BiTHOBIEHMM PO3MHOM MOBHHEH OFif SBEPXY)? ﬁaHOBmTa 7
BiIHOBJICHUM PO3YHHOM IUTPHLL, OBLUIBHO MOTATHYBIIX MOPIIeHb Haaau/(ﬂaﬁmHOK e} \ \ / /
Bin'enuaiite mwnpuu. -

L
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4. TlpmenHaiiTe romky-MeTeNdK 40 MNpuua. BeenitTe po3uuH y BeHy. Po3uuH Tpeba BBOAMTH
TIOBiJIBHO, 31 WIBMIKICTIO, IO € KOM(OPTHOIO A NauieHTa, He Oinbiue 10 M1 Ha XBHIMHY.

Mamonok d MauoHok e

3aBKIaH, KON 1le MOXKIHUBO, Oyak nacka, npu 3actocyeanHi npenapaty PIKCYBIC zamucyiite fioro
HasBy i HoMep cepii (HampWKnam, y CBOEMY LIOAEHHMKY) s Toro, mo6 30epertn iHbopMamioo mpo
BUKOpucTaHi Bamu niku i HoMepH ix cepiii.

Byne-AKi 3a1MIIKM HEBHKOPHCTAHOTO JlikapchKoro 3acoly abo Horo Biaxoaw ciii yTumisyBaTd 3a
MICLIEBUMH MpaBHIAMH.

7. BIACHUK PEECTPALIMHOIO MOCBIIYEHHS

bakcanra [HHOBelmA3 ['MOX

[aaycrpimwrpacce 67

A-1221 Binens

Agscrpis

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

8. HOMEP(-W) PEECTPALIIHHOI'O MMOCBITYEHHS
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 NEPILUOI PEECTPALII/MOHOBJIEHHS PEECTPALIT
Hara nepmioi peectpauii: 19 rpynHs 2014 poky

10. TATA IEPEI'JIA4Y TEKCTY

3 neranbHOKO iHGOPMALIEIO 00 LUBOT0 NiKapehKOro 3acoby MOKHA 03HAOMUTHCA Ha BeG-cTOpiHLII
€BponeichbKOro areHTCTBA 3 JIiKapChKUX 3aco0iB 3a TAKOI aapecoro: hitp://www.ema.europa.eu.

Sk parN
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A. BUPOBHUK BIOJOITYHO AKTHUBHOI CYBCTAHIII TA BHPOBHMK, SIKHI
BIJIITOBIJIA€ 3A BUITYCK CEPI.

Ha3spa Ta anpeca BupoOHHKa §i0J10rYHO aKTHBHOL cvOCTaAHIIT

bakcrep AI”

Ydepurpacce 15

A-2304 Opt-an-nep-/lonay

ABCTpHS

(Baxter AG, Uferstra3e 15, A-2304 Orth an der Donau, Austria)

Hasga Ta anpeca BUpoOHHKIB, AKi BIIMOBINAIOTH 38 BUIYCK Cepiif

bakcanra benpmxiym Menstogexdaypuar CA

6ynsBap Pene Bpanxap 80

B-7860 Jleccin

Benbria

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

bakcrep CA

Oyvnseap Pene bpankap 80

B-7860 Jleccin

Beneris

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

Ha naapykosaHiii nucTiBuUi-iHopMaLii npo mikapchkuid 3acid moeuHHa OyTH 3a3HayeHa HasBa i
ajgpeca BUpOOHHKA, KM BIANOBIAAE 3a BUITYCK BiAMOBIAHOT cepil.

B. YMOBH ABO OBMEXKEHHS IOJA0 NOCTAYAHHSA TA 3BACTOCYBAHHSL.

Jlikapcpknii 3aciG, o BiomyckaeTbes BUKMOUHO 3a peuentoMm (auB. Jomartok I "Koporka
XapakTepUCcTHKA JliKapebkoro 3acody"”, posain 4.2).

&4 IHIII YMOBH TA BUMOTIH 3I'I[JTHO 3 PEECTPAIIIMHUM ITOCBI/IMEHHSIM.
* [lepioauyHo OHOBIIOBAHI 3BITH 3 De3NeKH

BuMOrH 11010 NOJaHHs MepioaMYHO OHOBMIOBAHHX 3BITIB 3 6e3mexu i UbOro JIiKapehKoro 3acody
BHKJIaZIeH] y nepeniky aat nepmoi peecrpauii npenaparis y €C (aurn. "Union reference dates", ckop. "EURD
list") 3riaxo 3i Crarrero 107c(7) dupexrusu 2001/83/€C Ta y Oyap-akiit HacTynHiil oHoOBnNeHii iH(popmaui,
po3minieHiif Ha BeG-CTOpiHLI €Bponelicbkoro areHTCTBa 3 J1iKapChKUX 3aco0iB.

D. YMOBH ABO OBMEXEHHS ¥ KOHTEKCTI BE3IEKH TA E®EKTHBHOI'O
3ACTOCYBAHHA JIKAPCBKOI'O 3ACOBY.

e [Ilnan ynpasiinas pusukom (ITYP)
BracHuk peecTpalifHOro nOCBiAYEHHA 3iMCHIOBATHME HEOOXiOHI 3axoaM i mpoueaypu 3

(bapmakoHarisny, mo omucadi y 3sarBepukeHomy ITVP, naBemenomy y Moayni 1.8.2 Peectpauiiinoro
NOCBiAYeHHs Ta Y OyIb-SIKHX HACTYITHHX 3aTBEPILKEHHX OHOBIEHMX Bepciax ITYP.
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Omnognenuii ITYP HeoOXiaHo moaaeary:

Ha 3amuT €BpOMNEeiichKOro areHTCTBa 3 JiKapchKHUX 3ac00iB;

3aBXKIM TIPH 3MiHI CHCTEMH YIPaBIiHHA DPH3MKOM, OCOOGIMBO BHACTIZIOK OTPUMAaHHA HOBOT
inopmaLii, ska MOXXe CIIPHYUHHTH CYTTEBY 3MiHY CiBBiIHOIIEHHA MiX KOPHCTIO Ta PU3HKOM,
abo B pe3ysibTaTi AOCATHEHHS BKIMBHX BHpIIATLHUX eTamiB (3 dapmakoHarmsay abo
MiHIMi3aUil pu3uKy).
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IHO@OPMALIISA, 11O MOBUHHA BYTH HABEJIEHA HA 30BHILIHIA YIIAKOBIII

30BHIIIHA KAPTOHHA KOPOEKA

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY

PIKCVBIC 250 MO nopouok Ta po34HHHHK 1A PO34HHY [UIA 1H'eKiif
Honakor ramma (pexomOiHauTHMIT hakTOp 3ropTaHHA Kol moauHH 1X)

[ 2. KUIBKICHMI BMICT ATFOUYOI(-MX) PEYUOBHHH(-H)

OnuH drakon MictaTs 250 MO HoHakor raMma, npuémusHo 50 MO/Mi niciid BITHOBIEHHA Y 5 M1
PO3YMHHHUKA.

| 3. MEPEJIK JONNOMIKHHUX PEYOBUH

JlonomixkHa peuoBHHa BiIoMOI 1ii: HaTpiii (3 HATPilO XI0pHIY).
JIOMoOMixKHi pedOBHHU: caxapo3a, KalbLilo XJI0pHI, MCTHANH, MaHiToN, nomicopdar 80.

PO3YMHHNK: CTEPHIiZ0BaHa BOIA A iH'eKLiit.

| 4. JIKAPCBKA ®OPMA TA BMICT YIIAKOBKH

[TopomoK Ta PO3YMHHUK /7t PO3UHHY 1A iH' €Kil

Bmict ynakoeku: | ¢akos 3 nopowmkom, | ¢iakoH 3 pouuHaukoM, | npuctpiii BAXJECT 11

['5.COCIB TA LLISIX(-H) 3ACTOCYBAHHS

[Tepen 3acTocyBaHHSM NpOYMTANTE THCTIBKY-BKIAIHIIIL
JInst BHYTPILIHBOBEHHOTO BBEICHHS, TiIbKH A7 0AHOPa30BOro BUKOPUCTAHHA.

6. OCOBJIMBE 3ACTEPEXKEHHS MPO TE, WO JIKAPCbKUH 3ACIB TPEBA 3BEPITATH
IO3A IIOJIEM 30PY JITEN TA ¥ HEAOCTYIIHOMY JUIsI JUTEXA MICILII

36epiraTi mo3a moixeM 30py AiTeil Ta y HEAOCTYMHOMY I HUX MicLi.

| 7. IHILIE(-I) OCOBJIMBE(-I) 3ACTEPEKEHHS, 3A HEOBXI/IHOCTI ]

['8. TEPMIH NPHJIATHOCTI P |

EXP (npumatHuii 10):

'R u’f
BukopucTaTi HeraifHo mic/is NPUroTYBaHHS PO3UMHY. 11D “‘
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| 9. OCOBJIMBI YMOBH 3BEPIT AHHS

36epiratu npu Temnepartypi Hikge 30°C.
He zamoposkyBatn.

10. OCOBJIMBI 3AXO/TH BE3NEKH IS YTHUIIBALII HEBUKOPUCTAHUX JIIKAPCBKUX
3ACOBIB ABO IX BIAXOAIB, 3A HEOBXIIHOCTI

[ 11. HA3BA TA AJJPECA BJACHHUKA PEECTPALIIMHOI'O NOCBI/IYEHHS

Bbakcanrta InHoBeiimHz I'M6X

A-1221 Biness

ABcTpis

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

| 12. HOMEP(HM) PEECTPALIIMHOI O MOCBLIYEHHS

EU/1/14/970/001

| 13. HOMEP CEPII

Cepis:

| 14. 3ATAJIBHA IHOOPMAISA JJISI TIOCTAYAHHS |

[15. IHCTPYKIIISA V1Sl BACTOCYBAHHSI |

[ 16. IHOOPMALUSI 1JISI MAPKYBAHHS LIIPU®TOM BPAWIS ]

PIKCVBIC 250

[ 17. VHIKAJIbHUM ZIEHTU®IKATOP: 2D-IITPUX-KOJ]

Jonaro 2D-ITpHX-Ko, 110 MiCTHTh YHIKanbHUA iHaeHTH(IKATOP.

