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YHIrPINIH 20 (UNIGRILIN 20)

KoxeH donaxkoH mictuts

Entudidbartua IP 20 mr

Boaa ans in'ekyin IP B [OCTaTHIl KinbKocTi

YHIFPINIH 75 (UNIGRILIN 75)

KoxeH cnakoH MicTUTh

EnTudibatug IP 75 mr

Boaa ons id'ekuyii BP B AOCTaTHIl KiNnbKOCTI

OnMUC NIKAPCbKOIO 3ACOBY

EnTudibatua - uMknivHWA renTanenTua, WO MICTUTE WICTe aMiHOKMCNOT Ta O4MH 3aMULLOK MepkanTonponioHiny (des-amino cysteinyl).
MixnaHLorosuil AucynbdiaHWA MICT YTBOPIOETLCA MK aMifOM LMCTEIHY Ta MepKanTonponioHinsHuMu dparmeHTamu. XimiuHo ue N 6 -
(amiHoiminomeTun)-N  2-(3-mepkanTo-1-okconponin-L-nisunrniunn-L-a-acnaptun-L-tpuntodin-L-nponin-L-uucteinamia,  UMKNIYHWUA
(1®6)-auncynodia. Entucibatna 3s'AsyeTbca 3 rnikonpoTeiHOBUM peuenTopoM TpomGouutie (GP) lib/lllla TpomBouunTis nioanHn Ta
iHridye arperauito TpoMBoLHUTIB.

YHITPIIH (EnTuchiGaTtva) Ans iH'ekUid - Ue CTePUNbHUA HENIPOrEHHUA PO3YMH ANA BHYTPILUHLOBEHHOrO (IV) 3acTocyBaHHs.

KIHIYHI | ®APMAKONOr4YHI BNACTUBOCTI

Mexaniam gii

EntucibaTng 3BopoTHO NpUrHivye arperaito TpomBouuTie, 3anobiraoun B3aeMoaii hibpuHoreHy, (akTop o BinnibpaHara, Ta iHwMX
apreausHux nirangis o GP lib/llla. Mpu BHYTpPiWHbLOBEHHOMY BBefeHHI EnTudibaTug inribye arperauiio TpoMBOUMTIE ex Vivo, CTyRikb
SKOTG 32NeXWTb Bif 403U Ta KOHUeHTpauii npenapaty. MpurHiveHHs arperauil TpomMGouKTIB € 3BOPOTHUM NICNA NPUNMUHEHHS IHDY3IT
EnTudibatuay; Ue BBaXaeTbCA pesynbTaTtoM aucouiauii EntudibaTtuay 3 TpomGouuTis.

GapmaKoKiHETUKE

PapmakokiHeTuka EntudibaTtmay niHiiHa i nponopuiiHa Aosi ans GonocHux 403 sia 90 Ao 250 MKI/Kr Ta wWweuakocTi ikdysii Big 0,5 ao
3.0 mkr/kr/xs. MNepiog HaniBBMBEAEHHS 3 NNa3MKU CTAHOBUTL NpubnuaHo 2,5 roguHn. BeegerHs ogHoro Bomocy 180 MKI/KF y NOEAHAHHI
3 indbyaietdo NpUM3BOAUTE A0 PAHHLOrO PIBHA MAKCMManbHOI KOHLUEHTPaUll 3 NoAanNbLINM HEBENUKUM 3HUKEHHAM 10 AOCSTHEeHHS CTanoro
cTany (npoTarom 4-6 roguH). LlboMmy cnagy moxHa 3anobirmu, BsiBwu apyrui Gomoc Ha 180 MKr/Kr yepes AECSTb XBUAWH Nicns
nepworo. CTyniHe 38'A3yBaHHA EnTudibatuay 3 Ginkom nnasmu mioguHu cTaHoBUTL Bnnaske 25%. KnipeHc y nauieHTiB 3 iLLeMidHow0
xBOpoboK cepus CTaHoBUTL Bnnsbko 55-58 Mmn/kr/roa. Y 3poposux cyb'ekTie Ha KNipeHC 4Yepes HUpKW npunaaae npubnuzHo 50%
3aranbHOrO KnipeHcy B opraHiami, npu usoMmy 6GinbllicTe npenapaTiB BMBOAMTECA 3 ceyew sk EnTudibatwa, aesamigoBaHwii
EntudibaTna Ta iHwi, 6inbw nonspHi metabonit. OCHOBHUX MeTaBonNITiB y NNa3sMi NOAUHM He BUABNEHO. Y NawieHTis i3 cepeaHbok
T& BUPZEKEHOK® HWUPKOBOK HEAOCTaTHICTIO (KnipeHc kpeaTwuHiHy <50 mMn/xe 3a gonomorow pieHsiHHA Cockrofi-Gault) knipeHc
Entucibatugy aHuxyeTbcs npubnusHo Ha 50%, a piBHi KOHUEHTpaLi nna3Mu B CTIRKOMY GTaHi NpMBNU3HO BABIYI.

NMOKA3AHHA

FocTpuii kopoHapHuii curgpom (TKC) - ana nikysaHHs xBopux Ha TKC (HectabinkbHa creHokapais [UA)/iHchapkT miokapaa 6ea
nigsuweHHn pisHa ST) [NSTEMI], B ToMy 4ucni nauieHTis, sikux cnig nikysatv MeAMKEMEHTO3HO, T2 NauieHTiB, Ak NEPEHECNK Yepes-
wkipHe kopoHapHe eTpydyaHHs (YKB). ¥ uux ymosax EnTtuchiGaTva 3HWXKYBaB LUBMAKICTH KOMGIHOBaHOI KiHLEBOI TOYKW cMmepTi abo
HOBOro iHthapkTy miokapaa (Ml).

