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CKNnA

YHIIPINIH 20 (UNIGRILIN 20)

KoxeH dnakoH MicTuTs

Entudibartug IP 20 mr

Bopa ans iv'ekuin IP B AOCTaTHIW KinbKoCTI

YHIFPINIH 75 (UNIGRILIN 75)
KoxeH dhnakoH micTUTs

EntudibaTug IP 75 mMr
Boga gnsa in'ekuin BP B AOCTaTHIA KinbKOCTI
ONWUC NIKAPCBLKOIO 3ACOBY

Entudibarng - uMKnivHWIA renTanenTtua, WO MICTUTL WICT aMIHOKMCNOT Ta O4WH 3aNMULLIOK MepKanTonponioHiny (des-amino cysteinyl).
Mixnaxuroroeuin gucynscifHui MiCT YyTEOPIOETECA MK aMiAOM LMCTEIHY T8 MepKanTonponioHineHUMK dparmMeHTamMm. Ximiuso ue N 6 -
(amiHoimiHomeTun)-N  2-(3-mepkanTo-1-okconponin-L-nisunrniumn-L-a-acnaptun-L-tpuntodin-L-nponin-L-uMcTeiHamia,  UMKNIYHUIA
(1®6)-amcynbdia. EnTudibaTna 38'A3yeTbcA 3 rnikonpoTeiHoBMM peuenTtopom TpomBouutie (GP) lib/lllla TpoMmBouuTie noauHM Ta
iHribye arperadino TpombouuTis.

YHIFPINIH (Entudhibatia) ANs iH'eKUid - Le CTEPUNBHUA HENIPOrEHHWIA PO3YMH ANA BHYTPIiLUHbOBEHHOTO (V) 3acTocyBanHsA.

KIMIHIYHI | PAPMAKONOTYHI BTIACTUBOCTI

Mexasniam il

Entudibatug 38opoTHO npurHivye arperauito TpomBouuTie, 3ancbiraroyn Baaemogil hibpuHoreny, haktop doH BinniBpanaTa, Ta iHWMxX
apreavsHux niradais Ao GP lib/llla. Mpu BHyTpilUHbOBEHHOMY BBEeaeHHI Entudibaruy inribye arperaio TpomBouuTie ex vivo, CTynikb
AKOro 3aneXuTb Bif A03W Ta kOHUeHTpauil npenapaTy. MNpurkivenHs arperauii TpomGBouwTie € 3BOPOTHUM NICNA NPUNMHEHHS iHY3Il
EnTudibatugy, uye ssaxaeTeca pesynstatom gucouiauii EntudiGatvay s TpombBoumtie.

@apmakokiHeTHKa

DapmakokiveTnka Entudibaruay ninidna i nponopuidna Aosi Ans GoncHWx Ao3 eia 90 no 250 Mkr/kr Ta weuakocTi iHdysii sig 0,5 o
3.0 mkr/kr/xe. MNepiog HanisBMBeaeHHA 3 NNa3MKu CTaHOBUTL NpubnuaHo 2,5 roauHn. Beepenns ogHoro Gontocy 180 MKr/kr y nocgHaHHI
3 iHdhy3i€eo NPU3BOAUTE A0 PAHHBOIO PIBHA MaKCUMAanbHOI KOHUEHTPAUI 3 NoAANLIINM HEBEMNUKUM SHUMEHHAM A0 AOCATHEHHS CTANoro
crady (npotarom 4-6 rogwH). LiboMy cnaay moxHa 3anobirtu, BeiBww apyruid Gonioc Ha 180 MKr/kr Yepea AECATb XBUNWH Micns
nepworo. CTyniHe 38'A3ysaHHs Entudhibatuay 3 Ginkom nnasmu niogunn craHoBuTs Bnuasko 25%. Knipexc y naujeHTis 3 iwemitoio
xBopoGoio cepus craHoBuTb Gnusbko 55-58 mn/krfron. Y spoposux cyG'ekTie Ha knipeHc Yepes HUpkU npunagae npubnusHo 50%
3aranLHOro knipeHcy B opradiami, npv usomy GinbwicTe npenapaTie BUBOAMTLCA 3 Ceuel Ak EnTudibaTtna, AesamigosaHwi
Entucibatug Ta iHwi, 6insw nonsapxi metabonitu. OcHoBHUX MeTaBoniTie y NnasMmi NIOAUHK He BUABNEHO. Y NauieHTIB i3 cepeaHbLOI0
T2 BUDPAXEHOK HWPKOBOK HE[OCTATHICTIO (knipeHc kpeatudiy <50 mn/xs 3a ponomorow pieHsHHA Cockrofi-Gault) knipeHc
Entugibatugy sumxyersca npubnuano Ha 50%, a pissi koHUeHTpauil nnasmu B CTiilkoMy cTaHi npuBNMaHO BABIYI.

NMOKA3AHHA

FocTpuit kopoHapHuit cuHapom (MKC) - ans nikyeanHs xBopux Ha TKC (HectabinbHa creHokapain [UA)/iHdbapkT miokapaa Ges
nigBuweHHs pisHa ST) [NSTEMI], B ToMy 4ucni nauieHTis, AkKx Cnig NikyBaTv MeAMKaMEHTO3HO, T2 NaLiEHTIB, Ak NepeHecnu yepes-
wkipHe kopoHapHe BTpydanHs (YKB). ¥ uwx ymosax EnTuchibarua 3HWXyBae LUBMAKICTL KOMGIHOBAHOI KIHLUEBOI TO4KWA cMepTi abo
HOBOrO iHcapkTy miokapaa (MI).

