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Cxpanena FDA iHeTpyKUist 1715 nauienTie
Indopmauis ana nauvienTis

AJIMHOBENUT

[AnTuremodinsunii paxrop (pexombinantuuii), MECinsoBanuii]

B ubomy nmcTky-BKiaaui Hapeaenuii KOpOTKMIT OrMAA Ba#IMBOI iH(OpMALLT 1010 npenapaty AJJAHOBEMT.
Byns nacka, yBaxkHO o3HalfoMTech 3 HEIO 10 MO4aTKy 3aCTOCYBaHHA LbOro Jlikapchbkoro 3acofy. Lls indopmartis
He 3aMiHde HeOOXiAHICTBL CMINKYBAHHA 3 BAIMM CHELIANICTOM B raxysi OXOpPOHH 3J0POB'A i HE BKIOYAE YCIO
BakMBY iHpopmaliito moao npenapaty AJIMHOBENT. Y Bunajixy BUHHKHEHHS 3aHTaHb [TC/A 03HAHOMIC HHSI
3 HABE/ICHOIO IH(OPMALLIEIO CIIiJ 3BEPHYTHCE [0 CBOTO CreMiaNicTa B ranysi OXOpOHH 310pOB'A.

fAKkoio € naiiBakansima ingopmauis, siky meni caia 3uati wogo npenapaty AJMHOBENT?
He namaraiitecs pobutn cobi ingysito camocriiito, skwo paw cremiamicr B ranysi oxopom 310poB's ao
CHiBpOOITHHKH LEeHTPY reModinii He HABYMIH Bac, Sk 11e pobuTH.

Bam cxin perenbHo qoTpuMyBaTHCh IHCTPYKUili, OTpUMaHHX Bil BalIOro criewiaicTa B ranysi 0XOpOHH 310pOB'A
1010 n03u ingysii npenapary AJTMHOBEMT, a6u nikysauus 3a6e3neunio pam HaltOLTbOIy KOpHCTS.

o Taxe AITUHOBEMT?

AJIMHOBEMT - ue in'exuiiinuii NiKapcbkuil 3aCib, npu3HAYeHNH AnA NiKYBaHHA Ta NPHIHHEHHS KpoBoTeY Y
aiteii Ta gopocnux 3 reModinicro A (BpomkeHuit medimuT ¢axropy VIII). Bam cremianict B ramysi oxopouu
3110poB'a Moxe npuskaunti Bam AJIMHOBENT npu nposeneri xipyprigsoi onepauii. AJIMHOBEHUT T moxe
3MEHLIHTH KUTLKICTE €Mi30/iB KPOBOTeYi PH PeryIspHOMY 3aCTOCYBaHHi (npodinaxtianomy).

AJIMHOBEHT wne 3aCTOCOBYIOTh ¥ 3B'A3KY 3 XBopoboto dou Bimtebpanpa.

Komy He cnin sacrocoBysatu AJIMHOBAT?

Ban e cnin sactocosysatu AJIMHOBEMT, ko su:
*  Maere aneprito Ha 6ok Mumeii abo xoM'sKiB
¢ Crpaxnaere Ha ajiepriio 10 Gyab-sKkoro iHrpeniexTa B cknami npenapatis AJJHHOBEWNT a6o AJIBAT

[Tosinomte cBoro cmeuianicta B ranysi oXOpoHH 310pOB'A, SKINO BH BArithi a6o FOAYETE IPY/UIIO, OCKUIBKH B
Takomy sunanky AJIMHOBEMT moske 6yt BaM He mokasanuil,

HAr meni cnin sacrocoByBat AJIMHOBAT?
AJIMHOBEHT BBoasTs Gesnocepeanbo B KpOBOTIK.

Beoauru AJTUHOBEMT moskia b uentpi sikyBanHa remodiinii, B kaGiHeti Baworo cueuianicTa B ramysi OXOpPOHH
310pos'a abo Broma. Bam cnin HaBunTHCh pobuTa indysii y cBoro cneuiaricra B rajy3i OXopoHH 370poB's a6o B
UeHTpI JlikyBanHa remodinii. Bararo mogzeii, 1o CTP@KAAIOTE Ha reModiniro A, HaBymaHch pobuTH indy3iio
npenapary AJIMAHOBENT camocriiino a6o 3a ZOMOMOTOIO YJieHa POAMHH,



Bam creuianict B ragy3i OXOpOHH 3OPOB'A MOBIJOMHTH BaM, AKOK J030H0 clii BBOJMTH [pEnapat
AJJMHOBEMT, 3 ypaxyBanusaM Mac BaWoro Tiia, pisua ¢iswanoi AKTHBHOCTI Ta CTYMEHA TAKKOCTI reModinii

A, a TAKOXK MiCIs KPOBOTEYI.

BigHosneHuit po3uuH (OTPUMaHKil micia 3MiLIYBaHHA npenapaty 3 POUKHHUKOM) CIIiJl BHKOPHCTATH B MEpiof
TPLOX TOMMH MICAs NPHrOTYBAHHS, PO3YMH He MOKHA 30epiraTi abo ctaBuTH B XonomuibHHK. CHil BHIHTH
pO3uUMH mpenapary AJIMHOBEWT, sikuit 3aiHwnBea Y (raxoHi micis 3aBepuicHHA indy3il, mpopeneHol 3a
pPeKOMEHALIAMH BAIIOTO CTIELiATiCTa B raIy3i OXOPOHH 310pOB's.

Bam Moxke 3HAZOOMTHCA MPOBENEHHS AHAN3iB KPOBi Mic/s BBEICHHA Mpernapary AJIMHOBEMT T, abu
nepekoHaTHch, wo pisers Gaxtopy VIII € gocTaTHbo BUHCOKHM VA 3abe3neveHHs 3CiIaHHA KPoBi.

Heraiito 3arenedoHyiite CBOEMY CHELliaNiCTOBI B ranysi OXOPOHH 370pOB'A, AKILO KPOBOTEYd HE CIUHAETHCA
micna seenenns npenapaty AJJTMHOBEUT.

[Mpo wo MeHi 711 NOBIAOMHTH CBOro creuwiasicta B rajiy3i 0XOpOHH 310pOB'si mepel NOYHATKOM
sactocysanns npenapaty AIIJMHOBEHUT?

Bam /il HOBIIOMHTH CBOTO CrieiianicTa B rany3i OXOPOHH 310pPOB'A, AKIIO BHU:

e  Maere abo manu 6yab-ski npoGieMi 3i 310pOB'AM.

o [lpuiimaete Gyap-siki JNikapceki 3acobM, BKIIOYHO i3 3acobamm, sKi BimmyckawoTh 3a peuentom Ta Ge3
peuenTa, Hanpukian, Ge3peuenTypHi JikapesKi 3ac00H, Xapyosi jobaBkH a00 POCIHHHI TiKapchKi 3acobu.

e Crpaxnaere ua 6yas-sKy anepriio, B TOMY 4HCII anepriio Ha MuuIei abo XoM'AKIB.

. lonyete rpyamo. Hesinomo, 4u NMpoHHKAE AJIAHOBENT B rpyase MONOKO Ta YH MOKE BIH 3aMKOIHTH

BALLIOMY MAIIOKY.
e Baritha a6o nnanyere BaritHicth. Hesizomo, 4n Moxe AJ.II/IHOBEP'IT HAIIKOAHTH Baliit MailyTHiil

AUTHHI.
e bymu nosinomieHi npo HasBHiCTH iHribiTopis dakTopy VIII (ockibkH AJIMHOBEUT moxe Bam He

JOMOMOITH).

Skumn € mokansi noGiuni ABMLIA penaparty AJIMHOBEHT?
Y Bac Moke OyTH anepriuxa peakiis #a AJJHHOBEHT.

3arenedoHyiite CBOEMY CrieLianicToBi B raiy3i OXOpOH# 310pOB'A HeraiiHo y BUMAAKY MOABH MIKIPHOT BUCHITKH
a60 KponuB'AHKW, cBepGeky, BIIMYTTA CTHCHeHHS B ropii, Gomo a00 CTHCHEHHA B TPyAiX, YTPYIHEHOro

JMX@HHA, 30MIIHHA, 3aMaMOPOYeHHA, HyI0TH ab0 HENPHTOMHOCTI.

YactumH No0iYHUMH ABHIIAMH Mpernaparty AJIMHOBEMT e ronosuuii 6inb ta Hynota. [losinomsiire ceoemy
crewiaticToBi B rany3i 0xopoHu 310poB's npo Gyas-aki HeGaxaHi ABHLIA, AKi BaC TypOyroTh 260 HE MHHAIOT.

Lle He BCi MOKIIMBI 1M0GIUHI eeKTH, O MOKYTh PO3BHBATHCS NPH 3aCTOCYBaHHI nperapary AJIMHOBEHT. Bu
MOYeTe 3BepPHYTHCh 0 CBOFO CHELIialicTa B ramy3i OXOPOHH 310pOB'A 33 iH(opMalli€lo, NPU3IHAYEHOK LIS

MEIMYHUX MPALiBHUKIB.

B sikHX 032X BHIIYCKACTLCH Npenapar AJIMHOBEHT?

AJTMHOBEWNT, 110 KOMIUIEKTYETHCA CTEPHILHOI0 BOAOK AUIA IH'€KLIH ob'eMoM 2 M1 4H 5 MJI, TA MOCTABJIACTLCA
B cuctemi BAKCJDKEKT 111, BumyckaeThes B ceMH pisuux fo3ax: 250 MiKHApOAHUX OAHHHIE (MO), 500 MO,
750 MO, 1000 MO, 1500 MO, 2000 MO Ta 3000 MO. ®akTiyHa 1032 BKa3aHa Ha eTHKETII JTIKapchKoro 3acody
Ta Ha ynaxositi. PJIaKOHH 3 PI3HHMH 103aMH MAIOTh TAKOMK i pi3He KONLOPOBE KOXYBAHHA, 2 CaMe:
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Hosa: npubnusno 250 MO/nakon (3 GpnakoHOM, 110 MICTUTE 2 MJI BOAM LIS iH'€KLIiH)

Hosa: npudnusno 500 MO/dnakoH (3 gnakoHOM, 1O MICTHTB 2 MJI BOAH 1A iH'eK1iii)

Ho3sa: npudausuo 750 MO/¢uakon (3 grakoHoM, WO MICTHTE 2 M BOAH A4 iH'eKLiiT)

Mosa: npudausno 1000 MO/daakon (3 prakoHoM, 1o MiCTHTE 2 MJT BOIH 7T iH'eKuiif)

Hosa: npubnuzno 1500 MO/dnakos (3 ¢pnakoHoM, 110 MICTHTE 2 MJT BOAM 1A iH'eKIiil)

Ho3a: npubnuzno 2000 MO/¢nakoH (3 GrakoHoM, L0 MICTHTE 5 M BOIH [UiA iH'eKLiT)

CpiOHuit Hosa: npubausno 3000 MO/dnakoH (3 dIakoHOM, 1110 MICTHTL 5 MJT BOIH U181 iH'cK1Iiil)

3amkau nepesipaiite pakTiuHy 103y, 3a3HAYEHy HAa €THKETL, abM MePEeKOHATHCh, UIO BH 3ACTOCOBYETE J03y,
MpHU3HAYEHY BaM BAIIMM CrELiaNicTOM B rajy3i OXOPOHM 310pOB'A. 3aBxaW nepesipsaifte maty 3aBepuieHHs
TepPMIHY MpPUIATHOCTI, BKa’aHy Ha ymakoui. He 3actocomyiite mnpenapar micus 3aBEPIICHHA TEpPMIHY
MPUIATHOCTI, BKA3aHOIO HA YIAKOBLII.

Sk meni caia séepiratu AJJUHOBENUT?

e He 3amoposkysath.
e 30epiratu B XononHIbHHKY NpH TeMnepatypi 2°C - 8°C (36°F - 46°F).
*  [lpemapar moxua 30epirath npu Temneparypi e suie 30°C (86°F) npotarom nepiony 1o 3 Micauis.
©  Bxaxirs Ha kopo6ui naty, konu AJTAHOBEMNT 6y10 BHHAHATO 3 X0JM0XWIsHUKA.
o  [licna 3Gepiranns npu KiMHATHIN TeMIepaTypi Npenapat He MOXHA MOBEPTATH A0 XONOMMIEHUKA.
. He 3acTocoByBatH nmicis 3aBepuUieHHs TepMiHy MPHIATHOCTI, 3a3HAYEHOMY Ha kopobiti un na dnaxoni,
¢ 36epiratn AJIMHOBAT B opurisanbHiil ynakosui s 3axHIIEHOMY Bil cBiT/a Micwi.

Lo wie meni cain 3natn npo AJJMHOBENT 1a remodiniio A?

Baw opranism moxke BupoGaarn inriGitopu ¢axtopy VIIL I[HriGitops € CKIamoBow HOPMATbHOI 3aXHCHOT
CHCTEMH BalIOro oprauismy. V Bumaaxy nossy inribitopis ATMHOBEUT T moxe He mpawmosaTé K clim
IIpokoucynbryiitecs i3 cBOiIM creuianictom B ranysi 0XOpoHH 340poB'a, abH NepeKoHATHCh, 10 Ball CTaH
KOHTPO/TIOETCA HANCKHUM THHOM, MPOBOAATHCA HEeOOXiHI aHami3sM KpoBi JNA CBOEYACHOTO BHABJICHHSA

inriGitopis dakropy VIIIL.
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Cxsajena FDA incTpykuis s nanientin

[uerpykuis i3 3acTocyBaHHsA .
AJIMHOBEMWT

AnTuremodinbuuii pakrop (pekomMGinanTHHI),
MNETinboBanmii]
(BHK/TI0O4HO /151 BHYTPIlUHBOBEHHOTO BBE1CHH)

He mamaraiitec poGurn cobi indysito camocTiiino, IKUI0 Baw crneniagicT B raaysi oxopouu 310pos's abo
cniBpodiTHHKH LeHTDPY remodiaii He HABYIIN Bac, SIK Le poOHTH.

[ToxpokoBa IHCTPYKLIA i3 NMPHrOTYBaHHA BiHOBICGHOIO PO3YMHY Mpenapary AJIMHOBEMT maBenena B KiHLi
HbLOI0 MTHCTKA-BEIIAIKH.

3aByKi AOTPHMYIHTECH CreLianbHIX IHCTPYKUiii, OTPHMAHHX BiJ BALIOrO CICLiaNicTa B rajty3i 0XOpPOHH 3/10pOB'A.
Kpoku, omicaHi Hibk4e, € 3arabHUMH ropagzaMy i3 sactrocysantsa npemapaty AJJMHOBEMT. fkumo BH Mae€Te
CYMHIBH 1010 mpoleayp, 3arenedoHyiite CBOEMY chelianicTOBi B Traly3i OXOPOHH 30poB's Mepel
3acTOCYBaHHAM Mpenapary.

Heraitno 3arenedonyiite cBoeMy crielialicTOBI B rajy3i OXOpPOHH 3I0pOB'S, AKUIO KPOBOTEYA HE CNMHAETHCA
nicns BBenenna npenapaty AJJTMHOBEHT.

Baur crieniasict B rafy3i OXOpOHH 310pOB's PH3HAYHTL BaM 03y, KA BaM NMOTpiOHa.

BigHoseHuil po3uH (OTPHMaHMI MiC/s 3MiMyBaHHsS Openapary 3 pO3YHHHHKOM) CHIiJl BHKOPHCTATH B Nepion
TPLOX TOJMH MiC/A MPUrOTYBAHHSA, PO34YHH He MOxkHa 306epirati abo CTABUTH B XONOAWILHUK,

BauroMy crneuianicToBi B rajly3i OXOpoHH 30POB'S MOKe 3HaZ0OHUTHCA MPpoBeleHHA aHali3y KpPOBi 4ac Bix yacy.
Y p p

[TpoKoHCYNBTYiTECH 31 CBOIM CIIELIaNiCTOM B ramy3i OXOPOHHM 310POB'A Mepe/l MoJI0POAGKI0. 3annanyiTe B3ATH 3
co6oio nocTatibo npenapaty AJJMHOBEMT na wac nogoposi.

VYei Marepiaii, BKIFOYHO i3 3a/IHIIKaMH BiIHOBJIEHOTO PO3YHHY AﬂHHOBEFIT, CJIiJI BUKHIATH J10 BIAMOBIAHOrO

KOHTEHHEpa.

1. [ligroryiite 4HCTY IUIOCKY NOBEPXHIO Ta 30€piTh yci MaTepiany, AKi BaM 3HaZ0ONATECA 1a iHysii.

e [lepesipre TepMiH NpUAATHOCTI JiikapChkoro 3acofy Ta A03BombTe ifoMy Jdeskuil uac moGyTH mpu
KIMHATHIi TeMneparypi.

e  Bumuiite pykH Ta OAATHITE YHCTI OMNANOBI pykaBnyku. Skumo i pobute indysito camocrtiiiHo BaoMa,
BHKOPHCTaHHA PYKaBHYOK He € 000B'A3KOBHM.

2. lllnsxom BizpuBy 3HOMHOI CTOPOHH YNaKOBKHM BiIKpHiiTe nikapchkmii 3aci6. Buitvite AJIMHOBEWT 3
YNAKOBKH T4 Bi3yalLHO OMIAHLTE HOro BMIcT, a TaKoXK pO3UHHHUK Y ¢uakoni. ITopowmok AJIMUHOBENUT
nopuHen Oytu Oisoro abo maibke 6IMOro KONBOPY, @ PO3YHMHHHK HE MOBMHEH MICTHTHM MEXaHiYHMX
BKJIIO4eHb, He 3acTOCOBYBaTH y BHNANKY 3MIHH KOJIbOpY a00 B pa3i HAABHOCTI MEXaHIYHHX BKJIIOYECHb.

3. Tomicrite kopmyc nikapcekoro 3acody AJIMHOBEHT ma miocky mnosepxHio Tak, I00 pPO3YMHHHK
po3TalioByBaBcA Bropi. QJIakoH 3 po3uMHHHKOM Mae BiANOBIAHUIT iHAMKATOP Y BHCIAMI O1aKHTHOT CTPIYKH.




Gaaxon i
mpu.a BHOK BOI0M

Baswkwrnmii kaanan

Josuiwmii
Kopmyc

Yrpumyioun sosuiwmiit kopnyc AJMHOBENT oamicio pykoio, MilHo Harmckaiite iHIom PYKOK Ha
:1akoH 3 PO3UMHHMKOM, MOKH CHCTEMa He CNpPALIOE i PO3YMHHMK He nepetede y (MIakoH, O MiCTHTH
nopowox AJIMHOBENT. O6uasa ¢naxomnu 3afilyTh B KOpryc B pa3i HaTMcKaHHA. Sko Bu He
criocTepiracTe MepeTikaHHA PO3YMHHMKA y (JIAKOH 3 MOPOUIKOM, HATHCHITH Ha ¢nakonn mie pas, mod
MEPEKOHATHCA, 110 BOHH MOBHICTIO BCTaBJeHI Ha cBOE Micue. He 3uiMaiiTe GnakuTauil kianas, J0KH e He

Oyuze 3a3Ha4eHO B iHCTPYKUIi Ha GLTbLI Ni3HBOMY eTari.

s

AxypatHo obepraraiite AJIMHOBEHWT ax o mnosHoro po3uHHeHHs npenapaty. He crpymysatm.
BinHOBreHMIT PO3UIH He CTABHTH 10 XOJIONILHHKA. Beanocepeanso nepejt BREICHHAM OIJIAHBTE PO3YHH
AJIMHOBEHT Ha MpeIMET HAABHOCTI TBEPAMX YAaCTOHOK YH 3MIHM KOJIbOpY. PO3UMH Ha BHIMISAA MOBHHEH
OyTH nposopum Ta Ges koabopy. B pasi, AKmo e He Tak, He BHKOPHCTOBYHTE TaKuil po34uH Ta MopimoMre
HeraifHo npo ue Baworo gaxiBus B ramysi OXOPOHH 3/J10POB'A.