MNepkytanHe Koponapre Brpyuyanns (MKB) - ans nikyeaHHsi nauienTie 3 YKB, B TOMY YMcni TMX, XTO NPOXOAWTL NiKYBaHHA METOAOM
BHYTPILUHLOKOPOHAPHOrO CTEHTYBaHHSA. ¥ LUX yMoBax EnTudibaTtug sHuxysas koedilieHT KOMBIHOB2HOT KIHLEBOT TOUYKM CMepTi, HOBOTO
Mi aGo HeobxigHOCTi TEPMIHOBOrO BTPYYaHHS.

CNOCOBW 3ACTOCYBAHHSA TA O3MU

LoayBanHsn:

BeaneuHicTe Ta edektusHicTe EntTuchibatnay Byna BcTaHoBNeHa B KMIHIYHWX AOCRIAXEHHSX, B AKMX 3aCTOCOBYBANUCL OfHOYACHO
renapuH Ta acnipuH.




FocTpuit Koponapuuit Cungpom: PexomeHpoeaHe posysawHs EnTudhiGatvay ans AOPOCNUX Y NaUiEHTI8 3 TOCTPUM KOPOH2PHMNM
CHHLPOMOM Ta HOPMarnbHO (YHKUIE HUPOK — Le BBEAEHHS BHYTPILLHbOBEHHO Gonwocy 180 MKr/Kr AKHalWwsKuaLWwe nicns
BCTEHOBNEHHA AiarHo3y 3 NOAANbLUMM NOCTIAHUM BNUBaHHSM 2,0 MKI/KI/XB A0 MOMEHTa BUNUCKA 3 nikapHi abo no4aTky XipyprivHol
Tepanii AKLL, 4o 72 roanH. AKWO NauUieHT NOBUHEH NPORTY YepesLwKipHe KopoHapHE BTpy4aHHs (YKB) nig yac npudomy Entudibatugy,
iHbysito cnig NpoAoBXYBaTU A0 BWNMUCKW 3 MiKapHi abo ao 18-24 roguH nicns NPOLEAYpU, 3anekHO Big TOro, WO HacTaHe NepLunm;
£03BONsETbCA f0 96 roguH Tepanii.

MepkyranHe Koponapxe Brpyuanns (MKB): PekomeHaoBaHe 403yBaHHs EnTudibatuay ans LOpOCNMX Y NALEHTIB i3 HOPMaNLHOW
dyHKUIED HUPOK — Ue nepwuid Gontoc 180 MKr/Kr, IO BBOAUTLCH BHYTpilWHLOBEHHO GeanocepeaHso nepes nodatkom YKB 3
nofanblUMM NOCTIMHUM BRMBaHHAM 2,0 MKr/Kr/xB., Ta Apyruit 6omoc 180 MKI/KF, LU0 BEOAUTLCS Yyepes 10 xBWNWH nicns nepLioro
Goniocy. IHyzis Mae NPoAOBXKYBATUCS 40 BUNMCKN 3 NikapHi a6o NPOTAroM 18 - 24 roAnH, 3anexHo Bif TOro, WO BiAByAeTLCA paHile.
PexomeHayeTecs MiHiMym 12 roguH iHdysaii.

PexoMeHpauii wone nelyeanHs Acnipuny Ta Menapuny
PexomMeHA0BaHI 403K acnipuHy Ta renapuHy, ski CRig BUKOPUCTOBYBATH:
FocTpuik kopoHapHui cunapoM - Acnipu: 160-325 Mr cnoyaTky Ta LUOAEHHO NicNs Usoro, I enapuH: uinsosuin AYTY 50-70 cekyHg
nia Yac MearYHOro NikyBaHHA 3a TaKuX YMOB:
*  Akwo Bara 270 kr, 6ontoc 5000 O[] 3 noganblumm BnusaHHam 1000 Of /roa.
. AKwo sara <70 kr, 6ontoc 60 Of/kr 3 nopanbLumMM BrinsanHam 12 Of/kr/rop.
UinboB#iA akTMBOBaHUI Yac 3ropTaHHA Kpoei 200-300 cexkyHp nig yac YKB 32 Takux YMOE:
*  Fkwo renapuH posnoyato Ao nposegeHHs YKB, popatkosi Gonkeu nia yac npoeeaeHHa YKB ansa nigTpumaHHs uinboBoro
AY3 200-300 cekyHa.
*  Indbysia renapuny nicna YKB He pekoMeHayeThCS.
“epesuikipHe KopoHapHe BTPyYaHHA - Acnipun: 160-325 mr 3a 1-24 roanHn Ao npoeeaerHa YKB i woaeHHo nicns uboro, zenapus:
uinsoBuid A4TY 50-70 cekyHA 3a Takux yMoB:
+  Bontoc 60 OfY/kr cnoyaTky y nauieHTis, siki He OTPMMYBANM renapuH 3a 6 roauH 4o nposegeHHs YKB.
. [onaTkoei Gontocw nig vac YKB ana nigTpumimn AY3K B 3annaHoBaHuX Mexax.
¢ IHbysia renapuHy nicns YKB KaTeropudHo He pekoMeHpyeTbes. MauieHTam, siKi notpebyiote TpomBonituuHoi Tepanii, cnig
NPUNUHUTKA BEEAEHHA EnTudibaTtugy.

