KPATKA XAPAKTEPACTHUKA HA IIPOAYKTA
{ USMBAHUTEAHA ATEHLWA M0 NEKAPCTBATA
1. HME HA JIEKAPCTBEHHA IPOAYKT Kpamxa xapexmapucmuke Ha npogywxma - lipunaxenus 1

Kot P02, M v AGEAI ABRrererens
Hpasyrpen Tesa 10 mg ¢punMupany Tabnerku
Prasugrel Teva 10 mg film-coated tablets Pazpeienue N,,BC-/ Kd /UP_ Y g 3407

Ogoﬁaenuel‘.b./“‘[]gmn..

2 KAYECTBEH H KOJIMUECTBEH ChCTAB

Besika ¢punmupada tabnerka ceabpxa 10 mg npasyrpen {prasugrel), kato xuapobpoMuz (as
hydrobromide).

IMoMouHo BemecTBo ¢ H3BecTHO neficTeue: Beaxa dpunmvupana Tabnerka chabpika 5,5 mg saxaposa
creapart, KoHTo chaemKa 0,22 mg 3axaposa.

3a HEJHEA CITACHK HA IMOMOIGHATE BEIIeCTBA BIDKTE Touka 6.1.

3. JIEKAPCTBEHA ®0OPMA
dunmupana Tabnerka.

BexxonH, enuncoBHasy punMupans TabneTky, ¢ BTEGHATO penedHo osHauenne "P10” oT exnara
CTpaHa ¥ JeAMTEJIHA 9epTa OT JpyraTa cTpaHa Ha tabnerkata. [IpuGnuzurenen pasmep 11 x 6 mm,
TaGnerkara Moxe na Onj1e pasaencHa Ha OBe €HAKBH [034.

4. KJIMHUYHU TAHHU
4.1 TepaneBTHYHH NOKA3ZAHUS

Hpasyrpen Tepa, npuiarad egHOBpeMeHHO ¢ aueTHncanuyuiosa kucenvna (ACK), e nokasay 3a
HpeIoTBPATIBANE HA ATePOTPOMOCTHYHH CEOMTHA TIPH BL3PACTHH NALMEHTH C OCTEP KOPOHAPEH
CHHAPOM (Hanp. HecTa0HIHa CTeHOKapans, HAPAPKT Ha Muokapna Oes enesaums Ha ST cermenT
[unstable angina, non-ST segment elevation myocardial infarction, UA/NSTEMI] unu uugapxT na
MHoOKapIa ¢ enepans Ha ST {STEMI]), noanoxenn Ha MbpBHYHA WIH OTN0XKEHA IEPKYTaHHA
KopoHapHa HaTepeens (TTKH).

3a nomeAHATENHA MHPOPMAUKML MOJIS HalpaBeTe cnpaBka ¢ Touka 5.1,

4.2 JO3HPOBKA B HAYHE HA OPHIGKEHHE

Jo3upoeka
Bwspacmnu
Jlewenwero ¢ Ipasyrpen Tesa TpaGea na ce 3amousa ¢ eHOKPATHA HATOBapBAlLg 2032 OT 60 mg u cex
TOBA [ia c& poobinkK ¢ 10 mg eayn nbT AHeBHO. Korato kopoHapHara aHriorpadua npi nalMeHTH ©
UA/NSTEMI ce usprpinea B paMxuTe Ha 48 yaca ciej XOCTIHTANM3ALMATA, HATOBAPBAINATA 1034
Tpabea na ce mpunara camo no speme Ha ITKH (k. Toukw 4.4, 4.8 u 5.1). ITaukentrTe, npreMaiy
Ipasyrpen Tena, Tpa6sa na npuemat u ACK exennesso (75 mg go 325 mg).

Ipu naumenty ¢ octsp kopoHapen cauapom (OKC), kouto ca nexysany ¢ ITKH, npej
NPECYCTaHOBABAHE HA KOCTO H JIa € aHTHATPEraHTHO CPERCTBO, BIINOIHTeNHO Tpa
JOBEJE N0 TIOBHIIEH PHCK OT TpoMG03a, HHGAPKT Ha MHOKAPAA HiAH CMBPT, ABIGKS
3aGosngpake Ha nauHenTa. [Ipenopkusa ce neuenne ¢ MPONRILKHTEITHOCT 40 12 Meceafadea

NL/H/3946/001-002/R/001 et




npexscaanero Ha Ilpasyrpen Tera e KIHHHIHO 5I0Ka3aHO (BX. Touky 4.4 1 5.1).

Hayuenmu > 75-2001una ev3pacm

Ynotpebara Ha [Ipasyrpen Tepa npn nanyenTy > 75-rofMIIHA BE3PACT B IOBEUETO CIIy4aH HE CE
npenoppuBa. AKO ¢16J BHHMATEIHA OLECHKA HA HHAHBHIAYAIHHA PHCK/TION3a OT NPEANMCEALIHS I'0
nexap (Bx. Touka 4.4) IeUCHHETO Ce CMETHE 3a HeOGXOIHMO NPH NAIMEHTHTE OT BE3PACTORATA IPyNa
= 75 roauHu, Torasa cnex HatoBappaila 4o3a oT 60 mg Tpabpa na ce npelnuIne HAManeHa
noagbpkamia no3a ot 5 mg. IauMenTute > 75-rogHIHA BH3pacT ca M0-4YBCTBHTENIHA HA KhpPBEHE H
HMAT NO-BHCOKA EKCTIO3HIIHA Ha aKTHBHHE MeTabONKT Ha npasyrpes {Bx. ToukH 4.4, 4.8, 5.1 1 5.2).

Hayuenmu ¢ meano < 60 kg

ITpasyrpen Tesa TpAORa a ce NpHiara kaTo eqHOKpPATHA HATOBapBawa 103a 0T 60 mg M cliex Tosa Aa
ce MPoRBILKK ¢ Ro3a OT 5 mg eaAnH NbT ZHeBRO. He ce npenopsyea nommbprkama ao3a ot 10 mg. Toea
C€ OB/DKH Ha TIOBMIEHA €KCIO3MIIMsA Ha aKTHBHUA MeTAOOHT HA TIPasyTPel K Ha TIOBMIGH PHCK OT
KbpPBEHE ITPH NAIHEHTH C TeJIECHO TeTN0 < 60 kg, xoraro ce npunara 203a or 10 mg eaus neT NHEBHO,
B CpaBHeHHe ¢ nauyeHTH > 60 kg (Bx. Toukn 4.4, 4.8 u 5.2).

Bvopeuno yepescoane
He e HeoGxomuMo KOPHTHpaHEe Ha J03aTa 33 NaLUHEHTH ¢ H50PeUHO yBpeKaaHe, BKIIOUHTETHO

NaLBeHTH ¢ TepMuHAnHO OEGpeuno 3abonaBane (Bx. ToUKa 5.2). iMa orpaHHveH TepaneBsTHYEH OIMT
[pH nauueHTy ¢ 6B6peurHo yepexaane (Bi. Touka 4.4).

Heproopobuo vepescoarne

He e Heobxopumo kopurdpane Ha 103aTa IIPH NALKHEHTH ¢ JIEKO IO YMEPEHO YEPHOIPOGHO yRpeK1aHe
(Child Pugh xnac A u B) (8. Touka 5.2). IMa orpasHYeH TepaneBTHYEH ONUT NPH NAaLMEHTH C JIEKa
Ao yMepeHa yepHoapotHa aucdyHkima (Bx. Touka 4.4). IIpasyrpen TeBa e IPOTHBONOKA3AH MPH
MALMEHTH ¢ TEXKO 9epHOApoOHO yBpexaane {(Child Pugh knac C).