3HIMITE GlaKHTHHI KJTaNaH, (0 PO3TALIOBYETLCH HA 30BHILIHBOMY KOPITYCi, T2 Mig'enHaiiTe 10 cHCTEMH
wnpuiL. Vuukaitre enenns nositps 8 AJJUHOBEMT.

o
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[epeseprith kopryc npenapaty AJUHOBEMT tak, mo6 ¢rakos, mwo MicTHTS posunu AJIUHOBEMNT,
posTawosyBasca Bropi. Brartite po3uns AJJMAHOBEWT B wmpuu, nosissHo BIATArYIOUM Ha3aj IUTYHKEp
wnpuua. AKWO POIYHH HE BTATYETbCA B IUNPUL, MEpeKOHaiTecs, 10 00MABA (MAKOHK MIUHO Pa3oM
npuTHCHYTI. BMicT Gutbil Hixk 0HOro (UIakoHa MOXKHA BTATHYTH B OJHH WIMPHIL BLANOBIAHOrO po3mMipy,
AKILIO BH BUKOPHCTOBYETE Oinbiie oaHoro pnakona AIIMHOB EMT.

Binx'eanaiite wnpuu Bin cuctemu. Beraxosits indysiiiny rosky Ha wnpHi, npu HassHocTi
BHKOPHCTOBYIOUYH iH(Y3iiiHuii HaGip 3 "Kpuisusmu” (Tak 3BaHMil "MeTenuk"). TpuMaro4H WAPHIL TOJIKOKO
A0ropH, BUAANITh Oy/ib0alik MOBITPA, aKypaTHO NOCTYKYIOYH MATLIEM MO UINPHLLY, MOBLILHO Ta obepesxkHo
BHTHCHITB ITOBITPA 31 WINPHLA TA FOJIKH.

3aTarHite LKTyT-TYpHIKET Ta migrotyiite Micue AnA iH'€KUil: MR LBOIO WKIpY cIix
MPOTEPTH CTEPHIILHOIO CNHPTOBOIO CEPBETKOIO (abo HILIMM HaNeKHHUM PO3YMHOM, PEKOMEHIOBAHIM BaILIHM
crienianicToM B ramysi 0XopoHu 310pos's abo B ueHTpi remodiii).
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10. Bsenits roaky B BeHy Ta 3HIMITB TypHikeT. IToBilbHO
BeoauTy cnin 3i msuakicTio, wo xe nepesuutye 10 M Ha XBHJIMHY.

BBeliTh mpenapar AJJMHOBEMT.

I'1. BHTATHITH FOJIKY 3 BEHH Ta IPHTHCHITL Micue iHdy3ii CTEPUIIBHOK MAPJICBOIO CEPBETKOIO0 HA KUTbKA XBUIMH.
12. 3mimite cneuianbHy Haminky 3 GricTepHO! yNakoBKH, WIO PO3TALIOBAHA HA BIIPUBHIH CTOPOHI yNakoBKH
npenapary AJIMHOBEWT, ta nomictuts ii B cBili AypHan. JUis BHOANEHHS [UISM KPOBI MoOkHa
CKOPHCTAaTHCh CBIKONPHIOTOBAHOIO CYMIIIUIO 3 OAHIEl YaCTHHM BiAGIMIOBAYA Ta AEB'STH YACTHH BOIH,

BOJI0K0 3 MiLIOM 260 Oyab-akuM 1100YTOBHM Ne3iHDiKyI0UIM PO34HHOM.

13. He napsraiite 3axucuuii Kosna4ok Ha ronxy. Ui HanexHoi YTHITi3aUiT BUKOPHCTAHUX MaTepianis nomictite
FOKY, winpuit Ta cuctemy A/IMHOBEHT B cneuianbhuii konteiiHep ans roctpux siaxomis. He pukunaiite

BHKOPHCTaHI MaTepiaiy B moGyToBe CMITTA.

BamiBo: 3BepHITECA 110 CBOTO CrewiaticTa B ray3i oXOpoHH 320poB'A a0 10 MICLEBOro LEHTPY NiKyBaHHA
reMo(hiiii y BHRANKY MOABH GyAL-9KHX NpoGieM.

BAKCAJITA®, AJIBAT®, AJIMHOBEUT ® T1a BAKCIUKEKT® € tosapuumu 3Hakamu komnanii "Bakcanta

IHixopriopeiiten”, ska € 104ipHLOK KOMNAHIECIO B NOBHIil HenpAMiii BAacHOCTI MaTepHHChKOI KOMMaHI

ni.en.ec" (Shire plc.)

| "ILaitep

"LIAHEP Min" Ta sorotun "lllaiiep” € ToBapHMMH 3Hakamu abo 3apeccTpoBaHHMM TOBApPHHMH 3HAKAMM

komnanii "laitep ®apmaceiorikan Xonainrs Ipnana Mimiten"

abo il adinifioBanmx KoMnaHiii.

3anaTeHToBAHO: AMB, www.shire.com/legal-notice/productpatents.

"Bakcanra OEc Iux." (Baxalta US inc.)
Jlekcinrron, Maccauycerc 02421 CLIA
Jiuensis CILIA Ne 2020

Bugana 05.2018

Leti nepexnad 3 aneniticexoi moeu na VEPAIHCbKY

npoghecitinum nepexnadavem anzniticoxoi Mosi.
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(Shire Pharmaceutical Holdings Ireland Limited)
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JBamuaTh chOMOro ciuHs aBi THCSMI ABamUATOrO poky 4, Hmwkukop 0.0., npusaTHuit Horapiyc Kuischkoro
MICBKOTO HOTapiaTbHOTO OKpYry, 3acBimyyro BipHiCTh uiei komii 3 opurimany okymenra; B OCTAHHBOMY
MiAYHCTOK, IOMHCOK, 3aKPeCIeH X CIliB, HE3aCTEPEHEHUX BHINPABJICHb 260 iHIIMX 0COBNMBOCTEl He BUABIIEHO.
[THcbMOBHIl NMepekan TekcTy AOKyMeHTa 3 aHrmilichbkoi MOBH Ha YKpaiHChKY MOBY 3pobieHo nepeknagadem
Kopoin Anacracieio Mukonaisrolo, cnpasxuicrs nianucy AKoi 3acBimyio.

Ocoby nepexianaua BCTaHQBACHETHSHEIIATHICTS Ta ksajidikauiio nepesipeHo.

3akony Vkpainn ,,[Ipo Horapiar”.
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Incrpykuis xas mexnanoro 3acTocyBanus NikapPCbKOTO 3aco0y S
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FDA-Approved Patient Labeling
Patient Information

ADYNOVATE
[Antihemophilic Factor (Recom binant), PEGylated|

This leaflet summarizes important information about ADYNOVATE. Please read it
carefully before using this medicine. This information does not take the place of talking
with your healthcare provider, and it does not include all of the important information
about ADYNOVATE. If you have any questions after reading this, ask your healthcare

provider,
What is the most important information I need to know about ADYNOVATE?

Do not attempt to do an infusion to yourself unless you have been taught how by your
healthcare provider or hemophilia center.

You must carefully follow your healthcare provider’s instructions regarding the dose and
schedule for infusing ADYNOVATE so that your treatment will work best for you.

What is ADYNOVATE?

ADYNOVATE is an injectable medicine that is used to help treat and control bleeding in
children and adults with hemophilia A (congenital Factor VIII deficiency). Your
healthcare provider may give you ADYNOVATE when you have surgery.
ADYNOVATE can reduce the number of bleeding episodes when used regularly

(prophylaxis).
ADYNOVATE is not used to treat von Willebrand disease.

Who should not use ADYNOVATE?

You should not use ADYNOVATE if you:
* Are allergic to mice or hamster protein
* Are allergic to any ingredients in ADYNOVATE or ADVATE

Tell your healthcare provider if you are pregnant or breastfeeding because
ADYNOVATE may not be right for you.

How should I use ADYNOVATE?
ADYNOVATE is given directly into the bloodstream.

You may infuse ADYNOVATE at a hemophilia treatment center, at your healthcare
provider’s office or in your home. You should be trained on how to do infusions by your

healthcare provider or hemophilia treatment center. Many people with hemophilia A
learn to infuse their ADYNOVATE by themselves or with the help of a family member:



Your healthcare provider will tell you how much ADYNOVATE to use based on your
individual weight, level of physical activity, the severity of your hemophilia A, and
where you are bleeding.

Reconstituted product (after mixing dry product with wet diluent) must be used within 3
hours and cannot be stored or refrigerated. Discard any ADYNOVATE left in the vial at
the end of your infusion as directed by your healthcare professional.

You may have to have blood tests done after getting ADYNOVATE to be sure that your
blood level of factor VIII is high enough to clot your blood.

Call your healthcare provider right away if your bleeding does not stop after taking
ADYNOVATE.

What should I tell my healthcare provider before I use ADYNOVATE?

You should tell your healthcare provider if you:

° Have or have had any medical problems.

» Take any medicines, including prescription and non-prescription medicines, such as
over-the-counter medicines, supplements or herbal remedies.

* Have any allergies, including allergies to mice or hamsters.

* Are breastfeeding. It is not known if ADYNOVATE passes into your milk and if it

can harm your baby:.
® Are pregnant or planning to become pregnant, It is not known if ADYNOVATE may

harm your unborn baby.
* Have been told that you have inhibitors to factor VI (because ADYNOVATE may

not work for you).

What are the possible side effects of ADYNOVATE?
You can have an allergic reaction to ADYNOVATE,

Call your healthcare provider right away and stop treatment if you get a rash or hives,
itching, tightness of the throat, chest pain or tightness, difficulty breathing,
lightheadedness, dizziness, nausea or fainting.

The common side effects of ADYNOVATE are headache and nausea. Tell your
healthcare provider about any side effects that bother you or do not go away.

These are not all the possible side effects with ADYNOVATE. You can ask your
healthcare provider for information that is written for healthcare professionals.

What are the ADYNOVATE dosage strengths?

ADYNOVATE with 2 mL or 5 mL Sterile Water for Injection in a BAXJECT I1I system
comes in seven different dosage strengths: 250 International Units (I1U), 500 1U, 750 IU,
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1000 IU, 1500 IU, 2000 U, and 3000 IU. The actual strength will be imprinted on the
label and on the box. The seven different strengths are color coded, as follows:

. Dosage strength of approximately 250 International Units per vial
il [ YR

| Pi nk 2 —( Dosage strength of approXimately 500 International Units per vial
SR (with 2 mL sWFI)

Dosage strength of approximately 750 International Units per vial
1 (with 2 mL sWFJ)

Dosage strength of'appmximatcly 1000 International Units per
vial (with 2 mL sWFI)

BN 1 Dosage strength of approximately 1500 International Units per vial
s (with 2 mL sWET)

e Dosage strength of approximately 2000 International Units per
o vial (with S mL sterile Water For Injection)

{ Dosage strength of approximately 3000 International Units per
] vial (with 5 mL sterile Water For Injection)

Always check the actual dosage strength printed on the label to make sure you are using
the strength prescribed by your healthcare provider. Always check the expiration date
printed on the box. Do not use the product after the expiration date printed on the box.

How do I store ADYNOVATE?

* Do not freeze.
* Store at refrigerated temperature 2°C to §°C (36°F to 46°F).
* May store at room temperature not to exceed 30°C (86°F) for up to 3 months,
©  Write the date on the carton when ADYNOVATE s removed from refrigeration.
© After storage at room temperature, do not return product back to the refrigerator.
* Do not use beyond the expiration date printed on the carton or vial.
* Store ADYNOVATE in the original box and protect from extreme exposure to light.

What else should T know about ADYNOVATE and Hemophilia A?

Your body may form inhibitors to Factor VI]I, Aninhibitor is part of the body’s normal
defense system. If you form inhibitors, it may stop ADYNOVATE from working

properly. Consult with your healthcare provider to make sure you are carefully monitored
with blood tests for the development of inhibitors to Factor VIII. 5



Medicines are sometimes prescribed for purposes other than those listed here. Do not use
ADYNOVATE for a condition for which it is not prescribed. Do not share
ADYNOVATE with other people, even if they have the same symptoms that you have.

BAXALTA®, ADVATE®, ADYNOVATE®, and BAXJECT® are trademarks of Baxalta
Incorporated, a wholly-owned, indirect subsidiary of Shire plc.

SHIRE and the Shire Logo are trademarks or registered trademarks of Shire
Pharmaceutical Holdings Ireland Limited or its affiliates.

Baxalta US Inc.

Lexington, MA 02421 USA
U.S. License No. 2020
Issued 05/2018
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FDA-Approved Patient Labeling

Instructions for Use
ADYNOVATE

[Antihemophilic Factor (Recom binant),
PEGylated|]
(For intravenous use only)

i

Do not attempt to do an infusion to yourself unless you have been taught how by
your healthcare provider or hemophilia center.

Step-by-step instructions for reconstituting ADYNOVATE are found at the end of this
leaflet.

Always follow the specific instructions given by your healthcare provider. The steps
listed below are general guidelines for using ADYNOVATE. If you are unsure of the

procedures, please call your healthcare provider before using.

Call your healthcare provider right away if bleeding is not controlled afier using
ADYNOVATE.

Your healthcare provider will prescribe the dose that you should take.

Reconstituted product (after mixing dry product with wet diluent) must be used within 3
hours and cannot be stored or refrigerated.

Your healthcare provider may need to take blood tests from time to time.

Talk to your healthcare provider before traveling. Plan to bring enough ADYNOVATE
for your treatment during this time.

Dispose of all materials, including any leftover reconstituted ADYNOVATE product, in
an appropriate container.

l. Prepare a clean flat surface and gather all the materials you will need for the infusion.
* Check the expiration date, and let the ADYNOVATE warm up to room
temperature.
* Wash your hands and put on clean exam gloves. If infusing yourself at home, the
use of gloves is optional.
2. Open the ADYNOVATE package by peeling away the lid. Remove the
ADYNOVATE from the package and visually inspect the contents of the product and
diluent vial. The ADYNOVATE powder should be white to off-white in color and the

diluent should not contain particles. Do not use if discoloration or particles are seen. ™

3. Place on a flat surface with the diluent vial on top. The diluent vial has a bluestripe.

-3
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4. With one hand holding the ADYNOVATE housing, press down firmly on the diluent
vial with the other hand until the system is fully collapsed and the diluent flows down
into the ADYNOVATE vial. Both vials will move into the housing when pressed. If
you don’t see the diluent transfer to the product vial, press the vials again to assure
they are completely inserted. Do not remove the blue cap until instructed in a later

step.

5. Swirl the ADYNOVATE gently and continuously until the ADYNOVATE is
completely dissolved. Do not shake. Do not refrigerate after reconstitution. Inspect
the ADYNOVATE solution for particulate matter and discoloration prior to
administration. The solution should be clear and colorless in appearance. If not, do
not use the solution and notify your healthcare provider immediately.

6. Take off the blue cap from the housing and connect the syringe. Be careful to not
inject air into the ADYNOVATE.

Ga
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7. Turn over the ADYNOVATE so that the vial containing the ADYNOVATE solution

is on top. Draw the ADYNOVATE solution into the syringe by pulling back the
plunger slowly. If the solution does not draw into the syringe, be sure that both vials
are pressed firmly together. The contents of more than one vial may be drawn into a
single, appropriately sized syringe if you are using more than one vial of
ADYNOVATE.

Disconnect the syringe from the system. Attach the infusion needle to the syringe
using a winged (butterfly) infusion set, if available. Point the needle up and remove
any air bubbles by gently tapping the syringe with your finger and slowly and

carefully pushing air out of the syringe and needle.
Apply a tourniquet and get the injection site ready by wiping the skin well with an
alcohol swab (or other suitable solution suggested by your healthcare provider or

hemophilia center).
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10. Insert the needle into the vein and remove the tourniquet. Slowly infuse the
ADYNOVATE. Do not infuse any faster than 10 mL per minute.

I'l. Take the needle out of the vein and use sterile gauze to put pressure on the infusion

site for several minutes.
I2. Remove the peel-off label from blister lid and place it in your logbook. Clean any

spilled blood with a freshly prepared mixture of 1 part bleach and 9 parts water, soap

and water, or any household disinfecting solution.
[3. Do not recap the needle. Place needle, syringe and ADYNOVATE system in a hard-

walled Sharps container for proper disposal. Do not dispose of these supplies in
ordinary household trash.

[mportant: Contact your healthcare provider or local hemophilia treatment center if you
experience any problems.

BAXALTA®, ADVATE®, ADYNOVATE®, and BAXJECT® are trademarks of Baxalta

Incorporated, a wholly-owned, indirect subsidiary of Shire plc.
SHIRE and the Shire Logo are trademarks or registered trademarks of Shire
Pharmaceutical Holdings Ireland Limited or its affiliates.

Patented: see www.shire.com/legal-notice/productpatents.
Baxalta US Inc.

Lexington, MA 0242] USA

U.S. License No. 2020

Issued 05/2018
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,SHTS OF PRESCRIBING INFORMATION
Azhlights do not include all the information needed to use
AOVATE safely and effectively. See full prescribing information
~ADYNOVATE,

ADYNOVATE, Antihemophilic Factor (Recombinant), PEGylated

“ Lyophilized Powder for Solution For Intravenous Injection,

Initial U.S. Approval: 2015

INDICATIONS AND USAGE

ADYNOVATE, Antihemophilic Factor (Recombinant), PEGylated, is a

human antihemophilic factor indicated in children and adults with
hemophilia A (congenital factor VIII deficiency) for:
*  On-demand treatment and control of bleed ing episodes
. Perioperative management
. Routine prophylaxis to reduce the frequency of bleeding episodes
Limitation of Use
ADYNOVATE is not indicated for the treatment of von Willebrand disease
(1)

DOSAGE AND ADMINISTRATION
For intravenous use after reconstitution only

* One unit per kilogram body weight will raise the factor VIII Jevel by 2%
international units per deciliter (TU per dL). Each vial of ADYNOVATE
15 labeled with the actual amount of recombinant factor VIII present in
U, (2.1)

* On-demand treatment and control of bleeding episodes and perioperative
management:

*® Estimated Increment of factor VII] (1U/dL or % of normal) = [Total
Dose (1U)/body weight (kg)] x 2 (1U/dL per IU/kg)

* Dose (1U) = Body Weight (kg) x Desired factor VIII Rise (JUAML or
% of Normal) x 0.5 (IUkg per TUAdL)

* Routine prophylaxis: Administer 40-50 JU per kg body weight 2 times a
week (Starting dose of 55 1U per kg body weight 2 times a week patients
<12 years of age with a maximum of 70 1U per kg).