3acrocyranHs — ENTU®IBATI[ cnin BEOAWTM OaHOYACHO 2 lenapuHom Ta AcnipuHom.

[osysanus ENTUDIBEATUOY =Bi

NOBIAHO A0 Bark NauicHTa HaB

s
(0,75mr/Mn (0, 75mr/mn
. e ksl thnakoH 100mn) nakod 100mn)
37-41 3.4 mn 6.0 mn/rop, 3.0 mn/rog
42-46 4.0 mMmn 7.0 mn/rog, 3.5 mn/rog,
47-53 4.5 mn 8.0 mn/rog, 4.0 mn/rop,
54-59 5.0 mn 9.0 mn/rog 4.5 mn/ron
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 7.3 MmN 13.0 mn/roa 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 mn/ron 8.0 mn/rog
104-109 9.5 mn 17.0 mn/rog 8.5 mn/rop,
i 110-115 10.2 mn - 18.0 mn/ron 9.0 mn/roa
i16-121 10.7 mn 19.0 Mn/roa 9.5 mn/rog
{ >121 11.3 Mn 20.0 mn/rog, 10.0 Mn/rog




Bonwoc: Gontochy(-i) aosy(-u) Entudibatupy cnin 3abpatu 3 cnakoxa 10 mn y WNpUy Ta BBECTW LUIAXOM BHYTPILKLOBEHHO
CTRYMEHEM.

BesnepepeHa indysin: Ogpasy nicnsa npuiiomy GOMIOCHOI [023M CNiA  MOYMHATH GeanepepeHy incysito EnTudibartuay. Mpu
BUKOPUCTaHHI Hacoca AN BHYTPILUHBOBEHHUX iHdy3ill cnig 3actocosyeaT Entudibatna HeposseaeHnm GesnocepeaHso 3 thnakoHa
100 mn.

Mpunuxenns Tepanii: MNauicHTam, ski nepeHecnu onepauiio AKLL a6o notpeByroTe TpomGoniTUuHOI Tepanii, iHdysite EnTudibaTuay
ChiZi NPYNWHUTY A0 onepalii.

Ocobnuei kateropii HACENEHHA

NauiexTn 3 nopywerHsm dyHKUiT HUPOK:

FocTpuiA kKopoHapHWiA CUHAPOM - KNiPEHC KpeaTuHiHy MeHwe 50 mn/xe: Gomwoc 180 MKT/KI BHYTPILLHBOBEHHO SKHaWLLBUALLE nicns
BCT2HOBMNEHHSR AiarHo3y, 3 NoAankLUOK0 NOCTIMHOK iHGhy3ieto 1 MKr/Kr/XE.

HepeaiukipHe KOpPOHapHe BTPYYaHHS! - KNipeHc KpeaTuHiHy meHwe 50 mn/xs: x8: 60m0c 180 MKr/Kr BHYTPILLHBOBEHHO 6esnocepeaHbo
MEpej novaTkoM NpouesypW, 3 NOAENLLUCK MOCTIAHOK iHdysielo 1 mkr/kr/xs Ta apyrui Gonoc 180MKI/KT, WO EBOAWTLES vyepez 10
XBUINWH MICNA NepLioro.

* 3a gonomoroto pisHannks Cockroft-Gault kniperc kpeaTuHiHy o6umMcroeTsCS HacTyNHUM YUHOM:
Yonosiku: (140-8iK) (maca Tina B kr)
" 72 (KPEATUHIH CHPOBATKM KPOBI)

(140-giK)(Maca Tina 8 kr)(0,85)
72 (KpeaTHHIH CHPOBaTKH KPOBI)

TR

AIPOTUNOKA3AHHA
. NikysaHHa EnTuciGaTnaoM npoTnokasaHo nalieHTam:
B fAIKi Manu fiaTes 3 KPOBOTEYEK B aHaMHesi ab0 aKkTWEHI aHOMarLKi KpOBOTEY npotsrom nonepeaHix 30 aHis.
¢ 3 BUPaXEHO riNepToHIel (CUCTONIYHIIA apTepiankHuii Tuck> 200 MM pT. cr. abo aiacToniqHui apTepiansHuii Tuck> 110 Mm
pT. CT.), LLIO HE KOHTPOMIOETLCA 24EKBATHO 33 A0NOMOroK aHTUrinepTeH3WBHOI Tepanii.
. B siknx Byna nonocHa onepawis NPOTSrom nonepeaHix 6 TWXHis.
° 3 Hanapom npotsarom 30 AHie abo remopariyHuM iHCYNbTOM B aHaMHesi,
¢ SKi npwiimatoTe 3apas abo B Akux Gyae NnaHoBe BBEAEHHS IHLIOMD napeHTepanbHoro iHriditopa GP Ilb/llla.
. SAKI 2aneHi Big HUPKOBOrO aianisy.
= RKi MaTbh rinepuyTNMBICT A0 ByAb-SKOro KOMNOHEHTAa NiKapChKOro 3acoby.