Heduampuyna nonyrayus
BesonacHocTTa K edukacHocTTa Ha [Ipazyrpen TeBa npu fena noa 1 8-roAuinHa Bu3pact He ca

ycTaHoBeHH. HMa orpaHdyeHy JaHHH HpH AClia ChC CHPIIOBHAHOKICTEYHA aHeMEA (BXK. TOuka 5.1),

Ha4uH Ha NpHIOKEHUE
3a nepopanHo npunoxenue. ITpuemsT Ha [Tpasyrpen Tesa He 3aBHCH OT MpHEMa Ha XpaHa.

[Tpynaranero Ha HaToBapBaila 034 OT 60 mg Npa3yrpen Ha MATHO MOKE A8 OCHIYDH Hal-OBp3o
HACTbNBaHe Ha AeHCTRHETO (BX. TOUKA 5.2).

Ta6nerkara Moxe Ja Ob/te pasfe/ieHa ha Jpe exHaxsu ao3u. He pastpomapaiite u He yymiere
TabneTKara.

4.3  IIporABOomMOKAa3aHASA

CBpBXYyBCTBUTETHOCT KbM aKTHBHOTO BeLIECTBO MM KbM HAKOE OT MOMOIIHKTE BEIECTRA, H3GPOSHH
B TOuKa 6.1,

AXTHBHO TIZTONOrHYHO KEPREHE.

AHaMHe32 33 WHCYIT WIH MIPEXOAHO HAPYLICHHE HA MOSBYHOTO kpBBoobpamenne (ITHMK).

Texxo yppexnane Ha uepHus apo6 (Child Pugh xnac C).
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44  CnenpajHR DpeaynpexaeHus H NpeAna’HE MePKH NpHd ynorpeba

Pucx om xvpsene

B xnunuyno npoyusate ¢asa 3 (TRITON) ocHOBHHTE H3KTIOUBAINM KPUTEPHH BKITIOYBAT. IOBHIICH
PHCX OT KbpBeHe; aHEMBA; TPOMOOLMTONICHHS; aHAMHE3A 38 NATONOIMMHE HHTPAaKpaHUAITHM HAXOAKH,
TlaumeHTHTE C OCTPH KOPOHAPHH CHHAPOMH, Nouicxkaiy Ha [TKH, nexysatu ¢ npazyrpen n ACK,
TIOKA3BAT MOBHUIIEH PHCK OT 3HAYMTEIHO B HE3HAYUTE/IHO KBPBeHE CBIMACHO CHCTEMAaTa 338
knacaduxanug TIMI. 3atora ynotpeGara na mpasyrpen Npy HALKMEHTH ¢ TOBKLISH PUCK OT KbPBEHE
TpaGea Aa ce o6chkKIa caMO KOTaTo Ce CMATA, He MOJI3ATA OT IMIeAHA TOYKA HA IPEBEHLMATA Ha
HCXeMMYHM ¢HOMTHA NpeBHIaBA PUCKA OT CepuO3HO KkpeeHe, Tora ce oTHaca ocofeHo 3a
TIALIHEHTHTE:

. > T5-ropuIitHa Bb3pacT (BIDK NO-IONY);

. ¢ MpeApasnoNokeHHe KbM KbPBeHE (HAIp, AB/DKAINO ¢ HA CKOPOIIHA TPaBMAa, CKOPOLIHA
orepaLys, CKOpOMHO WIH MOBTOPHO MaCTPOMHTECTHHAIHO KBPBEHE, WIH AKTHBHA TIEIITHYHA
A3B2);

. ¢ TenecHo Terno < 60 kg (Bxk. Touku 4.2 u 4.8). IIpy Tezn naLmeHTH He CE MpenopbYBA
noaaspxaiifa Aoza ot 10 mg. Tpabea na ce H3MOM3Ba NOAABPKalIa 2034 OT 5 mg;

. € eTHOBPEMEHHO MpIJIaraHe Ha NEKapcTBEHH MPOAYKTH, KOMTO MOTAT /1a NOBHLIAT PHCKA OT

KbpBEHE, BKTIOYHTENHO NEPOPaTHH aHTHKOATY/IAATH, KIONMAOIPeN, HECTEPOHUAHH
npotieoBs3nanHTeHN cpeacTea (HCTIBC) n ¢pubpuronutim.

34 MAHCHTH ¢ AKTHBHO KBPBCHE, 38 KOHTO € HeoGXoauMo o0philaHe Ha (apMaKoJOTHYHNTE edhekTv
Ha mpasyrpejl, Moxe Jia € NOAXOIAINa TpaHcy3uaTa Ha TPOMOOIHTHA Maca.

Yrnotpebata Ha nipa3syrpen npH NAMEHTH > 75-TOMIIHA BB3pAcT OGHKHOBEHO He CE NPernoph4ea 1
TpaGBa Aa ce 3aN0YBa CaMO ¢ TOBMIIEHO BHEMAHME CJie] BHUMATEHA HHAHBHAYANHA OLIEHKA Ha
CHOTHOLIEHHETO NO/38/PHCK OT IIpeMTHCBAIIHA IO JIeKap, KOATO [a noka3ga, ye 107i3aTa OT [IeIHa
TOYKA HA NPeBeHLHATA Ha HCXEMHYHY CLOMTHS NMpepMilaBa PUCKA OT CEpHO3HO KnpBeHe. B knnuuano
npoyusane Qasa 3 Te3y MALMEHTH ¢a ¢ MO-BHCOK PHCK OT KEPBEHE, BKIIOUMTENHO KBPBEHE ¢ Ji€TafeH
H3XO0JI, B CpaBHeHHe ¢ NaLMeHTHTe < 75-roaMIHa Bp3pacT. AKO ce npeande, Tpabsa Ja ce uanonsea
No~-HHCKa NOAKABPIKaIa 1033 OT 5 mg; nojyispxkaniaTa 1o3a ot 10 mg He ce mpenopbusa (Bix.

ToukH 4.2 H 4.8).

TepaneBTHYHHAT OIHT C Mpa3yrpe Npu NauueHTr ¢ Gupeuso yBpexaare (BKTIOYHTETHO
TepMHHaseH crafinii Ha 686pedro 3a6onaBane) M NPH MALMERTH ¢ yMEPeHO 4ePHOAPOOHO yBpekIaHe
€ orpaHu4eH. Te3u maMenTH MoXe Ja ca ¢ NOBHIIEH PUCK OT KBPBeHe. 3aTosa npasyrpen Tpadsa Ja
Ce H3NOI3Ba NIPH TE3H NALKEHTH ¢ NOBHIDEHO BHHMAHHE.

[Manuentrte TpaGBa na ObAAT HHPOPMUPAHH, He MOXKE Aa ¢ HeoGXOAHMO MOBEYE BPEME OT
OOUKHOBEHO 33 CIMpaHe Ha KEPBEHETO, KOTATO MpHeMar npasyrpen (B koMGunaums ¢ ACK), # ue
TpaGBa Na choOmasat 3a BCAKO HeoOuuaitHo KEpBeHe (IO MACTO WTH MPOABIDKHTENHOCT) HA CROA
Jiexap.