¢ Inject intravenously over a period of less than or equal to 5 minutes
(maximum infusion rate 10 mL per min}. (2.3)

DOSAGE FORMS AND STRENGTHS
ADYNOVATE is available as a lyophilized powder in single-use vials
containing nominally (approximately) 250, 500, 750, 1000, 1500, 2000, or
3000 international units. (3)

7/
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CONTRAINDICATIONS ___ -
Do not use in patients who have had prior anaphylactic reaction to
ADYNOVATE, the parent molecule (ADVATEY}, mouse or hamster protein,

or excipients of ADYNOVATE. (4)

WARNINGS and PRECAUTIONS

* Hypersensitivity reactions, including anaphylaxis, are possible, Should
symptoms occur, discontinue treatment with ADYNOVATE and
administer appropriate treatment. (5.1) "

* Development of factor VIII neutralizing antibodies (inhibitors) may occur.
If expected plasma factor VIII activity levels are not attained, or if bleeding
is not controlled with an appropriate dose, perform an assay that measures
factor VIII inhibitor coneentration. (5.2, 53)

ADVERSE REACTIONS
The most commeon adverse reactions reported in >1% of subjects in the
clinical studies were headache and nausea. (6)

USE IN SPECIFIC POPULATIONS
Pediatric Use: Higher clearance, a shorter half-life and lower incremental
recovery of factor VIII has been observed in children (<12 years). Dose
adjustment or more frequent dosing based on per kg body weight may be
needed in this population.

To report SUSPECTED ADVERSE REACTIONS, contact Baxalta US
Inc. at 1-800-999-1785 or FDA at 1-800-FDA-1088 or

hitpe/fwww. fda.gov/medwatch

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labeling.

Revised: 05/2018
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

ADYNOVATE, Antihemophilic Factor (Recombinant), PEGylated, is a human
antihemophilic factor indicated in children and adults with hemophilia A (congenital
factor VIII deficiency) for:

* On-demand treatment and control of bleeding episodes

* Perioperative management

* Routine prophylaxis to reduce the frequency of bleeding episodes

Limitation of Use
ADYNOVATE is not indicated for the treatment of von Willebrand disease.

2 DOSAGE AND ADMINISTRATION

For intravenous use after reconstitution only.

2.1 Dose

Each vial label of ADYNOVATE states the actual factor VIII potency in international
units. This may be more or less than the nominal vial potency/content. One
international unit corresponds to the activity of factor VIII contained in one milliliter
of normal human plasma.

* Dosage and duration of treatment depend on the severity of factor VIII deficiency, the
location and extent of the bleeding, and the patient’s clinical condition. Careful
monitoring of replacement therapy is necessary in cases of serious or life-threatening
bleeding episodes.

* Potency assignment is determined using a one-stage clotting assay. Plasma factor VIII
levels can be monitored clinically using a one-stage clotting assay.

* Calculate the dose of ADYNOVATE based on the empirical finding that one

international unit of ADYNOVATE per kg body weight increases the plasma factor

VIII level by 2 IU per dL of plasma. Use the following formula to estimate the

expected in vivo peak increase in factor VIII level expressed as [U per dL (or % of

normal) and the dose to achieve a desired in vivo peak increase in factor VIII level:

Estimated Increment of factor VIII (IU/dL or % of normal) = [Total Dose (I U)/body
weight (kg)] x 2 (IU/dL per | Urkg)

Dose (1U) = Body Weight (kg) x Desired factor VIII Rise (1U/dL or % of Normal) x 0.5
(1U/kg per 1U/dL)

* Patients vary in their pharmacokinetic (e.g., clearance, half-life, in vivo recovery) and
clinical response. Base the dose and frequency of ADYNOVATE on the individual

clinical response. g
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On-demand Treatment and Control of Bleeding Episodes

A guide for dosing of ADYNOVATE for the on-demand treatment and control of
bleeding episodes is provided in Table 1. Maintain plasma factor VIII activity level at or
above the described plasma levels (in U per dL or % of normal).

Table 1: Dosing for On-demand Treatment and Control of Bleeding Episodes

Target ]
Factor VIII . - " -
/ » equency of Dosin uration o era
Type of Bleeding Level R?s'e FeRiency e a py
(TU/dL (IU/kg) (hours)
or % of
normal)

Minor

Early hemarthrosis, mild Until the bleeding is

_ : D
muscle bleeding, or mild 90 e 12-24 resolved
oral bleeding episode.
Moderate
Muscle bleeding,
moderate bleeding into the 30-60 15-30 12-24 Until the bleeding is

oral cavity, definite resolved
hemarthroses, and known

trauma.

Major

Significant
gastrointestinal bleeding,
intracranial, intra-
abdominal or intrathoracic
bleeding, central nervous 60-100 30-50 8-24
system bleeding, bleeding
in the retropharyngeal or
retroperitoneal spaces or
iliopsoas sheath, fractures,
head trauma, ]

*  Dose (IUlkg) = Desired factor VIII rise (IU/dL or % of normal) x 0.5 (IU/kg per IU/dL)

Perioperative Management

A guide for dosing ADYNOVATE during surgery (perioperative management) is
provided in Table 2. Consideration should be given to maintain a factor VIII activity at
or above the target range.

Until bleeding is
resolved.




Table 2: Dosing for Perioperative Management

Type of Surgery Factor VIII Dose Frequency of Doses Duration of ]
Level Required | (IU/kg) (hours) Treatment |
(% of normal ‘
or IU/dL)
Minor Within one hour before Single dos; orrepeak as
Including tooth surgery. pceded until bleeding
extraction 60-100 30-50 is resolved.
Repeat after 24 hours if :
necessary '
Major Within one hour before Until adequate wound
the operation to achieve healing

Intracranial, intra-

abdominal, or 100% activity.

intrathoracic surgery, 80-120
joint replacement (pre- and post- | 40-60 | Repeatevery 8 to 24
surgery operative) hours (6 to 24 hours for

patients <12 years of age)
to maintain FVIII activity
l within the target range

Routine Prophylaxis

Administer 40-50 IU per kg body weight 2 times per week in children and adults (12
years and older). Administer 55 IU per kg body weight 2 times per week in children (< 12
years) with a maximum of 70 IU per kg. Adjust the dose based on the patient’s clinical

response.
2.2 Preparation and Reconstitution

Preparation
* Do not remove ADYNOVATE or diluent vials from the external housing.

* Examine the packaging containing ADYNOVATE to ensure no damage or peeling of
the lid is evident. Do not use if the lid is not completely sealed on the blister.

* Use aseptic technique (clean and germ free) and a flat work surface during the
reconstitution procedure.

Reconstitution

I Allow the ADYNOVATE package to reach room temperature before use.

2. Open the package by peeling away the lid. Remove ADYNOVATE from the package
and verify that the expiration date on the label has not passed and the potency unit
number is same as expected. [nspect parenteral drug products for discoloration and
particulate matter. The ADYNOVATE powder should be white to off-white in color
and the diluent free from foreign particles. Do not use if the criteria are not met.

3. Place the ADYNOVATE on a flat surface with the diluent vial on top (Figure A). The
diluent vial has a blue stripe. Do not remove the blue cap until instructed in a later

step.




246
LI :.-.‘\

Figure A

Sterile water vinl

YHOVATE vial

4. With one hand holding the ADYNOVATE housing, press down firmly on the diluent
vial with the other hand unti] the system is fully collapsed and the diluent flows down
into the ADYNOVATE vial (Figure B). Do not tilt the system until the transfer is
complete.

Figure B

5. Verify that diluent transfer s complete. Swirl gently until the powder is completely
dissolved (Figure C). Do not shake. Do not refrigerate after reconstitution.

Figure C

2.3 Administration

* Visually inspect the reconstituted ADYNOVATE solution for particulate matter and
discoloration prior to administration, whenever solution and container permit. The
final ADYNOVATE solution should be clear and colorless. Do not use if particulate
matter or discoloration is observed.

* Administer ADYNOVATE as soon as possible, but no later than 3 hours after
reconstitution.
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Administration Steps: .
I. Remove the bjue cap from the housing. Connect the syringe to the system (Figure D).

Do not inject air into the ADYNOVATE.

2. Turn the system upside down (ADYNOVATE vial now on top). Draw the
ADYNOVATE solution into the syringe by pulling the plunger back slowly (Figure
E).

Figure E

instructed. I a patient is to receive more than one ADYNOVATE -BAXJECT [11
System or a combination of an ADYNOVATE -BAXJECT [I'and an ADYNOVATE -
BAXJECT 111 System, the contents may be drawn into the same syringe.

4. Administer ADYNOVATE intravenously over a period of less than or equal to 5
minutes (maximum infusion rate 10 m[, per min).

3 DOSAGE FORMS AND STRENGTHS

ADYNOVATE is a lyophilized powder in single-use vials containing nominally
(approximately) 250, 500, 750, 1000, 1500, 2000, and 3000 International Units (Iy,
units). The 250-1500 [U strengths come with 2 ml. Sterile Water for Injection (sWFI):
the 2000 and 3000 [U strengths come with § mL of sWFI. The actual factor VIII
potency/content is labeled on each ADYNOVATE vial.



The potency assignment employs a factor VIII concentrate standard that is referenced to a
WHO (World Health Organization) international standard for factor VIII concentrates
and is evaluated by appropriate methodology to ensure accuracy of the results.

4 CONTRAINDICATIONS

ADYNOVATE is contraindicated in patients who have had prior anaphylactic reaction to
ADYNOVATE, to the parent molecule (ADVATE), mouse or hamster protein, or
excipients of ADYNOVATE (e.g. Tris, mannitol, trehalose, glutathione, and/or
polysorbate 80).

5 WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity Reactions

Hypersensitivity reactions are possible with ADYNOVATE. Allergic-type
hypersensitivity reactions, including anaphylaxis, have been reported with other
recombinant antihemophilic factor VIII products, including the parent molecule,
ADVATE. Early signs of hypersensitivity reactions that can progress to anaphylaxis may
include angioedema, chest tightness, dyspnea, wheezing, urticaria, and pruritus,
Immediately discontinue administration and initiate appropriate treatment if
hypersensitivity reactions occur.

3.2 Neutralizing Antibodies

Formation of neutralizing antibodies (inhibitors) to factor VIII can occur following
administration of ADYNOVATE. Monitor patients regularly for the development of
factor VIII inhibitors by appropriate clinical observations and laboratory tests. Perform an
assay that measures factor VIII inhibitor concentration if the plasma factor VIII level fails
to increase as expected, or if bleeding is not controlled with expected dose.

5.3 Monitoring Labo ratory Tests

* Monitor plasma factor VIII activity by performing a validated one-stage clotting
assay (o confirm the adequate factor VIII levels have been achieved and
maintained [see Dosage and Administration (2)].

* Monitor for the development of factor VIII inhibitors. Perform the Bethesda
inhibitor assay to determine if factor VIII inhibitor is present. If expected factor
VIII activity plasma levels are not attained, or if bleeding is not controlled with
the expected dose of ADYNOVATE, use Bethesda Units (BU) to determine

inhibitor levels.

6 ADVERSE REACTIONS

The most common adverse reactions (>1% of subjects) reported in the clinical studies
were headache and nausea.
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6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions,
rates observed in the clinical trials of a drug cannot be directly compar
clinical trials of another drug and may not reflect the rates observed in

adverse reaction
ed to rates in
practice.

The safety of ADYNOVATE was evaluated in 237 previously treated patients (PTPs) and

6 previously untreated patients (PUPs) with severe hemophilia A (factor VIII less than
1% of normal), who received at least

one dose of ADYNOVATE

in 3 completed multi-
cal studies. The median

center, prospective, open label clinical studies and 4 ongoing clini
duration of participation per subject was 401 (min-max: 3-1034) days and the median

number of exposure days to ADYNOVATE per subject was 111 (min-max: 1-322). Table
3 lists the adverse reactions reported during clinical studies,

Table 3: Adverse Reactions Reported for ADYNOVATE
Number | Rate of 7
of | AEs per

Subjects | 100
n (%) | Infusions i’

(N=243) | (N=30865L('
|

MedDRA
Preferred Term

MedDRA
System Organ Class

s . . Diarrhea 1(0.4%) | 0.003
Gastrointestinal Disorders T 5 (O.S%J_L_____O._l&(g - .-[
Immune System Disorder Hypersensitivity® [ 1(04%) | 0.003 .y
Nervous System Disorders Headache 5(2.1%) |  0.026 (
Skin and Subcutaneous Tissue Disorders| Rash 1 (0.4%) .L___O_._{_J_US .
Vascular Disorders | Flushing [ (04%) | 0.003 |

ous rash, occurring in one 2-year old patient wio had developed a

' The event of hypersensitivity was a mild transient non-seri
previous rash while on ADYNOVATE.

Two cases of acute pancreatitis, with no precipitating cause identified in one case, w
reported in adults during an extension study of the clinical trial which evaluated 137
subjects. Administration of ADYNOVATE continued and both cases resolved.

cre

0.2 Immunogenicity

The risk of the development of factor VIII inhibitors with the use of ADYNOVATE was
evaluated in 3 completed and 4 ongoing clinical trials. Subjects consisted of adolescent
and adult (n= 148 with >150 prior EDs) and pediatric PTPs [(<6 years of age with >50
prior EDs (n= 32), >6 years of age with >150 prior EDs (n=57)], and pediatric PUPs
(n=6). In 191 adult and pediatric PTPs who were treated for at least 50 exposure days
with ADYNOVATE, the factor VIII inhibitor frequency was ( (95% Cl of 0 to 0.019),
One PUP subject from an ongoing study, who received at least one in fusion of
ADYNOVATE, developed neutralizing antibodies to factor VIII.

Immunogenicity also was evaluated by measuring the development of binding IgG and
[gM antibodies against factor VIII, PEGylated (PEG)-factor VIII, PEG and Chinese
hamster ovary (CHO) protein using validated ELISA assays. The majority of subjects
(238/243) with at least one infusion of ADYNOVATE did not develop a persistent
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binding antibody response to any of these antigens. Twenty-eight subjects in total showed
pre-existing antibodies to factor VIII (n=3), PEG-factor VIII (n=25) and/or PEG (n=3)
prior to the first exposure to ADYNOVATE. Thirteen subjects who tested negative at
screening developed transient antibodies against factor VIII (n= 6), PEG-FVIII (n=28) at
one or two consecutive study visits. Antibodies were transient and not detectable at
subsequent visits. Five subjects showed positive results for binding antibodies at study
completion or at the time of data cutoff, Binding antibodies that were detected prior to
cxposure to ADYNOVATE, that transiently developed during the trial or were still
detectable at study completion or data cutoff could not be correlated to any impaired
treatment efficacy or altered PK parameters. There was no causal relationship between
observed adverse events and binding antibodies except in one subject where a causal
relationship cannot be ruled out based on available data. No subject had pre-existing or
treatment-emergent antibodies to CHO protein.

The detection of antibodies that are reactive to factor VIII is highly dependent on many
factors, including: the sensitivity and specificity of the assay, sample handling, timing of
sample collection, concomitant medications and underlying disease. For these reasons,
comparison of the incidence of antibodies to ADYNOVATE with the incidence of
antibodies to other products may be misleading.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

There are no data with ADYNOVATE use in pregnant women to inform a drug-
associated risk. Animal reproduction studies have not been conducted with
ADYNOVATE. It is unknown whether ADYNOVATE can cause fetal harm when
administered to a pregnant woman or can affect reproduction capacity, ADYNOVATE
should be given to a pregnant woman only if clearly needed.

In the U.S. general population, the estimated background risk of major birth defect and
miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.
8.2 Lactation

Risk Summary

There is no information regarding the presence of ADYNOVATE in human milk, the
effect on the breastfed infant, or the effects on milk production. The developmental and
health benefits of breastfeeding should be considered along with the mother’s clinical
need for ADYNOVATE and any potential adverse effects on the breastfed infant from
ADYNOVATE or from the underlying maternal conditjon.

8.4 Pediatric Use

Safety and efficacy studies have been performed in 91 previously treated, pediatric

patients age | year to <18 years who received at least one dose of ADYNOVATE as part. =

of routine prophylaxis, on-demand treatment of bleeding episodes, or perioperative
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management. Adolescent subjects age 12 to <18 (n=25) were enrolled in the adult and
adolescent safety and efficacy trial, and subjects <12 years of age (n=66) were enrolled in
a pediatric trial. The safety and efficacy of ADYNOVATE in routine prophylaxis and
the treatment of bleeding episodes were comparable between children and adults. [see
Clinical Studies (14)]

Pharmacokinetic studies in children (<12 years) have demonstrated higher clearance, a
shorter half-life and lower incremental recovery of factor VIII compared to adults.
Because clearance (based on per kg body weight) has been demonstrated to be higher in
children (<12 years), dose adjustment or more frequent dosing based on per kg body
weight may be needed in this population. [see Clinical Pharmacology (12.3)]

8.5 Geriatric Use
Clinical studies of ADYNOVATE did not include subjects aged 65 and over.

11 DESCRIPTION

ADYNOVATE, Antihemophilic Factor (Recombinant), PEGylated, is formulated as a
sterile, non-pyrogenic, white to off-white lyophilized powder for reconstitution for
intravenous injection. The product is supplied in single-use vials containing nominal
(approximate) potencies of 250, 500, 750, 1000, 1500, 2000, or 3000 international units
(IU). Each vial of ADYNOVATE is labeled with the actual factor VIII activity in [U
determined using one-stage clotting assay, using a reference material calibrated against a
World Health Organization (WHO) International Standard for factor VIII concentrates.
One IU, as defined by the WHO standard for blood coagulation factor VIII, human, is
approximately equal to the level of factor VIII activity found in 1 mL of fresh pooled

human plasma.

When reconstituted with 2 mL or 5 mL sterile water for injection, the final solution
contains the following excipients and stabilizers in targeted amounts per mL of

reconstituted product:

2 mL SmL
Reconstitution Reconstitution
Stabilizer and Excipient (f(;;;g,ﬂl’:&?’lzf)o' (Rt 29:!3;_;300 ol
Target (per mL)
(per mL)
Tris (hydroxymethyl) aminomethane 3.05 mg 122 mg
Calcium Chloride 0.60 mg 0.24 mg
Mannitol 80 mg 32 mg
Sodium Chloride 13.15 mg 5.26 mg
Trehalose Dihydrate 20 mg 8 mg
Glutathione 0.2 mg 0.08 mg B
Histidine 3.90 mg 1.56 mg -
Polysorbate 80 0.25 mg 0.10mg ==
/AN
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ADYNOVATE contains no preservative, The specific activity of ADYNOVATE is
2700 - 8000 [U/mg protein.

ADYNOVATE is a recombinant full-length human coagulation factor V111 (2,332 amino
acids with a molecular weight (MW) of 280 kDa) covalently conjugated with one or more
molecules of polyethylene glycol (MW 20 kDa) [see Clinical Pharmacology (12.1)]. The
therapeutic activity of ADYNOVATE is derived from its parent drug substance,
ADVATE [Antihemophilic Factor (Recombinant)]. which is produced by recombinant
DNA technology from the CHO cell line. ADVATE is purified from the culture medium
using a series of chromatography columns. The purification process includes an
immunoaffinity chromatography step in which a monoclonal antibody directed against
factor VIII is employed to selectively isolate the factor VIII from the medium. The
production process includes a dedicated, viral inactivation solvent-detergent treatment
step. The ADVATE molecule is then covalently conjugated with the polyethylene glycol,
which mainly targets lysine residues.

The cell culture, pegylation, purification process and formulation used in the manufacture
of ADYNOVATE do not use additives of human or animal origins.

