Entugubarun Pompapm 2 mg/ml nmkexunounen pasreop
KPATKA XAPAKTEPUCTHKA HA MPOJAYKTA

I. AME HA JIEKAPCTBEHHS NMPOAYKT

Enmumbarua Pomdapm 2 mg/ml nrkekiuuoHeH pasrsop J I2Y
Eptifibatide Rompharm 2 mg/ml solution for injection AVAT 0L ‘7 4

e 100
2. KAYECTBEH U KOJIMMECTBEH CbCTAB :G { ({@ ¢ G\S‘ U ; ﬂ3 m

Beeku ml uHKEKLMOHEH pasTBOp Chabpika 2 mg entudubartun (eptifibatide).
Enwn dnakon ot 10 ml mmkekumonen pasteop chabpika 20 mg entuubaTHI.

HOMOEHM BELECTBA C M3BECTHO NEHCTBHE;

Coabpixa 15,5 mg Hatpuii Ha nakon ot 10 ml,

3a NbAHUA CIMCHK HA MOMOLIHUTE BELLECTRA BIKTE TO4Ka 6. 1.

3. JIEKAPCTBEHA ®OPMA

Wuxekumuonen pasreop.
bucTbp, npakTHYeckH cBOGOIEH OT BUAMMH YacTHLH, OGe3lUBeTeH, CTepHIIEH PA3TBOP.
pH Ha pasreopa: 5.0 - 5.5.

4. KJIWHUYHHU JAHHU
4.1 TepaneBTH4YHH NOKA3AHHUA

EntuduGatiun Pomdapm e npenastaden 3a npuiokenne ¢ aueTHICATMIIHIOBA KHCETHHA H
HE(PAKLIHOHHPAH XEMapHH.

Entrgudarna Pomdapm e nokaszan 3a npodunakrika Ha paHeH MHOKapaeH HHGapKT NPU BL3PACTHH ¢
HecTabHIIHa CTEHOKap/IHA WM MHOKapaeH uHdapkT Ges Q-3u6el, NPH KOHTO MOCNEIHUAT eMH301 Ha
rpbaHa Gosika e HadMfojaBaH B paMKHTe Ha nocieaHuTe 24 yaca W IIpU KOUTO HMa MPOMEHH B
enexTpokapauorpamata (EKT) w/unu nosuiieny CTORHOCTH Ha ChpIEUHHTE EH3HMH.

[NatmenTuTe, NP KOMTO € HAN-BEPOATHO IEYEHHETO C Enrtudmbarua Pomdapm na 6bae ot nonza, ca
TE3H C BHCOK PHCK 3a Pa3BHTHE HA MH(APKT Ha MHOKAp/a Npe3 MbpBHTe 3-4 AHK Crej NOABATA HA
CHMITTOMHTE Ha OCTPA CTEHOKAPINA, BKIIOUHTEHO TE3H, 32 KOMTO € BEPOSTHO A OBIAT NOAN0KEHH
Ha [ITKA (nepkyTanHa TpaHciyMuHaina kopoHapHa @HTHOIIIACTHKA) (BiK. To4Ka 5.1).

4.2 /lo3MpoOBKA H HAYMH HA NPHIOKEHHE

Tosu npoayxT e npeaHaszHayeH camo 3a GoHWYHA ynorpebta. Toii TpaGsa a ce mpunara ot
MEIHLUMHCKH CMELHATHCTH C OMUT B OBJIAJABAHETO HA OCTPH KOPOHAPHH CHHAPOMH.

Enmududarua Pompapm urxekuuonen pasrsop ¢ KOHUeHTpauus 2 mg/ml Tpadsa 1a ce npunara
3aenHo ¢ Entudubarin Pomdapm undysnoren pasteop ¢ konuenpauus 0,75 mg/ml .

[IpenopsiBa ce eAHOBPEMEHHO NPHIOKEHHE HA XENAPHH, OCBEH B CIy4aHTe, KOraTo ChIIECTBYBA
MPOTHBOMOKA3HHE 3a TOBA, 110 NPHYHHH KATO aHAMHE3a 32 TPOMOOLMTOMNEHHS, CBLP3aHa C
NpunoKeHHe Ha xenapuH (Bukte , [Ipunoxenue Ha xenapuu®, Touxa 4.4). Entuduéatua Pomdap
CBIIO Taka € [IPeHa3Ha'EeH 1 Ce Mpuiara eHOBPEMEHHO C ALETHICATHIIMIOBA KHCEMHHA, OCBE




CIyauTe, KOraTo ToBa € NPOTHBONOKA3AHO, Thil KATO € YACT OT CTANIAPTHOTO NIEYEHHE Ha NALMeHTH
C OCTBP KOPOHAPEH CHHIPOM.

O3HPOBKA

Buspacmuu (= 18 zodunu) ¢ necmabunna emeroxapous (HC}) wru smuokapoen ungapkm ez O-3vbey
(MUE Q-3)

Ipenopbusanara 1032 ¢ UHTpaBeHO3HE Gbp3a Hikeknus (Gonye) 180 MHipoTpaMa/kg, npiiokeHa
BhIMOXHO Hai-ObP30 cliell MOCTABANE Ha AUATHO3ATA, IOCTIEBAHA OT NPONLIKHTENHA HHDY 3T Ha

2 muxporpama’kg/min 1o 72 waca, 10 3anousaHe Ha OMNepauHs 3a NOCTABAHE Ha KOPOHAPHO-
apTepuaneH Gadittac ([TKAB), wiu 10 m3nuceane oT GonHMuUaTa {K0eTo ce ey MbLpBo). AKo 1o
BPEME Ha nedeHueTo ¢ enTHpubaTH ce NpoReas MepKyTaHya KOpoHapHa nHTepBeHina ([TKH),
uHby3uaTa TpAORA da npombmKk 3a 20 -24 yaca cnen ITKH npu o6mia Makcumanta
NPOTLIDKHTEIHOCT HA TepanHaTa oT 96 uaca.

Crewnocm unu nonyenexmussa onepayus

AKO [AUHEHTDT Ce HyKIAe 0T CTIELAHa HITH He3a6aBHa CBPAEYHA OMepauMa Mo BPeMe Ha Kypca Ha
neuenue ¢ enTuduGaTua, undysrsTa TpaGsa 1a ce NpeKpary He3abaBHO. AKO NAUMEHTBT ce HyxKaae
OT NOTYENEKTHRHA Onepauns, HHy3uaTa ¢ enrudubaruz, Tpatea aa ce NPeKbCHE B TIOAXOIAL,
MOMEHT, 32 Na MOSKE 1a CE BH3CTAHOBM HOPMANHATA TPOMBOUHTHA dyHKLHA,

Yepnodpobno yapescoane

OnuTsT NpH NALKHEHTH ¢ YepHOAPOGHO YBpeRcIate € MHOro orpaunyen. [ponykrsT tpatea na ce
Tpuitara ¢ NOBHUICHO BHUMAHHE 1PH AUMEHTH C 4epHOAPOGHO yBpexaaHe, NpH KOHTO MOXKeE Aa e
JAceruaTa koarynauuaTa (Bwxkre Touka 4.3, npeTpoMGiuHOBO Bpeme). [IpoTBonokazano e
TIPHIAGKEHHETO NPH NAUMEHTH € ISIHHUYHO 3HAUHMO YEPHOIPOGHO YBpekaane,

Enbpeuna nedocmamuunocm

Ipn naumentn ¢ ymepeno 6n6peuno yBpexaane (KpeaTHHHHOR Kanpbae > 30 < 50 ml/min)
Tpa0Ba Aa Ce NPHIIOKH HHTPAREHO3EH Gonyc ot 180 MUKpOTpaMa/kg, NOCIEIBAH OT NPOIBLIKHTENHA
Hy3HA Ha posa ot 1,0 MHKporpamMa’kg/min 3a NPOILIKHTENHOCTTR Ha NeYeHMETO. Tasy nIpenopbka
Ce 0CHOBaBa Ha (apMaKoHHAMIYHK M GAPMAKOKMHETHYHH 1anEH. HanuynnTe KIIHHHYHH AaHHU
obave, He MOTAT 44 NOTBBPIAT, 4e TazH TpOMAHA Ha M033Ta BOJM A0 3aNa3BaHEe Ha MOA3ATA (BXK. TOYKA
3.1). ¥norpe6ata npu naumenTi ¢ mo-rexio GrOpevHo yBpenaaHe e NpOTHBONOKA3aHa (BHATE TOUKA
4.3).

Heduampuuna nonyaayus
He ce npenoptusa npunowenue pH Jeua ¥ wHOWM nod 18 roaumHn, nopaau nunca Ha JaHHK 3a
GezonacHocT u edukacHocT.

Haunh Ha npunoxenie

Hurpasenozno npunoxenue,

32 MHCTDYKLIMH OTHOCHO Pa3peknaHeTo Ha llexapcTeeHua MPOAYKT NPEAH NPUITOKEHHE BIHKTE TOUKZ
6.2 1 6.6,

43 Tporuponoxaszauns

Entugpubarun Pomdapm ve Tpabaa 1a ce n3noniea 2a nevenue Ha NALHEHTH C:

- CBPBXYBCTBHTENHOCT KbM 8KTHRHOTO BELIECTBO KK KbM HAKOE OT [FOMOLIHHUTE BELIEeCTRa,
136poeHn B TovKa 6.1.

- Haunn 32 kpuoranus ot FUT, Texwk KpbBOHIAUB oT YPOrEHHTAIIHHA TPAKT HIH IPYTO aKTHBHO
aGHOPMHO KLPBEHE B paMKKTe Ha 30 AHK Npean neuenuero.

- AHaMHesa 3a MHCYNT npe3 nocheanute 30 IHM WIKM aHaMHesa 33 XeMOparieH UHCYNT Ges
3Ha9eHUE OT BPEMETO HA PA3BRHTHE.

- HMsBecTHa aHaMHesa 3a BLTpevepento 3a6onmBane (HeonnasMa, ApTePHOBEHO3HA MaihopmMa
AHEBPH3Ma).




- Tonama xupypruyma unTepBeHUns UMM Texka TPaBMa pe3 nocneauute 6 ceamuu,

- AHaMHe3a 3a XeMOparHuHa quaTesa.

