Ilepexsian ykpaiHCbKOI0 MOBOK, ABTEHTHUHICTH SIKOTO o Peecrpauiiinoro

HiATBEP/I/KeHA MiINHCOM YIOBHOBAXKEHOT 0co0H 3asiBHUKA  MOCBixYen 5 3

(sIBopcbka T.XO.), indopmauii npo 3acTocyBanns N /Y6 ; p A2 //S&’/;s

MiKapeLKOro 3acody e/ S5 B2 oL (/A //5' A% /O.%
Lle# nikapchKuii 3aci6 3HAXOAUTHCS ITi1 MOJATBIINAM KOHTPOIEM. Lle 10380 THMe IBHIKO BHSBIIATH

HOBY 1H<’popMauuo 3 Oesneku. [IpoxaHHS 10 criewiaiicTiB ceprd OXOPOHH 340POB'S MOBiIOMIATH npo
Oynb-siki nino3proBani nobiusi peakuii. [iopMmariiro mpo Te, SKUM YUHOM MOBIIOMIISTH NPO NoGiuHi peak

JIMB. y pO3ii 4.8. /Y //g// 535/074 (’.

1. HA3BA JIIKAPCBKOI'O 3ACOBY

PIKCVYBIC 250 MO nopomok Ta po34HHHMK I PO34MHY I iH'€KIiit
PIKCVBIC 500 MO nopomiok Ta po34MHHKK I PO3YMHY 1714 iH'eKii
PIKCYBIC 1000 MO nopoImok Ta pO34MHHEK /IS pO34MHY [UIs iH'eKIliit
PIKCVBIC 2000 MO nopoImok Ta po34MHHUK ISl PO3YMHY JUIS iH'€KLiH
PIKCYBIC 3000 MO nopoInok Ta pO34MHHHK /I pO34MHy I iH'eKIiit

2. AKICHUM TA KIJIBKICHUI CKJIAA

PIKCYBIC 250 MO nopoIok Ta po34MHHKK [UIS PO3YMHY JUIs iH'eKIiii

B onHomy ¢makoHi MicTUTbCS HOMiHambHAa KimbkicTe 250 MO HOHakor ramma, TOOTO
pekoMOGiHaHTHOrO (akTopa 3ropranHs kposi moanuu IX (p/IHK), mo Bianosinae xoruenTpaii 50 MO/mi
TiCJIst Bi/IHOBJIEHHS TIPenapary IUIIXOM 3aCTOCYBAHHS 5 MJI pO3UMHHHKA.

PIKCVBIC 500 MO 1opomiok Ta po3uHHHUK JUIA pO3YMHY A iH'€Kuiit

B omHomy (akoHi MICTHUTBCSI HOMiHaibHa KinbkicTh 500 MO HOHakor ramMma, TOOTO
pexoMGiHaHTHOrO (pakTopa 3ropranHs kposi moxnsn [X (p/IHK), wo sianosizae kouuenrpamii 100 MO/mi
MiC/Is BIIHOBJIEHHS Mpenapary IUIIXOM 3aCTOCYBaHHs 5 MJI pO3YHMHHUKA.

PIKCVBIC 1000 MO nopomuok Ta po34uHHUK IS PO3YUHY AJIs iH' €Kil

B omHomy (makoni MicTuThcs HOMiHadpHa KinbkicTs 1000 MO HOHAakor ramma, TOOGTO
pexoMOiHaHTHOrO (akTopa 3ropranHs kposi moxuuu [X (p/IHK), mo Binnosinae koumentparii 200 MO/mi
[icJis BITHOBJIEHHS MPeNapary IIIXOM 3aCTOCYBAHHS 5 MJI PO3UMHHUKA.

PIKCVBIC 2000 MO 1opoLok Ta po34MHHUK JUIS PO3YMHY JUIS iH'€KIIiii

B onHomy ¢nakoni MicTuUThcs HOMiHaibHa Kimbkicts 2000 MO HOHAakor ramma, TOGTO
pexomOiHaHTHOrO (akTopa sropranHs kpoBi momuau IX (p/IHK), wo Bianosinae koxmentpauii 400 MO/
MicJist BIXHOBJIEHHS MPENapary MIITXOM 3aCTOCYBaHHS 5 MJI PO3UMHHMKA.

PIKCYBIC 3000 MO nopommok Ta po34MHHUK JUIS PO3YMHY IS iH'€KIIiii
B onnomy dakoHi MicTHTBCS HOMiHABbHa KibKicTh 3000 MO HOHAaKOT raMMma,; TO6TO
pexoMGiHaHTHOro hakTopa sropranus kposi mroauan X (p/IHK), mo innosinae konuentpauii 600 MO/Mi
MiCIIst BIAHOBJICHHS MpenapaTy HULIXOM 3aCTOCYBAHHs 5 MJI pO3UMHHHKA.

AxtuBHicT (MO) BU3HA4a€ThCA METONOM OIHOCTAIiHOrO aHaiisy (akTOpiB 3ropTaHHS KpOBi
€pporneticbkoi PapMakorer.
Criendivna aktreHicTh npenapaty PIKCYBIC cranosuts npu6ausao 200-390 MO/Mr 6iska.
- Honakor ramma (pekomOiHaHTHHIT akTop 3ropranHs kposi IX) — Ile OYHINEHHMIl OHOMAHIOrOBHil
TIIKONPOTElH, Wo MicTUT 415 aMiHOKHCITOT. BiH BHTOTOBIAETBCS WIIAXOM 3aCTOCYBAHHS TEXHOIIOTiH
pexomOinanTHUX JIHK Ha niHil KIiTHH S€4HNKA KUTAHCBKOTO XOM'AKa.

JonomikHa(-i) peyoBuHa(-#) BigoMoi aii:
B onnomy dakoHi MicTutbest 19 Mr Hatpiro.
[loBHHIA mepestik 10MOMIKHUX PEYOBHH JHB. Y po3/iii 6.1,

3. JIKAPCBKA ®OPMA

[Topomiok i poO3YMHHHUK [UTA IPUTOTYBAHHS PO3YMHY 15 iH' €KLl
[opomrok 6ioro ado maiixke 6inoro komeopy. Po34uHHUK nposopHit i e36apBHHMIL.
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4. KJIIHUYHI XAPAKTEPUCTHUKHA
4.1.IlokazaHHs 07151 3aCTOCYBAHHS.

JlixyBaHHs 1 npodinakTHKa KpOBOTeYi y MaIi€HTIB 3 reModiniero B (Bpomkenuit nepinur daxropa
IX).
INpenapar PIKCYBIC nokaszaHuii mauieHTaM yciX BiKOBHX KaTeropii.

4.2. Cnocid 3acTocyBaHHSI Ta 103H.

JlikyBaHHsI HeOOXiqHO 31iMCHIOBATH il HATTISAIOM JKaps 3 TOCBIIOM JIiKyBaHHS reModimii.

KoHTpoab B X011 JIiKyBaHHS
B xozi nikyBaHHs peKOMEHIy€eThCs 3a0e3redyBaTH Halle)kHe BU3Ha4YeHHs piBHiB (akTopa IX B sKocTi

Opi€HTHpa NpHU NPU3HaYeHHI 103U IJI1 3aCTOCYBAHHS i YaCTOTH NOBTOPHUX iH(Y3ii. Peakis Ha dakrop X y
KOXHOT'O OKPEMOT0 MallieHTa Moxe OyTH pi3HOIO, i3 pi3HUMHM NTOKa3HUKAMU Nepiofy HamiBpO3Mamy i CTymneHs
BinHOBeHH:. [lalieHTaM 3 HU3BKOIO ab0 HaIMIPHOK MAcoIO Tijla MOXe OYTH HeOOXigHOK KOPEKIis I03H,
pO3paxoBaHOi Ha OCHOBI Macu Tina. Y BHNAAKy CepHO3HUX XipypridHUX BTpy4YaHb BKpail HeoOXiTHO
3abe3rnedyBaTy TOUYHHM KOHTPOJIb B X0/ 3aMiCHOI Tepallii IIITXOM IPOBEIeHHsI aHai3y (akTOpiB 3ropTaHHs
KpOBi (akTHBHICTh (akTopa IX y mia3mi kpoB.i).

Jlnst Toro, mo6 3a0e3neyuT! JOCATHeHHs OakaHUX piBHIB aKTMBHOCTI (aktopa IX y mima3mi Kposi,
PEKOMEHIIY€EThCSl TPOBOJIMTH PETEeNbHUI KOHTPOJb 32 OMOMOTOK BiMOBIIHOrO METOLY BH3HAYCHHS
aKTUBHOCTI (akTopa IX Ta, Ko HeoOXiIHO, 3AiHCHIOBATH BIIMOBIIHY KOPEKIiO 103 i 4aCTOTH MOBTOPHUX
in¢ysiit. [lpu 3acrocyBaHHI ONHOCTaIifiHOrO MeTONy aHali3y (akTOpiB 3ropTaHHs KpoBi in vitro 3a
NoKa3HUKaMu TpomOornacTuHoBoro yacy (AYTY) nns BU3Ha4eHHS akTUBHOCTI (aktopa IX y mpobax KpoBi
MAli€HTIB pe3ysbTaTH W00 AKTHUBHOCTI (akropa [X MOXYTh CyTTEBO 3ajiekaTH SAK Bi Pi3HOBUIY
AYTY-pearenTy, Tax i Bi cTaHIapTy MOPiBHSIHHS, BUKOPUCTAHUX IS POBE/ICHHs aHaizy. Lle € BaxIuBUM
0co0JIMBO MpH 3MiHi JadopaTopii Ta/abo peareHTiB, 0 BUKOPUCTOBYIOTHCS /IS aHAJII3Y.

ozu

Benu4nHa 1031 1 TpUBalicTh Kypcy 3aMicHOI Teparlii 3aiexxaTh Bix ctyness aediuurty daxropa IX,
BiZl MiCI pO3TaIlyBaHHS i CTyNeHs CepHO3HOCTI KpPOBOTEUi, a TAaKOX BiJ KIIHIYHOTO CTaHy, BiKy i
(apMakoKiHeTUYHUX IapaMeTpiB (akTopa IX y namieHra, Takux SK BeJIMYHHA IPHPOCTY BiIHOBIEHHS PiBHSI
akTMBHOCTI (pakTopa [X Ta mepiomy HamiBpo3mazy.

3acTocoBaHa KiNbKiCTh oguHMLE (akTopa [X BHpakaeTbcs Yy MiXHapomHUX omuHHIAX (MO), 1o
CTOCYIOTECS Hapasi zitouoro crannapty BOO3 nist mikapchkux 3aco6iB Ha OCHOBI (akropa IX. AKTHBHICTh
¢akropa IX y mnasmi KpoBi BUpaxkaeTscs a00 y MponeHTax (BiTHOCHO HOPMAJBHOTO MOKa3HUKA JUTS TI1a3MHU
KPOBi JIFOAMHM), a00 y MiXKHAPOAHUX OAMHHILX (BiXHOCHO MiXkHapoxHOro craHmapTy ans daxropa IX y
IazMi KpoRi).

Onna mixnaponHa oxuHMus (MO) akTuBHOCTI (akropa IX MOpiBHIOE NOKa3HUKY aKTUBHOCTI
¢akropa IX B | M1 HOpMalTbHOT IL1a3MH KPOBI JIFOTHHH.

Jlikysanus npu HeobxioHocmi

Pospaxynok HeoOxiaHoi no3u ¢akropa IX a1 mauieHti BikoM 12 pokiB i crapiie 3aifiCHIOETBCS Ha
OCHOBi OTPHMAHOI'0 eMIiPUYHUM LUIIXOM BHCHOBKY ITPO Te, IO 3aCTOCYBAHHS OIHi€l MiXXHAPOIHOI OMHHUII
(MO) ¢axropa IX Ha 1 kr Macu Tija NMpU3BOAMUTH 1O 30iNbIIEHHS aKTHBHOCTI (aktopa IX y miasmi Ha
0,9 MO/nn (mianmazon: Bim 0,5 mo 1,4 MO/nn) a6o Ha 0,9% HOpMaIbHOI akTHBHOCTI (GiMbII JeTanbHY
iHpopMaLito 1uB. y po3aini 5.2).

HeoOxinna 103a BU3HA4Ya€ThCs 32 HABEIEHOK HIDKYE HOPMYIIOL.

[MauienTn Bikom 12 pokiB i crapiue:

[ToTpibHa KinbKiCTh OAMHULL = Maca Tina (Kr) X OaxkaHuil mpupict piBHs ¢akrtopa [X (% a6o MO/mn) x
3BOPOTHA BEJIMYMHA [TOKa3HUKA 3apeeCTPOBAHOrO BiTHOBIIEHHS aKTUBHOCTI (akropa [X (m1/k

e * ‘)/.'\"Oé‘

JUIs [OeTarHoro MpUpPOCTy BiIHOBIEHHA piBHA akTHBHOCTI Ha 0,9 MO/mi/fia, 1T MO/k
PO3PaxoOBY€ETHCS 32 TAKOIO HOPMYJIOHO:

/4

r To%a
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[ToTpiGHa KinpKicTh ODMHMIL = Maca Tina (kr) X OaxaHuii npupict piBHA dakropa IX (% abo MO/mn) x
1,1 mu/kr

BenuunHa 03 i YacToTa 3aIlIaHOBAHOI'O 3aCTOCYBAHHs 3aBXKIM ITOBHHHI OyTH CIPSMOBAaHMMH Ha
3abe3medeHHs KIiHITHOT e(eKTUBHOCTI y KOXKHOT'O KOHKPETHOTO Ialli€HTa.

V BHIaaKy HaIBHOCTI HaBeJeHHX HIKUe reMOpariyHuX sBUILI II0OKa3HUKH akTHBHOCTI (akTopa IX He
TIOBUHHI OyTH HIDKYE 3a3Ha4€HOr0 PiBHS aKTUBHOCTI Y I1a3Mi KpoBi (y % Bixg Hopmu ad6o MO/m1) npoTarom
BiAMOBIHOTO nepioxy yacy. HaBeneHy Hipkde TabIUIO MOXKHA BUKOPHCTOBYBATH Ul BASHAYEHHS 103U IIpU
eni3oax KpoBoTedi Ta PH XipypriYyHoMYy BTpyUaHHi.

: . ., | HeoOxinHuii piBeHb
CTyniHb TAKKOCTI KpoBOTEYi/ aexos X, % abio YacroTa 3acTOCyBaHHsl, TOAHHH/
Tun xipypriusoro BTpy4aHHs L Il\)’IO /[I;I ¢ TpuBanicTh JiKyBaHHS, AHI
Kposoreua
PanHill reMapTpo3, KDOBOBUIIUBH Y 20-40 IToBToproiiTe KoXxHi 24 roxvHu. [TpuHaiimHi 1
M's131 ab0 y TIOPO)KHHHY pOTa NIeHb, 10 IIPAITMHEHHA KPOBOTEY, IIPO IO
3aCBITYMTE BIICYTHICTE 00JF0, 200 10 3arO€HHS
paHH.
Binbmn Bupa3Huii reMapTpos, 30-60 [ToBToOproiite iHDY3ir0 KOXKHI 24 roIUHU
KPOBOBIIMBH Y M'si3U a0 nipotsirom 3-4 mHIB a60 MOBIIIe, 10 3HUKHEHHS
reMatoMa 600 1 yCYHEHHS CHIIBHOTO (hyHKIIIOHATTBHOTO
MOPYIIEHHS.
3arpo3iuBi IS )KUTTS KPOBOTEUl 60-100 IToToproiiTe iHPY3it0 KOKHI 8-24 rOAUHH 10
3HUKHEHHS 3arpO3H.
XipyprigHi onepartii
Hesnausi Xipypriusi onepartii, 30-60 KoxxHi 24 roguHy, npuHaiMHI 1 1eHb, 10
BKITFOYAI0YH BUIAJICHHS 3y0iB 3arO€HHA PaHH.
Cepito3Hi Xipyprigsi oneparii
80-100 (mepen [ToBToproiiTe iHQY3ir0 KOXHI 8-24 roaMHY 10
OTIEpaLi€ro Ta IMICAS | HAJIOXHOTO 3arOEHHS PaHH, ITiCIISI 90T0
Hel) IIPOBOJIBTE JIIKyBaHHS NPHHAMMHI 1me 7 JHIB
IUTS yTPUMaHHS [IOKa3HUKa aKTUBHOCTI
¢akTopa IX Ha piBHi Bix 30% 10 60% (MO/mn).

PerenbHUM KOHTPOIIb Hepediry 3amMicHOI Teparmil € OCOOIHMBO BaXKIIMBUM Y BHUIIAJKaX CEpiO3HOrO
XipypriuHOro BTpy4aHHs ab0 3arpo3JIMBOI UL KUTTS KPOBOTEUi.

Ipoginaxmuxa

Jlnst TpuBanoi npoginakTUKM KpOBOTEUi y MauieHTIB BIKOM 12 poKiB 1 cTapiie 3 TSDKKOI (GOopMOro
remodinii B, sik mpaBuio, 3acrocoByroTbes 1034 Bif 40 10 60 MO dakropa IX Ha 1 Kr Macu Tina 3 iHTepBaJIoM
3-4 nui. V meskuxX BHINAIKaxX, B 3aJ€XKHOCTI Bil (apMaKOKiHETHKH, BiKy, (EHOTHUIY LIOAO KPOBOTEYi Ta
cryneHs (i3MYHOI aKTUBHOCTI Yy KOXKHOTO OKPEMOro MallieHTa, MOXe CTaTH HeOOXiIHHM 3acTOCYBaTH
KOpoTLIi iHTepBau abo OiNbLII 03K Mpernapary.

besnepepgra ingysia
He BBomuTu npenapatr PIKCYBIC uusixom 6e3nepepBHOI iHY3ii.

Hayienmu nediampuyno2o npo@inio

JlikyBaHHS MpH HEOOXITHOCTI.
Po3paxyHok HeoOxinHoi no3u ¢akropa [X misi mauieHTiB Bikom Mojoame 12 pokiB 311mcmoeTLc;1 Ha

OCHOBI OTpUMaHOro emnxpmeM HUIAXOM BUCHOBKY IIPO T€, 10 3aCTOC}’BaHHﬂ OJIHI€T Ml)KHap L Ommﬂlu

(MO) ¢axropa IX Ha | Kr Macu Tia MPU3BOAUTH 10 301IbIIEHHS aKTUBHOCTI akTopa [X )/'}gﬁasm KpoBNa
0,7 MO/nn (mianmazon: Big 0,31 mo 1,0 MO/mi) abo Ha 0,7% HOpMaJbHOI aKTHUBHOCTYF ’(ﬁmbm JJeTaany
iH(opMmauiro auB. y po3nini 5.2).
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Heo6xinHa n03a BU3HAYAETHCS 32 HABEIEHOIO HIDKYE (HOPMYIIOLO.
[MTauieHTH BikoM Monome 12 pokiB:

[ToTpi6GHa KiNMBKICTH OMUHKMIE = Maca Tina (Kr) X GaxaHwuit mpHpicT piBHs ¢akropa IX (% a6o MO/mn) x
3BOPOTHA BeJIMIMHA IOKa3HUKA 3apPEECTPOBAHOO BiTHOBIEHHS aKTUBHOCTI (JIJI/KT)

11 TOeTamHOro NpUpPOCTY BiTHOBJIEHHS piBHA akTuBHOCTi Ha 0,7 MO/mn Ha 1 MO/kr nosa
PO3pPaxoOBY€ETHCS 32 TAKOIO (opMyIolo:

ITorpibHa kinbKicTh OMUHHUIE = Maca Tina (kr) X GaxaHuii mpupict piBHs ¢dakropa IX (% a6o MO/mn) x
1,4 n/xr

Jlnsa BM3Ha4YeHHs [03H IPH eMli30aX KpOBOTedi Ta XipypriyHoMYy BTPyYaHHI MOKHA BUKOPUCTATH TY
K caMy TaOJIUIIo, IO M s JOpOCIuX (IHB. BUIIE).

[podinakTrka.

Jliana3oH peKOMEHIOBaHUX /103 NP JiKyBaHHI NMalli€HTIB NeaiaTpUudHOro npodiro BikoM MOJIOIIIe
12 pokiB craHoButh Bif 40 no 80 MO/kr 3 iHTepBasoM 3-4 nmHi. YV NesKUX BUIAIKax, B 3aJIEKHOCTI Bil
(apMakOKiHETHKH, BiKy, GEHOTHUITY II0JI0 KPOBOTEYi Ta CTyNeHs (i3MIHOT aKTHBHOCTI Y KOXKHOTO OKPEMOTO
nalieHTa, MOXke CTaTH HeOOXiIHUM 3aCTOCYBaTH KOPOTIII iHTepBalti abo Gk 1031 mpenapary.

Cnocib 3acTocyBaHHSA

BHyTpilIHEOBEHHE BBEICHHS.

VY Bumanxy BBEIEHHsS MNpernapary caMUM NalieHToM abo 0coboro, sika NOTJISNAE 3a MAaLi€eHTOM, iX
HEeOOXIiZIHO Halle)KHUM YMHOM HAaBYMTH BHKOHAHHIO Takol mporenypu. IIpemapat PIKCYBIC nHeoOXimHO
BBOJWTH Ha MBHIKOCTI, 110 3a0e3nedye KOM(pOPTHICTb MallieHTa, MakciumMyMm 10 10 mir/XB.

ITicis BiNHOBIEHHS IpenapaTy MOro po34uH € IPO30pHM, Ge30apBHIUM, 0e3 CTOPOHHIX MeXaHiYHUX
BKJIIOYEHb, 3 pH 6,8-7,2. [Toka3HUK OCMOJISITBHOCTI — 1oHaa 240 MOCMOJIB/KT.