[18. VHIKAJIbHUN JIEHTU®IKATOP: 3BUMAMHUA YUTABEJIBHUN TEKCT

PC:
SN:
NN:
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NEPBUHHOI YIIAKOBKH HEBEJMKOI'O PO3MIPY

ETUKETKA ®JIAKOHY 3 HOPOLHIKOM

MIHIMAJIBHA TH®OPMAIIISI, IO NOBUHHA BYTH HABEJAEHA HA OJWHULIAX

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY TA HLIAX(-X) 3ACTOCYBAHHSA

PIKCVYBIC 250 MO nopoumok is po3uuHy A iH'exiii
Honaxkor ramma
JIns BHYTPiLIHEOBEHHOTO BBEJICHHS

| 2. CHOCIB 3ACTOCYBAHHS

[lepen 3acTOCYBaHHAM [POYUTATE TUCTIBKY-BKIAIUIIL.
Jlnst oxHOpa3oBol iH'eKuil.

| 3. TEPMIH ITPHJIATHOCTI

EXP (npunathuii 10):

| 4. HOMEP CEPII

Cepis:

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

250 MO

| 6. IHIUE
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MIHIMAJIbBHA IH®OPMAIIISA, IO NMOBHHHA BYTH HABEJIEHA HA OJUHHUHIBIX
IMEPBUHHOI YITAKOBKH HEBEJIUKOI'O PO3MIPY

ETUKETKA ®JAKOHY 3 PO3YMHHHKOM

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

CrepuiizoBana Boja Juis iH' €Ki

[ 2. CIOCIB 3ACTOCYBAHHS l

[3. TEPMIH IPHAATHOCTI |

EXP (nmpunatHuii 10):

| 4. HOMEP CEPII

Cepis:

['5. BMICT MACH, OB'€EMY ABO OJIHMHUILIb

5w

(6. IHIIE
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THO®OPMALIIA, IO TOBUHHA BYTH HABEJIEHA HA 30BHILIHIA YIIAKOBLII

3OBHIIIHA KAPTOHHA KOPOBKA

[1. HA3BA JIIKAPCHKOTI'O 3ACOBY ]

PIKCVBIC 500 MO nopomniok Ta po34MHHHK U4 PO3UHHY s iH'eKuiH
Hownakor ramma (pexomOidanTHHMIT GakTop 3ropraHHs KpoBi moauHu IX)

| 2. KLIBKICHMM BMICT JAIFOYOI(-MX) PEHOBUHH(-H) l

Omun ¢akon mictuts 500 MO HoHakor ramma, mpuGmu3Ho 100 MO/Mn niciist BiTHOBJIEHHA Y 5 MJI
PO3UHHHMKA.

| 3. HEPEJIIK JONOMIXXHUX PEYHOBUH

JlonomirkHa pe4oBHHA BiZIOMOI /1ii: HATpiii (3 HATpilo XJI0pHIY).
JIonoMikHi pedoBHHHU: caxapo3a, Kalblliio XJIOPHI, TICTHINH, MaHiTox, nonicopdar 80.

Po3uMHHUK: cTepHIi30BaHa BoIa s iH'€KLII.

| 4. IKAPCbKA ®OPMA TA BMICT YITAKOBKH

[Topowiok Ta po3YMHHMK [UIs PO3UHHY JUIS iH'€KLiiT

Bwmicr ynakosku: | dakon 3 nopowmkom, | drakon 3 pozunHHrkoM, 1 npuctpiii BAXJECT 11

['5. CHOCIB TA LLISAX(-M) 3ACTOCYBAHHSI ]

[lepen 3acTocyBaHHAM MPOYUTANTE JUCTIBKY-BKIIAIHIIL
JIn1st BHYTPiLIHBOBEHHOTO BBEJICHHS, Ti/IbKM [U1A OJHOPa30BOI0 BHKOPHCTAHHS.

6. OCOBJIMBE 3ACTEPEXXEHHA PO TE, WO JIKAPCBKHUH 3ACIB TPEBA 3BEPITATH
MMO3A OJIEM 30PY AITEN TA ¥ HEAOCTYIIHOMY JUISI IITEX MICLI

36epiraTi nmo3a nonem 30py Aiteit Ta Yy HeJOCTYITHOMY A7 HUX MICLI.

[ 7. IHLIE(-1) OCOBJIMBE(-I) 3ACTEPEKEHHS], 3A HEOBXIIHOCTI l

| 8. TEPMIH MPUAATHOCTI |
,ﬁ,"‘;f"'—::h

EXP (npunatHuii 10):

BUKOpHCTATH HETraiiHO Mic/Is PUTOTYBAHHS PO3UYHHY.

o ¢ YKp o
g ¥ s a ‘
.-f%-'“f-;”' —Je N\
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| 9. OCOBJIMBI YMOBHM 3BEPITAHHS

36epirary npu Temmeparypi Hikde 30°C.
He 3amoposxyBatn.

10. OCOBJIMBI 3AXO/IM BE3IEKH /LISl YTHUII3ALIII HEBUKOPUCTAHUX JIKAPCHKHX
3ACOBIB ABO IX BIAXO/IB, 3A HEOBXIJIHOCTI

[11. HA3BA TA AJIPECA BJACHHUKA PEECTPALIMHOIO NOCBIAYEHHSI

Bakcanra Innoseins I'M6X

A-1221 Binens

AscTpis

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

| 12. HOMEP(M) PEECTPALIIMHOI'O IMMOCBIJIMEHHS

EU/1/14/970/002

| 13. HOMEP CEPII

Cepist:

[14. 3ATAJIbHA ITH®OPMALLIS /LIS IOCTAYAHHSI ]

[ 15. IHCTPYKLIS U151 3BACTOCYBAHHS |

['16. IHOOPMAIIISI JUISI MAPKYBAHHSI LIPU®TOM BPANJISA 1

PIKCVYEBIC 500

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

Jlonano 2D-mrpux-Koa, Mo MiCTHTh YHikaibHHii iHaenTHdikaTop.

[ 18. VHIKAJIbHUN JIEHTU®IKATOP: 3BUMANHUN YUTABEJIbHUM TEKCT

PC:
SN:

NN:
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MIHIMAJIbHA 1H®OPMALIsA, IO INOBHHHA BYTH HABEJIEHA HA
NEPBUHHOI YITAKOBKH HEBEJIMKOI'O PO3MIPY

ETHUKETKA ®JIAKOHY 3 [IOPOLIKOM

OJUHHIAX

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

PIKCVYBIC 500 MO nopomiok it po34HHY [Uif iH'eKwii
Honakor ramma
Jlnst BHYTpIiIIHEOBEHHOr O BBEIeHHS

| 2. CIOCIB 3ACTOCYBAHHSI

Ilepen 3acTocyBaHHAM MPOYUTANTE JTUCTIBKY-BK/IATHIL.
Jlns onrHopazoBof iH'eKil.

| 3. TEPMIH [TPUJATHOCTI

EXP (npunatanii 10):

| 4. HOMEP CEPII

Cepis:

| 5. BMICT MACH, OB'€MY ABO OJIMHNUIIb

500 MO

| 6. IHILE
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MIHIMAJIBHA IH®OPMAILIA, INO IMOBMHHA BYTH HABEJAEHA HA OJHHHUIAX
NEPBUHHOI YIIAKOBKH HEBEJIMKOI'O PO3MIPY

ETHKETKA ®JIAKOHY 3 PO3YHHHUKOM

[ 1. HA3BA JIIKAPCHKOTO 3ACOBY TA ILISIX(-) 3ACTOCYBAHHS ]

CrepuizoBana Bona [UIs iH'eKuii

[ 2. CIOCIB 3ACTOCYBAHHSI al

[ 3. TEPMIH IPUJATHOCTI |

EXP (npunatHuii 10):

[4. HOMEP CEPIT _ual

Cepis:

| 5. BMICT MACH, OB'€EMY ABO OJIMHHUI1Ib
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IHO®OPMALIIA, 11O TOBUHHHA BYTH HABEJEHA HA 30BHIILIHIN YIIAKOBIII

3OBHIIIHS KAPTOHHA KOPOBKA

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY

PIKCVBIC 1000 MO nopoImok Ta po34HHHHK 115 PO3YMHY JUIS iH'€KIIii
Horakor ramma (pexoMOinaHTHHI (akTop 3ropTaHHs KpoBi moanaH [X)

[2. KUIBKICHWAM BMICT JIHO4YOI(-MX) PEHOBHUHH(-H)

Onun drakos mictuts 1000 MO HoHakor raMma, nmprOaH3Ho 200 MO/MA mic/s BiZIHOBIEHHS y 5 M
PO34MHHHKA.

| 3. IIEPEJIIK JJOIOMDKHHUX PEYHOBUH

JlonomixHa pedoBHHA Bizomof 11ii: HaTpiii (3 HATPiIO XT0pUIY).
JlonoMizHI pe4OBHHHM: caxapo3a, Kalbllilo XJI0pHI, FCTHINH, MaHiTo, noticopoat 80.

PO34YMHHHUK: CTepUi30BaHa BOJA /118 iH'eKLUI.

| 4. JIKAPCbKA ®OPMA TA BMICT YIIAKOBKHU

[Topo1ok Ta pO3UMHHMK [ PO34HHY s 1H €KLl

Bwmict ynmakosku: 1 ¢makon 3 nopoikoM, | dinakos 3 pozunHHUKoM, | npuetpiit BAXJECT 11

(5. CIOCIB TA ILISAX(-A) 3ACTOCYBAHHSI

[Tepen 3acTocyBaHHAM NPOYHTANTE AUCTIBKY-BKJIaIHIL.
Jins BHYTPiUIHBOBEHHOTO BBECHHS, TiJIbKH /UIA 0JTHOPA30BOrO BUKOPUCTAHHA.

6. OCOBJIMBE 3ACTEPEKEHHS MMPO TE, WO JIKAPCbKHH 3ACIb TPEBA 3BEPITATH
MO3A ITOJIEM 30PY JITEN TA Y HEAOCTYITHOMY JUIs1 AITEA MICLII

36epiraty roza moaeM 30py AiTeit Ta y HEZOCTYIMHOMY Ul HUX MicHi.

[ 7. IHLIE(-I) OCOBJIMBE(-I) 3ACTEPEKEHHSI, 3A HEOBXIIHOCTI I

['8. TEPMIH IPHJAATHOCTI ]

EXP (npuaatHuii 10):

Buxopucm‘ru HeraiiHo micis [PHIOTYBAaHHA PO3UHHY.
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| 9. OCOBJIMBI YMOBHM 35EPITAHHS

36epiratu npu Temneparypi Hixde 30°C.
He 3amopoxyBaru.