- TpomGounronenus (< 100000 xnerkw/mm?) .

- IlpotpomBHHOBO Bpeme > 1,2 nuTH KOHTponaTa Hiau MexayHapoIHO HOpMATH3MPaHO
ChOTHOWEHHe (International normalized ratio, INR) > 2.0.

- Texka xuneproHus (CHCTOMYHO KpeBHO Hamarave > 200 mm Hg unu onacronmyHo KPBBHO
Hanarawe > 10 mm Hg npu naumentu Ha AHTHXHIIEPTEHIWBHA TEpariug ).

- Texxo 6u6pedno yepexaHe (kpeatuHuHOB KIHpBHE < 30 ml/min) unu saencumoct ot
6ubpeuna auanmaa,

- Knunuano shaunmo uepHoapo6Ho yepexane.

- CoIrbTCTBAILO HIH MIAHHPAKO NpUIaraHe Ha ApYT fTapEHTEPaIeH HHXHOGHTOP Ha [IMKONPOTEHH
(GP) IIb/Illa.

44  Creunannu npeaynpesxienna u MPEANA3Ng MEPKH OpH ynoTpeda

Kuvpsene

Entudmbaria Pompapm e SHTHTPOMOGOTHYHO CPedCTRO, KOHTO OeifcTBa 4pes MHXHOHpaHe Ha
arperaunaTa Ha TPOMOOUNTHTE; NOPAAH TA3N NPHUKHA MAIHEHTLT TpaGBa na ce npocnessea
PHHMATE/THO 38 CHMNITOMM Ha KBPBEHE N0 BPEME Ha NIEYEHHETO (B, TOYKA 4.8). Puckwr ot
KPBBON3IIMB MOKE [1a € NOBHLIICH NPM XERH, NAUHEHTH B CTApYecKa BBIPacT, NAMEHTHTE C HHCKO
TEIECHO TETIO UK C yMepeHo Gb6penHo yBpexaaHe (kpeaTHHUHOR KIApBHC > 30 -< 50 ml/min).
Teau naunenTy TpaGEa 1a ce npocieIABaT OTHAN20 33 HANHUHE Ha KPBEEOH3AHE.

[loBuuien pHek 0T KbpBeHe Moxe fa ce HaBioasa K NpH DAUHEHTH, NPH KOUTO NPHAOKEHHETO Ha
eNTUGHUOATHA € 3aNOYHATO OT pano (Hamp. NpH NOCTABAHE Ha AHATHO34) B CPABHEHHE ¢
TMPHIOKEHHETO My HenocpencTeeHo npean MKH, kaxto ce Buxaa oT npoy4saneto Early ACS. 3a
pasnkika oT o106peHaTa 103uposKa B EC, Ha BCUUKM naUMeHTH B TOBA H3NUTBANE ¢ NpHNAaraHa
AsoiHa Sonyc noza npean HEdY3IHATA (BX, TouKa 5.1 ).

Kwpeeneto e naii-yecto Ha MacToTO Ha 4pTepHAIEH IOCTEN NPH IAUHEHTH, MOLIOKEHH HA
NCPKYTaHHH apTepHANHY NpoueTyph. Beuuky MecTs, TOTeHUMaHY 33 KbpBeHe (KaTo HanmpuMep
MECTa 3 BLECHAAHE HA KATETHP; MECT2 HA APTEPHANEH H BeHO3EH AOCTEN, HIIH MECTa Ha yGoxaane
fIpH HHKEKTHPAHE; CPE30Be; raCTPOMHTECTHHANEH M YPOTEHHTANEH TPAKT) TpaGea na Gepar
Hab1ro1aBanH BHAMATEHO. IpYTH NoTeHHan K 3a KbPBEHE MECTA, KaTO UEHTPaTHA H NepHibepHa
HEPBHA CHCTEMA 1 PETPONEPUTOHEYM, ChILO TPAGBA 21 ce HAGMIONABAT ¢ MOBHILEHO BHUMANME.

Twit kaTo enTH@UOaTH, HHXHGUpa TpoMGoLHTHaTa arperauys, Tp=0Ba J1a ce NoAXOok A ¢ NOBHLIEHD
BHHMaHHE, KOFATO Ce M3N0/138a B KOMOHHALMA C APYTH HEKapCTBEHM IPOMYKTH, MOBNHABALLH
XEMOCTA3aTa, BK/IOHTENHO THKNONAIKH, KNOMMAOTDES, TPOMBONHTHIN, HEPOpaTHH
AHTHKOAry/IaHTH, IEKCTPAHOBH PA3TBOPH, ATEHOIMH, CyNHUHITHPA3OH, NPOCTAUAKITHH, HECTEPOHAHN
TMPOTUBOBLINANKTE/HH -CPEICTEA KM THITHPHIAMON (BWXTE pasien 4.5),

Hsma onut B npunoxenyero na enTHPHEATHI 1 HUCKOMONEKYTTHI XENapHHH.

CrluecTsyBa OrpaHHyes TepaneBTHYCH OTIHT ¢ eOTHGUOATHT TIPH TALMEHTH, 38 KOHTO KATO LIANO ¢
T0Xa38Ha TPOMOONHTHYHA Tepanus (Hamp. ocTsp TPAHCMYpateH KHGAPKT HA MUOKAPIA C HOBM
naronorydiu Q-3u0uM Hnu enesauns Ha ST-cerMeHTH WK A9B Geapen 6nok B EKID). MNopanu Tasu
npuiiHa, ynotpebaTa Ha entHdHbaTna He ce NpenophYEea NpH Te3d caydyau (Bic. Touka 4.5).

Mpunoxennero va Entudubarig Pombapm usxexionen pasteop Tpsfea 1a ce ApeKLCHe
He3a0aBHO, aKO Bb3HHKHAT CHCTOAHMA, KOMTO HANArAT TPOMGOIMTHYHA TEPAITHA WM AKO NALMEHTET
TpaGBa 1a ce nofiowH Ha ITKAB OTiepatma No CemTHoCT, Wik ce Hanowu NOCTABAHETO Ha
HHTpaaopTHa 0anonHa noMna.

[IpH 1oABa Ha MACUBHO KbpPBEHE, KOETO He MOJKeE A7 (bIIE OBTAIAHO ¢ NPHTHCKAHE, HH(Y3HATA Ha
EntudmGarnn Pomgapm u npunarasust CAHOBPEMEHHO C TOBA HePPAKLUHONHPAH XenapHH Tpate
e MPEeKbeHe He3abarHo.




Apmepuannu npoyedypu

Ilo Bpeme a nevennre c entudubarmn CLUIECTBY B 3HAUUTENHO NOBUIIABAHE HA YECTOTATA Ha
KbpBEHE, 110-CNeUHANHo oT 061acTTa Ha deMOpaIHaTa apTepHs, KbIETO Ce BHbREHKIA KaTeTbpa.
Tpadna aa e curypHo, ue e npofoaena camo MpeaHaTa CTeHa Ha PeMopallHaTa apTepys.
APTEPHANHUAT KATETHP MOIKE A3 CE OTCTPAHH, KOTaTo KOAryNaumMaTa cTaHe OTHOBO HOPManHa (Hanp,
KOraTo akTHBHPaHOTO BpeMe Ha cheHpiane (ABC) e mo-manko ot 180 cekyHIH (0OHKHOBEHO 2-
6-4aca cneq CIHpaHe Ha TEUEHHETO ¢ xenaphH). Cnea npeMaxeane Ha KaTeTspa, TpaGsa 1a ce
NIPOBENE CTPOTC HabaoneHHe, 34 [ € CHIYPHO HATHYMETO HA XEMOCTA3A.

Tpomboyumonenug u umynozennocm, cevpsanu ¢ GP Hb/llla unxutumopu

EnTudmbatin nuxubupa arperauvara na TPOMOOUMTHTE, HO H3T/IE#IA HE MOBTHABA
KH3HECTIOCOOHOCTTA UM, JJAHHHTE OT KAMHHYHY MANHTBAHMA NOKA3BAT, e OPOAT Ha Cay4aH ¢
TPOMOOLHTONEHUA & HUCBK W CXO/IEH NPK NALUMEHTH Ha TeYeHe ¢ eNTHGHGATH], 1ITH naaueso.
TpomGouuTonenms, BTEOYRTENHO OCTPa ALITGOKA TpoMGoumTONEHNS, € HabMonaBaHa npy
TOCTMAPKETHHIOBO NPHAIOKEHHE Ha enTHOUOATH (BXk. Touka 4.8).

MexanusMsT, no Koiito entudubarua moxe na HHAYLHPA TPOMOOLHTONEHHSA, HEIABHCHMO IajiH &
HMYHHO- WHIH HEHMYHHO-MEIHHPAH, HE € HAMBJTHO SceH. Bee NakK, NeYeHHeTo ¢ entudubatig ce
CBBP3EA € AHTHTERA, KOHTO Pa3NO3HABAT CBBP3AHMTE C enTudibaTHa GPIIb/Ia, koeto npeanotara
UMYHHO-MEIHHPaH MexanustM. TpomGounTonenuaTa, noseseawa ce ciea ITbpPEA EKCTIO3HUAT HA
GPLb/I1Ia nuxubHTOp, MOXe aa Gbie obAcHeHa ¢ daxTa, ue MpH HAKOW 3IpaBH HHIUBHAK, Ca
HaAHYHH €CTECTBEHH AHTUTENA

Thi KaTo KaKTO NOBTOPHATA €KCNIOIHUMA HA KOETO H Aa ¢ GP Lb/lIa mHrasn-MuMeTHpaimo cpeactso
(kato aburkenmal unu entTuduOaTH), TaKa ¥ EKCMIO3HUMATE 3a mbpeyd Mt Ha GP IIb/I1Ia unxuGuTop,
MO2KE /12 €2 CEBP3AHH © UMYHHO-MeMHPaHH TPOMGOLIMTOEHHYHN OTFOBOPH, € HEOBXOMMO
Npocrie/ABaKe, T.e. GpoAT Ha TpoMOGoUHTHTE TPAORA Ia 6bae OTHETeH Npenk neueHue, ao 6 Haca cnen
MPHIKEHNETO M CNIEA TOBA HAMl-MANKO €IMH ITHT IHEBHO NO BPEME Ha JIEYEHHETO, KAKTO W BelHara
TPy KITHHIYHH NPH3HAUM 33 BHEIANHA TCHACHLUHA KbM KbpBEHE