[HCTpyKIiT MO0 BiTHOBIEHHS JIiIKapChKOro 3aco0y mepen foro BBeJeHHSIM IUB. y po3aiti 6.6. I1pu
BBEJIEHHI LILOT0 Mpenapary HeoOXiHO 3aCTOCOBYBATH JIMIIE [UIACTUKOBI IITPHUIIi 3 HAKOHEYHHKOM JIroepa.

4.3. IlpoTHnoka3aHHs.

[TigBuIeHa 4y TIUBICTh IO it040ol pedoBUHU ab0 OyIb-SKOi TOMOMIKHOI PeYOBHHHM, 3a3HAYEHOI Y
nepeniky B po3nini 6.1.
Binoma anepriyna peaxilist Ha 6ijku XoM'ska.

4.4. Oco01MBI 3acTepe;KeHHsl Ta 3aN00IKHI 3aX0/IM PHU 32CTOCYBaHHI.

[ligBHIEHa Yy TIMBICTh

IoBimomsniocss mpo peakuii MiABUINEHO! YyTJIIMBOCTI ajepriyHoi NPUPOLM IPH 3aCTOCYBaHHI
npenapary PIKCVYBIC. Jlikapcbkuii 3aci6 MiCTUTh 3aTUIIKOBY KiMBKIiCTh OiTKiB XOM'ska. [Ipy BUHUKHEHHI
CHMIITOMIB ITiJBUIIEHOI 9y TIMBOCTI NauieHTaM abo ocobam, sKi Z0TISIal0Th 3a HUIMHU, Tpeba peKOMEHTyBaTH
HErailHO MPUITMHUTH 3aCTOCYBAaHHS JIIKApCHKOTO 3aco0y i 3BepHYTHCS 10 cBoro jikaps. ITamientiB Tpeba
O3HaWOMMTH 3 paHHIMM CHMIOTOMAaMH peaKUil MiABHIIEHO! YyT/IMBOCTI, BKJIIOYAOYH KPOIUB'AHKY,
reHepatizoBaHy KPOIHB'SHKY, CTUCHEHHS y TPYAiX, JHXaHHS 3 IIPUCBUCTOM, MIIIOTOHIIO Ta aHadilakciro.

Pu3uk € HallBUIIMM Ha paHHIX eTanax IoYaTKy 3aCTOCYBaHHs KOHLEHTpatiB ¢aktopa IX y mamieHris,
AKi paHille He MPOXOIWIM JIKYBaHHsA, OCOOJIMBO y MaUi€HTIB 3 BUCOKMM PH3MKOM TFeHHMX MyTalliil. B
JiTepatypi TMOBiZOMIIANOCS MPO 3B'A30K MiK MOABOI iHTiGiTOpy (akTopa IX Ta amepridHUMM peakiisMu,
0COOJIMBO y Malli€HTiB 3 BUCOKMM DHM3MKOM TeHHHX MyTalil. BHacTiZoOK [bOro MalUi€eHTiB 3 ajepridyHuMu
peaKLisIMi HeOoOXiHO MepeBipATH Ha HAABHICTh TAKOrO iHIiGiTOpY.

¥V BUNagKy BUHHKHEHHs IIOKY HEOOXIIHO HaaTH CTaHAAPTHY MPOTHIIIOKOBY MEINYHY, ACHOMOLY.

5 A ol

[uribiTopu
[Ticns mOBTOPHOro JiKyBaHHs JIIKAPCHKMMH 3aCO0aMH Ha OCHOBI JIFOJICHKOTO 43)3
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kpoBi IX (pIHK) namieHTiB HEoOXiTHO OOCTEXyBaTH Ha IpeIMeT BMHUKHEHHS y HUX HeNTpasizyroumx
aHTUTIN (iHriOiTOpiB), KIMBKICTH sKMX Tpeba BW3HAYaTH B OAMHMISX beresma (amrt. "BU") musxom
3aCTOCYBaHHs BiNOBiIHOro MeTOAY 01070TiYHOTO aHaTi3y.

B niTepaTypi HOBiIOMIIIIOCS IPO HAsBHICTH 3B'3KY MiX MOSBOK iHTiGiTOpy ¢aktopa IX Ta
aleprivHUMM peaklisiMU. BHacCTiIOK WBOro MaLli€HTIB 3 TAKMMH alepridvHUMH pPeakKlisiMu HeoOXigHO
TNepeBipATH Ha HAsBHICTH Takoro iHribitopy. HeoOXimHO 3ayBakWTH, IO MNALEHTH, y SKHX 3'IBHIIMCS
iHribiropu daxropa [X, MarOTh MiABHIICHUN PU3MK PO3BUTKY aHadinakcii B pasi IOBTOPHOro JiKyBaHHS
¢axropom IX.

BHacminok pu3dKy pO3BUTKY alepriqHMX pPeakIlifi MpHM 3acTOCYBaHHI KOHIEHTpaTiB (aktopa IX
NOYaTKOBE 3acToCcyBaHHs (akTopa X MOBHHHO, Ha PO3CYX JiKyHOYOro JiKaps, MPOBOAUTHUCS ITiJ MeTIMIHIM
Harjs0M, IO J03BOJIAE 3a0€3NeUUTH HalaHHA HaJIeXKHOI MEIUYHOI JONOMOTM Y BHIIAIKY BUHHUKHEHHS
AJIepriyHUX peaKuiii.

Hedporrynuii cuHnpom
ITicng cTuMyMIOBaHHS iHOYKUil iIMyHHOI TOJEPaHTHOCTI Yy MalLi€HTiB 3 reModiniero B, y sxux Oymnu
NpUCYTHi iHTibiTOpU (hakTopa IX, Oynu 3apeecTpoBaHi BUNAIKH BUHUKHEHHSA HEPPOTHIHOTO CHHIPOMY.

Tpomboembouis
Yepes MOTEHUiMHWN PH3MK BHHHKHEHHS TPOMOOTWYHHX YCKIaIHEHb HEOOXIiTHO 3alpOBaIuTH

KJIiHIYHE CIIOCTEpeXeHHs IJIsi BHUSBIIEHHS PaHHIX O3HAaK TPOMOOTHYHOI Ta BHCHAX/JIMBOI KOAryJomarii
IUIIXOM  BiATMOBIZHOTO 6i0JMOTIYHOrO aHali3y IpU 3acTOCYBAHHI IIbOrO IpemapaTy -y MAalieHTiB i3
3aXBOPIOBAHHSM IMEUiHKH, y TIAIIEHTIB MiCI onepariif, y HOBOHAPOKeHUX HiTei a0 y MAI[i€HTIB 3 PU3UKOM
PO3BUTKY TPOMOOTHYHMX sBULL 200 [IB3-cuHIpoMy. YV KOXKHOMY 3 TAaKMX BHIMAIKIB HEOOXIIHO BPaXOBYBaTH
nepesard Bin JikyBaHHs mnpenaparom PIKCVYBIC, 3Baxyroud iX Ha T PHU3UKY BUHUKHEHHS TaKHX
YCKJIaTHEeHb.

CeplLeBO-CYIMHHI SBHUIIA

V manieHTiB 3 HadBHUMHU CepLEBO-CYIMHHMMM UYHHHUKaMH pH3UKY 3aMicHa Teparmis i3
3acTocyBaHHAM (¢akropy IX Moke Npu3BeCTM OO MiABHIIEHHS DPU3UKY PO3BUTKY CEpLEBO-CYIHUHHOL
MaTOJIOTIi.

YcknagHeHHs, IOB'sI3aHi i3 3aCTOCYBAHHIM KaTeTepy

Ilpr HeoOXiHOCTI 3aCTOCYBaHHs LIEHTPAILHOIO BeHO3HOro mpuctporo (LIBIT) TpeGa BpaxoByBaTH
MOJKIIMBICTh BUHMKHEHHS YCKJIaJHEeHb, MOB'I3aHNUX i3 3acTocyBaHHsM L[BII, BKIIOYar09H JIOKaIbHI iHpEKii,
OakTepieMiro i TpoM003 y Miclli KaTeTepH3aLil.

MipkyBaHHs, IIOB'sI3aHi 3 HAsBHICTIO IONOMIXXHUX PEYOBHH

[Ticns BimHOBIEHHS Lelt nikapcbkuit 3aci6 Mictuts 0,83 Mmop (19 Mr) HaTpiro B 0gHOMY (JIaKOHi.
I1e Tpeba BpaxOBYBaTH MallieHTaM, SIKi TOTPUMYFOTECS TI€TH 3 HU3EKUM BMiCTOM HATPIFO.

Koxnoro pa3y npu 3actocyBaHHi y nauieHra npernapary PIKCYBIC HamonerimBo peKOMeHIyeThes
peecTpyBaTH Ha3BYy i HOMep cepil Ui 30epexeHHs iHpopMalii MO0 3B'I3KY MiX KOHKPETHHM MALliEHTOM i
CEpI€I0 IIBOTO JIIKAPCHKOT0 3aC00y.

[ManieHTH mexiaTpU4HOro MPodinto
Hapeneni Bumie 3acTepeskeHHA i 3amMO0DKHI 3aXOIM € 3aCTOCOBHMMH Yy BWIAJKY JKYBaHHSA K
JIOPOCIIHX, TaK i miTei.

[TanieHTH MOXMUIIOrO BiKY

INamienTn BikoM 65 pOKiB Ta CTaplie He 3alydalucs 10 y4YacTi y KIIHIYHMX JOCIiIKEHHIX
sacrocyBanHs npenapaty PIKCYBIC. He Bigomo, uu IXHs peaklis Ha Take JIKyBaHHs BiIpi3HAETHCS Bin
peakiii MONOAWMX nawieHTiB. Sk i y BUMaaKy BCiX iHINMX Maui€eHTiB, BUOIp 103M 11 JiKYBAaHHS MAlli€HTIB
IIOXMJIOTO BiKy IOBUHEH 3ifiCHIOBATHCS Ha iHAUBIdyalbHiil OCHOBI.

4.5. B3aemogist 3 iIHIIHMH JiKAPCHKHMH 32C00aMH T2 iHIUI BUIM B3a€EMOIl.

r /4 ’
»’,f {1\ Vs
He noginomisnocs npo B3aeMoio TikapchbKUX 3ac00iB Ha OCHOBI (akTopa 3rop”raHHﬂ KpOBl moamm

IX (pAHK) 3 iHIIUMU JTiKapCbKUMHU 3aCO0aMH.
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4.6. ®epTUIIbHICTD, BariTHICTH Ta FOAYBaHHS IPYIAIO.

JocnimkeHHs BIUTUBY ¢akTopa [X Ha penpoayKTHBHY (YHKIIO y TBAPHH HE IPOBOAMIUCS. Y 3B'SI3KY
3 pimkicTio 4acToTH BHmankiB remo¢imi B cepex »kiHOk HocBin 3acrocyBanHs ¢axtopa IX mpoTtsrom
BariTHOCTI Ta roAyBaHHs I'pyIt0 BincyTHii. TakuM grHOM, 3acTocoByBatH aktop IX mpoTsaromM BariTHOCTI
Ta TOIyBaHHA rPYAIIO CIiM JIMLIE y TOMY BUIAZKY, SKIIO LIeH Ipernapar € 4iTko NOKa3aHUM.

Inpopmanis mono BBy pPIX (pekoMOiHaHTHUM (pakTop [X) Ha hepTHIbHICTh BiACYTHS.

4.7. 3paTHicTh BIUIMBATH HAa IUBHIKICTH peaknii MpH KepyBaHHi aBTOTpaHCHOPTOM aGo poboTi 3
iHIIMMH MeXaHi3MaMHu.
ITpenapar PIKCYBIC He BmnHMBae Ha 3[aTHICTH KEepyBaTU aBTOTPAHCIOPTOM abo MpalfoBaTH 3
IHIIMMU MeXaHi3MaMHu.

4.8. I1o6GiyHi edexTH.

Koporka xapakreprucTuka npodinto 6esnexu

CriocTepirayiucst pigki BHUIIAIKU IiABHINEHOI YyTIMBOCTI abo ajepriyHux peakuiil (ki MOXYTb
BKJTIOYATH aHTiIOHEBPOTUYHMI HaOpsK, BIAYYTTS MEYiHHS 1 AepTs B Micui iHdy3ii, 03HOO, MPUIMB KPOBi 110
00JIMY4s, reHepali3oBaHy KPONHUB'SHKY, TOJIOBHUI 0iflb, BUCUIAHHS, TiMIOTOHIIO, JIETAPTil0, HYIOTY, CTaH
3aHENOKOEHHS, TaXiKapilo, CTUCHEHHS Yy TPYIsX, I3BiH Y ByXax, OJIOBAHHS, OMXAHHS 3 MPUCBUCTOM), SKi
JIEKOJIM MOXYTh PO3BMHYTHCS 10 BUHMKHEHHs TSDKKOI (opMu aHadinmakcil (BKIHOYAIOYM IMIOK). Y HesKHuX
BHITAIKAX TaKi peakwil po3BUBAIMCS alli, 10 BUHUKHEHHS TsHKKOI aHadinakcii, i 1e BigdyBaiocs y TicHOMY
9acoBOMY 3B'I3KY i3 MOsBOIO iHTiOITOPIB (pakTopa X (a1B. Takok po3ain 4.4).

[Ticns cTUMYITFOBaHHS iHAYKILIT IMyHHOI TONEPaHTHOCTI y Mali€eHTiB 3 reModimiero B i 3 aneprivaumu
peakUissiMu B aHaMHe3i, y SKHX Oynu mpucyTHi iHriditopu ¢axropa IX, Oymu 3apeecTpoBaHi BHIAIKH
BUHUKHEHHs He(pPOTHYHOTO CHHIPOMY.

Jy>xe piIKo criocTepiraiaucs BUMAIKH YTBOPEHHs aHTHTL 10 O1IKIB XOM'SKa, 10 CYIPOBOKYBAIOCS
BUHUKHEHHSIM peaKiiil MiBUIIEHOI Ty TIUBOCTI.

VY nauieHTtiB 3 remodimiero B MOXyTh yTBOpIOBaTHCS HeWTpamidyrodi aHTutina (iHribitopu) mo
¢axTopa IX. SIkio Taki iHTiGITOPH YyTBOPIOIOTHCS, 1€ MPOSIBISETHCS Y BUTTIAI HEOCTATHBOI eeKTHBHOCTI
JiKyBaHHS. Y TaKuX BHUIAIKaX PEKOMEHIYEThCS 3BEPHYTUCS N0 CIELiali30BaHOTO LEHTPY 3 JIiKYBaHHS
remoinii.

3acToCcyBaHHs JiKapChKKX 3ac00iB Ha OCHOBI (akTopa IX CynpOBOIKyEThCS NIOTEHIIHIM PU3HKOM
BHHUKHEHHS TpOMOOeMOONIYHUX eMi30/iB, MPUIOMY PHU3MK ITiIBUILYETHCS IPH 3aCTOCYBaHHI IpenapaTiB
HU3BKOI YMCTOTH. 3aCTOCYBaHHS HpemnapaTiB ¢akropa [X HU3bKOI YUCTOTU CYNPOBOIKYBATIOCS BHITAAKAMH
iHdapkry Miokapza, Au(y3HOro BHyTPilIHBOCYIMHHOI'O 3rOPTaHHS KPOBi, BEHO3HOTO TPOMOO3Y i JIereHeBoi
em6ouii. 3acTocyBaHHs mpemnapatiB ¢akropa [X BHCOKOI YUCTOTH PIIKO CYHMPOBOIKYETHCS BUHUKHEHHSIM
TaKMX TTOOIYHUX peaKIliii.

[epenik MOGIYHUX peaKilii y BUTJISAII TaOIHII

Jlo y4acTi y KJIiHIYHUX TOCTiKeHHAX 3acTocyBaHHs npenapaty PIKCYBIC 6yio 3amyderHo 99 ocib i3
NpUHaMHI OTHUM BUIIAJIKOM 3aCTOCYBaHHS Ipenapary, oo CyIPOBOKYBAIOCS BUHUKHEHHSM Y IIJIOMY 5-1
noOiyHKux peakuiil. HaBenena Hibkde TabmuIs MicTUTh iHGOpMaLito Tpo MoOivYHiI peakiiii 3rigHO 3 KiIacaMu
cucteM Ta oprasiB (ckopoueHo "KCO") 3a wmacudixauiero MedDRA (i3 3acrocyBaHHAM TepMiHiB
NEepEeBaXHOTO BUKOPUCTAHHS).

Yacrora BuMaakiB MobiYHUX peakuiit kinacudikyBaiacs 3a TaKHMM IIPUHIMIIOM: dyKe 9acTo (>1/10),
gacTo (Biz >1/100 no <1/10), Hewacto (Big >1/1000 mo <1/100), pinko (Bix >1/10000 zo <1/1000), mxysxe pizko
(<1/10000), wacroTa HeBizoMa (TOOTO Ha OCHOBI HasBHUX JAHUX YACTOTY OLIHUTH HEMOKIIUBO).

B Mesxax ko)kHOT kaTeropii 4acToTu modivHi peakiii mpeacTaBieHi y MOPSIKY 3HIKEHHS iX TSKKOCTI.

IloGiuHi peakuii, 3apeecTpoBaHi y KJIiHIYHHX BHIIPOOYBAHHSX i CHOHTAHHHX NOBIAOMJICHHAX

Yacrora, Ha

Knac cucrem Ta opranis 3a -
Ilo6iyni peaxuii OHOr0

kjJacupikauicro MedDRA

peLca ity
Po3znanu 3 60Ky IMyHHOI cHCTEMU ITinBuIlIeHa Yy TIMBICTD ¥ Vhdpinmoma .

Po3znanu 3 60Ky HEpBOBOI CHCTEMHU [TopylueHHsl cMaKy
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IopymeHHs 3 60Ky KiCTKOBO-M'30BOT

: B binp y kiHLiBKax 4acTo
CHCTEMH i CIIOTy4HOI TKAaHHHH

® TP (mobivHa peakwis) NOSCHIOETHCS HIKYE Y PO3JILIi.

Omnync BuOpanux 1moOiYHMUX peaKiiiii

Iiosuwena uymaugicme
Peakuii anepriuHoro THIy NpOABIANMCA Yy BHIVIAI 3aJUIIKH, CBepOexy, TreHepati30BaHOi
KPOIIVB'SSHKY 1 BUCUIIAHHS.

[NanieHTH nemiaTpudHOro Mpodino

OuikyeThCs, IO 9acTOTa, THI i TAKKICTh MOOIYHMX peakwiif y aireil OyAyTs TakuMM X, WO i y
nopocinux. IIpoTe maHi mozno paHime HeNKOBAHMX MALi€HTIB BiICYTHI, MO3asK OO y4acTi y KIiHIYHHX
JOCIDKeHHAX Oy 3alydeHi JuIIe Ti MaUi€HTH, AKi paHille MPOXOOWIM JiKyBaHHS. VY 3B'S3Ky 3 UM
IOCIIKEHHS. IMYHOTEHHOCTi B KOHTEKCTi YTBOPEHHS iHTiOiTOpiB y mMami€HTIB wi€i Ipymu pHU3NKY He
TIPOBOIHITUCS.

IToBiTOMIIEHHSI PO MiA03PrOBaHI MOOiIYHI peakiii

BaxxMBo MOBinOMIIATH HPO MiJ03pIoBaHi MOOIYHI peakilil, IO CIOCTEPIraloThCs MPOTITOM MePioxy
micys peectpanil HiKapCLKOFO 3aco0y. Lle 103B0Ig€ MPOIOBXKYBATH CIIOCTEPIraTH 32 CIiBBIIHOIIEHHIM MiX
KOPHCTIO Ta PH3UKOM BiI SaCTocyBaHHﬂ Jm(apcsxoro 3aco6y d)axmum y cQ)epl oxoponn B 0013;1 npocsTh

4.9. IlepenozyBaHHs.

Edexrn aii 6i1b11 BUCOKUX, Hi’k peKOMeHI0BaHi, 103 npenapary PIKCYBIC He onwucani.
5. DPAPMAKOJIOI'TYHI BJIACTUBOCTI
5.1. ®apmakoguHamika.
dapmakoTepaneBTUYHA IPyIa: aHTHreMoparivHi 3aco6u, ¢pakrop 3ropranss kposi [X. Kog ATX: B02BD04.

INpenapar PIKCYBIC wmictuth pekoMOiHaHTHHUI (akTop 3ropraHHs kpoBi [X (HOHakor ramma).
®akrop IX € 0qHONAHIIOrOBUM T'TiIKOIIPOTETHOM 3 MOJIEKYJIIPHOKO Macoro npu6iu3Ho 68 000 naneToHiB. Bin
€ Bitamin K-3anexHuM hakTopoM 3ropTaHHA KPOBi Ta YTBOPIOEThCS Y medinui. Pakrop IX akTHByeThCs 3a
y4acTio ¢akropa Xla y BHyTpilHili cuctemi koaryuii Ta komruiekcy dakropa VII/TkanuHHOro dhakropa y
30BHINIHIN cucTeMi koarynsmil. Axturoramuii daxrop IX pazom 2 axtupopanum ¢axropom VIII akTuBye
¢axrop X. AkTHBOBaHMIi (hakTOp X MepeTBOPIOE MPOTPOMOIH y TpoMOiH. [Tic/is BOro TPOMOIH MepeTBOPIOE
(idpuHoreH y dibpuH, B pe3ynbTari 40ro yTBOPIOETHCS TPOMO.