Puck om kbpeene, c8bp3aH ¢ UIGODA HA NOOXOOAULUA MOMERI 3@ BPURGZANE HA HAMosapeauama do3a
npu NSTEM]

B KIMHHYHO npoyusaHe Ha nalmeTd ¢ NSTEMI (npoyusanero ACCOAST), B KOSTO NALIMEHTUTE ca
IIaHMPAHH 33 KOPOHApHA SHIMOrpa(ys B paMKUTE Ha 2 10 48 vaca cie paHIOMH3aLIUATA,
HaToBapsalllaTa J03a Ipa3yrpel, KOsTo € JafieHa CpefHO 4 Haca NMpelH KOPOHAaPHATA aHTHOTpagus,
MOBHIIABA PHCKA OT 3HAYKTE/IHO H He3HAUHTETHO KbpPBEHE B NEPH-NPOLEAYPHHA NEPHOI B CPABHEHHE
¢ HaTOBapBalIaTa J03a NMpasyrpen, NpriokeHa no speMe Ha 1K, 3atora npy nanueHT)
UA/NSTEM], nipn KouTo kopoHapHata aHrHorpadHs ce M3BBPLIBA B PAMKUTE Ha 4§
NPHEMAHETO, HATOBAPBaIliaTa 1033 TpAOBa a ce Mpunara no speme Ha [TKU (sak.

Xupypeuura onepas
IManuenTuTe TpAGBA Na 6BOAT yBeAOMEHHM A HHGOPMHUPAT IEKAPHTE W CTOMATO/Y
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npasyrpe, NPeaH IIAHHPAHEeTO Ha KaKBaToO H Ja € XMPYPrHYHa ONCpanHs | npeaH NPHeM Ha BCAKAKBE
HOB JIEXapCTBEH NPOAYKT. AKO Ha MALMEHT My NPEACTOH IIAHOBA ONEPaLNs H aHTHTPOMOOTHUHHAT
eeKT He e XKefaH, Ipasyrpen TPAGBa Aa Ce cripe NoHe 7 JHH Mpeau oneparyara. IloBHnIeHa uecToTa
(3 MBTU) M TEXKO KBPBEHE MOXKE 1a ce HaGMo/ABAT NPH NALHEHTH, KOMTO Ce MOIATAT Ha Orepauus
10 MOROJ Ha aopToKOpoHapeH Gaiinac (AKB) B pamkuTe Ha 7 JHH OT CIIHPAHETO Ha Npa3yrpen (BK.
To4ka 4.8). Ilonzure 1 prickoBeTe OT Tpasyrpen TpAGBa BHHMATENHO Aa ¢e OOMUCIAT [pH ALHEeHTH,
NpH KOHMTO AHATOMHATA HA KOPOHAPHHTES apTEPHH HE € ONpe/ieNieHa, a € Bb3MOXKHA CNelIHA ONlepalms
3a NOCTABAHE Ha aopToKopoRapeH Gaiinac (AKB).

Cspbxuyscmsumennocm, 8XHONUMETHO GHIHOE0eM
Peakiiyy Ha CBPEXYYBCTBHTETHOCT, BITIOSHTETHO aHTHOGAEM, ¢a ChoOLIABAHM [IPH NALMEHTH, KOHTO

NPHEMAT Npa3yrpell, BKIIOUMTENHO NPH NaHEHTH C aHAMHE3a 33 PeakiuA Ha CBPLXYyBCTBHTE/IHOCT
KbM Kionuaorpen. [Ipenopsusa ce MOHHTOpHpaHe 3a NPHIKALM HA CBEPXYYBCTBHTE/IHOCT TPH
MALHEHTH ¢ M3BSCTHA ajJleprHd KbM THCHONMMPHAMHH (BK. To4uka 4.8).

Tpombomuuna mpomboyumonenuyra nypnypa (TTH)
TTII ¢ cxobmapana npu ynorpeba Ha mpasyrpen. TTI1 e cepHO3HO CHCTOAHUE M H3HCKBA He3abaBHO
JIeuEeHHe,

Mopdhe u dpyzu onuoudu
Hamanena edukacHocT Ha npasyrpen e Haba0naBaHA IPH NALHEHTH, IPHEMALLH €AHOBPEMEHHO
npasyrpen U MOpGHH (BXK. TouKa 4.5).

3axapoza cmeapam
IMaumeHTH © peakn HacleJCTBEHH NPOOIEMH KaTo HETIOHOCHMOCT KbM (IPYKTO3a, NTIOKO30-TAIaKTO3HA

ManabcopOrud WK 3aXapo3o-H3oManTasHa HeAOCTATEMHOCT He TpAGBa a IPHEMAT TOBA JIEKAPCTBO.
45 BaanmojeiicTBue ¢ APYFHA JeKAapCTBEHH NPOAYKTH H APYrA (JOPMHA Ha B3ammojeiicTEHE

Bapgapun: ne e npoyuBaHO €IHOBPEMEHHOTO NPUIAraHe HA NPasyrpes ¢ KyMapUHOBH [IPOH3BOIHH,
pasiHYHMU OT BapdapHH. [Topany BE3MOKHOCTTA 3a NOBHILEH PHCK OT KbpBeHe Bapdapus (Win ApyrH
KyMapHHOBH NPOH3ROAHM) W Ipasyrpel TpiubBa a ce NPHIarar CEBMECTHO ¢ MOBHILEHO BHUMAHHE
(x. Touka 4.4).

Hecmepoudnu npomugoevsnanumennu cpedcmea (HCIIBC): He € ipoyuBaHO eJHOBPEMEHHOTO
npuarade ¢ npoxb/ukaTenHo JeyeHue ¢ HCTIBC. Tlopans BBE3MOXKHOCTTA 32 MOBHIUEH PHCK OT
KbpBeHe npoabkuTesiio nevenne ¢ HCTIBC (xmounrenno COX-2 HHXHOHTOPH) M npasyrpen
TpsbBa fja ce MPHIIara ChbBMECTHO ¢ NOBHUIEHO BHUMaHue (BK, Touka 4.4).

[Ipa3zyrpen Moxke eIHOBPEMEHHO Jia ¢¢ TIpWIara ¢ ekapcTBeHH NPOLYKTH, KOHTO ¢¢ MeTabomaaupar ot
30 OpMHTE Ha LKTOXPoM P450 (BIIIOMHTENHO CTATHHH), WM C IEKAPCTBEHH NPOLYKTH, KOMTO Ca
HHIYKTOPH WX HHXHOUTOpY Ha usodopMmuTe Ha wuroxpoM P450. [Tpasyrpen Moxe Ja ce nprunara M
enHoBpeMeHHO ¢ ACK, xenapuH, IUTOKCHH H IEKApCTBEHH TIPOAYKTH, KOHTO MOBHINABAT CTOMAIIHOTO
pH, BKMIOUMTENIHO HHXHOHTOPH Ha NMPOTOHHATA NloMna ¥ Hy-6nokepu. Makap na He e H3nMTBaH B
cnelM¢HIHE NPOYYBAHHA 32 B3AUMOACHCTRHE, MPasyrpe € PHIarad e THOBPEMEeHHO
HHCKOMONICKyneH XenapuH, Oupanupyaus 1 GP Ib/Illa-uuxuburopy (HaMa HanmaHa MHpOpMALHA
OTHOCHO Biia Ha m3nonzeanua GP IIb/Illa-unxuburop) B winHYHO npoy4usane dasa 3 6e3 naHuu 3a
KIMHHYHO 3HAYHMM HeXKeNaHH B3aHMOACHCTBHA.

