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| Kpamxa xapa;mapuamuxa N8 NpOgYyxme - Npusomesye |
1. HME HA JIEKAPCTBEHHUA NPOAYKT
KbM Pez. Ne 120?2(70’{(7?

Entngubarun Pomdapm 2 mg/ml nkexunoneH pasrsop
Eptifibatide Rompharm 2 mg/ml solution for injection

Paspeuwmenue Ne

BG/MA/MP - 5694//28082”%

Ogobperuve Ne ... ..

2, KAYECTBEH H KOJITUYECTBEH ChCTAB

Bcekn ml nikexunoneH pasteop cxaAbpxa 2 mg enthdgnbarng (eptifibatide).
Ennn gnakod ot 10 ml unxexunoHew pastrop craspka 20 mg enrududatua.

[TOMOILIHK BeLECTBA ¢ K3BECTHO JEHCTBHE:
Coabpxka 15,5 mg narpuit na ¢gnakos or 10 ml.

3a NBAHAA CNHCHK Ha MOMOLIHHTE BeleCTBa BHXKTE Touka 6. 1.

3. JIEKAPCTBEHA ®@OPMA

VHXeKUHOHEH pa3TBop.
BUCTbP, NpakTHHECKH CBOOOAEH OT BUAHMH YacTHLH, Oe3UBETEH, CTEPHIIEH PA3TBOP.
pH na pasteopa: 5.0 - 5.5.

4. K/IHMHHYHH JAHHU
4.1 TepaneBTH4UHM NOKA3AHHA

Entngubatua Pomdapm e npegHasHaueH 32 NPHUIIOKEHHE C AlICTHICATHIMIOBA KUCENHHA H
HedpakIMOHUPAH XENapHH.

Entndunbarua Pombapm e nokasau 3a npodunaktika Ha paHeH MUOKapASH HHGAPKT MpPH BH3PACTHH C
HecTabuNiHa CTEHOKApAUA WK MHUoKapaeH uHdapxT 6e3 Q-3p6el, NpH KOKUTO NOCNEAHUAT eNU304 Ha
rpeaHa Gonka e HabnlopaBaH B paMKHTE Ha NOCAEAHNUTE 24 4aca M OPH KOUTO HMa NMPOMEHH B
enekrpokapanorpamara (EKI') n/Mnu noeuiieHn cTOAHOCTH Ha CHpIEYHHTE EH3UMH.

[TaupeHTHTE, MPH KOKTO € HA-BepOATHO NieueHneTo ¢ Entndmbarua Pomdapm aa 61ae ot nonza, ca
TE3H ¢ BUCOK PHCK 33 pa3BUTHE HAa HHPAPKT HAa MUOKApAa npe3 ITbpBHUTE 3-4 AHK Cliea NOABATA Ha
CHMNTOMUTE HA OCTPA CTEHOKApAHA, BKAKYHTEHO TE3H, 32 KOUTO € BEPOATHO 13 OBAAT NOMLNIOKEHH
Ha [ITKA (nepkyraHHa TpaHCNyMHHaNHa KOpOHapHA aHFrHONIAcTHKA) (Bx. Touka 5.1).

4.2 [Jd03MpOEKA H HAYHH HA NPHIOKEHHE

To3u npoAyKT € NpenHa3HayeH caMo 3a 6onHuuHa ynotpeba. Tol Tpabea na ce npunara or
METHUHHCKN CMIEHHANHCTH C OMHT B OB/IaISBAHETO HA OCTPY KOPOHAPHHN CHHAPOMH,

EnTudubarin Pompapm HHXKEKLMOHEH pa3TBOp ¢ KOHUEHTpauua 2 mg/ml tpsabea na ce npunara
3aenHo ¢ Entugpubarna Pomgapm nadysvoHen pasteop ¢ koHuenTpauua 0,75 mg/ml .

Ilpenopuusa ce €AHOBPEMEHHO NPHIIOKEHHUE HA XEMAPHH, OCBEH B CITYyYAUTE, KOTaToO ChHLIECTBYBA
NMPOTHBOMOKAIHHUE 34 TOBA, N0 MPHYWHKA KaTO aHaMHe3a 3a TpoMOOLIMTONEeHHS, CBBbP3aHa C

NPHIOXKEHAE HA XeTapHH (BYxkTe , JIpnnoxenne Ha xenapuH, Touka 4.4). Entugpudarua Po
ChIIO TAKa € MpeJlHa3HAYEeH a ce Npuiiara eJHOBPEMEHHO C aUeTHICATHIIWIOBA KHCENKHA,




cJIy4auTe, KOraTo TOBa € IIPOTHBOMOKA3aHo, Thil KATO € YacT 0T CTaHAapTHOTO JIeYEHHE Ha TAaLHEHTH
€ OCTBP KOPOHAPEH CHHAPOM,

Io3upoBKka

Buvapacmnu (= 18 eooune) ¢ necmabuana cmenoxapoun (HC) unu muokapoden unggaprm bez (J-3vbey
(ML Q-3)

[TpenopbuBanaTa J03a € HHTpaBeHo3Ha Obp3a HHXekuHd (Donyc) 180 Mukporpama/kg, npuioxkesa
BB3MOXKHO Ha-Obp30 Cllea MOCTaBAHE HA JHACHO3aTa, N1OCNeBala 0T MPOABJDKUTEIHA HHY3UA HA

2 muxporpama/kg/min no 72 ugaca, 70 3anoyBaHe Ha ONepalius 3a TOCTABAHE Ha KOPOHApPHO-
aptepuanct bafinac (IIKAB), unu no uznvcsane oT 6onHNUATaA (KOETO €€ CYYH TBPBO). AKO IO
BPEME Ha NeYeHHETO ¢ enTudnbatua ce nposeae nepkyTaHHa kopoHapHa nurepeeduna (I11KH),
uudyinata Tpabea ga npoabmxi 3a 20 -24 uyaca cnen [IKH npu obwa maxenmanna
NPOABILKHTEIHOCT HA TEpanusaTa oT 96 uvaca.

Cnewrocm uiy noryereKkmusHa onepayus

AKO MALKMEHTHT €€ HYXKIAE OT CNeuHa uny HezabaBHa CbpcuyHa ONepalrd N0 BpeMe Ha Kypca Ha
neuenue ¢ entududbarna, nadysuara Tpabea aa ce npexparn He3a0aBHO. AKO MALUMEHTHT C€ Hy®¥1ae
OT [IONYENEKTHBHA onepauus, BHpy3naTa ¢ entHdubaTrg, Tpabea na ce NpeKbCeHE B NOAXOAALL
MOMEHT, 3a /13 MOXKE Ja C€ Bb3CTAHOBU HOPMAJIHATA TPOMOOUNTHA (PyHKLHUS.

Yeproopobro yepexcoaue

OnUTHT NpU NAUMEHTH ¢ YEPHOAPOOHO yBpexaaHe € MHOro orpanuded. [IponykTeT TpabBa na ce
npHiara ¢ NOBHLWEHO BHUMAHHUE MTPH NALUKEHTH € Y4€pHOAPOOHO YBpEXaAaHe, NIPH KOHTO MOXE 13 €
3acerHara Koarynauuara (BxTe Touka 4.3, nporpoMOHHOBO BpeMme). [IpoTHBONOKa3aHO €
NPWIOKEHUETO MNPH NalMEHTH C KIMHUYHO 3HAYMMO YepHOApOoOHO yBpeKaaHe.

Bvbpeuna nedocmamupurocm

[Ipn naunenTH ¢ ymepeHo 0b0peyHo yBpexaane (KpeaTHHUHOB KAUpbHC 2 30 < 50 ml/min )
TpabBa Aa ce npunoxu HTpareHo3eH bonyc ot 180 Mukporpama/kg, nocneaBaH oT NPOABIKHUTEIHA
nHPy3ua Ha no3a ot 1,0 muxporpama/kg/min 3a npoabIXUTENHOCTTA HA JIEUEHHETO. Ta3H IpenopbuKa
Ce OCHOBaBa Ha HpapMaKOAMHAMHYMHH KM (ApMAKOKMHETHYHHU AaHHH. HanHYHHTE KTMHUYHK NAHHH
obaye, HE MOTaT Ja NOTBLPAAT, 4E TA3M NPOMAHA HA A03aTa BOAH A0 3aMa3BaHE HA NOJ3aTa (BXK. TOYKA

5.1). Ynotpebata npu nauMenTH ¢ No-TexKo 610pedHo yRpexKAaHE € NPOTUBONOKA3AHA (BIDKTE TOUKa
4.3).

Heduampuuna nonyrayus
He ce npencoppuBa npuioxkeHue nNpu Aeua M WHOWM noja 18 roavHu, nopaad JWNCa Ha DaHHH 33
Oe30nacHOCT # epUKACHOCT.

Hayuy Ha npunoxeHue
HMHTpaBEHO3HO NPUNOXKEHNE.

3a UHCTPYKLUHH OTHOCHOQ PA3peXAAHETO HA JIEKAPCTBEHNUA NPOIYKT NPeaH MPUIOKEHHE BUXKTE TOYKA
6.2 1 6.6.

4.3 IlpoTHBONMOKAa3ZaHHA

Entugpudbarna Pomdapm He TpabBa aa ce 13n0N3Ba 33 NCYEHHAE HA MAIIMEHTY C:

- (CBPBXUYBCTBHTENHOCT KbM 4KTHBHOTO BELUECTBO HJIM KbM HAKOE OT MOMOWHHTE BEUIECTBA,
n3bpoenu B Touka 6.1.

- MaHHu 32 xpbBOM3nue OT I T, TeW LK KPBLBOH3NINB OT YPOrtHUTATIHHA TPAKT AW APYTO aKTHBHO
ADHOPMHO KBLPBEHE B paMKUTe Ha 30 aHHU npeaun NEYEHHETO.

- AHaMHE3a 33 HHCYJIT Npe3 nocneannTe 30 AHM UK aHaMHE3a 3a XeMOParHyeH HHCynT fe3
3HAYEHHE OT BPEMETO Ha Pa3sBUTHE.

- HM3secTHa anamHe3a 3a BbTpedepenHo 3abonaBane (Heonnasma, apTepnoBEHO3HA Man
aHEBPH3Ma).




-  TonaMa XHpypriauyHa HHTEPBEHIMA HIIM TEXKa TpaBMa Ipe3 MocneJHuTe O CeaMHUIN.