12 CLINICAL PHARMACOLOGY

12.1  Mechanism of Action

ADYNOVATE, a PEGylated form of recombinant antihemophilic factor (ADVATE),
[see Description (11)], temporarily replaces the missing coagulation factor VIII needed
for effective hemostasis in congenital hemophilia A patients. ADYNOVATE exhibits an
extended terminal half-life through pegylation of the parent molecule, ADVATE, which
reduces binding to the physiological factor VIII clearance receptor (LRP1).

12.2 Pharmacodynamics

Hemophilia A is a disorder characterized by a deficiency of functional coagulation factor
VI, resulting in a prolonged, patient plasma clotting time as measured by the activated
partial thromboplastin time (aPTT). Treatment with ADYNOVATE normalizes the aPTT
over the effective dosing period. The administration of ADYNOVATE increases plasma
levels of factor VIII and can temporarily correct the coagulation defect in hemophilia A
patients.

12.3  Pharmacokinetics

The pharmacokinetics (PK) of ADYNOVATE were evaluated in a multi-center,
prospective, open label clinical trial and compared with ADVATE in 26 subjects prior to
initiation of prophylactic treatment with ADYNOVATE and in 22 subjects after 6 months
of treatment with ADYNOVATE. A single dose of 45 1U/kg was utilized for both
products. The PK parameters, as shown in Table 4, were based on plasma coagulation
factor VIII activity measured by the one-stage clotting assay and are presented by age
groups.



Incremental recovery was comparable between both products. The PK parameters
determined after 6 months of prophylactic treatment with ADYNOVATE were consistent

with the initial parameter estimates.

Pediatric Pharmacokinetics

Pharmacokinetic parameters calculated from 39 subjects <18 years of age (intent-to-treat
analysis) are available for 14 children (2 to <6 years), 17 older children (6 to <12 years)
and 8 adolescent subjects (12 to <18 years of age), as shown in Table 4. The mean
clearance (based on body weight) of ADYNOVATE was higher and the mean half-life
was lower in children <12 years of age than adults. A dose adjustment may be required
in children <12 years of age.

Table 4: Pharmacokinetic Parameters
(Arithmetic Mean + SD)

Pediatric Adult and Adolescent
PK Parameters <6 years 6to<I2years | 12to<I18 years |  >18 years
N=14 N=17 N=§ N=18
;‘3"‘“”‘31 e J 12.4 £ 1.67 13.43 + 4,05 14.69 + 3.79
MRT [h] [ 17.0£3.5] ] 17.8 +2.40 17.96 + 5.49 20.27 4 5.23
CL [mL/(kg-h)] , 3.53 4 1.29 ‘ 3.11+0.76 (i'f;?:g;;)b 2274084
Incremental
NA® NA®
Recovery 2.12+0.60 2.66 + 0.68
[AUALY (UK | (1-88%0.49) (1.93 + 0.48)
AUCO-Im" c
| [1U-WdL] J 1950 + 758 j 2010 + 493 1642 + 752 2264 + 729
}ﬁs [dL/kg] | 097023 | 13592034 0.56 +0.18 0.43£0.11
NA® NA®
Cnax [1U/dL] (115 £ 30) ‘ (115 + 33) 95 + 25 122 + 29
Tinax [h] 5 | . 026+0.10 | 046+029

the maximum concentration,
* NA, Not applicable as Incremental Recovery and Cmax in children were determined by individual PK. Results

determined by individual PK are con tained in parenthesis
b Estimated mean and SD calculated not including one subject whose clearance estimate was | 1.8 mL/(kg-h).

Median including all subjects is 2.78 mL/(kg h).
13 NONCLINICAL TOXICOLOGY

13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term studies in animals to evaluate the carcinogenic potential of ADYNOVATE or

studies to determine the effects of ADYNOVATE on genotoxicity or fertility have not
been performed.
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14 CLINICAL STUDIES

Original Safety and Efficacy Clinical Trial

The safety, efficacy, and PK of ADYNOVATE were evaluated in a multicenter, open-
label, prospective, non-randomized, two-arm clinical trial that compared the efficacy of a
twice weekly prophylactic treatment regimen to on-demand treatment and determined
hemostatic efficacy in the treatment of bleeding episodes. A total of 137 male PTPs (12
to 65 years of age) with severe hemophilia A received at least one infusion with
ADYNOVATE. Twenty-five of the 137 subjects were adolescents (12 to less than 18
years of age).

Subjects received either prophylactic treatment (n = [20) with ADYNOVATE at a dose
of 40-50 IU per kg twice weekly or on-demand treatment (n=17) with ADYNOVATE at
a dose of 10-60 IU per kg for a 6-month period. The mean (SD) dose per prophylaxis
infusion was 44.4 (3.9) U per kg with a median dosing interval of 3.6 days. There were
91 out of 98 (93%) subjects previously treated prophylactically prior to enrollment, who
experienced a reduction in dosing frequency during routine prophylaxis in the trial, with a
median reduction of 33.7% (approximately one more day between doses). One hundred
cighteen of 120 (98%) prophylaxis subjects remained on the starting recommended
regimen without dose adjustment, and 2 dubjects increased their dose to 60 [U/kg during
prophylaxis due to bleeding in target joints.

On-demand Treatment and Control of Bleeding Episodes

A total of 518 bleeding episodes were treated with ADYNOVATE in the per-protocol
population, i.e. dosed according to the protocol specific dosing requirements. Of these,
361 bleeding episodes (n=17 subjects) occurred in the on-demand arm and 157 (n=61
subjects) occurred in the prophylaxis arm. The median dose per infusion to treat all
bleeding episodes in the per-protocol population was 29 (Q1: 20.0; Q3:39.2) IU per kg.
The median dose per infusion to treat a minor, moderate, or severe/major bleeding
episode in the per-protocol population was 25.5 (Q1: 16.9; Q3:37.6) IU/kg, 30.9
(Q1:23.0; Q3: 43.1) [U/kg, or 36.4 (Q1I: 29.0; Q3: 44.5) U/kg, respectively.

A total of 591 bleeding episodes were treated with ADYNOVATE in the treated
population, which was identical to the safety analysis set of subjects assigned to routine
prophylaxis or on-demand treatment with ADYNOVATE and who received at least one
dose of the product. Of these, 361 bleeding episodes (n=17 subjects) occurred in the on-
demand arm and 230 bleeding episodes (n=75 subjects) occurred in the routine
prophylaxis arm. Efficacy in control of bleeding episodes is summarized in Table 5.
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Table 5: Summary of Efficacy in Control of Bleeding (Treated Population)

Bleeding Episode Etiology All Joint Non-joint
Number of bleeds treated 591 455 o 136 "
Number of infusions | infusions: 85.4% 85.9% 83.8%
to treat bleeding 2 infusions: 10.8% 10.8% 11.0%
e Total (1 or 2 96.2% 96.7% 94.8%

infusions):
Rate of success to Giellsiitas
treat bleeding . 95.3% 95.8% 93.4%
y . good
episodes

* Excellent defined as ful relief of pain and objective signs of bleeding cessation; Good defined as definite pain reliet’
and/or improvement in signs of bleeding; Fair defined as probable and/or slight relief of pain and slight improvement
in signs of bleeding after a single infusion. Required more than 1 infusion for complete resolution; None defined as

no improvement or condition worsened.
Routine Prophylaxis
A total of 120 subjects (treated population) received a twice a week regimen in the
prophylaxis arm, and an additional 17 subjects were treated episodically in the on-
demand arm. In the treated population, the median [mean] annualized bleed rate (ABR)
in the on-demand treatment arm was 41.5 [40.8] compared to 1.9 [4.7] while on a twice a
week prophylaxis regimen (Table 6). In the per-protocol population, the median [mean|
annualized bleed rate (ABR) in the on-demand treatment arm was 41.5 [40.8] compared
to 1.9 [3.7] while on a twice a week prophylaxis regimen. Using a negative binomial
model to estimate the ABR, there was a significant reduction in the ABR (p <0.0001) for
subjects in the prophylaxis arm compared to the on-demand arm.

Table 6: Annualized Bleed Rate by Treatment for > 12 years of age
(Treated Population)

Bleeding Episode On-Demand Treatment Routine Prophylaxis Treatment
Etiology Median Mean (SD) Median Mean (SD)
Overall 41.5 40.8 (16.3) 1.9 47(86) |
Joint 38.1 34.7 (15.1) 0.0 2.9 (8.0)
| Non-Joint 3.9 6.1 (6.7) 0.0 1.8 (3.0) {
| Spontaneous 21.6 26.0 (19.6) 0.0 2.9 (7.1)
| Traumatic 9.3 14.9 (15.3) 0.0 1.8 (3.1)

In the treated population, the median [mean] ABR for the 23 adolescent subjects age 12
to <I8 years of age on routine prophylaxis was 2.1 [5.2] compared to a median [mean]
ABR of 1.9 [4.6] for the 97 subjects 18 years and older. Reduction in ABR between the
treatment arms was observed regardless of baseline subgroups examined, including age,
presence or absence of target joints, and pre-trial treatment regimen. The majority of the
bleeding episodes during prophylaxis (95%) were of minor/moderate severity. Forty-five
out of 120 subjects (38%) experienced no bleeding episodes and 68 out of 120 su bjects
(57%) experienced no joint bleeding episodes in the prophylaxis arm. Of those subjects
who were compliant to regimen (per-protocol population), 40 out of 101 subjects (40%)
experienced no bleeding episodes. All subjects in the on-demand arm experienced a

bleeding episode, including a joint bleeding episode.




Routine Prophylaxis Clinical Trial in Pediatric Subjects (<12 years of age)

The safety and efficacy of ADYNOVATE was evaluated in a total of 73 pediatric PTPs
with severe hemophilia A, of which 66 subjects were dosed (32 subjects aged <6 years
and 34 subjects aged 6 to <12 years) in a separate pediatric clinical trial. The prophylactic
regimen was 40 to 60 [U/kg of ADYNOVATE twice a week, with a mean (SD) dose of
51.1 IU/kg (5.5). The median [mean] overall ABR was 2.0 [3.61] for the 66 subjects in
the treated population and the median [mean] ABRs for spontaneous and joint bleeding
episodes were both 0 [1.18 and 1.12, respectively]. Of the 66 subjects treated
prophylactically, 25 (38%) experienced no bleeding episodes, 44 (67%) experienced no
spontancous bleeding episodes, and 48 (73%) experienced no joint bleeding episodes.

Of the 70 bleeding episodes observed during the pediatric trial, 82.9% were controlled
with 1 infusion and 91.4% were controlled with 1 or 2 infusions. Control of bleeding was
rated excellent or good in 63 out of 70 (90%) bleeding episodes. The definitions of
excellent or good in the pediatric clinical trial were unchanged as compared to the
previously conducted prophylaxis clinical trial in adolescent and adult subjects.

Perioperative Management Clinical Trial

Eleven major surgical procedures (3 knee replacements, 2 arthroscopic synovectomies,

| cyst extirpation, | port placement, 1 gastric band placement, and 3 multiple tooth
extractions including | radicular cyst removal) and 4 additional minor surgeries

(1 synoviorthesis, | radiosynovectomy, 1 tooth extraction, 1 dermatological surgery)
were performed in 15 subjects. The preoperative loading dose ranged from 36 1U/kg to
99 1U/kg (median: 65 1U/kg) and the total postoperative dose ranged from 177 [U/kg to
769 1U/kg (median: 305 [U/kg). The median total dose for major surgeries was 362 [U/kg
(range: 237-863 1U/kg) and the median total dose for minor surgeries was 97 IU/kg
(range: 73-119 [U/kg).

Perioperative hemostatic efficacy was rated as excellent (blood loss less than or equal to
that expected for the same type of procedure performed in a non-hemophilic patient, and
required blood components for transfusions less than or similar to that expected in non-
hemophilic population) for all 15 (11 major, 4 minor) procedures. The median (QR)
observed intraoperative blood loss (n=10) was 10.0 (Q1: 5.0, Q3: 50.0) mL compared to
the predicted average blood loss (n=11) of 50.0 (Q1: 6.0, Q3: 150.0) mL for major

surgeries.
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16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied
ADYNOVATE in a BAXJECT III system is packaged with 2 mL or 5 mL of Sterile
Water for Injection, one Terumo Microbore Infusion set (2 mL only), one full prescribing
physician insert and one patient insert. Components not made with natural rubber latex.

ADYNOVATE is available in single-use vials that contain the following nominal product

strengths:
Carton NDC | Carton NDC
Nominal | Potency Color (Includes 2 mL. | (Includes 5 mL
Strength Code sWFI sWFI
Diluent) Diluent)

250 IU Light Blue 0944-4622-01

500 IU Pink 0944-4623-01

750 1U Red 0944-4626-01

1000 U Light Green 0944-4624-01

1500 IU Purple 0944-4627-01

2000 IU Orange 0944-4625-01
3000 IU Silver 0944-4628-01

Actual factor VIII activity in U is stated on the label of each ADYNOVATE carton and
housing.

Storage and Handling

* Store ADYNOVATE in powder form at 2°C to 8°C (36°F to 46°F).

¢ Do not freeze.
ADYNOVATE may be stored at room temperature not to exceed 30°C (86°F) for a

period of up to 3 months not to exceed the expiration date. If stored at room
temperature, write the date on the carton when ADYNOVATE is removed from

refrigeration.
After storage at room temperature, do not return the product to the refrigerator.

Do not use beyond expiration date printed on the carton or housing.
Store ADYNOVATE in the original box and protect from extreme exposure to light.

L]
L

17 PATIENT COUNSELING INFORMATION

Advise patients to:
Read the FDA-approved patient labeling (Patient Information and Instructions for

Use).
Call their healthcare provider or go to the emergency department right away if a

hypersensitivity reaction occurs. Early signs of hypersensitivity reactions may include
rash, hives, itching, facial swelling, tightness of the chest, and wheezing. Advise



patients to discontinue use of the product if these symptoms occur and seek
immediate emergency treatment.

e Contact their healthcare provider or treatment facility for further treatment and/or
assessment if they experience a lack of a clinical response to factor VIII therapy
because this may be a sign of inhibitor development.

»  Advise patients to consult with their physicians or healthcare provider prior to travel.
While traveling, advise patients to bring an adequate supply of ADYNOVATE based
on their current regimen of treatment.

To enroll in the confidential, industry-wide Patient Notification System, call 1-888-873-
2838.

BAXALTAY, ADVATE®, ADYNOVATE®, and BAXJECT® are trademarks of Baxalta
Incorporated, a wholly-owned, indirect subsidiary of Shire plc.

SHIRE and the Shire Logo are trademarks or registered trademarks of Shire
Pharmaceutical Holdings Ireland Limited or its affiliates.

Patented: see https://www.shire.com/legal-notice/product-patents

Baxalta US Inc.
Lexington, MA 02421 USA
U.S. License No. 2020
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J10 ULOTO OrasAy He BEAKMena Bes indopmauis, Heodxiana aan

femmeunoro  Ta  edeKTHBHOMD  3ACTOCYBAWHA  Mpenapary

AJMHOBEAT. Jlug. noBuy iucTpykuilo 3 MCAH4YHOMO

3acrocypanns npenapary AIJMHOBAT.

AJIMHOBENT, awruremodinenuil pakrop (pekombunautuuii),

NENMwisosanuil diodiaizopannii nopowok ans npuroTybanHf

POIUHIY AR BEYTPIIHLOBCHHOTD BBEACH NS,

Bnepue cxsanenni 8 CHIA: 2015

IMOKA3AHHSA TA 3ACTOCYBAHHA

AJMHOBEIT, aururemodincuuil  daxiop (pexombGunanTiusi),

[EM wiboBanuii, ¢ anTureModinbimuy Gasropom, nokasauuii AiTaM Ta

nopocaum 3 remodinicio A (pospkernit nediunT paktopy VI s

o Bseneuns B pasi noTpeOH Ta VIS KOHTPOJIO €Ni30iB KPOBOTEHI

e [lepuonepauiitHe BeacHHA

e Perynapua npoiUlakTHKa 04 3MEHUIEHHA 4acToTH eni3ois
kpoBoTedl. OGMEAECHHA A0 3aCTOCYBAHHA

AJTMHOBEHT we noxazanuii 114 3aCTOCYBAHHA Y 3B'MIKY 3

xsopoforo BinneGpanaa. (1)

JIO3A TA CHOCIE 3ACTOCYBAHHA

TiaLku 418 BEYTPIIHLOBEHHOIO BBEICHHS MiCA BUIHOBJICHHA

po3uuny

«  OuHa OAMHHUA Ha KiNOrpaMm mack Tina 3Ginemye pisers haKTopy
VIII wa 2%, MiOKHAPOAHMX OMHMIL Ha ackamtp (MO/mn),
Kosnuit raxon npenapaty AJHHOBENT maprosauuii, i3
Ja3naverHaM dakTHuHOi KinekocTi pexomGinarTtHoro dakTopy
VIIL 8 MO, (2.1)

« Boeneuna b pasi HEOBXIHOCTE T8 KOHTPOIL EMi30IB KPOBOTEHI,
A TAKOA MepHonepatliiHe BEACHHA:

« 32 ouinkow, 30inswenns sMicty daktopy VI (MO/an abo
% sia Hopmu) = [3aranesa noza (MO)/maca Tina (kr)] x 2
(MO/an va MO/kr)

*  Jlosa (MO) = maca Tina (kr) x Gaxane 36inblenns dakropy
VI (MO/1 abo % sia nopmu) x 0,5 (MO/kr na MO/mun)

e Perynapua npodinaxtuka: Beoauru no 40 - 50 MO Ha kr mMacH
Tina Ba pasu Ha TIDKACHE (nouarkoea jola 55 MO na kr macu
Tina ABiYi HA THKIEHL NALIEHTAM BIKOM <12 POKIB, MAKCHMANIBHA
no3a - 70 MO na kr).

o BBOJANTH BHYTPILIHEOBENHO NPOTATOM MEPIOY TPHBANICTIO 10 5
XB. (MAKCHMAIbHA WBKHAKICTs BBecHHA 10 Ma/xs.). (2.3)

JIIKAPCBLKI ®OPMH TA JIO3YBAHHA
ATUHOBENUT ¢ niodinizosanuM nopowkoM B 0JHOP3OBHX
nakoHax 3 HOMIHANBHHM BMICTOM (npuGaw3HO) 250, 500, 750, 1000,
1500 afio 2000 MixnapoaHuX omHHULL. (3)

MOBHA [HOOPMAIIA 3 MEIHYHOI'O 3ACTOCYBAHHIL:
IMICT

INOKA3AHHSH TA 3ACTOCYBAHHA
JIO3A TA CIIOCIB 3ACTOCYBAHHA

Hosa
[MigroToska T2 NPHIOTYBAHHA BIAHOBASHOTO POIUHHY

Beenenus
JIIKAPCBKI @OPMH TA JO3YBAHHA

NPOTHITIOKAZAHHA

[IONEPE/JIAEHHS TA 3AITIOBDKHI 3AX0/IH
Peakuii miasHILEeHoT Yy TAHBOCTI

Heftpanizyioui aHTHTIIa

MOHITOpHHT pe3ysTaTis nabopaTopHIX aHanilis
HEBAMKAHI PEAKILIT

Jlocein, naGyTHil B KATHIYHUX 10CTIIKEHHAX
IMyHOTEHHICTE

JACTOCYBAHHA B
OCOBJIMBHX ITOIYJIALII
8.1 BaritHicTs

8.2 Jlaxrauis

84 Jlitk Ta MAMITKH

8.5 [MawieHTH NOXHAOTO BIKY

11 OINnMcC

12 KJIHIYHI ®APMAKOJIOTHHI ITOKA3ZHHKH
12 1 Mexanizm mii

12.2Papmakoanuamitiil NOKaIHHKH

12 3MapMakoKiHETHYHI MOKAIHHKH

b —

e b —

G N LALA LU B W BRI N
o g da

TEPAIIII MAIIEHTIB

NPOTHTIOKA3AHHSA
He sactocosyeari JUia NpoBejeHHs Tepamii y  MauiedTis i3
aHaQinaKTHYHOW PEAKicl0 B aHamHesl Ha AJHHOBEMT, nepeicuy
monexyny (AJIBAT), Ginok mmmeii ui xoum'skin afio na JomomixHi
pewoiiH B cxuiani npenapary AIIMHOBEMT. (4)

[ONEPEJKEHHS 1a 3AITOBLRKHI 3AXO/AH

«  Peakuil MiZBHIEHOT YYTAMBOCTI, BKMOYHO 3 AHA(IIAKTHHHMIL
PEAKIIAMH, € MOAUHBHMI. Y BHIAIKY 1103DM CHMITOMIR €111
APHIHHITH N0AQLIIE 3ACTOCYBAHHA Npenapaty AJIMHOBENT 1
MpH3HAYNTH Bi/UIOBIAHE NikyBanus. (3.1)

o  Moxinsa noasa aHTHTIA (iHriGitopis), mwo ueffrpanisyiots dakTtop
VIII. flkwo odikysaoi aktueocti daxropy VIII 8 maasmi kpoi
J0CAITH He BAACTECA, ab0 AKIO HAnEKHA K032 He 3alesneuye
KOHTPOIL KPOBOTEHi, CAiN NPOBECTH ananis Ha KOHLEHTPALIID
inriGitopie axropy VIIL (5.2, 5.3)

HEBAKAHI PEAKIIT
HafiqacTimmsi HeBaKaHUMI peakuiaMK, axi cnoctepirany y nonan 1%
NALIEHTIB B KAIHIYHIX 0CTULKEHHAX, Oy ronosnuii Gink Ta Hylota. (6)

JACTOCYBAHHS B TEPAIT IAIIEHTIB OCOL/THBITX
TOILYJISL

Jlitu 1a mignitks: Y aited (sikom <12 POKIB) CTIOCTEPIrAETLCA BILLIL

piBeHs KIpCHCY, KOPOTIHA nepiol HaniBBMBCACHHA Ta MOBLIBHIIME

spoctanua emicry paxtopy VIIL Jlnz uie nonynauii moxe Oy

HeOOXIIHHMM KOPHIYBAHHA 1031 a00 HacTilie BECACHHA, B pOIPAXyHKY Ha

K MAcH TuIa.