10. OCOBJIUBI 3AXO/M BE3IEKH IS YTHIIBAIII HEBUKOPHCTAHUX JIKAPCHKHX
3ACOBIB ABO IX BLIXO/IB, 3A HEOBXITHOCTI

| 11. HA3BA TA AJIPECA BJACHUKA PEECTPALIMHOI'O IOCBLIYEHHS

bakcanra InHoBeiimns 'M6X

A-1221 Binens

ABcTpis

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

| 12. HOMEP(M) PEECTPALIIMHOI'O IMMOCBILAYEHHS

EU/1/14/970/003

| 13. HOMEP CEPII

Cepis:

| 14. 3ATAJIBHA THOOPMAILUSA JJISI HOCTAYAHHS |

| 15. IHCTPYKIIISI JUISI 3BACTOCYBAHHSI |

| 16. IHOOPMALIISI LIS MAPKYBAHHSI LIPUOTOM BPAIJISI |

PIKCYBIC 1000

[ 17. YHIKAJIbHUM JIEHTH®IKATOP: 2D-IITPUX-KOJI

Jonano 2D-ITpUx-Ko, O MICTHTh YHIKANLHUI iHAeHTH(IiKaTOP.

| 18. YHIKAJIbHUNA JIEHTU®IKATOP: 3BUMAHNHUNA UUTABEJIbHUN TEKCT

PC:

SN:
NN:
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NEPBUHHOI YIIAKOBKU HEBEJIMKOI'O PO3MIPY

ETUKETKA ®JAKOHY 3 [IOPOLIKOM

MIHIMAJIbHA IH®OPMAIIIS, IO INOBHHHA BYTH HABEJEHA HA OJIHHHULAX

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

PIKCVYBIC 1000 MO nopomiok s po3urHy Ans iH'exuiit
Honakor ramma
s BHYTPIlIHBOBEHHOI'O BBEIEHHA

| 2. CIOCIB 3ACTOCYBAHHSI

[Tepen 3acToCYBaHHSIM NPOYUTANTE JIUCTIBKY-BKIAIHIL.
Ins onHopazopof iH'ekil.

| 3. TEPMIH IIPMJATHOCTI

EXP (npuaathuii 10):

| 4. HOMEP CEPII

Cepis:

[ 5. BMICT MACH, OF'€MY ABO OJIMHUIIb

1000 MO

| 6. IHLLIE
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MIHIMAJIBHA TH®OPMAIIIA, 1O NOBHHHA BYTH HABEJEHA HA OJHHHLSX
INEPBUHHOI YIIAKOBKH HEBEJIMUKOI'O PO3MIPY

ETHUKETKA ®JIAKOHY 3 PO3YUHHUKOM

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY TA HLUIAX(-H) 3ACTOCYBAHHSA

CrepuntizoBaHa BoJa JUls iH'exiiit

[ 2. CIIOCIB 3ACTOCYBAHHSA |

| 3. TEPMIH IPUAATHOCTI |

EXP (npunarthuii 10):

| 4. HOMEP CEPII

Cepis:

| 5. BMICT MACH, OB'€EMY ABO OJIMHH1Ib

5mn

| 6. IHUIE
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IHO®OPMALISA, IO TIOBUHHA BYTH HABE/JIEHA HA 30BHILLIHIN YIIAKOBLII

30BHIIIHSA KAPTOHHA KOPOBKA

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY

PIKCVBIC 2000 MO mopouIok Ta po34HHHUK U1 PO3YUHY JUIS iH'€KIIIH
Homnaxkor ramma (pekoMOiHaHTHMIT GakTop 3ropTaHHs KpoBi moauan [X)

| 2. KUIBKICHUM BMICT JIOYOI(-MX) PEHOBHHH(-H) |

OnuH akon mictuts 2000 MO HOHakor ramma, npubiuzHo 400 MO/mi nic/is BIHOBJEHHS y S MJl
PO3YHHHHKA.

| 3. MEPEJIIK JONNOMIXKHUX PEYOBHH

Jlonomisna pedoBHHa BIZOMOI Jii: HaTpilt (3 HATPIIO XJOPHIY ).
JIOMOMIKHI peqOBHHI: caxapo3a, Kaublilo XJIOpHIL, MCTHINH, MaHiTo, nojicopoar 80.

PO3YMHHUK: CTepu/iz0BaHa Boaa A1 iH'eKuiil.

| 4. IKAPCBKA ®OPMA TA BMICT YIIAKOBKHU

[TopowIok Ta PO3YMHHHUK Ul PO3UMHY AUls iH'€KLi

Bwmict ynakosku: 1 ¢iakon 3 nopomkom, | ¢iakoH 3 posunnnukom, 1 npuctpii BAXJECT 11

| 5. CITIOCIB TA ULISAIX(-U) 3ACTOCYBAHHS

INepen 3acTocyBaHHAM NPOYHTAITE TUCTIBKY-BKJIAIUIIL.
Jlns BHYTPiLIHBOBEHHOTO BBEISHH, TUIBKH U1 OJJHOPa30BOr0 BUKOPHCTAHHA.

6. OCOBJIMBE 3ACTEPEXKEHHS PO TE, WO JIKAPCBKHI 3ACIB TPEBA 3BEPITATH
IMO3A I[MTOJIEM 30PY AITEU TA ¥ HEAOCTYITHOMY JJIA AITEX MICIII

306epiraTH 1103a noneM 30py JiTeii Ta y HEAOCTYIIHOMY U1 HUX MiCLi.

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

[ 8. TEPMIH IPHJATHOCTI

EXP (npupaTHuii 10):

BukopucTaT HeraiiHo nicis NpUroTyBaHHs PO3YHHY.
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| 9. OCOBJIMBI YMOBH 3BEPITAHHS

36epirat npu Temmnepatypi Hrukde 30°C.
He zamoposxysarn.

10. OCOBJIMBI 3AXO/IM BE3MEKH /151 YTUIIBALII HEBUKOPUCTAHUX JIKAPCbKHX
3ACOBIB ABO IX BLIXO/IB, 3A HEOBXIJTHOCTI

| 11. HA3BA TA AIPECA BJJACHUKA PEECTPALIMHOI O MOCBILIYEHHS

bakcanra [nHoBeiiuH3 ['MOX

A-1221 Binens

Agcrpis

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

[ 12. HOMEP(M) PEECTPALIIMHOT O MOCBIIYEHHS

EU/1/14/970/004

| 13. HOMEP CEPIi

Cepis:

| 14. 3BATAJIbHA IH®OPMAILLIS JLJISI IOCTAYAHHS

| 15. IHCTPYKLSI U151 3BACTOCYBAHHSI

[ 16. IHOOPMALIIS 1)1l MAPKY BAHHS LLIPHOTOM BPAJIS

PIKCVYBIC 2000

| 17. VHIKAJIbHUM IEHTU®IKATOP: 2D-IUTPUX-KO/1

Jonano 2D-1uTpux-Ko/, WO MICTHTE YHIKaTbHME iHAeHTHdIKaTOD.

| 18. VHIKAJIbHUM JIEHTU®IKATOP: 3BUMANHUN UMTABEJILHUN TEKCT

PC:
SN:
NN:
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MIHIMAJIBHA ITH®OPMAIIISA, O TMOBHHHA BYTH HABEJIEHA HA OJMHHUIAX
TMEPBHHHOI YITAKOBKH HEBEJIMKOI' O PO3MIPY

ETHKETKA ®JIAKOHY 3 MNOPOIIKOM

| 1. HA3BA JIIKAPCHKOI'O 3ACOBY TA LLISX(-H) 3ACTOCYBAHHS ]

PIKCVYBIC 2000 MO nopoIok a1 po34iHy 11s iH'ekuii
Honaxor ramma
Jlns BHYTpIIIHEOBEHHOTO BBEEHHS

| 2. CIOCIB 3ACTOCYBAHHSI

ITepen 3acTocyBaHHSM MPOYMTAIITE THCTIBKY-BKIAIMILL.
Jlns onHopasoBol in'ekuil.

| 3. TEPMIH MPUJAATHOCTI

EXP (npunaruuii 10):

| 4. HOMEP CEPII

Cepin:

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

2000 MO

| 6. IHLIE
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MIHIMAJIbHA TH®OPMAIIISA, IO NOBUHHA BYTH HABEJAEHA HA OJIMHULSAX
MEPBUHHOI YIIAKOBKH HEBEJIUKOI'O PO3MIPY

ETUKETKA ®JIAKOHY 3 PO3YUHHUKOM

| 1. HA3BA JIIKAPChKOI'O 3ACOBY TA LIISIX(-U) 3ACTOCYBAHHS

CrepuitizoBaHa Boa s 1H'EKLI i

| 2. CIOCIB 3ACTOCYBAHHS |

| 3. TEPMIH ITPUJIATHOCTI |

EXP (npunatuuif 10):

[ 4. HOMEP CEPII

Cepis:

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

SwMn

| 6. IHLIE
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IH®OPMALISA, IO MOBUHHA BYTH HABEJAEHA HA 30BHIIIHIN YIIAKOBILI

3OBHIIIHS KAPTOHHA KOPOBKA

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY

PIKCVYEIC 3000 MO mopowok Ta po34HHHUK I PO3UHHY AU iH'eKuilt
Honakor ramma (pexomOisanTHu (akTop 3ropTaHHs Kposi moguHu [X)

| 2. KUIbKICHUM BMICT JIHOYOI(-UX) PEHOBHUHU(-H)

Omuu pnakon mictuts 3000 MO Honakor ramma, npudnizHo 600 MO/Mn nicns BiTHOBNEHHA Y 5 Ml
PO34YMHHMKA.

| 3. NEPEJIIK JIONOMIXKHHUX PEYHOBHUH

JonomixHa pedoBHHA BIZOMOT 1ii: HATPIi (3 HATPIO XJIOPUIY).
JonomizHi peuoBMHM: caxapo3a, Kalbllilo XJI10pHI, MCTHIMH, MaHiTom, nonicopdar 80.

PoszumHHMK: cTepuiizoBaHa BoAA s iH'eKuUiil.

| 4. IIKAPCHKA ®OPMA TA BMICT YIIAKOBKH

[Topomok Ta po3UMHHMK T PO3UMHY s iH €KL

Bumict ynaxosku: 1 ¢makon 3 nopowkom, 1 dnakos 3 pozunHaukoM, | npuctpiit BAXJECT 11

| 5. CIOCIB TA HUISIX(-M) 3BACTOCYBAHHS

l'lcpezz 34aCTOCYBaHHAM npoumaﬁ’re .TlHCTiBKy-BK.FIaI[HI.H.
,U,J'IK BHYTpiLL[HLOBBHHOl‘O BBEIICHHA, TUIBKH 1715 OIHOPAa30BOro BUKOPUCTAHHA.

MO3A IIOJIEM 30PY JUTEN TA ¥ HEAOCTYITHOMY JUIS JUTEN MICIU

6. OCOBJIMBE 3ACTEPEXEHHSI PO TE, O JIKAPCHKHH 3ACIB TPEBA 3BEPIIATH

30epiraTh no3a noaem 30py AiTei Ta y HEAOCTYITHOMY Ui HUX MicLi.

| 7. IHLIE(-I) OCOBJMBE(-I) 3ACTEPEKEHHSI, 3A HEOBXIIHOCTI

| 8. TEPMIH ITPUJIATHOCTI

EXP (npuaatHuii 10):

BukopucTaTH HeraitHoO micis NpUroTyBaHHA PO3YHHY.
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| 9. OCOBJIMBI YMOBH 3BEPITAHHS

3bepiraty npu Temneparypi Hiwkge 30°C.
He 3amopoxyBath.