- AHaMHe3a 3a XeMOoparnyHa JHaTesa.

- TpombounTtonenus (< 100 000 knerkw/mm?) .

- IlporpoMOHHOBO BpeMe > 1,2 NbTH KOHTpONaTa HIH MexayHapoaHO HOPMATH3UPAHO
cwroTHoweHHe (International normalized ratio, INR} = 2,0.

- Texxka XunepToHus (CUCTOIHYHO KpBbBHO HanArave > 200 mm Hg HNH anacToNHYHO KPEBHO
wHanarade > 110 mm Hg npu nauueHTH Ha aHTUXUNEPTEH3HBHA TEPANHA).

- Texko OuOpedHo yBpexKAaHe (KpeaTHHHHOB KNUPbHC < 30 ml/min) HNY 3aBUCHMOCT OT
O16peuHa auaTH3a.

- Knnanuno 30a4uMo 4epHOZIpoOHO yBpeKIaHE.

- ChITBTCTBALLC MAH IUIGHAPAHO NpUIAaraHe Ha ApYT NapeHTepaied HHXHOHTOP Ha TNKONPOTENH
(GP) IIb/I11Aa.

44 CroeunajHH npeaynpexaeHHA H Npeana3Hy MepKHR NpHu ynotrpeda

Kvpeaene

Entudnbarug Pombapm e antuTtpoMOOTHYHO CPeACTBO, KOATO AcHCTBA Upe3 HHXHOUpaHE Ha
arperauMaTa Ha TpoMOOLMTUTE; Nopaay TasH MPHYNHA TAUMEHTHT TPAORA na ce npocneassa
BHHMAaTENHO 32 CUMIITOMM HA KbPBEHE 10 BPEME Ha NEUYEHHUETO (BXK. To4Ka 4.8). PHCKBT OT
KPBBOH3IHUB MOXKE Ja € MIOBHLICH NIPH XKEHH, [TALUNEHTH B CTAapYE€CKa BBL3PACT, NALMEHTUTE C HHCKO
TEJECHO TELNO WM ¢ ymepero Ob0peuno yepexnane (KpeaTHHHHOB KNHpBHC > 30 -< 50 ml/min).
Te3n nauneHTH Tpsadea ja ce nmpocneaasaT OTONMM30 38 HATHYHE HA KPBBOU3NUB.

IToBHLIEH PHCK OT KBEPBEHE MOXE Ja ¢e HabionaBa M NpyU NAUHEHTH, NPH KOKUTO [IPHIOKEHHETO Ha
enTupubarua e 3amoyHaTo oT pano (Hanp. npy rNOCTaBsHE HA AHArH03a) B CPABHEHHE C
IPUIIOKEHUETO MY HenocpeacTeeno npean ITKH, kakro ce Buxga ot npoyuBaneto Early ACS. 3a
paznuka oT onoopedaTa no3nposka B EC, Ha BCHYKH NALKMEHTY B TOBA U3MWTBAHE € [IpMaraHa
ABOHHa Oonyc 7033 npedd HHyY3uaTa (BX. Touka 3.1).

KtpBeHeTo € Hait-4eCcTO Ha MRCTOTO Ha apTCPHATCH JOCTHII NPH MALMEHTH, NMOIOKEHH Ha
nepKyTaHHH apTepuandu npoueaypi. BCHUky MecTa, NOTEHUHANHH 338 KbPBERE (KaTO HalnpuMep
MECTa 3a BbBEXKAAHE Ha KAaTEThLpP; MECTAa HAa apTepHalied X BEHO3EH AOCTLI, WK MecTa Ha yboxknaHe
NpH HHXXEKTUPAHE; Cpe30Be; aCTPOMHTECTUHANECH U YPOTeHHUTANICH TpakT) TpaOBa aa Dnaar
HabnroaaBaHK BHUMATENHO. JIpyri NOTEHUMANHY 3a KbPBEHE MECTA, KATO LEHTpaIHA H nepudepHa
HEPBHA CHUCTEMA M PETPONEPHTOHEYM, ChINO TpADBaA aa ce HabMoaaBaT ¢ NOBHLWEHO BHUMAHME.

To# xaTo enTHubaTna HExNOHpa TpoMOOUHTHaTa arperauna, TpadBa Aa c¢ MOAX0AIA ¢ NMOBHUIEHO
BHMMAaHHe, KOTATO ¢€ H3M0A38a B KOMOMHALIWA C APYTH JICKAPCTBEHH NPOAYKTH, NNOBIHABALIH
XEMOCTA3aTa, BKNIOUHTEIHO THKIIONKAKH, K1onuaorpen, TpoMOOAUTHLH, NEPOpATHY
aHTHKOQAryJlaHTH, JeKCTPAHOBH PAa3TBOPH, aICHO3HH, CYNPHHNKUPA30H, NPOCTALUHKIHAH, HECTECPOHIHH
NPOTHBOBEINAINTENHH ~-CPeACTBA HIH OHITUPHUIAAMON (BUXTE paszaen 4.3).

HsaMa onuT B NPpHTOKEHHETO Ha ﬂﬂTHdJHﬁETHI[ H HHCRKOMOJICKYJTHH XCHApHHHA.

CbLECTBYBA OrPaHUYEH TEparneBTHYeH ONKT ¢ enTHOUdATHA NPH NAUUEHTH, 32 KOMTO KaTo LUANO €
noKalaHa TpoMOOIKUTHYHA Tepanua (HAaNp. OCTbp TPAaHCMYypaicH HHAPKT Ha MHOKapaa ¢ HOBH
naToJorudHu Q-3u6ud nnu enepaumna Ha ST-cermenTd unu nge 6eapen 6nox 8 EKI'). [Topanu razu
npH4YnHa, ynoTpebara Ha entyududaTHA HE CE NPEMOPBLUBA NPH TE3H CNyyaH (BXK. Todka 4.5).

ITpunoxeduero Ha Entndubarua PomdapM HHxEKUNOHEH pa3Teop Tpabsa Aa ce NMpPeKbCHE
He3abaBHO, aKO BL3IHHKHAT CHCTOARHA, KONTO Hanarat TpoMOONIUTHYHA Tepanus UIH aKO NMaUHEHTDT
TpabBa aa ce noanoxu Ha [TKADB onepauus no coewHOCT, HIIK C€ HAJTOKH NMOCTABAHETO Ha
MHTpaaopTHa OanOHHa NOMNa.

ce TpeKbCHE He3a0aBHo.




Apmepuannu npoyedypu

ITo BpeMe Ha neueHue ¢ enTHOHUOATHA CHUIECTBYBA 3HAYHTENHO [TOBHIIABAHE HA YeCTOTaTa Ha
KbpBEHE, NO-cneuanto oT ofnacTra Ha geMopanHaTa apTeprs, KbAETO C€ BhBEXKAA KaTeThpa.
Tpsbea Oa e cCUrypHo, 4e € npodoacHa camo NMpeHaTa ¢TeHa Ha PpeMopaHaTa apTepus.
ApTEpHANMTHUAT KAaTETEP MOXKE 1a ¢€ OTCTPAHH, KOTraTo KoaryJlauuaTa cTaHe OTHOBO HOpMalHa (Harp.
KOraTo akTHBHPAHOTO BpeMe Ha cbeHupBaHe (ABC) e no-manko ot 180 cexyHau (0OUKHOBEHO 2-
6-yaca ciel CIIMpaHe Ha JIUeHHETO ¢ XernapuH). Cnel npeMaxBaHe Ha KaTeTwpa, Tpa0Ba 1a ce
npoBseae CTporo HabnwaeHHUE, 3a Aa € CHI'YPHO HATHYHUETO HA XEMOCTa3A.

Tpomboyumonenua u umyrozernocm, cevpsanu ¢ GP Hb/llla unxubumopu

Entugubarua uuxubupa arperauuata Ha TpoMOOLMTHTE, HO H3IIEKIa HE NOBIMIBA
Ku3HecrnocobnocTra MM, JIaHHUTE OT KIIMHKUYHU H3NIMTBAHUS NOKA3BaT, uye OpOAT HA CIydau ¢
TPOMOOLHMTONEHHA € HHCBK H CXO¢EH MNPH NALHEHTH Ha neueHue ¢ entududarun nau nnanedo.
TpombounTOneHus, BKIOYHTENHO OCTPa AbAdoKa TpoMbonuToeHH, ¢ HabmoaaBana npu
IOCTMAPKETHHIOBO NMPUNOKeHHe HA enTudubarun (Bx. Touka 4.8).

MexaHn3MbT, N0 KOHTO enTudubatua MoKe Aa HHAYyLHPa TPOMOOUNTONEHMSA, HE3aBHCHMO JalH €
UMYHHO- W/HUIIH HEMMYHHO-MEIHUPAH, He € HANbIHO sAceH. Bee nak, neyeHneTo ¢ entHgubaTna ce
CBBP3Ba ¢ aHTHUTENA, KOUTO pa3sno3HasaT cBbp3aHuTe ¢ entugudatng GPIIb/HIa, koeTo npeanonara
MMYHHO-MEAMHpaH MeXaHU3bM, TpoMOonUTONEHUATA, NOABABALLA CE CNEA MLPBA EKCN03HMUMA Ha
GPIIb/I1a uaxuburop, moxe na Obae obscHeHa ¢ gakTa, 4e NP HAKOH 3ApaBH UHAMBHIH, Ca
HaMH4YHHU ECTECTBCHU aHTUTEIA

Twi1 kaTO KaKTO NOBTOPHATA €KCMO3MKsg HA KoeTo ¥ Aa € GP IIb/Hla aurana-mumernpamo cpeacTro
(kaTo abumkermab unu entu@ubaTra), Taka u excnoszuuusaTa 3a nepsd NbT HA GP 11b/IIa nuxuburop,
MO€E /12 €4 CBBbP3aHH ¢ UMYHHO-MEAHUPAHH TPOMOOLMTONEHHYHY OTITOBOPH, € HeoDX0anuMo
npocneaspane, T.e. Opoar Ha TpoMbouuTuTe TpAOBa Aa Obae OTHETEH Npean JeyeHHe, a0 6 yaca clel
IIPUIOKEHHETO U Clle/] TOBa HAH-MAJIKO €JIMH BT JHEBHO 110 BPpEME HA JISYCHUETO, KAKTO H BEJIHAra
[Py KIMHUYHH NpH3HalKM 33 BHE3AMHA TCHACHUHA KBM KbpPBECHE

AKO uma JIoKazaHo HaMadsBaHe Ha 6pos Ha TpomBounTture g0 < 100 000/mm’ uian e HabnrogaBaHa
TeXKa ocTpa TpomGounToneuus, TpabBa BegHara 1a ce 0OMHCIHN NPEeKPATABAHETO HA BCAKO JIEYEHHE,
IIPY KOETO € H3BE€CTHO HIIK CE NPEeAnoara HaAIHYNETO Ha TPOMOOUMTONEHHYHH e(QEKTH, BKIIOYHTENHO
enTHGndaTHA, XenapuH B Knonuaorpen, PelnenneTo 3a TpaHcdying Ha TpoMOOLIMTH TpAOBA 13 ce
OCHOBABa Ha K/IMHHW4YHA QLICHKA CIIOPET HHAUBUAYAIHHA CIy4aH,

Hsama naHHM 32 npuaoxKeHueTo Ha entudrbaTHA NpH MAUKMEHTH ¢ NPEAHIIHA UMYHHO-MEOHHPAHA OT
apyru napentepanuu GP IIb/Illa nuxubutopn tpomObountonernus. CaegosaTesHoO, HE CE NPenopLYBa
MPANOKEHUETO HA eNnTHPNOATHI NPH NAUHEHTH C NpeadIiHa UMYHHO-MeaurHpaHna ot GP IIb/II]a
HHXUOUTOPH TPOMOOLIMTONEHHA, BKIIOUMTENHO enTHdHbaTh.