Edexmu na opyeu nexapcmeenu npodykmu evpxy npazyzpen

TIOBHILLIEH PHCK OT KbPBeHe, edHkacHoCTTa M 6€30NacHOCTTA Ha IPasyTpen Ce J
neKyraHH enHospemenHo ¢ ACK.
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Xenapun. eqHokpaTHa HHTpaBeHO3HA 60Myc A0%a Ha HedpaxponnpaH xenapud (100 U/kg) we
NPOMEHS CHTHA(HKAHTHO MEAHMPAHOTO OT Npasyrpe HHXUGHpade Ha TPOMOOLMTHATA arperanus.
[Ipasyrpen ¢hno Taka He NPOMEHS CHTHUQHKAHTHO e(iekTa Ha XeMapHH 0 H3MEPBAHHATA HA
KoarynalHaTa. 3aTosa ABaTa JICKAPCTBEHH NPOAYKTA MOXKE Ja C6 NPHIEraT ¢(HOBPEMEHHO. Bb3MoxKeH
€ MOBHILIEH PHCK OT KhPBEHE, KOTATO Mpasyrpel ce NpHIara eJHOBPEMEHHO ¢ XeapHH.

Cmamunu: atoppactaTit (30 mg nHeBHO) He NpoMend GapMAKOKHHETHKATA HA NPasyrpel u
HHXMOHpaHeTo Ha TPOMOOLMTHATA arperaums OT HEero. 3aToBa He ce OYaKBa CTATHHHTE, KOMTO ca
cyberparu na CYP3A, na uMar edexr Bppxy hapMakoxHHeTHKATa Ha NPasyrpe WIH MHXHOBpaHeTo
Ha TpomMOouHTHATA arperauts OT HeTo.

Jlexapcmeaenu npodyxmu, nosumasaiyy cmomauHomo pi: AHOBPEMEHROTO NPUIAraHe HA
pannTHANH (H,-61a0Kep) Wth Ha manzonpason (MHXHOHTOp Ha NpoToHHATa noMmna) He npoMers AUC u
Tmax HA aKTHRHHSA METAGOIMT Ha NPAsYIPen, HO HAMANABA Crax CHOTBETHO ¢ 14% H 29%. B kiuHEHMHO
npoy4usane $asa 3 npasyrpen e npunarau ez Bpb3Ka ¢ €AHOBPEMEHHOTO NPHNAraHe Ha HHXHOHTOD Ha
npororrata noMma v Hz-Gnokep. Iipunaradero Ha naropapsaina no3a ot 60 mg npasyrpen 6ez
€IHOBPEMEHHO H3NOI3BaHe HA HHXHOHTOPH Ha IPOTORHATA MOMIIZ MOXE 12 OCHTypH Hali-0Bpao
HACTRLIIBAHE HA ACHCTBHETO.

Huxubumopu na CYP34: xeroxonason (400 mg NHEBHO), KOMTO € CEeNeKTHREH M MOLLEH HHXHOHTOD HA
CYP3A4 n CYP3AS, He paneiicTsa Ha MEIMMPAHOTO OT Npasyrpen HuxuGupane Ha TPOMGOLMTHATA
arperaud #nu Ha AUC v Tmax HAQ aKTHBHMA METAOONMT Ha Mpasyrpen, HO HamanaBa Cmax 34% 10
46%. 3atora He ce ouaksa uHxubuTopHTe Ha CYP3A KaTo HanphMep a30JI0BHTE aHTUMMKOTHIH, HIV
NPOTEA3HATE HHXUOHTOPH, KNAPHTPOMHLIHH, TeJIHTPOMHIIHH, BepanaMil, JWITHA3CM, UHIMHABHP,
MIPodIOKCAIMH K COK OT rpeHndpyT Aa MMaT CHTHHGAKAHTEH edekT BhpXY (apMakOKHMHETHKATA HA
AKTHRHHA MeTalOJIHT.

Huoyxmopu wa yumoxpomume P450: pudamnuips (600 mg nHesHO), KOATO ¢ MOLIEH MHAYKTOp Ha
CYP3A u CYP2B6 n ungyxrop Ha CYP2C9, CYP2C19 u CYP2CS, He npoMeHs CHTHHGHKAHTHO
tapmakoKFHeTHKaTa Ha Npasyrpen. 3aToea He ce OvaKpa M3BECTHH HHaYKkTopy Ha CYP3A karo
HanpuMep pHdaMnuumy, kapbaMasenyH ¥ APYrH HHAYKTOPH HA HUTOXpoMuTe P450 na uMmat
CHPHUQHKAGHTEH eheKT BBPXY (PapMaKOKMHETHKATA HA AKTHBHHA METAOO/IHT.

Mopgun u Opyeu onuoudu: npu NALMEHTH C OCTHP KOPOBAPEH CHHAPOM, TEKyBaHu ¢ MOpdHH, ce
HabmonaBa 3a0aBeHa M HAMANECHA eKCTIONIMA Ha NePOPATHH HHXHGKTOpH Ha P2Y 12, BRIIOUHTEHO
Tpa3syTpen B HErOBHA aKTHBEH meTaGonuT. Topa B3anMonelicTBie MOXe a On/ie CBBP3aHO C HAMANICH
CTOMAIIIHO-YPEBEH MOTIIHTET H € BaNMAHO 33 APYTH OIMouIM. KITHHIYHOTO 3HaueHWe € HEH3BECTHO,
HO JIAHHHMTE MI0KA3BAT NOTEHIMAT 32 HAMAICHA e(pHKACHOCT Ha NPasyrpe MPH NAlHEHTH, MPHEMAITH
€ HOBPEMEHHO TNpa3yrpen H MopduH. [Ipy nauueHTH ¢ OCTBP XOPOHAPEH CHHAPOM, TIPM KOKTO C€
Hajara npunarade Ha MoppuH » 6p30TO MHEXMOUpade Ha P2Y 12 ce cumra 3a pewlaBanio, MOXKE /12 ce
obMic/IH H3NON3BaHETO Ha napeHTepaned P2Y 12 unxuburop.

Edgpexmu ua npazyzpen ewpxy opveu aexapcmeeitu npooyKmu
Huzoxcun: pasyrpen HAMa KIMHHYHO CHrHAQUKaHTeH edeKT BPXY GapMaKoKHHETHKATA Ha
IUrOKCHH,

Jlexapcmeenu npodyxmu, memabonusupanu om CYP2C9: npasyrpen ne unxubupa CYP2C9, Tuif karo
He BB3AEHCTBA BLPXY (papMaKkokpHeTHKaTa Ha S-papthaphH. [lopasH nOTEHUMANHO OBHMIUEH PUCK OT

KbpBeHe, saphapun ¥ npasyrpen TpaGea [a ce NPHUIIATaT eJHOBPEMEHHO ¢ MOBHIIEHO BHUMaHHe (BXK.
Touka 4.4}. :

Jexapcmsenu npodyxmu, mematonuzupary om CYP2B6: npasyrpen e cnab
TIpn 3npaBn HHAMBHIM NPAsyrpesi HAMANABA EKCIO3HIHATA Ha XHAPOKCHEY)
MenuHpad MeTabonuT Ha 6ynponuoH — ¢ 23%. Bu3MoxHO ¢ To3H edekr aafe
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CaMO KOTATO [IPa3yrpen ¢e npiiiara CAHOBPEMOHHO C JIEKAPCTBEHH NPOIYKTH, 33 kouto CYP2B6 ¢
€IMHCTBEHHAT METAOONKTEH MET H KOUTO MMAT TeCEH TepaneBTHYeH [po3opel (Hamp.

mknogochamus, edbasupeni).
4.6 PepraanTeT, GpeMeRHOCT H KLPMEHE

He e nposexpano KMHHMYHO NPOYYBaHE NpH OPEMEHHY WM KbPMEIIHU JKeHH.