AKO HM2 ROKA33HO HAMANABAHE HA GPOA Ha TpoMGotmTHTe A0 < 100 000/mm’ 1y e Habmonapana
Te#ia oCTpa TpomGounToneHus, Tpabba BegHara Aa ce oGMHCIH MPEKPATABAHETO HA BCHKO JIEUCHHE,
fIpH KOSTO & M3BECTHO WM Ce NPE/NONara HATHIHETO Ha TPOMBOLUTOMEHH Y HH edexTy, BRIIOUHTETHO
enTUPHGATHA, XenapHH H kronuzorpen. Peiienrero 3a TpaHCdy3Hs Ha TpoMGoLMTH TpaGBa na ce
OCHOBABA HA KIHHAYHA OLEHKA CIIOPEN HHAHBHIYAIHAA ClIyYaii,

HsiMa ranuu 3a npuackenueTo Ha entuuGatia npK NauMeHTH ¢ npegmnHa HMYHHO-MEIUHPAHA OT
apyry napentepanay GP LUb/Alla muxuGutopu TpomGoudToneHus, CnenosatenHo, He ce mpenopbusa
MPHIOKEHUETO Ha enTHGHGATHI TPH NIALMEHTH C NPeAMILHA HMYHHO-MeaHHpaHa oT GP [Ib/Illa
MHXHOHTOPH TPOMOOLMTOUSHHUA, BKIIGYHUTENHO entiduGarua,

IIpuwroncenue na xenapun

[pracenneTo Ha Xenapun ce npenopbysa, oceeH B CITY4YaHTE KOTATO CLIUIECTBYBA
MPOTHEOMOKa3AHHE 33 TOBA (KATO AHAMHE3 32 TPOMGOUUTONEHHSA, CBBP3aHA C MPHIIOKEHHE Ha
XenapuHj).

HecraOuaua crerokapans (HCYMuokapaen nedaprr (M) Bes Q-3n0eu; 3a NALMEHTH ¢ TETECHO

Terno 2 70 kg ce npenoptusa npunaraxeTo Ha Goayc oza 5 000 enuHKUM, NocnenBaHa OT
HElpeKLCHATA WHTPaBeHO3Ha Hidy3ua | 000 eanHuum/gac. Tpu naumenTH ¢ TeecHO Terno < 70 kg
C¢ Npenapb1ea npuaraHero Ha Gomyc ao3a 60 enuummvkg, nocnensana ot undy3na ot 12
ennuuuw/kg/qac. TpaGea aa ce npocnesa AKTHBHPAHOTO MAPUHATHO TPOMOONIACTHHOBO BpeMe
(activated partial thromboplastin time, aPTT), 3a a ce NOAABPHAT CTORHOCTH Mexkay 50 u 70
CEKYHIH, Thi KaTo Han 70 cexyHIM MOXe 1a CHINECTRYBA [OBHLICH PHCK OT KhpBEHE,

Axo npn yenosus Ha HC/MH Ges Q-3w6es tpstea aa ce npopeie ITKH, TpaGea na ce npocnenn
aKTHBHPAHOTO BpeMe Ha cheupeane (ABC), 3a aa ce nopxepiat crofHocTh meskay 300 u 350




cekyHau. B cryuaii ye croinoctute Ha ABC HaasHmar 300 CEKYHIIH, NPUIIOKEHHETO HA XENapHH
TpaGBa 212 Ce CNpe i a He Ce NPHNara 0THOBO, AokaTo ABC e nanne noa 300 cexyunu.

Monumopunz na rabopamopru cmotinocmu

TIpean undysna va Enmudubarun Pomapm ce mpenoprusar cregnute NaopaTopHi TecToBE, 32 1A
CC YCTAHOBH HANMHETO Ha NPELISCTRANIE XEMOCTATHYHHE AHOMAIIMU: npoTPOMOMHOBO Bpeme
(Prothrombin time, PT) u aPTT, CEPYMEH KpeaTHHHUH, Gpoii Ha TPOMBOUNTHTE, XeMOrTOGHH H HHBA HA
XEMATOKPUTA. XeMOrMOGHHET, XeMAaTOKPHTLT H BpOAT Ha tpomGoumTUTE TPAGRA AA CE NpOCIeasBar B
PaMKHTE Ha 6 Waca Cilel] 3aN0YBaHe Ha JIEYEHHeTO W HAH-MAIKO BETHbK THERHO CNEN TOBA, JOKATO
HpOALKABA TEpANMHATa (WIH N0-4€CTO, aKO MMa JAHHH 33 OTUETEHO noHwkenue). Ilpu nommwkasane
Ha Gpos Ha TpomBoumTaTe non 100 000/mm?, ce wincksa IO/ IRUTENHO npebpoABaKe, 3a Ja ce
H3KIIOUH ncepRoTpombounTonennt. [TpHnmxeHHeTo Ha HepaKuMoHypan Xenapus Tpadea aa ce
npexbeke. [IpH nauuenTH, nosnoxenn ua [IKH, ‘tpadea na ce uaMepsa 1 ABC.

Hampuii

Entupubarnz Pomdapm 2 mg/ml uxekuponen pasTBop crABPHa 15,55 mg HaTpHi Ha prakoH oT
10 ml uHKeKUMOHEH pa3TBOp, EKBMBATEHTEH Ha 0,78% ot npenopbuutentus ot C30 MakcHManen
AHEBEH NIpHeM 0T 2 g HaTPHIf 3a BL3pacTe.

45 BaaumoaeiicTBHe ¢ APYTH JeKapCTEERH NPONYKTH H APYrH hopMu Ha B3auModelicTBne

Bapgapun u ounupudamon

Entudndarun ve nokasea nosmieH puck ot CEPHO3HO UK HE3HAYMTENHO KbPREHE, CRBP3aH ¢
©AHOBpCMEHHaTa ynoTpeGa Ha papdiapun u AMnHpHoaMor. [Tpy naumeHTH Ha neveHwe ¢ enTHgHGATAD
H npoTpoMGrHoBRO EpeMe (PT) = 14,5 CEKYHIIH, NPUEMALLH eIHOBPEMEHHO Baphapuy, PHCKBT OT
KbPBEHe He e Gun NoBHIEH.

Enmucpubamud u mpombomumuyu

JlaHHuTe 32 npunoxerne Ha entHbuGatHa TIPH NAUHEHTH, NPUEMALIKM TPOMGONMTHIIH, ca
orpaniuenu. He ca nonyuenw yTebpautennn noxazatencrea, ue enTHUGATHA MoBUIIABA pUCKa OT
CEPHOZHO HITM HE3HAYHTENNO KbPBEHE, CBBP3AHO ¢ THKAHHHA [NA3MHHOTEHEH aKTHBATOD, NpH
npoy4sane kaxTo 3a [IKH, Taka u 3a ocThp MHOKapIeH HHbapkr. EnTuduGati e noeuunn prucka ot
KLPBEHE NPH IPHITOKEHHE CBC CTPENTOKHHA3A B MPOYUBAHE 33 OCTEH] MHOKapAeH HH(APKT.
KomGunaumara ot peaylHpaHa noza TeHekTenAase M entupubaTia B CcpagHeHe ¢ nnauebo ¥
ENTADHOATHI IHAUMTEIIHO NOBUIIABA PHCKA KAKTO OT CePHO3HO, TAKA H OT HE3HAYMTENHO KbpBeHE,
KOraTo CE NPUAAraT eIHOBPEMEHHO B NPOYUBAHE 33 OCTLP MHOKAPIEH HudapkT ¢ nosuuen ST-
CEerMeHT.

Fpu npoyusaye 3a octip MROKapAeH HHhapKT, Biunousaio 181 naumentu, enTHuGaTua (¢ pewnm
Ha 103HpaHe Gomyc urkekLne 180 MukporpaMa/’kg, nocensana oT HHY3ug 1o 2
MHKkporpama/kg/min 1o 72 vaca) e npunoxen CAHOBPEMEHHO CBC CTPENITOKKHAzA (1,5 MMITHOHA
€IWHHLY 33 60 MuayTH). [TpK Hal- BHcOKaTa NpoyeHa CkopocT Ha MHGy3ua (1,3 mukporpamakg/min
4 2.0 Muxporpama/kg/min) entrdubatia CEBP3aH € [IOBHIIEHA YeCTOTA HA CYYal Ha KbpBeHE H
TpaHCPY3N B CPABHEHHE CHC CAMOCTONTETHO NPHIOMKEHHE HA CTPENTOKHHA3A.

4.6  depruauTet, Gpemenuoct u KbpMeHe

Epemenroct
Hama noctaTbumo tanuu 3a ynotpeGara ua enTudHbaTtHa npH GPEMEHHH KEHH.

ExcrepimenTantiute npoyusanus npu AMBOTHH ca HEAOCTATEYHH 110 OTHOLIEHHE Ha edexTHTe BRPXY
BpeMeHHOCTTa, eMOPHOHATIHOTO/QETANHO PAZBHTHE, PAXKIAHETO HIIH [IOCTHATANHOTO Pa3BHTHe (BX,
To4ka 5.3). HoTesumansusr puck npu A0pa He € HIBECTEH.

Entugubéarua Pomapu He 1pabpa na ce manoassa no BpeME Ha DPEMEHHOCT, OCBEH B Cy4aii Ha
KaTeropu4sa HeobXouMocT.

Knpmene




He ¢ wsBecTro namu enThdubarua ce exckpetipa KepuMara. [Ipenopuusa ce MpekscBaHe Ha
KbMEHETO 32 NEPHO/IA HA TeYeHHETO,

Depruaurer
Jluncear nauuu 3a edexTa ua EKAPCTBEHOTO BELMECTRO eNTi(uOATHI BBPXY hepTunuTeTa npH xopa.