ITpunooicerue Ha xenapun

[IpHnoXEHHMETO HAa XenapHH C¢ NPEMopbYBa, OCBEH B CAYYaUTE KOMaTo ChUIECTBYBA
MPOTHBOMOKA3AHHE 34 TOBA {KAaTO aHAMHE3a 32 TPOMOOUHTONEHHS, CBBP3aHa ¢ IPHAOKEHHE HA
XENapHH).

Hectabunna creHokapana (HCYMuokapaen uHdapkt (MH) 6¢3 Q-3u0e1: 33 NnaUHEHTH C TENECHOD
terao 2 70 kg ce npenopbyBa npunaaradero Ha 6onyc nosa 5 000 equHULY, NMocneasaHa ot
HeNpeKbCHATa HHTpaBeHo3Ha HHPYy3us 1 000 enunnuu/gac. [1pu naunenTH ¢ TenecHo terno < 70 kg
ce NpenopbyBa NpHaaradeTo Ha donyc no3a 60 exunnuw/kg, nocneapada oT HHPY3UL OT |2
equHuu/kg/yac. Tpadea na ce npocnengsa aKTUBHPAHOTO NapUHanHO TPOMOONNIACTHHOBO BpEME
(activated partial thromboplastin time, aPTT), 3a 1a ce moaanp:kaT CTOHHOCTH Mexay 30 u 70
CEKYHIH. ThbH KaTo Hax 70 ceKyHIH MOXKe 1a CBUIECTBYBA MOBHILEH PUCK OT KbpBEHE.

Ako tipn yeanosug Ha HC/MH 6e3 Q-356e1; TpaGea pa ce nposeae [TKH, Tpsabra na ce npo
aKTUBHPAHOTO BpeMe Ha cbheupsane (ABC), 3a fa ce noaappxkar cToiiHocTH Mexay 300




cekyniau. B cnydait ye crofinHoctuTe Ha ABC nansuwar 300 cexyHIIH, NpHIOXKEHHETO Ha XeNapHH
TpsabBa f1a ce cnpe u aa He ce Npunara oTHoeo, gokaTto ABC He naaue noa 300 cexyHan.

Mounumopune na nabopamopru cmotinocmu

[penu unby3ua Ha Entudubatug PoMmdapm ce npenoprpusar clleAHUTE NabopaTopHH TECTOBE, 3a Aa
¢€ YCTAHOBY HANMMYHETO Ha MPEAIICCTRAIIM XEMOCTATHYHH AaHOMANHH: NTPOTPOMBHHOBO BpeMe
(Prothrombin time, PT) u aPTT, cepymen kpeaTiHuy, 6poit Ha TpoMbounTHTE, XeMOrMOOHH H HUBA Ha
XeMaTOKpHTA. XeMOrnoOHHbT, XeEMAaTOKPHTET M OpoAT Ha TpoMOOUHTUTE TpsOBa Aa C€ NMPOCACIABAT B
paMKuTe Ha 6 yaca ce/ 3arnoYBaHe HA NeYeHHeTO M Hall-Mallko Be/IHBX AHEBHO CIe TOBa, AOKATO
MPOAL/DKABA TEPANMUATA (MIH MO-YECTO, AKO MMa JAHHU 3a OTUeTEeHO MoHWwxeHKe). IIpH nonHxasaHe
Ha 6pos Ha TpomBounTHTe noa 100 000/mm’, ce M3UCKBa AOMBAHKUTENHO NpeGposaBaHe, 3a Oa ce
H3KIIoUU neesnotpoMboumnronenys. [IpunoxeHunero Ha HedpakUHOHMpPaH XenapuH Tpabsa aa ce
npekbeHe. [Ipy nauuenty, noanosxenn Ha [IKH, tpadea na ce namepsa u ABC.

Hampuu

Entugubarun PoMdapm 2 mg/ml vHXKEKIHOHEH pa3TBOp chABpAKA 15,55 mg HaTpUH Ha DaKoH OT
10 ml nHxeKUKOHEH pa3TBOp, eKkBHBANEHTEH Ha ,78% o1 npenopvuntennus ot C30 MakcumaneH
QHEBEH IPHEM OT 2 g HaTpHH 3a Bb3pPacTEH.

4.5 B3auMoaeiicTBHe ¢ APYIrH JIEKAPCTBEHH NIPOAYKTH H ApYTH GopMH HA B3auMoeicTBHE

Bapghapuu u dunupucamon

Entudubatua He mokassa MOBUILEH PUCK OT CEPHOZHO MIIM HE3HAUMTENHO KBPBEHE, CBLP3aH ¢
eIHOBpeMeHHATA ynoTpeba Ha Bapdapuy H aundpuaamon. Ilpu nauneHTH HA nederne ¢ entugubarua
1 npotpomObuHoBo Bpeme (PT) > 14,5 cexynau, npueMaluy €IHOBpEMEHHO BapdapHH, PUCKBT OT
KbpBeHe He € O MOBHIICH.

Enniudpubamuo v mpombonumuyu

JIaHHWTE 3a NPUIIOXKEHHE HA eNTHGHOATHA NPH MALKEHTH, ITpueMauIrd TpoMOORUTHLH, Ca
orpaHuuecHH. He ca noay4eHH yTBLPAXTENHH 10KA3ATENCTRA, Y€ eNTHGuOaTH NOBHIIABA PHCKA OT
CEPHO3HO HIH HE3HAYHUTENHO KbPBECHE, CBRbP3aHO ¢ TbKAHHHUA NNA3MMHOMEHEH aKTHBATOp, NPH
npoy4BaHe KakTo 3a [1IKH, raka u 3a ocTbp MHOKapAeH MHapKT. EnTudnbarna € noBUuINA pHCKa OT
KbPBCHE IIPH NPUI0KEHUE CHC CTPENTOKKHHA3a B POYYBAHE 332 OCTBP MHOKApAeH HH(APKT.
KoMOMHaUHATA OT peAyLHpaHa A03a TeHEKTeINa3e U entudubarua B cpasHeHHe ¢ nnauedo 1
enTUGUOATHI 3HAYUTEIHO NOBHILABA PUCKA KAKTO OT CEPHO3HO, TAKA M OT HE3HAYHUTEAHO KhpPBCHE,
KOTaTo € NpMjaraT ¢AHOBPEMEHHO B IPOYYBAHE 33 OCTLP MHOKapAcH MHQAPKT ¢ noBxiuen ST-
CETMEHT.

[TpH npoyyBaHe 3a 0CTbp MHOKapAceH HHDapKT, BkAouealo 181 naumerTH, entudurbata (C pexum
Ha no3upaHe bonyc MHxkexkuna 180 MukporpaMa/kg, nocneasana ot HHGY3HA A0 2
MHKporpaMa/kg/min a0 72 4yaca) e npujioKeH €IHOBPEMEHHO CbC cTpenTokuHasza (1,5 Muauona
eanHUUM 32 60 MuHyTH). [Ipy Hal- BUCOKATa NPOYYEHA CKOPOCT HA Hudy3na (1,3 mukporpama/kg/min

1 2,0 MukporpaMa’kg/min) entududarui € CBLP3aH C NOBHILEHA YECTOTA HA CJIYYAH HA KbPBEHE M
TpaHcdy3nY B CPaBHEHHE CbC CAaMOCTOATENHO NPUIGKEHHE HA CTPENITOKIHA3a,

4.6 DPepruanrter, OpeMeHHOCT H KbpMeHe

bpeMeHHocT
Hsama goctaTe4HO AaHHH 3a ynotpebara Ha enrigundaria npu BpeMeHHW KEHN.

EkcriepuMeHTaNnHUTE NPOYYBAHHSA NPH XXHUBOTHH €2 HEJOCTATHYHHU 10 OTHOIIEHUE HA eEKTHTE BLPXY
OpemeHHOCTTa, eMOPHOHANHOTO/(ETAaNTHO Pa3BHUTHE, PAXKAAHETO UM NMOCTHATAIHOTO PA3BUTHE (BXK.
Touka 3.3). ITIOTEHUMATHUAT PUCK NPH XOPa HE € HU3BECTEH.

Entnpudarua Pombapm He Tpabea aa ce H3N0A3Ba o BpeMe Ha OPEMEHHOCT, OCBEH B CIIy4ai Ha
KaTeropHuyHa HeobxoanmMocT.

K1pMeHe




He e u3BecTHO manu entHgUOaTH & eKCKpeTHpa B KbpMaTa. [IpenoprkuBa ce npekbeBaHe Ha
KbLPMEHETO 32 MEPHUOIA HA JCUEHHETO.

DepTHIHTET
JIMncBaT JaHHH 3a eeKTa Ha JICKAPCTBEHOTO BELECTBO enTudmbaTHA BEPXY QEpTHIIMTETA IPH XOpa.

4,7 EdexTH BLpXxy cnocofHocTTa 32 miogupade u padora ¢ MALLITHHA

He e npunoxuMo, Toit kato Entudubarun Pomdapm e nmpeanasnagen 3a ynorpeda camo npu
XOCITHTAIH3YMPAHH TTALHEHTH.