MepkyranHe KopoHapHe BrpydanHs (MKB) - ana nikysaHs nauieHTie 3 YKB, B TOMy YMCNi TUX, XTO NPOXOAUTL NiKYBaHHA METOAOM
BHYTPILLHEOKOPOHAPHOrO CTEHTYBaHHA. Y unx ymosax EnTugibatung sHuxyeas koediyieHT komBiHoBaHOI KiHUEBOT TOYKKM CMEpTI, HOBOTO
MI abo HeobxigHOCTI TEPMIHOBOrO BTPYYaHHS.

CNOCOBW 3ACTOCYBAHHA TA O3

HoaysaHHna:

Besneunicte Ta edexTueHicTe EnTudiGatuay Byna BcTaHoBneHa B KNIHIYHUX AOCHIAXEHHAX, B AKWX 3aCTOCOBYBANWCL OAHOYACHO
renapuH Ta acnipuH.




loctpuit KopoHapuui Cunapom: PexomeHgosaHe ao3yeaxHA Entudibatuay ANA AOPOCAMX Y nauiewtie 3 FOCTPUM KOPOH2PHUM
CMHAPOMOM Ta HOPManbHO (YHKUIE HWPOK — LE BBEAEHHA BHYTPIUHLOBEHHO Goniocy 180 MKr/Kr AKHaWwWeuaLWwe nicns
BCTAHOBMEHHA AIarHO3y 3 NOAANbLUIMM NOCTIAHUM BnuBaHHsM 2,0 MKI/KT/XB O MOMEHTa BMNWCKM 3 nikapHi abo nouartky Xipypri4Hoi
Tepanii AKLL, go 72 roavH. AKWO NauieHT NOBMHEH NPOATK YepesLUKipHe KopoHapHe BTpydYanHs (YKB) nig yac npuviacmy Entudibatuay,
iHtysilo cnig npogoexyeaTi o BUNKCKK 3 nikapHi abo Ao 18-24 roawH nicna NPOLEeAYPUW, 3aNeXHO Big TOro, LU0 HAcTaHe NepLuum;
fo3sonaeTscA 40 96 rogwH Tepani.

lMepkyranHe Koponapxe Brpy4anns (MKB): PekomeHaoBaHe A03yBaHHS EnTuchibatuay Ans [opocnux y nauieHTie i3 HOPMansHoOIO
thyHkuUieio HUpok — ue nepwwi Gonioc 180 MKr/kr, WO BBOAWTBCH BHYTPILIHLOBEHHO Geanocepearbo nepea novatkom YKB 3
noaanblUMM NOCTIRHMM BRMBaHHAM 2,0 MKr/kr/xB., Ta Apyrui Gonioc 180 MKM/KF, WO BEOAMTLCA Yepes 10 XBUNMH nicns nepLuoro
Goniocy. IHpysis Mae npofoBXyBaTUCA 4O BUNWCKM 3 NikapHi abo NPOTAroM 18 - 24 roAuH, 3anexHo Big Toro, Wo BinbyaeTscs paxile.
PexoMeHayeTbCA MiHIMYM 12 roauH iHgysil.

PexomeHaauii wopo posyeaHHa AcnipuHy Ta MenapuHy
PekomeHAOBaHi 4031 acnipuHy Ta renapuHy, Aki CNig BUKOPUCTOBYBATH:
locTpuia kKopoHapHKil CUHAPOM - Acnipus: 160-325 Mr CnoYaTKy Ta LWOAEHHO NICNA LLOro, I enapuH: uinbosui AYTY 50-70 cekyup
nig 4ac MeW4HOro NikyBaHHA 3@ Takux yMOB:
*  skwo sara 270 kr, 6onoc 5000 Of] 3 nogansiwmm snveanHsm 1000 Of] /rog,.
. AKwo sara <70 kr, 6ontoc 60 Of)/kr 3 nogansbwum snusanHsm 12 Ofl/kr/rog.
UinLoBuit akTMBOBaHMIA Yac 3ropTaHHs kpoBi 200-300 cekynp nig yac YKB 32 Takux YMOBE:
*  flkwo renapuH po3no4aTo Ao npoeepenHs YKB, poaaTkosi Goncu nia Yac nposegexHa YKB ana nigtpumanHs uinkosoro
AY3 200-300 cekyHa.
*  Iudbysia renapuny nicna YKB He pekomeHayeTbCS.
HepeswkipHe KopoHapHe BTpYYaHHA - Acnipun: 160-325 Mr 3a 1-24 roguHm Ao npoeeferHsa HKB i woaeHHo nicns uboro, zenapus:
uinsosuin AYTY 50-70 cekyHA 3a TaKUX yMOB:
*  Bonioc 60 OfY/kr cnoyaTky y nauieHTis, ski He OTPUMYBanK renapvH 3a 6 roavH A0 NPoseaeHHs YKB.
< [opatkosi Gontock nig 4ac YKB ansa niatpumkm AY3K B 3annNaHOBaHUX MeXAX.
o IHdysia renapuHy nicns UKB kateropuyHo He pexoMeHayeTbcs. MauienTam, ski notpebytloTe TpomBoniTuuHoi Tepanii, cnig
npunNuHUTY BBEAEHHS EnTudibaTuay.

3acrocyeanus — ENTUDIBATI cnig BBOAWTH 0gHOYACHO 3 FenapuHom Ta AcnipuHom.