SACTEPEXEHHS - sxoguTe fo cknaay posainy woao 3anobixHux 3axogie.
3ANOBHKHI 3AXOOH

Kpoeomeuya: KpoBoTeua - HaWNOLIMPEHiLLIE YCKNaAHEHHS, SIKE BUHUKAE nig vac Tepanii Entudibatuaom. BinbWicTb BENUKMX KpoBOTEY,
nos'sisaHnx 3 Entucpibataom, Gyno B aptepiansHomy gocTtyni ans KateTepusauil cepus abo 3 iUNYHKOBO-KMLIKOBOrO 260
cedyocTaresoro Tpakry. Cnig cnigkysaTu 3a MiCUeM AOCTYNy CTETHOBOI apTepil y nauieHTis, Aki NPOXOASATL YePesLUKipHe KOPOHAapHe
8TpyyaHHa (YKB). Y nauieHTis, ski neperecrin YKB, nikysanHa EnTudiBaTtuaom noe'ssaHe i3 36inbLUeHHAM BEMNKMX Ta HE3HaYHUX
KPOBOTEY Y MicLi po3MilleHHs apTepianbHol kaHoni. Micns YKB iHdysito Entuchibatugy crig npogoexyeatv npotarom 20-24 roAWH.
KaHionio cTerHoBoi apTepii MoXHa BUAANUTY nig 4ac nikyeaxHs Entugibatugom, ane nuwe nicis NnpunMHeHHs npUAOMY renapuny Ta
AicnA Toro, sK MOro fis 3HaYHOK MIPOK 3aKiHYMNAacs. lNepen BUAANEHHAM KaHIOMi PEKOMEHAYETHCA He NpUAMaTK renapuH NpPoTSrom
OCTakHHix 3-4 roauH i sacpikcysatn AUTY <45 cekyHa. Y Byab-skomy BUNAAKY, BBEAEHHA renapuHy Ta EntudibaTtuay cnif npunuHuTy, a
TEMOCTA3 NOBUHEH ByTn AOCATHYTUIA CTaHAapTHUMU MeToAaMK KOMMpecii He MeHLUE HiX 3a 4 ro4uHY 40 BUMWUCKK 3 nikapHi. CuctemHy
TpomMBoniTUYHY Tepanilo cnis 3acTocoByBaTh 3 OBEPeXHICTIO NalieHTam, ski oTpumysanu Entucibatua. Cnia miHiMmisysatn Tpasmu
CYAWH Ta [HWI TpaBmu. ApTepiantHi Ta BEHO3HI MyHKLi, BHYTPILUHEOM'A30BI IH'eKUii T2 BMKOPUCTAHHA CEYOBUX Katetepis,
HazoTpaxeansHoi iHTyGauil Ta HasoracTpancHux Tpy6 MawTh GyTu 3BejeHi 4o MiHiMymy. TIp¥ BHyTpilUHbOBEHHOMY AOCTYNi Cchig
YHWUKATH HECTUCHEHUX AINSHOK (Hanpuknag, nigKNouMIHUX 260 APEMHUX BEH).

Tpom&oyumonenis: MNosigomnsnoca npo roctpy, rnuBoky TpomGouuTOneHi:o (iMyHHOMeAIaTOpHY Ta HeiMyHHOMeZiaTopHy) i3
3actocysaHHaM entudibatuay. He Gyno knikiuWoro pocsiay 3acTocyBaHHA enTudibaTtuay y nauieHTiB i3 MOYATKOROK KiNbKICTIO
TpomBouutie <100 000/MM3. AKWIO MALEHT 3 HU3bKOK KINMBKICTHO TpomGouuTie oTpumye enTudibatug, IX KinbKicTb cnig peTensHo
KOHTpOMWBaTK.

flabopamopHi mecmu: lNepes BBefeHHAM Entudibatuay criin npoeectu Taki nabopaTopHi TECTW ANS BUABMEHHS HASBHUX
TeMOCTaTUYHUX NOPYLUEHb: piBeHb reMaTokpuTy abo remornoBiHy, kinkkicTs TpomBouwTie, KpeaTuHiH y cuposartyi kposi Ta TY/auTy. ¥
nauieHTie, Aki nepeHecnu YKB, Takox cnig BUMIPIOBATY akTUBOBaHMIA Yac 3ropTaHHs (AY3).

fMayienmam nimHeozo eiky. He 6yno ouesugHoi pisHUUiI B eEeKTUBHOCTI MK nauieHTamu CTaploro Ta MONOALIOTO BiKY, SKi
oTpumysany entudibatva. MNpuUpicT PUaMKY BUHUKHEHHS MOB'S3aHUX 3 entucibarmgom kposoTey Bys GinbluMM y NiTHIX nauieHTie.
KopurysaHHs 031 He NoTpi6HO ANA NauieHTiB NiTHLOro Biky, ane nauieHTy crapwe 75 poKis NOBUHHI BaXKUTH He MeHLe 50 kr yepes
niaBKLLEHWIA PU3WK KPOBOTEMI B Ll Nigrpyni.




Kanuepozenes, mymazeHes, nopywenns tpepmuneHocmi. He nposogunuca TpuBani LOCRILKEeHHS Ha TBaApUHax ANs OUiHKK
KaHueporerHoro noTeHyiany entudibatugy. EntugiGatug He ByB reHOTOKCHYHIM fig Yac Tecty Enmca, TECTY NPAMOIT MyTauii KNiTUHKW
mMuwadol nimdomu (L 5178Y, TK +/-), TecTy Ha abepauito XpoMOCOM B NiMdoLMTax NOAUHY 260 TECTY Ha MikpoHykneyci mMuwi. Mpu
saranbHux 4o60oBKUX fo3ax A0 72 mr/kr/aoby (npubnuaHo B 4 pasw Binblue pekomMeH0BaHO! MakcuManbHoi A060BOT 403K ANS NKOANHA
Ha OCHOBI NAOLWi NosepxHi Tina) enTudibaTtg He BANUBAB Ha (DEPTUNLHICTL T2 PEMPOAYKTUBHI MOKS3HWUKN wypis-camuis Ta wypis-
CaMoK.