4.8 Hexelanu n1ekapcTBeHH peaKkUHH

[To-ronsMara 4acT OT HEKEIAHUTE peakiiuy, HabNIOAaBaHH IPH NALUUEHTH HA NEUEHHE ¢
enTugubaTH, ca OHIH CBbP3ARU ITIABHO ¢ KbPBEHE HIIM PEaKUKH OT CTPaHa Ha ChpAEYHO-Ch0BATA
CHCTEMA, KOUTO C€ CpeliaT YeCTO NpH Ta3d Ipyna NauHeHTH.

Knunuunu uznumeanus

M3TOYyHHLIMTE HA JaHHH, N3N0J3BAHY 33 ONPEACIAHE HA KATCTOPHUHTE YECTOTY Ha HEXKETAHUTE
JIeKapcTBEHH peakuus, ca are ¢asa Il wimnnyay nanursadus (PURSUIT u ESPRIT). Tezu
KIIMHUYHH H3MIHTBaHHA Ca ONIMCAHM HAKPATKO MO-10NY.

PURSUIT: Tosa e paHaoMUIUPAHO, ABOHHO-CIIANIO OLEHABaHE Ha eMKacHOCTTa M DE30MacHOCTTa Ha
entududaTua cnpamo naauedo 3a HAMAIABAHE HA CMBPTHOCTTA M MHOKAPAHHTE HHpAPKTH (ITOBTOpHA
NMOABA HA MUOKApIcH MH(APKT) Npy NaLHeHTH ¢ HecTabunHa CTEHOKAPAHA HAY MHOKapAeH HHQADKT

be3 Q-3nbeL.

ESPRIT: Tosa € 1p0oiHO-CAANO, MHOTOLIEHTPORO, PaHAOMU3MpPaHO, HapalelHo-IpyNoBo, manedo -
KOHTPOJIHPAHO H3NUTBAHE, OUeHABao Oe30MacHOCTTa M €(PUKACHOCTTA HA NIEYEHHETo ¢ enTtududarua
IPH NALHEHTH C HACPOYEHA, HO HE CIICIIHA NepKYTaHHa KopoHapHa WHTepseHUus (I1IKH) ¢
HMIJIAHTALHA HA CTEHT.

[Tpu PURSUIT nannxs 3a cilydyau Ha KbpBeHE W ApYrd Hexxenand cbOUTHA ca Onnun cubupanu ot
MOMEHTa Ha H3nKceaHe oT GonHvuara o npernena Ha 30-g aed. Ilpn ESPRIT cayyau na kbpsene ca
noxknaneaHd po 48-s1 vac, a OCTaHaIMTE HeKenadi cuOuTHA no 30-4 ned. KpuTepHsaT 3a KnpBeHe
Thrombolysis in Myocardial Infarction TIMI 3a knacuguumnpate Ha CIy4auTe Ha CEPUO3HO |
HE3HAYHTENHO KbpBEHE € uanonseaH W nipy ABeTe u3nuTeanus PURSUIT n ESPRIT, no nanuuTte npu

PURSUIT ca csOupanu B pamkutTe Ha 30 aun, aokaro npu ESPRIT aanuute ca orpanunyens go
¢BONTHA, CTaHANK B paMKHTE Ha 48 4aca WAK A0 H3MHCBaRe 0T DONHMUATA, B 3aBHCHMOCT OT TOBA Koe

Ce € CNYYHIIO NbPBO.

HexenaHnTe TeKapcTBEHN peakunu ca u30poeH Mo CUCTEMO-OpPraHiy KnacoBe H yectota. Hectotute
¢e onpeaeniaT Kato MHoro uectu ( 2 1/10); vectv (2 1/100 no < 1/10); Hewectu (2 1/1 000 g0 <
1/100); peaxu (2 1/10 000 go < 1/1 000); muoro peaku (< 1/10 Q00); ¢ HenasecTHa yecToTa (OT
HATMUHHUTE NaHHK HEe MOKe Aa Obae HanpaBeHa oUeHKa). Tosa ca abCONFOTHUTE CLODILLIEHH YECTOTH,
0e3 1a ce B3eMaT NpeaBH YecTOTUTE npy naauebo. Ilpu Hanuune Ha ganuu m ot PURSUIT, m ot
ESPRIT 3a naneHa HexkenaHa peakund, 3a onpeiesisaHe Ha 4ecTOTaTa Ha TasH HEXENaHa peakuus €
M3MON3BaHa No-BHCOKaTa Ch0oOUIEHa YecTOTa OT ABETE HAIHTBAHUA,

Ha ce ocObpHE BHUMAHHKE, Y€ HE € YCTAaHOBEHA NTPHYHHHO-CIIEACTBEHATA BPL3KA 33 BCUYKHU HEXEJIAHH
neaKLHH,
HapymeHHe Ha KpLBTa H JIHM(QHATA CHCTEMA
MHoOro yectH KpeBou3nus (rondaM H Manbk KPBbBOH3MHE, BKIKUYHTEIHO OOCTHN 0
deMopanHara aprepus, ¢Bbp3aH ¢ IIKAD, racTpoHHTECTHHANEH, YPOTreHUT R —
peTPONEPUTOHEATICH, MHTPAKPAHUANCH, XeMaTeMe3a, XeMaTypH4, m 5 ”
opaner/opodapuHIreancH, nOHWXKaBaHe Ha XeMOrNOOHH/XeMAaTOKPHTAY IR¥ Py 4
HeuecTH TpoMBOIHUTOTIEHMUS. A ii)

ol



HapylieHHA Ha HEPBHATA CUCTEMA

HeuyecTH llepebpanHa ucxemus.
CupaedHn HApYIIERUA
YectH CopaeueH 050K, KAMEPHO MBXKACHE, KAMEPHA TaXMKapIna, 3aCTOHHA ChpaeuHa

HEAOCTATHYHOCT, NPEACHPAHO-KaMEpeH OIOK, NPEACHPAHO MBKIEHE.
CBbI0BH HApPYIICHH S
Yectr [llox, xunotouus, GiecOHUT.

ChpaeyHUAT OJI0K, 3aCTOMHATA ChpJEUHA HEAOCTATLYHOCT, MPEACHPAHOTO MBKICHE, XUTIOTOHHATA H
HIOKBT, KOUTC Ca YECTO chobuiaBany cwbutis B nanuteaHeTo PURSUIT, ca 6unu chOuTHS, CBBp3anu

C OCHOBHOTO 3a00/I9BaHe.

[Ipunoxennero Ha enTHduOaTHA € CBBP3aHO C NOBHIIABAHE HA CAYYAUTE Ha MACHBHO H
HE3HAYUTENIHO KbpPBEHE Criopel Knacudukaunata no Kpurepuute Ha TIMI B npoyusanara rpyna. I1pu
NPENOPBHLUNTENIHATA TEPANEBTHYHA 1034, KOMTO € Ouna npunarana B uanursaveto PURSUIT,
p10YBaNio noYTH 11 000 nagnesTH, kbpBeHETO € OUNO HAH-YECTO CPEUIAHOTO YCAOKHEHHE NO
BpeMe Ha neueHue ¢ enTHgubaTua. Hali-uecTure yenoxkHeHHs ¢ KbpBeHe ca OHIM CBLP3aHHM ChC
ChpACYHHA HHBA3UBHH NpPOLEAYPH (NOCTaBAIHE HAa KOpOoHapHo-apTepuaneH Satfinac (ITKAB) wan Ha
MACTOTO Ha JAOCTHII KBM (peMopanHaTa apTepus).

HesnaunTenno kbpeene B manuteaHeTo PURSUIT e nedunnpano kaTto cnodTaHHa TeXKa xemarypus,
CNIOHTAHHA XeMaTeMesa, HaONaaBaHa kpbBo3aryba ¢ NOHW)KaBaHe HA XeMOrnobuHa ¢ noseye oT 3
g/dl, unu ¢ noseue ot 4 g/dl npu nunca Ha BuANMO KbpBeHe. [To Bpeme Ha neuenueTo ¢ entunbaTna
B TOE@ N3MUTBaHE, HE3HAYHTEHOTO KbpBEHE € Ouno MHOro yecto yenoxHenue (> 1/10 unv 13,1 %
npH enTHgnbaTua cripamo 7,6 % npu rnauebo). CnyvauTe Ha KbpBeHe ca SUTH MO-yeCTH NpH
noerarane Ha ABC Hazg 350 cexyHau rnpu NauveHTH, NpHeMally eIHOBPEMEHHO XEMapHH, 10KaTo
ca 6unu noanoxenu Ha ITKH (Bx. Touka 4.4, ynorpeba Ha xenapuH).

MacueHO kspBeHe B nanutBaHeTo PURSUIT e nednunpano kato BLTpevepeneH KpbBOHIINB HITH
TOHHXKABAHE HAa KOHLEHTPAUUATA HAa XeMOrToOHHa ¢ noeeue oT 5 g/dl. MacHBHOTO KbpBeHe ChIIO €
Ouno mHoro yecto B M3nkTeaHeTo PURSUIT u e cbobmarano no-gecto ¢ entudrbaTHa, 0TKOIKOTO C
nnauebo (> 1/10 nnn 10,8 % cnipamo 9,3 %), Ho He € OHUNo YeCTo NPH MO-roNAMa YacT OT NaUNeHTHTE,
KOHTO He ca Ounn nonoxeny Ha ITKAD B pamkute Ha 30 nHu oT BKAFOYBaHE B M3NKUTBaHeTO. [IpH
NMaunueHTH, noanoxeHu Ha IIKAD, yecToTaTa Ha KbpBEHE He ce € MOBHILIABANA NIPH JIEYEHHE C
enThdudaTna B cpasHenue ¢ nnauedo. B noarpynara wa nauverTH, noanoxenu Ha [TKHY, yecto e
Ha0M1012aBAHO MAaCHBHO KBPBEHE, KATO 32 MALHEHTHTE HA Jiedenne ¢ enTndubatua e 6uno 9,7 %
cnipaMo 4,6 % 3a naLMEHTHTE Ha JedYeHue ¢ nnauebo.