Bpemensoct

TpoyusaHHsATA IPH JKKBOTHM HE TIOKA3RAT NIPEKH BPeHH eeKTH N0 OTHOLIEHUE Ha BIKAHUETO BHPXY
GpemeHHOCTTa, eMOPHOHAIHOTO/GETANTHOTO PAa3BHTHE, PAKJAHETO WIM OCTHATANHOTO PA3BHTHE (BXK.
TouKa 3.3). Tl KaTo NpoyYBaHMATA 3 PENPOIYKLIA NPH KHBOTHH He BHHATH NPEACKA3BAT OTroBOpa
TIpH XOpa, mpasyrpen Tpa0Ba Aa ce H3NOJI3BA N0 BpeMe Ha OpeMEHHOCT caMo aKO TIOTCHIHAMHATA 10132
3a MalikaTa onpaszaBa MOTeHUMAIHIA PHCK 32 deTyca.

Kspmene
He e u3BecTHO many npasyrpen ce eKcKpeTHpa B kKspMaTa. [IpoydBaHuA npH KHBOTHY NOKA3RAT
SKCKpellHs Ha mpasyrpen B maskoto. He ce npenoprysa ynotpeGara Ha mpasyrpes 1o BpeMe Ha
KBPMEHE.

PeprumArer
[Tpasyrpesn uama edekT BEpXy GEPTHANTETE HA MBHKKH H KSHCKH IUTEXOBE NIPH TIEPOPATIHH JO3H 10
excnosnuua 240 meTH Han MpeNopRYBaHaTa NOANBIKAILE JHEBHA 103a MpY xopa {Ha Oasara Ha

mg/m?).
4.7  EjexrTn pupxy cnocobHOCTTA 3 odupane 1 paboTa ¢ MAIIEHY

Quakea ce npasyrpen Aa He NORTHAEA HIH 1a IORIHARA NPeHeOPERUMO crIOCOBHOCTTA 3a [Wodupane
H pafoTa ¢ MAIUHHH.

48  HexenaHnn NeKapcTBEHHE peaKIHH

Peziome na npohuna na bezonacrnocm

bezonacnocTTa iiph DAITHEHTH C OCTEP KOPOHAPEH CHHAPOM, Tiomiexaind Ha PClL, e oleHsBaHa B
npoyuBaHe ¢ koHTpona knomdgorpen {TRITON), B koero 6 741 naunenT ca NeKyBasH © Tipasyrpen
(60 mg naropapsaia no3a 1 10 mg eyl TRT AHEBHO MOALBPXKAINA J032) 38 cpeano 14,5 mecena

(5 802 mammenTH ca nexyBaHH B NPOIBDKSHME Ha Nobeue oT 6 Mecend, 4 136 nalHeHTH ca JEKYBaHH B
npogk/DkeHHE HA TIorede OT 1 roarna). YecToTara Ha NMpeKLCBaHe HA NPHEMa Ha M3C/IEBAHOTO
JEKapCTBEHO CPEACTBO NOpany Hexenanu cxbuTHA € 7,2% 3a mpasyrpen u 6,3% 3a xnonuaorpen. 3a
ABeTe NIEKAPCTBEHH CPENICTBA Hal-4ecTaTa OT TE3W HEXeIaHH Peaxiiu, BOASUIH IO IPEKLCRaNe Ha
NpHEMAa Ha H3C/ISABAHOTO JEKapCTBO, & KbpBeHeTO (2,5% 3a npasyrpen # 1,4% 3a KIONKIOTpEN).

Knpeene
Kwvpsene, necavpsano c aopmoxoponapen bainac (AKB)

YecTorara Ha naiMenTuTe B Npoydpanero TRITON, npernpnseainy cs0UTHE Ha KbPBEHE, HECBbP3AHO
¢ aoprokoponapen Gaiinac (AKDB), e npeacrasena B Tabnuua 1. UecToTaTa Ha HECBEBP3aHO ©
aoptokoposapes baiinac (AKB) aHauvTenHo KBpBEHE CHINACHO KPHTEPHHTE HA H3CIEA0BATENCKATA
rpyna “Tpombonusa npu uHgapkt Ha Muokapaa” (Thrombolysis in Myocardial Infarction, TIMI),
BKJIIOUHTETHO JKUBOTO3ACTPAIIABAUIO H € IETA/ICH H3X0M, KAKTO M YECTOTATa HA HEIHAUMTENTHO
kbpBeHe cpriacHo TIMI e craTucTHYeCKH CHTHHHKAHTHO [10-BHCOKA NIPH MHIHBUETTCY
npasyrpes, B ¢paBHEHHE C KIOHAOTPE, B IOMYMALMATA C HeCTa0HAHa CTEHOK] e
muokapna 6e3 ST-enepaiusa (UA/NSTEMI) ¢ B usnara nomynanusra ¢ ocThp/f

ST-enepanps (STEMI). Haii- yecTOTO MACTO 33 CNIOHTAHHO KBPBEHE € TAcTp
(1,7% uectora ¢ npasyrpesn 1 1,3% yectota ¢ KIONMHIOrpen); HAl-4eCTOTO

),
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KbPBEHE € MACTOTO Ha MyHKTHpate Ha apTepuata (1,3% wecTora ¢ npazyrpen u 1,2% ¢ Knonunorpen).

Tabauana 1: YecroTa pa kpppene, FecBLP3aHo ¢ AKB* (% nangentn)

Crbuthe Benuxu OKC HecTabuama HuadapKkT Ha MHOKAPAS Che
CTeHOKRPARS/MAdapKT Ha ST-emenauns
Muorapaa 6e3 ST-encpannn STEMI
VA/NSTEMI
Ipasyrpen® |Knonuporpea® | [Ipasyrpen® |Knonwgorpes® | Ilpasyrpea® | Knonugorpen®
+ACK +ACK +ACK +ACK +ACK +ACK
(N=6 741) (N=6 716) (N=5 001) (N=4 980) (N=1 740) (N=1 736)
3HAYHTENHO KEpPBEHE 2.2 1,7 2.2 1,6 2,2 2,0
cernacao TIMI®
XupBoTosacrpa 1,3 0,8 1,3 0,8 1,2 1,0
maBamo”
C neranen H3Xon 0,3 g1 .3 0,1 04 0,]
CHMOTOMATAYHA 0,3 0,3 0,3 03 0,2 0,2
HHTpaKpaHHATHA
xemoparusg (MKX)®
Hancksaimo 0,3 0,1 0,3 G,1 G.3 0,2
HROTPONHH
NEKApPCTBEHA
CpeJcTBa
Hancxsauo 0,3 0,3 0,3 a3 0,1 0,2
XHPYPrHYHA
HAHTEPBEHOHA
Hanckpanio 0,7 0,5 0.6 0,3 0,8 0,8
Tpanchy3ns
(= 4 enauAum)
Hesraurtenno 24 1,9 23 1,6 27 26
KbpPREHE CBITACHO
TIMI®

“"Oyenenu 6 u3cre008amencky yenmvp cobUmuA, onpederenu NoCPedcmeom Kpumepuume Ha
uscnedosamenckama zpyna Tpomboausa npu ungapkm na muoxapoa (Thrombolysis in Myocardial

Infarction, TIMI).