10. OCOBJIMBI 3AXO/I¥ BE3INIEKH J1JI5 YTWIIBALII HEBUKOPUCTAHUX JIIKAPCBKHUX
3ACOBIB ABO IX BIIXO/JIB, 3A HEOBXITHOCTI

| 11. HA3BA TA AJIPECA BJIACHUKA PEECTPAIIIMHOI O IOCBITYEHHS |

bakcanra InHoBelmH3 ['MOX

A-1221 Binens

ABcTpis

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

| 12. HOMEP(M) PEECTPALIIMHOI'O MTOCBIAYEHHA

EU/1/14/970/005

| 13. HOMEP CEPIi

Cepis:

| 14. 3ATAJIBHA IHOOPMALUSA ISt MOCTAYAHHS |

[15. IHCTPYKIIIS1 UIsI 3BACTOCYBAHHS |

| 16. IHOOPMALUSA /15l MAPKYBAHHS LIPU®TOM BPANJIS ]

PIKCVBIC 3000

| 17. YHIKAJIbHUM JIEHTH®IKATOP: 2D-IUTPUX-KO/1

Jonano 2D-1uTpux-Ko/. W0 MICTHTE YHIKaIBHUI iHIeHTHDIKATOP.

| 18. VHIKAJIbHUM JIEHTU®IKATOP: 3BUMANHUMN YUTABEJbHUUA TEKCT

PC:
SN:
NN: e ViDoN

He8an. ot LA WA
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MIHIMAJIBHA IH®OPMAILIA, LIO NOBHHHA BYTH HABEJAEHA HA OJUHHLSX
IMEPBUHHOI YIIAKOBKH HEBEJIHKOI'O PO3MIPY

ETHUKETKA ®JIAKOHY 3 IOPOUIKOM

| 1. HA3BA JIIKAPCBKOT' O 3ACOBY TA LIJISIX(-W) 3ACTOCYBAHHS

PIKCVBIC 3000 MO nopomok [uisi po34MHy s iH'eK1ii
Honakor ramma
Jns BHYTPILIHBOBEHHOIO BBE/ICHHA

| 2. CIIOCIB 3ACTOCYBAHHS

ITepen 3acTocyBaHHAM NpPOYMTANTE JTUCTIBKY-BKIaIMLLI.
Jins onHOpasoBoi iH'ekwil.

| 3. TEPMIH [IPHJIATHOCTI

EXP (npunaThuit 10):

| 4. HOMEP CEPII

Cepia:

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

3000 MO

| 6. IHLIE
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MIHIMAJIBHA TH®OPMAIIsA, IO TMOBHHHA BYTH HABEJAEHA HA OJMHHMIISIX
NNEPBHHHOI YIIAKOBKHW HEBEJIMKOI'O PO3MIPY

ETHKETKA ®JAKOHY 3 PO3YHHHUKOM

| 1. HA3BA JIIKAPCBKOT'O 3ACOBY TA LLISIX(-M) 3ACTOCYBAHHSI

Crepunizopana Bozna Ams iH'exuiii

[2. CIIOCIB 3ACTOCYBAHHS |

[ 3. TEPMIH MPUAATHOCTI |

EXP (npunarauii 10):

| 4. HOMEP CEPII

Cepis:

| 5. BMICT MACH, OB'€MY ABO OJMHHNIb

5 mn

| 6. IHLUE
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Jlucriska-BKaaaum: indopmauis 1158 KOpHCTYBa4a

PIKCYBIC 250 MO nopomok Ta po34HHHHK /ISl PO34YMHY /15 iH' €Kil
PIKCYBIC 500 MO nopomok Ta po34HHHHK /IS PO34HHY A/ iH'€Kuiii
PIKCYBIC 1000 MO nopomok Ta po3YHHHHK A5 PO3YHHY A5 iH'eKuiii
PIKCYBIC 2000 MO nopowmok Ta po34HHHHK /11 PO3YHHY A8 iH'€Kuiii
PIKCYBIC 3000 MO nopomok Ta po34HHHHK AJI5 PO3UHHY s iH'eKuii

Honakor ramma (pekomOinantauit haxrop sropranus kposi ioauuu IX)

¥ Lle# nikapcekuii 3acid 3HAXOUTHEA i/l MOJAIBLUIAM KOHTpOeM. Lle 103BOIATHME ILIBHAKO BUABUTH HOBY
iHtdopmarito 3 Ge3nexkn. B MokeTe JOMOMOITH, SKIHO MOBLIOMIISTUMETE PO OYb-5Ki Mo6iuHi edexTH, mo
BHHHKAaTHMYTh y Bac. [1lo0 aisHatucs npo Te, SKMM YHHOM MOBIAOMIATH PO MOOiIuHI eeKTH, AMB. KiHelb
po3zainy 4.

IMepen Tim, IK po3mo4aTH NPHIOM LBLOro JIKAPCLKOro 3ac00y, YBAKHO MPOYHTAITE MOBHICTIO LIO
JHCTIBKY-BKJIANII, OCKLJIKM BOHA MiCTHTH BaX/IHMBY 115 Bac inopmaiiio.

e 30epekiTh L0 MMCTIBKY-BKIaAMII. Bam Moke 3Ha100HTHCA 3HOBY 1T NepeyunTaTH.

e Slkmo y Bac € 6yab-siKi 101aTKOBI 3arTUTaHHs, 3BEPHITHCS 10 CROTO Jdikaps abo (apmaresTa.

e lleii nikapcbkuii 3acid OyB NpU3HaueHHii JTikapeM JHlle nepcoHanbHO Bam. He nepenasaiire iforo
IHIIHAM moasm. Bin Moske 3alkoauT M, HaBITh AKILO O3HAKHY 3aXBOPIOBAHHSA YV BAC 0/IHAKOBI.

e ko y Bac Bunuknu 0yae-aki noGivni edexTn, 3BepHiTECS 10 cBOro Nikaps abo (hapmauerra. Lle
CTOCYETBCS i OyAb-AKUX THIIUX MOMKIMBHX NMOOIYHMX edeKTiB, 110 He YBIHLLIN 10 nepeliky B uiii
nucTiBLi-BKIaAMI. JuB. posain 4.

ITpo mio iiaerbes y wiii JHCTIBUI-BRIATHIII

o take PIKCYBIC i 1715 4oro BiH 3aCTOCOBYETHCA.

[Ilo Bam notpiGro 3naTH nepea TiM, sk npuiiMatH PIKCYBIC.,
Ax npuitmatn PIKCYBIC.

Mozxuusi nobivni edexrn.

Sk 36epiratu PIKCYBIC.

Buict ynakoBky Ta iHa indopmarnis.

Dt DR

1. o take PIKCYBIC i ans woro BiH 3aCTOCOBYEThCS.

PIKCYBIC MicTHTh aKTHBHY PeHOBHHY HOHAKOT raMma i € JiKapceKUM 3aco00M Ha OCHOBI (akTopa
sropradHs kpoei IX. ®aktop IX € 3BHuUaiiHMM KOMITOHEHTOM KpOBI IOJAMHHM, 1110 HEOOXIAHHIT s
eextusroro sropranns kposi. PIKCYBIC 3acTocoByeThecs Is JIiKyBaHHS Maui€HTiB 3 remodizieio B
(xBopoba KpucTmaca, BpoakeHe MOpYIIEHHs 3ropTaHHs KpoBi, crnipudmHene Aediuutom daxropa 1X).
Mexaui3™ iforo aii nonsarae y nornoeHeHHi BMicTy AediumtHoro (akropa [X, BIAHORMIOKYM 3/1aTHICTH KPOBI
10 3rOpPTaHHS.

PIKCVYBIC 3actocoByeThea A4 JiKyBaHHA i NpodilakTHKN KPOBOTeYi Yy MALi€HTIB YCiX BiKOBHX
Kateropiii 3 remodiniero B.

2. Illo Bam noTpitHo 3HaTH nepea TuMm, sk 3acrocopysatu PIKCYBIC.

He 3actocoryiite PIKCYBIC:
— s#AKwo y Bac e ameprm Ha HOHaKor raMMa abo Ha Oyab-fKi iHIUI IHrpefieHTH UBOro J'[ll{ap(.bhoro

3acoly (1o nepenivexi B8 po3aiii 6); - =
— #AKWIOo y Bac € aniepris Ha OLIKH XOM'sKa.

3acrepexenns i 3axo0amn HesnexH | A n .
IMpn 3actocysanni npenapary PIKCYBIC MO®IMBO BHHHKHEHHA peakiiii mnanmbabl qt*rmmtacn

anepriusoro tuny. Heraitno npunuite indysito i 3sepuitbea 10 cBoro nikaps aGo BAKAMITE-WBUAKY ¥/

MEIHYHY JOMoOMOry. AKIO Yy Bac BHHHKIH l'[L}JLLII 0O3HaK#n pLEIf\Ll]II MiaBHINEHOT Ll'\f'["I}'IBO'CTI 309 a"rep’rﬂmix"'

O,



290

peakliid, TakMX fK KPONMB'SHKA, CBepOiXK, CTHCHEHHA Yy TPYAfAX, IMXaHHA 3 TPHCBHCTOM, 3HWKEHHH
aprepianbHuil THCK abo anadinakcia (TaxKi (opMn anepriyHoi peakuil MOXYTb CIPUMHHATH TpYyZHOLI
KOBTaHHS Ta/abo quXaHHA, NOYepBOHIHHA a00 HaOpsAK 061uy4A Ta/abo pyk). Moxiuso, tpeba Oyae, mobd Bam
NiKap MIBMAKO HamaB Bam HanexHy nomomory, mo6 no36aButH Bac mux peakuiif. Moximeo, Baw nikap
3poOuTh Bam Takok aHani3 KpoBi Ha HAasBHICTh HeMTpami3ylouux aHTUTin (iHriGiTopiB) mpoTH LBOTO
JiKapceKOro 3acody, OCKLUIBKH pa3oM 3 alepriero MOXKYTh YTBOPIOBAaTHCA i Taki iHriGiTopu. [TamieHTH, y AKHX
BHABNIAIOTHCA iHriGiTopH (akropa X, MOXYTh MaTH MiIBHIIEHHH PHU3MK BHHHUKHEHHS aHadimakcii mpu
ToZIaNbIIOMY JTIKYBaHHi i3 3acTocyBaHHAM (akropa [X.