HecToTara Ha CIYYaH HA TEXKKO WITH )KHBOTO3ACTPALIZBANI0 KBPBEHE MPU TIPUIOKEHWE Ha
ernrrnubarvug e 6uma 1,9 % cnpamo 1,1 % ¢ nnaueGo. Jleuenneto ¢ entudubdaTua € NOBUILIKIO
YMEPEHO HEOOXOAMMOCTTa oT KpbBonpenweane (11,8 % cnpamo 9,3 % 3a mnauebo).

[I[poMeHHTe MO BpeMe Ha NedeHH e ¢ enTUHUOATHI ca pe3yiITaT OT U3BECTHOTO My GapMaKOIOTHYHO
ACHCTBHUE, T.€. UHXHOMpaHe Ha arperaursta Ha TpomGounTHTe. [lopany Tasu rnpHYHHa MPOMEHHTE B
nabopaTOpPHHUTE MOKa3aTeNH, CBbP3aHH ¢ KbpBeHe (Hamp. BpeMe Ha KhpBEHe) ¢a YeCTH M oyakBaHH, He
Ca HaOMIIaBaHH ABHH PA3THKH MEXAY MAUMEHTHTE, IEKYBAHU ¢ enTtudubaTua, U rpynara Ha
mianebo Mo OTHOLUIEHHE Ha MOKa3aTenuTe 3a YyepHoaApoOHa dyuxima (SGOT/AST, SGPT/ALT,
OnnmupybuH, ankanva gocdarasza) v 3a 6s6peyna QyHkUMsA (CEpYMEH KpeaTHHHH, a30T OT ypesd B
KPHBTA).




Hocmmapkemunzoe onum
HapywieHust Ha KPBBT2 H IuMPpHaTa cCHCTeMa
MHoro JleTaneH KpbsBOHINKB (NO-TOJAMA YACT OT CNYYAHTE €A BKIHOYBAIH HAPYLUEHHSA Ha

penoK# LEHTPATHATA H neprudepHaTa HEPBHHU CHCTEMH, MO3BYHH HMIIH BTPEYEPENHU
KPBLBOHIIHEH);, Oenonpobed KpLBOU3INUE, OCTPa TE€XKKa TPOMOOLIMTONICHUA; XEMaTOM

HHE}'IIIEHHH Ha HMYHHaATa CHCTEMA

MHuoro AHadUNaKTHYRY peaklun,

peaku

HapywieHHR Ha KOXKATAa M NOAKOKHATA ThKAH

MHoro OOpuB, HApYILLIEHNA HA MACTOTO Ha IIPHUIOKECHUE KaTO YPTHKAPHIL.
peaAKH

CrobmaBaHe Ha MQAQ3HPAHH HEXeNaHH peaKLHH
(C100IUaBaHETO Ha MOA03UPAHH HEXEJAHH peakUMH clel pa3pellaBaHe 3a yrnoTpeba Ha IeKapCTBeHHA

NPOAYKT € BaxkHO. ToBa no3Boa4B8a Ja Npoab/UKH HaOMAeHHeTO Ha CLOTHOLICHHETO IOM3A/PUCK 3a
NeXapCcTBEHHA NpoAYKT. OT MEAHUMHCKUTE CIICUMANIHCTH Ce U3HMCKBa 12 ChoOLIaBaT BCAKa
MOAO3UPaHa HEAKENAHA PeaKiHa Ypes:

H3ansaHUTENHA areHuMs Mo JIEKapCTRaTa

yin. ,,JdamsH I'pyes” Ne §

1303 Coqyus

Ten.: +359 2 8903417

yeGcalT: www.bda.bg

4.9 Ilpegosupane

OnUTsT ¢ Apeao3upale Ha enTUGUOATH IPpH Xopa € M3KIIIYUTENHO orpaHHucH. HaMa faHuH 32
TEXKH HEXENAaHH peaKuHH, CBbP3aHU CBC CAYYAHHOTO ITPHIOKEHHE Ha BUCOKH DonyC 103H, Obpaa
nHdY3HA, ch0o0UIaBaHa KaTo Npeao3Hpade, WIH rojieMH KyMYJIAaTHBHH A03H. B M3ITHTBaHeTO
PURSUIT 9 nauueHTH ca noayuyunu O0MyCHH WHAK HHQY3HOHHH J03H MoBedY€e OT ABA NNBbTH NO-
BHCOKH OT NIPENOPBYUTENHATA 103a, UIIH Ca ONPEeaeNICHH OT H3CIeI0BaTeNd KaTo NONYydMIH No-
BHCOKH 03H. IIpH HHKOH! OT Te3H NALHEHTH HE € Ha0noAaBaHo MPEKOMEPHO KbpBEHE, BBIIPEKH 4¢
NpH €QHH OT NalUueHTHTE, NotoxeH Ha IIKAD onepauws, e crobiuaBano ymepeHo KepeeHe. I1o-
CIICHUANHO, IIPH HUKO# OT MauHEHTHTE He ¢ Ha0/1to1aBaHo HHTPaKPaHHANIHO KBPBEHE.

[TorenumnanHo npeno3uparHeTo Ha entudubarun Moxe fa NPpUYHHA KbpBeHe. [Topaau KpaTkusa My
MOJIY>XHBOT H OB p3usA KIHPBHC, ACHCTBHETO HA enTHGUOaTHI MOxe Obp30 Aa Obe MpekpaTeHo upes
cnupane Ha uudyzuaTa. [Topanu ToBa, Bhopexy ye enTHdhubaTua Moxe na Obae AMANN3MPaH, € MalKo
BEPOATHO A C€ HAJIOXKH IMPOBEXAAHETO HA AHANM3A.

5. ®OAPMAKOQJIOCI'HYHU CBOUCTBA
5.1 <@apMaKoaAMHAMHYHH CBOHCTBA

dapmaxoTepaneBTU4YHA rpyna: AHTHTPOMOOTHYHO CPEACTRBO (MHXHOUTOPH HA arperauuMaTa Ha
TpoMOoUunTHTE, ¢ H3KIoueHre Ha xenapud), ATC koa: BOIACI16

MexaHu3inM Ha NJeHCTBHE

Entudnbatna, CHHTETHYEH IIMKIMYEH XENTaNenTyl, ChIbpKall WeCcT aMHHOKHUCENIHHH,
BIJTFOUUTENHO €ANH HHCTCHHAMUA U €IUH MEPKANTONPOITHOHWIOR (1€3aMHHOLINCTEHHUIT) OCTATEK, €
HHXKHONTOP Ha arperaluaTa Ha TPOMOOLIMTHTE H NPUHALNEKH KbM Kiaca Ha RGD (apruuuR-raMiny-
acnapTaT) MUMETHLIUTE.

rnnkonpoteHosuTe (GP) IIb/IIla peuentopi.




(bapmakoaHHaAMHYHH ed)eKTH

Entudubatun naxnbupa arperauusra Ha TpOMOOLHTHTE O 3aBHCHM OT 4033Ta K KOHLIEHTpaLHATa
MEXaHH3IbM, KOETO € MTOKa3aHO NPH €X VIVO arperaiusa Ha TpoMOOLUTHTE ¢ H3NOM3BAaHETO Ha
aneHO3HH Andocdar (AJD) H ApyTH arOHKUCTH 33 HHIYIIMPaHe Ha TPOMGOLMTHATA arperaums.
EpexTsT Ha entudubatua ce Habmonasa He3abaBHO caen MPHIGKeHHeTo Ha |80 MHKporpama/kg
HHTpaBeHo3eH bonyc. [Ipu npoabmkaBaHe Ha Ta3H CXEMa ¢ NMPOIBIDKUTENHA HHPpy31s Ha 2,0
MUKporpama/kg/min pe3yntarst e > 80 % unxubupane na AJIdD-unayunpanara arperaums Ha
TPOMOOUMTHTE €X Vivo, Npu PUIHONOrHYHH KOHLEHTPAUHH HA KATLHMI, npH noseve ot 80 % ot
NalHEeHTHTE.

Muxnbupanero Ha tpoMbounTHTe € 610 necHo 00paTHMO ¢ BB3CTAHOBABAHE Ha PYHKUUATE HA
TPOMOOUMTHTE KbM H3XOAHOTO HUBO (> 50 % arperaumara Ha TpomGountHTe) 4 Yaca cren
MpEKbCBAHE HA NPOABIDKHMTENHATA HHDY3us Ha 2,0 Muxporpama/kg/min. U3MepBaneto Ha AJId-
MHIYHHPAHATa TPOMOOLMTHA arperauys exX vivo npH GH3IHOIOTHYHY KaJIUHEBH KOHUEHTDALHH {C
AHTHKOArynaut D-pennnanannn-L-nponun-L-apruuuy xnopMeTii keton) TNIPH MAUKHEHTH C
HecTabniHa CTEHOKapaua 1 MHOKap/aeH HHdapkT 6e3 Q-3b6ell, ¢a NOKA3AIH 3aBHCHMO OT
KORUCHTpaunaTa uuxnbupare ¢ IC50 (50 % unxuburopHa KoHueHTpauma) npudIH3UTENHO 550 ng/ml
H ¢ IC80 (80 % urxnbuTOpHA KOHUENTPaLKMA) NpUEaManTenno | 100 ng/ml.

Hma orpannyesn nanuy 3a uuxubupane Ha TpomMBounTUTE apu nauMeHTH ¢ 6u0pedHo yBpexaane.
Ipu maumeHTH ¢ yMepeHa creneH Ha 6u6peuno yBpexkaaHe, (KpeaTHHIHOB KaHpbHC 30 — 50 ml/min)
A0 24 yaca Cea npunoxeHie Ha 2 Mmuxporpama/kg/min e nocturnarto 100 % HHXuOupane. [lpu
MaLHEHTH C TEXKa cTeneH Ha ObOpeuno yBpexaaHe (KpeaTHHHHOB KIHpbHE < 30 ml/min), Ha KOUTO e
npunoxeH 1 Mukporpam/kg/min, no 24 yaca e nocturnaro 80 % HHXHOHpaHe, npH noseue ot 80 % or
MaLUHEHTHUTE.