Jlas nosizomaenns npo NILAO3PHOBAHI HEBAKAHI PEAKILIT
cnia 3sepuyTnes A0 komnanii Baxcanra I0C Ink. (Baxalta US Inc.),
renedon 1-800-999-1785 abo a0 FDA (¥YnpasaiHud (1POAOBOALCTBEA |
seaukamenTin), Tenedon 1-800-FDA-1088 abo

bttn://www.fda.gov/medwatch

Jus. nymst 17 "KOHCYJLTAIIMHA [HOOPMALISA LIS
MAIIIEHTIB" 1a cxpaneny FDA indopmauiin ans nauicnris.

Meperanuyro: 052018

13 JIOKJIIHIMHI TOKCHKOJIOTYHI JAHI
13.1 Kanueporeses, MyTarcHes, IHHACHHA hepTHALHOCTI

14 KJOIHIMHI JOCTLIKEHHSA
16 ®OPMA BUIIYCKY /3LEPITAHHA TA NIOBO/KEHHA

17 IHOOPMAILISA VISl KOHCYJILTYBAHHA HAILICHTIB

*# Po3ainy Ta NiAPO3AiAM, MPOMVIICHI B MOBHIA IHCTPYKLIL 3 MEAHYHOTO
33CTOCYBAHHA He BKalaHi



ITOBHA IH®OPMALLISI 3 MEAUYHOI'O 3ACTOCYBAHHSI:

I TMOKA3AHHS TA 3ACTOCYBAHHSI

AJIMHOBEKT, antsresmoinsimii gaxrop (pexombnmantauii), [TEMwsopanmi, ¢ aHTHreModinbHIM hakTopoM,
NOKA3AHHI JTTAM Ta J0pocnM 3 reModinieio A (Bpomaenuii aediwnr ¢axropy VIII) wia:

*  BBesieHus B pasi notpedi ra i KoHTPOMIO eMmizonis KposoTEYi

*  [lepuonepauiiine senens

*  Perynapua npodinaktuka 1ns IMeHIICHHA YACTOTH eMTi301iB KpOBOTEHI.

O0MenxeHHs 3acTOCYBaHHA
AJIMHOBEMT He nokasauuii ais 3acTocyBaHHd y 38'33kY 3 Xpopoboto Binne6panna.

2 J103A TA CNIOCIB 3ACTOCYBAHHS

TinbKH 145 BHYTPIlIHLOBEHHOTO BBEACHHS Mic151 BUIHOB/ICHHS po3ynny.

2.1 [Mdosza

*  Ha emukerui koxnoro ¢nakouy npenapary AJIMHOBEHT skazana (axTiiHa akTHBHICTH akTopy VIII B
MDKHaPOAHMX oauHnusX. Bumict moske GyTH TPOXH Ginbuim ab0 MEHIIMM HOMIHANEHOTO BMICTY Y (IaKOHI.
Onna MKHApOIHA OJMHMLA BiNIOBIAAE AKTHBHOCT ¢akropy VIII B onHOMY MINimITPI HOPMATBHOT IL1A3MM
KPOBI JIHOHHH.

* Jlosa ta TpuBanmicTh Tepanii 3anexuts Bin crynems aediumty pakropy VIII, nokanizauii ta oG'emy
KPOBOTEYI, @ TAKOMK KIIHIYHOrO ctany mauienta. HeoGximuuii peTeibHH MOHITOPHHT 3aMicHOT Tepanii y
BHUNAIKaX cepiio3HNX alo 3arposjIMBHX [UIS KHTTA €Mi30/1iB KPOBOTEYI.

*  Ouinky aKTMBHOCTI 3[ifICHIOIOTE METOAOM OJHOCTAMINHOrO AHAMI3Y 3cinaHHs kposi. Kniniuunii Monitopunr
pisna daxtopy VIII B ru1a3mi kpoBi 3AifICHIOITE METO0OM OAHOCTAMIMHOIO aHAT i3y 3CifaHHSA KPOBI.

*  Pospaxysatn nosy npenapary AJIMHOBEWT, rpynTyiouncs Ha em NIpHYHOMY [PHOYUIEHH], 1O OHa
MDKHapoaHa omuuuLs npenapaty AJIMHOBEUT Ha kr macu Tina niasuuLye pigers Gpaxropy VIII va 2 MO
Ha Jut miasmu kposi. C/lill KOPHCTYBATHCh HIKYEHABEACHOK GOPMYIIOO UIA OLIHKH O4iKYBAaHOr0 NiKOBOTO
spocranna pakropy VIII in vivo, supamenoro 8 MJT Ha i (aGo % Bia HOPMH), Ta 403K, HeOGXIAHOT IS
3a0e3nedeH s Mikosoro 3poctans pisns dakropy VIII in vivo:

3a oyinxoio, 36inbuenns exicmy gpaxmopy VI (MO/on abo % 6id nopmu) = [3acansna dosza (MO)/maca mina
(k2)] x 2 (MO/on na MO/xz)

Hosa (MO) = maca mina (x2) x 6axcane 36inuwenns paxmopy VI (MO/on abo % io nopmu) x 0,5 (MO/ke na
MO/on)

*  InauBinyanbHi (apMakOKiHETHYHI MOKA3ZHUKH (HANPHKIAM, KIipeHc, nepioa HaniBBHBEEHHS, BMICT in vivo)
Ta KIHIYHA BIANOBINL y NAaUiEHTIB MOXYTh Bapifoatd. Jlo3a Ta 4acToTa BBENEHHS mpernapary
AJTMHOBEHT nosuuHa rpyHTYBaTHCh Ha iHAMBITyaNbHIl KIiHi4HiH BiINORILL.
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Beesienns B pasi notpebu ta s KOHTPOJIO eMi30/1iB KpoBOTeYi

Pexomenaauii 3 nosysanns npenapary AJIMHOBEHT NpH BBEACHHI 3a HeoOXiAHOCTI Ta JUIA KOHTPOIMO
Kposoreti Haseseni 8 Tadnuui 1. Cnin mixTpumyBarn akTHBHICTS paktopy VIII B nnasmi kposi Ha BkasaHoMy

piesi abo Buie Heoro (B MO Ha w1 aGo % Bin Hopmu).

Tabummus 1: Jlosyranuus npu gsesenni m pasi neodxianocti ra nas KOHTPOJIIO eNi30AiB KPoBoTeYi

[{ineoBuii
MOKA3HHUK
. BeHb akTopy Hoza* Yactora n03yBaHHs = ;
Tum kposoreui ['pusanicts Tepanii
P VIII (MO/an | (MO/kr) (romunu) P P
ato % i
HOpMH)
Hesnauna
Enizon panusoro
reMapTposy, He3HayHoT O [PHITHHEHHA
o s 20-40 1020 12-24 Ap apsi
M'A30BO1 KpoBoTeyi abo KpoBOTEYi
He3HaYHOI KpoBOTEYI 3
POTOBOT IOPOAHHHH.
[Tomipna
: T i
M's30Ba KpoBo eua, nomipia Jio npHMHHenH
KpOBOTEYa 3 pOTOBO| 30-60 15-30 12-24 :
KpOBOTEYi
NOPOXKHHHH, 04EBHTHHIT
reMapTpo3 Ta BiZloMa TpaBMa,
Tsxka
3HayHa NUTYHKOBO-KHILKOBA
KpOBOTeua,
BHYTpIILIHbOYEPenHuii,
BHYTpPIilLHbOYepeBHHMi,
BHYTPIILIHbOTOPAKAILHHI KpP
OBOBHJIMB, KPOBOBILTHB O TIPHITHHEHHS
b 60-100 30-50 8-24 Aoxp

LEHTPaJIbHY HEpBOBY
CHCTEMY, KDOBOBHJIHB Y
3arJIOTKOBHI yn
3a04uepeBMHHUIL rpocTip ado
KJ1y60BO-NONEpeKoBy
000JI0HKY, nepenomMH,
TPaBMH FOJIOBH,

KpoBoTeyi

* Jlosa (MO/kr) = baxane 36inbwenins smicty paxtopy VI (MO/an abo % sia nopsu) x 0,5 (MO/kr ra MO/mn)

Iepuonepauiiise seaeHHs

Pexomennauii 3 gosysauus npenapaty AJIMUHOBEMT NpH 3acTocyBamHi Mg vac Xipyprigwoi onepauii
(nepuonepauiiisie BeaeHHs) HaseneHi B Tabmuui 2. Ciia nam'aratn Mpo HEOOXIiAHICTHL MIATPHMKH aKTHBHOCTI

¢axropy VIII Ha uinsoBomy pisHi a60 BHIle HHOTO.
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Tabauus 2: J03yBaHus NpH 32CTOCYBANHI B nepHonepauiiiniii nepioa -

Tun xipypriuuoi HeoOxiannii Ho3za YacToTa BBEACHHS Tpusanicts Tepanii
omepauif pisens axropy | (MO/kr) npenaparty (rognHm)
VIII (% Bin
Hopmu ado
MO/kr)

He3snayna 3a oIHY FOAHIY 10 Orokpatie afo
B romy uucni [O4ATKY XipypriMHOro GaraToKpaTHe BRE/IEHHSA
BHAIEHHA 3y01B BTPYYaHHS. 1034 B pasi HeodXigHOCTI

60-100 30-50 110 NPHITHHEHHA
[loBTOpHE BREAEHHs Yepes | KpoBoTeyi.

24 roannu B pasi
HeoOXiTHoCT

Tamka
BuytpiuiHbouepernHa,
BHYTpIlILOYEPEBHA
orepais abo _ 80-120
XIpypridHa oreparis

Ha opraHax rpyaHoi i3

; i rnocrornepatdiite) AR
KJIITHHH, [U1aCTHKa JUIA NALIEHTIB BIKOM MEHLLE
cyrnoba 12 pokKiB) WA MiATPUMKH

B nepion oaHicl roauHu 10 | A 10 aJ1CKBaTHOrO
omepauii A 3a0e3NCUCHHA | 3aroCHHsA paHu
100% aKTHBHOCTI.

" ¢ [ToBTOpPIOBATH HEPE3 KOMKHI
e s e 8-24 roauun (6-24 roausu

aktusrocTi (aktopy FVIII

3

2k

Ha UiTbOBOMY piBHI

Peryaapua npodinakrika

JliTaM Ta 1OpOCTHM BBOAKTH 1o 40-50 MO Ha Kr Macw Tifia [Ba pa3i Ha THKACHD (Bikom 12 pokis Ta crapiue).
JiTsam BBoHTH 10 55 MO Kr MacH Tija ABa pasi Ha TIDKIeHb (Bikom MeHuie 12 POKIB), Mp# [LOMY MaKCHMATbHA
no3a WA aiteit cranoBuTh 70 MO/kr. JIo3y KOPHTYIOTb 3 ypaxyBaHHAM KJIiHIYHOT BiAMOBiAl natiera.

2.2 [MMigroroBka Ta NPHIOTYBAHHA BIIHOBJICHOIO PO3YHHY

[Tigroroska

He uiimaiite ¢prrakoH nikapcbKoro 3acody AJIMHOBEWT un pozunHHiKa 3i CrielialbHOro 30BHILIHBOIO
Kopnycy.

lepeBipTe YMakoBKy, AKa MICTHTb AJIMHOBEMT, mo6 mnepekoHaTHCH, LI0 YINAaKOBKa LiTicHa 1 He
nowKoKkeHa, a 3ifoMHa CTOPOHA YNaKOBKH repMeTHYHO 3anasHa. He BHKOPHCTOBYBATH, AKIIO MOPYIICHA

repMeTH4HICTb 3HOMHOT CTOPOHH YNAKOBKH.
Cnit AOTPUMYBATHCh ACENTUYHOI METOIMKH (YMCTa Ta BillbHa Bijl MiKpOOPraHi3MiB) Ta BHKOpPHCTOBYBaTH

rIocKy po6oyy MOBEPXHIO MiJl YaC NPHIOTYBAHHA BIAHOBACHOIO PO34HHY.

[IpHroTyBaHHS BiTHOBJIEHOIO PO3YHHY

[Tepen 3acTOCYBaHHAM 3ATMILTE HA AEAKNIT 4aC YIIAKOBKY AJJMHOBEHMT npwu kimuatuiii Temmeparypi.
IlnsxoM BiApHBY 3HOMHOI CTOPOHHM YNAKOBKH BiIKpHifTe jikapchkuil 3acif. Buiimits AJJAHOBEHT 3
YNAKOBKH | MepeKoHalTech, IO BiH Mae HANCKHHIT TEPMIH MPHAATHOCTI, @ AKTHBHICTh B OJMHMUAX il
BianoBsizae ouikysauwmii. [lepesipre nikapcbki 3aco0M, npu3HaveHi MUIA NMapEeHTEPAIbHOrO BBEACHHA, Ha
npeaMeT 3HeGapBieHHA Y HasBHOCTI TBepaMX 4actouok. [lopomrok AJIMHOBEMT nouuen 6yTH Ginoro
a6o Maibke OLIOrO KOTHOPY, @ POIUMHHHK HE [MOBMHEH MICTHTH MEXaH{YHHX BKIIOYECHS. He
BHKOPUCTOBYBATH JIKapChKHIT 3aci6, AKILO BiH HE BIANOBILAE 3a3HAYEHHM BHMOTaM.

MomicTiTe Kopmyc IiKapchbkoro 3acoly AJIMHOBEWT wHa nnocky NOBEpXHIO Tak, mod ¢nakoH 3
PO3UMHHMKOM po3TamoByBascs Bropi (Man. A) ®akoH 3 pO3UMHHHKOM Mae€ BIAMOBIAHMIT IHAHKATOP Y
BUrIAAi GakuTHOI cTpiuky. He 3Himaiite GnakuTHuil knanad. JOKM ue He Oyje 3a3HaYEHO B IHCTPYKLIT Ha

OUILLI Mi3HLOMY ETalli.
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4. Vipumyoun 3osnimmuiit kopnyc AJJMHOBEMT oamicio pykoro, MiltHO HaTHCKaiire iHIIOI PYKOIO Ha
¢dh1akoH 3 pO3YMHHHKOM, JOKH CHCTEMa He CIpallioe | PO3UHHHMK He repeteve y (IakoH, MO MICTHTEH
nopomwox AJIMHOBAT (Man. B) He Haxungiite cucteMy, MOKH PO3IYMHHHK MOBHICTIO HE nepereye y

thnakoH 3 opoiKoM.

Man. B

5. [IlepesipTte, 4H nOBHICTIO MepeTik PO3YMHHHMK Y (1akoH 3 NOpOWKOM. 3 METOK [OBHOIO PO3YHHEHHSA
MOPOMIKY 3JIerka MOKpyTiTs Kopnyc, onucyioun kona (Mai. C). He crpymysat. BinHosneunit posuun e

CTaBHTH 10 XOJOAHJIbHHEKA,

Maun. C

2.3 Bseaenus

[lepen BBemeHHAM BisyansHO nepeBipTe BimHoBnewwii posuun AJIMHOBEMT wa npeamet HaABHOCTI

MEXaHIYHHX BEIIOYEHb Ta 3MiHH 3a0apBieHHA, AKILO L€ J03BOAE PO3HMH Ta 30BHIIHIT KopIyc. ['oToBuii -
pO34MH nperapaty AJIMHOBEHT nosunen Gy'ru nposopum Ta GesbapsHuMm. He sBoanTH PO3UHH-B ‘pasi

HaABHOCTI B HEOMY MeXaHIqHHX BKJTFOUEHB a00 3MIHH KOJIEOPY.

A,[[HHOBEHT CJliJI BBECTH AKOMOIa CKOpillie, Ta He Mi3Hilie, Hi% Yepe3 TPH FOJAHHH [micis npuroryaanua,

BiJIHOBJIEHOTO PO3YHHY.



AJICOPHUTM BBEJCHHA: i
1. 3uimite GrakuTHHl Kiama 3 3oBHimEsOro kopmycy. ITin'emmaiite no cuctemu umpuit (Man. D). He

fomycKaiiTe BBezieHHs nositps B cuctemy AJTUHOBEMT.
Mas. D
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2. [IlepesepHith cucTeMy JOropu gHOM (TaK, wo6 dnaxon AJIIMHOBEWUT posrauosysascs Bropi). Braruits
pozunn AIMHOBEHT g wmpui, noBineHO BIATATYIOUH Ha3al UTYHMkKED WPHUA (Mau. E).