HeraiiHo 3BepHITBCA 10 CBOTO JliKaps, AKIIO KPOBOTEHA BCE JK HE 3YNMHMHAEThCH ab0 AKILO Ui TOTO,
mob KoHTpomoBaTH y cebe kpoBoredy, Bu 3MmymeHi 30iMbIIMTH KiJBKiCTh 3aCTOCOBAHOrO Mpenapary
PIKCYBIC. Bam nikap 3poduth Bam anani3 kposi, 100 nepeBipdTH, Y4 He yTBOpWINCA ¥ Bac B opraHismi
Heiftpanisytodi antutina (inriGiropu) nporu npenapaty PIKCVYBIC. Puzuk yrBopeHHA iHribitopis e
HaflBUIINAM Y MALi€HTIB, AKi paHille He MPOXOIMIN JTIKYBaHHS LUIAXOM 3aMicHOI Teparil i3 3aCTOCYBaHHAM
¢akropa IX, a6o Ha paHHIX eTanax JiKyBaHHA, TOOTO y MAIEHbKHX IiTei,

Cunres ¢axropa IX B oprani3Mi perymoerbcs redoMm (akropa IX. ¥V nauienTtie 3 ocobnuBuMH
MyTauismMu reHy (akropa IX, TakMMH sK BajKIMBa Jefellis reHa, OUIbLI HMOBIpHO OYyIyTb MPUCYTHI
iHribitopu ¢axropa IX Ta anepriyHa peakilis Ha paHHIX eTamax MpH 3aCTOCYBaHHi Oy1b-AKOro KOHLEHTpaTy
daxropa IX. Tomy, sikuio v Bac € Taka mytauis, Baw nikap Oyne 6inbm perensHo KOHTposroBath Bam cran
Ha MpeJMeT HASBHOCTI 03HAK aneprivyHoil peakuii.

Slxmo v Bac e 3axBoproBaHHs nediHkH abo cepus abo sxumio Bu mofiHo mpoiitmnu cepiio3ny
Xipypriusy onepauilo, Oyab j1acka, MOBiZOMTe NPO Lie CBOTO JiKapa, Mo3afk y TakoMy BHNAIKY iCHYE
NiABHLICHN PH3UK BHHUKHEHHS YCK/IalHEHb 3 YTBOPEHHAM TPOMOIB (KoaryiaLicto).

[Toinomusanoca Npo HUPKOBI po3iaan (HeGpOTHYHHIT CHHIPOM), IO CYNIPOBOIKYBATN 3aCTOCYBAHHA
BHCOKHX 103 (hakTopa X y nauieHTis 3 remodiniero B, B Kpoi AKHMX BUABNIAIOTHCA iHrIOITOpU dakropa IX, Ta
3 aleprivHuMH peaklisMi B aHaMHe3i.

3aBxu, Komm 1e MoxnuBo, Oyas jacka. npu 3actocyeanHi npenapaty PIKCVYBIC sanucyiite fioro
Ha3By 1 Homep cepil (HanpuKian y CBOEMY WIONEHHUKY) I Toro, wob 3Gepertu indbopmauio mnpo
BHKOpHCcTaHi Bamu niku i HoMepH iX cepiit.

Inmi nikapeski 3aco6u i PIKCYBIC

[ToizomTe cBoro mikaps, fkmo Bu npuiiMaere ab6o HemonaBHO mnpuitManu, abo, MOXKIHBO,
30upaereck npuitMatH Oyas-aki iHmi nikn. [po p3aemoniro npenapary PIKCVYBIC 3 iHmmmy nikapcbKUMu
3acobn He BIIOMO.

BariTHieTb, rogyBaHHs rpyuiio i GepTHALHICTD

SAxmwo Bu BaritHi a0 rojayere rpy/Ulo, BBaKaeTe, 0 Moxere OyTH BariTHow a0o ruiaHyete
3aBariTHITH, 3BEPHIThCA 32 MOPAIOI0 10 CBOrO JiKaps Mepel THM, fK MpHitMaTH ueii mikapcekuii 3aci0.
['emodinia B y wxiHOK TpamigeTbes LysKe piako.

Kepypanusi aBToTpancnopTom ado podoTa 3 iHIIHMH MeXaHi3MaMH.
PIKCYBIC He BnimMBae Ha 3/IaTHICTh KepYBATH aBTOTPAHCIIOPTOM abo MpalloBaTH 3 iHIIAMH
MeXaHizMaMHu.

PIKCYBIC mictuts HaTpiii
Lleit nikapcekwit 3acid MicTuTs 19 Mr naTpilo B oaHoMYy duiakoHi. e Tpeba BpaxoByBaTH malieHTam,
KL TOTPUMYIOTHCS JIE€TH 3 HU3bKHM BMICTOM HATPIFO.

3. Ak 3actocopyeat PIKCYBIC.

Jlixypanua mnpenapatom PIKCVYBIC noemnHO 3aificHioBaTHCA JiKapeMm 2 J0CBIIOM JIiKyBaHHA
nauieHTiB 3 remodiniero B.

3aBx/IM 3aCTOCOBYHTE Lel mikapchKHi 3aci0 4iTKO y BiANOBiAHOCTI 3 pexomeHaauismu Bauworo
nikaps. 3BepHiThCH J10 CBOTO JiKaps, AK1O Bt B 4OMYCh He BIIEBHEHI.

Baw nikap npuiitMaTiMe pilieHHs WOZO 103H, AKY Bu OTpHMyBaTHMETE. Ls nosa i Tp:gms%

NKyBaHHS 3aNeKATUMYTh Bil TSKKOCTI AeiuuTy cpamopa [X, Bin Micta posrauryBatHs | CTYNEHATIKROCTE

KpoBOTei, a Takok Bil Balloro KiHIYHOTO CTaHy, BiKY Ta WBHIKOCTI BHKOPUCTAHHS Bam:m Crpramzmom
oTpumanoro (akropa IX, uo niansrae nepioaununiit nepepipiii.
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PIKCYBIC BBOAMTBCH ILIAXOM BHYTPIlUHBOBEHHOI (B/B) iHQY3ii micns BiAHOBIeHHs NikapeM a6o
MEJICECTPOIO MOPOIIKY MpenapaTy OUIIXOM HOro po3uMHeHHs Y HasBHOMY B YIIAKOBL pO34HHHHKY. Bu (abo
XTOCh iHIWiT) Takox moxkerte BBoanTH PIKCVYBIC msxom in'exuil, ane aue nicis Toro, Sk Bac HaByars 11e
NpaBUIEHO POOHTH.

BinHOBIeHHS | 3aCTOCYBAaHHA
* Jlns BITHOBJIEHHA MNpenapaTty BHKOPUCTOBYHTe JIMIe TOH PO3YMHHHK i TOW OpUCTpill s

BitHoBneHHA (BAXJECT II), mo HagaroThes B YNAKOBL.

+ Jlns BBENEHHA NpenapaTy HeoOXiHO 3aCTOCYBATH LINPHL 3 HakoHedHIKOM JTioepa.

* He suxopucrosyiite npuctpiiit BAXJECT I, axmo BiH momkokeHuit, SKINO MOMKOIKEeHa HOro
CTepHJIbHA CHCTEMA 3aXHCTY 9H #oro yrnakoBka abo sKIIO0 € Oyb-Ki 03HaKH MOTIPIIEHHS 1X CTaHY.

BinHoBneHHs
BHKOpHCTOBY#iTe acenTHYHI METOIM.

1. Sxmo nmikapcekmii 3aci® 30epiraerscs y XONOOWNBHHUKY, HicTaHbTe (IAKOHM 3 MOPOIIKOM
PIKCVYBIC i 3 po34MHHHUKOM 3 XONOANIBHAKY i 3a/THINTE IX HAarpiTHCS 10 KIMHATHOT TEMIIEpaTypH
(Bizg 15°C mo 30°C).

PerebHO BUMUIITE PYKH TEIJI0I0 BOAOKO 3 MUIIOM.

3HIMITE KPHIIKHY 3 (DIaKOHIB 3 MOPOLIKOM i POZYHHHHUKOM.

[TpoTpiTe npodki TamMnoHamu 3i cnuprom. Posramyiite ¢piiakoHn Ha piBHiiT YHCTiN NOBEPXHI.

Binkpuiite ynakoeky 3 npuctpoeMm BAXJECT Il muisixoM 3HATTS manepoBoi IUIBKH. He

TOPKAKOYHCh BHYTPILIHBOI MOBEpXHi MpHCTpol0 (MamoHok a). He micrasaiite npuctpiit 3

YIAKOBKH.

6. TlepesepHiTh ynakoBKy i HacaZiTh Ha MPOOKY (hJ1aKoHa MPO30pHil IIACTHKOBHIT WTHPT. BizbMmiTs
YIIaKoBKY 3a i1 kpai i 3HiMiTe ynakoBky 3 npuctpoto BAXJECT 11 (mamronok b). He 3uimaiire 3
npuctporo BAXJECT Il koBnauok cHHBOTr0 KOILOPY.

7. Tenep, xomu npuctpiit BAXJECT Il npuennanuii no dnaxony 3 po3qHHHHK0M riepeBepHiTh
CHCTEMY TaKHM 9HHOM, 1100 ()JIaKOH 3 PO3UMHHUKOM OMMHUBCA Had npucTpoeM. Hacanits Ginmii
macTHKOBUM WTHOT Ha npobky ¢nakony 3 npenapatom PIKCVBIC. Tlin BakyymMoM po3urMHHUK
noTpanuth y ¢aakos, o Mictuts npenapar PIKCYBIC (MamoHok c).

8. AKypaTHO repemiliaiiTe 10 MOBHOrO po3YMHEHHS MOpOMLIKY. [IpenapaT po3YHHIOETHCS MIBUIKO
(mpotsirom 2-x xpunuH). [lepexonaiitecs B tomy, 1o PIKCYBIC noBHicTiO po34HHHBCS, 103a9K B
iHIOMY BMNAAKy He Bech BiJHOBIeHMii mpenapaT npoiine kpiss (GinsTp npucrporo. [lepen
3aCTOCYBaHHAM BiIHOBIEHI JiKapchki 3ac06H HEOOXITHO Bi3yalbHO OOCTEKUTH /I BUABJIEHHSA
TBEPAMX YacTHHOK 1 oOe30apBneHHs. Po3uMH mnoBuHeH OyTH npo3opuM abo  3jerka
onaiecueHTHHM. He BUKOpUCTOBRYHTE po3uMH, 110 MOMYTHIB a0 MiCTHTE Ocal.

D s 1

ManioHok a MaJionok b MaaiwHok ¢

He oxonomxkyiite npenapar nicis BiAHOBIEHHS.
Bukopucraiite ioro HeraitHo Mic/is NPUrOTYBaHHS.

3acToCcyBaHH
BukopucTtoByiite acenTHaHi METOAM.
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1. 3HiMiTE KOBMa4oK CHHBOrO Konmbopy 3 npuctporo BAXJECT II. IMoabaiite mpo Te, mo6 He
BTSATHYTH NOBITps y wnpuu. [puensaiite mmpuy 1o npuctporo BAXJECT II (mamoroK d).

2. TlepesepHits cucreMy ((hnakoH 3 BITHOBIECHHM PO3YMHOM NOBHHEH OyTH 3BepXy). 3amoBHITH
BiJHOBJICHHM PO3YMHOM IIMPHIL, TIOBLIBHO MOTATHYBIIM MOPLIEHb Ha3a (MATIOHOK €).