~(0,75mr/mn er (0,75mr/mn

nakoH 100mn) dnakoH 100mn)

6.0 mn/rog 3.0 mn/roa

42-46 4.0 mn 7.0 mnirog 3.5 mn/rog
47-53 4.5 mn 8.0 mn/roa 4.0 mn/rop
54-59 5.0 mn 9.0 mn/rog, 4.5 mn/rog
60-65 5.6 mn 10.0 mn/rog 5.0 mn/rog
66-71 6.2 Mn 11.0 mn/rog 5.5 mn/roa
72-78 6.8 mn 12.0 mn/rog 6.0 mn/rog
79-84 7.3mMn 13.0 mn/rog 6.5 mn/rog
85-90 7.9 mn 14.0 mn/rog 7.0 mn/rop
91-96 8.5 mn 15.0 mn/rog 7.5 mn/rog
97-103 9.0 mn 16.0 mr/rog 8.0 mn/rog
104-109 9.5 mn 17.0 mn/rog 8.5 mn/rog
110-115 10.2 mn 18.0 mn/rog, 9.0 mn/rog
116-121 10.7 mn 19.0 mn/rog 9.5 mn/rog

>121 11.3 mn 20.0 mn/rog 10.0 mn/rog




Bontoc: GonwocHy(-i) posy(-u) Entudibatvay cnin sabpatu 3 ¢nakoHa 10 M y WNpWUL T2 BBECTM LUNRXOM BHYTPILUHbOBEHHO
CTDYMEHEM.

Besnepepena indysin: Oppasy nicna npuiomy GOMOCHOI 403U CRid NOYMHATH Geanepepedy ikdysilo EnTudiGarnay. Mowu
BUKOPWCTaHHI Hacoca ANs BHYTPILUHLOBEHHUX iHdbyaiit cnig sacTocoByeaTy Enmudibatun Hepoaseaerum BesnocepeaHso 3 thnakoHa
100 mn.

Mpunuuennn Tepanii: Mauientam, aki nepeHecny onepaujio AKLL a6o noTpebytoTe TpomBoniTu4HOI Tepanii, iHdyail Entudibatuay
Chifi NPUNWHUTY A0 onepauii.

Ocobnugi kareropii HACENEHHSA

NauieHTn 3 nopyweHHRM QYHKUIT HUpOK:

FocTpui KOpOHapHWIA CMHAPOM - KNipeHC KpeaTuHiHy meHwe 50 mn/xe: Gonoc 180 MKI/KM BHYTPILUHLOBEHHO SKHAWLUBMALE Nichs
BCT2HOBMEHHA AiarHosy, 3 NOAanbLUIOK NOCTINHOK iHgysielo 1 MKr/kr/xB.

HepealukipHe KOpPOHAPHE BTPYYaHHS - KNIDEHC KpeaTuHIHy MeHwe 50 Mn/xe: xe: 6onoc 180 MKr/Kr BHYTPIiWHbOBEHHO BesnocepegHeo
nepe4 no4atkom NpoUeaypH, 3 NOAANBLUOD NOCTIAHOW iHdysielo 1 MKI/KI/xB Ta apyrui Gonwc 1BOMKI/KM, WO BBOAUTLCS yepez 10
XBUNUH NiCNA NepLioro.

* 3a ponomoroio pisHanHs Cockroft-Gault kniperc kpeaTuHiHy 0BUYMCRIOETLCS HacTyNHUM YWHOM:
s (140-giK) (Maca Tina B rr)
Yonosiku:
T2 (KpeaTvHiH CUPOBAETKM KpOoBI)

(140-gik)(maca Tina 8 xr)(0,85)
72 (xpeaTHHIH CHpOBaTKH Kpoel)

HiHKM:

NPOTUMOKASAHHA
. NikyeanHa Entudibatuaom npotunokasaHo nauieHTam:
¢ AKi Manu fiates 3 KPOBOTEYED B aHaMHesi 260 aKTWBHI aHOMAanbHI kposoTeyi npoTarom nonepegHix 30 gHis.
* 3 BMpaXeHoio riNepToHIEI0 (CUCTONIYHIUA apTepianbHuid THCk> 200 MM pT. cT. 260 AiacTONYHMU aprepianbHui Tuck> 110 mm
PT. CT.), LIO HE KOHTPOMIETLCA 3AEKBaTHO 33 AONOMOroK aHTUrNepTeH3UBHOI Tepanii.
. B Akux Byna nonocHa onepais NPOTArOM NonepeaHix 6 THXKHIB.
* 3 Hanaaom npotarom 30 AHie abo remopariYHUM iHCYNbLTOM B aHaMHesi.
¢ SKi npuiAMaloTE 3apa3 abo B Akvx Byae nnaHoee BEENEHHS IHLLOMO napeHTepanbHoro iHribitopa GP IIb/llla.
. AKi 3anexHi Big HUPKOBOTO Aianiay.
* S MawTk rinepYyTAMBICTL 40 ByAb-AKOro KOMNOHEHTa NiKapCLKOro 3acoby.

SACTEPEXEHHS - BX0AUTb A0 CKNaay po3ainy WOAO 3anobikHux 3axonis.
3ANOBDKHI 3AX0[0M