I'emodinist B € noB's3aHor0 3i CTATTIO BPOIKEHY MATOJIOTII0 CUCTEMHU 3rOPTAHHS KPOBi, 1110 BUHHUKAE
BHACJTIZIOK 3HIKEHHMX PiBHIB (pakTopa [X Ta cripuduHse npody3Hy KpOBOTeUY y CYIJIO0HU, M'SI31 Ui BHYTPiIlHi
OpraHH CIOHTaHHO ab0 B pe3ysbTaTi BHMIAAKOBOI UM XipypridHol TpaBMH. 3amiCHa Tepallis HO3BOIISE

NiIBUUIATA piBeHb (akTopa IX y rumasmi KpoBi i, TAKMM YHHOM, 3abe3redye TMMYAcOBE BHIIPABJIEHHS
nedinuTy daxropa i 3ynuHSIE TEHACHIIII0 PO3BUTKY KPOBOTEY.

Kuniniyga edekTUBHICTS i 6e3mneka

[IpodinakTrka i KOHTPOJIE KPOBOTEYi Y NALi€HTIB BikoM 12 POKIB i cTapiiie, ki pasime IpoXo/ Iy JiKyBaHHS

Edexrusricts npemapaty PIKCYBIC ouiHioBazace B paMkKax HEKOHTPOIbOBAHO! YaCTHHH
KOMOIHOBAHOTO JOCIi/KEHHA BiAKpHTOro THIy (asu 1/3, B XOIi SKOrO MAIliEHTH KOrOPTH 3arajbHO
KUTBKICTIO 73 4onoBiku BikoM 12-59 pokiB, siki paHille MPOXOAHMIH JIKyBaHHS, OTPUMYBAIM [pENapaT
PIKCVYBIC nns npodinaktiky Ta/abo 715 MiKyBaHHS emi3oiB KpoBoTedi "Mpu HeoOXinHocTi". Yei nauienTn
Manu TsKKY ¢opmy (piBeHb daxropa IX < 1%) abo momipHO TsKKY dopmy (piBeHb (baKTopa IX < 2%)
reMO(bmu B. [T'aTnecaT neB'ssTh TaKMX MalieHTiB oTpumyBaiu npenapat PIKCYBIC z;um Tp: AR
BiJl I'ATAECATH LIECTHU MaLi€HTiB, ki oTpumyBaiu npenapar PIKCYBIC, sk MIHIMYM,
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OyJd BKJIFOYEHi JO MaCHBY JaHUX, IPU3HAYEHUX VIS OLHKY edeKTUBHOCTI npodinaktuku. lle 14 mamieHTiB
orpumysany npernapatr PIKCYBIC nunre st mikyBaHHs emi3ofiB KpoBoTedi. ITamieHTH KOropTu liKyBaHHS
"mpu HeoOXinHOCTI" MOBUHHI GyTM MaTH PUHANUMHI 12 TOKYMEHTaIbHO MiATBepXKEHNX elli30/1iB KpOBOTeYi,
IO BUMAarajiy JIKyBaHHs, MPOTATOM 12 MicsIliB mepen 3aydeHHSM IO y4acTi y nociimkeHHi. Cepenns
TPUBANICTh JIIKyBaHHS IAI[i€HTIB KOTOPTH JIKyBaHHA "mpu HeobXimHocTi" cranoBuna 3,5 + 1,00 micsuis
(Meniana: 3,4; miama3oH: Bix 1,2 1o 5,1 MicsiliB), cepenHs 3arajbHa 4acTOTa BUIAIKIB KPOBOTEUi IO POKaX
(amry. "annualised bleeding rate", ckop. "ABR") cranoBuna 33,9 + 17,37 3 Menianoro 27,0 Ta Iiana3oHOM BiJ
12,9 no 73,1.

Meniana ABR npu npodinakTumi muiaxoM 3actocyBants npenapary PIKCYBIC mns ycix kpoBoTed
cranosuna 2,0, 11 crioHTaHHuX KpoBoTed — 0,0 Ta i kpoBoTed y cyrinobax — 0,0. ¥ 24-x nartieHTis (42,9%)
KpOBOTeY He OyJ10.

B minomy, 249 enizoziB kpoBoTedi Oy MpoTiKoBaHI IULIXOM 3actocyBaHHs npenapary PIKCVYBIC,
197 3 sixkux Oy1u KpOBOTEUEr0 y Cyriiobax Ta 52 — KpoBOTEYEro 103a Cyriiobamu (y M'SKIX TKaHUHAX, y M's3aX,
y TIOPOXKHMHI Tijla, Y BHYTpIIIHBOYEPEIHil MOpOXHUHI Ta iHmi). I3 3aramy 249 emizozniB xposoTedi, 163
KpoBOTe4i OyaM MOMIPHOTO CTYMeHs TSDKKOCTi, 71 — He3HauyHuMH Ta 15 — cepiio3numu. JlikyBaHHA
IPOBOIMJIOCS i3 BpaxyBaHHAM iHIMBIXyaJbHHX OCOONHBOCTEH KOXHOTO OKPEMOIo Ialli€HTa, BUXOAAYH 3i
CTyIeHs TSDKKOCTI, MPHYMHH i Micllsl po3ranryBaHHS KpoBoTedi. bimpmiicts (211 emizonis; 84,7%) 3 249
emi3o/iB KpoBOTedi BHITiKOBYBanmcs 1-2 iHdysismu. ['eMocrartidHa e(eKTHUBHICTh INOAO 3YIMHEHHA
KPOBOTEUYi OLliHIOBaJIacs K BiAMiHHa a60 BUCOKa y 96% yCiX MpOJiKOBAHHX €Mi301iB KPOBOTEUI.

Mai€eHTiB BiKOM Mouoamie - 12 pokiB, “gKi

[IpodinakThka i KOHTPOJE KPOBOTEUi

JIKYBaHHS
EdexrusHicts npenapaty PIKCYBIC ouiHroBanach B pamkax KOMOIHOBAHOIO JOCHIIKeHHsA (asu

2/3, B XOfi AKOrO TALi€HTH KOTOPTH 3aralbHOI0 KinbkicTo 23 domosika BikoM 1,8-11,8 (Menmiana Biky:
7,10 pokiB), siki paHilie NMPOXOMWIH JiKyBaHHs, 3 11 mamieHTaMu BiKOM MoJoAme 6 pOKiB OTPHMYBalu
npenapat PIKCYBIC miist npodiTakTHK# i KOHTPOJTIO €Mi30/1iB KpoBOTei. Y i MallieHTH Masi TsKKY (piBeHb
dakropa IX < 1%) a6o momipHo TsoKKY (piBeHb dakropa IX <2%) dopmy remodinii B. Yei 23 nmanienra
oTpuMyBasH npodinakriuyne JikysaHus npernapatoM PIKCVYBIC, sk MiHiMyM, poTsroM 3 MicswiB i ixHi 1ani
OyJI BKJIFOUEHI 10 MacHBY JaHHX, PU3HAYCHUX UL OLIHKH €(eKTHBHOCTI MPOQiIaKTHKH.

Meniana ABR cranosuna 2,0, i crioHTaHHUX kKpoBoted — 0,0 Ta 11 kpoBoTed y cyrinobax — 0,0.
V neB'stu nauienTis (39,1%) kpoBoTedi He OyI10.

B wimomy, 26 emizomie kpoBoreui Oymu mpornikoBaHi mpemnaparoM PIKCVYBIC, 23 3 sxux Oynn
HACIIIIKOM TpaBMH, 2 — CIIOHTAaHHMMHU Ta | — HEBIIOMOro MOXOKeHHs. 19 kpoBoTed OyiM [103a MeXaMu
cyr06iB (y M'IKUX TKAaHUHAX, Y M'A3aX, y IOPOKHUHI TiNla, Y BHYTPIilIHEOUYEPEIHil NOpOXHUHI Ta iHIIi) Ta 7
— KpPOBOTEYEH y Cyrinobax, OAuMH 3 SKHX OyB KpOBOTeYel Y Cyriob-MimeHb. I3 3aramy 26-u emizonis
KpoBoTedi, 15 emizomie Oynu He3HauHMMH, 9 — TOMipHOI TSDKKOCTI Ta 2 — cepio3HuMu. JliKyBaHHA
IPOBOIMJIOCS i3 BpaxyBaHHSM iHIMBIXyaTbHUX OCOOJMBOCTEHl KOXXKHOrO OKPEMOTo Ialli€HTa, BUXOASYH 3i
CTYTIEHS TSKKOCTI, PUYMHHM i MiCIIsI po3TalryBaHHs kpoBotedi. binpmricts (23; 88,5%) BuitikoByBamucs 1-2
iHdyzismu. ['emMocTaTuHa e(heKTURHICTE OO 3yTHHEHHS KPOBOTEUi OIIHFOBANIACS SIK BiIMiHHA a00 BUCOKA
y 96,2% ycix MpoliKOBaHHX eMi30/1iB KPOBOTEYi.

[lepionepauiiiHe TiKyBaHHS
besnexa Ta edekruBHicTh mnpemapary PIKCYBIC B yMoBax mnepionepauiifHOro JiikyBaHHA

OLIiHIOBANKCSA B paMKaX 0araTOLIEHTPOBOTO IPOCIEKTUBHOIO BiJAKPUTOrO THUIy HEKOHTPOJIHOBAHOIO
JociikeHHs (pazu 3 Ha KOTOPTi YOJIOBIKIB 3 TSDKKOK i MOMipHOI TsDKKOCTI remodiniero B, mo pawime
NPOXOMUIK JIiKyBaHHS. AHali3 e(peKTHBHOCTI 3a MPOTOKOJIOM OXOIUTIOe 37 XipypridyHuX oOrIeparii,
NPOBe/IeHNX Ha 27 malieHTax BikoM Bix 17 10 57 pokiB, sKi MPOXOAMIH cepiio3He abo He3HauHe XipypridHe,
CTOMATOJIOTiYHe BTpydYaHHs abo iHme XipypridHe iHBasiiiHe BTpy4aHHs. J[IBaausTe omepauiit Oyan
CepiO3HNMH, BKJIIOHYAIOYH 13 OpTONEAMYHUX BTPYyYaHb i 3 CTOMATONOTiYHHMX XipypriuHUX BTpy4aHHs. 17
omepalliif, Bkrovarodu 10 mpouexyp 3 BUAIICHHS 3y0iB, BBOKATHNCS He3HAYHUMH. [lallieHTH, KM poOuIHn
cepiio3Hi orepallii, MOBMHHI OyJH MpoiiTH OiHKY hapmakokineTiku (PK). Yci naiieHT oTpuMyBaii 103y 3
BpaxXyBaHHSIM OCTaHHIX [JaHUX T[IOETAITHOTO TIPUPOCTY BiJHOBIEHHsS pIiBHA aKTHBHOCTI (akTtopa [X.
Pexomennosana rmouatkosa no3a npuiiomy npernapaty PIKCYBIC noBunHa Oyna 3a6e3neq&gn§§§é;fgeag§g;ﬂﬂ
akTHBHOCTI hakTopa IX mpoTsrom omepaii Ha piBHi 80-100% mHpu TpoBeneHHi cepioATHR XipypH{amix,
BTpy4aHb i Ha piBHi 30-60% npu nposeeHHi He3HayHUX ornepauiil. [Ipenapar PIKCYE 'ﬁ;ﬁé()nunu mnsiqu»g
6omocHoI iHDy3iT. o/, 4 X

TTpoTAroM ychoro nepioay A0cTikeHHs 3a6e3medyBanach MiATPUMKa reMoCTazy!
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[auienTy neaiaTpydsoro npodimo

€Bporneiickke areHTCTBO 3 JIIKapChKHUX 3ac00iB BIAMIHMIIO 3000B'S3aHHS IMOJABaTH pe3yJIbTAaTH
JociimkeHb 3actocyBanHs npenapary PIKCYBIC y mamieHTiB, sKi paHilnle He MPOXOIMIN JTiKyBaHHS, I
JiKyBaHHA 1 mpodinakThky kKpoBoTeui nmpy remodinii B (iHpopmamito CTOCOBHO 3aCTOCYBaHHS y IAIli€HTIB
NeiaTpUYHOro MPOoGiIIo AUB. Y po3aiii 4.2).

5.2. dapmaxkokiHeTHKa.

[ManienTu BikoM 12 pokiB i cTapmie, sKi paHilie MPOXOMMIH JTiKYBAHHS

PannomizoBaHe ciline KOHTPOJbOBaHE IepeXpecHe NOCTiIKeHHS (apMakOKiHETHKU Mpenapary
PIKCVYBIC i koMnaparopa 6yJ10 IpoBeeHO Ha KOropTi 40JI0BiKiB 6e3 kpoBoTeui (BikoM 15 pokiB i crapure) B
paMKax LEeHTpaJbHOro KoMOiHOBaHOro mocmikeHHS (asu 1/3. TlamieHTH OTpUMYyBaIM TOM YK IHIIHIA
npernapar 0IHOPa30BOI BHYTPIIIHbOBEHHONO iH(Yy3iero. CepenHs (+ cTaHAapTHE BiIXUICHHs) Ta MediaHHA
noza npenapaty PIKCYBIC y MacuBi aHMX aHamidy 3a IOPOTOKOJOM (n=25) CTaHOBWIM BiIIIOBiTHO
74,69 =2,37 ta 74,25 MO/kr 3 pianaszoHoM Bin 71,27 no 79,38 MO/kr. ®@apMaKkOKiHETHYHI HapaMeTpH
PO3paxoByBaJIMCSl HA OCHOBI ITOKa3HHUKIB BUMipIOBAaHHS aKTHUBHOCTI (akropa IX y mpobax KpoBi, OTpHMaHHX
IPOTSroM Mepioxy A0 72 TOIUH Iicis KOXKHOI iHDy3il.

Ouinka dapmakokineruku mnpemnapaty PIKCVYBIC Oyna moBropeHa B XOAi BiZKPUTOrO THILY
HEKOHTPOJILOBAHOI'O JIOCJI)KEHHS Ha KOTOPTI YOJIOBIKIB, SKi Opajly y4acTh y OYaTKOBOMY I€PEeXpecHOMY
nocnikenni ®K npenapaty i siki mpoxoaunu npoginaktuky npenapatroM PIKCVYBIC mpotsrom 26 + 1
THXKHIB (CepelHE + CTaHNapTHE BIIXWIEHHS) i3 CyMapHHM mepionoM mpuiiomy mnpenapary PIKCVYBIC
npuHaiivMHi 30 naHiB. liamason no3 mpemapary PIKCYBIC, mo Oynu 3actocoBaHi B XOi IOBTOPHOTO
JOCTIKeHHs oro (hapMaKOKiHeTHKHU, CTaHOBHB Bix 64,48 mo 79,18 MO/kr (n = 23).

Hmxue y Tabmuui HaBeneHi (apMakOKiHETWUHI IapaMeTpH B yCiX Malli€HTIB, JaHi SKHX OyJIo
MOJKJIMBO OLIHUTH (aHaJli3 3a TPOTOKOJIOM).

TR PIKCYBIC
IToyaTkoBe nepexpecHe .
IMapametp : IloBTOpHA ONiHKA
JAOCTIIAKEHHS (N =23)
(N=25)
AUCo-72 ron (MO ¢ ro,r[./u{I)a 1067.814238,42 1156,15+259,44
CepenHe + cTaHIapTHE BiIXUICHHS 1170,26

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

MeniaHa (mianasoH) (753,85-1626,81)

[TpupicT BitHOBIEHHS piBHSA aKTUBHOCTI MPH Ciax

(MO/n:MO/xr)® 0,87+0,22 0,95+0,25
CepenHe + cTaHIApTHE BiIXUICHHS 0,88 (0,53-1,35) 0,93 (0,52-1,38)
Meniana (miamason)
ITepion naniepozmnazxy (rox.) 26.70+49.55 25,36+6,86
CepenHe + cTaHIapTHE BiIXUIECHHS 24.58 (’1 5 83,- 52,34) 24,59
MeniaHa (mianasoH) ; i ; (16,24-42.20)
g:;(e(ﬂMHS iﬂggaﬁnapme BIAXMIICHHS g mal 72’2152i4109 s
; . 68,10 (41,70-100,30) :

Meniana (miana3zoH) (38,50-106,30)
CepenHiit yac yTpUMaHHs B opraHismi (ro.) 30.82-7.26 29,88+4,16
CepenHe + cTaHAApTHE BiIXHIEHHS 28.93 (’22 ) 5’_ 47.78) 29,04
Mepniana (niarna3oH) g 2 : (21,32-37,52)
Vssc H/
Cepe(:iHeK ft) CTaHAAPTHE BIAXMICHH: SEEL T phiing
Meni . 1,72 (1,10-3,94) 1,74 (1,12-2,72)

e/liaHa (Jianas3oH)
Knipene (/kr « ron.) . 0.0644=0,0133 0,0602+0,0146
CepenHe + cTaHAapTHE BiIXHICHHS 0,0576

Y e A 0,0622 (0,0426-0,0912)

(0,0413-0,0945)
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¢ 006'eM po3moaiily B CTaOLIBHOMY CTaHi.
Iy

[NoeTanmuuit MpUpIiCT BiXHOBNEHHs PiBHA akTHBHOCTI ¢akropa IX uepes 30 xBwiuH micns iHQysii
BHM3HA4a/Iy [UIA BCIX MAlli€HTIB, 3aJTy4eHHX 0 y4acTi y KoMOiHOBaHOMY HociimkeHHi dasu 1/3, Ha 1-if neHp
MiKYBaHHs, Ha JeHb BiIBiIyBaHHSs HUMH JiKapsi Ha 5, 13 Ta 26-i TWKIEHb | B MOMEHT 3aBepIICHHA
AOCIiKeHHs 00 NIPUITUHEHHS Y9acTi y JOCTIiDKEHH I, AKIIO BiH He 30iracThes 3 4aCOM BifBidyBaHHS JTiKaps
Ha 26-i Tk eHsb. OTpuMaHi JaHi CBiqYaTh, IO OESTAHMH IPUPICT BIIHOBIEHHS PIBHA AKTUBHOCTI IIPOTATOM
BCBOTI'0 YaCy € CTA0LIEHUM (IHB. TAOJHIO HIDKYE).

Henn
1-i neHb 5-i 13-i 26-i 3aBepueHHs1/
JIKYBaHHSI | THXKIEHb THKIEHb THXKIEHb NPUNHHEHHS
IN=73) | (N=T71) (N=68) (N =55) AOCTIIKEHHs®
(N=23)
IIpupicT BinHOBJIEHHS
aKTHBHOCTI 4epe3 30 XB.
micns iHpy3ii 0,79+0,20 0,83+0,21 0,85+0,25 0,89+0,12 0,87+0,20
(MO/mnm:MO/xr)* 0,78 0,79 0,83 0,88 0,89
CepenHe + cTaHmapTHE (0,26-1,35) | (0,46-1,48) | (0,14-1,47) | (0,52-1,29) (0,52-1,32)
BIIXHJIEHHSA
Meniana (niama3on)

* Po3paxoBaHo six nokasHuK Csoxs. hakTopa IX mepen mouaTkom JIiKyBaHHS, MOLIEHHH Ha 103y B OIHHULIIX
MO/kr, ne Cso xs. — MOKa3HUK BUMipIOBaHHS aKTUBHOCTI (akTopa IX depe3 30 XBumH micns indysii.
® SIKI0 He 30iraeThes 3 4acCOM BiaBiMyBaHHS Nikaps Ha 26-if THKIEHD.

[ManienTy nexiaTpuyHOro mpodinaro (ki paHile TPOXOIUIN TIKYBAHHS. BiKoM Mosozme 12 pokis)

B pamkax koMOiHOBaHOrO JOCTiKeHHs (asu 2/3 Ha KOrOpTi MaLi€eHTIB MexiaTpudHOro mpodimro
Oyno mpoBeneHO MOYaTKOBY OLIHKY ¢apmakokiHetuku mnpemapary PIKCYBIC B ycix 23-x mamieHTiB
YOJIOBiYOI cTaTi B cTaHi 6e3 kpopoTeui. I1Jo6 3HM3UTH AuCKOM(OPT Big Yactoro EinGopy mpo6 KpoBi y
KOXKHOrO OKPEMOro Mali€HTa, iX OyJ0 paHIOMi30BaHMM YHHOM PO3IOJITIEHO IO ABOX Ipyrax 3 Pi3HOK
TOCIIIOBHICTIO BifGOpy mpo6 kposi. CepenHs 103a (+ CTaHAapTHE BiIXMICHHS) Ta Me/liaHa 034 Iperapary
PIKCVYBIC y noBHOMy MacuBi 1aHUX aHati3y (n = 23) cTaHOBWIM BianosigHo 75,50 = 3,016 ta 75,25 MO/kr
3 mianmasonoM Bix 70,0 no 83,6 MO/kr. dapMakOKiHETHYHi IapameTpd pO3paxoBYBATHCA HA OCHOBI
TMOKa3HKKIB BUMIpIOBaHHsA aKTHBHOCTI (akTopa IX y mpo6ax KpoBi, OTPMMaHUX MpOTAroM mepiogy 1o 72
TOZIMH micist iHDy3ii.

Hwxye y Tabmuui HaBeeHi hapMaKOKiHETHYHI TapaMeTpH [UIS yCiX MawieHTiR (MOBHUI MACHB JTaHUX
aHaui3zy).