Man. E

3. Big'eanaiite mOpui BiJ CHCTEMH, BCTAHOBITH HA HHOrO BIANOBIAHY rOJIKY Ta BBELITh JliKapchkuit 3acid
BHYTPIIIHBOBEHHO, I0TPHMYIOUHCh IHCTPYKLIL. SIKUIO mauieHTy HEOOXiIHO BBECTH OuiblIe OAHIE] CHCTEMH
AJIMHOBEWT-BAKCJDKEKT [l a6o kom0iHauiio cHcTeM AJIMHOBENT-BAKCJDKEKT 11 i
AJIMHOBEMWT-BAKCJUDKEKT 11, BMicT 060X CHCTEM MOKHA BTATHYTH B TO caMHil IIMpHIL.

4. Beomutn AJMHOBEWUT BHYTpilIHBOBEHHO HEOOXIAHO MpPOTArOM nepiofgy TPHBANICTIO 10 5 XB.
(MaKcHMasbHa WBHAKICTE BBeAeHHA 10 M/XB.).

3 JIIKAPCBKI @OPMH TA 103YBAHHSI

AJJMHOBEMWT ssnge coboio niodinizoanuii nopowok y ¢aakoHax Wi OAHOPa30BOro BHKOPHCTAHIA, IO
MicTSTh HOMiHanBHO (mpuGauswo) 250, 500, 750, 1000, 1500, 2000 Ta 3000 mixuapomuux oauuuus (MO,
onuuuLi). OIaKOHH 3 MOPOLIKOM, WO MICTATH Bill 250 10 1500 MO, KOMIUIGKTYIOThCA (rakoHaMH, 110 MICTATE 2
MJT BOAM IS iH'€KUiiL; (IAKOHK 3 MOPOIIKOM, 1O MIiCTATh Bil 2000 10 3000 MO, KOMILIEKTYIOTECA dnakonamu,
IO MICTATH 5 MJI BOIH A iH'ekuiii. PakTidHa akTuBHicTb / BMicT dakropy VIII Bkasanuii Ha eTHKETUI KOXKHOIO

¢nakony npenapary AJTMHOBEHT.
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Jlis ouikuM aKTHBHOCTI BMKODHMCTOBYIOTH KoHueHTpar daxtopy VIII, kanibposammii 33 MiKHAPOLHHM
crangaprom BOO3 (Bcecpitaa opramisaiii oXopoHn 310poB's) KoHuentpatie daktopis VIII, ouinky
3AIACHIOIOTH i3 3aCTOCYBAHHAM HAICHKHOI METOHKH /A 3263 MeYeH s TO4HOCTI Pe3yIbTatis.

4  TPOTHIOKA3AHHA

ATMHOBEWT npotunokasanuii nauiedram i3 anaiNakTHYHOW peakuicio B amamuesi Ha AJIMHOBEMT,
nepaicHy monekymy (AIBAT), Giiox mumedi ui Xom'skis abo Ha JOMOMIXHI PeYORHHM B CK/Iaji nperapaty
AJTMHOBEMUT (taki sax Tpuc, mauniton, Tperanosa, raytatios Ta / abo nosicopdar 80).

5 IIOHNEPEIKEHHA TA 3AINOBIZKHI 3AX0AH

5.1 Peakuii nigBuienoi yyrausocri

[pu eBeneuni npenapary AJIMHOBEHNT moxnusi peakuii nixsuimerol uyrausocrti. 3adikcosano nosizomieHss
Mpo peakwii MiABHIIEHOT YYTIHBOCTI AIePrivHOrO THILY, BKIIOMHO 3 aHA(QLIAKTHYHUMH PeakuisMu, NPy BBefeHHi
IHUIHX PeKOMOIHAHTHHX Mnpenapatie auTuremoditsHoro akropy VIII, BKIOYHO 3 MepBiCHOIO PEHOBHHOIO,
AIIBAT. PauniMu o3Hakamu peakuil MiABHMUICHOI 4YTIMBOCTI, AKi MOXKYTh MpOrpecysatH 1o aHadinakcii,
MOXKYTh OYTH @HriOHEBPOTHYHMIT HaOpSK, BIAYTTS CTHCKAHHS B IPYASAX, 3a0MIIKA, XPHILTCTH ronocy,
KponuB'sHka Ta ceepOik. Cnia HeraifHO NMPHOHHHTH BBEJCHHA Ta PO3IOYATH HAIEKHE JNIKYBAHHA Y BHIANKY

peakLil MiaBUILEHOT 4y TIHBOCTI,

5.2 Heiitpanisytodi anturijia

Moxnusa nossa HeiiTpanisyrounx anturin (inriGitopis) ¢akropy VIII nicns BBeneHHa npemnapaty
AJTMHOBEMWT. Heobxianuit peryaspHuii MOHITOPHHI MALiEHTIB JUld BusBieHHs IuriGitopis ¢akropy VIII,
HANIekKHI KTiHIYHI obcTexenns Ta nabopatopri ananisn, HeoOXinmuil amanis Ara BH3HAYEHHA KOHUEHTpALl
iriGitopy dakropy VIII, skuwo pisexs daktopy VIII B mmasMi KpoBi He MiABHILYETHCH, AK OYiKYBalOCh, abo
HAJIEAKHa 1033 He 3a0e3nedye NPHIHHEHHS KPOBOTEYI.

5.3 MoHITOPHHT pe3yabLTATIB J1a00paTOPHHX AHANI3IB

e Monitopunr akrusHocti (akropy VIII B raasmi kpoBi 3AifiCHIOIOT: METOXOM OAHOCTamiliHOrO aHanisy
3CiIaHHA KPOBI 1A MiATBepUKeHHA TOro, WO ajeksaTHuii pises Qaxtopy VIII 6y mocsrmyTuii Ta
36epiraereca [auB. [Joza ma cnoci6 3acmocyeanns (2)].

*  Mositopunr nossu iHriitopie dakropy VIIL. 3 merowo ouisku Hassuicts iuriGitopis ¢akropy VIII
HEOOXIZHO MPOBECTH aHali3 A BHABJICHHA IHriGiTOpiB MeTomom Bete3na. SIkuio oyikyBaHa akTHRHICTE
¢axropy VIII B masmi KpoBi He nocArHyTa, aGo AKIIO KPOBOTEYa He MPUITHHACTBCA NPH BBEIEHHI HANEKHOT
mo3u npemapaty AJIMHOBEWT, cnia BUKOpHCTOBYBaTH oaMHHUI beresgma (BO) mna owinkm BMicTy
iHribiTopis.

6 HEBAJKAHI PEAKIIII

Hafyacrimmmmu  nebaxanumu  peakuiamn (y nonan 1% pauientis), npo sKi NoBigoMnsnu B KTHIMHHX
HOCTIKEHHSX, OYJIH rOIoBHMIA G11b Ta HYI0TA.
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6.1 Jlocsia, naGyruii B KAIMIYHAX ToCTIKEHISX

Ockinbkn KiinivHi n0CTimKeHHs npoBencui s Ay’Xke PpISHHX YMOBAX, 4acToTy HeGaxaHux peakuiii, 1o
CINOCTEPIramuCs B KITHIYHHX ZOCHIDKEHHAX, HEMOMAKIHBO OesnocepeaHBO MOPIBHATH 3 YACTOTOK B KJIIHIYHIX
HOCHI/KEHHAX IHIMX TiKapchKHX 3aC00iB, i BoHa He BinoOpakac yacTory B peanbHiit npaxTHiL.

Beaneky npenapary AIIMHOBENT ouimosani 3a sauumu 237 NAUIEHTIB, AKI OTPUMYBATH TiKyBaHHA pamHiLie
(PTPs), 1a wectn nmauientin, axi paHiwe TiKyBaHis He oTpHMyBatH (PUPs), Ta mann tsxky remModiniio A
(axTuHicte dakropy VII merma 3a 1% six HOPMH), Ta AKi OTpMManu npuHaitMHui OHY /103y npenaparty
AJIMHOBEHT 8 1prox 3aBEPWIECHIX OaraToUeHTPOBHX, NPOCNEeKTHBHHUX, BIAKPHTHX KIIHIYHHX TOCTIIKEHHIX Ta
HOTHPLOX KIIHIYHUX JOCHIJKEHHSAX, NPOBCACHHS AKHX Lile TpHBac. Metiana TPHBANOCTI Y4acTi 0OAHOrO MmatienTa
cranosuna 401 (min. - Makc.: 3 - 1034) 1uis, a Meiana KinskocTi AHiB ekcnosuuii npenapary AJIMHOBENT na
O/IHOTO nauieHTa cranouia 111 (MiH. - Makc.: 1-322). B Ta6nuui 3 naBeaenuii nmepenik HebaxaHuX peakuiii, mpo
AKI MOBIAOMMIN NALICHTH KITHIYHHX TOCHI K Hb.

Tabauus 3: Hebamani peakuii, 3adikcosani npu oTpumanui npenapary AIUHOBENUT

KinbkicTs
yuacuuxkis | Yacrora H
MCP/] (MedDRA) MCP/JI (MedDRA) nocimKen Ha 100
Cueremuo-oprannmii knac bamaunii Tepmin Hst iHQy3iii
n (%) (N=30 865)
| (N=243)
Hiapes 1 (0,4%) 0,003
[Topymenns 3 6oky uynKoBo-KnIIKOBOT CHCTEMH
Hynota 2 (0,8%) 0,006
Hopywenns 3 6oky iMyHHOT cucTeMH [Tiasuiena yytausicts 1 (0,4%) 0,003
[opywenns 3 6oky HepBoBOi crHcTeMH [ConosHmit 6itk 5(2,1%) 0,026
[Topyuwienns 3 Goky wkipu Ta nimmkipHux Tkanny I kipHuit sucun 1 (0,4%) 0,003
Lﬂopymemm 3 oKy cyauu Iinepemis 1(0,4%) 0,003

* Peakuicio ninsuienoi HyTauBoCTi GyB Heanaunuii Hecepiiosuuii UIKIPHHUA BHCHN Y ABOpiYHOroO nauicuta, Y AKOro paniue
B 'ABAABCA WKiPHUA BUCHN Nia 4ac OTPUMAaHHA npenapaty AIJUHOBEMT.

[lpo 1nBa Bunaakm roctporo mnamkpeatuty, Ges 00TsKYBaNBEHUX (hakTOpiB, npo aki iimetsca B OIHOMY
MOBIIOMIICHHI, CNIOCTEpirany y K0pocinx B Xomi A0AaTKOBOIo €Tamy KiliHIYHOIO JIOC/IIKEHHS, NPOBeAeHOro 3
BluntoueHHam 137 nauientie. 3actocysanns npenapaty AJIIMHOBEWT nponoesxuni, o6uasa Bumagku MHHYJIH.

6.2 ImyHorenmicTsn

Pusuk nossu inriGiropis pakropy VIII Mpu  oTpumanni npenapaty AJAMHOBEHT ouimosamu s TPLOX
3ABEPUIEHHX I0CHIKEHHAX T2 YOTHPBLOX KITiHIYHUX HOCIIUKEHHSAX, NPOBEACHHS SKUX IUe TpuBae. [Tadienramu
Oy mipnitkn Ta gopocsi (n= 148, >150 gnis nonepeanyoi excnosuuii [EDs],) ta airw, aki paniwe nikysamics
[(Bikom <6 pokis, =50 nonepeanix EDs (n= 32), sikom >6 pokis, nonepensix EDs 2150 (n= 57)], ta aitw, sxi
paHiie He nikysanucsa (n=6). V 191 AOpOCAOro, MiULITKA Ta [AWTHHM, SKi paHille NiKyBamucs, W1 SKiX
TpHBaNicTh oTpumanna npenapaty AJJMHOBENT cranosuia npuHaiiMHi 50 AHIB ekcnosMuii, Yactota nosiBu
inriGitopis dakropy VIII cranosuna 0 (95% II: 0 - 0,019). V oanoro nauienta, skuii panime e TiKyBaBcH,
BIJIIOYCHOr0 B JIOCII/KEHHS, MPOBE/ICHHA AKOTO LIe TPHBAC i AKMIA OTpHMaB [PHHAHMHI O/IHY 103y mpenapaty
AJIMHOBEMT, 6y10 BusiBieso HeliTpanisyioui anturina fo gakropy VIII.
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IMyHOTeHHICTS OUiHIOBATH TAKOK HIIAXOM NEPEBIPKH BMICTY aHTHTIM, IO 3B'A3YIOTH IgG Ta IgM, no dakropy
VIII, METinbosanoro (IET)-¢axropy VIIL, [TET 1a Oisky seunnka kuraiicbkoro xom'ska (CHO), panizosanmm
METOZIOM TBepAO(asHOro iMyHopepmenTHOro ananizy (ELISA). V 6inbmocti natientis (238/243), axi otpumanm
tpuHaiiMHi oany indysito npenapaty AJIMHOBEHT., ne BHPOOH/IOCA CTiliKkOi peakuil 38'A3yBaHHA aHTHTII Ha
Oymu-Axuit 3 Bkazannx adTurenis, B uitoMy y 28 naiienTis 6yn0 BUABIEHO HASBHICTL AHTHTIN 10 taxtopy VIII
(n=3), TEI -axropy VIII (n=25) ta/abo T1EI" (n=3) we a0 nepmoro BBeaenHs npenapaty AJTAHOBEUT V 13
MAIIEHTIB 3 HEraTHMRHUMU PelyThTaTaAMU ananizy ma erani CKpHHIiHTY, 6YII0 BUABJIEHO THMYACOBY NOABY aHTHTIN
10 dakropy VIII (n=6), IET-¢axropy VIII (n=8) mix wac omsoro a6o MROX Bi3uTiE B nepiog yuacri B
nocaipkenni, [Toasa anTtuTin Oyna THM4YacoBoOIO, aHTHTLIA HE BHABISAIH NpH nogansiux Bisurax. Jins m'atu
MauiexTiB 6yJ10 OTPUMAHO MO3HTHBHI PesyabTaTH aHani3y Ha 3B'A3yBaNbHI AHTHTLNA Ha eTari 3aBeplUeHHs yyacTi
B JocaiwkenHi abo Ha yac npUNMHeHHA 300py AaHmX. Kopenauis 3s'ssyBanbuux antutin, BusBieHmx no
BBe/ICHHA npenapaty AJIMHOBEMT, ski Tumuacoso 3'ssasiich b nepiox y4acti B gociikenHi, a6o 36epiranucs
Ha Hac 3aBepLICHHS ywacTi B AOC/HiWKeHHI abo npunuMHeHHs 300py AaHMX, 30 3HIKEHHAM edeKTHBHOCTI
JiKyBaHHA ado 3MiHol0 DK napamerTpis, Bincyths. BiacyTHiit npuuMHHO-HAcTinKOBMH 3B'S30K  Mix
CNIOCTEPEKEHHMH HEOAKAHUMU ABHIAMH Ta MOABOIO 3B'A3YBANBHUX AHTHTIMN, 32 BHHATKOM OIHOIO natiexra, y
AKOTO NPHIHHHO-HACTIAKOBHI 3B'930K BUIUIOYEHMM OYTH He MOXE HA MiACTaBi HASBHMX maHux. V HOJHOTO
nauienta He Gynu BHABNEHI HasBHi paniwe abo WO 3'ABWIMCH B nepiof Tepanii aHTHTING 10 GINIKY KIHTHH

AEYHHKA KHTalCcbKOro XoM 'suka (CHO).

llosisa antutin a0 daxropy VIII BenKo0 Mipoko 3a1ekuTh B 6araTox (akropis, BKIOUHO i3 uyTAHBICTIO Ta
criet@iuHICTIO METOLMKH aHAMI3Y, MOBOKEHHAM 3i 3pasKoM, 4acOM OTPHMAHHA 3Pa3Ky, NPHIOMOM NiKapchKux
3acobiB Ta MEpBICHHM 3aXBOPIOBAHHAM. 3 IHX NPHYHH MOPIBHAHHA YacTOTH BHNAJKIB MOABH AHTHTLN J10
npenapary AIIMHOBEHT 3 yactoToio mosem aHTHTA 10 IHIIHX NiKapchKHUX 3aC00iB Moske OYTH OMAHIHRIM.

8  3ACTOCYBAHHSA B TEPAIIT MALIIEHTIB OCOBJIHBHUX MO YJISILIN

8.1 Bariruicrs

Orysia pu3Hkis

Bincyrni nani wono 3acrocysanns npenapary AJJMHOBEMT s Tepamii KiHOK B nepioa BariTHoCTi, OTKe,
MOB'A3aHMil i3 NKAPCHKUM 3aC060M PH3HK € HEBiTOMHM. Hocnimxenns sy npenapaty AJMHOBEHT na
PenpoAykTHBHI (YHKLIT TBapuH He nposoauan. Heizomo, uu Moske npenapat AJIMHOBEWT samkomuru sy
B pasi iforo BBeleHHA BariTHiil skiHui abo BIAMBATH Ha penponykrusni ¢ynkuii. AAUHOBEMUT crin
3aCTOCOBYBATH B Teparii JKiHOK B NEpioa BariTHOCTI BHKIOYHO Yy BUNaaKy abcoll0THOT HeoOXiHOCT.

M nacenenns CLLA B uinomy, 3rigHo 3 OUIHKO0, PH3HK ICTOTHOrO YPOIKEHOrO MOPOKY PO3BHTKY Ta BHKMIHA
(pH KJiHIYHO MiaTBepIDKeHiil BAriTHOCTI cTanoBHTb 2 - 4% Ta 15 - 20%, Bianosinmo.

8.2 Jlakrauis

On pusnkis

BincyrHs in@opMaltis 11010 noTpanIgHHs npenapaty AJIIMHOBEHT no rpymsoro monoka JHOIHHH, BILUTHBY Ha
HEMOBJIA, fiKe OTPHMYE rOyBaHHA IPYIUTO, a00 BIUIHBY HA BUAIICHHS MOJIOKA. Kopucte roaysanns rpymmo wis
POSBHTKY Ta 310pOB'S AWTHHH CJIiX BPaxoBYBaTH pa3soM i3 KJiHIYHOIO notpeGoio matepi B mpenapari
AJIMHOBEHT, a takox i3 Gyb-AKUMH TIOTEHLIHO MOMIIHBHMH HeGakaHUMu ABUIUAMH Y HEMOBJAT npH
otpumanti npenapaty AJIMHOBENT 3 rpyxunm monokom a6o BHACJIIIOK I1€PBICHOTO 3aXBOPIOBAHHA Y MaTepi.

8.4 Miru ta nigaitkn

Hocnimxenns desnexu 1a eeKTHBHOCTI Oynn rposeseHi i3 BKmoOYeHHaM 91 AWTHHH Ta mitiTka, Aki OTPHMYBaITH
JiKyBaHHA paniwe, Bikom Bix | poky mo <I8 POKIB, Ta OTpHMani npuHAAMHI OxHY 103y mpenapary
AIMHOBEMT pist perynsproi npodinaktakm, npu HeoGxiamocti B 3B'A3KY 3 emi300M kpoBoTeyi abo npu
NpoBeNeH I Xipypriunoi onepauii. IMauientis-nimnitkis Bikom iz 12 g0 <18 pokiB (n=25) Gyiio BKmMOYEHO B
AOCTIIAKEHHS UM OLIHKM Ge3nexku Ta eeKTHBHOCTI, a nauienTiB Bikom <I2 POKiB (n=66) Oy/i0 BKIIOYEHO B
neniatpudHe nociikenns. besmeka Ta edexrusnicts npemapatry AJIMHOBEUT [pH 3aCTOCYBAHHI Ui
PEryJIApHOT MPOPINaKTHKH Ta B 3B'A3KY 3 emizogoM KpoBoTedi y aiteii Ta nopocimx OyaM ananorigHuMu [aus.