Kpoeomeua: KpoBoTeua - HainoLUMpeHilue yeknagHeHHR, ke BUHUKaE nia yac Tepanii EnTucpibatinaom. BinbLwicTe BENMKKUX KpOBOTEY,
nos'ssaHmx 3 EntmdiGatmaom, Gyno B apTepiansHoMy AOCTyni Ans kateTepusauil cepus abo 3 LWNyHKoBO-K1LWKoBOro abo
ceuoctaresoro Tpakty. Cnig cnigkysatu 3a Micuem AoCTyny cTerHoBoi apTepii y nauieHTie, sKi NPOXOAATE YepeslUKipHe KOpOoHapHe
8TpyyaHHs (YKB). ¥ nauiewtie, siki nepeHecnu UKB, nikyeaHHA Entucibatnaom nos'naaHe i3 36inblueHHAM BENUKMX Ta HE3HAYHWX
KpOBOTEY y Micli poamilieHHA apTepianbHol KaHwoni. Micns YKB iHdyaio Entucpibaruay cnig npoaoexyeati npotarom 20-24 roauH.
KaHionio cTerHosoi apTepil MoXHa BUAANUTA Nig Yac NikyBaHHs EnTucpibatupom, ane nuwe nicnsa NpUNUHEHHS NDUAOMY renapuHy Ta
nmicnA TOro, sAK AOro Aix 3HaYHOK MIPOIKO 3aKiHYWMnacs. lepen BUMAANEHHAM KaHoni PEKOMEHAYETLCA HE NPUAMATK renapuH NPOTAroM
0CTaHHix 3-4 roguH | 3acikcysatn AYTY <45 cekyng. Y Gyab-sAkomy BUNaaky, BBEAEHHA renapwHy Ta Entudpibatuay cnig npunuHuty, a
TEMOCTa3 NOBMHEH BYTW LOCATHYTUA CTaHAAPTHUMW METOAAMM KOMNPECii He MeHLUe Hix 3a 4 FOAMHWM A0 BUNKUCKK 3 nikapHi. CucTemHy
TpomBoniTuyHy Tepanito cnig 3acTocosyBaTH 3 OBEpEXHICTIO nauieHTam, sixi oTpuMyeanu EntudiGatug. Cnig MiHiMi3yBaTh Tpaemu
CYAWH Ta iHWI Tpaemu. ApTepianbhi Ta BeHo3Hi nyHkuii, BHYTPILUIHEOM'A30BI IH'EKUil T2 BMKOPUCTAHHR CEYOBMX Karertepis,
HasoTpaxeanbHoi iHTyGauii Ta HasoracTpanbHux Tpy6 maioTe 6yTu 3sepeHi Ao MiHiMymy. Mpu BHYTpilLHEOBEHHOMY AocTyni chig
YHUKETW HECTUCHEHMX AINAHOK (Hanpuknag, nigknYMYHuX abo APEMHUX BEH).

Tpomboyumonenis: TosiaoMnNsNocA npo rocTpy, rnuboky TpomBouuTonenilo (iMyHHOMeaiaTopHy Ta HeiMyHHOomeaiaTopHy) i3
3acTocysaHHam entudibatugy. He 6yno knikiyHoro aoceigy sactocyBaHHs entucibatuay y nauieHTie i3 no4aTKOBOW KiNbKICTIO
TpomBouuTie <100 000/mm®. SkWo NauieHT 3 HU3LKOK KINbKICTIO TpomGouuTie oTpumye enTudibaTua, Tx KiNeKiCTe cnig petensHo
KOHTPOMNIOBATHM.

fMa6opamopni mecmu: lNepea BBEAEHHSM Entudibatuay crin nposectu Taki NabopaTopHi TECTU ANS BUSBMEHHS HASBHUX
FeMOCTATUYHUX NOPYLUEHD: piBeHb reMaTokpuTy abo reMornoBiHy, kinskicTs TpomMGouKTiE, KpeaTuHIiH y cupoBsaTtui kpoei Ta TH/a4Ty. ¥
nauiexTie, siki nepeHecnn YKB, TakoxX Cnia BUMIDIOBATH aKTMBOBAHMIA Y4ac 3ropTaHHa (AY3).

fTayienmam nimHbozo eiky. He Gyno oueBMaHOI pisHUUi B ©EKTMBHOCTI MK NaUiEHTaMM CT2pLIOTO Ta MONOALLOTO Biky, s
oTpumysani entuchibatua. MpuUpICT pUsUKY BUHMKHEHHN MOB'A3aHWUX 3 entugibaTunom KkpoeoTed Bys GinbwMM y NiTHIX nauieHTia.
KopurysaHHs aoan He noTpibHo ANA nauieHTiB NiTHsOro Biky, ane nauieHTy craplie 75 pokis NOBUHHI BAXUTU He MeHLwe 50 kr yepes
NiABALLEHWIA PU3NK KPOBOTENI B Ll Nigrpyni,




Kanuepozenes, mymazeHes, mopywenns hepmunsHocmi He npoBCAUNMCA TPWUBANI AOCNIAKEHHA Ha TBapuHax ANs OUIHKW
kaHueporerHoro noteHuiany entudibarnay. Entudibatng He By reHOTOKCMYHMM fila 4ac Tecty E@Mca, TECTY NpAMOT MyTaUil KNiTUHY
Muwayol nimdomu (L 5178Y, TK +/-), Tecty Ha abepauito XpoMocom B nimcboumuTax nioauHK abo TecTy Ha mikpoHykneyci muwi. Mpu
saransHnx Ao6osux fosax A0 72 mr/kr/aoBy (npubnuzHo B 4 pasu Ginblue pekoMeHA0BaHoI MakcUMansHo! A060B0I A03K ANSA NOAWHKA
Ha OCHOBI NNOLLI nosepxHi Tina) enTudibaTug He BANUBAE H2 (hePTUMLHICTE Ta PENPOAYKTMBHI MOKaSHWMKMW LypiB-camuis Ta Wwypis-
CamMOK.

3acmocyeanHa y nepiod eazimHocmi: BariTHicTb kaTeropii B. TepaTonoriuti 4ocnigxeHHs npoeogunuca Ha mogensax TeapuH. Li
AOCMIAXEHHA HE BWABUNM AOKA3IB HECMPUATNMEOrO BNNMBY H2 PO3BMTOK NNOAA yepes enTudibatug. OaHak ageksaTHi Ta aobpe
KOHTPONbOBaHI AOCRIAKEHHA Yy BariTHUX 3 entucibatngom sicyTi. Ockinbku AOCRIAKEHHS PENDOAYKTUBHOI YHKUIT TBApUH He
3aBMAU NPOTHO3YKTE Peakuilo MNioAnHK, enTudibaTua cnig 3acTocoByBaTH nig Yac BariTHOCTI NULLE 3a ABHOT NOTpeBu.