Bik menme
6 pokiB (N =11)

Bin 6 1o meHme
12 pokiB (N =12)

Yci pazom

ITapametp (N = 23)

AUCyecxirmesticrs (MO *rom./, M)a

723,7+ 119,00 886,0 + 133,66 808.4 + 149,14

CepeniHe + CTaHIApTHE BiIXHUIECHHS
Meniana (niana3oH)

717,2 (488-947)

863,7 (730-1138)

802,9 (488-1138)

ITepion HamiBpo3many (rox.)
CepenHe + CTaHOApPTHE BiIXUIEHHS
MeniaHa (niama3oH)

27,67 £ 2,66
27,28 (24,0-32,2)

23,15+ 1,58
22,65 (21,8-27,4)

2531+ 3,13
24,48 (21,8-32,2)

CepenHiit yac yTpuMaHHs B oprasismi (roz.)
CepenHe + cTaHZapTHE BiIXMICHHS
Meniana (mianasoH)

30,62 3,27
30,08 (26,2-36,2)

25,31+1,83
24,74 (23,7-30,3)

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

Vs (1/kr)
CepenHe + cTaHOapTHE BiIXUIEHHS
MeniaHa (niamna3zoH)

3,22 £.0,52
3,16 (2,65-4,42)

221+0,32
2,185 (1,70-2,70)

2,7+ 0,67
2,69 (1,70-4,42)

Kunipenc (u/kr © rox.)
CepenHe + cTaHIapTHE BiIXMIEHHS
Meniana (nianazon)

0,1058 £ 0,01650
0,1050
(0,081-0,144)

0,0874 £0,01213
0,0863

(0,069-0,108)
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* IInoma mix KpUBOIO "IU1a3MoBa KoHLeHTpauis-yac" 3 "0" roauH 10 HECKIHYEHHOCTI.
® O6'eM po3moziny B cTabiTsHOMY CTaHi.

[NoerarHuii npupicT BiIHOBIEHHS PiBHA akTUBHOCTI (akTopa IX uepe3 30 XBWIMH micis iHQy3il
BM3HA4Yalld y BCiX MALI€HTIB, 3aJlyYeHHX 10 y4acTi y KOMOIHOBaHOMY IOCIIIKeHHI ¢asu 2/3, mpu OmiHIi
TNOYaTKOBHX (hapMaKOKiHETHYHUX MapaMeTpiB (Ha 1-if 1eHsb JiKyBaHHS), HA JeHb BiIBiTyBaHHSI HAMH JiKaps
Ha 5, 13 Ta 26-# TWXIeHs i B MOMEHT 3aBepIIEHHS JOCIIKeHHs: a00 IMPUITHHEHHS y4YacTi y MOCIiIKEHHI,
SKIIO BiH He 30iraerbcs 3 YacoM BigBimyBaHHA Jikaps Ha 26-if TwkaeHs. OTpUMaHi HaHi CBiZYaTh, IO
TIOETAIHUI TIPUPICT BiIHOBJIEHHS aKTHBHOCTI IPOTATOM BCHOI0 Yacy € CTabiTbHUM IO BCIX BIKOBUX IpyTax
Tali€eHTiB neaiarpuaHoro npodimo. /IuB. HaBeneHi Huk4e TabmuIIi.

IloeranHuii OpUpicT BiTHOBJIEHHS aKTHUBHOCTI mpu 3actocyBanHi npemnapary PIKCVYBIC uepes 30
XBWIMH TicnA iHGy3ii y mauieHTiB nexiaTpuaHOro npodimo 060X BiKOBHX IpyI:

— ®K (1-i nenb 5-i 13- 26-i
IIpupicTt BiTHOBJIEHHS :
; : JIIKyBaHHS) THXIeHb THXKIEHb THXKIEHD
aKTHBHOCTI 4epe3 30 xB. micas 4 . ’ .
indyail Yei pazom Yci pazom Yci pazom Yeci pazom
(N=22) (N =23) (N=21) (N=21)

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

CepenHe + cTaHgapTHE BiIXUICHHS 0,69 0,66 0,66 0,734
MeniaHa (mianasoH) (0,31-1,00) (0,48-0,92) (0,51-1,00) (0,51-1,01)

# Po3paxoBaHo sik Noka3HUK Cioxe. (akTopa IX mepen movyaTkoM JiKyBaHHS, MOMIEHUI Ha 103y B OJMHHIISX

MOV/kr, ne Cso xe. — TOKa3HUK BUMipIOBaHHS aKTHBHOCTI (aktopa IX uepe3 30 XBUMH micist iHDy3il.

[ToetanmHuii mpUpicT BiTHOBIEHHS aKTUBHOCTI mpu 3acTocyBaHHi npenapaty PIKCYBIC gepe3 30

XBWJIMH Ticsis iHQY3iil y manieHTiB neaiarpudHoro npodio BikoM Monoime 6 pokiB:

Tounict 5 OK (1-i nenb 5-i 13-it 26-i
PHPICT BiAHOBJIeHHS -
- . JIKyBaHHS) THXK/EHb, THIKIEHb, THIKIEHb,
aKTHBHOCTI yepe3 30 xB. micas 4 g Vei Vei
iy ail ¥Yci pazom Yci pazom ci pazom ci pazom
! (N =10) (N=11) (N =10) (N=10)
(MO/nm:MO/kr)? 0,59 +0,13 0,63 +0,10 0,68 +0,12 0,65+0,13
CepelHe £+ CTaHAApPTHE BiAXWIEHHS 0,59 0,6 0,66 0,61
MeniaHa (miama3oH) (0,31-0,75) (0,49-0,80) (0,51-0,84) (0,51-0,84)

? Po3paxoBaHo sk noka3HUK Csoxs (akTopa IX meper moyaTkoM JiKyBaHHs, MOAUIEHH Ha 103y B OJUHUIIX

MO/kr, ne Csp xe. — TOKa3HUK BUMipIOBaHHs aKTUBHOCTI (akropa IX uepe3 30 XBuauH micist iHdy3ii.

[ToeTanuuii IpUpicT BiIHOBJIEHHs aKTHBHOCTI HpH 3actocyBaHHi npemnapaty PIKCYBIC wepes 30

XBUIIMH Micis iHQY3ii y nanieHTiB neaiarpuyHOro npodinto BikoM Bi 6 pokiB 10 MeHIIe 12 pokis:

A ®K (1-ii neHb 5-if 13- 26-ii
IIpupicT BigHOB/IEeHHSI "
. . JIIKYBaHHS) THKI€eHb, THXKIEHb, THIKIEHb,
aKkTUBHOCTI 4epe3 30 xB. micast : : s ;
indysil Yci pazom Yei pazom ¥Yci pazom Yei pazom
y (N=12) (N=12) (N=11) (N=11)

(MO/mn:MO/kr)? 0;78£0;16 0,73+ 0,13 0,73+ 0,14 0,8+0,14

CepenHe £ craHIapTHE BiIXUICHHS 0,71 0,70 0,70 0,78
Meniana (ziama3oH) (0,51-1,00) (0,48-0,92) (0,54-1,00) (0,56-1,01)

* Po3paxoraHo sik noka3HuK Cioxe. (akTopa [X mepen no4aTkom JiKyBaHHS, MOIIMEHHH Ha 103y B OJUHHIIX
MO/kr, e Cso xs. — NOKa3HUK BUMipIOBaHHS akTUBHOCTI (haktopa IX wepe3 30 xBunmuH micis iHdys3ii.

5.3. Pe3ynbTaTH JOKJIIHIYHUX JOCTIIXKEHb MO0 Oe3MeKH.

ITpenapar PIKCYBIC He mposiBIsSB TPOMOOT€HHUX BJIACTHBOCTEI MpU nogo;aa;cm y@dﬁ i
— 257,

750 MO/KT B eKCTIEpUMEHTI Ha MOJIeJTi cTa3y y KpoJiukis (3a MeTonoM Wessler).
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[Mpenapar PIKCYBIC He CcHOpHYHHSB >KOAHOTO IIKIIIMBOTO KJIIHIYHOrO, pecIipaTopHOro ado
CepLeBO-CyJHHHOTO edeKTy MpH HOro 3aCTOCyBaHHI Y IBaHCBKHMX Makak B o3ax 10 450 MO/xr.

JocnimkeHHs IOA0 KaHLepOreHHOCTI, HOpYIIeHHA (epTIIFHOCTI Ta BIUIMBY Ha eMOpiOHaIbHHMI
PO3BUTOK HE IPOBOIIIIHCS.

[Tpenapar PIKCYBIC nobpe mnepeHocHMBCS B XOHi JOCHIDKEHHS MHOro TOKCHYHOCTI IIpH
OZJHOPa30BOMY i 6araTtopa3oBOMy 3aCTOCYBaHHI Y MHIIEH, IIypiB i SBAHCHKHX Makak B 03ax 10 7500 MO/kr
(omuopazosa f03a) i 750 MO/kr (6araTopa3oBe 3aCTOCYBaHH:A).

6. DPAPMAIEBTUYHI XAPAKTEPUCTUKHA

6.1. lonomixHi pe4yoBHHH.

[Topomok
Caxapo3sa

Masiton
Harpiro xnopun
Kansuiro xnopun
L-rictiunna
[Tonicopbar 80

PozunHHMK
CrepuutizoBaHa BoJa AU iH'€KIii

6.2. HecymicHicTb.

BHacmimok BiICYTHOCTI MOCHTiIKeHb IIOAO CYMICHOCTI, Liefi mpermapaT He MOXKHa 3MiLTyBaTH 3
IHIIUMH JTiKapChKUMHU 3acobaMu.

Ipu 3acTocyBaHHI LBOTO JTiKAPCHKOT0 3ac00y MOXKHA BUKOPHCTOBYBATH JIMIIE IUTACTUKOBI IITIPHULIL 3
HakoHeuHHKoM Jlroepa. B pe3ymnbraTi abcopOmii ¢axropa X 3ropTaHHs KpOBi JTIOIMHM Ha BHYTPILIHIX
MOBEPXHSAX AeSKOro 00IaaHaH s 11 iHy31l 103yBaHH: [Ipenapary Moxe OyTH HelpaBUIbHUM.

6.3. Tepmin npuaaTHOCTI.
3 poku.

Byna nponemoHcTpoBaHa (i3uKo-XiMidHa CTabiIBHICT Npenapary B Ipoleci HOro BUKOPUCTAHHS
MIPOTSTOM TepioAy TPUBATICTIO 3 roguHu mpu TeMnepatypi He Bume 30°C. Lo crocyerbes 3abe3neueHHs
MiKpOOiOJIOriYyHOI YUCTOTH, TO JIKAPCHKHUMA 3aci0 CJIiJl BUKOPHCTOBYBATH HETaifHO Micyst HOTo BiIHOBJICHHS,
SIKIIO TiTEKY CITOCI6 RITHORIIEHHS He JIORROJISIE 2ATIOOITTH PURMKY MIKPOOHOTO 2abpyaHenHs. SIKIo mpemnapaT
He BUKOPHCTOBYEThCS HeraitHo MicJist HOro BiTHOBJIEHHS, KOPUCTYBaY BiATIOBiAa€ 3a TPUBAIICTh i yMOBH i{oro
30epiraHHs MPOTArOM BUKOPHCTaHHs. He moMilaTé y X0oIoAnIbHUK.

6.4. Oco0,1uBi 3ax0au Ge3nexu npu 30epiranHi.

36epiratu mpu Temneparypi Hikde 30°C.
He 3amopoxysaru.

IHbopManiro mpo yMoBH 30epiraHHs Micyis BiAHOBIEHHS JiKapchKOro 3acody AMB. y po3mini 6.3.

6.5. YnakoBka Ta il BMICT, a TAKOXK clieliajibHe 00/1aJHAHHSA U1l 32CTOCYBAHHS JTIKapChKOro 3acody.
Opnna ynakoBka MictuTh 1 ¢rakoH (3i ckia tumy [) 3 mopomkoM 3 mpodkoro (3 OyTHIKaydyKy) i 3
KOBIA4YKOM 3 BiPUBHOIO HakiIanakor, 1 ¢makoH (3i ckina tumy [) 3 5 M po3yuHHHKA i3 MpoOKow (3
XJIOpOYTUIIKay4dyKYy) i 3 KOBIAYKOM 3 BiIPHBHOIO HAaKIaaKO Ta | ©e3rosKoBuil MpUCTPiil I/t BiIHOBICHHS
npenapary (BAXJECT II).
Po3Mip ynakoBku: | KOMIUIEKT.

6.6. Ocob,MBi 3ax0aH O€3MeKH NPH YTHIII3alil Ta IHIIMX onepawiax.




265

[Tpenmapar PIKCYBIC BBOAHMTHCS BHYTPIIUHBOBEHHHM MLLIAXOM MNCIIA BIIHOBJIEHHS MOPOIIKY Y
PO3YHHHHUKY, IO JONAETHCS.

« JI715 IPUroTyBaHHs PO3YMHY [penapaTy BUKOPUCTOBYHTE JIMINE TOH PO3YMHHUK i TOH IPUCTPIi
nns BigHosnenns npenapary (BAXJECT II), mo MicTATbCS B yIIaKOBIIi.

+ Jlns BBEIEHHs MpenapaTy HeoOXiHO 3aCTOCYBaTH MIIPHIL 3 HAKOHEYHUKOM Jlroepa.

* He sukopucrosyiite npuctpiii BAXJECT II, Km0 BiH IOLIKOMKEHHIl, SKIIO IOMIKOKEHA
110ro cTepH/IbHA CHCTeMa 3aXHCTy 9 HOro yrnakoBka abo AKIIO € Oyab-SKi O3HaKH MOTipIIeHHS
iX craHy.

BigHoBIeHHS
3aCcTOCOBYHTE acenTHYHI METOIH.

1. Sxmo mikapcekuif 3aci® 30epira€TbCs y XONOAWIBHHKY, AiCTaHbTe (IAKOHM 3 IMOPOLIKOM
PIKCVYBIC i 3 pO3YMHHMKOM 3 XOJIOAIBHHUKY i 3aIHIITE iX HArpiTUCS 10 KIMHATHOI TeMIIepaTypH
(Bim 15°C no 30°C).

PerelibHO BUMUIITE PYKH TEIUIOK BOJOKO 3 MHJIOM.

3HIMITh KPHUIIKH 3 (JIaKOHIB 3 TOPOIIKOM i pO3YMHHUKOM.

IIpoTpiTh MPO6KM TAMIIOHAMH i3 cipToM. PosranryiiTe drakoHu Ha piBHii 9UCTiH MOBEPXHI.

Binkpuiite ynakoBky 3 mnpuctpoeM BAXJECT II muisxoM 3HATTA NanepoBoi IUIBKH, He

TOPKAKOYKMCh BHYTPIIUHBOI MOBEPXHi NPUCTPOIO (MamoHOK a). He nictasaiite mpuctpiit 3

YIIAKOBKH.

6. TlepeBepHiTh yNaKOBKY i HacaIiTh Ha MPOOKY (J1aKOHA 3 PO3YMHHUKOM MPO30PHIii MITaCTUKOBUH
mTuT. BissMiTh ynakoBky 3a ii kpai i 3HiMiTh ynakoBky 3 npuctporo BAXJECT II (MamoHOK b).
He 3uimaiire 3 mpuctporo BAXJECT II koBma4ok CHHOTO KOIIBOPY.

7. Tenep, xomu npuctpii BAXJECT II npuenHanuii 10 (IakoHy 3 pO3YMHHUKOM, IEPEBEPHITH
CHCTeMy TaKMM YMHOM, 1100 (JIaKOH 3 PO3YMHHUKOM OIHMHHUBCA Haj npucTpoem. Hacanite Oimuit
MIaCTHKOBMI mTHdT Ha podKy ¢rakoHy 3 npenapatom PIKCYBIC. Ilin BakyyMoM po34MHHUK
NOTpanuTh y (akoH, mo Mictuth npenapar PIKCYBIC (MamoHOK ¢).

8. AKypaTHO mepeMimaiiTe 1O IIOBHOTO PO3YMHEHHs MOPOWIKY. [Ipernapar po3YnHIOETECS IIBUIKO
(mpotsrom 2-x xsunuH). [Tepekonaiitecs B ToMy, o PIKCYBIC noBHICTIO pO34MHUBCS, T103a5K B
iHIOMY BMINIaZIKy He BECh BiJHOBIEHMil IpemapaT mHpoifine Kpisk ¢imsTp mpuctporo. Ilepex
3aCTOCYBAHHSM BiIHOBIIEHI JiKapchKi 3ac00M HEOOXiTHO Bi3yalbHO OOCTEXMTH sl BHSABJICHHA
TBEpIMX YAaCTUHOK 1 oOe3bapeneHHs. Po3uuH mnoBuHEH OyTW mpo3opuMm abo  37erka
onanecueHTHAM. He BUKOPUCTOBYITE PO3YHHH, IO IOMYTHIIM a00 MiCTATH OCal.

s i

MaJroHOK a MaJonok b MaJiloHOK ¢

i !

H

{
; | P2
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He oxoJoKyiiTe mpenapar micist BiTHOB/IeHHs. Bukopucraiite fforo Hera#Ho micyis MpUroTyBaHHs.

3acTocyBaHHs
3aCcTOCOBYHTE aCENTHYHI METOIH.
1. 3uimiTh KoBHauok cuHbOTO KOybOpy 3 mpuctporo BAXJECT II. Iloadaiite mpo Te, mod He
BTATHYTH NOBITPS Y IIMPHIL. ﬂpnenﬂame mmpwu 10 npuctporo BAXJECT Igmasionok d).
2. TlepesepHiTh cucTeMy ((1akOH 3 BiJHOBJIEHMM DO3YMHOM IIOBHHEH 6y;%ssgpxy)3a3ano HITb //
BiTHOBJIEHMM PO3YMHOM IITPHUIL, MOBLIBHO MOTATHYBIUM IOPIIEHb Ha3afl (MATIOHOK ).~
3. Big'egnaiiTe mmnpuil. - ‘
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4. TlpumenHaiitTe rojKy-MeTeNMK OO IUMpHIA. BBexiT po3uuH y BeHy. Po3unH Tpeba BBOAUTH
HOBIJIBHO, 31 IIBUAKICTIO, IO € KOM(GOPTHOIO AJIA MalieHTa, He Oinblie 10 M1 Ha XBUIIMHY.

Maumonok d MaJnioHok e

— - £

i |
By ® -
ar e ———
e — ey
L S = | \

2

3aBk1Iu, KOJIU IIe MOXXIHBO, OyIb acka, IpH 3actocyBanHi npenapary PIKCYBIC 3anmcyiite ioro
Ha3By 1 HOMep cepii (HampuKiaa, y CBOEMY MIOJEHHHWKY) Ul TOro, 1o6 30eperTd iH(opMariio mpo
BUKOpUCTaHi Bamu siku i HoMepH iX cepiil.

Bynp-sKi 3aJIMIIKH HEBUKOPUCTAHOTO JIKAapChKOTro 3aco0y abo ioro BiOXomu CIiI yTWIIi3yBaTd 3a
MiCLIEBUMH IPaBUIAMH.

7. BIACHUK PEECTPALIMHOIO MOCBITYEHHS

Bbakcanra [HnoBeimH3 'MOX

[amycrpimpacce 67

A-1221 Binens

ABcTpis

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

8. HOMEP(-A) PEECTPALIITHOI' O MOCBIIYEHHS
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 IEPIIOI PEECTPALII/IIOHOBJEHHS PEECTPALIL
Jara nepmoi peectpaii: 19 rpymnus 2014 poky

10. TATA IIEPETJISIAY TEKCTY

3 IeTanbHOKO iHGOpMaLi€ero 100 LBOro JiKapChKOro 3aco0y MOKHA 03HAHOMUTHCS Ha BeG-CTOPIHLI
€BpOmeicbKOro areHTCTBa 3 TiKapChKUX 3aCO0IB 3a TaKOI aapecoro: http://www.ema.europa.eu.
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A. BUPOBHHUK BIOJOITYHO AKTHBHOI CYBCTAHIII TA BWPOBHMK, SKHIl
BIITIOBIJA€ 3A BUITYCK CEPIN.

Hazga Ta agpeca BupoGHHKa 610J10TIYHO aKTUBHOI cyOCTaHIii

bakcrep AT"

Ydepurpacce 15

A-2304 Opr-an-gep-/lonay

Agctpus

(Baxter AG, Uferstraf3e 15, A-2304 Orth an der Donau, Austria)

Hazga Ta agpeca BUpOOHMKIB, fKi BIINOBIIAIOTH 33 BUITYCK cepiit

bakcanra benpmxiym Mensropexaypunr CA

OynsBap Pene bpankap 80

B-7860 Jleccin

bensrisa

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

bakcrep CA

OynsBap Pene bpankap 80

B-7860 Jleccin

benbris

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

Ha nanpyxoBaniit mucriBLi-iHpopmalii mpo Jikapchkuii 3acid moBuHHa OyTH 3a3Ha4yeHa Has3Ba i
azipeca BUpOOHMKA, KK BIANOBIAA€ 32 BUITYCK BiAMOBIAHOI cepil.

B. YMOBHU ABO OBMEKEHHS H1OJ0 MIOCTAYAHHS TA 3ACTOCYBAHHA. |

Jlikapcpkuit 3aci0, IO BiAIMyCKaeTbcss BUKIIOYHO 32 peuentoM (muB. Jomarok I "Koportka
XapaKTepUCTHKa JIIKapChbKOro 3acoly", posnin 4.2).

C: [HIII YMOBHY TA BUMOT'M 3r'[/THO 3 PEECTPALIIMHUM ITOCBIIYEHHSM.
* [IepiognyHO OHOBJIIOBaHI 3BiTH 3 0e3NeKH

Bumoru mono nogaHHs NepiofWYHO OHOBIIOBAHUX 3BITIB 3 0€3MeKH I LBOT0 JIIKapChKOro 3acoly
BUKJIAJIEH] y IepelniKy Aat nepmoi peectpauii npenapatis y €C (anri. "Union reference dates", ckop. "EURD
list") 3rigno 3i Crarreto 107¢(7) Qupextusu 2001/83/€C Ta y Oynb-sKiit HacTynHill oHOBMeHil iHdopMarii,
po3MilLeHiif Ha BeO-CTOpiHLI €BpONeHCHKOro areHTCTBA 3 JT1iKapChbKUX 3aC00iB.