® Hsnonseanu ca dpyeu nooxodswyu CMAHOGPMAY NeYEHUR.
? BCAKQ UHMPAKPAHUATRA XEMODAZUA URU BCAKO KNUNUHHO NPOABEHO KbPEEHE,CEbP3ANY C
nonwcenue na xemoenobuna > 5 g/dl. & JKusomosacmpawasaugo Kepgene e nodepyna na
suavumenno xvpaene cvaracno TIMI u exniousa sudoseme no-dony. Mlayuenmume modice da ca
npebpoenu 6 noseue om eour peo.

® HKX'= uMmpaxpanuaina Xemopazus.
¢ Knunuuno RpoRGEHO KuPEEHE,CEbP3AH0 C ROHUINICERUE HA Xemozrobuna om = 3 g/di, no < 5 g/dl.

TlaumenTy > 75-roQHIMHA BE3PACT

HectoTa Ha 3HaUMTEIHO WIM HE3HAYUTENHO KEpBeHe chracHo TIMI, wecBbp3aHo ¢ aopTokopohapeH

6atinac (AKB)

Bespact

Tipaayrpen 10 mg

Knonuporpen 75 mg

> 75 ropuan (N=1 785)*

9,0% (1,0% ¢atanen n3xon)

<75 romau (N=11 672)*

3,8% (0,2% daranen H3xopn)

6,9% (0,1% daranes uzxon)

< 75 rogurn (N=7 180)**

2,0% (0,1% daTanen n3xon)*

IIpazyrpen § mg

2 75 roaurn (N=2 060)**

2,6% {0,3% ¢aTanen uzxon)

* Hpovusane TRITON npu nayuenmu ¢ OKC, nodnexcawu na ITKH
** [Tpoyusane TRILOGY-ACS npu nayuenmu, nenodaexcaigu na ITKH (e
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@ 10 mg npasyzpen, 5 mg npazyzpen, axo < 60 kg

NaupenTy < 60 kg
YecTOTa Ha 3HAYMTENHO HIN HE3HAMMTENHO KhpReHe crriacHo TIML, dHecsnpsano ¢
aoproxopoHapes Gaiinac (AKB):

Terno Ipasyrpen 10 mg Kronunorpen 75 mg
< 60 kg (N=664)* 10,1% (0% daraneH usxon) 6,5% (0,3% daranen w3xon)
> 60 kg (N=12 672)* 4,2% (0,3% daranen nexon) 3,3% (0,1% caranen uzxoxn)
> 60 kg (N=7 845)** 2,2% (0,2% daranen uaxoz)® 1,6% (0,2% daranen wzxon)
HNpazyrpen 5 mg Knomanorpen 75 mg
<60 kg (N=1301)** 1,4% (0,1% daranex u3xoa) 2,2% (0,3% dataneH mxox)

* poywaane TRITON npu nayuermu ¢ OKC, nodnexcawu na IIKH
** [ipoyueane TRILOGY-ACS npu nayuenumu, nenodnexcawu na IIKH (exe. mouxa 5.1):
7 10 mg npasyzpen, 5 mg npazyepen, axe > 75-20duuna gvapacm

Haymenty > 60 kg 1 813pact < 75 roausy

{Ipu mauuerTaTe > 60 kg # BB3pacT < 75 roJMHEM YecTOTaTa HA 3HAUMTENHO WIH HESHAYHTEIIHO
kbpeeHe cbriaacHo TIMI, HecsbpsaHo ¢ aoprokoporaper aiinac (AKDB), e 3,6% 3a npazyrpen u 2,8%
3a KNOIMHIOrpeT; MecToTara Ha kbpbeHe ¢ haraneH maxon e 0,2% 3a npasyrpen 1 0,1% 3a
KIOOHAOTPEN.

Knpaene, cevp3aHo ¢ aoprokopoHapeH Gatinac (AKB)

B xidHHuHO npoyusakie daza 3, 437 naupeHTH ca MOATOMKEHH Ha onepalis No MOBO/ Ha
aoproxopoHapeH Gaiinac (AKB) no speme Ha npoy4sanero. [Tpy Te3H naleHTH YeCTOTaTa Ha
3HAYMTENIHO HIIH HE3HAYMTENHO KppBene chrnacHo TIMI, carpaano ¢ aoprokopokapen Gaiinac (AKB),
€ 14,1% B rpynara ¢ npasyrpen 1 4,5% B rpynara ¢ kionuaorpest. [1o-BHCOKMAT PHCK 38 CuOHTHS Ha
KBPBEHE NPH NALHEHTHTE, JICKYBAHYM ¢ TIPasyTpen, ce 3aabpKa 10 7 JHH cliejl MoCcAeHATA 5034 Ha
H3CIEABAHOTO AEKAPCTBEHO CPEACTRO. 32 NALMEHTHTE, KOUTO MPHEMAT THEHOIIMPMAHH B PAMKHTE Ha
3 nHu npeau oneparA No MOBOJ Ha a0pTOKOpoHapeH Galinac (AKB), uecToTara Ha 3HAUMTENHO HIIH
He3HAUUTENHO KbpBeHe chrnacHo TIMI e 26,7% (12 ot 45 nmaumenTs) B rpynara ¢ npasyrpen 8
cpaprenue ¢ 5,0% (3 o1 60 nanueHTyH) B rpynara ¢ KIONHAOTPe/. 3a NaupeHTHTe, KOUTO NPHEMAT
NIOCJefHATA CH J038 THCHOTHPHAMH B PAMKHTE Ha 4 110 7 THM Ipen onepaims 1o NoBOx Ha
aopTokoponapen 6aiinac (AKb), vectorara Hamanssa ra 11,3% (9 or 80 naupenry) B rpynara c
npasyrpen 1 3,4% (3 ot 89 nauuenTH) B rpynara c KIOTAAOrPEN. 7 IHH Clel CIHPAHE HA [TPHEMA Ha
NEKApPCTBEHOTO CPeAcTBO HAfmonaraHaTa YECTOTA Ha KbpBeHe, CBLP3aHO ¢ A0PTOKOpOHApeH Gaiinac
(AKB), € nonofHa 3a TpeTHpaHHTe IpynH (BX. TO4Ka 4.4).

Puck o1 KbpBene, cebp3aH ¢ #360pa Ha NOAXONAUMA MOMEHT 33 IPUNaraHe Ha HATOBAPBAIIATA 034
npu NSTEMI