3acmocyeaHns y nepiod 20dyeanns 2pyddio: Hesipomo, un notpannse entudibatua 8 rpyae monoko. Ockinsku Garato nikapcbkux
3acobie NOTpPannAKTL B rPYAHE MONOKO, CNia 3 oBepexHIiCTIO 3acTocosysaT enTudibatua B nepiog roflyBaHHA rpyaaio.
3acTocyeaHHa ans Aiter: Beaneka Ta e(heKTUBHICTL enTUIBATURY Y NeAiaTPUYHUX NALIEHTIB HE BMBYANUCS.

rNoBIYHI PEAKUII

BaympiwHboyepennui kpoeosunue ma iHcynem: BHyTpiluHbOYepenHi KpOBOBMNMBI GYNW PIAKICHAMM B KNIHIMHUX AOCNIAKEHHSX,
3aransHa yacToTa iHcyneTy cTaHoBuna 0,5% y nauieHTis, Aki oTpumysanu entudibarug 180/1,3, 0,7% - y NauiexTie, sk oTpUMyBanK
entudhibarug 180/2,0, Ta 0,8% - y naujiexTis, ski npuitmanu nnauebo.

Tpomboyumonenis: Yactota TpomGoumToneHii (<100 000/mm3 abo 250% 3MEHLUEHHRA Bia, NOYaTKOBOI NiHil) Ta YacToTa TpaHcdysaii
TpomGouuTie Gynu noaiGHUMK MK nauieHTamu, AKi oTpUMysanu entudibaTua Ta nnauebo.

IHwi noGiyni peakuii: BinblicTe cepio3HUX NOBINHMX peakuiit, fki He NOB'A3aHI 3 KPOBOTEYEH Y NALIIEHTIB, SKi oTpumysanu nnauebo
Ta entudibarua, Gynu cepUeBo-CYAMHHUMM peakuiamm,

B3AEMOAOIA 3 IHILWMW NIKAPCbKWMMMW 3ACOEAMM

BukopucTaHHa TPoMEGONITUKIB, AHTUKOATYNAHTIB Ta iHWWMX aHTMarperanTis

OnHouacHe 3acTocyBaHHs aHTWarperaHTie, TpomGBonitukis, renapuHy, acnipuky Ta HM3M Ans XpoHiuHWUX BUNaAkKis 3Binellye puauk
BUHWKHEHHA KpoBOTeYi. Cnid YHWKaTK OAHOYACHOTO NiKYBaHHA 3 iHLWWMM iHriBiTopamu peuenTopis TpomGouwuTis GP IIb/llia.

IHCTPYKUIT ANA BBEOEHHA

. Hx i iHwi napeHTepanbHi nikapeeki 3acobu, pozuunu YHIFPINIH (UNIGRILIN) notpi6Ho nepesipsTi BiayansHO Ha npegmet
HasABHOCTI TBEPANX YacTok Ta sHeGapeneHHs Nepe/ BBEASHHAM, AKLIO PO3YUH | KOHTERHEP A03BONAIOTL Le 3pOBUTH.

* YHITPUIIH moxHa BBOAMTM B TyX CaMy > BHYTPILUHbOBEHHY MiHil0, Wo i AnsTennasy, AtponiH, [oByTamiH, lenapwun,
Nigoxkain, Menepuaun, Metonponon, Migazonam, MopdiH, Hitporniuepun a6o Bepanamin. YHITPUIIH He cnis esoauTtw
Hepes TY X BHYTPILUHbOBEHHY NiHi0, Wo i Pypocemia.

. YHIFPINIIH  mowHa BB0AUTA B OAHY BHYTpiWHbOBEHHY fiHilo 3 0,9% NaCl abo 0,9% NaCl/5% fAexkcTpo3ol. 3 Gyab-AKUM
Hociem iHdy3in Takox moxe MicTuTM a0 60 MEKe/n xnopway kanilo. He cnoctepiranoca HecyMicHocTi 3 HaGopamu ans
BHYTPILUHLOBEHHOTO BBEAEHHSA. XKOAHMX A0CNIAKEHL CyMICHOCTI 3 Milukamu 3 MBX He NPOBOAKNOCE.

¢ BoniocHy aosy YHITPUTIH cnia Bastu 3 10-mn-chbnakoHa B wnpuu. BonocHy 003y CNig BBOAWTY LUMAXOM BHYTPILUHLOBEHHOMO
BBEAEHHA CTPYMEHEM NPOTAroM 1-2 XBUNWH.

*  Bigpasy nicns npuiiomy GoniocHol 4osu cnig noyuHaTu GesnepepeHy iHdysito YHIFPIIIHOM. Y pasi BUKOPHCTEHHA nommy
ANS BHYTPIWHLOBEHHOI iHgyail YHITPINIH cnia BBoanTH HeposseaeHum BGeanocepenHso ia 100-mn dnakoHa. GnakoH Ha 100
MN CRig 3'eQHATH 3 CUCTEMOIO AN iHAY3il. Cnia o6epexHo po3MICTUTY ronky B LEHTDI Kona npo6ku.

3BEPIFAHHA
3Gepirati B X0noauneHUKY Npn Temnepatypi 2 - 8°C (36-46°F). He samopoxysaTu. 36epirath B 3axuLieHomy Bif CBITNa micui go
MOMEHTY 3aCTOCYBaHHS.