4.7 Edexrn sbpxy cnocobrocTTa 1a mogmpane U pabota ¢ Mamnn

He e npunoxumo, Teii kato EnmadnGarun Pom¢papm e npeanaznaven 3a ynorpe6a camo HpH
XOCIHTANHIHPAHH NALMEHTH.

48 Hexenann nexapcreenn peaxunn

Tlo-rofamara uacT 0T HexenauuTe peakuuu, HabMONABaHH MPH NAUMEHTH HA IEYEHHE C
enTHQHBaTH, ca WK CBLP3AHH IIABHO C KBPBEHE MM PeaKLHK OT CTPaHa HA CHPAEYHO-CHIOBATA
CHCTEMA, KOMTO C€ CPEIIAT YeCTO ITPH TA3H MPYNa NauHeHTH.

Knunuuny usnumegnus

HatounuuHTe Ha 1aHBR, H3NOI3BaHN 34 OMPEAENAHe HA KATCTOPHUTE YECTOTH Ha HexelaunTe
fIEKARCTREHA peakui, ca ase paza [H knuHuyHE n3nuTeamua (PURSUIT u ESPRIT). Tezu
KITHHUYHH M3MMTBAHKA €2 OMHCAHH HAKPATKO M0-A0TY.

PURSUIT: Tosa ¢ paHaoMH3HpaHo, ABOIHO-CIIANO OLUEHABAHE 1A erKkacHOCTTa 1 GesonacHocTa Ha
enTuubaTHi cipamMo nianedo 3a HaMalgBaHe Ha CMBPTHOCTTA M MAOKAPIHHTE MHGAPKTH (MOBTOpHA

NOABA HA MUOKAPIEH HHGAPKT) IPY NALMEeHTH ¢ HecTabHIIHA CTCHOKAPAHS UIIH MMOKApIeH HHbapKT
Be3 Q-3uber,

ESPRIT: Toea e aeoiito-cnano, MHOTOLICHTPOBO, PaHA0MH3HPAHO, IapANETHO-MPYAOBO, Mhaue6o -
KOHTPOIMHPAHO H3NHTBaHE, OLEHABAILO Be30NacHOCTTa H epHKACHOCTTA HA JIEYEHHETO C entudubaria
MPH HAUMEHTH C HACPOUEHA, HO HE CIICILIHA NEPKYTAHHA KOPOHApHA MHTepBeHuNA (TTKH) ¢
VMILIAHTALMA HA CTEHT.

Tipit PURSUIT nanvm 3a ciryuau Ha KbpeeHe | ApYTH HeXKelaHH CHOMTHA ca 6umu chOMpanu oT
MOMEHTA Ha H3NHcBaHe ot GonHKMuaTa o nperneaa Ha 30-9 aeH. Tlpn ESPRIT cryuau Ha kbpBeHe ca
AOKAZNBAHK 10 48-5 4aC, A OCTAHANKTE HEMENAHH CHOUTUS N0 30-1 JeH. Kputepuar 3a knpaene
Thrombotlysis in Myocardial Infarction TIMI 3a KNACHPHUMpPaHE HA CITY4AHTE HA CEPHOZHO
HESHAYHTENHO KbPBEHE € H3TIO3BAH M NPH ABeTe 3nuTBakMa PURSUIT u ESPRIT, Ho naHHuTe npu
PURSUIT ca cvbupanu & paminTte Ha 30 auu, aokaro rpu ESPRIT naxuuTe ca orpanuueny go
CHOUTHA, CTAHANH B paMKuTe Ha 48 yaca unM 10 M3NKCBaKe OT OOMHULATA, B 3aBUCHMOCT OT TORA Koe
Ce € CITYHHIIO Mhpeo,

Hexenannre nexapcreenu peakumu ca H30POSHU 110 CUCTEMO-OPTAHHM KN4coBe | YecToTa, YecToTire
Ce OLPEACHAT KAaTo Muaro wecT ( 2 1/10); yectn (2 1/100 ao < 1/10); wevectu (= 1/1 000 I <

1/100); peaku (2 1/10 000 ao < 1/1 000); MHoro penxi (< 1/10 000); ¢ HenssecTHa uecToTa (o1
Ha/THYHKHTE AaHHK He MOXKe 12 Gble HanpaBeHa oueHka). Tosa ca abcoNTHUTE CROCHLEHH YecToTy,
6e3 Ja ce BIemMaT NPelBKI YECTOTHTE npy nnauedo. [Ipy Hanuuue Ha Tarny w ot PURSUIT, u ot
ESPRIT 32 aanena Hexenana peakuus, 3a OIPEAENAHE HA YECTOTATA HA TA3H HEXENAHA PeakHA ¢
HINMO/13BaHa No~BHCOKATA CHOOINEHA YECTOTA OT JIBeTe HINHTBAHHA,

Ja ce obbphe BHIMaHKE, Ye He e YCTAHOBEHA NPUUHHHO-CIIE ICTBEHATA Bpyb3Ka 33 BCHUKH HEMKEIaH!
€aKUHH.

Hapyuwienne na kpLBT2 ¥ aumdHaTa cHcTeMa

MHoro uectu KpbBOH3IAKB (rOnAM H MATEK KPBLBOMIIHE, BKIIOYHTENHO AOCTEI no
temopanuara aprepus, cenpaan ¢ [IKAE, [ACTPOHHTECTHHAITEH, YPOreHHTANEH,
PETPONEPUTOHEANEN, HHTPAKDAHHAIEH, XeMaTEME3a, XeMaTypHs,
opaneH/opodiapuHreanel, HOHMKaBaHe Ha XEMOTJIOOKH/XeMATOKPHT W IpYpRY,
Heyectn TpomBouuToneuus.




Hapyiienus na nepsnara cacrema

Hewectn | Uepe6panua vcxemus,
Copaeynn napymenns
HYectu Cupaeven 6ok, KamepHO Mbx/ICHE, kKaMEpHa TaxUKapaud, 3acToitHa ChpaeyHa

HENOCTATLNHOCT, NpeACEPAHO-KAMEPEH GIIOK, MPENCHPAHO MbiK/IEHE.
CraoBu Hapynenns
YectH Lok, xunoronus, dneGur.

Chpacunmst 610k, 3acToiinara chpaeuna HEROCTATEYHHOCT, NPEICHPAHOTO MEAAEHE, XHUIOTOHHATA H
LOKDT, KOHTO €2 4eCTO ChoOLIaBaAHH CBONTHY B HanHTsaneTo PURSUIT, ca Guau CEOUTHA, CBBp3AHK
C CCHOBHOTO 3a(0JIMBaHe,

Hprioxenueto Ha entudmbarun e CEBP3aHO C MOBHINABAHE HA CTYYaHTE Ha MACHBHO H
HEIHAYHTENTHO KbPBEHE CNope/, KNacH()MKALKATA HO kpnrepuute Ha TIMI & npoyupanata rpyna. Ipu
NPENOPBLYHTENHATA TEPANeBTHYHE 1033, KOATO € GHIA NPHIIArata B H3MHTBAHETO PURSUIT,
BicIKBauwio noyrd 11 000 naunenTy, kppaeHeTo e Guno Hali-yecro CpeIaHOTO YCITIOXKHEHHE [0
Bpeme Ha nevenre ¢ entudubatun. Haii-vecrute yenoxkuenus KbpBeHe ca OIIH CBBP3aHN Che
CBPACYHH HHBAZHBHH NPOLEIYPH (IOCTABAHE Ha KopotapHo-apTepuaned Sainac (TIKAR) wnu Ha
MACTOTO Ha AOCTEN KBM eMOpanHaTa apTepus).

Hezwauntento xbpeere B uznureanero PURSUIT e HeMHHPARO KATO COHTAHHA TEXKA XeMaTypud,
CNIOHTaHHA xemaTemesa, HabNONaBaHa KPLBO3Aryfa ¢ NOHMKABAHE Ha XeMoroGHHA ¢ MoBeYe OF 3
g/dl, unn ¢ noseve ot 4 g/dl npu Junica Ha BuaMMO kbpeeHe. ITo Bpeme Ha nevenneTo ¢ entudubaTiy
8 TOB2 M3NHTBAHS, HE3HAYHTENHOTO KbPBEHe € GHII0 MHOTO YecTo yenoiHenue (> 1/10 win 13,1 %
npu entudubatha crpamo 7,6 % npu nnaueto), Cryuamre Ha KbpBeHe ca GunH no-tecty npu
nosuinasane Ha ABC nan 350 cexynau npu naumenTy, NPHEMALIH €AHOBPEMEHHO XENapHH, NOKaTo
ca buu moanoxeHu Ha TTKH (sx. Touka 4.4, ynotpeba Ha xenapun),

MacHBHO kbpBetie 8 u3nuTBanero PURSUIT e NepHHHPAHO KAaTO BBTPEUEpeneH KPbBOHIIHB Hin
TIOHHKABAHE HA KOHUEHTPALMATA HA XEMOrNOOHHA ¢ oBeYye oT 5 g/di. MacusHoTo KbpBeHe ChLIO €
0uno Myoro vecto 8 wanuteanero PURSUIT u e choBwasano RO-YECTO ¢ eNTHOHGATHI, OTKONKOTO ¢
nnaneto (> 1/10 wn 10,8 % cnpamo 9,3 %), Ho He e Guito uecTo MPH NO-roAsMa YacT OT IaUHeHTHTS
KOHTO He ca O noanoxenn na IIKAB B pamkuTe Ha 30 1HU OT BKNIOYBAHE B H3nuTeaHeto. {Ipu
NaUMeHTH, noanoweny Ha ITKAB, uecrorara Ha kepeene e ce e noeumarana [IpH NIEYEHHe C
entidubaTua B cpasHenne ¢ nnauebo. B AOArpynaTa Ha NALMEHTH, HoanokeHk Ha [TKH, vecTo e
Hal1104aBaHO MACHBHO KbPREHE, KATO 3a NIALMEHTHTE HA ieYeHHe ¢ entrubarin e Gunc 9,7 %
cnpamo 4,6 % 3a naLMERTHTE Ha ledeHue ¢ nnauebo.

s

YecroTara Ha CllyuaH Ha TEKKO HIH AKHBOTO3ACTPAIARALLIC KBPBEHE NMPH NPHIGKEHME HA
entupubathi e 6uaa 1,9 % cnpamo 1,1 % ¢ nnaue6o. JledeHueTo enrrugubaTia e noBHIWwMIO
YMEPEHO HEOOX0AMMOCTTA OT KphBONpenusaue (11,8 % cnpamo 9.3 % 3a naueto).