Kaintsni docnioxcenns (14))



Hauumir  hapMakokiHeTHIHHX  JOCIIKEHb, MPOBEACHHX i3 BKMOYEHHAM Aiteil (Bikom <12 pokiB),
MPOJEMOHCTPOBAHO BHILNIT KilipeHc, KOpOTwWHil nepioa HamiBBHMBEAeHHS Ta MOBiMbHiE 36iNBbIICHHA BMICTY
thaktopy VIII y nopisrausi 3 gopocimmu. Ockinbku 6y/I0 NPOAEMOHCTPOBAHO, M0 A AiTeil (BikoM <12 pokis)
KITPEHC € BHILIM (y PO3paxyHKy Ha KI' MacH Tina), wia uiei nomyasuii HeoGXinme KOPHTYBaHHA 03K ado vacTiwe
BBEIEHHA, Y MePePaxyHKy Ha K macu Tina. [auB. Kuiniuni papmaxonoziuni dani (12.3)]

8.5 Mauienrn noxunoro sixy
Ho kiiniunnx rocninxens npenapary AJIMHOBENT nauientis Bikom nosan 65 pokis He BRIIOYAIH.

11 OITHUC

ATMHOBEMT, anturemodiniuit pakrtop (pexombinantuuit), METinboBanuil, € cTepUILHUM, HE MipOreHHUM,
Oltum abo maiike Ginum Nio(iTi3OBAHMM NOPOWKOM I NPHUFOTYBAHHS BIZHOBJGHONO PO3YMHY AJIA
BHYTPIUIHBOBEHHOrO BBeACHHA. [Ipenapar BUMYCKAIOTE B OAHOPa3OBMX (MIAKOHAX 3 HOMIHANBHHM BMICTOM
(npubnnsxo) mo 250, 500, 750, 1000, 1500, 2000 ado 3000 MDKHApOIHUX oauHULL (MO). Ha eTHKeTLI KoKHOTO
pnaxony npenapary AJJMHOBEHT Bkasana (axtiuna akTuBHiCTS ¢axropy VIII B MO, sKky BH3HAyawOTh
METOIOM OIHOCTAifIHOr0 aHaTi3y 3CITaHHA KPOBi i3 3aCTOCYBAHHAM eTANOHHMX 3pa3kis, KaniGpoBaHux 3a
MiKHaponHuM craHmaptom BOO3 (Bcecsitha opramisauis OXOpPOHH 3/10pPOB'A) KOHUeHTpatis (akropis VIII.
Oana MO, 3a sisnauennam cranzapty BOO3 gaxtopy VIII koaryssuii kposi moauny, NOpIBHIOE NPHOIHIHO
piBHIo akTiBHOCTI (hakropy VIII B | M1 CBisKOrO My/Ty Mnasmu KpoBi JHOAMHH.

ITpu mpurotysanki BiAHOBIEHOrO PO3YHMHY 3 BHKOPHCTAHHAM 2 M ab0 5 MJI CTePHIBHOT BOMM Uis iH'eKiil
$iHaneHuil po3uMH MICTHTL HacTYmHi JONOMiKHI PEYOBHHM Ta CTaGUTIZaTOPH B UUTBOBIH KUTBKOCTI Ha Ml

BIJIHOBJICHOTO Mpenapary:

2 M 5 ma
[MpuroryBanns MpuroTysanus
BIIHOBJIEHOT0 PO34HHY BIIHOBJIEHOI0 PO3HHHY
Crabinizatopu Ta 10n0MikHi pedoBHHH (as 250, 500, 750, 1000, (aas 2000, 3000 MO)
1500 MO) HinnoBuii nokaznnk
HinsoBuii nokasHuk (Ha m)
(Ha M)
Tpuc (rigpokcumeTin) amiHoOMeTaH 3.05 mr 1,22 Mr
Kansuito xopin 0,60 mr 0,24 mr
Mansiton 80 mr 32 mr
Harpiio xnopun 13,15 mr 5,26 mr
Tperano3u nurigpar 20 mr 8 mr
[nyration 0.2 Mmr 0,08 mr
Cictuann 3,90 mr 1,56 mr
LIIanicopﬁaT 80 0,25 mr 0,10 mr




B npenapatri AJJMHOBEWT BiACYTHI KoHceppaHTH. CreundiyHa akTHBHICTL npenapary AHHHOBATK :,

ctanoBuTh 2700 - 8000 MO/Mr Ginky. -

AJIMHOBEHT € pekomGinantuum (axtopom VI koarynauii kpoBi MOAMHM MOBHOI AOBAKMHM (2332
AMIHOKHCJIOT 3 MOJCKyLipHowo macoww (MM) 280 k]la), kosatentHo 3B'3aHuMM 3 oaico abo Olisie
Montexynamu nomietunenraikomo (MM 20 w/la) [nus. Kuiniuni ghapmaronczivni dani 12.1)]. TepaneBrnvna
akrusticrs  npenapaty AJIMHOBEHT symommenma nepsicuoro  mikapenkoto  pewosmnoio, AJIBAT
[anTuremodinbuuit dakrop (pexomGinawrnuit)], sxuit supobisiors 3a pekomGinantioo JTHK rexuonoricio 3
KIITHH siedHuKa kutadicbkoro xoM'suka (CHO). AJIBAT o4MiuyiOTh Bill KMBWILHOTO CEepeloBHINA B KUILKOX
xpomarorpadiuHux komonkax. Ilporiec OYMIIEHHA BKIIOYac etam iMyHo-adinHOoT Xpomatorpadii, B SKOMYy
BHKOPHCTOBYIOTE MOHOKIOHaIBHI aHTuTina no (axropy VIII mwis cenekrusHoro suaineHHa daxropy VIII 3
KHBHALHOO cepeioBHima. [lpouec BHpoOHHUTBA BKIKOYAE TAakKOK | eTan creuiamizoaHoi oOpoOKH
PO3HHHHHUKAMM Ta JeTepreHTamy Ui inaktusauil Bipycis. Hanani monexyny ABJIAT KOBaJIeHTHO KOH'FOI'YEOTh 3
M0J1iETHIIEHTTiKONEM, FOJOBHOIO MillIEHHIO AKOTO € 3aNHIIKH JTi3HHY.

B KNiTHHHIA KyIbTypl, Ha eranax NeruiloBaHHA, OYMILCHHA Ta BUIOTOBIEHHA Jlikapchkoi dopMu, B npoueci
spoGuuutea npenapaty AJIMHOBEHT, ne BHKOpPHCTOBYIOTL 100aBKH, OTpUMaHi 3 marepianis juoaunu abo
TBAPHH.

12 KJIHIYMHI @®APMAKOJIOI'TYHI TOKA3HHKH

12.1 Mexauizm mif

AJTMHOBEMUT, TETinsoBana dopma pekombinanthoro anturemodinenoro daxropy (AJIBAT) [aus. OITHC
(11)], TumuacoBo 3amimtye BincyTHiil dakrop VIII koarynsauii kposi, HeoOxinuuit 11 edexTHBHOrO reMocrasy y
naLlienTiB 3 Bpomketoro remodinicio A. AJIMHOBENT xapaktepusyeThest TPHBATHM NEPiOAOM TepMiHATBHOO
HariBBUBEAEHHA 3aBMAKM MerimoBaHHIO nepsicHoi Monexkynd, AJIBAT, 3aBmsiku YoMy 3HWKYEThCA piBEHB
3B'A3yBaHHA 3 izionoriubum peuentopoM BuBeneHus daxropy VI (LRPI).

12.2 ®apmakoIHHAMIYHI NOKA3HHKH

I'emodinia A e nopyweHHsam, symopinenum nediuutom dyukuionansHoro ¢akropy VIII koarynauii kposi,
BHACJIIIOK 4Oro 30UIBLIYETHCS TPUBANICTh 3CIAAHHA IUIA3MH, AKY BHMIpIOIOTH 33 AKTHBOBAHMM 4aCTKOBHMM
TpomGomnnacTiuHoBUM Hacom (aUIITY). [Tpu 3actocysauni npenapaty AJIMHOBEWT nopmanisyerses 3HaueHHs
aUllTY B nepionu inTepsany mik seenenusmu. Beenenns npenapaty AJIMHOBEHT 3abesneuye 36inbuenns
Bumicty dakropy VIII B rurasmi kposi Ta THMYacoBO KOpHTYE nedeKkT Koarymauil y nauieHTis 3 remodinicio A.

12.3 ®apMakoKiHETHYHI IOKA3HHKN

®apmakokineriuni (DK) xapaktepucTHkM rpenaparty AJIMHOBEWT ouimoBamn B HaraToleHTPOBOMY,
MPOCMEKTUBHOMY, BIAKPUTOMY KIiHIYHOMY MOC/ILIKEHHI Ta MOPIBHIOBAMM 3 TAKHMH NPH BBEACHHI npenapary
AJIBAT 26 nauieHTaMm nepejl rnoyatkoM npoginakTuyHol Teparnii i3 3actocyBaHHaM npenapary AJJIMHOBEHT i
22 nauieHTaM Wepes WICTh MicAuiB Tepamii i3 3acTocysanHam npenapary AJIMHOBEMT. O6msa npenapatu
BBOJHIIH 0JHOPa30Bo, 103010 45 MO/kr. 3uauenna PK napamerpis, HaBeneHi B Tadnuui 4, rpyHTYIOThCA Ha
akTHBHOCTI ¢aktopy VIII koarymauii mma3MH KpoBi, BH3Ha4€HOT METOAOM OJHOCTAAIHOr0 aHaii3y 3CinaHHA

KpOBI, IaHi HaBeleHI OKPeMO /U1 Pi3HHX BIKOBUX IPyIL




3poctanus Bmicty daktopy 6yiio nopiBHAHHM MpH BBeleHHI 060X npenapatis. @K napameTpH, BH3HAYEH] yepe3
wicTh MicAuis npodinakTiaroro sseaenns npenapary AJJMHOBEMT, sianosinanu no4aTkoBUM OLIHKaM.

Dapmarokinemunni xapakmepucmuxy npu 66edenni dimam ma nionimxam

dapMakoKiHeTHYH] XapaKTepHCTHKH po3paxoBaHi 3a HaHuMH 39 mauieHTie BikoM <18 pokis (aHali3 AaHHX
MauieHTie, Aki nOTPeOYKOTH JIKyBaHHA), a came 14 miTedt (Bikom Bin 2 a0 <6 pokis), 17 aiteii crapuwioro Biky
(BikoM Bin 6 10 <12 pokiB) Ta BOCEMHE MiAMITKIB (BikoMm Bin 12 1o <18 pokis); pesyabTaTH HABEACH] B 'Iaﬁimnu 4.
Y niteit BikoM <12 pokiB cepe/IHi NOKa3HUKH KIipeHCy (B MepepaxyHKy Ha Macy Tisia) nperapary AJIMHOBEUT
Oy/ BHULMMH, @ Cepe/IHi NOKa3HUKH HANIBBUBEACHHA HIDKYMMHA, HDK ¥ opociux. JlitaM Bikom <12 pokis Moxke

OyTH HeOOXIAHHM KOPHUIYBAHHA 103H.

Tadnuus 4: @apMakoKiHeTHUHI MapameTpu
(cepennc apudmernyne + CB1)

Hitu Jopocai Ta nianiTen
®K napamerpu <6 pokiB Bin 6 mo <12 pokie | Bia 12 a0 <18 pokis : =18 pokis
N=14 N=17 N=8 | N=18

Tepminanbte |
HariBBHBE 1€ HHA 11,8 £2,43 12,4 £1,67 13,43 +£4,05 14,69 £3,79
[rom.]
Cepenniii vac
yrpumanns (MRT) 17,0 £3,51 17,8 +2,40 17,96 549 20,27 +£5,23
[ron.]
Knipene 3,87 +3,31
[nf(xroron.)] 3,53 £1,29 3,11 £0,76 (2.73 +0,93)° 2,27 0,84
[Toctynose a a

L H/3 H/3
BinHoBneHHA 2,12 £0,60 2,66 0,68
(MO/n)/(MO/kr)] (1,88 £ 0,49) (1,93 £0,48)
AUCo.ar 1950 £758 2010 +493 1642 +752 2264 +729
[MO-ron./mn]
Vss [mn/kr] 0,97+ 0,23 1,59 +0,34 0,56 +0,18 0,43 20,11

H/3® H/3* -

Cuax [MO/ 1] (115 £ 30) (115 £ 33) 95 +£25 122 29

Trmax (roa.) - 0,26 +0,10 0,46 +0,29

Ckopoyennsa: MRT: cepeaniii wac yrpumanns CL: xnipenc; CL: 111 aosipunii inTepsan; AUC: nuowa nin kpueoio; Vss: o6'em
pD3I[DJ].lJ'!y CKCIPHFDBBHHﬁ 3a Macoo TIJ]E B CTaHI AHHAMIYHOI pIBHOBﬂFH Cmax: MakcHMankHa CNOCTEPEHKEHA aKT HBHICTB;

Tmax“' 4ac [0 JOCATHEHHA MAKCHMANBHOT KOHLLECHTpaLii.
H/3, uesactocoBie, OCKIIbKH NOKA3HUKK 30UIBIICHHA BMICTY (aKropy Ta SHAYCHHA Cmax y naiteli ouixioBany 3a

innusinyansuumu OK nanmmu. Pesyastaty, BusHadeni 3a inaupinyansHumu @K 1anumu, HaBeneHi B 1yxKKax
¥ Quikypani cepe/isi 3Ha4eHHA TA 3HAYCHHA CEPEAHBLOFO BiaXuacHHA (SD) Oyu pozpaxosaHi 6e3 BKIIOYCHHS JAHHX 0HOrO
nauienTa, 18 AKOro 0dikyBaHe 3HaueHHA kaipency cranosuno 11,8 ma/(kr-ron). Menianne snadenns, 3a JaHuMu ycix

NAalicHTIB, craHoBHTh 2,78 ma/(kr-roa.).
13 JOKJIIHIYHI TOKCHKOJIOI'TYHI JTAHI

13.1 Kanueporenes, MmyTaretes, SHHKeHHst pepTHiabHOCTI

JloBroTpuBaii AOCHiIKEHHS Ha TBApMHAX [UIA OLIHKM KaHLUEPOreHHOro MOTeHIiany npenapary AJIMHOBEMT
abo mocniKeHHs IS OLIHKM TEeHOTOKCHYHOrO BIUIMBY [penapary AJIMHOBEHWT ta ioro BmimBy Ha
(GepTIIBHICTE He MPOBOINIH.



14  KJIHIYHI JOCJTIIKEHHS

Opuzinansie kniniune docnioxcenns Genexu ma egrexmusrocmi

beaneky, edexrusricte Ta K xapakrepuctuxn npemapaty AJIMHOBAT ouimonann n GaraToleHTpOBOMY,
BIIKPHTOMY, rfpocnextusHomy, 0e3  pawomisaitii, 8 JIBOX rpymax KAiHIMHOMY JOCHiAKEHHI, [pH
npodinakTHYHOMY BBENSHH] ABiYi HAa THAASHL Ta BBEACHHI MPH HEOOXIiAHOCTI, TAKOXK BH3HAYAIM CQEKTUBHICTD
3abe3neyenia reMocTaly MpH 3acTOCYBAHHi B 3B'A3KY 3 emizogamu kpopoTewi. B uinomy, 137 uonopikis, ski
paniwe e nikysanucs (BikoMm Bia 12 g0 65 pokis) 3 TKKO remodiniero A oTpumany npuHaiiMEI oY iHdY3i0
npenapaty AJJMHOBEWT. Jipanusate n'ate 3i 137 nauientis Gyau nimtitkamu (Bikom Bix 12 1o 18 pokis).

[TauieHTam nposoawayn aGo npodinakruyxe nikysaHua (n = 120) i3 3acToCyBaHHAM rpernapary AJIMHOBEMT
no3oio 40 - 50 MO/kr aBiui Ha TiXkAeHb, a00 Tepaniio B pazi HeobxinHocti (n = 17), AﬂHHOBEﬁT BBOIWJIH
103010 10 - 60 MO/kr npotarom 6-micaudoro nepiony. Cepents (CB) nosa npodrinaktiyHoi Tepanii cranoBuIa
44,4 (3,9) MO/kr, Meniana inTepsany Mix BBeaeHHAMH cTaHosuia 3,6 mwis. s 91 3 98 (93%) nauicHTis, Aki
OTpHMYBAIH MPOQUIAKTHYHY TEPAMIF0 10 BKIYEHHA B A0C/HIDKEHHA, 3MEHLINIACE YacTOTa BBEACHHA B M1epioJl
peryaspHoi npodinakTHky B repioa y4acTi B JIocHiDKeHH], MeaiaHa 3MeHIIeHHA ctaHoBina 33,7% (npudausno
onHa gojatkosa noba mix seeaeHuamu). [na 118 3i 120 (93%) nauientis, sKi oTpuMyBanu npoQinakTHuHy
Tepariio, No4aTKoBa PEKOMEHI0BAHA 1032 3WIHIIANACh He3MIHHO0I0, 0e3 KOPHIYBaHHA [03d, 4 JABOM [aLEHTAM
npodinaktuyna goza oyia 36inswena g0 60 MO/Kr BHacaiI0K KPOBOBIIHBY B LILOBL Cyr1o0u.