3. Bin'ennaiite mnpui Bix drakoHis.

4. Tlpuenuaiite ronky-mMeTenuk 10 wimpuiia. Beemith posumH y BeHy. Posuun TpeGa BBOIMTH
TOBLIBHO, HA IBHIKOCTI, 10 € KOM(OPTHOIO /1S NallieHTa, He mBuame 10 M1 Ha XBUIHHY.

Mamwonok d ManwHok e

o W -

| I
2
&

3aBKau, KOJM Ue MOKIMBO, Oyab Nacka, mpy 3actocysanHi npenapary PIKCYBIC 3ammcyiite ioro
Ha3By i HOMep cepii (Hanmpukjaz y CBOEMy MWIOAEHHHKY) WIs TOro, wod 36epertn indopmalio 1npo
BUKOpHCTaHI Bamu n1iku | Homepu ix cepiii.

bynb-siKi 3a1MIIKn HeBHKOPHCTAHOTO JiKapehkoro 3aco0y abo fioro Biaxoawm ciia yTuiisysarti 3a
MiCLIEBHMH TIPaBHJIAMHK.

i

Hxwo Bu 3actocyere PIKCYBIC y fiabwiii KiabkocTi, Hik notpiono

3aBkaM 3acTOCOBYHTe weil Jikapchbkuii 3acid 4iTko y BiAMOBIAHOCTI 3 pekoMeHnauismu Batoro
fiKapsl. 3BEpHITLCA 110 CBOro Jikapsl, AKIO Bu B Homych He BrieBHeHi. Skito Bu BBenH Ginbiry kinbKicTs
npenapary, Hix 6ys0 peKOMEeHI0BaHO, AKOMOTa LIBHIILIE 3BEPHITECA 10 CBOrO JliKaps.

Sxmo Bu 3a6yan sgectn PIKCYBIC
He BBOnbTe NozBiiiHy 103y, 10O NOKPHTH TY KilbKiCTh, SKy Bu 3a0yaH BBECTH. 3po0iTe HacTyIHY
iH'eKWiF0, AK OyI10 3aM1aHOBAHO, i NPOIOBKYiTE JOTPUMYBATHCS PeKOMEHaLlii CBOro fiKaps.

SAxmo Bu npunuusiere 3actocopysatu PIKCYBIC

He npununsiire sacrocosysaru PIKCYBIC Ge3 koscyabTallil 3i CBOIM JikapeMm.

SIkio y Bac € noxaTkoBi 3anmMTaHHs CTOCOBHO 3aCTOCYBAaHHs! LLOTO J1iKapChKOro 3aco0y, 3BepHiThC
210 ceoro Jiikaps abo ¢gapmanesTa.

4. Moxauei nodiuni edexTn

[TonibHo ycim ikaM, ueii npenapat Moye CPHINHATH BUHHKHEHHS TTOOIYHMUX edekTis, Xoua ii He y
KOJKHOTO MAalli€HTa.

INpn 3actocysansi npenapaty PIKCYBIC mokIHBO BUHMKHEHHS peakiiifi MiZBUIIEHO! uyTIMBOCT]
aneprivHoro Tumy. [lepenik Takux peaxuiii MosKe BKITKOUATH BIAUyTTs NediHHs i AepTs B Micui indy3ii, 03106,
MPHIIHB KPOBI 10 06,1143, JIETAPriro, CTAH 3aHEMOKOEHHS, A3BiH Y ByXaX, KpOITUB'AHKY, CBEPOIXK i BHCHITAHHA,
3HIKEHHSA apTepiallbHOrO THCKY, MPUCKOPEHe CepleGHTTS, CTHCHEHHS Y TPYISX, AMXaHHS 3 NPHCBUCTOM,
HaOpsK y ropii, aHaginakciio (cepiosHa anepriuna peaxiis), ronosHuii 6inbs, Hy10TY i GmoBanns. Byas
jlacka, HeraHHO 3BEPHITHCS 110 CBOTO Jlikaps, Ko y Bac 3'pumics Taki cumnromu. Mosxiuso, TpeGa Gyte,
uod Bamr sikap meHako Hanas Bam nonomory, moé nos6asutd Bac umx peakuiii (aue. po3min 2 moxo
3acTepekeHb Ta 3amobiKHUX 3aX0MIiB).

Hipkye nasenieni nodiuni eexru, 1o Gy 3apeecTpoBaHi Npi 3actocysanHi npenapary PIKCYBIC.
Hacri nodiuni edpexrn (MokyTs TparsTucs y 1 3 10 nauientis):

— MOPYLICHHS CMaKY;
— 0iab y KiHIiBKax.
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IoGiuni edpexTH HEBiZIOMOT YACTOTH (HAa OCHOBI HAABHUX JaHUX YACTOTY OLIHHTH HEMOXKIIMBO):
~ asjepriuHi peakuil (NMiABHILIEHA Yy TIUBICTB).

[TpoGnemu 3 NPUYMHM HAAMIPHOrO 3ropTaHHA KpoBi (TpomMOoeMboIiYHI eni30au) nNpy 3acTOCYBaHHI
UbOT0 TMpenapary He CHOCTepirajucs, MpoTeé BOHM MOXYTh BHHHKATH MpPH 3aCTOCYBaHHI OyIb-siKHX
JiKapchkux 3aco0iB Ha ocHOBI (akTopa IX. BoHM MOXYTh BKJIFOYATH CEpLEBHIi Hama, TpoMOH y BeHax abo

TpoMOM y nereHsx.

Iogizomaenns npo nobiuni epexTH

Axmo y Bac Bunukin Oyab-saxi mobiuni edekry, 3BepHiTECS 10 CBOTO Jikaps abo dapmauesta. Lle
CTOCYETBCA i OYNb-SKMX MOXKIMBHX MOOIYHMX e(eKTiB, IO He 3a3Ha4eHi y wuiii smcTiBui. Bu Moxere Takox
NOBIIOMHTH Mpo Mo0iuHI edexTn Oe3nmocepenHiM YHHOM Hepe3 HALIOHATBHY CHCTEMY IIOBiIOMIIEHHS,
sasnaveny y Jonatky V. INoinomnsioun npo nodiuni eexktr, Bu MoXkeTe cpHUATH HaNaHHK GibII MOBHOT
inpopmauii mwono Ge3nekH 1BOro JiKapcbKoro 3acoby.

5. Sk 36epiratu PIKCYBIC.
30epiraiite Leif TikapchbKuii 3acib moza mozeM 3opy AiTeil Ta Y HEAOCTYIIHOMY AUIs AiTel MicLi.

He BukopucroByiite neit jikapebkuii 3acid micis 3aKiHYeHHS TepMiHY NPHIATHOCTI, 110 3a3HavYeHuil Ha
30BHiLIHIH kopoOui Ta eTukerwi ¢paakony nicas cnis "EXP (npuaarnuit 10)". Jlata TepMiHy npruAaTHOCTI
€ OCTaHHIM JIHEM 3a3Ha4eHOTO MiCALA.

30epiraiite npu Temnepatypi Hiskue 30°C.
He 3amoposxyiite.

BinHoBneHuii po3y4uH BUKOPUCTOBYTE HErailHoO Mic/iA HOro MPUroTyBaHHA.
He suxopucrosyiite PIKCYBIC, sxio po3unH He € mpo3opuM i 6e36apBHIM.

He BukuaiiTe xoIHi Tiky y KaHajizauito ado 3 mo0yToBUM CMITTAM. 3anuTaiite y cBoro (papMaieBTa, sk
no30yTucs 7ikiB, AKUMU BH Oinblle He KOPUCTYETECh. BXKUTTA TakMX 3aXOMIB J03BOJNMTEL 3aXMCTHUTH

JOBKiJIIA.
6. BmicT ynakoBkH Ta iHma ingopmauis.

Ilo mictuts PIKCYBIC

- Airo4010 peHoBHHOI € HOHAKOI ramma (pexomOiHaHTHMI (PAKTOP 3rOPTAHHA KPOBI JIHOAMHM
IX). B omnomy dnakoHi 3 mopowkoM MiCTHTECS HOMiHabHA KinbkicTs 250, 500, 1000, 2000
abo 3000 MO, mo eignopinae xouuexrpauii 50, 100, 200, 400 a6o 600 MO/Mn micns

BIJIHOBJIGHHS Mpenapary y 5 M/ pO3uHHHHKA.
* [HWHMMH IHTpeaieHTaMH NOPOLIKY € €axapo3a, MAaHITOJ, HATPil0 XJIOPHJ, KalbIil0 XIOPHI,

L-rictuaun, nonicopbar 80.
(D1aKoH 3 PO3UMHHHKOM: 5 MJT CTEPHITI30BAHOT BOAM /IS iH'eKIIiii.

Ax surasinac PIKCYBIC Ta BMicT yakoBkn

PIKCYBIC nocra4a€eTses y BUTIIAA TOPOIIKY Pa30M 3 PO3YMHHMKOM JUIS IPHTOTYBAHHS PO3YHHY 11
iH'exuiit.

Bmict YHNAaKOBKH € TaKHMM:
e —
- ':Js”{nd

— oauH ckisHUi daakon 3 250, 500, 1000, 2000 ado 3000 MO nopomxv PI@CYBI’C ?neé’v 'KOBOIO / '

MPOOKOIO;
—  OJIMH CKJIAHMIT (h1aKOH 3 5 MJI CTEepHIIi30BaHOT BOIM Ans iH'eKIiil, 3 r:ayf) mso;o npoﬁxozo,
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— oaun npuctpiii BAXJECT II (6e3ronkoBuit nprCTpiii 115t BiIHOBNEHHS Npenapary).
Baacuuk peecrpauiiinoro nocsinuenus

Bakcanra [nHosefimnas 'M6X

[HoycTpimrpacce 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

Bupoouuk

Bakcanra beasakiym Mensiodekaypunr CA

OyneBap Pexe Bpankap 80

B-7860 Jleccin

Benbris

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

bakcrep CA

oviseap Pene Bpankap 80

B-7860 Jleccin

Besbris

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

Bocranne us ancriska 6yaa neperasinyTa: Micsius/pik (MM/YYYY).

3 neTanbHOK iH(OPMANiEl0 CTOCOBHO IBOFO MperapaTy MOXHa O3HAHOMHTHCS Ha Beb-cTopiHui
€Bpornelicbkoro areHTCTBa 3 JIKapchKHX 3ac00iB 3a TAaKOK aIpecoro: hitp:/www.ema.europa.eu/.

Hapezena ke inpopmallis npusHayena Juiue s cremiaticTis y ctepi 0XOpPOHH 310pOB's.