Knunuysa edmkacHocT u BezomacHoCT

Hznumanue PURSUIT

OCHOBHOTO KJAHHMYHO U3NMNTBAHE 3@ HECTAOMNHA CTCHOKAPAMA ( HC)/mnokapaen nudapkr 6e3 Q-316en

(Mib Q-3) ¢ PURSUIT. ToBa usnurBane ¢ nposeseto B 726 UcHTbpa, 27 abpxkaBu, W € 6uno

IBOHHOC/IAINO, PAHLOMM3UPAHO, WIaLeh0-KOHTponupaHo, Bioiousame 10 948 nauventd ¢ HC u MUE

Q-3. [TauneHTHTE ca 6MIM BKIIOYBAHM CAMO CNIE] NPEXKHBABAHETO HA CbPJACYHa HCXEMHA B MOKOH (2

10 MHHYTH) B paMKHTE Ha nocaeauuTe 24 Yaca ¥ Ca UMaH:

¢ WM npoMeHH B ST-cermenta: ST aenpecus > 0,5 mm 3a mo-manko ot 30 MHUHYTH BIIK TpaiiHa ST
enesaurs > 0,5 mm, koHTo He ca HanaranmM penepdy3HOHHA TEPaNHs HIH TPUIOKEHHE Ha
TPOMOOIMTHYHH CPeICTBA, HHBEpcHs Ha T-BbaHaTa (> 1 mm),

* unu nosuHmeHd CK-MB.

[launenrure ca paHAOMH3MPaHK 1 NONYYABAT MK NIanebo, Uau entupudatua 180 muxporpama’kg
Oonyc, nocnensan ot uudysus ot 2,0 mukporpama’kg/min (180/2,0), niu entupubarun 180
Mukporpama’kg Gonyc, nocnensad otr uHgysHs ot 1,3 MUKporpaMa/kg/min (180/1,3).

Nudysnara e npoasmkera 1o H3NKUCBaHe OT GONHULIATA, 10 BPEMETO 33 NOCTABIHE HA KOpPOHAPHO-
aptepuaneH baitnac (IIKAB) nam o 72 yaca, K0eTo HACTBNH TBPBO. [1pu nporexxnane Ha [TKH
HH(Y3HuATa ¢ enTu@ubaTna e Nnpoabmxera 3a 24 yaca cien [POLEYpaTa, KOETO € OCHTYPHIIO
NPOABKHTENHOCT HA HHGY3uATa 10 96 yaca.

Pamoto na 180/!,3 e cipaHo nipu MexaAHHEH aHANN3, KAKTO € NOCOYEHO npeIBapHTEIHO B NPOTOKONA,
KOraTo € yCTalOBCHO, Y€ IPH ABETE paMEHa Ha AKTHBHO NieueHHE WMa cxoleH Bpoii Ha cityyaH Ha
KbPBEHE.

[TaunentuTe ca nekysauu cnopen obuuaiinure CTaHAAPTH HA U3C/ER0BATENCKHS UeHThP. [Topaau

TOBa, HECTOTATa Ha lIpoBeKAaHe Ha aHrnorpadus, IIKU u ITKAF ce pasnuuasar B rojnama cre

3ABHCHMOCT OT MACTOTO H OT AbpxkasaTa. Ot naunentute B PURSUIT, 13 % ca GEHHI.[HH S Aty ”

Bpeme Ha HHOY3HA ¢ enTHdHOaTHA, KaTo NpUBAMINTENHO Ha SO % OT TAX ca nocTapent AGnoNd: 5

CTenToBE; 87 % Ca oBafaHu MeaHkamenTo3Ho (6e3 ITKU no speme Ha HHQY3HA C enT /u 6 ‘%%
Y




[To-ronsma 4acT OT NAUMEHTHTE €A NMOAYYABAUIH ALETIWICAIMUNANIOBA KHCENHHA (75-325 mg BeIHBXK
IHEBHO).

[To npeueHka Ha JleKapA € IpUNaral ¥ HeppakLIHOHHPAH XETIapHH HHTPaBEHO3HO UJIH NIOAKOXHO,
Hal-uecTo moa GopMaTa Ha HHTpaBeHo3eH Oomyc o1 S 000 eauuuuy, nocneaBaHd OT NPOABIKUTENHA
uHpy3us ot 1 000 U/h. [Ipenopbyana e uenesa croiHocT Ha aPTT ot 50-70 cexynnn. Oduo 1 250
nalMeHTH ca Omnu noamokeHu Ha [IKH B paMkuTe Ha 72 yaca ¢rel paHXOMHU3alHATa, KATo IIpH TAX €
NPHN0KEH HHTPABEHO3HO HePPaKLMOHHPAH XEeNapHH 3a NOAXbPKaHE Ha aKTUBUPAHOTO BpEME Ha
cucupBale (ABC) B rpaununte ot 300-350 cexyHnn.

[IspBHYHATA KpailHa TOYKA HAa H3MHTBAHETO € HACTHNBAHE HA CNYYAH C JICTAIECH U3XOM, HE3aBHCHMO
OT NpUYNHATA, MIH HOB MuoKapaAcH HHPapKT (oueHen ot Clinical Events Committee) B pAMKHTE Ha
30 nHu cnen panaoMulaunaTa. Komnonentanar MM moxe aa 6bvae onpencnen xaro
aCHMIITOMAaTH4YEH ¢ noBHIIaBaHe Ha easumuTe CK-MB mnn nosasa Ha HOB.

B ¢paBrenue ¢ ninauebo, enrududarua, npunoxeH no cxeMara 180/2,0, 3HaunTenHo HaMansaea 6pos
Ha CIYYaH OT NMBPBHYHATA Kpai{Ha Touka (Tabnuua 1); ToBa npeAcTaBNABa 0koao 15 n3berHatu
cnyuas ¢ neraieHd u3xoa Ha 1 000 nekypaHH DauMeHTH:

Tadtauna 1: Yecrora Ha caywauTte ¢ geraned uixoa/CEC-ouenen MI (ITonyaauus «1eKyBaHH
CIiope] PAHAOMH3ALHATA»)

_ Bpewe |  Tnauebo |  Eorudubarun | p-crofimocr
I

(14,3%)

| 30 mHM 743/4.697
i (15.8%)

a: MeTod XH-kBajapart Ha Pearson 3a pasnuka Mexay nnauebo H entugubarng

PesynraTHTe 3a MbpBHYHATA KpaHHa TOUYKA ¢€ ABJLKAT INIABHO HA pa3BHTHETO Ha MUOKAPASH HHGAPKT.
HamangpaHe Ha 4eCcTOTaTa Ha CAYYauTe C JIETAJICH U3XOA NPH NMAaUKHEHTH, NpHeMally enTHPHOaTHA, €
HaOnloAaBaHO PAHO MO BpeMe Ha JIEYSHHETO (B paMKUTE Ha NbpBHTE 72-96 yaca) H TOBa HAMAJIBAHE €
3aAbpKaHO 3a 6 Mecela Hes 3HauKTeNeH €eKT BbpXY CMBPTHOCTTA.

[TanueHTHTE, NTPH KOUTO € HaH-BepoATHO NedeHHeTo ¢ enTH(hbaTna aa 6bae OT nonza, ca Te3U ¢
BHCOK PHCK OT pa3BHTHE Ha MHOKapcH HHQAPKT Mpe3 NbPBUTE 3-4 OHM CIEH NOABATA HA OCTpa
CTCHOKapAHAL.
Cnopen enMuASMHOIOTIYHATE JAHHY I10-BUCOKATA Y€CTOTA HA KAPAUOBACKYJIApHUTE NpobieMu ¢
CBBp3aHa ¢ HAKOH NOKAa3aTENH KaTo HalpHMep:

- Bb3pacT

-  MOBHILEHA CbPACYHA YECTOTA MJIH KPBBHO HANATAHE

- [EepCHCTHpallla MK peLUUAHBHpallla HCXEMHYHA ChpAcUHa OoNKa

- u3pazeny EKI npoMenu (rnasHo naTonorMyuHu npoMeH B ST-cermenTa)

- TOBHIUEHH CHPACYHH €H3UMH HIIN MapkepH (Hanp. CK-MB, TponoHuun) n

CEpPASYHA HEAOCTAThUHOCT

HanutBanero PURSUIT e nporeaeHo B nepHod, KOraToO YCTAHOBEHUTE CTAHARPTHH IPUMKH 33
NeYeHHe Ha OCTPH KOPOHAPHH CHHAPOMH ca OMIH pa3/IMyHHi OT HAaCTOAIUMTE, NC OTHOUIEHHE Ha
ynoTpe®aTa Ha aHTaroHKUCTH Ha TpoMOouuTHHA ADP peuentop (P2Y 12) M pyTHHHaTa ynoTpeda Ha
HHTPaKOpOHAPHH CTEHTOBE.

Hznumegane ESPRIT
ESPRIT (Enhanced Suppression of the Platelet 11b/I1la Receptor with Eptifibatide Therapy —
3acuneHo noTHCKaHe Ha TpoMOouuTHUA peuentop 1Ib/llla npu neyenne ¢ entudubarnn) €
ABOHHOCIANO, paHAOMHU3HpPaHO, [1auefo-KoHTponypaHo u3nuTeaue (n= 2 064) npH HecnewH
HHTPAKOPOHAPEH CTEHT.
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BcHYKH MauHeHTH Cca nonydaesalli YCTAHOBCHHTC CTAHAAPDTHH I'pHAKH U €A Onnu PAHAOMH3IHDAHH dd

npHeMat mrauebo unu entududarun (2 Gonyc no3u ot 180 Mukporpama/kg v NpoaLIKHTENHA
HH}y3Ha 0 3nucBaHe OT HOIHULATA UM 33 MaKCHMYM 18-24 yaca).

[MepBuAT G0Myc ¥ HH(Y3UATA ca 3alIOMHATH €AHOBPEMEHHO U HernocpeacTaeHo npenu [1KH # ca
NocneaABAHH OT BTopH 6onyc 10 MUHYTH cnen mbpBHa. CKopocTTa Ha HHY3Ma € buna 2,0
MHKporpaMa/kg/min 3a MMalMeHTH CbC CEpyMEH KpeaTHHHH < 175 muxpomona/l unu 1,0
MHKporpama’kg/min 3a cepyMeH kpeatiHuH > 175 go 350 mukpomona/l.

B rpynata Ha enTudubaTua B Npoy4BaHETO MMOYTH BCHYKH NALHMEHTH ¢a npuemany acnupul (99,7 %),
H 98,1 % ca npueMany THEHONHPUANH, (K1onuaorpen npu 95,4 % w tuknonwiuu npu 2,7 %). B neus
na [1KH, npeaun xaretepusanuara, 53,2 % ca NpHend THEHONMHPROUH (knonuaorpen 32,7 %;
tuknonuaud 0,5 %) — rnasno nox gopmara Ha HaTtoBapeawa 103a (300 mg nnu noseue). I'pynarta ¢
nnanebo e cpasuumMa (acnupuy 99,7 %, knonuaorpen 95,9 %, tuknonuanu 2,6 %).