D. YMOBHU ABO OBMEXEHHsI Y KOHTEKCTI BE3IIEKH TA E®EKTUBHOI'O
3ACTOCYBAHHA JIIKAPCBKOTI'O 3ACOBY.

e Jlnaun ynpaBiainus pusukom (ITYP)
BrnacHuk peecTpauifiHOro mnoCBigYeHHS 3HifiCHIOBaTMME HEOOXiOHI 3aXOomd 1 MpoUemypH 3

(dapmMakoHarsiIy, o omucaHi y 3arBepmkeHoMmy I[IYP, naBeneHomy y Momyni 1.8.2 PeecrpauiitHoro
MOCBiIYeHHs Ta y OyIb-SKUX HACTYIHHUX 3aTBEPIKEHUX OHOBJIEHUX Bepcisax [TYP.
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Onosnenutt [TYP HeoOxinHO monasatu:

e Ha 3amuT €BPOINENCEKOro areHTCTBa 3 JIiIKapChKHX 3ac00iB;

e 3aBXXAM IPH 3MiHI CHCTEMM YTIPABIiHHA PU3UKOM, OCOONMBO BHACINOK OTPUMAaHHA HOBOI
iHpopMalii, iKa MOXKe CIPHYUHUTH CYTTEBY 3MiHy CIiBBIJHOIIEHHSA MDX KOPHCTIO Ta PU3UKOM,
abo B pe3ynbTaTi AOCATHEHHS BXJIMBUX BHpIIANbHUX eTamiB (3 ¢apmakoHarmigy abo
MiHiMizauil pu3HKy).
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TH®OPMAIIIA, IO IOBUHHA BYTHA HABEJIEHA HA 30BHIIIHIA YITAKOBIII

3OBHIIIHA KAPTOHHA KOPOBKA

[ 1. HA3BA JIIKAPCHLKOT'O 3ACOBY ]

PIKCVBIC 250 MO nopormok Ta po34uHHUK I PO3YMHY JUIA iH'€KIIif
Honakor ramma (pekoMOiHaHTHU# (akTop 3ropTaHHs KpoBi moauHu [X)

[ 2. KUILKICHUMI BMICT JI1040i(-MX) PEYUOBUHH(-H)

OnuH dakon Mictuts 250 MO HOHakor ramMma, npuomu3HO 50 MO/MI micia BiTHOBIEHHA y 5 MII
PO3YMHHUKA.

| 3. MEPEJIK JOIIOMIXHHUX PEHOBUH

JlomoMikHa pedoBMHA BiOMOI Iii: HATpiil (3 HATPilO XJIOPUIY).
JTOOMIKHI pe4OBUHH: Caxapo3a, KalbLiio XJIOpHI, TiCTUANH, MaHiToJ, nomicopdar 80.

Po3unHHEK: cTepuli3oBaHa Boa A/ iH'€KIIiH.

| 4. JIKAPCBKA ®OPMA TA BMICT YITAKOBKH

TTopoIIoK Ta PO3YMHHUK [T PO3UUHY IS iH' €Ki

Bwmict ymakoBku: 1 ¢1akoH 3 mopomkoM, 1 ¢prnakoH 3 pozuuHHUKOM, 1 npuctpiit BAXJECT 11

['5. CHOCIB TA HIJISAX(-W) 3ACTOCYBAHHS

[lepen 3acToCyBaHHIM MPOYHUTAITE TUCTIBKY-BKJIA L.
JInst BHYTPiLTHBOBEHHOT'O BBEICHHS, TUIBKH U1 OAHOPA30BOr0 BUKOPUCTAHHS.

6. OCOBJIMBE 3ACTEPEXXKEHHS ITPO TE, IO JIKAPCBKUA 3ACIb TPEBA 3BEPII'ATH
INO3A INIOJIEM 30PY AITEU TA Y HEAOCTYIIHOMY IS AITEA MICIII

36epiraru mo3a mojeM 30py AiTedl Ta y HEIOCTYITHOMY UL HUX MICLI.

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

| 8. TEPMIH MPUJATHOCTI

EXP (npumatHuii 10):

Bukopucratu HeraitHoO niciisi IPUroTyBAaHHS PO3YMHY.
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[9. OCOBJINBI YMOBH 3BEPITAHHS ]

36epiratu mpu Temnepatypi Huxkde 30°C.
He 3amoposxyBaty.

10. OCOBJIMBI 3AXO/IH BE3ITEKH JJISI YTHJIBAIIl HEBUKOPUCTAHUX JIKAPCHKUX
3ACOBIB ABO IX BIIXOAIB, 3A HEOBXITHOCTI

[ 11. HA3BA TA AJIPECA BJACHHUKA PEECTPAIIIMHOI'O NIOCBIIYEHHS]

Baxkcanra InnoBeiimH3 I'M6X

A-1221 Bineus

ABCTpis

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

| 12. HOMEP(M) PEECTPAIIIMHOI O OCBITYEHHSI K|

EU/1/14/970/001

| 13. HOMEP CEPII

Cepist:

| 14. BATAJIBHA IHOOPMAIIIA JJISI TIOCTAYAHHS |

| 15. IHCTPYKIIIS 1A 3ACTOCYBAHHSA |

[ 16. IHOOPMAILS 151 MAPKYBAHHSI IIPU®TOM BPAIJIA |

PIKCVBIC 250

| 17. VHIKAJIbHUA ITEHTU®IKATOP: 2D-IITPUX-KOJ

Jlonano 2D-mTprX-KO, IO MiCTHTh YHIKalbHUH iHIeHTHdiKaTOP.

[18. VHIKAJIbHIIN LIEHTUPIKATOP: 3BUMAMHUM YUTABEJbHUIN TEKCT

RE:
SN:
NN:




271

MIHIMAJIbHA IH®OPMAILISA, IO INOBUHHA BYTH HABEJIEHA HA OJUHHULAX
NEPBUHHOI YIAKOBKH HEBEJMKOI'O PO3MIPY

ETUKETKA ®JIAKOHY 3 IOPOLIKOM

[1. HA3BA JJIKAPCBKOI'O 3ACOBY TA IILISIX(-U) 3ACTOCYBAHHSI ]

PIKCVYBIC 250 MO nopo1iok [uisi po34HHy JUIsl iH'eKIiH
Honaxkor ramma
J11 BHYTPIIIHEOBEHHOT'O BBEIEHHS

[ 2. CHOCIB 3ACTOCYBAHHSA ]

[Tepen 3acTOCyBaHHSM MIPOYUTATE JTUCTIBKY-BKIIAIUIL.
J11st omHOpa30Boi iH'eKIIT.

| 3. TEPMIH TPUJIATHOCTI

EXP (npunaTHuii 10):

| 4. HOMEP CEPII

Cepisi:

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

250 MO

| 6. IHILIE
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MIHIMAJIbBHA IH®OPMAIIISA, 11O TOBUHHA BYTH HABEJIEHA HA OJUWHUIIX
NEPBMHHOI YITAKOBKH HEBEJIMUKOI'O PO3MIPY

ETUKETKA ®JJAKOHY 3 PO3YMHHHUKOM

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY TA ILIAX(-H) 3ACTOCYBAHHA

CrepuizoBaHa Bojia JUIsl iH'€KILiH

| 2. CIOCIB 3ACTOCYBAHHS

| 3. TEPMIH ITIPUIATHOCTI

EXP (mpunaTtHUl 10):

| 4. HOMEP CEPII

Cepist:

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

5 M

| 6. IHIIIE
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IHOOPMAIIIA, IO IOBUHHA BYTH HABEJEHA HA 30BHIIIHIA YIIAKOBIII

3OBHIIIHA KAPTOHHA KOPOBKA

[ 1. HA3BA JIIKAPCHKOI'O 3ACOBY

PIKCYBIC 500 MO mopomnIok Ta po34MHHHK [UIs PO3YUHY JJIA iH'€KIiH
Honakor ramma (peKoMOiHaHTHH# (axTOp 3ropTaHHs KpoBi JroauHHU [X)

| 2. KUILKICHAM BMICT AIKOYOIi(-UX) PEHUOBUHHU(-H)

Onun ¢rakod Mictuts 500 MO HoHakor ramma, mputnuzHo 100 MO/Mn micnis BiTHOBJIEHHS Y S MJI
PO3YMHHUKA.

| 3. MEPEJIK JJONOMIKXHHNX PEYOBUH

JIoTOMiXKHa pe4OBHMHA BiZIOMOI il HaTpiii (3 HATpitO XJIOPHAY).
JIOMOMIXHI PEYOBHHU: caxapo3a, KalbLiI0 XJIOpHJ, NiCTHANH, MaHiTol, momicopoar 80.

Po34MHHUK: cTepuizoBaHa BOfa [UIA iH'€KIIA.

| 4. JIKAPCbKA ®OPMA TA BMICT YIIAKOBKH |

[TOpOIIOK Ta PO3YMHHMK I PO3YMHY I iH'€KIIH

Bmict ynakoBku: | ¢akoH 3 mopomkoM, | ¢aakoH 3 pozynHHMKOM, 1 npuctpii BAXJECT II

| 5. CHOCIB TA NUISAX(-A) 3ACTOCYBAHHS |

[Tepen 3acToCyBaHHSIM IIPOYHUTAITE JTUCTIBKY-BKJIa ML
JI71 BHYTpilIHHOBEHHOTO BBEACHHS, TLIBKU U1 OHOPAa30BOr0 BUKOPHCTAHHS.

6. OCOBJIMBE 3ACTEPEXEHHS PO TE, IIO JIKAPCHKHUW 3ACIB TPEBA 3BEPITATH
MO3A IIOJIEM 30PY JAITEN TA Y HEAOCTYITHOMY JUIS JITEA MICUI

30epiraTy mo3a mojieM 30py JiTell Ta y HeIOCTYITHOMY JUL HUX MiCIi.

[7. THIIE(-I) OCOBJIMBE(-I) 3ACTEPEKEHHSI, 3A HEOBXITHOCTI ]

| 8. TEPMIH IIPUAATHOCTI

EXP (mpunatHuii 10):

BHKOpHCTaTH HETalHO MiC/s MPUTOTYBAHHS PO3UHHY.
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| 9. OCOBJIMBI YMOBH 3BEPIT AHHS

36epiraty npu Temnepatypi Huxge 30°C.
He 3amoposxyBaTH.

10. OCOBJIMBI 3AXO/IM BE3IIEKH JIJISA YTHIIBALII HEBUKOPUCTAHUX JIIKAPCBKHX
3ACOBIB ABO IX BIAXOJIB, 3A HEOBXITHOCTI

[ 11. HA3BA TA AJIPECA BJACHHUKA PEECTPALIIMHOIO NIOCBLAYEHHS

bakcanra [nnoBeiniH3 I'MOX

A-1221 Binens

ABctpis

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

| 12. HOMEP(HM) PEECTPALIIMHOIO TOCBLAYEHHS

EU/1/14/970/002

| 13. HOMEP CEPII

Cepist:

| 14. 3ATAJIBHA IHOOPMAIIIA IS TOCTAYAHHSI

| 15. IHCTPYKIIISI 111 3ACTOCYBAHHS

[ 16. IHOOPMAILIS JUISI MAPKYBAHHS IIPUOTOM BPANJIA

PIKCVBIC 500

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

Jonano 2D-1Tprx-KOJ, IO MiCTUTh YHiKaIbHUN iHAeHTHdIKaTOP.

[ 18. YHIKAJIbHUM IJEHTU®IKATOP: 3BHUAMHUAN YU TABEJIBbHUI TEKCT

PG
SN:

NN:
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MIHIMAJIBHA IH®OPMAIISA, IO INIOBUHHA BYTH HABEJEHA HA
NEPBUHHOI YIIAKOBKH HEBEJIMKOI'O PO3MIPY

ETUKETKA ®JAKOHY 3 IOPOLIKOM

OJAVMHHUIAX

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

PIKCVBIC 500 MO mopomok [yisi po34uHy ISt iH'€KILiH
Honakor ramma
J114 BHY TpILTHBOBEHHOT' O BBECHHS

| 2. CIOCI6 3ACTOCYBAHHSI

[Tepen 3acTOCYBaHHSM IPOYHUTANTE JTUCTIBKY-BK/IaIHIII.
Jl71st otHOPa30BoT iH'eKLi.

| 3. TEPMIH IPUJIATHOCTI

EXP (mpunaTHmit 10):

| 4. HOMEP CEPII

Cepist:

| 5. BMICT MACH, OB'€MY AFO OJIMHUIIb

500 MO

| 6. IHILIE
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MIHIMAJIBHA IH®OPMAILIS, IO NOBHHHA BYTH HABEJIEHA HA OJIWHHIAX
NEPBUHHOI YIIAKOBKH HEBEJIMKOI'O PO3MIPY

ETHKETKA ®JIAKOHY 3 PO3YMHHUKOM

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY TA HLUISAX(-A) 3ACTOCYBAHHA B

CreputizoBana Boza JUIsl iH'€KIIH

[2. CIOCIB 3ACTOCYBAHHSI B

[ 3. TEPMIH IPMIATHOCTI |

EXP (mpunatHuii 10):

| 4. HOMEP CEPII

Cepis:

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

5 M

| 6. IHILIE
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IHO®OPMAIILA, IO NOBUHHA BYTHA HABEJIEHA HA 30BHILIHINA YITAKOBLI

3OBHIIIHA KAPTOHHA KOPOBKA

| 1. HA3BA JIIKAPCHKOI'O 3ACOBY

PIKCYBIC 1000 MO nopomiok Ta po34HHHUK U1 PO3UMHY A iH'€KIiH
Honakor ramma (pekoMOiHaHTHHI (akTop 3ropTaHHA KpoBi moauHu IX)

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

OnuH ¢akon mictuts 1000 MO HoHakor ramma, prom3Ho 200 MO/MIT miciist BiTHOBIEHHA Y 5 MJT
PO3UMHHUKA.

[ 3. MEPEJIIK IONIOMDKHNX PEUOBUH ]

JloroMi>kHa peqoBHHA BioMOT Jii: HaTpiit (3 HATpilo XJI0puaLy).
JIoTIOMIXKHI pe9OBHHH: caxapo3a, KalbLilo XJIOpH/, MiCTUANH, MaHiToJ, nonicopdat 80.

PO3UMHHUK: cTepuli3oBaHa BoJA [UIs iH' €KLIIH.

| 4. JIKAPCbKA ®OPMA TA BMICT YIIAKOBKH

[TopoIIOK Ta PO3YMHHUK UL PO3YMHY UL iH'€KLiit

Bwmict ymakoBku: 1 ¢urakon 3 moporukom, 1 ¢akos 3 po3unHHUKOM, | puctpiit BAXJECT II

[ 5. CHOCIB TA LLISAX(-A) 3ACTOCYBAHHSI

[Tepen 3acTocyBaHHAM IMPOYUTANTE TUCTIBKY-BKIIa UL,
JIist BHY TPiLIHEOBEHHOTO BBEEHHSI, T1/IbKH JJIs1 OTHOPA30BOr0 BUKOPUCTAHHSL.

6. OCOBJIUBE 3ACTEPEXEHHS ITPO TE, IO JIKAPCHKUM 3ACIb TPEBA 3BEPII'ATH
IO3A INOJIEM 30PY JITEN TA ¥ HEAOCTYITHOMY JUISA AITEA MICII

36epiraTy mo3a mojem 30py IiTe#l Ta y HeOCTYIIHOMY Ul HUX MICI.

[7. IHLIE(-I) OCOBJIUBE(-I) 3ACTEPEJKEHHSI, 3A HEOBXITHOCTI |

['8. TEPMIH IPUIATHOCTI ]

EXP (npunatHuii 10):

BukopucTaTH HeraiiHo Iicist IPUrOTyBaHHS PO3UHHY.
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| 9. OCOBJIMBI YMOBH 35EPITAHHSI

36epiraTu npu Temnepatypi Hrxkye 30°C.
He 3amopoxyBaru.

10. OCOBJIMBI 3AXO/IX BE3NIEKH LIS YTHIIBANI HEBUKOPUCTAHUX JIKAPCHKHX
3ACOBIB ABO IX BIXOAIB, 3A HEOBXITHOCTI

| 11. HA3BA TA AJIPECA BJJACHUKA PEECTPALIIMHOI O INOCBITYEHHS

baxcanra InHoBeiH3 'MOX

A-1221 Binens

ABcrpis

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

| 12. HOMEP(M) PEECTPALIIMHOI' O MMOCBIAYEHHS

EU/1/14/970/003

| 13. HOMEP CEPII

Cepis:

| 14. BATAJTBHA IH®OPMALILSA JIJISI IOCTAYAHHSA

| 15. IHCTPYKIIISI UL 3BACTOCYBAHHS

| 16. IHOOPMALIISI JIISI MAPKYBAHHS LIPUDPTOM BPANISA

PIKCVBIC 1000

| 17. YHIKAJIBHUM IEHTU®IKATOP: 2D-IUTPUX-KO/I

Jonano 2D-ITpux-Ko, 10 MICTUTh yHIKalIbHUN iHOeHTH}iKaTOp.

[ 18. YHIKAJIbHUM IIEHTU®IKATOP: 3BUYAMHUN YNTABEJIBLHAN TEKCT

PC:

SN:
NN:
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MIHIMAJIBHA IH®OPMALIA, IO INOBHHHA BYTH HABEJEHA HA OJWHULAX
NEPBUHHOI YITAKOBKH HEBEJUKOI'O PO3MIPY

ETHKETKA ®JAKOHY 3 IOPOIIKOM

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

PIKCVYBIC 1000 MO mopOIioK AJIsi pO34UHY JUIs iH'eKLil
Honakor ramma
JI11s BHYTPillIHEOBEHHOT'O BBEICHHS

[ 2. CHOCIB 3ACTOCYBAHHS H

INepen 3acTOCyBaHHSIM IPOYUTAiiTe TUCTIBKY-BKJIaIUIL.
st oqHOPa30Boi iH'eKLiT.

[3. TEPMIH IPUJATHOCTI ]

EXP (nmpunatHuit 10):

| 4. HOMEP CEPII

Cepis:

| 5. BMICT MACH, OF'€MY ABO OJMHUIb ]

1000 MO

| 6. IHLIIE
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MIHIMAJIbHA TH®OPMAIIA, IO IIOBHHHA BYTU HABEJAEHA HA OJIUHHIUIX
NEPBUHHOI YIIAKOBKH HEBEJIMKOI'O PO3MIPY

ETUKETKA ®JIAKOHY 3 PO3YUHHUKOM

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY TA HISIX(-A) 3BACTOCYBAHHSA

CrepuizoBaHa Bozia JUIs iH'€KIIii

[ 2. CIIOCIE 3ACTOCYBAHHSI ]

[ 3. TEPMIH IPUAATHOCTI |

EXP (mpunatHuit no):

| 4. HOMEP CEPII

Cepis:

| 5. BMICT MACH, OB'€EMY ABO OJMHMIIb

5 M

| 6. IHIE
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IHO®OPMAILLA, IIIO IOBUHHA BYTH HABEJIEHA HA 30BHILIHINA YIIAKOBIII

3O0BHIIIHA KAPTOHHA KOPOBFKA

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY ]

PIKCYBIC 2000 MO mopomok Ta pO3YUHHUK [ pO34UHY AJI iH'€KLik
Hownakor ramma (peKoMOiHaHTHHU# hakTop 3ropTaHHs KpoBi roquHu IX)

[ 2. KUIBKICHWI BMICT AIIOYOi(-X) PEUOBUHH(-H)

Omnun drakor mictuts 2000 MO HoHakor ramma, npu6uzHo 400 MO/Mi micist BiTHOBIIEHHS Y 5 MJT
PO3YMHHHKA.

| 3. MIEPEJIK JOITOMDIKXHHUX PEYOBUH

JlonomixHa pedoBHHA BITOMOI Mii: HATpiit (3 HATPIIO XJIOPULY).
JIONOMIXHI pedoBMHM: caxapo3a, KalbLiko XJIOPHI, MCTUINH, MaHiToJI, nojicopdart 80.

PO3YMHHUK: CTEpUIIi30BaHA BOJA [UIsl iH'€KLLIH.

[ 4. JIKAPCHKA ®OPMA TA BMICT YIIAKOBKH ]

[TopomIok Ta PO3YMHHHUK JULS PO3UHMHY JULsl iH'€KLIiH

Bwmict ynakoBku: 1 ¢iakoH 3 moporkoMm, | ¢iaakon 3 posunHHuKoM, 1 npuctpiii BAXJECT II

| 5. CIIOCIB TA ULISX(-A) 3ACTOCYBAHHS

I[epen 3acToCyBaHHIM MPOYUTANTE JTUCTIBKY-BKJIAIUIIL.
J11st BHYTPiLIHBOBEHHOTO BBEICHHSI, TLIBKH JULS OHOPA30BOI0 BUKOPHUCTAHHA.

6. OCOBJIMBE 3ACTEPEXEHHSI ITPO TE, IO JIKAPCBKU 3ACIb TPEBA 3BEPII'ATH
IO3A INIOJIEM 30PY JITEN TA Y HEAOCTYIIHOMY JJIA JITEU MICII

36epiraty 1Mo3a 1oJjeM 30py AiTel Ta y HEAOCTYIIHOMY UL HUX MiCIIi.

| 7. IHIUE(-I) OCOBJIMBE(-I) 3ACTEPEKEHHS1, 3A HEOBXI/IHOCTI ]

['8. TEPMIH IPUIATHOCTI ]

EXP (npuparHuii 10):

BukopucTaTy HeraiiHo Mic/isi HPUroTyBaHHSA PO3UHHY.
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| 9. OCOBJIMBI YMOBH 3BEPITAHHS

36epiratyu npu Temnepatypi Huwkde 30°C.
He 3amopoxyBatu.