KoHTpons B x01i nikyBaHHs

B xoni nikysanns pekoMeHAy€TbCA 3a0e3nedyBaTH Ha/leKHe BU3HAYEHHS piBHie hakTopa X B sKoCTI
Opi€HTHpA NMpH NMPU3HAYEHH] 103M /1715 3aCTOCYBAHHSA | YaCTOTH NOBTOPHOI iH(ys3ii. Peakiis Ha dakrop IX y
KOMHOr0 OKpPEMOro nauieHTa Moxe OyTH pi3HOIO, i3 Pi3HHMH MOKa3HUKAMU Tepiozy HAiBPO3Mazy i cTyneHs
BinHOB/eHHA. [lauieHTaM 3 HM3bKOIO aB0 HAIMIPHOKW MAcOK TiNd MOKe 3HATOGHTHCH KOpEeKLis 103H,
PO3paXOBAaHO HAa OCHOBI MacW Tina. Y BHNAZKy CeplO3HMX XipypriuHMX BTpy4aHs BKpaif HeoOXigHo
3a0e3reuyBaTi TOYHUIT KOHTPOJIB 3aMiCHOT Tepartii 1IIAXOM NPOBeIeHHs aHanizy GpakTopis 3ropraHHs Kposi
(aktuBHicTs (akropa IX y nnasmi kposi).

Hns Toro, wob 3abe3neunTH NOCATHEHHs 6akaHOro PiBHA AKTHBHOCT (axropa IX y mmasmi kposi,
PEKOMEHIYETHCS POBOAUTH HOIO peTelbHMii KOHTPOb 3a I0NOMOTO0 BiANOBIIHONO METOIY BH3HAYCHHS
aKTUBHOCTI (pakTopa IX Ta, K10 HeodXinHO, 3ailiCHIOBATH HAJIeKHY KOPEKUIK 103 i 4aCTOTH IOBTOPHOL
ingysii. [lpu 3acrocyBanui omHocTazifiHOro Meromy aHaisy (axropie 3ropranus KpoBi in vitro 3a
MOKa3HUKaMU TPOMOOIIacTHHOBOro Yacy (AYTY) 1715 BU3HAYEHHS aKTHBHOCTI (axropa IX y npobax kposi
MALi€HTIB pe3sy/IbTaTH IIOAO aKTMBHOCTI (aktopa IX MOKYTb CYTTEBO 3a/leKaTH fK Bi1 pi3HOBMIY
AUTY-pearenty, Tax i Bi1 cTanIapry NOPiBHAHHS, BUKOPHCTAHMX 15 npoBeJeHHs aHali3y. Lle € BakauBum
0COOJIMBO MPH 3MiHi J1abOpaTOpii Ta/alo peareHTiB, 1O BUKOPHCTOBYIOTHCS A aHanisy.

Loszu
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MiCUs pO3TalIyBaHHA | CTyMeHs CepiO3HOCTI KpOBOTEHWi, a TaKOX Bil KIiHiYHOro cTaHy, BiKy |
(hapmaxokiHeTHUHHX TapameTpiB (akTopa IX y nauienta, TakMX AK BeJHYHHA MOETAIHOIO IPUPOCTY
BIIHOBJICHHS PiBHA akTHBHOCTI axTopa [X Ta nepioay Hamisposnay.

3acTocoBaHa KinbKicTh omMHMIB (akTopa IX BHpakkeHa y MikHapomumx oauEMIAX (MO), mo
CTOCYIOTHCA Hapasi Aifoyoro cranaapty BOO3 mis nikapchkux 3aco6iB Ha ocHOBI daxktopa [X. AKTHBHICTH
akropa IX y nnasmi KpoBi BUpaka€Thest a60 Y MPOLEHTAX (BiTHOCHO HOPMATLHOTO MOKA3HMKA IS [U1a3MH
KPOBI IOAMHH), a00 y MiKHAapOIHHX ONMHHUAX (BiIHOCHO MiXHApPOIHOro CTaHAApTY IS ¢axropa IX y
I1a3Mi KpoBi).

Oznna mixunaponna oxmmmus (MO) akruBHOCTI (akTopa IX MOpIBHIOE MOKA3HMKY AKTHBHOCTI
(akropa IX B 1 M1 HOpMANTBHOT [1a3MH KPOBI JIFOIHHH.

Jixyeanus npu neobxionocmi

PospaxyHok HeoOXinHoi 1031 (akropa IX 114 nauientis Bikom 12 pokis i crapie 3aificHIOETECS Ha
OCHOBI OTPMMAHOTO eMITIPUHUM ILIAXOM BUCHOBKY IIPO T€, 110 3aCTOCYBAHHA OIHI€l MiKHAPOAHOI OJIMHHUIII
(MO) tpaxropa IX na 1 kr Macu Tina npu3BOAMTE A0 30i/bIIEHHS aKTUBHOCTI (akTopa IX y miasmi KpOBi Ha
0,9 MO/xn (aianason: in 0,5 1o 1,4 MO/un) a6o Ha 0,9% HOPManbHOT aKTHBHOCTI (Binb JeTalbHy
indopmarito nus. y posmini 5.2).

HeoGxinHa 1032 BU3HAYAETHCA 38 HABEICHOIO HIKYE OPMYI0K0.
[MTawienTy BikoM 12 pokiB i cTapiue:

[TorpiGHa KinbKicTh oaMHMLL = Maca Tina (kr) X GaxkaHuii TpupicT piBHA haxTopa [X (% abo MO/an) x
3BOPOTHA BEIMYMHA M0Ka3HHKA 3apPeECTPOBAHOIO BIHOB/ICHHSA PiBHsA akTHBHOCTI (hakTopa [X (1n/kr)

Hns noetanHoro MpHPOCTY BiAHOBIEHHS piBHA akTUBHOCTI Ha 0,9 MO/an na | MO/kr 103a
PO3PAXOBYETHCA 3a TAKOKW (HOPMYJIOI0:

[TorpiGHa KiibKicTh onMHMUL = Maca Tina (kr) X GaxkaHuii npupicT piBHa dakropa IX (% abo MO/11) x
1.1 an/kr

BesnumHa 1034 | 4acTOTa 3an/1aHOBAHOTO 3aCTOCYBAHHS 3aBXKAM MOBHHHI GYTH CNPAMOBAHMMH Ha
3a0e3nevenHs KIiHiYHOT eeKTHBHOCTI y KOXXHOIO KOHKPETHOTO NallieHTa.

Y BUNaJKy HaABHOCTI HABEAECHHX HIKYE FeMOPAriyHUX SBUII TOKA3HUKH aKTHBHOCTI takrtopa IX He
NOBUHHI OYTH HIKYe 3a3HaYEHOro PiBHA aKTHBHOCTI Y 1a3mi Kposi (y % Bil Hopmu abo MO/an) HOPOTSATOM
BiANOBiNHOrO nepiony yacy. Haseneny Husk4e TabIMINo MOKHA BHKOPHCTOBYBATH IS BH3HAUCHHS 103K npu
eri3o/1ax KpoBoTeyi Ta NpH XipypriqyHoMy BTpYYaHHi:

Crynine rsukkocri kposoreui/ | Heobxinnuii pisens Yacrora 3acTocyBaHHS, IF'OAHMHK/

Tun xipypriusoro BTpyqanns | ¢axrtopa IX, % abo TpueanicTs gikyBauns, aui
MO/aa

Kpogoreua

Panniii reMapTpo3, KpOBOBUIIMBH 20-40 ITosToproiite koxkHi 24 romuun. [MpuHaiimMui

¥ M'A31 a00 y MOPOXKHUHY poTa | ZeHb, 10 NPUIIMHEHHS KPOBOTEYi, PO M0

3aCBIAYMTE BIACYTHICTB GO0, a00 10
3arO€HHA paHu.

binbm Bupasuuii remapTpos, 30-60 [osToproiiTe iHdy3it0 KokHI 24 roauHn
KPOBOBWJIMBH Y M's13H abo npotarom 3-4 aHiB abo N0BIle, 10 3HUKHEHHS
remMaToma 6010 1 YCYHEHHS CHITBHOTO

(YHKLIOHATLHOTO MOpPYILEHHS.

Gk

3arpo3nuBi 15 JKUTTA KPOBOTEY] 60-100 [TosToproiite indys3io koxkui 8-24 roauHm
SHUKHEHHS 3arpo3H.
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XipypriyHi onepauii

HesnauHi xipypriuHi onepauiii, 30-60 KoxHi 24 roausu, npuHaiiMHi | 1eHs, 10

BKJIIOYAIOYH BHIaJIeHHs 3y0iB 3arO€HHs PaHu.

Cepito3Hi Xipypriusi onepauii 80-100 (nepen IToBToproiite indy3ito KoxkHi 8-24 roaunu 10

OMepalli€o Ta Mic/A | HAJeKHOrO 3ar0€HHs PaHH, MiCIs HOro
Hef) NPOBOJBTE NKYBAHHS MPHHANMHI e 7 AHIB

IUISL yTPUMAHHS TTOKa3HHKa aKTHBHOCTI
takropa IX Ha pisHi Bixg 30% 10 60%
(MO/zn).

PerensHuii KoHTpob nepebiry 3amicHoi Tepamii € O0COOIMBO B@XIHBHM Y BHMAIKaX Cepiio3HOro
XipypriyHoro BTpy4aHHs ab0 3arpo3/MBOI UTS JKUTTS KPOBOTEH].

Ipoghinaxmura

Jns TpuBanoi nmpodinakTUKKM KPOBOTedi y mauieHTiB Bikom 12 pokiB i crapiue 3 TSKK0K (hopmoro
remoinii B, sik npaguo, 3acrocoByrothes 1034 Bix 40 10 60 MO dakropa IX Ha | kr Macu Tina 3 iHTepBaiom
3-4 mui. Y neskux BUmazKax, B 3anekHOCTi Bia dapmakokiHeTHkH, BiKy, (EHOTHITY 11070 KpoBOTedi Ta
ctyneHs (i3MgHOT aKTHBHOCTI Y KOJKHOTO OKPEMOro Mali€HTa, MOXeE CTaTH HEOOXIIHWM 3aCTOCYBATH
KopoTili iHTepsann abo Ginbiui 103u Mpenapary.

Besnepepena ingyzia
He Beroautu npenapat PIKCYBIC waxom 6eznepeprHoi iHdy3ii.

Havieumu nediampuutozo npodino

JlikyeanHs npu HeobXigHOCTI.

PospaxyHok HeoOxinnoi n03u paxropa IX 115 nauienTiB BikoM Monoame 12 pokis 31ilicHIOETbCA Ha
OCHOBi OTPHMAHOT0 EMITIPHYHHM IUISXOM BHCHOBKY PO Te, IO 3aCTOCYBaHHS OJIHIET MixHAPOIHOT OIMHMLI
(MO) (paxropa IX Ha 1 kr MacH Tija NpU3BOAUTH 10 36inbiIeHHs akTHBHOCTI (akTopa IX y miasmi kposi Ha
0,7 MO/an (aiamason: Big 0,31 mo 1,0 MO/mn) abo na 0,7% HOpManbHOI akTHBHOCTI (Ginbin JeTallbHY
inhopmairo aue. y posaini 5.2).