©OPMA BUNYCKY
YHITPINIH 20 (UNIGRILIN 20): koxeH nakoH no 10 Mn MicTuTs 20 Mr EnTudibaruay.
YHIFPUIIH 75 (UNIGRILIN 75): koxeH chniakoH no 100 mna mictute 75 Mr EnTudibaruay (dnakox ana iHthy3ii).

Bupobnetxo B IHgii:

Norotun BupoGHuka
IOHITEQ BIOTEM (M) NIMITEQ
Bar6anis, Baaai-Hanarapx poag, MEQWYHI NPENAPATMU MO BCLOMY CBITY

: KOHITEQ BIOTEY/UNITED BIOTECH
okpyr Conas (XM) -174 101 Hesidknadna donomoza 3a Hosum cmaHdapmom
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YHITPLIIH 75

Poszupn aas iw’eknii
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Ne ///f/ 18336 foz for

it A5 AF HoRO

Indopmanin npo sacrocyBanns gikapesxroro 3acoby,
3aTBEPIKeHA 3TiJHO 3 HOPMATHBHUMH BHMOIaMu Kpainu
3aseanka/Bupobuuxa abo xpainm, peryJsiTopHuil oprag

K0T KePYEThCA BHCOKHMH CTAHAAPTAMH AKOCT, 110

BiZNOBIAAOTE cTanIapTam, pexomengoBannm BOO3,

34CBIIYEHA TAIMCOM YIIOBHOBAXKEHO! 0CO6HM, M0 BHUCTYIIA€ BiL IMeHi
3asaBHuUKA.
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avaluats tha genic ol aptifibalide. Ep i was nol genotoxic in the Ames last, the mouse lymphoma
call (I S178Y, TK+/-) forward mutation test, the human lymphocyte chromosome aberration test, or the mouse
micronucheus test. Attolal daily doses up to T2 mg/kg/day (about 4 times the recommended maximurm daily human dose
on & body surface area basis). eptifibatide had no efflect on fertiity and reproductive performance of male and female
rats,

Prognancy: Pragnancy Category B, Teralology studies have been performed on animal models Thess studies
tevealed no evidence of harm to the fetus due to eptifibatide, There are, h , N adeg and wedl-c

studies in pregnant women wilh eptifivatide. Because animal reproduction studias are not always predictive of human
responsa, eplifibatide should b wsed during v only if clearly d.

Nursing Mothers: Itis not known whether eptifivalide is excreted in human milk. Because many drugs ana excrated in
human milk, caution should be rxercised when eptifibatide is administared 1o A nursing mather,

Pediatric Use: Safety and eff of egti de in pedialrc patients have not been studied,

ADVERSEEFFECTS

Intracranial Hemorrhage and Stroke: Intractanial hemarrhage was rare in clinical studies, The overall incidence of
siroke was 0.5% in patients receiving eptifibatide 180M1.3, 0.7% in pationts recedving eptifbatide 180d2.0, and 0.8% in
placebo pabents.
T3

penia ; The incide of thromt ia (<100,000/mmd or = 50% reduction from basekine) and the
of platelat fusions ware similar i i plifibatide and placebo.
Other Ad'y : Thier incid of serious nonbleeding adverse reactions was similar in pationls receiving
placabo oreplifibatide Most of the serous nanbileading advarse reactions consisted of cardiovascular reactions,

DRUG INTERACTIONS

Use of Thrombaoiytics, Anticoagulants, and Other Antiplatelst Agents

C istration of antip agents, thrombolytics, heparin, aspinin, and chronic NSAID use increases the risk of
Meeding, Concomitant teatment withother inhibilors of plalslet receptor GP i/l should b avoided,

INSTRUCTIONS FOR ADMINISTRATION

»  Like other parenteral drug products, UNIGRILIN solubons should be inspected visually for particulate matter and
discolotation priof o sdminstration, whenever solulion and container parmil

s UNIGRILIN may be administerad in the same infravenous line as P tropine, dobut . hoeparing
lidocaine, meparidine, meloprolal, midazolam, morphing, nitreglycarin, or verapamil. UNIGRILIN should nat be
administared through the sama infravenous kine as furosemide,

«  UNIGRILIN may be administared in the same IV ine with 0.9% NaCl or 2.8% NaCl/ 5% dextrose. With either
vehicle, the infusion may also conlain up lo B0 mEg/L of polassium chionde. No incompatitililes have been
obeserved wilh miravenous administration sets. No compalibility studiss have boan pardormad with PVC bags.

* The bolus dose of UNIGRILIN should be withdrawn from the 10-mL vial inlo a syringe. The bolus dose should be
adminstered by IV push over 1.2 minutes.

«  Immediately following the bolus dose administration, a conlinuous miusion of UNIGRILIN should be initialed, When
using an intravenous infusion pump, UNIGRILIN should be admintslered undiluted directly from the 100-mL vial
Tha 100-mL vial should be spiked wilh a vented infusion sel. Care should be taken (o centar the spike within the
cirche on the stopper lop,

STORAGE
Siore in a redrigerator at 2-8°C (36-46°T ). Do nat freaze, Store prateclad from light until administration,

AVAILABILITY
UNIGRILIN 20: Each 10mi Vial contasns Eptifibatide 20mg
UNIGRILIN 75: Each 100mi Vial contains Eptifibatide 75mg. (Infusion Vial)

P

Mfd in India by :

UNITED BIOTECH (P) LIMITED
Raghania. Baddi-Nalagarh Road.
Distt. Solan (HP) - 174 101
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For the use of a Registered Medical Practitioner or a Hospital or a Laboratory

*Eptifibatide Injection IP

: z —m w— F— z 20mgi7T5mg Vial (For LV, use only)

COMPOSITION

UNIGRILIN 20

Each vial contains

Eptifibatide IP 20mg
Water for injection IP qs.
UNIGRILINTS

Each vial contains

Eptifibatide IP T5mg
Water for injection 1P qs.