10. OCOBJIUBI 3AXO/IY BE3NEKH JJIS1 YTUJIIBALII HEBUKOPUCTAHUX JIIKAPCHKHUX
3ACOBIB ABO IX BIXO/IB, 3A HEOBXIJTHOCTI

| 11. HA3BA TA AJIPECA BJJACHUKA PEECTPALIIMHOI O INOCBLIIYEHH:I

Bbakcanra InHoBemH3 'MOX

A-1221 Binens

ABcTpis

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

[ 12. HOMEP(M) PEECTPALIIMHOT O NOCBIJUEHHS

EU/1/14/970/004

| 13. HOMEP CEPII

Cepist:

| 14. 3AT AJIbHA IHOOPMAILIS 1151 IOCTAYAHHS

| 15. IHCTPYKIIISI JJIA BACTOCYBAHHSA

| 16. IHOOPMALIIS 1151 MAPKYBAHHS IIPUGTOM BPAWISE

PIKCVBIC 2000

| 17. YHIKAJIbHUM IAEHTU®IKATOP: 2D-IITPUX-KOJ]

Jonano 2D-1uTpux-Ko/, 10 MiCTUTh YHIKaJIbHUH iHIEHTHIKATOP.

| 18. YHIKAJIbHUAM IJEHTU®IKATOP: 3BUMANHUNA YUTABEJILHUNA TEKCT

PC:
SN:
NN:
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MIHIMAJIbHA TH®OPMAILS, IO IHOBHHHA BYTH HABEJEHA HA
NEPBUHHOI YITAKOBKH HEBEJIMKOI'O PO3MIPY

ETHKETKA ®JIAKOHY 3 IOPOIIKOM

OJUHHUISX

| 1. HA3BA JIIKAPCHKOI'O 3ACOBY TA ILIAX(-A) 3ACTOCYBAHHS

PIKCVYBIC 2000 MO nopormok st po34iHy /s iH'eKuii
Honakor ramma
JUi1s BHY TPiIIHEOBEHHOT'O BBEIECHHS

| 2. CIOCIB 3ACTOCYBAHHS

[Tepen 3acTOCYBaHHSM MPOYUTANTE JTUCTIBKY-BKIIAAULI.
JInst omHOpa30Boi iH'eKIIT.

{ 3. TEPMIH MPUJIATHOCTI

EXP (npunatHuit 10):

| 4. HOMEP CEPII

Cepist:

| 5. BMICT MACH, OF'€EMY ABO O/IMHHIIb

2000 MO

| 6. IHILIE
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MIHIMAJIbHA TH@®OPMALISA, IO INIOBUHHA BYTH HABEJEHA HA OJMHULAX
HNEPBHHHOI YITAKOBKH HEBEJIMKOI'O PO3MIPY

ETUKETKA ®JIAKOHY 3 PO3YNHHUKOM

| 1. HA3BA JIIKAPCbKOI'O 3ACOBY TA ILISIX(-H) 3ACTOCYBAHHSI

CrepunizoBaHa BoJa IS iH' €Ki

[2. CHOCIB 3ACTOCYBAHHS |

| 3. TEPMIH IPUJATHOCTI |

EXP (npunatHuii 10):

| 4. HOMEP CEPIi

Cepis:

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

5 M

[ 6. IHIIIE
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IHOOPMALIA, IO TOBUHHA BYTH HABEJIEHA HA 30BHILIHIN YITAKOBIII

3OBHIIIHS KAPTOHHA KOPOBKA

[ 1. HA3BA JIKAPCBKOI'O 3ACOBY ]

PIKCVBIC 3000 MO nopoIok Ta pO3YMHHUK IS PO3YUHY JUIS iH'€KIii
Honakor ramma (pexoMOiHaHTHUI (akTop 3ropTaHHs KpoBi moaunu [X)

| 2. KUIBKICHMM BMICT JIFOUYOI(-MX) PEHUOBAHH(-H)

OnuH ¢rakon mictuts 3000 MO HOHakor ramma, mpudau3ao 600 MO/Mi micns BiTHOBIEHHS y 5 MIT
PO3YMHHUKA.

| 3. NEPEJIK JJOIOMDKXHUX PEYOBUH

JloroMixkHa pe4oBMHA BiZIOMOI Jii: HaTpiii (3 HATPitO XJIOPUIY).
JIonOMi>KHI PeYOBHHU: caxapo3a, KalbLilo XJIOpUI, TiICTUINH, MaHiTo, nonicopdar 80.

Po34ynHHMK: cTepuiizoBaHa BoJa TS iH'€KLIIH.

[ 4. JIKAPCLKA ®OPMA TA BMICT YITAKOBKH . ]

[TopomIok Ta pO3YMHHMK /IS PO3YMHY UIS iH'€KIIiH

Bwmict ynakoBku: 1 ¢makoH 3 noporkom, 1 ¢rakoH 3 pozunHHukoM, 1 npuctpiit BAXJECT 11

[ 5. CIOCIB TA IJISIX(-A) 3ACTOCYBAHHSI

[Tepen 3acrocyBaHHIM NPOYMUTAITE JTUCTIBKY-BKJIaIALL.
JInst BHYTpIllIHBOBEHHOT'O BBEJICHHS, TIJIBKU ISl OJTHOPa30BOr0 BUKOPHCTAHHSI.

6. OCOBJIUBE 3ACTEPEXXEHHS IIPO TE, IO JIKAPCHKHUI 3ACIb TPEBA 3BEPII'ATH
MO3A IMOJIEM 30PY JITEW TA ¥ HEJOCTYITHOMY JUISA AITEA MICIII

30epirary nosa ronem 30py AiTeil Ta y HEIOCTYIHOMY UL HUX MICIIi.

[ 7. IHIIE(-T) OCOBJIMBE(-I) 3ACTEPEJKEHHSI, 3A HEOBXITHOCTI |

| 8. TEPMIH IPUAATHOCTI

EXP (npunatHuit no):

BukopucTaT HeraifHo Micys NPUroTyBaHHS PO3YHHY.
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| 9. OCOBJIMBI YMOBH 3BEPITAHHS

36epiraru npu Temnepatypi Huwxge 30°C.
He 3amoposxyBaru.

10. OCOBJIMBI 3AXO/IY BE3NIEKH IS YTUWIIBALII HEBUKOPUCTAHUX JJIKAPCHKHX
3ACOBFBIB ABFO IX BIIXOJIB, 3A HEOBXITHOCTI

[ 11. HA3BA TA AJIPECA BJACHHUKA PEECTPAIIITHOIO NOCBUITYEHHS ]

bakcanra InHoBeMmH3 I'MOX

A-1221 BineHns

ABCTpis

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

| 12. HOMEP(M) PEECTPALIIMHOI'O NOCBLIYEHHS

EU/1/14/970/005

| 13. HOMEP CEPII

Cepist:

| 14. 3ATAJTIBHA IH®OPMALIS 1JIsI IOCTAYAHHSA |

| 15. IHCTPYKILIISI UISI BACTOCYBAHHS |

| 16. IHOOPMALIISI JUISI MAPKYBAHHS IIPUPTOM BPAIIS |

PIKCVEBIC 3000

[17. VHIKAJTGHUI LNIEHTU®IKATOP: 2D-IITPUX-KOJI ]

Jlonano 2D-mTpux-Koa, 1o MiCTUTh YHIKaIbHUM IHIEHTUDIKaTOP.

| 18. VHIKAJIbHUMA IIEHTH®IKATOP: 3BUMAMHUMN YU TABEJIBHUMA TEKCT

PC:
SN:
NN:
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MIHIMAJIbHA IH®OPMAIIsA, IO INOBUHHA BYTHU HABEJAEHA HA OJIWHHIAX
NEPBUHHOI YIIAKOBKH HEBEJIAKOI'O PO3MIPY

ETUKETKA ®JAKOHY 3 [IOPOLIKOM

| 1. HA3BA JIIKAPCBKOTI'O 3ACOBY TA ILISIX(-M) 3ACTOCYBAHHS

PIKCVBIC 3000 MO nopommox [uisi po34uHy IS iH'€KILii
Honakor ramma
Jli1st BHYTPIiIIHOBEHHOTO BBEICHHS

[ 2. CHOCIB 3BACTOCYBAHHS B

Ilepen 3acTOCyBaHHSAM IIPOYUTANTE JTUCTIBKY-BK/IAIMILLI.
Jlns ogHOpa3oBoi iH'ekil.

| 3. TEPMIH HPUJATHOCTI

EXP (mpunaruuit no):

| 4. HOMEP CEPIi

Cepisi:

| 5. BMICT MACH, OF'€EMY ABO OJJMHUIlb

3000 MO

| 6. IHIIE
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MIHIMAJIbBHA TH®OPMAIIA, IO IIOBUHHA BYTH HABEJEHA HA OJUHHIAX
INIEPBUHHOI YIIAKOBKH HEBEJIMKOI'O PO3MIPY

ETHKETKA ®JIAKOHY 3 PO3YUMHHUKOM

| 1. HA3BA JIIKAPCBKOI'O 3ACOBY TA HIJISAX(-1) 3BACTOCYBAHHA

CrepunizoBaHa BoIa s iH'eKiit

| 2. CHOCIB 3ACTOCYBAHHS |

[ 3. TEPMIH IPUAATHOCTI |

EXP (npunatauii no):

| 4. HOMEP CEPII

Cepis:

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

5 mn

| 6. IHIIIE
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JIncriBka-BKiIaauu: inopMauis a1 KOPUCTYBaya

PIKCYBIC 250 MO nopomok Ta po34HHHHK AJIsi PO34YHHY AJIs iH'eKuiii
PIKCYBIC 500 MO nopomok Ta po34HHHHK AJIsl PO3YHMHY AJIst iH' €Ki
PIKCYBIC 1000 MO nopomok Ta po34HHHHK 115l PO3YHHY A1 iH'eKuiit
PIKCYBIC 2000 MO nopoumok Ta po34YHHHHK AJIs PO3YHHY A iH'eKuii
PIKCYBIC 3000 MO nopomok Ta po34HHHHK JJIs PO3YHHY AJIs iH'€KIii

Honakor ramma (pexoM6inanTHHM (akTop 3ropTaHHs Kposi roauau IX)

¥V Ileit mikapchKHii 3aci0 3HAXOAUTHCS I1iJ1 IOJABIIMNM KOHTpOJIeM. Lle J03BOIATHME IIBUIKO BUSBUTH HOBY
iHdopmarito 3 Ge3nekn. Bu MoxxeTe TOMOMOITH, SKIIO MOBIIOMIISATAMETE PO OyIb-siKi MOGIUHI eeKTH, 1o
BUHUKATUMYTh y Bac. 1106 nizHaTtucs npo Te, SKUM YHHOM ITOBIIOMIIATH MPO MoOivHI e()eKTH, TUB. KiHelb

posniny 4.

Ilepex THM, SIK pPO3MOYATH NMPHIOM LHOro JIKAPCHLKOro 3acofy, yBa)KHO MPOYHTAITe MOBHICTIO LIO
JIMCTIBKY-BKJIAIMII, OCKIJIbKH BOHA MICTUTh BaXJIHBY 111 Bac indopmairo.

e 30epexiTh L0 JTUCTIBKY-BK/IaAUII. BaM Moxe 3HanoOUTUCSA 3HOBY 11 IIepeyHTaTH.

e JSlxmo y Bac € Oyap-saKi 101aTKOBI 3aTIUTaHHS, 3BEPHIThCS J10 CROTO Jlikaps abo papmarierTa.

e [leii nikapcbkuii 3aci6 OyB npu3HaYeHUil JlikapeM Jule nepcoHaabHo Bam. He nepenagaiite fioro
IHIIUM TroasM. BiH MOXe 3aIIKOIUTH iM, HaBiTh SKIIO O3HAKH 3aXBOPIOBAHHS Y BAC OHAKOBI.

e JSIxmo y Bac Bunukin 6y np-ski nodiuHi edekT, 3BepHITHCS 10 CBOrO Jikaps abo dapmauesta. Le
CTOCY€EThCS i OyIb-SIKUX 1HILIUX MOKJIMBUX NMOOIYHUX e(EeKTiB, IO He YBIMIIUIM 10 TIepelliKy B Liil
JMCTIBLI-BKIaauuli. J[MB. po3ain 4.

IIpo mo iigerses y wii JucTiBUi-BKIAIM LI

Lo take PIKCYBIC i a1 40ro BiH 3aCTOCOBY€THCH.

[Ilo Bam notpi6HO 3HaTH nepexn TuM, sik npuitmat PIKCYBIC.
Sk npuitmatu PIKCYBIC.

MooxuBi mo6ivuHi epexTu.

Sk 36epiratu PIKCYBIC.

Bwmict ynakoBky Ta iHma inpopmartis.

SN LDl

1. I{o Take PIKCYBIC i a151 4oro BiH 3acTOCOBYEThCS.

PIKCVBIC MicTUTh aKTHBHY PeYOBMHY HOHAKOT raMMa i € TiKapChKHM 3ac000M Ha OCHOBI (akTopa
sropradHs kpoei IX. ®@aktop IX € 3BHYAliHUM KOMIIOHEHTOM KpOBi JHOIMHH, [0 HEOOXiTHHN st
edexruBHoro 3ropranus kpoei. PIKCYBIC 3acTocoBYeThCS IS JIIKYBaHHS Malli€HTiB 3 remodimiero B
(xBopoba Kpuctmaca, BpoIkeHe MOpYIIEHHS 3TOPTaHHSA KpOBi, crpu4uMHeHe nedimurom ¢akropa IX).
MexaHizMm fioro aii nossrae y nornoBHeHHi BMiCTy AedinutHOro daxkropa IX, BiTHOBIIOKOYM 31aTHICTE KPOBI
110 3rOpTaHHS.

PIKCVYBIC 3actocoByeTbCst A JiKyBaHHA i MpOoQilakTUKA KPOBOTEYi y IMALIEHTIB yCiX BiKOBHX
Kareropiii 3 remodiniero B.

2. Illo Bam noTpidHO 3HaTH Nepea THM, sik 3actocoByBatn PIKCYBIC.

He 3actocoByiite PIKCYBIC:

— sKuwo y Bac e anepris Ha HOHakor ramma abo Ha Oyab-siKi iHIII IHPENIEHTH OO JIIKAPCHKOIO
3aco0y (110 nepenivyeHi B po3aifi 6); 2

— Ko y Bac € azneprist Ha Ginku xoM'sika.

3acTepexkeHHs i 3axXo14 Oesnexn



290

peakliif, Takux SK KPONHB'SHKA, CBepPOiK, CTUCHEHHS y TpYyIsX, NUXaHHS 3 IPHCBUCTOM, 3HIKEHHH
aprepiaibHuil THCK abo aHadinmakcis (TsDKki GopMmH anepridHol peakiil MOXKYTb CIPHYHUHSTH TpPYIHOLII
KOBTaHHs Ta/ab0 TUXaHHs, OYePBOHIHHS a00 HaOpsik 00uy4s Ta/abo pyk). MoxuBo, Tpeba Oyne, 1mod Bar
Jikap IIBUIKO HanaB Bam HanexxHy moromory, mo6 mo3daButd Bac mux peakuiit. Moo, Bam nikap
3poOuTe BaM TakoX aHami3 KpoBi Ha HAsSBHICTh HEHTpaNi3yloduX aHTHTLN (iHTiGiTOpiB) MPOTH IIHOTO
JTiKapchKOro 3aco0y, OCKIIBKH pa3oM 3 alepric€ro MOXKYTh YTBOPIOBATHCA i Taki iHriGiTopu. [TanieHTH, y SKux
BUABIIIOTECS iHTiOiTOpH (hakropa IX, MOXYTh MaTH MiIBHINEHMI PHU3NK BUHUKHEHHsS aHadimakcii mpu
TIONAJTEIIOMY JTiIKyBaHHi i3 3acTocyBaHHSIM (akTopa [X.

HeraitHo 3BepHITHCsI 0 CBOTO JKaps, SIKIIO KPOBOTEYa BCE XK HE 3YMUHAETHCS abo SKIIO A7 TOTo,
mo6 koHTpomroBaTH y cebe KkpoBoTedy, Bu 3MymmeHi 30iMbIIMTH KiNBKICTH 3aCTOCOBAHOTO Ipenapary
PIKCVYBIC. Bam nikap 3po6uth Bam aHani3z kpoBi, 06 nepeBipHTH, 9 He YTBOpUINCA Y Bac B opraHizmi
HeliTpanisyroui aHturina (iHri6itopu) nporu mnpenapary PIKCVYBIC. Pusumk yTBOpeHHS iHTiOITOpIB €
HallBUIMM Y TMAlLi€HTIB, AKi paHille He MPOXOIWIM JiKyBaHHA HULIXOM 3aMiCHOI Tepallii i3 3aCTOCYBaHHAM
(axropa IX, a6o Ha paHHIX eTanax JiKyBaHHA, TOOTO Y MaJeHbKUX TiTeH.

Cunres dakrtopa IX B opranisMi perymoerscst reHoM (akropa IX. ¥V mauieHTiB 3 0coOnuBHMH
MyTalisiMu reHy ¢aktopa IX, TakMMU SK BaxJMBa JeJelliss reHa, OuTbII HMOBipHO OyIyTh HPHUCYTHI
iHribiTopu ¢axropa IX Ta anepriuyHa peakiis Ha paHHIX eTarax IIPU 3aCTOCYBaHHI OyIb-1KOTr0 KOHLEHTPATy
daxropa IX. Tomy, sikmo y Bac € Taka myTtanis, Bam sikap Oyae 6ibIn peTebHO KOHTporoBaTH Bar cran
Ha IIpeIMET HassBHOCTi O3HAK aJIepriqHol peakii.

Slkmo y Bac € 3axBoproBaHHS MNediHkH abo cepus abo skmo Bu moitHo mnpoifnmu cepiosHy
XipypriuHy omepauito, Oyab Jacka, MOBIOMTE TPO 1€ CBOTO Jikaps, MO3asK y TaKoMy BWIIAJKY iCHYE
MiABUILEHNI PU3NK BUHUKHEHHS YCKIIaIHEHb 3 YTBOPEHHAM TPOMOIB (KOAryJIsmieto).

[ToBinomusiiocs po HUPKOBI po3naau (HehpOTUUHHUIT CHHIPOM), IO CYNPOBOJIKYBATH 3aCTOCYBAHHS
BUCOKUX 103 (hakTopa IX y nauieHTiB 3 remodinieto B, B KpoBi SKUX BUSBIAIOTHCA iHTiOiTOpH (akropa IX, Ta
3 ajlepriYHUMH peakUisIMU B aHaMHe31.

3aB:Kau, KOJH IIe MOXKIIMBO, Oy/Ib Jlacka, Ipu 3actocyBaHHi npemnapaty PIKCVYBIC 3anucyiite #oro
Ha3By 1 HoMmep cepil (HampuKiIax y CBOEMY IIOASHHMKY) M1 TOro, o0 30epertu iHdopmauiro mpo
BUKOpHUCTaHI Bamu JTiku 1 HOMepH iX cepiid.

Inmi gikapepki 3acoou | PIKCYBIC

IToBinomTe cBoro mikaps, Skuio Bu mpuitmMaere abo HemoOaBHO MpuitMami, abo, MOKIHUBO,
30upaereck mpuitMaty Oynab-ski iHmi Jiku. ITpo B3aemoniro npenapary PIKCYBIC 3 iHmmMu gikapcbkumu
3acobu He BiIOMO.

BarithicTb, roqyBaHHs rpyAdIo i pepTHABHICTH

Slkmo Bu BariTHi abo romyere rpynamro, BBakaeTe, 0 MoOXeTe OyTH BariTHOK abo IIaHyeTe
3aBariTHITH, 3BEpHITHCSA 3a MOPAJIO0 O CBOTO JKaps Mepel THM, SK IpUAMaTH el Jikapchkuid 3acio.
[emodinis B y xiHOK TpamseTbes Tyske pinko.

KepyBaHnHsi aBTOTpaHCcnopToM 200 po0oTa 3 iHIIUMH MeXaHi3MaMH.
PIKCYBIC He BIUMBac Ha 37aTHICTh KepyBaTH aBTOTPAHCIOPTOM al0 MpalloBaTH 3 iHIIUMH
MeXaHi3MaMH.

PIKCYBIC micTuth HaTpiii
Llett mixapcpkuii 3aci6 MictuTh 19 Mr HaTpiro B omHOMY ¢utakoHi. Lle TpeGa BpaxoByBaTH Malli€eHTaM,
SKi JOTPUMYIOTHCS i€TU 3 HU3bKAM BMiCTOM HATIifO.

3. Sk 3actocoByBaTH PIKCYBIC.
JlixyBanusa npenapatom PIKCYBIC noBuHHO 3miliCHIOBATHCS JiKapeM 3 [OCBiIOM JiKyBaHHS
NalieHTiB 3 reModiniero B.
3aBKAM 3aCTOCOBYHTE Lel JiKapChKUM 3aci0 4iTKO y BIiAMOBIAHOCTI 3 peKkOoMeHnalisMu Bamoro
JiKaps. 3BepHiTBCﬂ JI0 CBOTO JiKaps, KO0 By B 4OMyCh He BIIEBHEH.
Baw nikap HpI/II/IMaTPlMe plmeHHﬂ IOI0 JIO3H, SKY BI/I OTpUMyBaTHMeTe. Ll 71033 i TPH

OTpI/lMaHOI‘O dakropa IX, o niansrae nepionnyHiii nepepipui.
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PIKCYBIC BBOguThCS LUIIXOM BHYTPIIIHbOBEHHOI (B/B) iH(QYy3ii micis BiIHOBIEHHS JikapeM abo
MEJICECTPOIO TIOPOLIKY IpenapaTy HUIIXOM HOro po3uMHEHHs y HasiBHOMY B YIaKOBI[ PO3YMHHHKY. Bu (abo
XTOCh iHmmi) Takox Moxere BBoauTH PIKCYBIC mutsxom id'exiii, ae e micis Toro, ik Bac HaByath Le
NPaBUIBHO POOHTH.