[Tpu u3nuTBaHeTo ESPRIT ce npuiaara onpocTeHa cxema Ha MPHAOKEHHE HAa XEMapHH 110 BpEME Ha
[TKH, koiiTo BKalouBa HayaneH donyc or 60 eanHnuw/kg, ¢ uenesa croitHoct Ha ABC ot 200 - 300
ceKyHAd. [TbpBHYHATA KpalHA TOUKA HA H3NKUTBAHETO € CMBPTEH CAydyail, MHOKapIeH HHPAPKT,
CMEWHA LeNeBa ChAOBA PEBACKYMAPH3aLMA B OCTPAa AaHTHTPOMOOTHYHA XUBOTOCIACABALLA TEPAIHA C
nuxubuTop Ha GP 11b/Illa B paMkure Ha 48 yaca cnel paHAOMH3aUKATA .

MH e naeuTuduurpan no ocHoBHuTe CK-MB nabopatopHy KpHTEepHH. 3a NOCTABAHE HA Ta3H
anarno3za 24 yaca cnen naaexcHa [IKH npouenypa Tpsabea na ce oT4eTaT Hall-MaIKo JBa MIbTH

ctonHocTH HAa CK-MB 2 3 X Hag ropHara rpaHylia Ha HOPMAaTa, TaKa He C€ W3UCKBA NIOTBbLPKAABAHE
or CEC. MH moxe n1a ce noknansa u cnen peuienre Ha CEC nHa Oazata Ha Joknag Ha U3CNeaoBaTens .

AHATHU3BT HA TBPBHYHATA KpalHa ToYKa [4eTBOpHA KoMOHHauua oT cMepT, MH, crietrna
peBacKynapnsauns Ha TapretHua sl (CPBTC) u TpoMOonutnuno cnacaBade (TC) Ha 48 yaca]
roka3sa 37% oTHocuTenHO M 3,9% abconoTHO HaMaleHue B rpynara Ha entudubatun (6,6 %
crbnths cnpamo 10,5%, p = 0,0015). PeayntatuTe 2a MbpBHYHATA KpaHa TOYKa C€ OB/LKAT ITIABHO
Ha HaManABAHETO Ha nosAsaTa Ha eH3uMmeH MU, uaeHTHOHIMpaH KaTo MOABa Ha paHHO MMOBUIIABAHE
Ha ¢cbpacuuuTe eH3uMu cinel [TIKH (80 or 92 MU B rpynata Ha nnanedo cpeisy 47 ot 56 MHU B
rpynara Ha entudgubatia) . KnHHUYHOTO 3HaueHHE Ha TaKUBa ¢H3IMMHH MU Bce oule e criopHa.

[TonobHu pe3ynTaTH ca MOMYUEHH U 34 ABETE BTOPHYHH KPaiHH TOUKH, OLCHEHHU Ha 30-TUA OCH:
cMbpT, MU, B crieniHa nenera cbA0BRa peBackyllapd3alMs, KAKTO U 3a NO-YCTOHUHBATA KOMOMHALMA
OT CMBLPT H MHU.

HamanapaHeTo Ha CMBPTHOCTTA MPH NallMeHTH, MpHeMAaLlH entigudarna, ¢ Habawiasado paHo Mo
BpeMe Ha jedyeHHeTo. Cnen Tosa, A0 Kpad Ha TbpBaTa roJxHa, HE ¢ HAOMIwaaBaHO NTOBHIIABAHE HA
[IQJ3HUTE OT JIeHeHUeTo.

Yovasxcasane na epememo na Kvpaene

[IpHnoxeHueTo Ha enTHGUOATH Ype3 HHTpaBeHo3cH Donyc H HHDY3HUA BOOH 0 3-KpaTHO
yBeIHYaBaHEe Ha BPEMETO Ha KbPBeHe. ToBa NOBHLIABAHE € JIECHO 00paTUMO NPH TIPCKBCBaHE Ha
HH}Y3IUATA, KATO BPEMETO Ha KbPBEHE CE BPBILUA KbM CTOHHOCTUTE Ha H3XOJHO HHBO 32
npubausurenno 6 (2-8) yaca. [1pH cCaMOCTOATENHO IPHIOKEHHE eNTHYHUOATHA HE MPOABABA HIMEPHM

ecdekT BppXy npoTpoMOunHOBOTO BpeMe (PT) HIM aKTHBHPaHOTO NMapLUHANHO TPOMOOMIACTHHORO
BpeMe (aPTT).

Hznumaeane EARLY-ACS
EARLY ACS (Panno unxubupase xa rauxonporeun Ib/Ila npy octep kopoHapen cuuapoMm Oe3
NOBUILEH ST-CErMEHT) € H3NUTBAHE HA PAHHC W PYTUHHO APHUIOKEHHE HA eNTHPHOATH CIIPAMO
mnanedo (C OTNOXKEHO MPHAOKEHHE 10 YCIOBUE Ha eNTHPHOATH B KaTETEpU3aUHOHHATA

nabopaTopHa), B KOMOMHALMA ¢ AHTUTPOMOOTHUHO NledeHHe (aUETHICATHLMIOBA KHCETHHA
He(ppaKLHOHHUPAH XenapuH, OUBaNUpyOUH, GOHIANAPUHYKC UIIK HUCKO MOJIEKYJIEH Xenl
JIHLIAa C BUCOK PDHCK OT OCTBP KOpOHapeH cHHApoM 6e3 nosHileHa ST-enesauus (OKC
[Taumentute ¢ Tpabsano na 6b4aT NOANOKEHH HA HHBA3WBHA Mpoleaypa 3a NO-HATa
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12 mo 96 yaca cnen NoNy4asaHe HA U3NMHTBAHOTO JekapcTBo. [TaunenTrTe € Moxeno na 6uaat
NEeKYBaHH MEAMKAMEHTO3HO, a OBIAT MOANKEHH Ha KOpOHApHO-apTepHaneH Dannac wix aa
peThPIAT NEPKYTAHHA KOPOHAapPHa HHTEPBEHLIHA. 3a pa3nuKa oT oaobpenara 103HpoBka B EC, B
H3MUTBAHETO € H3Noa3BaHa ABoHHa 6onyc n03a OT H3MHTBAaHOTO JIEKAPCTBO (C HHTEPBAN Ha NpHiarade
10 MUHYTH MeXNy OBETE) Npead HHPY3IHATA.

PaHHOTO pYTHHHO NMPUAOKEHHE Ha eNTH(HHOATHI B TA3M ONITHMANHO JIEKYBaHa MOMNyNaluA ¢ BUCOK
puck or OKCB 3FE, kosto ¢ O1na oBnaasHa ¢ HHBA3MBHA CTPATETHA, HE € JOBEJIO OO0 CTATHCTHYECKH
3HAYUMO HAMAIEHHE HA ChCTAaBHATA MbPBHYIA KpaiHAa TOUKA HAa 4eCTOTa Ha cMbpTHOCT, MU,
pELMAVBHPALIA UCXEMHA, H3UCKBALla CIelIHa pesackynapusauns (Recurrent 1schemia requiring
urgent revascularization, RI-UR) u TC mo 96 4waca B cpaBHeHHE ¢bC CXEMATa ¢ OTIOKEHO NIPHIOKEHHE
no ycaosue Ha entngmdarun (9,3 % npyu NaLUEHTH ¢ PaHHO NPUNOKEHHE Ha enTtududarna crnpamo
10,0 % npu nauMeHTH ¢ OTIOKEHO MPUNOKEH NO ycnopue entpudaTna, CLOTHOLIEHHE HA
mancosere = (0,920, 95 % CI = 0,802-1,055; p = 0,234). TexxkoHKUBOTO3aCTpallaBalllo KbPBEHE MO
GUSTO e 6uno Heyecto B € OMIIO CpaBHUMO B [IBeTE rpynH Ha jedenHe (0,8 %). YmepeHo HiH
TeXKo KABOTO3acTpawapaio kbpeeHe no GUSTO e HacTeNBANO 3HAYUTENHO MO-4ECTO [P PAHHOTO
M pYTHHHO nipunoxkenue Ha entugudbatng (7.4 % cnpamo 3,0 % B rpynarta ¢ OTI0XKEHO NPHICKEHHE
1o ycnopue Ha entHoKbatug; p < 0,001). [Tonobuu paznuku ca HabnloaaBaHu M 3a MaCHBEH
kpbBouinuse no TIMI (118 [2,5 %] npu panHa n pyTrHtna ynorpeba Ha enthiubatua cnpamo 83 [1.8
%] npu oTHOXKEHO ynoTpeba no ycaosue; p = ,016).

He ¢ poxazaHa cTaTHCTHYECKH 3HAYUMA TON32 OT CTPATETHATA C PaHHO H PYTHHHO NIPUIIOKEHUE Ha
enTHdubaTHI B NOArpynaTa Ha NalHeHTUTE, TCKYBAHY MEAMKAMEHTO3HO, HIIH B [IEPHOIHTE HA
meaukamenTo3Ho aeyenue npean HKH nan IIKAD.

[Ipu post hoc anann3 Ha uanuteaHeTo EARLY ACS, croTHOWEHHETO NON3a/pUCK OT HAMaNABAHE Ha
7103aTa NpY NMAaUMEHTH ¢ yMepeHa cTeneH Ha 0x0peuno yspexaane ¢ Heybeaurento. Hectorara Ha
cuOuTHATA HA NBPBUYHATA KpaHHa Touka € 11,9 % npy nauueHTH, KOHTO ca NPHEMAIH HaMajIeHa 034
(1 mukporpam/kg/min), cnpamo 11,2 % npy nauveHTHTE, KOUTO €3 NPHMEMany CTAHAAPTHATA 103a (2
Mukporpama/kg/min), koraro entudubatu ¢ npunarad o CXEMaTa Ha PaHHA pyTHHHA ynoTpeba (p =
0,81). Ilpy BpeMeHHO OTJI0XEHO NPHACKeHHe Ha enTHduOaTKa, yecTtorata Ha ¢bOHTHE ¢ 10 %,
cripaMo 11,5 % npy naLUeHTUTE, KOUTO €a NPUEMAIH CHOTBETHO HaMalleHa N03a M CTaHAapTHA 4034
{p=0,61). Macueno kspsene no TIMI e nactbnuno npu 2,7 % oT NaUMEeHTHTE, KOMTO €a NPHEMATIY
HamManeHa ao3a (1 mukporpaM/kg/min), cnpamo 4,2 % 0T NaLMEHTHTE, KOKTO Ca NPHEMANN
craHpapTHa no3a (2 Mukporpama/kg/min}, korato enTu@QuOaTHA ¢ npuiaral Nno CXeMara Ha paHHa
pyTHHHa ynotpeba (p = 0,36). Ilpu BpeMeHHO OTIOXEHO NIPHIOKEHHE HAa eNTHHHOATHA, CEPHO3HUTE
cubuTHa no TIMI ca 1,4 %, cnpamo 2,0 % npy NAUMEHTUTE, KOKTO €3 NPUEMAIH CHOTBETHO HAMAIEHA

J03a ¥ craHaapTHa ao3a (p = 0,54). He ¢ uabaionaBana 3HauuMa pa3iinka B YECTOTATA HA TEXKO
kbpeeHe o GUSTO .