DRUG DESCRIPTION
Eplifibalide i a cyclic heplapepide containing six amino acids and one mercaplopropiony! (des-amino cysteiny)
residue, An interchain disulfide brdge is formed betwean Ihe cysteine amide and the mercaptopropionyl moielies.

Charmically it 8 N 6 - wimethyl N 2 «(3-r to-1-oxopropyi-L- lysylglycyl-L-a-aspartyl- L-lryplophyl-L -
oy l-L-ey wda, cyelic (1606 )-disulfs Eplfibatide binds 1o the platelet receplor glycoprotein (GP) libillla of
numan platelats and inhibits platekt aggregation.

UNIGRILIN (eptifibatide) lnject a sledle. non-pyrogenic solution for intravenous (IV) uss,

CLINICAL PHARMACOLOGY

Mechanism of Action

Eplilibatide ravarsibly intubils plakelel aggregation by preventing the binding of fibrinogen, von Willabrand factor, and
ofher adhesive igands to GP IIbflla, When administered intravenously, eptifibatide inhibits ex vivo platelet aggregation
in & dose- and concantration-gependent manner. Platalat aggregation inhibition is reversible following cessation of 1he
aplifibatide infusion; this is thouglt lo result flom dissociation of eplilibatide from the plataket.

Pharmacokinetics

The pharmacokinglics of aptifibatide ar linear and dose-proportional for bolus doses ranging from 80 lo 250 po/kg and
infusion rates from 0.5 1o 3.0 pgkg/min. Plasma elimination hali-ife is approximately 2.5 hours, Adminisiration of a
single 180 pgikg bolus combinec with an infusion produces an eary peak level, lollowed by a small decling prior to
attaining steady state (within 4-8 aours), This decline can be preveniod by administering a second 1680 po/kg bolus ten
minutas aftar the firsL The axtentol eplifibatide binding 1o human plasma profein is aboul 25%. Clearance in patiants
with coronary artary diseasa is about 55-58 mLikg/h, In healthy subjects, renal ch accounts lor app lely
50% of tolal body clearance, withthe majority of Ihe drug excreted i the urine as eptifibatide, deamidated eptifibatide,
and other, more polar metabolites, No major matatiolites have been detected in human plasma. In patients with
moderata o severe renal insulficiency (creatinne clearance <50 mlimin using the Cockrofi-Gault equation), the
clearance of eptifibatide is reduced by approximately 50% and steady-stale plasma levels approximately doubled.

INDICATIONS

Acute Coronary S (ACS) For 1 of patients wilh ACS (unslable angina [UA)non-ST-elavalion
myecardial infarcion [NSTEMI], including patients who are to ba managed medically and those undergoing
perculaneous coronary intarventon (PCH). in this satting, eptifibatide docroased the o of a combined endpaint of
daath or new myocardial infarction (M1).

Perculaneous Coronary Inlerventon (PCI - For reatment of patiants with PCI, including those undargoing intracorcnary
stenting, In this satting, eplifibatide decreased the rate of & combined endpoint of death, new MI, or need for urgent
infaranhon

DOSAGEANDADMINISTRATICN
Dosage:

The safely and efficacy of ep has been leshed in chinical stuchies that employed concomitant use of nepann
and aspinin.
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Acute C ¥ Sy The adult dosage of eptfibatide in palienis with acule coronary syndrame
and normal renal function is an inlravenous bolus of 180 Ho'kg a8 soon as possitle folowing diagnosis, follownd by a
continuous infusion of 2.0 pgfkg/min until hospilal di harge of initiation of CABG surgery, up 1o 72 hours. If a patient is to
undergo a percutaneous corenary intetvention (PCI) while recelving epiifibatide, the infusion should be continued up to
hospilal dischargs, or for up 1o 18-24 hours after the procedure, whichever comes first, allowing for up o 96 hours of
therapy.

P t Coronary | (PCI): The recor

ded adull dasage of eptifibatide in patients with normal
renal function is an intravenous bolus of 180 pgfkg administered immedialely before the initiation of PGI foliowsd bya
continuous infusion of 2.0 pg'kg/min and a second 160 ugrky bolus 10 minutes after the first bolus. Infusion should be
continued unti hospital discharge, or for up to 18 10 24 hours, whichever cores firsl. A minimum of 12 hours of infusion is
racoamme nded.

Aspirin and Heparin Dosing Recommendations

The racominey irin and haparin doses to be used are as follows:

Acute Coronary Syndrome - Aspirin: 160-325 mg inibally and daily thereafier, Heparin: Target aPTT 50-70 seconds
duning medical management for the foliowing :
*  ifweight =70 kg, 5000 U bolus followed by infusion of 1000 Whr.
*  ifweight<70 kg, 60 Ufkg bolus foliowed by infusion of 12 Ulkgih.
Target ACT 200-300 seconds during PCI for the following :
* Ifhep initiated prior to PCI, additi during PCitor
* Hepanninfusion after the PCI is discouraged.
Parcutaneous Coronary Intervention - Aspirin: 160-325 mg 1-24 hours prior to PCI and daily thereafter, Haparin :
Target ACT 200-300 seconds for the following |
* B0 Uikg bolus initially in patients not treated with hexparin within & hours prior to PCI,
*  Additicnal boluses during PCI to maintain ACT within larget.
* Hepann infusion after the PCI is strongly discouraged. Patients raquinng thrombolytic therapy should have
aptifibatide nfusions stopped.
Administration - EPTIFIBATIDE should be admir d