BinHOBIEHHS i 3aCTOCYBaHHSA
* Jlns BiIHOBJIEHHsS TIpenapaTy BMKODUCTOBYHTE JHMIIe TOW PO3YMHHMK i TOW NPHUCTPid AJsA
BigHoBIeHHS (BAXJECT II), 10 Ha#aloThCA B YIIaKOBLI.
* JIng BBe#eHHs npenapaTy HeoOXiJHO 3aCTOCYBATH LINPUL 3 HAKOHEYHHKOM JIroepa.
* He Bukopucrosyiite npuctpiit BAXJECT II, sKIo BiH MOIIKOIKEHMH, SKIIO MOMIKOIKEHA HOro
CTepHUJIbHA CUCTEMA 3aXUCTY YU MO0 yrakoBKa abo SKIIO € Oyab-Ki O3HAKH IOTipIIEHHS 1X CTaHy.

BigHOBIEHHS
BukopucToByiiTe acenTHYHI METOIH.

1. fxmo mikapcekuil 3aci6 306epiraeTbcss y XONOIWIBHUKY, HicTaHbTe (IAKOHH 3 MOPOIIKOM
PIKCVYBIC i 3 po34MHHUKOM 3 XOJOIMIBHUKY i 3aJIHIITE X HAarpiTUCS 10 KIMHATHOI TeMIIepaTypu
(Bim 15°C mo 30°C).

PerenbHO BUMUIiTE PYyKH TEIUIOK BOJOKO 3 MUJIOM.

3HIMITh KPUILKH 3 ()JIaKOHIB 3 HOPOIIKOM i PO3YHHHHKOM.

ITpoTpitk MpoOKK TamMIoHaMH 3i criupToM. Posrauryiite ¢piakoHu Ha piBHIl YMCTii MOBEPXH.

Binkpuiite ynmakoky 3 mpuctpoeM BAXJECT Il muisixoM 3HSTTsS manepoBoi IUIBKH, He

TOPKAKOYUCh BHYTPIlIHEOI ITIOBEpXHi NpPHCTPoI0 (MamoHOok a). He micraBaiite mpuctpiii 3

YTIaKOBKH.

6. TleperepHiTh ynakoBKy i HacaJiTh Ha IpoOKy (lakoHa MPO30PHii INIACTUKOBHH WTH(T. BizbMiTh
YIaKOBKY 3a ii kpai i 3HIMITh ymakoBky 3 npuctporo BAXJECT II (mantonok b). He 3nimaiite 3
npuctporo BAXJECT Il koBnmayok CHHBOTO KOJIBOPY.

7. Tenep, xomu npuctpiit BAXJECT II npuennanuii 1o ¢iakoHy 3 p03‘{I/IHHI/IKOM MepeBepHITh
CHCTEMY TaKHM YHHOM, 00 (JIaKOH 3 pO3YMHHUKOM OIMHUBCS Hal MpUcTpoeM. HacamiTe Ginuii
1acTUKOBUi ITHOT Ha NpobKy ¢iakoHy 3 npenapatoM PIKCYBIC. ITix BakyyMoM po34HHHHK
IOTpanuTh y ¢aakoH, mo Micturs npenapatr PIKCYBIC (ManoHOK ¢).

8. AKypaTHO nepeMillaite 10 MOBHOIO PO3UMHEHHS MOPOWIKY. [Ipernapar po3uHHIOETHCS MIBHIKO
(mpotsirom 2-x xBuiHH). [TepekoHaiitecs B Tomy, 1110 PIKCYBIC MoBHICTIO pO3UMHMBCS, 1103a5K B
IHIIOMY BHMMAZKy He BECh BiJHOBIEHMIl IpemnapaT mpoiine Kpizs (ineTp npucrporo. Ilepen
3aCTOCYBaHHAM BiJHOBIIEHI JlikapchKi 3aC00M HEOOXiTHO Bi3yaJbHO OOCTEKUTH JJIs BUABJICHHS
TBEPAMX 4YaCTHMHOK i o0Oe30appieHHs. PosunH mnoBuHeH OyTH mpo3opuMm abo 3jerka
onajiecieHTHUM. He BUKOpPUCTOBYITE pO3YMH, IO IIOMYTHIB 200 MiCTHTh OCal.

e R ]

MaJioHoK a MaJtonok b ManwHoK ¢

He oxonomxyiiTe npenapar micis BiTHOBIEHHS.
Bukopucraiite fioro HeraitHoO micJis MPUrOTYBAHHS.

3acToCyBaHHS
BukopucTOBYiiTe acenTH4Hi METOIH.
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1. 3HIMiTh KOBMa4oK CHHBOrO Kombopy 3 mpuctporo BAXJECT II. Moa6aiite npo Te, mo6 He
BTSICHYTH NOBiTpst y mnpuu. Ipuennaiite mmpun no npucrporo BAXJECT II (mamoHok d).

2. TlepeBepHiTh cucTeMy (($JIaKOH 3 BiZHOBJEHHM PO3YMHOM IOBUHEH OYTH 3BepXy). 3allOBHITh
BiIHOBJIEHHM PO3YMHOM IIITPHLI, OBIJIBHO MOTATHYBIIX NOPIIEHb Ha3a ] (MATIOHOK €).

3. Bin'ennaiite mmpwi Bix GprakoHis.

4. TlpuwenHaiiTe roiky-mMeTenMK 10 WINpuia. BBeniTh po3umH y BeHy. Po3uuH Tpe6a BBOOUTH
TOBiIIbHO, Ha IIBUKOCTI, IO € KOM(OPTHOO sl NAli€HTa, He mBKmme 10 MI Ha XBHIHHY.

Mamonok d MaJioHoK e

1 ™
Dy gt
P el B
. S =

1 2

3aBxK/u, KOJIU L€ MOKJIMBO, OyIb Jlacka, pu 3acTocyBaHHi npernapary PIKCVYBIC 3amucyiite iforo
Ha3By i HOMep cepii (HampuKIax y CBOeMY IWIOAEHHHKY) ULl TOro, 106 30epertu indopMalio mpo
BUKOpHCTaHi Bamu niku i Homepw X cepiii.

Byzb-siKi 3a/IMIIKKM HEBUKOPUCTAHOTO JliKapchkoro 3acofy abo ioro Bimxoam ciim yTHIi3yBaTH 3a
MiCLIEBHMH TIPaBHIIAMH.

HAxmo Bu 3acTocyere PIKCYBIC y 6iabwiii KiIbKOCTI, Hi% MoTpioHO

3aBXau 3acTOCOBYiiTe meil Jikapchkuii 3aci® 4iTko y BiANOBiOHOCTI 3 pekomeHnauisiMu Barroro
nikapsi. 3BEPHITLCS /10 CBOTO NiKaps, AKmO By B yomych He BreBHeHi. SIkuo Bu BBemw Ginbury KigbkicTs
npenapary, Hik 6yJ10 peKOMEH0BaHO, AKOMOT'a IIBHILIE 3BEPHITHCS 10 CBOTO JIiKaps. x

Axmo Bu 3a6ym Beectn PIKCYBIC
He BBOZBTE MOABINHY 103y, 100 MOKPUTH Ty KilbKiCTh, sIKy Bu 3a0ymnu BBeCTH. 3p06iTh HACTYMHY
IH'€KLIIO, 5K OyJ10 3aN1aHOBaHO, i IPOIOBXKYHTE JOTPUMYBATHCS PEKOMEH ALl CBOTO TiKaps.

Sxmo Bu npununsiere 3acrocopysatu PIKCYBIC

He npununsiite 3acrocoysatu PIKCYBIC 6e3 koHCymbTaLiT 31 CBOIM Tikapem.

Axuio y Bac € 101aTKOBI 3anMTaHHs CTOCOBHO 3aCTOCYBaHHs LIbOTO JIKAPCHKOro 3aco0y, 3BepHIThCS
10 cBoro Jikaps abo ¢apmanesra.

4. MoxuBi nodiuni epexTn

IToziGHo ycim sikam, Lelt npermapar Moxe CIPHUHHATH BHHUKHEHHS OGIYHUX eeKTiB, Xoua if He y
KOKHOIO IMalli€HTa.

Ipu 3acrocysanni npenapaty PIKCYBIC MOK/IMBO BHHHKHEHHS peakiiil MiJBUIIEHOl 4y TIHBOCT
aJlepri4Horo Tuiy. [lepesik Takux peakiiii Moke BKTIOYATH BITUyTTs MediHHs i 1epTs B Micti iHdys3ii, 03506,
MPATAB KPOBI 10 00N, JIETaprito, CTaH 3aHEIIOKOEHHS, A3BiH y ByXax, KPOIHB'THKY, CBepOiXk i BUCHITAHHS,
3HIDKEHHS apTepialbHOr0 TUCKY, MPUCKOPEHe CepuebUTTS, CTUCHEHHS Y TPYASX, TMXaHHA 3 NPHCBHCTOM,
HaOpsiK y ropii, aHadinakcito (cepio3Ha anepriuHa peakiis), roXOBHUH Ginb, Hya0TY i GmoBanHsi. Byms
JlacKa, HeraiHO 3BEPHITLCS 10 CBOTO JiiKaps, AKIIO Y Bac 3'sBuiics Taki cuMnToMu. MokIuBo, Tpeba Oyne,
mo6 Baur yikap weuako Hanas Bam jmomomory, moG mos6aButi Bac uux peakuil (THB. po3min 2 mono
3acTepekeHb Ta 3ano0iKHUX 3aXO0IiB).

Huwx4e HaBeneni noGivni edext, 1o Gy 3apeecTpoBaHi npu 3actocysanHi npenapaty PIKCYBIC.
Yacri noGiuni edextn (MoxkyTh Tparuistucs y 1 3 10 mauieHTi):

— [OpYIIEHHS CMaKy;
— Oinb y KiHIIBKAX.
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I1oGiyHi edekTH HeBiIOMOT YACTOTH (Ha OCHOBI HAsIBHUX JAHUX YaCTOTY OL[IHUTH HEMOKIIHBO):
— ayeprivHi peakiii (IiIBUIIEHA Ty TIHBICTb).

[TpoGnemu 3 NpUYMHK HAaAMIPHOIO 3ropTaHHA KpoBi (TpoMO0oeMOOIiuHI emi3041) Py 3aCTOCYBaHHI
bOr0 Ipenapary He CIOCTepIralucs, NpoTeé BOHU MOXYTh BHHUKATH IIPU 3aCTOCYBaHHI OyIb-SKHX
JiKapchKuX 3ac06iB Ha OCHOBI (akTopa IX. BoHM MOXYTh BKIIIOYAaTH CepLEBHil Hamal, TPOMOHU y BeHax a6o
TPOMOH y JIEereHsIX.

opinomaenHs: npo no6iuni epexTn

Sxmo y Bac Bunukiam G6ynb-ski mo6iyHi edekTH, 3BepHITHCS 0 CBOro Jikaps abo dapmaresra. Le
CTOCY€ThCA 1 OyNb-AKUX MOXKJIMBHX MOOIYHUX eeKTiB, IO He 3a3Ha4YeHi y Wil ymcTiBLi. Bu MoxkeTe Takox
NOBIIOMUTH TIpo MoGidHi edekTu OGe3nocepeqHiM YHHOM Yepe3 HaliOHAJTbHY CHCTEMY IIOBiIOMIIEHHS,
3asHaveny y Jlonatky V. IToBinomnstouu npo no6igti edpekty, Bu MoxeTe CpHATH HaOaHHIO GiJIBII IIOBHOI
iHpopMaii mono Ge3nexu LUBOro JiKapchKOro 3acoly.

S. Sk 36epiratu PIKCYBIC.
36epiraiiTe Leii likapchkuii 3acib 1mo3a mojeM 30py aiTell Ta y HEAOCTYIIHOMY IS JiTeil MicIii.
He BukopucToByiiTe 1ieif likapchbkuii 3acib miciist 3aKiHYeHHs TePMiHy MPUIATHOCTI, IO 3a3HAaYeHMi Ha
30BHilIHI} kopobui Ta eTukeTni ¢rakony nicus ciaiB "EXP (mpumatauit 10)". Jlata TepMiHy npHaAaTHOCTI

€ OCTaHHIM JHEM 3a3Ha4eHOI0 MICSL.

36epiraiire npu Temnepatypi Hikue 30°C.
He 3amoposxyiite.

BinHoBneHu# po34nH BUKOPUCTOBYHTE HEraifHoO MicyisA HOro MPUrOTyBaHHS.
He Buxopucroyiite PIKCYBIC, sKIIo po34uH He € IPo30puM i 6e30apBHIM.

He Bukynatite sxoHi Niky y KaHaizaniro abo 3 HoOyTOBUM CMITTSIM. 3amuraiiTe y CBOro GhapMaresnTa, sk
1030yTHCS JiKiB, IKUMU By Oinblie HEe KOPHUCTYETECh. BIXKHUTTSA TaKMX 3aXOJiB J(O3BOJIUTH 3aXHUCTUTH
JIOBKIJIIS.

6. BmicT ynakoBkH Ta iHma ingopmanisi.
o mictuts PIKCYBIC
= Hir04010 Pe4OBMHOI0 € HOHAKOI ramMma (PeKOMOIHAaHTHUN (aKTOp 3ropraHHs KPOBi JIOAMHK
IX). B omHOMY (hriakoHi 3 MOPOIIKOM MiCTHTBCS HOMiHaJbHA KijbkicTs 250, 500, 1000, 2000

abo 3000 MO, mo Bignorinae konuentpamii 50, 100, 200, 400 a6o 600 MO/Mn micis
BiTHOBIIEHHS Iperapary y 5 MJI pO3YHHHHKA.

* [HWMMM iHrpefieHTaMU MOPOIIKY € caxapo3a, MaHIiTON, HATPil0 XJIOPH, KaIbLiK XJIOpHI,
L-rictunus, nomicop6ar 80.
DJIaKOH 3 PO3UMHHUKOM: 5 MJI CTEpHJIi30BaHOT BOAM [UIA iH'€KIIiH.

Ax purasinae PIKCYBIC Ta BMicT ynakoBKH

PIKCYBIC nocrayaeTses y BUIIs I TTOPOILIKY Pa30M 3 PO3YMHHUKOM U IPUTOTYBAHHS PO3UMHY I
1H'€KLIiH.

BMicT yrakoBKH € TaKUM:
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— oxuH npuctpiii BAXJECT II (6e3ronKoBumii IPUCTpiii [Tt BiTHOBIEHHS npernapary).
Baacuuk peectpauiiiHoro nocBiqyeHHs

baxcanra [HHOBelmA3 ['MOX

InnycrpimTpacce 67

A-1221 Binens

ABcTpis

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

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

Bupoouuk

Baxcanra bensmkiym Mensropekaypunr CA

OymnsBap Pene Bpankap 80

B-7860 Jleccin

benpris

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

Bakcrep CA

OyneBap Pene Bpankap 80

B-7860 Jleccin

benbris

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

BocranHe ust smcriBka 6y.1a neperasinyTa: Micsus/pik (MM/YYYY).

3 ZeTaibHOI iH(OPMAIIEI CTOCOBHO MBOrO MpeNapaTy MOXHA O3HAHOMHTHCS Ha BeO-CTOpiHLi
€BpONeNCHKOro areHTCTBa 3 TKapCHKHX 3ac00iB 3a TAKOKO aIpecoro: http:/www.ema.europa.ev/.

Hapeniena Hinkde inopmartis npusHaueHa iuIe 115 CremiamicTis y chepi 0XOpPOHH 370pOB'sL.

Koutposs B xoxi JiikyBaHHS

B xoni nikyBanHA pekoMeHAyeTbeA 3a0e311euyBaTH HAJIeKHE BU3HAYEHHS piBHIB (hakTOpa X B sIKOCTI
Opi€HTHpa MPU NPH3HAYEHHI J03H 718 3aCTOCYBAHHS | 4aCTOTH NOBTOPHOI iH(y3ii. Peakuis Ha paxrop IX y
KOKHOr0 OKPEMOT0 MaieHTa MOe GYTH Pi3HOIO, i3 PIsHUMHU OKAa3HUKAMH MepioLy HaIliBpO3May i CTyIeHs
BixHOBNeHHA. [lalieHTaM 3 HM3bKOI a60 HAAMIPHOK MAacoK Tila MoXe 3HaZoOOUTUCS KOpeKIis 103U,
PO3paxoBaHoi Ha OCHOBI MacW Tima. Y BMIAmKy cepiio3HMX Xipypri4HHX BTpy4YaHb BKpail HeoOXimHO
3a0esnedyBaTH TOYHUH KOHTPOJIb 3aMiCHOT Tepartii IIAXOM pOBeIeHHS aHanizy (pakTopiB 3ropTaHHs Kposi
(akruBHicTH (akTopa IX y mnasmi kposi).

Jns Toro, mwo6 3abe3neunTy JOCSITHEHHs 6akaHOro PiBHS aKTHBHOCTI ¢axropa IX y mmasmi kposi,
PEKOMEHIYETHCA POBOXUTH HOTO PETENbHIIi KOHTPO/Ib 33 JONOMOTOK0 BiMNOBIAHOTO METOy BU3HAYEHHS
aKTUBHOCTI (hakTopa IX Ta, AKIIO HEOGXiAHO, 3AiHCHIOBATH HATEKHY KOPEKIiO 03H i 4aCTOTH MOBTOPHOI
indysii. Ilpu 3acrocyBanHi oxHOCTamiitHOrO METOMy aHani3y (akTopiB 3ropraHHs KpoBi in vitro 3a
NOKa3HUKaMK TpombomiacTuHoBoro Yacy (AYTY) a1 BUSHAYEHHS aKTHBHOCTI ¢axropa IX y npobax kposi
MALIEHTIB Pe3y/IbTaTH UIONO AKTHBHOCTI (aktopa IX MOXYTh CYTTEBO 3aekaTH SK Bil pi3HOBHIY
AYTY-pearenty, TaK i Bil CTAHAAPTY NOPIBHAHHS, BUKOPUCTAHHX LA IpoBe/ieHHs aHai3y. Lle € BaskuBuM
0coGIMBO Mpu 3MiHi TabopaTopii Ta/aGo peareHTis, 1o BHKOPHCTOBYIOTBCs [JIS aHATI3Yy.

203“

Jlo3a i TpuBaicTk Kypcy 3amicHoI Tepanii 3aseskath Bin CTYIEHS TSKKOCTI Aediuu
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MiCUsl pO3TallyBaHHA i CTYIeHs CepHO3HOCTI KpOBOTEWi, a TAaKOX Bif KIiHIYHOTO cTaHy, BIKy 1
(apmakokiHeTHIHHX mnapaMeTpiB ¢aktopa [X y mamienTa, TakuX SK BEIWYHHA IIOETAIIHONO HPUPOCTY
BiIHOBJIEHHS PiBHA aKTUBHOCTI (akTopa [X Ta mepioxy HamiBpo3may.

3acTocoBaHa KiNbKicTh omuHMUb (akTopa IX BupaxeHa y MikHapomuux omuHEuax (MO), mo
CTOCYIOThCA Hapasi Airoyoro cranaapty BOO3 mis mikapchkix 3acoiB Ha ocHOBI dakTopa IX. AKTHBHICTE
takropa IX y mnasmi kpoBi BUpaka€Test a60 Y MPOLEHTax (BiTHOCHO HOPMANBHOTO [IOKA3HMKA VTSl IUIA3MH
KpOBi /mouHK), abo y MiXKHApOTHMX OIMHHLSX (BIZHOCHO MiXHapOTHOrO CTAaHZApTy s ¢axTopa IX y
IU1a3Mi KpoBi).

Onna Mixnaponwa omummus (MO) aktuBHOCTI akTopa IX HOpiBHIOE MOKA3HMKY aKTHBHOCTI
axropa IX B 1 MJI HOPMAJIBHOI [U1a3MH KPOBI JIIOIMHH.

JixyeanHs npu neobxionocmi

Po3paxyHok HeobxinHoi 1o3u dakropa IX 11 nauientis BikoM 12 pokis i crapure 3iifcHIOETECS Ha
OCHOBi OTPMMAHOTO eMITIPHYHUM LLIIXOM BHCHOBKY IO Te, IO 3aCTOCYBAHHS OHi€] MIKHapOIHOI OXUHHMIIL
(MO) dakropa IX Ha 1 kr MacH Tina IpH3BOXUTE 40 361IbIIEHHS aKTUBHOCTI (aktopa IX y miasmi KpOBi Ha
0,9 MO/nn (zianmasos: Bix 0,5 mo 1,4 MO/mn) a6o Ha 0,9% HOPMAJIbHOI aKTHBHOCTI (O1/1bII AETABHY
inpopmanito 1uB. y posnini 5.2).