3acmocyeanna y nepiod eazimxocmi: BariTHicTs kaTeropii B. TepaTonorivHi 40CNigXeHHs NDOBOAWUNWCA Ha MOAENAX TBAPWH. LLi
ACCMI[KEHHA HE BUABMIM [10Ka3iB HECMPWSTNMBOIO BMAMBY Ha POIBMTOK Nnoaa depes enTucdibatwa. OaHak aaeksaTHi Ta nobpe
KOHTPONbOBAHI AOCNIAKEHHA y BariTHUX 3 enTudibatugom eigcyTHi. Ockinbku AOCHIAKEHHS PenpoAYKTUBHOI YHKUIT TBapWH He
3aBXM NPOTHO3YKTh peakuilo NIAnHY, enTudiBaTua cnig 3acToCcoBYEATH Mig Yac BariTHOCTI NULLE 32 SBHOI notpebn.

3acmocyeanHs y nepiod 2odyeanHs zpyddro: Hesigomo, un notpannse entndibaTiug s rpyae monoko. Ockinbku 6arato nikapcbkux
3aco6iB NOTPaNNAKTL B rPyAHE MONOKO, CNiA 3 0BePEXHICTIO 3acTOCOBYBATH enTudiGaTia B nepiod rOAYBaHHA rPyALI.
3JacTocyBaHHsa AnA pitei: Beaneka Ta ehekTUBHICTb enTudiBaTuay y neaiaTpUUHUX NaLEHTIB He BUBYANUCS.

MOBIYHI PEAKLT
Buympiwrsoyepentul kpogogunue ma iHcynbm. BHyTpiluHbOUepenHi KpoBoBUNUBN Gynu PIAKICHUMK B KMiHIYHUX AOCHIAXEHHAX.
3aransHa yacToTa iMcyneTy cTaHosuna 0,5% y nauieHTie, siki oTpumysanu enTudibaTua 180/1,3, 0,7% - Y NauiexTiB, SKi OTPUMYBENK
entudibaTtug 180/2,0, Ta 0,8% - y nauieHTiB, Ak npuAmanu nnauebo.
TpomGoyumonenis: Yactota TpomboyutoneHii (<100 000/MM3 a6o =50% 3MEHLLEHHS Bi NOYaTKOBOI nikii) Ta yacToTa TpaHcdyaii
TpomBouuTie Bynu noaiGHUMK MiX NauieHTaMu, aki OTpMMyBanu entudibaTng Ta nnauebo.
ikwi noGiuHi peakuii: BinblwicTe cepitosHux NOBiYHUX peakuii, Aki He NOB'A3aHi 3 KPOBOTEYEH Y NALJIEHTIB, K oTpumyBanu nnaueto
Ta enTuibarug, 6ynu cepueBo-CYAUHHUMU peakUiamu.
B3AEMO[IA 3 IHLLKUMUA NIKAPCEKWMW 3ACOBAMU
ByikopucTaHHs TPOMBONITUKIB, aHTMKOArYIAHTIB Ta iHLUMX aHTUarperaHTis
OnHouacHe 3acTOCYyBaHHA aHTWarperaHTis, TPOMGONITUKIB, renapuHy, acnipuHy Ta HIM3M ana xpoHiyHux Bunapkie 36inblye puank
BUHUKHEHHS KpoBOTEui. Crif YHUKaTW O4HOYACHOTO NikyBaHHs 3 iHWMMK iHriGiTopamu peuenTopis TpomGouuTie GP IIb/llia.
IHCTPYKUIT NA BBELEHHA
©  Hx i iHWi napeHTepantHi nikapceki 3acobu, poauuin YHITPIIH (UNIGRILIN) noTtpiGHo nepesipaTv sisyankHo Ha npeamer
HaABHOCTI TBEPAMX YaCTOK Ta 3HeBapBNEeHHA nepes BBEAEHHAM, SKLLO PO3YUH | KOHTEHEP A03BONAIOTE LE 3pOBUTH.
< YHITPUIIH moxHa BEOAWTM B TyX CaMmy X BHYTDILUHbOBEHHY NiHil0, WO i AncTennasy, ATponiH, HobyTtamiH, lenapuH,
Nipokain, MenepuauH, Metonponon, Migasonam, MopdiH, Hitporniuepux abo Bepanamin. YHIMPIIIH He cnig esoguTw
Yepes TY X BHYTPILUHbOBEHHY NiHilo, Wo i Dypocemia.
© YHIFPUIIH MoxHa BEOAUTM B OAHY BHYTpillHbOBEHHY niHilo 3 0,9% NaCl aBo 0,9% NaCl/5% fekcTpo30i0. 3 Byab-skum
HOCieM iHCby3is Takox moxe micTuTi go 60 MEKe/n xnopuay kanil. He cnoctepiranoca HecymicHocTi 3 Habopamu ans
BHYTPILUHBOBEHHOrO BBE/IEHHA. MOAHUX AOCNIAKEH CYMICHOCTI 3 Milukamu 3 MBX He NPOBOANNOCH.
< bomocHy gosy YHITPINIH cnig BasTu 3 10-Mn-chnakoHa B wnpuy. BomiocHy A03y CRiA BBOAWTM LUASXOM BHYTPILLHbOBEHHOMO
BB/ €HHA CTPYMEHEM NPOTArom 1-2 XBUNuH.
o Bigpasy nicna npuiiomy GontocHoi 4o3u cnig nounHaTu GesnepepBHy iHdysio YHITPINIHOM. Y pasi BUKOPWUCTaHHA nomnn
4NA BHYTPiLWHBEOBEHHOI iHdy3ii YHITPINIH cnia BBoauTM HepoaseaeHuM Besnocepearbo is 100-Mn chnakoHa. GnakoH Ha 100
MI CMif, 3'€AHATH 3 CUCTEMOI0 Ans iHdysil. Cnia 06epe)HO po3MICTUTH ronky B LEHTPI Kona npoBku.