[IpomennTe N0 BpeMe Ha nevenue ¢ enTudHGATUA Ca PE3YATAT OT H3BECTHOTO My dapmakonoruyHo
NEHCTBHE, T.€. HHXMOMpaAHE Ha arperauusTa Ha TpomGounTHTe. Mopamy Task npHurHa NpoMeHuTe B
nabopaTopHuTe noKazaTens, CEbPIAHM C KbPBEHE (HANP. BpeMe HA KbPEEHE) Ca YecTH K oyakeaHy, He
Ca HaBMI0JaBAHN ABHH PAINMKY MWKy NTaLlEHTHTE, AeKyBaHH ¢ enTtudnbaTiI, ¥ rpymnara Ha
nnauebo Mo OTHOLIEHHE Ha MOKA3aTENHTE a ueproapobHa dyukuma (SGOT/AST, SGPT/ALT,
Bunnpybun, ankanna gocdarasa) 1 3a OnOpeuna dyHkima (cepyMer KpeaTHHMH, a30T OT ypea B
KPBBTA).




flocmyapremunzoe onum

Hapywenus na kpueTa o JHMpHATA cHCTEMA

Muoro JleraneH KpbEOHINHE (MO-TOAAMA YaCT OT CIYHaHTe ¢a BKIIOYBAIM HAPYILEHHS HA
peaxu UEHTPATHATR K NEPH(EPHATE HEPBHH CHCTEMH: MOSHYHM HIH BBbTPEUEPErNHH
KpbBoM3NuBE); Genoapober kpoeoM3nus; 0CTPa TeXKKA TPOMOOLIHTONEHHA; XeMaToM

HapywieHHa Ha nmyHHaTa cHeTema

MHoro AnadunakTiasn peaxumn.

peaKH

Hapywenun Ha woxaTa W nogkoxkHaTa ThKan

Meuoro OGPpHB, HapyliIeHNA Ha MACTOTO Ha NPHITOMKEHHE KaTo YPTHKapHA,
peaku

Crobmasane ya NONOINPAHH HEKENARH PEAKLIMK

Crobluaranero Ha nONO3MPaHK HEXENAHHU Peakik Crea paspenlasaxe 3a ynotpeBa Ha AekapeTpenus
TIPORYKT & BaxHO. ToBa MO3BO/IABA 1A MPOTBIKY HaBMOAEHHETO Ha CBOTHOWEHHETO NON3A/PHCK 32
JIEKApCTBEHUA MPOAYKT. OT MEIHUMHCKHTE CIELMATUCTH Ce M3NCKBA Ja CBOBLIABAT BCAKA
MOZO3HPAaA HeXeNaHa peakuusa Jpes:

Hanbanntenna arenuma no nekapcrsara

yu, Hamau Cpyes* Ne 8

1303 Codpua

Ten.: +359 2 8903417

yebeaiit; www.bda.bg
49 Hpenosupaue

OnuTeT ¢ Npenosupane Ha eNTHPHUOATA NPK XOpa € MIKITIOUMTENHO orpatuyeH. Hama naunm za
TEHKH HEKENAHH PERKLIHH, CEBP3AHY CBC CYHAHHOTO MPUIOKEHHE HA BHCOKH Gonyc no3uy, Gupaa
uH(y3uA, CEOGIIABAHA KaTO NPEIO3HPEAHE, I TONEMH KYMYAATHBHH J03H. B H3NHTRAHETO
PURSUIT 9 manuenty ca noayymmm BONYCHU WHITH BEY3HOHHU 103K OBEYE OT A1BA MTHTH [10-
EHCOKH OT NPEMopLYHTENHATA 1033, WITH Ca ONPEIEIeHN OT H3CTIEI0BATEN KaATO TOAYYHIH Ito-
BHCOKH 203, I1ph HHKO# OT Te3u naumenTH He e HabmonaBaHo MPEKOMEPHO KBPEEHE, BBIPEKH Ye
TpH 14K OT DAUKEHTHTE, noanoxed Ha [IKAB onepauus, e cnobuiapano yMepeHo kbpeene. To-
CHRUHANHO, MPH HHKOI OT NaLMeHTHTE He e HabMmoaaBaHo HHTDAKPAHHATTHO KbPBEHE.

ToTeHuwanno npenoaupatero va etrrudubaTH MOKE 1a IPHUHHN KbpBEHE, [opann kpatkus my
NORYKUBOT H GBP3UA KIMPEHC, ACHCTBHETO HA entudubatua Mmoxe Gup3o aa Guae npekparTeHo upes
CrHpaHe Ha uHGy3uaTa. [Topamu Tosa, BEIPCKH ‘e enTHdHGATHA Mode 1a GbAe AMaTHaHpaH, & Maiko
BEPOATHO J1a Ce HANOKK MPOBEKAAHETO HA AHAH3A.

5. ®APMAKOJIOTHYHHM CBOMCTBA
5.1 dapmakoaMHamu4HM cBolicTBa

DapmakoTepanesTHuHa rpymna: AHTHTPOMBOTHYHO cpeacTBO (MHXHUOHTOPH Ha arperaumaTa Ha
TpoMOOLIMTHTE, ¢ H3IKMIOYEHHE Ha xenapun), ATC xoa: BO1AC16

Mexannznm Ha gefictene

EntuduGatin, cuatetvuen unknnuen XEMTanenTya, ChObPHKAU MECT AMHHOKHCEHHH,
BRIHOYHTENHO €AMH LUHCTEHHAMMA W €IHH MEPKANTONPOIHOHHIOB (1€3aMHHOLMCTEHHHI) OCTATBK, €
MHXHOUTOP Ha arperauusta Ha TpoMGOLMTHTE 1 HpdHaLReu KeM knaca Ha RGD (apranun-ramuoun-
acmapTaT) MUMETHLUTE.

Entugubarun nuxudupa obparnme arperaumnaTa Ha TPoMGOLMTHTE Ype3s BEINPENATCTBAHE HA
CBBLP3BAHETO Ha GubpuHorer, daxtopa Ha von Willebrand u APYTH aZXEe3MBHU JIMTAHOH Kb
rnukonpoTenrHosuTe {GP) b/Ila penentopy.
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DapMaxogHHAMHYHK ediexru

Entndubarun unxubupa arperaunsta Ha TpoMGOUHTHTE M0 3aBHCHM OT D03aTa 4 KOHLEHTpaLMATa
MCXAHHILM, KOSTO € NOKA3aHO NPH eX Vivo arperaums Ha TPOMGOLHTHTE ¢ H3NON3BAHETO Ha
aaeHO3HH ndocdar (AZIDY) M ipyry arowHcTH 3a HHIYUHpaHe Ha TPOMBOLATHATA arperauma.
Edextbt na entudubarun ce nabmonasa nezabasno cnen npuiioxeHueto Ha 180 mukporpama/kg
HHTpaBeHo3eH Gomyc. [Tpu npoabmkaBake Ha Ta3H cxeMa ¢ nponbmkuTenHa HHPY3HA Ha 2,0
MHKporpamMa’kg/min pesyitathT € > 80 % uHxubHpate Ha AJIO-HHayuHpanaTa arperauMs Ha
TPOMOOLIMTATE €X ViVo, NpH GH3HOACTHIHN KOHIEHTPALMK Ha KATUHIL, Ipy moseye ot 80 % ot
NAUKeHTHTE.

Hhxnbupareto Ha TpomGourTiTe € BUNO JlecHo 06paTHMO © BB3CTAHOBABAKE HA QYHKUMATA Ha
TPOMOOLHTHTE KBM HIXOIHOTO HHBO (> 50 % arperaraTa ua TpomiouuTuTe) 4 Haca cren
MPeKLLRAHE Ha POABMKHTENHATA MHYInA Ha 2,0 Mukporpama/kg/min, HaMepsareto Ha AJdD-
HHIyUHpaHaTa TpOMDOLIMTHA arperaums ex Vivo npH GH3HOIOTHYHH Kaniuesy KOHUEHTPALHH (C
AHTMKOAIYNaHT D—cbeunnanaﬂm-L-nponM-L-aprmmu XNOPMETHN KETOH) NPH MAUHEHTH ¢
HeCTabHNHa CTEHOKapAKS H MHOKapIeH nhgapkr Gez Q-3n0el, ca Nokasany 3aBHCHMO OT
KOHUCHTpalyaTa HHXKOHpake ¢ IC50 (50 % uHxuburopua KOHUEHTpatma) npubausurento 550 ng/ml
# ¢ IC80 (80 % nuxuburopha KoHLeHTpauns) npuréauzkTento 1 100 ng/ml.

Mma orpaiwyenn aannu 2a HHXHOUPAHE Ha TPOMBOLHMTHTE pH NALHEHTH ¢ OBOpeyno yepesIaHe.
Ipu naurenTH ¢ ymepena crenen Ha 616pedHo yspexaane, (KpeaTHHHHOB KHpsEe 30 - 50 ml/min)
10 24 yaca clelt IpUNoKeHHE Ha 2 MHKkporpaMa/kg/min e noctarsaro 100 % uHxuGupane. Mpu
TIAUHEHTH G TeXKa CTeneH ha 6u0peuno yepexnane (KpearTnHUHOB KnpeHe < 30 ml/min), Ha kouTO €
npunoxen | Mukporpam/kg/min, no 24 yaca e nocturnaro 80 % HHxubHpane, npu noeeve ot 80 % ot
MAUUEHTHTE.