Bsedenns ¢ pazi nompebu ma oan koumponio enizodia kposoneni

B uinomy, AJJMHOBEMT 3actocosysanu B 38'a3Ky 3 518 emizosamu KpOBOTEHi 3riAHO 3 MPOTOKOOM, TOGTO
fpernapar BBOAWIM 3 JOTPHMaHHAM crieundiuHuX BHMOT MO0 J03YBAaHHA, nepeadaiyeHHx NpoToKoaoM. 3 HUX
361 emizon kpomoteui (n=17 nauienTis) BinOyscsa B rpyni BBeAcHHA npu HeoOXimHocTi, Ta 157 emizonis (n=61
naiieHT) B rpyni npodiakTHYHOro 3acTocyBaHHs. MejiaHa 031 Ha OfHY iHQY3il0 NpH BBEACHHI B 3B'A3KY 3
€Mi30/I0M KPOBOTEYi NaLieHTaM MpOTOKONbHOI momynAuil craroBwna 29 (Q1: 20,0; Q3: 39,2) MO/kr. Meniana
[103¥ Ha 0aHY iH( Y310, NpH BBEAEHHI B 3B'A3KY 3 €Mi30I0M KPOBOTEYi HH3bKOIO, CEPE/IHbOIO BHCOKOID CTYNCHA
TAKKOCTI / MACHBHOIO KpOBOTEYEIo MAllieHTaM MpOTOKOMbHOI momynauii, craHosuiaa 25.5 (Q1: 16,9; Q3: 37,6)
MOV/kr, 30.9 (Q1: 23.0; Q3: 43,1) MO/kr, abo 36.4 (Q1:29,0; Q3: 44,5) MO/kr, BignosijiHo,

B uinomy, AJIMHOBEUT eeomwm B 38'a3ky 3 591 eni3ooM KposoTedi y MauieHTiB Momyssuii, ska oTpiuMyBana
Tepaniio, i Aka Oyna iIEHTHYHOI NALEHTAM, BKIOYCHHM JI0 Habopy MaHuX UIA OWIHKK Oe3nekw, i fKi
OTPUMYB&IH peryaspHy npodinaktuky abo Ttepamiio npu HeoOXINHOCTI i3 3acTOCYBAaHHAM [perapary
AJTMHOBEMHT, ta skum Gyn10 BBe/eHO npuHaiiMHI oady 103y npenapaty. 3 uux 361 enizon kposoreui (n=17
nauieHTiB) crocrepiraBcs B rpyni BBeAeHHs B pasi HeoOxinnocti Ta 230 enizonis kposoredi (n=75 nauicHTis) —
B rpyni peryaspHoi npodinaktuku. [npopmanis mono edpekTHBHOCTI 3aCTOCYBaHHA B 3B'A3KY i3 emizolamu
KpoBoTeyi HaBeeHa B Tabmuui 5.
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Tabanus S: Orasia qannx wono edpexTHBHOCT 3ACTOCYBAHHS B 3B'AA3KY i3 eni3ogamMu KpoBoTeyi
(monyasuia nauieHTis, AKi oTpHMyBaTH Tepaniio)

"Binminto" o3navae nopue no3GaBiCHHA GOMO Ta 0O'CKTHBHI O3HAKH NpUnMHeHHd kposoteyi. "JoOpe" o3mauac icrorse
SHUKCHHS IHTCHCHBHOCTI 60mo Ta / aBo nokpauienns o3uak kpopoTeyi; “3a10sinsHo” 03nadac fimosipHe Ta / a00 HesHayHe
JIMHKEHHA IHTCHCHBHOCTI BO/MO T4 HE3NAUHE MOKPAICHHS 03HAK kpoBoTedi nicas oawiel indysii. HeoSxinno nposectn
Ginbwe onuicl indy3ii ana nosmoi 3ynuiRy kposotedi; "KopucTs Bincyrus" o3Hauae BiICYTHICTE mokpauenns abo

HOTIpUIEHHA CTAHY.

Peaynapna npoghinaxmura

B uinomy, 120 mauienram (nonyasuis, mo OTpHMyBana Tepamiio) B rpyni npodLIakTHYHOI Tepanii npenapar
BBOAMJIM NIBIYI Ha TiDKAeHb, Ta me 17 nauientam Apenapar BBOAWIM €Ni30AMYHO B pasi weoGXinmocti. Jlis
MOMYJIALLIT MAUIEHTIB, AKI OTPHMATH JTiKYBAaHHS, MeTiaHHa (cepennn) actora kposotey Ha pik (ABR) B rpyni
BBE/ICHHA npH HeoOXinHocTi cranoBita 41,5 [40,8] B nopisuauui 3 1,9 [4,7] B rpyni npodinakTuusoro BBEACHHA
ABivi Ha THACIeHb (Tabnuus 6). s nomyasuil, BiANoBiAKil npotokony, MeaiaHHa (cepenns) wactora kposoTeu
Ha pik (ABR) B rpyni BBeents B pasi meoGxinHocti cranosuna 41,5 (40,8] & nopisuauui 3 1,9 [3,7] B rpyni
NpoQiNakTHYHOrO BBENEHHA IBiYi HA TH#IeHL. I3 BHKOPHCTAHHAM MOJENi HeraTHBHOro GiHOMIHATBLHOTO
posnoainy ans ouinku ABR, 6yno POACMOHCTPOBAHO CyTTEBE 3HMAKEHHS ABR (p <0,0001) y nauientis 3 rpynu
NMpoinaKTIYHOT Tepanii B NOPIBHAHHI 3 NAUICHTAMH 3 IPYIIH BBEACHHA B pasi HeoOXiaHoOCTI.

Tabimus 6: YacToTa KpoBoTeu Ha pik 3 YpaxyBaHHaM BHY Tepanil, mauicnTn Bikom > 12 poxis
(monyasiuisi, wo oTpumysana Tepaniio)

Etionoris kposoTeyi Vel Cyrnobn He cyrnoou
Kuiekicrn KPOROTEY, B 3B'A3KY 3 AKHMH 591 455 136
[IpoBe/IeHe MKYBaHHA |
S 1 indyais: 85,4% 85,9% 83.8%
e ol AT 10.8% 10,8% 11.0%
3B'A3KY i3 emizonamu 3 s
KpOBOTedi e 96,2% 96,7% 94,8%
iH(y3iT):
Hacrora yenixy npu g
3aCTOCYBAHHI B 3B'A3KY 3 Bimdemo abo 95,3% 95,8% 93,4%
: A ao0pe
| enizozamu kposoteui

Emizoan kposoTeui Beenenus B pasi neodxianocri Peryasipua npodinakruyna repanis
ETionoris Meniana Cepente (CB) Meiaua Cepente (CB)
B uimomy 41,5 40,8 (16,3) 1,9 4,7 (8,6)
Cyrnotu 38,1 34,7(15,1) 0,0 2,9 (8,0)
He cyrno6u 3,7 6,1(6,7) 0,0 1,8 (3,0)
CriouTanui 21,6 26,0 (19,6) 0,0 2.9 (7,1)
Buacnigok tpasmu 9.3 14,9 (15,3) 0,0 1,8 (3,1)

B nonysnauii, aka orpumana tepaniio, megiana [cepenne] snauenns ABR mis 23 nianitkis ikom sin 12 10 <18
POKIB, MpH mpoBeaeHHi peryasapHoi npodinakTHKH, CTaHOBHTa 2, | [5.2] B nopisnauui 3 mMenianunM [cepeanim]
3HadentaMm ABR 1.9 [4,6] ann 97 nauientis sikom 18 pokie Ta cTapute. 3HMXKEeHHA noka3nuka ABR B
TEPANEBTHYHHX IPYNAX CMOCTEPiraiu HEe3aIeHKHO Bil HANEKHOCTI 10 MiArpyn, BUALIGHHX [0 MOYaTKy Tepanii,
BK/TIOYHO 3 PO3NOALIOM 3a BiKOM, HASBHICTIO WM BiICYTHICTIO WibOBHX Cyr06iB Ta TEpPaneBTHYHOrO PeXHMY 110
BKINOYCHHSA B A0C/II/DKeHHA. BinbiwicTs enizonis kposoteui npu nposeneni npodinaktiyHol Tepanii (95%) Gyna
HH3bKOI0 / CepeiHboro CTyneHs TsKKocTi. B rpymi npoginakruyHoi Tepanii y 45 3i 120 nauientis (38%) enizonu
kpoBotedi Oyiu BincyTHi, Ta y 68 3i 120 nauieHTin (57%) Gyau BiACYTHI eni30AM KPOBOBHJIHBIE B cyrmobu, V
MaLIEHTIB, AKi AOTPHMYBAIMCh TepaNeBTHYHOIO pexuMy (momynAlis, BianosizHa mpotokony), y 40 3i 101
nauientis (40%) Gynu BiacyTHi emizoam KpoBOTEYi. ¥ BCiX Nali€eHTiB 3 rpymu BBeneHHA B pasi HeobXiaHOCTI
CHOCTepIrany eni3ofn KpoBOTETi, BKIIOYHO 3 ei301aMH KPOBOBHITHBIB B CYIo0M.



Kniniune docniosicenns pezynaprnol npoginakmuxu, nposedete 3 6xniouennam dimet (sixom <12 poxts)

Besnexy Ta edekrusnicts npenapary AJJUHOBENT ouimrosanu npu Beenensi, B uinomy, 73 nauienram-mitam,
SIKI OTPHMYB&IH Tepaniio pawime, 3 TAHKKOK remodirielo A, 3 Akux npemapat otpuManu 66 nauicutis (32
nauleHT BikoM <6 pokie Ta 34 mauieHTH Bikom Bin 6 40 <12 pokiB), B OKPEMOMY KTIHIYHOMY HOCHIIKEHHI,
MPOBEACHOMY 3 BRIIOYEHHAM HiTeil. Pexum npodinakruunoro nosysanns cranosus 40 - 60 MO/kr npenapary
AIIMHOBEHNT apivi na TwicHs, cepeans uo3a (CB) cranouna 51,1 MO/kr (5.5). Menianne [cepenne]
sarainsHe sHadents ABR cranosino 2,0 [3,61] wist 66 nauienTis, Ski oTpUManu Teparniio, a MeiaHHe [cepenHe]
sHavennas ABR emisoniB crioHTaHHOi KpoBoTedi Ta KpoBOBWIMBIB B cyrnoGu crasoswio 0 [1,18 Ta 1,12,
Bianosiano]. 3 66 nauientis, AKi oTpHMaIH nNpodinaKTHYHY Tepamito, y 25 (38%) emisomm kposoteui Gy
BiACYTHI, y 44 (67%) Oyau BiAcyTHi eni3odM CNOHTAaHHOI KpoBoTedi, Ta y 48 (73%) Gyim BI/ICYTHI EIi30/H
KPOBOBIUTHBIB B CYrmoQHu.

3 70 enizonis kpoBOTeui, AKi CrOCTepiraiM B AOC/HULKEHHI, NPOBEACHOMY 3 BKIIQUEHHAM iTel, MpHMHiEHHA
82,9% Oyno 3abesnedero onuiero indysieio, Ta 91,4% - oaniero abo asoma indysiamu. Kontpons kposoreui Gys
OLiHeHHIl, AK BiAMIHHKI ab0 n06puit y Bunaaky 63 3 70 (90%) enisoais kpoBoTeyi. BuinauenHs BinminHoro ado
100pOro KOHTPOMIO B KAIHIYHOMY JOC/IUKEHHI, MPOBEASHOMY 3 BKMIOYEHHAM iTeil, Gy/I0 TAKHM CAMHM, AK i B
paHillle MPOBEAEHOMY KIIHIYHOMY JHOC/HILKEHHI MPOQINAKTHYHOrO 3aCTOCYBAHHS B Tepanii MimniTKis Ta

JOPOCITHX.

Kuiniune docaiodicenns pesynemamie 2acmocysanis 8 Nepuonepanusruil nepiod

OnMHamATh BEJIMKHX XipypriuHux BTpy4aub (TpH onepauii mo 3aMini KomiHHOro cyrioba, ABi apTpocKomiuHi
CHHOBCKTOMIl, 0/1Ha €KCTHPMALlA KiCTH, OJIHE BCTAHOBICHHS [OPTY, OJHE BCTAHOBJICHHS LILIYHKOBOIO DaHAaKY
Ta TPH ofiepauii Mo BUAANEHHIO KilbKOX 3Y0iB BKIIOYHO 3 OJHHM BHAAJCHHAM PATHKYJIAPHOI KiCTH) Ta HOTHpH
He3Hauni Xipypriuni omepauii (0MH CHHOBIOpTE3, 0AHA PajiOCHHOBEKTOMIfA, OIHE BHOAICHHA 3y0a Ta OlHa
JAepmarosnorina onepais) Gyno nposeneno 15 mauienram. HapantaxypansHa nepHonepaTnsHa 103a CTAHOBHIIA
Big 36 MO/kr g0 99 MO/kr (Meaiana: 65 MO/kr), a 3aranbha nicnsonepariiina 103a cranosuna sig 177 MO/kr
no 769 MO/kr (meniana: 305 MO/kr). Menianna 3aranbHa 103a npH NPOBEACHHI BEIMKOrO Xipypriusoro
BTpy4aHHa craHoBuna 362 MO/kr (aianazon: 237 - 863 MO/kr), a meniaHHa 3arajibHa 1032 NpH NPOBEEHHI
HE3HaYHHX XIpypridHux BTpy4aHb craHoBiia 97 MO/kr (aianason: 73 - 119 MO/kr).

[Tepuoneparusna remocraTHyHa edexkTuBHicT: Oyna ouiHeHa Ak BiAMiHHa (BTpata kpoBi Gyna meHmoo a6o
O4IKYBaHOIO MPH NPOBE/ICHHI NPOLEYPH TAKOro 3 THITY MALIEHTOBI, SKHii He cTpakaac Ha remodiniio, a notpeba
Y TpaHCQy3ifiX KOMMOHEHTIB Kposi Oy/na MeHIo0 abo MoAiGHOIO 40 OYiKyBaHOI MPH MpPOBeJEHHI B MOMyIALii
MauieHTiB, AKi He CTPAXAIOT Ha reMo(iniio) npu nposesenni yeix 15 (11 Benukux, 4 He3HaUHIX) XipypriyHmux
npoueayp. Meniana (QR) cnoctepexHoi BTpatH kposi nia wac onepauii (n=10) cranosuna 10.0 (Q1: 5,0, Q3:
50,0) mn1 B nopiBHAHHI 3 MPOrHO30BaHOK0 BTPaTOlO KpoBi (n=11) Ha pisni 50,0 (Q1: 150,0) M npu NpoBeJeHHi
BEJIMKOI0 XipYpridHOro BTpYYaHHA.
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16 @®OPMA BHITYCKY /3BEPITAHHS TA NOBO/IKEHHS

Qopma BUIIVCKY
AJIMHOBENT, mo numyckacthes B cucremi BAKCIDKEKT 111, KOMILUIGKTYETECH CTEPWIBHOIO BOAOIO JUIS
in’exuii o0'emom 2 M1 abo 5 M, ONHIM MiKpOKariapHUM HabopoMm i nposeiacHHA iHysii "Tepymo" (TLibku
Wi 2 MIT), OMHIEK MOBHOK IHCTPYKLIE /U1 MEINYHOTO 3aCTOCYBAHHS, IO MPH3IHAYEHA A JIKapd, Ta OXHHM
JUCTKOM-BKJIAAMIIEM [U1A NauicHTa, KOMMOHeHTH He MICTATh HATYpanbHILT TaTekc.

ATUHOBEHWT noctynuuit y ¢uakoHax 111 0JHOPAa30BOr0 BHKOPHCTAHHA, IO MICTATH HACTYNHY KUIBKICThL
Ai0401 pe4OBHHHM:

§ ¥nakoska NDC (3 | ¥nakoska NDC (3
Hominane
thinakonom, wo thrakonoMm, uio
na Koasoposuii koa :
Kosuesrp msslery MICTHTL BOY [Jist MICTHTB BOIY /U5
. in'exuii 06'emom 2 | in'exuii o6'emom 5
aus
ML) M)
250 MO CBiTI0-CHHIi 0944-4622-01 e |
500 MO Poxeswuii 0944-4623-01
750 MO YeppoHui 0944-4626-01
1000 MO CaeTno-3eneHuii 0944-4624-01
1500 MO [TyprmypHuii 0944-4627-01
2000 MO [TomapaH4esHii 0944-4625-01
3000 MO CpibHmii 0944-4628-01

®akTHyHa akTHBHICTL (aktopy VIII, B MO, 3a3HaueHa Ha eTHKETLI KOKHOT ynakosku npenapary AJJMHOBEUT
Ta HA KOXKHOMY KOPITYCi.

30epiraHHs Ta NOBO/KEHHS

e 36epiratn nopowok AJJMHOBEUT npu remneparypi 2°C - 8°C (36°F - 46°F).

e  He 3amopoxyBsari.

. AJIMHOBENAT moxua 30epiraTi npu kiMHaTHiN Temneparypi, aka He nepesuiuye 30°C (86°F) mpoTtarom
nepiomy a0 3 micauis, ane Oe3 nepeBuuIeHHs TepMiHy 30epiranns. Y Bunaaky 36epiraHus npu KiMHATHII
TeMnepaTypi cilil 3a3Ha4uTH Ha Kopobui aaty, komu AJJTAHOBEMT Gys0 BHIHATO 3 XOJI0AMIBHUKA.

b ITicna 36epiraHHs Mpu KiIMHATHII TeMnepaTypi npenapar He MOKHA MOBEPTATH 10 XOJOIHNILHHKA,

e  He 3acrocoBysaTH micis 3aBepuieHHs TepMiHy NPHAATHOCTI, 3a3HayeHOMY Ha Kopobui Ta Ha Kopmyci

CHCTEMH.
e 30cpiratn AJIMHOBAT B opHriHanbHill YIakoBIli B 3aXHIEHOMY BiJl CBiT/Ia Micui.

17 IHOPOPMALA JJ1 KOHCYJbBTYBAHHSA IMAIIIEHTIB

Cnij pekoMeHayBaTH MallicHTaM:

e OsuaifomutHck 3i cxsanenoo FDA iHctpykuieio mis nauientis (Iuopmauis i nauienTis ta [ncTpykuii i3
3aCTOCYBAHHA).

* V Bunagky peakuil MiABHILEHOT YyTNHBOCTI CJIiJl HeraifHO 3BEPHYTHCH [0 CBOTO creiianicta B ramysi
OXOpOHHK 340poB's abo BiaAineHHA HepiaknamHoi gomomorw. [lepuruMu o3HakamH peakiii MiaBULIEHOT
YYTIHBOCTI MOKYTh OyTH WKIpHMI BHCHI, KPONHB'AHKA, cBepOik, HaOpAK TkaHuH o6nMu4A, BiTuyTTH
CTHCHEHHA B pyadx Ta xpunu. Crix pazuTH namieHTaM NPUIHHUTH 3aCTOCYBaHHA Npenapary y BHIAAKy
NOABH BKa3aHHX CHMMTOMIB TA HEraiHO 3BEPTATHCH A0 BIJUIUTEHHS HEBIAKIAHOT TOMOMOTHL.
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*  Heobximno 3pepratycs j10 cBoro cneuianicta B ramysi oxoponn 310pos's abo B NiKyBaAbHHMI 3aKnan s
NOAANLINOro NiKyBaHHS Ta / abo o0cTexeHHs, SKILO NAUIEHT BiITyBac HeJOCTATHIO KJIIHIYHY BIANOBiAL HA
Teparito i3 3actocysannam daxropy VIII, ockitbkn ue Mowke GyTi 03HAKOIO N0ABH IHTiGITOPIB.

*  Cnix pamuti maumieHTaM NpOKOHCY.BTYBAaTHCh 3i cBOIM Jikapem aGo crewiamicToM B ranysi OXOpOHH
3J10poB's fepei nogopoxkio. CIlil paxuTH mauicHTam Gpartu nocratwiii 3anac npenapaty AJJMUHOBENT vy
M0JIOPOK, 3 YPaXyBaHHAM NOTOUHOTO PEXKHMY JMiKYBaHHA.

s peectpauii B koHQineHUiiiHIN, ranysesiii ciucTeMi moBizOMIeHb BiJl NauieHTIB Cix satencdoHyBaTH 3a
Homepom |-888-873-2838.

BAKCAJITA®, AJIBAT®, AJIJMHOBEWUT ® Ta BAKCJDKEKT® € tosapHumu 3Hakamu komnanii "Bakcanta
Inkopriopefiten”, Aka € A04iPHBOIO KOMIAHIEK B MOBHIH HempsAMiil BiacHoCT marepuHcbkoi komranii "[laiiep

mi.en.ec” (Shire plc.)
"LIAHEP" ta sorotin "[laiiep” € ToBapHuMU 3HaKaMu 260 3apeeCTPOBAHMMM TOBAPHHUMI 3HAKAMH KOMMAHI|
"lllafiep Papmacpiotikans Ipnammis Jlimitea" (Shire Pharmaceuticals Ireland Limited) aGo ii aisiitosannx

KoMIaHiii,

3anateHtoBaHo: aus. hitps://www.shire.com/legal-notice/product-patents

"bakcanrta BiEc Iuk." (Baxalta VS Inc.)
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