3BEPIFAHHA
36epiraTn B xonoAunbHUKY Npu Temnepatypi 2 - 8°C (36-46°F). He 3amopoxysaTu. 36epiraTv B 3axvLUEHOMY Bif cBiTna Micui Ao
MOMEHTY 3aCTOCYBaHHS.

©OPMA BUNMYCKY
YHIFPUTIH 20 (UNIGRILIN 20): koxeH chnakoH no 10 Mn Mictuts 20 mr Entuchibatuay.
YHIFPHIIH 75 (UNIGRILIN 75): koxeH cdnakoH no 100 Mn MicTUTL 75 Mr Entudibatuay (chnakoH ans indyaii).

BupobneHo B IHAIT:
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YHITPUIIH 75
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Indopmanis npo 3acrocyBanus gikapeskoro 3acoby,
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Carcinogenesis, Mutagenesis, Impairment of Fertility: No long-term studies in animals have been performed o
evaluats the carcinogenic polential of eptifiatide, Eptifibatide was not genoloxic inthe Ames lest, the mouse lymphoma
cell (L 5178Y, TK+/-) forward mutation test, the human lymphocyte chromosome aberration test, or the mouse
micronucieus test. At total daily doses up to 72 mgikg/day (about 4 times the recommended maximum daily human dose
on a body surface area basis). eptifibatide had no efiect on fertility and reproductive performance of male and female
rals.

Pregnancy: Pregnancy Category B. Teratology studies have bean performed on animal models, These studies
revealed no evidence of harm to the felus due to eptifibatide. There are, however, no adequate and well-conlrolled
studies in pregnant women with eptifibatide. Because animal reproduction studias are not always predictive of human
response, eptifibatide should be used during pregnancy only if clearty needed.

Nursing Mothers: It is not known whether eptifibalide is excreled in human milk. Because many drugs are excreted in
human milk, caution should be exercised when eptifibatide is administered to a nursing mother.

Pediatric Use: Safety and effecliveness of eptifibatide in pedialric patients have notbeen studied.

ADVERSEEFFECTS

Intracranial Hemorrhage and Stroke: Intracranial hemorrhage was rare in clinical studies, The overall incidence of
slroke was 0.5% in patients receiving eptifibatide 180/1.3, 0.7% in patienls receiving epti ibatide 180/2.0, and 0.8% in
placebo patients.

Thrombocytopenia : The incidence of thrombocylopenia (<100,000/mm3 or == 50% reduclion from baseline) and the
incidence of platelet transfusions wera similar between patients treated with eptifibatide and placebo.

Other Adverse Reactions : The incidence of serious nonbleeding adverse reactions was similar in patients receiving
placabo or eptifibatide Most of the serious nonbleeding adverse reactions consisted of cardiovascular reactions,

DRUG INTERACTIONS
Use of Thrombolytics, Anti lants, and Other Antiplatelet Agents

Goadministration of antiplatelet agents, thrombolytics, heparin, aspirin, and chronic NSAID use increases the risk of
bleeding. Concomitant reatment with other inhibitors of plalelet receptor GP lib/llla should be avoided,

INSTRUCTIONS FORADMINISTRATION
« Like other parenteral drug products, UNIGRILIN solutions should be inspected visually for particulate matter and
discoloration prior to administralion, whenever solulion and container parmit.
+ UNIGRILIN may be administered in the same intravenous line as alteplase, atropine, dobutamine, heparin,
lidocaine, meperidine, metoprolal, midazolam, morphine, nitroglycerin, or verapa UNIGRILIN should not be
administared through the same intravenous line as furosemide.

«  UNIGRILIN may be administered in the same IV line with 0.9% NaCl or 2.9% NaCl/ 5% dextrose. With either
vehicle, the infusion may also contain up lo 60 mEgL of potassium chlende. No incompatibiliies have been
observed with inlravenous administration sets. No compalibility studiss have been performed with PVC bags.

«  The bolus dose of UNIGRILIN should be withdrawn from the 10-mL vial into a syringe. The bolus dose should be
administered by IV push over 1-2 minutes,

« Immediately following the bolus dose administration, a continuous infusion of UNIGRILIN should be initiated. When
using an intravenous infusion pump, UNIGRILIN should be administered undiluted directly from the 100-mL vial.
The 100-mL vial should be spiked wilh a vented infusion sel. Care should be laken lo center the spike within the
circle on the stopper lop.

STORAGE
Store in a refrigerator at 2-8°C (36-46°F ), Do not freeze. Store protected fromlight until administration.
AVAILABILITY

UNIGRILIN 20: Each 10ml Vial contains Eptifibatide 20mg.
UNIGRILIN 75: Each 100mI Vial contains Eptifibatide 75mg. (Infusion Vial)

Mfd in India by :

UNITED BIOTECH (P) LIMITED
Bagbania, 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

c z — m x— F— z 20mgi75mg Vial (For V. use only)

COMPOSITION

UNIGRILIN 20

Eachvial contains

Eptifibatide |P 20mg
Water for injection IP qs.
UNIGRILINTS

Each vial contains

Eptifibatide IP 75mg
Water for injection IP q.s.