Heo0OxinHa 103a BU3HAYAETHCS 32 HABEAECHOIO HIKYE (hOPMYJIOND.
IMauienTn Bikom mMomnoaute 12 pokis:

[Torpibna kinbkicTs ommHubs = Maca Tina (kr) x Gamanuli npupict pieaa ¢akropa [X (% aGo MO/wi) x
3BOPOTHA BE/IMYMHA MIOKA3HHKA 3apPeeCTPOBAHOrO BIIHOBJICHHS PIBHS AKTUBHOCTI (JU1/KT)

s noeranHoro npupocTy BinHOBIeHHs piBHS akTHBHOCTI Ha 0,7 MO/an ma 1 MO/kr nosa
PO3paxoBYETLCA 3a TAKOK HOPMYJIOH:

TloTpibHa KiNbKiCTH OMMHMIL = Maca Tina (kr) X Gaxanuil npupict pisHsa dakropa IX (% abo MO/mn) x
1,4 nn/kr

Hoist BU3HAYeHHA 103H MPH eMi30/1ax KPoBOTeYi Ta XipypridHoMy BTpYYaHHI MOKHA BUKOPHCTATH Ty
K camy TabIHLIO, IO ¥ 718 Z0POCTNX (IMB. BUILLE).

[TpodinakTuka.

Jianazon peKoOMeHI0BaHHUX /103 MPH JIiKYBaHHI MNALIEHTIB NeIiaTPHYHOro Mpodimo BikoM MosoaLe
12 pokie cranoButs Bin 40 10 80 MO/kr 3 inTeppanom 3-4 ami. V JeskuX BHNAAKAX, B 3a7eKHOCTI B'_l,ll
qaapmarcoxmemm BiKY, (DEHOTHITY 111010 KPOBOTEHi Ta CTYNeHs (Pi3HYHOT AKTHBHOCTI Y KOKHOTO oxpeuoro
nauieHTa, MOXe CTaTH HeOOXIZAHMM 3aCTOCYBATH KOPOTLII iHTepBaiu ado Ginbiwi 1034 npenapary.
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Package leaflet: Information for the user _ '//A’ //5’ ‘/’/'.5{._ 3’/?’# of

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 injection
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 Yyou 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.

- [f 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

i B e

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 3

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 . 9

red.or

or anaphylaxis (severe allergic reaction that can cause difficulty in swallowing and/or breathing,
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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 IX 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 hay&&g_b&(;hecked

regularly. f/%uﬂ » Yep
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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),

2. Wash your hands thoroughly using soap and warm water.

3. Remove caps from powder and solvent vials.

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

5. 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.

6. 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.

7 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. c).

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.

Fig. a Fig. b Fig. ¢
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Do not refrigerate the preparation after reconstitution.
Use immediately.
Administration
Use Aseptic Technique
1. Remove the blue cap from BAXJECT IL. 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 111 S
reconstituted solution into the syringe by pulling the plunger back slowly (Flga;ei;e,TB“ X
Disconnect the syringe. Fo NI

d
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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
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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.

I

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 vour 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 RIX UBIS:
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 not-bi qﬁc‘:@é‘e;\ge)d with
this product, but may occur with any factor IX products. These may includediéa
the veins or blood clots in the lung.

i attack: gléif&-\clots in
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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 re ng system
isted in A &V. By reporting side effects you can help provide more information on the safety of
this medicine.

possible side effects

L ren Oring system

5. 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/m] 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 [U powder in a glass vial with a rubber
stopper

o 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:

ht_tg::’»’www.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 overwei ght 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 [X 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 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 International
Unit (IU) factor IX per kg body weight raises the plasma factor IX activity by 0.9 IU/dE {range ...
from 0.5 to 1.4 [U/dL) or 0.9% of normal activity in patients 12 years and older (fg?’kﬁ&%n‘fc’:ﬁmgﬁg}i Ny
see section 5.2). o
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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 IXrise ~ x  reciprocal of observed
units (%) or (IU/dL) recovery (dL/kg)

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

Required =  body weight (kg) X  desired factor [X rise X 1.1dL/kg
units (%) or (TU/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 | 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 [X activity of 30%
to 60% (1U/dl).

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

Prophyvlaxis
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. [n some cases, depending upon the individual patient’s pharmacokinetics,
age, bleeding phenotype and physical activity, shorter dosage intervals or higher doses mag® B
necessary. =
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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 IU/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 IU/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 [U /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.




THOOPMAIIIST npo 3actocyBanns JiKapchKoro (Mo Peccrpaniiinoro nocpizenna
3aco0y N!_‘{‘z(/é!}-_c) BiJ.L.;f’;/. //m’ef}/’?{

(18 [ 16953/02]0L g /#5502 0

77 [ /6455 fo2) 0%
vT'his 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 IU nonacog gamma, recombinant human coagulation factor IX
(rDNA). corresponding to a concentration of 50 IU/ml after reconstitution with 5 ml 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 [U/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 [X
(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 IU nonacog gamma, recombinant human coagulation factor [X
(rDNA), corresponding to a concentration of 400 [U/ml after reconstitution with 5 ml 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/m] 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 [U/mg protein.

Nonacog gamma (recombinant coagulation factor IX) 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 TU/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% (1U/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 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 B
S NE T

On demand treatment: S

The calculation of the required dose of factor IX is based on the empirical finding that |/Intefnationa

Unit (IU) factor IX per kg body weight raises the plasma factor [X activity by 0.7 IU/qﬁ;f;:‘S’(@'jj ,
from 0.31 to 1.0 IU/dL) or 0.7% of normal activity in patients less than 12 years of age! (farthér! /77 7.,
information see section 5.2). HEA /
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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 [U/kg, the dose is calculated as follows:

Required = body weight (kg) X  desired factor IXrise 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 I U/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 [X (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 com plications

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.

Elderly

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. _ ;/:g;; * _)‘{5.3:-.‘ :
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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 kpmﬂ
Nervous system disorders Dysgeusia C%@o’n T\,
Musculoskeletal and connective tissue disorders | Pain in extremity Qamfmon NAN
W, NG R Y

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 investigation 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
fessional asked to report any suspected adverse reactions via fliena i

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 Xla 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

O ——

on-demand cohort was 3.5+1.00 months (median 3.4, ranging from 1.2 to 5.1 months),;;/&fﬁw mta]:;"- ™,
9o
¥y

annualised bleeding rate (ABR) was 33.9+17.37 with a median of 27.0, ranging from )
~ r',

The median ABR on prophylaxis with RIXUBIS for all bleeds was 2.0. for spontanel&%/b]éqiﬂrg 0:0,
and for joint bleeds 0.0. 24 subjects (42.9%) experienced zero bleeds. el g

731 NN
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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 vears:

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 (=23 DAz,
were 74.69+2.37 and 74.25 1U/kg, respectively, with a range of 71.27 to 79.38 I )
pharmacokinetic parameters were calculated from factor IX activitly measurem :
obtained up to 72 hours following each infusion. [l 2
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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)
AUC.75, (IU.hr/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
(TU/dL:IU/kg)"

0.87+0.22
0.88 (0.53-1.33)

0.95£0.25
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)

Crnax (TU/dL)
Mean+SD
Median (range)

66.22+15.80
68.10 (41.70-100.30)

72.75£19.73
72.40 (38.50-106.30)

Mean residence time (hr)
Mean+SD

30.82+7.26
28.93 (22.25-47.78)

20.88+4.16
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.

k Calculated as (Cpuy-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=T71) (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)
(IU/dL: TU/kg)* -
Mean+SD 27« YXpa
Median (range) ’//Z‘:\/ET —F

" Calculated as (Csg,-baseline factor IX) divided by the dose in [U/kg, where Cﬂfﬁh‘/xs the factor
[X measurement 30 minutes after infusion. 53
[f not coinciding with week 26 visit.

tioe | (1 -'".'__5 17

v/
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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 IU/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,s (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) .
Mean residence time (hr) 30.62 +3.27 25.31+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 2.21+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

Area under the plasma concentration-time curve from time 0 to infi nity.
» 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 termination, 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)
(TUAML: 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 (Csonip-baseline factor IX) divided by the dose in [U/kg, where Csgpy, is the factor
[X 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)

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

[ncremental 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/dL: IU/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 (Cyomp-baseline factor IX) divided by the dose in IU/kg, where Csgp, is the factor
[X measurement 30 minutes after infusion.

5.3  Preclinical safety data

RIXUBIS was not thrombogenic at a dose of 750 [U/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 IU/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 other, 5 161%;%5
products, SN
v
i 5 ; 5 . o/, = .
Only plastic luer-lock syringes should be used with this product. Incorrect dosing can q‘pt_:t{n*:;_é‘ D1,

consequence of human coagulation factor IX adsorption to the internal surfaces of some infusion
equipment. Wel o)




185

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 (chlorobuty! 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 (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. 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).

2. Wash your hands thoroughly using soap and warm water.

3. Remove caps from powder and solvent vials.

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

5. 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.

6. 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.
7. 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. Theva e
draw the solvent into the RIXUBIS vial (Fig. ¢). &
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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.

Fig. a Fig. b Fig. ¢
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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

el

per minute.
Fig. d Fig. e
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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 medicinal product or waste material should be disposed of in accordance with local
requirements.

e,

e —
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—,

7. MARKETING AUTHORISATION HOLDER V457 AN

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

Uferstralie 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 107c(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

. 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

| . 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)

I vial: 250 [U 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

l 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.

Il OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP:

Use immediately.
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90

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

Ji. 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

2501IU

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 IU nonacog gamma, approx. 100 [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

[ 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. ’\}’:F" £ ;};: N
' 7 R

[ &/
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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

I 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 ]

' 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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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 PACKAGING 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

Lot:

S.  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 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 I 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.

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

Iﬂ' NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Baxalta Innovations GmbH
A-1221 Vienna
Austria

[ﬁ. 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

RIXUBIS 1000

|i7. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique

UNIQUE IDENTIFIER - HUMAN READABLE DATA
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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 U

| 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:
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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)

| 2. 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: | 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.

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

| 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/1/14/970/004

13. BATCH NUMBER ]

Lot:

| 14.  GENERAL CLASSIFICATION FOR SUPPLY |

| 15. INSTRUCTIONS ON USE l

| 16. INFORMATION IN BRAILLE ]

RIXURBIS 2000

| 17.  UNIQUE IDENTIFIER — 2D BARCODE

nique identifier included.

| 18.  UNIQUE IDENTIFIER - HUMAN READABLE DATA |




204

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 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:

| 2 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:

| =T CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

5 ml

| 6. OTHER |
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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)

|& STATEMENT OF ACTIVE SUBSTANCE(S)

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

| 3. LIST OF EXCIPIENTS ]

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

Solvent: sterilised water for injections

li 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 MEDICIN AL 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 ]
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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:

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

17

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 i

(3. EXPIRY DATE |

EXP:

| 4. BATCH NUMBER

Lot:

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

Sml

| 6. OTHER