5.2 <QapMaKkoKHHETUYHH CBOHCTBA
Abcopbunsg

(DapMakoKHHETHKATA Ha eMmTHGHOATHI € MMASHHA H NPONOpLUHONaNnHa Ha 03aTa 3a 00nyc 1034 B
pamknaTe Ha 90 no 250 mukporpama/kg v ckopoct Ha nudy3uara 0,5 ao 3,0 mukporpama/kg/min .

PasnpegencHue

3a uHby3ua oT 2,0 Mukporpama/kg/min cpeaHaTa CTALHOHAPHA NJIAIMEHA KOHLUEHTPALHS HA
entududaTia Bapupa ot 1,5 no 2,2 Mukporpama/ml npu nauMeHTH ¢bC 3a001ABaHE HA KOPOHAPHUTE
apTepun. [InazMeHnTe KOHLUEHTPAUMH C€ JOCTHrAT OLP30, KOraTo MHPY3HATA CE NPEAIECTBA OT
bonyc ot 180 Muxporpama/kg.

buorpancdopmaiug
(CrenedTa Ha CBbP3BAHE Ha enTHHHOATHA ¢ NINAZMEHUTE NPOTEHHHU € OKOJIO 25 %. B culuaTa rp




EnuMHHNUDpaHe

ITpu 3npasu noGporonuK 6pOpeyHaTa eKcKpeluHs npeacTasnsasa okono 50 % ot o0LIHA TeneceH
KIHPBHC, KaTo Npuinuzutento 50 % oT eNMMHHUPAHOTO BELIECTBO C€ EKCKPETHPA HEMPOMEHEHO.
[Tpyn nanueHTH ¢ yMepeHa 40 Texkka Op0peyHa HeAOCTaTBYHOCT (KPEaTHHHHOB KAMPBHC < 30 ml/mun),
KJIMPBHCHT Ha enTHdhubarun € HaManan ¢ npubnnzurtento 50 % u cTalHOHapHHTE MIa3MEeHH HHBA Ca

NTOYTH YABOCHH .

PapMaKOKUHETHYHH B3aUMOACHCTBHA

He ca npoBemenx cnenyaaHd H3MHTBAHUA 34 B3AHMOAEHCTBHS Ha GapMaKOKHHETHYHO HHBO. Brlipeku
TOBA, B MONYNIALHOHHO HapMAKOKHHETHUHO NPOYYBaHe, HE Ca NMOMYYEHH AaHHH 34
(hapMaKOKHHETHYHO B3aHMOAEHCTBHE MEXTY enTHOHOATHA U CReJHUTE EAHOBPEMEHNO NIPHUTAraHH
NEKAPCTBEHH NPOAYKTH: aMIIOAMNHMH, aTE€HO0I, aTPONUH, KAaNTONPHA, USQPa30NMH, JHa3eamM,
JUTOKCHH, AMnTHa3eM, JudeHXxuapamMud, eHananpui, dedtaHua, QypoceMul, XenapuH, JIMAOKAHH,
JIM3UHONPHIL, METONPOION, MUAA301aM, MOP(DHH, HUTPATH, HUPEAUITHH H Bap(apuH.

5.3 IlpeakJBHHYHH AaHHMK 32 Oe3onacHoOCT

ToxCHKOAOTHYHKTE MPOYUBAHHA, MPOBEJCHH ¢ enTHOUOATHA, BKNKOYBAT NPOYHBAHHA C €AHHHYHH
4034 H MHOIOKPAaTHO NPUIIAraHe NPH ILbX0BE, 32HUH U MAUMYHH, PENPOAYKTHBHH MPOYUBAHHUA NPH
IUILXOBE M 3afiliH, in vifro U in vive NPOYUBAHHA 32 TEHETHYHA TOKCHYHOCT M NIPOYYBaHHA 32
Pa3Apa3HUTENHOCT, CBPbXYYBCTBUTENHOCT M @aHTHIEHHOCT. He ca HabnionasaHy HeOYaKkBaHH
TOKCHYHH €EKTH 332 CPEACTBO C TAKLB (apMaKONOTrHUYeH NpoQun ¥ HaXOAKHTE ¢a Ounn
NPEACKa3yYEMH OT KJIMHUYHHA OIIMT, KATO OCHOBHOTO HEXENaHO cOHUTHE € OHITO KbpBeHeTo. He ¢
Hab1101aBaH FeHOTOKCHYCH e eKT NIpY NpUnoxkeHue Ha entHdudaTua.

IlpoyuyBaHHA 33 TEPATOTSHHOCT Ca MPOBESACHH NPH IIPOABIIKHTENHA MHTPABEHO3HA HH]Y3HA HA
entududaTng npyu OpeMeHHHU MNbX0Be B 001Ia nHeBHa no3a no 72 mg/kg/anesno (okono 4 NuTH
nNpenophYUTENIHATA MAKCHMANTHA JHEBHA 1032 [IPH XOpa Bb3 OCHOBA Ha TENECHATA NOBLPXHOCT) H NPH
OpeMEeHHH 3aliLH B 0011a AHeBHA A03a 40 30 mg/kg/aHeBHo (0k010 4 IbTH NpenopbUYHTENHATA
MAaKCHMalHa JHEBHA A03a MPH XOpa Bb3 OCHOBA Ha TENECHATA NOBBPXHOCT). T€3M NPOYYBAHUA HE Ca
Janu JaHHH 33 HapyuleHHsa Ha GepTHANTETA UM YBpEXKaaHe Ha deTyca oT entududatra. Hama
IPOBENSHH NPOYUBAHUA Ha PENPOAYKTHUBHOCTTA MPH XKUBOTUHCKHY BUAOBE, NPH KOHTO enTHPubaTH
[IOKa3Ba CX0AHa (PApMAaKOJIOTMUHA aKTHBHOCT € Ta3H fApH xopa. [lopaay TasH NpHYHHA, HATHYHHTE
MPOYYBAHHMA HE Ca NOAXOAAUIY 32 ONPEeACIAHE HA TOKCHYHOCTTA HA enTudHOaTHL BBLPXY
penpoORYKTHBHATA GyHKLUKA (BX. TOUKa 4.6).

KanueporeHHUAT noreHunas Ha entudubarug He € OLEHEH B ABATOCPOHHH NPOYUYBAHMA.

6. PCAPMALIEBTUYHHW JAHHH
6.1 Cnnebk HAa NOMOUNIBRKHTE BElleCTBA
JIHMOHEHA KHCeTMHA MOHOXHUIPAT
Hatpuer xuapoxceua (32 Kopekuns Ha pH )
Boja 3a HHXEKLUUH

6.2 HechbBMECTHMOCTH

[lopaayn nunca Ha NpoyYBaHHA 3a CbBMECTHMOCT, EnTudmbdarna Pomdapm He Tpabsa pa ce cmecna ¢
APYTY NEKAPCTBEHHU MPOAYKTH B €AHA MHTPABCHO3HA JUHHUA, ¢ H3KIHUYEHNAE HA CIIOMEHAaTUTE B TOYKA

6.6.
6.3 Cpok Ha roaHoct

| ronHHa
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6.4 CoenManHM YCNIOBMA HA CLXPAHEHHE

Ha ce ¢pxpansaBa B xs1aauneAuk (2 °C -8 °C).
Ja ce ¢hXpaHdsa B ODUIMHAIHATA OMAKOBKA, 3a [ CE NPEeANna3H oT CBET/INHA.

6.5 Buaucuabpkanve HA ON3aKOBKATA

Eann ¢nakoH ot 10 ml ot ¢rniuto Tan I, 3aTBOpeH ¢be CHBa 3anmywiaika oT bpomoOyTnioBa ryma,
3aMEYATaH ¢ OTYYNBALUA CE CHHA aTyMHHHEBa oOKaTKa.

6.6 CneunaliHM npeana3HH MepPKH NPH H3IXBLPANHE W padoTa

TecTosere 32 pH3MYHA U XHMHYHA CHBMECTHMOCT NOKa3BaT, ye Entudnbatna Pombapm moxe aa ce
IpHJIara rpes eaHa HHTpaBeHo3Ha cucteMa ¢ 0,9 % nHy3HOoHEH pa3TBOp Ha HATPHEB Xnopua u ¢ S %
pa3TBOPD Ha JAEKCTPO3a.

[Ipenu ynorpeba nposepeTe ChabpkaHueTo Ha dutakoHa. He H3nonssaiiTe, ako uMa YacTHUM HIH
NpPOMAHA B LIBETA.

Heusmnon3zBaHHTE KOINMYECTBA OT JICKAPCTBEHHA MNPOLYKT TpHﬁBE Ad CC HIXBBPIAT CJICd OTBAPAHC.

Hensnonisarvuat NEKapCcTBCH NPOAYKT WIH OTHNaALYHUTE MATCPHAIH OT HETO TPAOBA Aa ce H3XBLPNAT
B CLOTBETCTBHE ¢ MECTHUTE M3IMCKBAHUA,

7. IMPHTEXATEJ HA PA3PELHIEHHETO 3A YIIOTPEBA

S.C. Rompharm Company S.R.L.
Eroilor Street, no. 1A, Otopent, llifov County, 075100,
PyMBHHUA

8. HOMEP(A) HA PABPEILEHHUETO 3A YIIOTPEBA

9. JATA HAIIBPBO PA3PEINABAHE/MOJHOBABAHE HA PAZPEHIEHHETO 3A
YIIOTPEBA

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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