B kinHHYHO poydeane Ha haiHerTH ¢ NSTEMI (mpoyusanero ACCOAST), B xoeTo Te ca
ITAaHHpaHY 3a KOpoHapHa anrvorpadusa & pamxure Ha 2 1o 48 yaca cien paHAOMH3ALHATE, €
NpHIaraHa HATOBapBawa j03a npasyrpen oT 30 mg cpenHo 4 yaca nNpeau KOpoOBAapHATa aHrHOTpadus,
[0C/eABaHa OT JOMBIHHTE/IHA HATOBapBama Ao3a 0T 30 mg no speme Ha PCL, B mepu-nporienypHus
HEPHOJ NALMEHTUTe HMAT NOBMIIEH PHCK OT KbpBeHE, HecBEp3aHo ¢ AKD, M HAMAT JONKIHHTENHA
1100133, B CPABHEHHE ¢ MALMEHTHTE, KOWTO NOMyYaBaT HaTOBapBalla Jo3a npasyrpen ot 60 mg no
Bpeme Ha [TKH (mx. Toukn 4.2 u 4.4). YecToTaTa Ha KBpPBEHE, HECBBP3AHO C A0PTOXOPOHAPEH Gaiiac
(AKBE) cermacwo TIMI, B reucHHe Ha 7 RHH 32 NALMEHTHTE € KaKTO CNeIBa:
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Hemxenana peakuss Npazyrpes npenn Mpasyrpen no epeme
KOPOHADHA Ha PCI*
anruorpadpuat
(N=2037) =1 996)
Y %o
3uanuTenso kppseHe chriacao TIMIC 1,3 0,5
JmpoTozacTpamasamo® 0,8 0,2
C neraned H3x04 0,1 0,0
CHMITOMaTHYHA HHTPAaKpaHMATHA XeMOoparus 0,0 0,0
(HKXy
H3KcKRamo MHOTPOIIHY IeKapCTREHH 0,3 0,2
cpencTea
H3ucksamo XMpypridua HETepBEHINE 0,4 0,1
Haucksamo Tpancdysua (>4 ennHuim) 0,3 0,1
Hesnaunrenuo kopeede cernacua TIMPF 1,7 0,6

*H3noaseanu ca Opyeu no0xodsuu crandapmuu aevenus. IIpomoxonom Ha krunuvnomo npoyvsare
HPEGBUNCOR 30 BCHRKE RAYUENMY OO NOAYHAEHIN ACRUPUH U OHeBHA NOOYLDICAIA D03 NpaIyzpen,

SBeska UHMpAKpanuania xeMopazus Wik 8CAKO KRUHUNNG NPORBERD KLPEENE,COLPIANY ¢ NOHUMICEHUE
Ka xemoznobuna > 5 g/dl.
“IKueomosacmpauiasauo Kepeene e NOGPYnRa Ha suavumenno kvpsene cvzracro TIMI u axnoysa sudoseme
no-0ony. Hayuenumume moxce da ca npebpoenu 8 nodene om edun peod.
"HKX= unmpaxpanuania XemMopazus.
AKunuuHo RPOABEHT KbpaeHe, CBbP3GHO C NOHUNCEHIE Fa XeMoenobuna om = 3 g/dl wo < 5 g/dl.

Peziome ng neycenanume 1eKapcmeen PEAKKUN, HPeJCMaseno € mabayua

Tabnuua 2 06001aBa XeMOPArHYHUTE ¥ HEXEMOPArHYHWTE HEKENAHH PEAKIIHH B IPOYYBAHETO
TRITON, e Te3n oT CNOHTAHHY CLOOWICHUA, MPYNIHPAHH O HECTOT2 M CHCTEMO-OPraHEH Kiac.
TepmuauTe 33 gecToTa ca AeHHUPaHH KaKTO clIeLRA:
Muoro yectn (> 1/10); uectu (= 1/100 no < 1/10); veyectu (> 1/1 000 ao < 1/100);

peakn (= 1/10 000 mo < 1/1 000); muoro pepxn (< 1/10 000); ¢ HeM3BecTHA 4eCTOTA (OT HANTHYHHTE

JaHHH He MOXe Na Ohae HanpaBeHa OLEeHKa).

Tabanna 2: XeMoparn4Hd ¥ HeXeMOPATHUHE HeXKEJAMA PEAKIHY

NL/H/3946/001-002/R/G01

Crarcremo-oprafeH Hectn Heueetn Pegicn C HeH3BECTHA
KJIac qJecToTa
Hapywenus na AneMus TpombGoiprrone- | TpomGorudana
Kpuema u Jumpnama HUA Tpombounronenyy
cucmema Ha nypnypa (TTII)
— suxc mouka 4.4

Hapyuernua na CBpBXAYRCTBHTETHOCT,
UMYHHGMQa cucmema BKACUHTCIHO HPHOEAEM
Hapyuwenus na ovume Xemoparus B OKOTO
Cvdosu Hapyuenusr | XeMaToM
Pecrupamopuu, ErmucTakcue XemonTHza
2PBGHU U
MEQUACTHUHQTHY
HADVUEHUA
Cmomawno-ypesnu | LacTponuTecTuHanda | PerponepuroHeanna
Rapyuwenus Xemoparus Xemoparus

XeMoparas oT pextyma

Xemaroxezua

Knpeene o1 BeHLITE
Hapywenun na OGpun
KOJICAma U Exxumosa
NOOKONCHATNA INBKAH
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Hapywenun na Xemarypus
Gvlpeyume it
RUKOMHKUME oMU
Obuwu napyenus ¥ | XeMaroM Ha MACTOTO
edhexmu Ha Macmomo | Ha TYHKTHpaHe Ha
HA RPUACNICEHYE CHIAOBETE
Xemoparns Ha
MACTOTO Ha
NYHKTHpaHe
Hapausaanus, Kourtyaus Xemoparns cien lMoakoxeH
OMPAGAHLA U npouexypa XeMaToM
YCROJCHERUR,
BLINUKHATY 8
pe3vaman ra
uHmepeeH Y

Ipu naimesTH cbe H He3 anamuesa 3a THMK uny HHCYNT 4eCTOTATA HA HHCYNT B KITMHUYHO
npoyudsane tasa 3 e, Kakto cieara (pxk. Touka 4.4}

Anamuesa 3a [THA Ilpazyrpen Knonunorpen
HIIW HHCYNT
Ha (N=518) 6,5% (2,3% HKX*) 1,2% (0% HKX*)
He (N=13 090) 0,9% (0,2% NKX*) 1,0% (0,3% HKX™)

* HRKX=unmpaxpanuanna xemopazus.

Crobinapase Ha ONO3HPAHY HEKENAHH Peaxiiiy
Copo6IasaHeTo Ha NIOJO3HPAHM HEKENAHA PEAKLMA CIICH paspeluaBase 3a YIioTpe6a Ha IeKapCTBEHHS

APOOYKT € BaxHO. Tosa Mozponasa 1a NPOXBILKY HAGAIONEHHETO HA CHOTHOLEHHETO IOI38/PHCK 32
NEKapCTBEHKA NPOAYKT. OT METHIMHCKWTE CTICHHANACTH C& H3HCKBa 4a CHOOIIAaBaT BCAKa NOAC3HpaHa
HezKenaHa peaxiis ypes HanbiuuTensa areHtisa no nexapersara, ya. ,.Jdaman Ipyes” Ne 8, 1303
Codwmin, Ten.: +359 2 8903417, yebeaiit: www.bda.bg. Kato cnobuiasare Hexeany peakuuy, MoXeTe
Ada Janere CBOA IPHHOC 33 NOMyYaRaHe HA NoBeue HHGOPMALHI OTHOCHO (e30TIaCHOCTTA Ha TOBa
TICKapCTRO.