DRUG DESCRIPTION

Epfifiatide is a cyclic heptapepide containing six amino acids and one mercaptopropionyl (des-amino cyst nyl)
residue. An interchain disulfide tridge is formed between Ihe cysteine amide and the mercaptopropionyl moieties,
Chemically it is N 6 -{amincimimomethyl)}-N 2 -(3-mercapto-1-axopropyl-L- lysylglycyl-L-a-aspartyl- L-tryptophyl-L -
prolyl-L-cysteinamide, cyclic (185)-disulfide. Eplifibatide binds to the platelet receplor glycoprot (GP) lib/llla of
human platelets and inhibits platelzt aggregation.

UNIGRILIN (eptifibatide) Injectionis a sterile, non-pyrogenic solution forintravenous (V) use.

CLINICAL PHARMACOLOGY

Mechanism of Action

Eptifibatide reversibly inhibits plalelet aggregation by preventing the binding of fibrinogen, von Willebrand factor, and
other adhesive ligands to GP lib/ila. When administered intravenously, eplifibatide inhibits ex vivo platelet aggregation
in a dose- and concentration-dependent manner. Platelet aggregation inhibition is reversible following cessation of the
eplilibatide infusion; this is though to result from dissociation of eplifibatide from the platelet.

Pharmacokinetics

The pharmacokinelics of eptifibatde are linear and dose-proportional for bolus doses ranging from 90 lo 250 pgikg and
infusion rates from 0.5 to 3.0 pgkg/min. Plasma elimination half-life is approximately 2.5 hours. Administration of a
single 180 pg/kg bolus combinet with an infusion produces an early peak level, followed by a small decline prior to
attaining steady state (within 4-6 hours). This decline can be prevented by administering a second 180 pg/kg bolus ten
minutes after the first. The extentol eptifibatide binding to human plasma prolein is about 25%. Clearance in patients
with coronary artery disease is about 55-58 mLikg/h. In healthy subjects, renal clearance accounts for approximately
50% of tolal body clearance, withthe majority of lhe drug excreted in the urine as eptifibatide, deamidated eptifibatide,
and other, more polar metabolilzs. No major metabolites have been detected in human plasma. In patients with
moderata to severe renal insuffciency (creatinine clearance <50 mL/min using the Cockroft-Gaull equation), the
clearance of eptifibatide is reduced by approximately 50% and steady-state plasma levels approximately doubled.

INDICATIONS

Acute Coronary Syndrome (ACS)- For treatment of palients wilth ACS (unstable angina [UAJnon-ST-elevation
myocardial infarction [NSTEMI], including patients who are to be managed medically and those undergoing
perculaneous coranary seiting, eptifibatide decreased tho rate of a combined endpoint of
death or new myocardial infarction (Mi).

Percutaneous Coronary Infervenion (PCI)- For reatment of patients with PC, including those undergoing intracoronary
stenting. In this setting, eplifibatije decreased the rate of a combined endpoint of death, new M, or need for urgent
intervention.

DOSAGE AND ADMINISTRATICN

Dosage :

The safety and efficacy of eptifibalide has been established in clinical studies that employed concomitant use of heparin
and aspirin.
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Acute Coronary Syndrome: The recommended adult dosage of eplifibalide in pzlients with acute coronary syndrome
and normal renal function is an inlravenous bolus of 180 Hglkg as soon as possitie following diagnosis, followed by a
centinueus infusion of 2.0 pg/kg/min until hospital discharge or initiation of CABG surgery, up to 72 hours. If a patientisto
undergo a percutaneous coronary intervention (PCI) while receiving eptifibatide, the infusion should be continued upto
hospital discharge, or for up to 18-24 hours after the procedure, whichever comes first, allowing for up lo 96 hours of
therapy.
Percutaneous Coronary Intervention (PCI): The recommended adult dosage of eptifibatide in patients with normal
renal function is an intravenous bolus of 180 pglkg administered immedi lely before the initiation of PCI followed by a
continuous Infusion of 2.0 pg/kg/min and a second 180 Hg/ky bolus 10 minutes after the first bolus. Infusion should be
continued until haspital discharge. or for up to 18 to 24 hours, whichever cores firsl. A minimum of 12 hours of infusion is
recommended,
Aspirin and Heparin Dosing Recommendations
The racommended aspirin and heparin doses to be used are as follows:
Acute Coronary Syndrome - Aspirin: 160-326 mg initially and daily thereafter, Heparin: Target aPTT 50-70 seconds
during medical management for the following :

*+ ifweight 70 kg, 5000 U bolus followed by infusion of 1000 Urhr,

* ifweight<70kg, 60 Ufkg bolus foliowed by infusion of 12 Ulkglhr.
Target ACT 200-300 seconds during PCl for the following :

= Ifheparinisinitiated prior to PCI, additional boluses during PCI to maintain anACT target of 200-300 seconds.

= Heparininfusion after the PClis discouraged.
Percutaneous Corenary Intervention - Aspirin: 160-325 mg 1-24 hours prior to PCland daily thereafter, Heparin :
TargetACT 200-300 seconds for the following :

*  BOUIKg bolus initially in patients not treated with heparin within 6 hours prior ta PCI.

* Additional boluses during PCl to maintain ACT within target.

* Hepanin infusion after the PCI is strongly discouraged. Patients raquiring thrombolytic therapy should have

eptifibatide infusions stopped.