HeoOxinna no3a BU3HAYaEThCs 3@ HABEEHOK HIDKYE OPMYIION.
[MauienTn BikoM 12 pokiB i cTapiue:

[TorpiGHa kinbKicTh onMHMLL = Maca Tina (kr) X Gaxanuii npupict piBus ¢aktopa IX (% a6o MO/) x
3BOPOTHA BEJIMYMHA II0Ka3HUKA 3apPeECTPOBAHOIO BIIHOBIEHH PiBHA aKTUBHOCTI (hakTopa IX (11/kr)

J1s moeramHOro MpHpOCTY BiIHOBIEHHs piBHA akTMBHOCTI Ha 0,9 MO/mn Ha 1 MO/KT n03a
PO3paxoBYETHCS 32 TAKOKW (HOPMYJIOL0:

[loTpiOHa KinbKicTe onMHMIE = Maca Tina (Kr) X GakaHwuii mpupict pisms dakropa IX (% a6o MO/nn) x
1,1 gn/kr

BenmumHa 1030 i 4acToTa 3a1aHOBaHOTO 3aCTOCYBAHHS 3aBXKIM TIOBMHHI GyTH CTIpAMOBAHHMHE Ha
3abe3reyenHs KIiHi9HOT e(eKTUBHOCTI y KOKHOTO KOHKPETHOTO Talli€HTa.

Y BUNAJIKy HAasBHOCTI HABEJIEHUX HYKYE FeMOpAri9HIX SBUIL [TOKa3HUKM aKTUBHOCTI (hakTopa IX He
TMOBUHHI OYTH HIKY€ 3a3HA4EHOT0 PiBHA aKTHBHOCTI y I1a3Mi KpoBi (y % Bim HopMu a6o MO/m) HPOTATOM
BianoBinHoOrO Nepiony yacy. HapeneHy Hukde Tabaumio MOXHA BUKOPHCTOBYBATH /ISl BU3HAYEHHS 103K npu
eni3oax KpoBOTedi Ta IPH XipypriqyHoMy BTpydYaHHi:

Crynine Tskrocti kposoredi/ | Heobxinumii pisens YacroTa 3acTOCYyBaHHS, F'OAMHH/

Tun xipypriunoro Brpyyannsi | ¢axropa IX, % ado TpuBauicTs JikyBanusi, 10i
MO/an

KpoBoreua

PanHiii reMapTpo3, KPOBOBUIMBH 20-40 [ToBToproiite koxHi 24 ronuuu. [IpuHaiimHi

y M's131 200 y IOPOKHUHY pOTa 1 neHp, 10 MPUITMHEHHS KPOBOTEYi, PO 10

3aCBIIYMTH BIACYTHICTH 60JIF0, 260 10
3arO€HHs paHU.

Binem BupasHuit remaptpos, 30-60 [ToToproiiTe iHdy3ito KOKHI 24 roguHu
KPOBOBIJIUBHU y M'SI34 a60 npoTsarom 3-4 nHiB abo 10BIIe, 10 3HUKHEHHS
remMaTomMa B0t 1 YCYHEHHS CHITBHOTO

(byHKLIOHAILHOTO TOPYIIEHHS.

3arpo3nuBi UL XKUTTSL KPOBOTEUi 60-100 [TosToproiite indysiro koxHi 8-24 ronuHH A
3HUKHEHHS 3arpo3H.
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XipypriuHi oneparii

Hesna4Hi xipyprivsi oneparii, 30-60 KoxHi 24 ronuxu, npuHaiivHi | 1eHs, 10

BKJIFOYAFOYM BUJAJIEHHS 3y0iB 3arO€HHs paHH.

Cepito3Hi Xipypriusi oneparii 80-100 (mepen IToBTOproiiTe iHOY3iF0 KOXKHI 8-24 roguHK 10

OIepami€lo Ta MiC/IA | HaJISKHOT'O 3arO€HHS PaHH, MCIIA YOro
Hei) MPOBOJBTE JIIKYBaHHS IIPHHAWMHI e 7 AHIB

ULl yTPHUMAaHHS TIOKa3HUKa aKTHBHOCTI
¢akropa IX Ha piHi Big 30% mo 60%
(MO/mn).

PerensHuii KOHTpoOsE mepebiry 3amicHoi Tepamii € 0COOJIHMBO BaXJIMBUM Yy BHIAAKaX CEePHO3HOrO
XipypriuHoro BTpy4aHHs ab0 3arpo3JMBOi VISl )KUTTS KPOBOTEUi.

IIpodinakmuxa

Jist TprBanol MpoginaKTHKH KPOBOTeUi y MalieHTiB BikoM 12 pOKiB i cTapiue 3 TSHKKOK (HOpMOKO
remoinii B, sk mpaBuio, 3acTocoByroThes 1034 Bix 40 10 60 MO dakropa IX Ha 1 Kr MacH Tina 3 iHTepBanoM
3-4 nmHi. V jmeskux BUNAIKax, B 3aIeXHOCTI Bil hapMakOKiHETHKH, BiKy, (EHOTHITy WIOZO KPOBOTEHi Ta
CTymeHs (bis9HOI aKTHBHOCTI y KOXXHOTO OKPeMOro TallieHTa, MOXeE CTaTH HEeOOXiIHHM 3acTOCyBaTH
KOpOTILI iHTepBay ado 6imbIni 103w Mpemnapary.

besnepepena ingyszis
He BBoautu npenapat PIKCYBIC nuisixom Ge3nepeprHOT iHdY3il.

[ayicuhmu nediampuuro2o npoginio

JlixyBaHHS npu HEOOXiTHOCTI.

Po3paxynok Heo6xinHoi 1031 dakropa IX s nawieHTiB Bikom Mosoamme 12 pokiB 31ilCHIOETECS Ha
OCHOBI OTPMMAaHOI'0 EMITIPHYHUM IIIAXOM BHCHOBKY IPO Te, L0 3aCTOCYBAHHS OHI€T MiXKHApOIHOT OMHHLI
(MO) daxropa IX Ha 1 kr Macu Tina NpU3BOAUTE 0 301IbIIEHHs aKTHBHOCTI dakTopa IX y miasmi kposi Ha
0,7 MO/nn (aianazon: Big 0,31 mo 1,0 MO/mm) aGo Ha 0,7% HOpMalbHOI aKTUBHOCTI (GiNbII AeTaTbHY
indopmariiro uB. y po3aini 5.2).

HeoOxinHa 1032 BU3HAYAETHCS 32 HABEIEHOKO HIDKYE (OPMYIIOK.
[Tamientn BikoM Monozmie 12 pokis:

[Torpibna KinbKicTh oxuHMIP = Maca Tina (kr) x GaxaHmil npupicT pisus daktopa IX (% aGo MO/mwn) x
3BOPOTHA BEMYKMHA IIOKa3HUKA 3aPEECTPOBAHOTO BiTHOBICHHS PiBHS aKTUBHOCTI (IU1/KT)

Jlns moeTanmHOro NpUpocTy BiTHOBIEHHsS piBHS akTuBHOCTI Ha 0,7 MO/mn ma 1 MO/kr noza
PO3paxoBY€ETHCs 3a TaKOIO (OPMYIIOH):

IloTpiGHa KiMBKiCTH OAMHMIBL = Maca Tila (kr) X GaxaHuil mpupict piBHs dakropa IX (% abo MO/mm) x
1,4 mi/xr

J1s1 BU3HAYEHHs 03K TIPM €Mi301aX KPOBOTeYi Ta Xipypri4HoMy BTpyYaHHi MOKHA BUKOPUCTATU Ty
K caMy TaOJIHULIIO, IO # 7 TOPOCIUX (IMB. BUILIE).

[podinakruxa.
JianazoH PEKOMEHI0BAHHUX /103 MpH niKyBaHHi MaLi€HTIB NeIiaTpHYHOr0 MpOoGIimo BikKOM MOJIOAIIE
12 pokie craHoBuTh Big 40 10 80 MO/kr 3 inTepBanom 3-4 nui. Y JesKNX BHIAIKax, B 3aJ1eKHOCTI Bl,a
(bapMaKoxmemKu BiKy, ()EHOTHUITY 1I0Z0 KPOBOTEUi Ta CTyMeHs (Hi3HYHOT aKTUBHOCTI Y KOXKHOTO oxpworo N S 4
nauieHTa, MoKe CTaTH HeOOXiIHMM 3aCTOCYBATH KOPOTLLI iHTepBaIi abo Gilbii 1031 Tpenapary. /
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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

Nonacog gamma (recombinant human coagulation factor IX)

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

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

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

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

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

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

What is in this leaflet

I. What RIXUBIS is and what it is used for

2. What you need to know before you use RIXUBIS
3. How to use RIXUBIS

4. Possible side effects

S5, How to store RIXUBIS

6.

Contents of the pack and other information

1. What RIXUBIS is and what it is used for

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

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

2. What you need to know before you use RIXUBIS

Do not use RIXUBIS

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

- if you are allergic to hamster proteins

Warnings and precautions

Allergic-type hypersensitivity reactions are possible with RIXUBIS. Stop your infusion and contact
your doctor immediately or seek emergency medical care if you experience early signs of
hypersensitivity/allergic reactions like hives, rash, tightness of the chest, wheezing, low blood pr(;$$g ‘
or anaphylaxis (severe allergic reaction that can cause difficulty in swallowing and/or breathing, red.or
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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 have-te-be checked
regularly. ZLwE * Yoy
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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

L 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.

3. 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. ¢).

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. ¢

| Fo— | H
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Do not refrigerate the preparation after reconstitution.
Use immediately.

Administration
Use Aseptic Technique

L 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
reconstituted solution into the syringe by pulling the plunger back slowly (Fig##):  # Vi

Disconnect the syringe. >

(o8
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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

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

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

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

If you forget to use RIXUBIS
Do not inject a double dose to make up for a forgotten dose. Proceed with the next injection as

scheduled and continue as advised by your doctor.

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

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

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

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

The following side effects have been observed with RIXUBIS:

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

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

Problems from exaggerated blood clotting (thromboembolic episodes) have nggbegmp@geﬁwd with
this product, but may occur with any factor IX products. These may inc]udg}fﬁr@'@ﬁ attaék,‘glc}(jd lots in
the veins or blood clots in the lung. ' N -
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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 fhey '
is V.. By reporting side effects you can help provide more information on the safety of

possible side effects

this medicine.

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

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

Store below 30°C.
Do not freeze.

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

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

6. Contents of the pack and other information

What RIXUBIS contains

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

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

Solvent vial: 5 ml sterilised water for injections.

What RIXUBIS looks like and contents of the pack

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

° one vial of RIXUBIS 250, 500, 1000, 2000 or 3000 U powder in a glass vial with a rubber
stopper

° one vial of 5 ml sterilised water for injections in a glass vial with a rubber stopper

° one BAXJECT II (needle-less reconstitution device)

Marketing Authorisation Holder

Baxalta Innovations GmbH
Industriestrasse 67

A-1221 Vienna

Austria

Tel.: +44(0)1256 894 959

E-mail: medinfoEMEA @shire.com
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Manufacturer

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

Belgium

Baxter SA

Boulevard René Branquart 80
B-7860 Lessines

Belgium

This leaflet was last revised in MM/YYYY.

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.

The following information is intended for healthcare professionals only:

Treatment monitoring

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

To ensure that the desired factor IX activity plasma level has been attained, careful monitoring using
an appropriate factor IX activity assay is advised and, if necessary, appropriate adjustments to the dose
and the frequency of repeated infusions should be performed. When using an in vitro thromboplastin
time (aPTT)-based one stage clotting assay for determining factor 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/dE o
from 0.5 to 1.4 IU/dL) or 0.9% of normal activity in patients 12 years and older (furthér-
see section 5.2).
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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 TU/dL per IU’kg, the dose is calculated as follows:

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

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

In the case of the following haemorrhagic events, the factor IX activity should not fall below the given
plasma activity level (in % of normal or IU/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/AL) 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% (TU/dI).

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

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

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

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

2R i

necessary. e

&
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Continuous infusion
Do not administer RIXUBIS by continuous infusion.

Paediatric population

On demand treatment:

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

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

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

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

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

Required = body weight (kg) X desired factor IX rise X 1.4dL/kg
units : (%) or (IU/dL) ‘

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

Prophylaxis:

The recommended dose range for paediatric patients less than 12 years is 40 to 80 [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.
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

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

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

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

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

RIXUBIS 1000 IU powder and solvent for solution for injection
One vial contains nominally 1000 IU nonacog gamma, recombinant human coagulation factor IX
(rDNA), corresponding to a concentration of 200 IU/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 IX
(rDNA), corresponding to a concentration of 400 TU/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 [X
(rDNA), corresponding to a concentration of 600 [U/ml after reconstitution with 5 ml solvent.

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

s 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 [X 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 IX rise X reciprocal of observed
units (%) or (IU/AL) :
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For an incremental recovery of 0.9 IU/dL per IU/kg, the dose is calculated as follows:

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

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

In the case of the following haemorrhagic events, the factor IX activity should not fall below the given
plasma activity level (in % of normal or TU/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 weight at intervals of 3 to 4 days for

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

Continuous infusion
Do not administer RIXUBIS by continuous infusion.

Paediatric population
On demand treatment: y/ 28
The calculation of the required dose of factor IX is based on the empirical finding that pﬁ@efqational
Unit (IU) factor IX per kg body weight raises the plasma factor IX activity by 0.7 IU/d;Lﬁi@/aﬁ”
from 0.31 to 1.0 IU/dL) or 0.7% of normal activity in patients less than 12 years of age! (farthé
information see section 5.2).

r
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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 [Xrise ~ x  reciprocal of observed
units (%) or (IU/AL) recovery (dL/kg)

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

Required = body weight (kg) X  desired factor 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 IU/kg at intervals
of 3 to 4 days. In some cases, depending upon the individual patient’s pharmacokinetics, age, bleeding
phenotype and physical activity, shorter dosage intervals or hi gher doses may be necessary.

Method of administration

Intravenous use.

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

a maximum of 10 ml/min.

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

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

4.3 Contraindications

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

4.4 Special warnings and precautions for use

Hypersensitivity:
Allergic type hypersensitivity reactions have been reported with RIXUBIS. The product contains

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

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

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

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

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

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

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

Thromboembolism:

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

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

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

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

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

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

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. L.
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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 [X 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 (21/10,000 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 knowrr=r=-
KL

Nervous system disorders Dysgeusia

Musculoskeletal and connective tissue disorders | Pain in extremity

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

Hypersensitivity

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 medi inal product. Healthcare
ked to report any suspected adverse reactions via fhe national (ng syste

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

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

Clinical efficacy and safety:

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

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

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

between 12 and 59 years of age received RIXUBIS either for prophylaxis and/or for the treatment of
bleeding episodes on an on-demand basis. All subjects had severe (factor IX level <1%) or moderately
severe (factor IX level <2%) haemophilia B. Fifty-nine PTPs received RIXUBIS for prophylaxis.
Fifty-six of these PTPs who received RIXUBIS for a minimum of 3 months were included in the
efficacy evaluation for prophylaxis. An additional 14 PTPs received RIXUBIS for the treatment of
bleeding episodes only. Subjects in the on-demand cohort had to have at least 12 documented bleeding
episodes requiring treatment within 12 months prior to enrollment. The mean treatment duration.in the
on-demand cohort was 3.5+1.00 months (median 3.4, ranging from 1.2 to 5.1 months), thy tﬁ’éﬁ’f;’» taféf:p

annualised bleeding rate (ABR) was 33.9+17.37 with a median of 27.0, ranging from | é&%’ﬁ]“‘ .

e/
The median ABR on prophylaxis with RIXUBIS for all bleeds was 2.0, for spontanqbl?s/ b@?ds,()O :
and for joint bleeds 0.0. 24 subjects (42.9%) experienced zero bleeds. 1ETE.
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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 (n—j?;__;/j —
were 74.69+2.37 and 74.25 1U/kg, respectively, with a range of 71.27 to 79.38 I JKaFhe T
pharmacokinetic parameters were calculated from factor IX activitiy measuremenfs/n blood samplese
obtained up to 72 hours following each infusion. /
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The pharmacokinetic evaluation was repeated for RIXUBIS in an open-label, uncontrolled study with
RIXUBIS in male subjects who participated in the initial PK crossover study and had received
prophylaxis with RIXUBIS for 26+1 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)

AUCq.7, (IU.hr/dL)? 1067.81+238.42 1156.154+259.44
Mean+SD 1108.35 (696.07-1571.16) 1170.26 (753.85-1626.81)
Median (range)
Incremental recovery at Cp,y 0.87+0.22 0.95+0.25
(IU/dL:IU/kg)" 0.88 (0.53-1.35) 0.93 (0.52-1.38)
Mean +£SD
Median (range)
Half-life (hr) 26.70+9.55 25.36+6.86
Mean+SD ’ 24.58 (15.83-52.34) 24.59 (16.24-42.20)
Median (range)
Ciax (IU/dL) 66.22+15.80 72.75+19.73
Mean+SD 68.10 (41.70-100.30) 72.40 (38.50-106.30)
Median (range)
Mean residence time (hr) 30.82+7.26 29.88+4.16
Mean+SD 28.93 (22.25-47.78) 29.04 (21.32-37.52)
Median (range)
Vs (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)

a

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

Calculated as (Cpax-baseline factor IX) divided by the dose in [U/kg, where C,,, 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
Median (range)

= Calculated as (Csomi-baseline factor IX) divided by the dose in [U/kg, where Cgﬁj?;fh AS the factor
IX measurement 30 minutes after infusion. ]
[f not coinciding with week 26 visit. '
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Paediatric population (previously treated patients younger than 12 years)

All 23 male subjects underwent an initial pharmacokinetic evaluation of RIXUBIS in a non-bleeding
state as part of the combined phase 2/3 paediatric study. Subjects were randomised to one of two blood
sampling sequences to reduce the burden of frequent blood draws on the individual subjects. The mean

(+ SD) and median dose of RIXUBIS in the full analysis set (n=23)
was 75.50 + 3.016 and 75.25 IU/kg, respectively, with a range of 70.0 to 83.6 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 < 6years 6 - <12 years All
(N=11) (N=12) (N=23)

AUC¢ (IU.hr/dL)* 723.7+119.00 886.0 = 133.66 808.4 + 149.14
MeantSD 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)
Mean+SD

30.62 £3.27
30.08 (26.2-36.2)

25:31+1.83
24.74 (23.7-30.3)

27.85+3.73
26.77 (23.7-36.2)

Median (range)

V.’ (dL/kg) 8.22.4 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

b

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

Incremental recovery 30 minutes after infusion was determined for all subjects in the combined
phase 2/3 study at the initial pharmacokinetic evaluation (exposure day 1), at week 5, 13, and 26 visits,
and at the time of study completion or termination, if it did not coincide with the week 26 visit. The

data demonstrate that the incremental recove

See tables below.

ry is consistent over time across all paediatric age groups.

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)
(I0/dL: 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

IX measurement 30 minutes after infusion.

Calculated as (Csomi-baseline factor IX) divided by the dose in [U/kg, where Csom, is the factor
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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/dL: 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)

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

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

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

after infusion (N=12) (N=12) (N=11) (N=11)
(IU7dL: TU/kg)* 0.73+0.16 0.73 £0.13 0.73£0.14 0.8+0.14

Mean+SD
Median (range)

0.71 (0.51-1.00)

0.70 (0.48-0.92)

0.70 (0.54 — 1.00)

0.78 (0.56-1.01)

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

QD

Preclinical safety data

RIXUBIS was not thrombogenic at a dose of 750 IU/kg in a rabbit stasis model (Wessler-Test).

RIXUBIS did not cause any adverse clinical, respiratory, or cardiovascular effects up to 450 [U/kg in
cynomolgus monkeys. .
No investigations on carcinogenicity, fertility impairment, and fetal development have been

conducted.

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

application).

6. PHARMACEUTICAL PARTICULARS

6.1

Powder

Sucrose
Mannitol
Sodium chloride
Calcium chloride
L-Histidine
Polysorbate 80

Solvent

List of excipients

Sterilised water for injections

6.2

In the absence of compatibility studies, this medicinal

products.

Only plastic luer-lock syringes should be used with this product. Incorrect dosin
consequence of human coagulation factor IX adsorption to the internal surfaces

equipment.

Incompatibilities

o/ « .
¢ can geciaB)
of somg infusion

product must not be mixed with othg%qgiélq@m

(/v
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6.3  Shelf life
3 years.

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

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

6.4  Special precautions for storage

Store below 30°C.
Do not freeze.

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

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

Pack size of 1.

6.6  Special precautions for disposal and other handling

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

- For reconstitution use only the solvent and the reconstitution device (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

1g 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.

S 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. Thgvag&&?lfgmj\
draw the solvent into the RIXUBIS vial (Fig. c). / %

e " &




186

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. ¢

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. [nvert 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

W

per minute.
el Fig. e
N ]
=¥ ay . ,
g _{j::jjf“-;g::: . L R
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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.

78 MARKETING AUTHORISATION HOLDER

Baxalta Innovations GmbH
Industriestrasse 67

A-1221 Vienna

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

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

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 19 December 2014

10. DATE OF REVISION OF THE TEXT

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

Name and address of the manufacturer of the biological active substance

Baxter AG

Uferstraf3e 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

o Periodic Safety Update Reports

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

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

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

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

° 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.




189

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.




190

PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

LI. NAME OF THE MEDICINAL PRODUCT

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

B. STATEMENT OF ACTIVE SUBSTANCE(S)

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

L3. LIST OF EXCIPIENTS

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

Solvent: sterilised water for injections

u. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection

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

LS. 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

ILL 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 ]

RIXUBIS 250

u7. UNIQUE IDENTIFIER - 2D BARCODE

2D barc rrying the unique identifier included.

| 18.  UNIQUE IDENTIFIER - HUMAN READABLE DATA ]
PC:

SN:

NN:
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VIAL LABEL FOR THE POWDER

MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

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

RIXUBIS 250 IU powder for injection
Nonacog gamma
IV use
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