Knunnaua edukachoct v 6esonackoct

Hsnumanue PURSUIT

OCHOBHOTO KIMHMYHO U3NKUTBAHE 38 HecTAGKIHA crerokapaus (HC)/muokapaen nudaper 6ez Q-3pben

(MHUB Q-3) e PURSUIT. ToBa usnuTBane e MPOBEACHO B 726 UeHTbpa, 27 IbpXaBH, W e OO

ABOHHOCNANO, PAHIOMH3HPAHO, nutaleGo-KoHTpoaKpako, eoousawmo 10 948 naumenty ¢ HC v MIAE

Q-3. NaugertnTe ca GunH BKNIOYBAHH CaMO CICA NPEKHEABAHETO HA CLPAEYHA HCXEMMS B ITOKOH (2

10 MyHYTH) B pamknTe Ha nocnennuTe 24 vaca M ca nmany:

* WM npomenH B ST-cermenta: ST nenpecus > 0,5 mm 3a no-manko ot 30 MHHYTH WIM Tpaiina ST
enesauns > (L5 mm, KOHTO He ca Wanmaramm Penepdy3HoNHa TepanHa WM TIPHTOkKEHHe Ha
TPOMSOTHTHYHY CpeacTRa, uHBepcHs Ha T-swanata (> 1 mm),

*  und nosrweHd CK-MB.

[MaunenTuTe Ca paHIOMH3HpanH da Tlonyyasar Wi naueto, uau entugnbarin 180 MukporpamMa’kg
bonye, nocnenBan ot uEGyY3mA oT 2,0 Mukporpama’kg/min (180/2,0), unn entndubatua 180
Muxporpama’kg Goayc, nocneasa ot HHy3ua ot 1,3 MuKkporpamal/kg/min (180/1,3).

Hudryanara e npomiokena 1o usnucsane ot GonHHIAaTa, 10 BpEMETO 3a MOCTABAHE HA KOPOHAPHO-
apTepuanen Gadinac ([TKAB) unn no 72 yaca, koeto HaCTsH nbpeo. Ipu nposexnane na [TKH
HHy3HATa ¢ errmgubaTHa e npoabaena 3a 24 yaca CAeA MPOLeAYPATa, KOETO € OCHTYPUID
NPOOBHKHTENHOCT HA HH(y3MATa A0 96 yaca.

PamoTo na 180/1.3 e cnpano TIpH MEKTHHEH AHATH3, KAKTO € [IOCOUEHO MPEIBAPHTEIIHO B NpoTOKOIIA,
KOraro e yCTaHOBEHO, Ye NPH JIBeTe PaMeHa Ha aKTHBHO NieYeHi e HMa CXOIEH 6pofi Ha cnyuan Ha
KbpEEHE.

FlaumenTute ca nexyBauu criopen ofuuaiinmte CTaHIADTH HA H3CNEAOBATENCKHE UEHTDP. [Topaan

TOBA, HECTOTATA Ha IPOBEXAAHE Ha aHrnorpadus, [IKH u [TKAB ce PA3TMYABAT B ro/1AMa CTEMNEH B,
3aBHCUMOCT OT MACTOTO U OT bpikasata. Ot nauuentite 8 PURSUIT, 13 % ca oBnamsuy ¢ THCH
BpeMe Ha HHy3ua ¢ enTudubaTug, kaTo NpuGIM3ATENHD Ha 50 % OT THX ca [OCTABEHH KO
cTenToBe; 87 % ca opnandun MeaukamenTozHo (6e3 [TKH no BpeMe Ha HHBYIHA ¢ enTH
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lMo-ronsMa wact or nauMeHTHTE ca TOMyHaBANH AUETHICATHIIMIOBA KHCenHHa (75-325 mg penHmxk
IHEBHO).

Ilo npeueHka na nexaps € npunara u HehPAKLMOHMPAH XeNapHH HHIPABEHO3HO WU MO/IKOMKHO,
Hai-uecTo non dopMaTa Ha MHTpaBeHo3eH Bonyc o1 5 000 eauHnLm, nocnengad ot OpOABIKKHTEHY
HHpy3ua ot [ 000 Urh. Mpenopbuana e uenesa crolinoct na aPTT oT 50-70 cexynnm. Q6o 1 250
NAuKkeHTH ¢a Gunm nomnowern ua MKH B pamkaTe Ha 72 yaca CIe/l paHIOMH3ALMATA, KaTo IPH TIX ©
HPHIOKEH HHTPABEHO3HO He)PaKLIMOHHMPAH XeMapHH 3a MOATbpkate Ha aKTHBHPAHOTO BpeMe Ha
cwchpeane (ABC) 8 rpannunte ot 300-350 CEKYHRH.

[topsuyHaTa kpakina ToUka Ha M3NKTBANETO © HacTLIBZHE HA CIY4aH ¢ JIETATEH HIXO0M, HE3ABHCHMO
OT NIPHYHHATA, WIH HOB MHOKapAeH HH(apxT (oteten or Clinical Events Committee) B PAMKHTE Ha
30 nuu cnen pamzomuzaumaTa. KomnoHentamst MU Moe Ja OBae onpepencH karo
ACHMITOMATHHYEH C IOBHIUABAHE HA ensumMuTe CK-MB vy nossa Ha HoB.

B cpasnenue ¢ mnaue6o, entudubatua, NprAaoxeH 1o cxemara 180/2,0, snaunrento namassa Hpos
ta Chy4an OT MepBHYHATA Kpajina Touka (tabauna 1); Tosa Npeacrasiaga ckono 15 usbernaru
Cayvas ¢ netaned u3xoa na 1 000 nekyeanu naumenTy;

Tabua 1: YectoTa Ha caydanTe ¢ feranen m3x01/CEC-ouenen MI (Monynauus «IEKYBAHK
CHOpeA PAHAOMHIALHATA» )

Bpeme ITnaueGo Entagutarug D-CTOHHOCT
30 num 743/4,697 667/4,680 0,034 2
(15.8%) (14,3%)

a: METOA XH-kBajpaT Ha Pearson 3a pasnuka Mexny niaue6o u enTHHOaTH

Pesynratute 3a mbpeuunaTa kpaitna Touxa ce xaaKaT MIaBHO Ha PA3BHTHETO Ha MHOKAp/ieH WHpapkT.
Hamansxpane Ha uectotara Ha cayuante ¢ netanen usxon Np# MauBeH ™, NpHeMawy enTHgubaTu, e
HaG.IKABAHO PAHO MO BPEME Ha IeUeHHeTo (B PaMKHTE Ha NspBUTE 72-96 4yaca) H ToBa HAMANABAHE e
3aabPKaHO 3a 6 veceua Ges 3HauuTeNeH edeKT Bbpxy CMBbPTHOCTTA.

Haumentute, npu kouro & Hal-BepOATHO nedeHHeTo ¢ entududaTha na 6uae oT roJi3a, ca TesH ¢
BHCOK PHCK OT PasBHTHE HA MHOKApAEH uHGAPKT Npes wepeuTe 3-4 nuw ¢llen noseara Ha oCTpa
CTEHOKApIHA.
Cnopen enuaeMHONTOrHYHKTE aHHK NO-BHCOKATA YECTOTA Ha KapIHOBACKYNAPHHTE NpobieMH ¢
CBBP3aHa C HAKOH MOKAIATENH KaTo HalpUMep:

- BL3Ipacr

- MOBHMIUEHA CLPAEUHA YECTOTA WIH KPbBHO HANSIaHe

- MEPCHCTHPALLA MK PEIMAMBHPALIA HCXEMHYHE ChpACUHa GoMKa

- w3pazenn EKT npomenn (rnasHo natonormyun npoMeHH B ST-cermenTa)

*  MOBHLIEHH CLDAEYHH HIMMH Wi MapkepH (sanp. CK-MB, Tpononnum) u

ChPACYHA HETOCTATBYHOCT

Hznatsanero PURSUIT e npoeeneno B MEPHOL, KOraTo yCTaHOBEHHTE CTAHAANTHH IPHXH 33
JCHEHHE HA OCTPH KOPOHAPHH CMHAPOMM ca BIiH PasiidHK OT HACTOSIHTE, 10 OTHOLLEHHE Ha
ynoTpebaTa Ha AHTArOHHCTH Ha TpoMGounTHHA ADP peuentop (P2Y 12) u pytunnata ynotpeba Ha
HHTDAKOPOHAPHH CTEHTOBE.

Hsnumeane ESPRIT
ESPRIT (Enhanced Suppression of the Platelet IIb/Iila Receptor with Eptifibatide Therapy —
3aCHNEHO NOTHCKAHE HA TPOMGOLHTHHS penentop lib/Illa npu nevenne ¢ entudubarig) e
ABOWHOCIATIO, PaHIOMHIUpaHO, 11a1e60o-KONTPONTHparo H3nUTEaHe (n= 2 064) npu necnewma [TKH ¢
HHTPAKOPOHAPeH CTEHT.

10




Beuykn naugenTH ca nonyvasani ycraHoBeHHTe CTAHIAPTHA [PHKH U Ca OHRtM PAHIOMHIHPaHH 1A
npHeMar mnauebo uim entHdubata (2 Gonye xozu ot 180 MHKporpaMa’kg v NpOThIKHTENHA
HHby3MA 0 H3MUCRAHE OT GONHMLATA KIH 32 MaKcHMyM 18-24 yaca).

TTspeuaT Gostyc U MHGY3MATA Ca 3aroyHaTH €AHOBPEMEHHO H HeniocpeacTeeHo npean [MTKH u ca
nocnenBatH OT BropH Gomyc 10 munyTH ciea mepeud. CxopocTTa Ha HHGY3uA ¢ 6una 2,0
MuKporpama/kg/min 3a nauMenTH che cepyMen KpeaTHHHK < 175 Mukpomona/l wm 1,0
MHEporpama/kg/min 3a cepyMen kpeaTiHus > 175 oo 350 mMuxpoMonall.

B rpynara sa entudmGatia B poyYBaHeTo NOYTH BCHYKH NAHMEHTH ca HPHEMaNH acnupiH (99,7 %),
K 98,1 % ca npHemany THEHONHPUINH, {(xnonuaorpen nph 95,4 % u Tuonuouy npu 2,7 %). B nens
Ha [IKH, npenw katerepusauusta, 53,2 % ca nprenn THEHONHPHMAKH (Knonuaorpen 52,7 %;
THKIOMHAKH 0,5 %) ~ riasro noa dopmata Ha HaTopapealla foza (300 mg uau noeeye). ['pynata c
nnaueto e cpaBHEMA (acnupHK 99,7 %, Knonuaorpen 95,9 %, tuxnonuaue 2,6 %).