WACT targel of 200-300 seconds.

ty with Heparin and Aspirin,
Dosage of EPTIFIBATIDE as per patient's weight is given below

T (0.75mgimL

P iz i 100 mL vial) 100 ml vt}
a4 34 mL 6.0 mlih 3.0 mL/h
4246 4.0 mL 7.0 mLm 3.5mLin
47-53 4.5 mlL 8.0 mlih 4.0 mLih
54-59 5.0 mL 9.0 mLfh 4.5mLfn
BO-65 5.6 mL 10,0 m/h 5.0 ml/h
BE-T1 6.2mL 1.0 mL/h 5.5 mLih
7218 6.8 mL 12.0 mLih 6.0 mLfh
T9-84 7amL 13.0 mLh 6.5 mL/h
B85-80 7.9 mL 14,0 mLih 7.0mLth
9186 #.5mL 15.0 mLih T.5mLih
87-103 4.0 mL 16.0 mLih B.0mLh
104-109 8.5 mL 17.0 mLih 8.5 mL/h
110-115 10.2 mL 18.0 mbih 9.0 mLih
16121 10.7 mL 19.0 mLih 9.5mlh
=1 M.3mL 20.0 mLih 10.0 mlih

Bolus: The bolus dose(s) of aptifbatide should be withdrawn from 10 md vial into a syringe and administered by IV push.
Conti infi I dialely following ihe bolus dose sdministrati i infusion of eptifibatide should
be nitiated. Whaen using an IV infusion pump, eptifibatide should b used undluted di ly from 100 mi vial,
Discontinuation of Therapy: In Patients who undergo CABG surgery of requiring thrombolytic therapy, eptifibatide
m:__.m_a:aﬁtnwmnaai_ru:iu!uﬂa!huug

SPECIAL POPULATIONS

Renal funclionimpairment :

Acule C y synd - Crealini less than 50 mLimin: 180mcgkg IV bolus as soon as possible
s T by aont fusion ol 1mogikg/min,

Percutaneous Coronary __..ﬁ.ﬁ._.__ru: - Creatinine clearance lass than 50 mUimin : 180mcg/kg IV bolus administered
immediately before the initiation of the progedure Immediataly followed by a continuous infusion of Tmeg/kg/min and a
second 1 ogiky bolus ini 10 mi after the first.

*Using the Cackrolt-Gault equalion, crealinine clearance is calculaled as:
(140-age) (body wt in kg)

Males:
72 (serum crealinine)
Femalos: (140-age) (body s.. in kp} (0.85)
72 (serum creatinine)
CONTRAINDICATIONS
= Treaimeniwith eptifibatide is contraindicated in palients with:
*  Abhistory of bleeding diathess, or evid of active ing within Ihe previous 30 days.
* Savera hyperiensi blood vmaoaavﬁﬁng_annggav:oia:&g_

adequately controlled on anthypenansive tharapy,

*  Major surgery within the preceding 6 weeks.

*  Hislory of stroke within 30 days or any history of hemorrhagic stroke.

*  Currentor planned admi f ancther GP lib/llla inhibitor,

* Dapendancy onrenal dialyss.

* Known hypersensitivity to any component of the product.
WARNINGS - Included as a part of precautions seclions.
PRECAUTIONS
Bleeding: Bleeding is the most lication tered durng eplifibalide therapy. Most major bleeding
associated with eplifibatide has been at the arterial access site for cardiac catheterization of from the gastroink
genitourinary tract, Care of Ihe Femoral Arlery Access Site in Patients Undergoing Percutaneous Comonary Intervention
(PCI. In palients undergaing PCI, ireatment with eplifibatide is associaled with &in increase in major and minor bleeding
atthe site ol artenial sheath placement, After PCI, eplifibatide infusion should be continued for 2024 hours, The femoral
artery sheath may be removed during treatment with eplifibalide, but only aftar heparin has been disconlinued and ils
effacts largely reversed. Prior o remaving the sheath, it was recommanded fhat haparin be discontinued for 3-4 hours
and that an aPTT of <45 seconds bs documented. In any case, both heparin and eplifibatide should be dscontinued and
sheath hemostasis should be achieved by standard comprassive lechniques atlsast 4 hours before hospital discharge,
Systemic ihrombolytic tharapy shoud ba used with caution in pati who have vad eplifibatide. A o
Vascular and Other Trauma. Arterial anel venous p intra inj . and the use of urinary cathetars,
nasotracheal intubation, and nasogastric fubes should be minimized, When oblaining intravenous access, non-
compressible sites (8.9, subclavian or jugular veins) should be avoided.
Thrombocytopenia: There have been reports of acute, profound thrombocylopenia (immune-mediatod and non-
Imrmune mediated) with the use of eptifibatide. There has been no dinical axpari with eplifibatide initiated in patient
with @ baseline platelet counl < 100, 600/mmY". If a patient wilh low platetat counts is receiving eplifibalide, their plalelel
count should be monitored closely.
Laboratory Tests; Before mfusion of eplifibatide, the following laburatory lests shoukd be performed lo identify pre-

ing h 1 bnormalities: hematocrit or nemoglobin, platehel count, serum creatining, and PT/aPTT. In patients

undergoing PCE. the activated clotting time (ACT) should also ba measurad,
Geriatric Use: There was no apparent difference in efficacy between older and younger patients treated with
eptifibatide. The inc tal risk of aptifibati bleading was greater in the older patients, No dose
adjustment was required lor elderly patients, but patients over 75 years of ape had o weigh at least 50 kg because of
reased risk of bleading in this subgroup,