Administration - EPTIFIBATIDE should be administrated concomitantly with Heparin and Aspirin,

Dosage of EPTIFIBATIDE as per patient's weight is given below

(0.76mg/mi. (0. 75mg/mlL

100 mL viad) 100 mL vial)
37-41 34 mL 6.0 ml/h 3.0 mL/h
42-46 4.0 mL 7.0 mL/h 3.5 mL/h
47-53 4.5 mlL 8.0 mL/h 4.0 mL/h
54-59 50mL 9.0 mL/h 4.5 mL/h
60-65 5.6 mL 10.0 mL/h 5.0 mLin
66-71 6.2 mL 11.0 mL/h 5.5 mL/h
72-78 6.8 mL 12.0 mL/h 6.0mL/h
79-84 7.3mL 13.0 mL/h 6.5 mL/h
85-80 7.9 mL 14.0 mL/h 7.0 mi/h
91-96 85 mL 15.0 mL/h 7.5mlLh
97-103 9.0 mL 16.0 mL/h 8.0 mL/h
104-109 8.5 mL 17.0 mLrh 8.5 mLih
110-115 10.2 mL 18.0 inL/h 9.0 mL/h
116-121 10.7 mL 19.0 mL/h 9.5mLh
=121 11.3mL 20.0 mLih 10.0 mL/h

Bolus: The bolus dose(s) of eplilibatide should be withdrawn from 10 mivial into a syringe and administered by IV push,
Continuous infusion: Immedialely following the bolus dose administration, a continuous infusion of eptifibatide should
be initiated. When using an IV infusion pump, eptifibatide should be used undi uled directly from 100 mi vial.
Discontinuation of Therapy: In Patients who undergo CABG surgery or requiring thrombolytic therapy, eptifibatide
infusion should be discontinued prior to surgery.
SPECIAL POPULATIONS
Renal function impairment :
Acute Coronary syndrome - Crealinine clearance less than 50 mbUmin: 180megikg IV bolus as soon as possible
following diagnosis, immediately followed by a continuous infusion of 1mcg/kg/min,
Percutaneous Coronary Intervention - Creatinine clearance less than 50 mL/min : 180mcg/kg IV bolus administered
immediately before the initiation of the procedure immediately followed by a continuous infusion of 1meg/kg/min and a
second 180mceg/kg bolus adminisiered 10 minutes after the first,

*Using the Cockroft-Gault equalion, crealinine clearance is calculated as:
(140-age) (body wl in ka}
72 (serum crealinine)
(140-age) (body wt in kg) (0.85)

72 (serum creatinine)

Males:

Females:

CONTRAINDICATIONS
= Trealmentwith eptifibatide is contraindicated in patients with:
*  Ahistory of bleeding dialhesis, or evidence of active abnormal bleeding within the previous 30 days.
* Severa hypertension (syst biood pressure >200 mm Hg or diastolic blood prassure >110 mm Hg) nol
adequately controlied on anfihypertensive therapy.
*  Major surgery within the preceding 6 weeks,
* History of stroke within 30 days or any history of hemorrhagic stroke.
*  Curmenltor planned administration of another p al GP 1ib/l
* Dependency onrenal dialysis.
*  Known hypersensitivily to any component of the product.

WARNINGS - Included as a part of precautions sections.
PRECAUTIONS

Bleeding: Bleeding Is the most common complication encountered during eplifibalide therapy. Most major bleeding
associated with eptifibatide has been at the arterial access site for cardiac catheterization or from the gastrointestinal or
genitourinary tract, Care of the Femoral Arery Access Site in Patients Undergoing Percutaneous Coronary Intervention
(PCI). In patients undergoing PCI, lreatment with eplifibatide is associated with an increase in major and minor bleeding
atthe sile of arterial sheath placement. Afier PCI, eplifibatide infusion should be continued for 20-24 hours. The femoral
artery sheath may be removed during treatment with eplifibalide, but only after heparin has been discontinued and its
effects largely reversed. Prior lo removing the sheath, it was recommended that heparin be discontinued for 3-4 hours
and that an aPTT of <45 seconds ba documented. In any case, both heparin and eptifibatide should be discontinued and
sheath hemostasis should be achieved by standard compressive techniques atlsast 4 hours before hospital discharge.
Syslemic thrombolylic therapy should be used with caution in patients who have raceived eplifibatide. Minimization of
Vascular and Other Trauma. Arterial and venous punctures, intramuscular injections, and the use of urinary catheters,
nasotracheal intubation, and nasogastric tubes should be minimized, When oblaining intravenous access, non-
compressible sites (e.g., subclavian or jugular veins) should be avoided,

Thrombocytopenia: There have been reports of acuta, profound thrombocylopenia (immune-medialed and non-
immune mediated) with the use of eptifibatide. There has been no clinical experience with eptifibatida initiated in patients
with a baseline platelel counl < 100,000/mn’, If a patient with low platelet counts is receiving eplifibalide, their plalelet
count should be monitored closely.

Laboratory Tests: Before infusion of eptifibatide, the following laboratory lests should be performed to identify pre-
existing hemostatic abnormalities: hematocrit or hemoglobin, platelel count, serum creatinine, and PT/aPTT. In patients

undergoing PCI. the activated clotting time (ACT) should also be measured,
Geriatric Use: There was no apparent difference in efficacy between older and younger patients treated with
eptifibatide. The incremental risk of eptifibatide-associated bleeding was grealer in the older patients. No dosa

adjustment was required for elderly patients, but palients over 75 years of age had to weigh at least 50 kg because of
conce|

;reased risk of bleeding in this subgroup,