Ilpu nanuteaneto ESPRIT ce npuiara onpocreHa cxema ua NIPHAMGKEHHE HA XENAPHH MO BpeMe ha
1IKH, kofito srnrouBa Havanen Hoayc ot 60 eannnim/kg, c uenesa ctoiinoct Ha ABC ot 200 - 300
cexyHaH. [TbpenyHaTa kpalina TOUka Ha MINUTBAHETO € CMbPTEH cryHail, MUoKapaeH HHOApKT,
CHEILHA UE/IeBd CBAOBA PEBACKYNIAPU3ALMA W OCTPA AHTHTPOMGOTUHHE KUBOTOCTIACABAILA TEPANHA ¢
HuxuGuTop Ha GP Ib/1la B paMknTe Ha 48 uaca cnes paHaoOMHIaUMATA .

MH e upenTuduunpan no ocHosrmre CK-MB nabopaToOpHH KPHTEPHH. 3a NIOCTABAHE HA Ta3H
nMarnosa 24 vaca cren uugexcra ITKH npouestypa TpAGsa Ja ce OTHETAT Hali-MAaIKO OBA MbTH
croiinoctn na CK-MB 2 3 x Hax roprata rpasuua Ha HOPMaTa; TAKa HE Ce H3MCKBA NOTBBPK 12BaHe
ot CEC. MH moxe na ce aoknanea u cie peutenie sa CEC Ha Gazata Ha IIOKNA Ha U3caenoBarens

AHANK3ET HA TEPBHYHATA KPaiHA TOYKA [4eTBOpHE KOMOUHALMA 0T cMBpT, MH, cewna
PEBACKYNIApUIALMA HA TapreTHuA ¢bI (CPBTC) u TpomGonnTHune cracapane (TC) Ha 48 Jaca)
nokassa 37% OTHOCUTENHO U 3,9% aBCoMmOTHO HAMATEHHE B rpynara wa entibubarnn (6,6 %
ceOutus cnpamo 10,5%, p = 0,0015). Peaynratute 3a WHPBUYHATA KPATHA TOUKA C& ALJLKAT riaaBHo
Ha HAMATABAHETO HA NIOABATA Ha eH3uMeH MU, naenThdHuMpaH kaTo noABa Ha paHHO MOBHIIABAHE
HA CepAcuHHTE ensumMu cnen TTKH (80 or 92 MH B rpynata Ha niane6o cpewy 47 ot 56 MH e
TpynaTa Ha enTudubatia) . KNHHHYHOTO 3HaUeHre Ha TaKHBa eHsHMHE MU Boe OlIE € CHOPHA.

[onoGuu pesyntaty ca mosiy4eHs H 2a aBeTe BTOPUYHH KpaliHH{ TOYKY, oueHeHH Ha 30-Tus aen:
cMBpT, MU, ¢ cnelina Ueneea ch0Ba peBackyNapu3aus, KAkTo 1 3a AO-YCTOHYHBATA KOMOMHALIMA
oT cMbpT 1 MH.

Hamanasaunero Ha CMBLPTHOCTTA OpH MAUHEHTH, NprHeMatiM entidubaTni, e HabmonaeaHo PaHo Mo
BpeMe Ha neuenneto. Citen ToBa, A0 KpaA Ha THPBATA MOAHHR, HE € HAB IO IABAHO NOBHIIABAME HA
TION3UTE OT JIEYEHHETO,

Vowuncasane na epememo na xupeene

Hpunoxennero na entudubarnn upes MHTpaBeHO3eH Gonyc H MHQY3HA BOAM A0 S-KpaTHO
YBEH1ABAHE HA BPeMETO Ha khpbeHe. Tora nosHIaBare e necHo 06paTHMO NpH NPeKLCBaKE Ha
HH(Y3MATA, KATO BPEMETO HA KbPBEHE Ce BPBILA KbM CTORHOCTHTE Ha M3XOIHO HHBO 33
npuGnisntento 6 (2-8) saca. [Ipu caMoCTOATENHO NpUAOHkKeHHe enTnmbaTHI He NPOABABA HIMEPHM
edexT BbpXy MpoTPOMOHHOBOTO Bpeme (PT) uau KTHEHPAHOTO MApPUHATHO TPOMBONNACTHHORD

apeme (aPTT).

Hznumsane EARLY-ACS

EARLY ACS (Panno unxubupase Ha rnuxonpotent Lb/1lla npu ocThp kopoHaper cunapom Ges
NOBHMIEH ST-CerMenT) & HINUTBaHE Ha PAHHO M PYTHHHO NpHaoxkeHue Ha enTHduGaTHA cnipamo

nitaueo (¢ 0TI0KEHO MPHIONKEHHE FO YCNOBHE Ha enTigMGaTHN B KaTeTepH3IaUHOHHATA

nabopaTopua), B KOMGHHALMA C AHTHTPOMBOTHYHO NTeyeHHe (aUeTHNCANHUMITOBA KHCENKHA,
HedPaKUMOHUPaH XenapuH, Sueanupy mH, hoHaRNAPUHYKC WK HHCKO MONEKYTeH XenapuM) npu

fIH1Ia € BUCOK PHCK OT OCTBP KOpoHapeH CHHApoM (ea mosumena ST-enesauus (OKCB 3FB), %‘\w fig

HauuenTute e TpaGrano 1a 6BAAT NOANOMEHH Ha MHBAIHBHA HpOoLEIypa 38 MO-HATATBIIHO
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12 1o 96 uaca ciea nony4apase Ha HIMUTBAHOTO NekapeTBo. [TaLMEHTHTE € MOYXENO 13 HbaaT
JIeKYBaHH MEIHKAMEHTO3HO, 11 OBAAT DOANOKEHH Ha KOPOHAPHO-apTepHaneH Gaiinac WM na
(PETLPIAT NEPKY TAHHA KOPOHZPHA HHTEPBEHLUMA, 3a pa3nuka oT o406penara 1o3uporka s EC, B
H3MUTBAHETO € H3N03BAHA ABOHHA GONYC /1032 OT M3NUTBAHOTO IEKAPCTBO (C HHTEPBAN HA [IPIIAraHe
10 MHHYTH Mexy TBeTe) npenn HHpy3usTa.

PaHHOTO Py THHHO NPHNOKEHHE HA eNTUPHOATH B TA3H ONMTHMATHO NeKyBaHa MOMYNALHA ¢ BHCOK
puck o1 OKCB 3FB, koaTo € 6una oBnansHa ¢ MHBA3WBHA CTPATEr A, HE € J0BENO 10 CTATHCTHUECKH
SHATHMO HaMafIeHHe Ha ChCTAaBHATA ILPBHYHA KpakHa TOUKA Ha YecToTa Ha CMBPTHOCT, MU,
PELHMAHBHPALIA HCXEMHMA, U3MCKBAUIA CMIEINHA pepackynapuaanms (Recurrent ischemia requiring
urgent revascularization, RI-UR) u TC 20 96 uaca B CpaBHEeHHE ChC CXEMATA C OTIONKEHO NPHAGKEHHE
N0 yeroBue Ha enTHUGatHn (9,3 % npK NAHEHTH C PaHHO MPHIIOKEHHE HA entuubarug cipamo
10,0 % npu naumeHTH ¢ OTNOKEHO NPHIOKEH NO YCIOBHE entudubaTua, CLOTHONICHHE Ha
wancoeete = 0,520; 95 % CI = 0,802-1,055; p = 0,234). TexxoHxHBOTOIACTPANIABAIIO KBPBEHE (10
GUSTO e 61no Hevecto W e GHNO cpaBHUMO B AgeTe Tpynu Ha neuenue (0,8 %). YMepeHo Hin
TEHKO/KHBOTO3ACTPAILABALLO KbPEeHE 10 GUSTO € HACTLIBANO 3HAYHTEITHO [0-9ECTO NPH PAHHOTO
H PYTHHHO NpHAOkeHke Ha entugmbarna (7.4 % cnpaMo 5,0 % B rpynata ¢ oTIOKeHo NpHICKEHHE
Mo ycnoexe Ha enTuubaTna; p < (,001). {logobuu pasniku ca HAGONABAHK 1 2a MaCHBe
KpbEon31vb no TIMI (118 [2,5 %] npu panta n pytiusa ynotpe6a va enuubatin crapamo 83 [1,8
%] tnpu oTnoweno ynotpeSa no ycnosue; p = 0,016).

He e nokasana craTHcTHYeCKM 3HAUAMA 110,132 OT CTPATErHATa C PaHHO ¥ PYTHHHO MPHIIOKEHHE HA
enTHPUOATAL B NOArPYNaTa Ha NALHEHTHTE, TEKYBAHH MEAHKAMEHTO3HO, HITH B NepHOIMTe Ha
MEIWKaMeHTo3H0 nevenre npean [TKH umm TIKAE.

Ipw post hoc ananns va wanrteaneto EARLY ACS, choTHOIEeH#HETO toNn3a/pHCK OT HAMANARAHE Ha
AC3ATa IPH MALMEHTH ¢ yMepeHa cTermeH Ha Su0peuno yBpexaaHe e neybenuTenHo. YecToTaTta Ha
cBOUTHSAT2 Ha MLPBHYHATA Kpaitia Touka e 11,9 % OPH NALHEHTH, KOHTO Ca NPHEMARH HaManeHa 103a
(1 mukporpam/kg/min), cnpamo 11,2 % npu naLmeHTHTE, KOUTO Ca MNpHeMaiH CTaHAapTHaTa ao3a (2
MHKporpama/kg/min), Korato enTHGUOATHI € NPHNAraH IO cxemara Ha paHHa pyTuHHa yrotpeba (p =
0,81}. I'pn BpeMEHHO OTNOKEHO MPUITOKEHHE HA entngubatan, vectoTara Ha cubutie e 10 %,
copamo 11,5 % npn nauveHTHTE, KOUTO Ca IPHEMANH CLOTBETHO HAMATEHA 103a 1 CTaHJAPTHA /103
(p =0,61), MacueHo xupeene no TIMI e HacTeiMno npu 2,7 % OT NAMEHTHTE, KOHTO ca npHeMany
Hamanewa no3a (1 muxporpam/kg/min), cnpamo 4.2 % OT NAUMEHTHTE, KOHTO Ca npHeManH
CTaHjaapTHa 103a (2 Mukporpama/kg/min), korato entugubatia e ApUIAray no cxemara Ha paHHa
pyTHHHa ynotpeba (p = 0,36). [Tpu BpeMeHHO OTJIOKEHO NPUNOHKEHHE Ha enTrdUbATHI, CEPHOIHHTE
cbOuTua no TIMI ca 1,4 %, cnpamo 2,0 % npu nauMeHTHTe, KOUTO ¢a NpHeMan# ChOTBETHO HaMalicHa
ll03a ¥ CTaHAapTHa 03a (p = 0,54), He e nabnwonasana sHauMMa Pas/iMKa B YECTOTATA HA TEHKO
kepsene no GUSTO .

52 dapMakokMHETHYHH cBOCTBA

AbBcopbuua
DapMakoKHHETHKATA Ha enTHPHOATHA & MuHeiNa K NponopuHOHATIHA Ha fo3aTa 3a Gonyc ao3M B

paminte Ha 90 1o 250 mukporpama/kg 1 ckopoct Ha HHGY3HaTa 0,5 10 3,0 MukporpamMa‘kg/min ,

Pagnpesnenenue
3a uny3ausa or 2,0 mukporpamakg/min cpeanara CTALHOHAPHA NIA3MEHA KOHLEHTPALHA Ha

entupubaTHa sapupa ot 1,5 a0 2,2 Mukporpama/ml [pH NAUHEHTH CBC 3a00/TBAHE HA KOPOHAPHHTE
aprepun. ILiaamMenuTe KOHUEHTPAIHH Ce AoCTHTaT GBP30, KoraTo HHYIHATE CE MPEIIIECTRA OT
Gonyc ot 180 mukporpamaskg.

Buotpancdopmanms

CrenenTa Ha CBEpP3BaHE Ha eNTUhUBATHI C NIATMEHUTE NpoTenHy e okoo 25 %. B ceinata rpyna
NALECHTH, MNAIMEHUAT €NHMHHALHOHEH NOAYRHBOT & NpRGNHIKTENHO 2,5 Yaca, WiasMeHHAT
KMpBHE - 55 10 80 mlkg/h v o6embT Ha pasnpenenenue e npubanzutento 185 zo 260 mlkg. .

12




Enumunupane

[TpH 2npasu no6posonum 6L6peyHara CKCKPELnA TpeacTaRIaBa 0kolo 50 % ot obwmsa Tenecen
KIHPBHC, KATO NPUOAH3NTEHO 50 % OT ENMMHHHPAHOTO BEIECTBO Ce EKCKPETHPA HEMPOMEHEHO,
ITpu naumenty ¢ ymepena 1o tesika O1Gpetna HeaoCTaThUHOCT (KpeaTHHUHOR KIHpEHC < 50 ml/min),
KIMPLHCET Ha enTiHGaTH € namann ¢ npubnuzutento 50 % u CTAUMOHAPHHTE NAA3MENH HHEA ca
GOYTH YIBOSHH .

CDaEMaKOKHHCTH'-I HI BIaAUMOOEHCTBHA

He ca npoBenenn cnetnanyu #3nuTeanug za B3AHMOICHCTEHA HA (apMAKOKMHETHYHO HMEO. Brnpeku
TOBA, B NOOYAAUHOHHO GapMaKOKHHETHYHO MPOYUBAHE, HE Ca MOIYYeHH JaHHH 3a
hapMAKOKHHETHUHO B3aMMOIEHCTRIE MexXCIy enTH(HOATHA H ClEIHHTE eAHOBPEMEHHO [IpHIaraHu
TCKAPCTBEHH NDOYKTH, aMIOAHTIHH, ATEHOION, 4TPONHH, KanTonpaua, uehazonyH, auasenam,
AHTFOKCHH, INNTHE3EM, IHEHXHAPAMUH, eHARanpuN, (eHTaHMT, ypocemua, xenapus, NHAOKAHH,
AHMIHHONPHA, METOMPONON, MHIA30AM, MOPDHH, HHTpaTH, HU(eHMUHH ¥ BapdapHH.

5.3 Ilpexknuuu4HK aauKu 38 Ge30nacHICT

ToKcHKoNorHyHATE NpoyuBatKs, NPOBENECHH ¢ eNTHHHEATH I, BIJIIOYBAT NPOYUBAHHA C EAMHHUYHY
J02H H MHOTOKPATHO NPEAaraHe NpPH MIBLXORE, 3aiLH W MaHMYHH, PENPOITYKTHRHH NPOYUBAHU npu
[LILXOBE U 3aHUM, in Vitro W int vive APOYYBAHKA 3a reHeTHYHA TOKCHYHOCT M NPOYYRAHHA 32
Pas/Ipa3HHTEIIHOCT, CBPBXYYBCTBHTENHOCT H @HTHIeHHOCT. He ca HaGmrogasanu HEQUAKBAHH
TOKCHYHM e(ekTH 3a CPEICTBO C TAKLE $apMaKOIOTHYEH npoduIt n HaxonxwTe ca Gunu
NPEACKasyeMU OT KNUHHHHHA ONHT, KATO OCHOBHOTO HEXEaHO CHOMTHE & 610 KbpeeHeTo. He e
Hab1I012BaH FEHOTOKCHHEH edexT NpH npunoxeHne Ha entagubartus,

Mpoyusanus 3a Teparorensoct ca nposenenu TIPH NPOALTKHTENHA HHTPABEHO3HA HADY3UA Ha
entududaTHI Npy GpeMeHHM NILXOBE B 06ILA AHEBHA Aosa ao 72 mg/kg/nversno (okono 4 meTr
NPEMOPBLUHTENHATA MAKCHMATHA IHEBHA 032 IPH XOP2 B3 OCHOBA HA TENCCHATA AOBBLPXHOCT) H NPH
OpeMeHHH 3aHLM B o6la THeBHa A03a /10 36 mg/kg/anesHo (0kon10 4 MLTH NipenopbuATEAHaTa
MakCiMaiHa IHeBHA 1032 lPH XOPa Bb3 OCHOBA HA TENeCHATa NOBBPXHOCT). Tesk OpOYYBAHUA HE ca
AaNH NaHHK 33 HAPYINEHHA HA PEPTHUAHTETA MIH YBpEHK/IaHE Ha jeTyca ot enthHbaTHI. Hama
MPOBENICHH NPOY4BANHA Ha PETIPOAYKTHBHOCTTA IIPH HHBOTHHCKHU BHJIORE, NPH KOHTO enTHdhMOATH
AOKA3BE CXOHA hAPMAKONOrHYHA AKTHBHOCT ¢ TA3H [PH xopa. TopanM TazH IpHUKMHA, HANTHYHHTE
NPOYHBAHUA HE Ca TOAXO/TALIY 32 OMPEIensHE HA TOKCHYHOCTTA Ha enrtuuGarua supxy
PenpoayKTHBHATA ByHKIINA (BK. TOUKa 4.6).

Kanneporensuar notesuman na ENTUGUOATUL HE € OlieHeH B TBAIOCPOYHH NpoYyYBAHHA.

6. PAPMALEBTHYHH JAHHH
6.1 CoHenk Ha nOMOMEKTE BelecTRA
JlnMoneHa kucemHHa MOHOXHApAT
Hatpuen xuapokcua (3a kopexuna Ha pH)
Boaa 38 MHENKEKLUKH

6.2 HecuBMecTumocTH

[opanu nunca Ha npoyyYBaHis 3a CHBMECTUMOCT, Enmugudarun Pomdapm ve TpaBea 1a ce cMecsa ¢
APYTH NEKAPCTBEHN POYKTH B €1HA MHTPABEHO3HA THHHA, ¢ H3K/HOUYEHME HA CNOMEHATHTE B TOYKA .
6.6.

6.3 Cpok ua roanoer

2 roauHu
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6.4 Cneunaanu yciopus Ha chXpanenne

Ha ce ¢coxpanssa B xnaauaHuk (2°C-8°C).
Jla ce cbXparaBa B OpUrHHANHATA OTIAKOBKA, 32 [ Ce NPEATNasH OT CEE€TTHHA.

6.5 Bnan chaspmaHHe HA ONAKOBKATA

Enun dnaxon ot 10 ml ot crekno tun 1, 3aTBOPCH CBC CHBA 3aNylIanka oT OpoMobyTHAOBE IyMa,
JanevaTan ¢ OTUYYBALA Ce CHHA ATYMHHHERa 06KaTKA.

6.6 Cneuuanun npeanasnu Mepxu NPH HIXBLPJIEEE B paGoTa

TecroBete 3a dH3HuHA M XHMHUHA CHEMECTHMOCT Nokaseat, ye Enudubarin Pomdapm Moxe ma ce
TpHJIara Npes e1Ha HHTpageHO3Ha cHcTeMa ¢ 0,9 % uHpy3HOHeH PasTBOp HAa HATPHEB XNOpHI K ¢ 5 %
PasTBOp Ha JEKCTPO3a,

Ipexu ynotpeGa npoeepere chanpikanmeTo na $naxona. He wanonssaiire, ako HMa SacTHUM HM
TIDOMAHA B [BETA.

Hexsnonseanite KONMHECTEA OT IEKAPCTBEHHS MPOTYKT TpaOBa A Ce HIXBBPIAT CAlell OTEApAHE.

Heusmonapanusr JACKAPCTREH NPOAYKT HAH OTMAALYHHTE MaTepHaNHd OT Hero 'rpnﬁna Ha C& H3XBBPIAT
B CHOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. TIPUTEXATEJ HA PA3PELIEHHETO 3A YIIOTPEEA

5.C. Rompharm Company S.R.L.

Eroilor Street, no. 1A, Otopeni, lifov County, 075100,

PymeHHA

8. HOMEP(A) HA PASPEIUEHHETO 3A YIIOTPEEA

20240249

9.  JATA HA TBPBO PASPENIABAHEMOIHOBABAHE HA PA3PEIIEHHETO 3A
YIHOTPEBA

28.08.2024

10. JIATA HA AKTYAJINIUPAHE HA TEKCTA

03.2026
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