4.9  Ilpesosupane

IlpenosnpaHe Ha npasyrpen MoXe 4a 0Befe N0 YIBDKeHO BpeMe Ha KbPBeHE U NOoCHeBanIi
XeMopariiHu ycaoxuenms. Hama Hanuuum Naneu 3a o6psitake Ha apMaKolOrHIENS edeKT Ha
Opasyrpen; Bee rak, ako e HeoOxoauma He3aGaBHa KOpEKuMs Ha YABKEHOTO BPEME HA KEPBEHE,
MOXE J1a C€ MMa NPeNBHT TpaHcdy3Hd HA TPOMGOLHTHA Maca H/WITH HA APYTH KPbBHM NPOAYKTH.
5. PAPMAKOJIOIHYHH CBOVICTBA

5.1  dapmakoaARHAMHAYHH ¢BOHCTBA

GapMaxkoTepanesTH4Ha rpyna: HHXHOUTOpH Ha TpoMOOUMTHATA arperanys ¢ HIKIOYEHHE Ha
xenapud, ATC xon: BO1AC22,

Mexanuybpm Ha JelicTere/PapmakoaunaMuany edextu

[Tpazyrpen e uExuGHTOP Ha TPOMOOUHTHATA AKTHBALNS H ATPETALNA MOCPENCTR

CBBP3BaHE Ha HErOBHA aKkTHBeH Metabonwut ¢ P2Y |, knaca na AZId peuem‘o ;
1

TpoMGOUMTHTE. Thif KaTO TPOMGOLHTHTE Y4ACTBAT BBB BB3HHKBAHETO H/WIH
TpoMEOTHURITE YCAOKHEHHs Ha aTepOCKIepo3aTa, HHxubnupaneTo Ha ¢y

MOXKE a N0BENC A0 HAMA/IBAHE HA YECTOTATA HA CHPIEYHO-CHIAOBA c1h

!
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pHbApKT Ha MMOKApAA MY MHCYIT.

Cnep naTopapsama fo03a ot 60 mg npasyrpen mxubupane na AN®-pHaynMpanaTa TpoMGOLMTHE
arperais c¢ HaGmogasa Ha 1 5-ta MunyTa ¢ 5 pM AJI® 1 ua 30-ra munyra ¢ 20 uM AZID.
Maxcumannoro HHxubupane ¢ npasyrpen na AJ1@-unayumpanara TpomGorTHa arperanus ¢ 83% c
5 )M ATTO 1 79% ¢ 20 pM AZ1Q, B fBara cimywad ¢ 89% OT 3apaBHTe HHIKBAIK Y NALMEHTHTE ChC
craGHina aTepociiiepoza, nocTurawuy noHe 50% nHxuGHpaHe Ha TPOMOOLIKTHATA arperatus Ao 1 dac.
MeuupanoTo OT npasyrpen HHXHOHpaRe Ha TPOMOOUMTHATA arperalys noKaIBa HICKa
UHTCpHHAMBHAYanHa (9%) u HATpanEIHBUayaTHa (12%) BapHabwHOCT KakTo ¢ 5 pM, Taka u ¢ 20
pM AJZ1P. Cpennoto HHXHOMpaHe HA TPOMOOIMTHATA aTperaius B CTAHOHAPHO CHCTOAHKE €
chOTBeTHO 74% H 69% 3a 5 uM AJI® 1 20 uM AJID 1 ce nposssBa ¢ies 3 A0 S AHK NpUNaraHe Ha
noaabpikaima no3a o1 10 mg npasyrpen, OpefilecTBama oT HaToBapsama zosa or 60 mg. Tloseue or
98% ot nanmenTHTe HMat > 20% vHxubupane Ha TPOMOOLIMTHATA arperauu 10 BpeMe Ha
NOJALPIKAMIOTO JO3HPAHE.

Cnen nevenwe TpoMOOLINTHATA arperallus MOCTENCHHO CE BPBIlA A0 W3XOQHUTE CTORHOCTH 3a 7 10O
9 nuu cnen mpUAraHe Ha €THOKPaTHA HAaTOBapBalia JIo3a oT 60 mg Npasyrpes K 3a 5 nHu cnep
CNHpaHe Ha NOAkPKALIOTO JO3HpaHe B CTALMOHAPHO CECTOAHKE,

Janny o1 npeMyHaBane Ha APYIO JICYCHHE: Clie NpRIarane Ha 75 mg KIONHAOrpen eHE ITHT AHEBHO
3a 10 may, 40 3npasu MHAMBHAM ca NPEMHHANY Ha NpasyTpeln 10 mg equH MBT AHEBHO CuC HM be3
HaToBapBata A03a oT 60 mg. Habmonasado ¢ nonoGHo MK no-ronsamo unxubupaxe Ha
TpoMGOLMTHATA arperauus ¢ npasyrpen. [IpeMHHaBaHeTo HanpaBo KM npazyrpen 60 mg
HATOBApRalla 033 BOLH JI0 NO- GbP30 HACTBNIBAHE HA MO-BHCOKA CTENEH HA HHXHOHpaHe Ha
TpoMGouuTure. Cnen npunarane Ha 900 mg natosapsatua go3a knonunorpen (¢ ACK) 56 nauuents ¢
OKC ca nexypadH 3a 14 nHM Wik ¢ mpasyrpen 10 mg eaun meT AxeBHO, Wi ¢ Kaonugorpen 150 mg
€MH IIT JHEBHO, CIIEA KOETO NMPEMUHABAT UM Ha Knonynorpen 150 mg, uinu Ha apazyrpen 10 mg 2a
omte 14 auu. HabmoaaBaHa & I0-BHCOKA CTeNEH Ha MHXHOMpaHe Ha TPOMOOIMTHATA arperaums rnpH
NAlMEHTHTE, MPeMHHATY Ha npasyrpen 10 mg, B cpaBHeH#e ¢ ReKkyBaHHTe ¢ Knonuaorpen 150 mg. B
npoy4raHe Ha 276 maimenth ¢ OKC, nexysanu ¢ TIKH, npemMuHaBaReTo OT MEpPEOHAYAAHA
HaTOBapRatua ao3a ot 600 mg xknonmuaorpen win wianefo, npuaarany NpM NPUCTUTAHETO B
Gonnyuara npenu kopoHapHaTa anrHorpadus, Ha HaroBapBauwia A03a ot 60 mg npasyrpes, NpUICKeHa
O BpeME Ha NepKyTAHHATA KOPOHAaPHA HHTEPBEHIMA, BORK [0 NoJobHa Ho-BUCOKA CTEleH Ha
uHxubupane Ha TpoMOOUHTHATA arperaius, 3a 72-4acoBaTa NPOIL/DKUTEHOCT HA IPOYUBAHETO.

Knmitna ebMKacHoCT 3 Be301acHOCT

Octrproponapen cunzpom (OKCY

TIpoyusanero ¢asa 3 TRITON cpapHsABa Dpasyrpel ¢ KIOMHAOTPes ¥ ABATA AHOBPEMEHHO
npunarann ¢ ACK u npyro craugaprso reuenue. TRITON e MHOTOUEHTPORO MEXIYHAPOMIHO,
PaHIOMM3HPAHO, JBOHHO CIANO, ¢ MapANeIHY Ipynd npoy4saHe npy 13 608 nauuenti. Iaunenrure
ca ¢ OKC ¢ ymepen o BHCOK pMCK 3a HecTa(WIHa cTenoKapaua, MHOAPKT Ha MHoKapaa Ges ST-
efesalina unu uudapkr Ha Muokapaa cee ST-eneraipaa (UA, NSTEMI win STEMI) u ca
KOHTOIMPAHH ¢ TIEpKyTaHHa koponapsa untepseHumns ({TKH),

[NanpenTHTe ¢ HecTabHNHA CTeHOKApPAHA/HBGapKkT Ha Muokapaa 6e3 ST-enesauma (UA/NSTEMI) s
paMkHTe Ha 72 yaca OT NOsBATA Ha CHMITOMH Wi ¢ uldapkT Ha Muokapaa cec ST-eneBauys
(STEMI) mexxny 12 4aca 1o 14 aHH OT HOSBATA HA CUMITIOMY 3 PAHNOMM3HPaHH Cle]l NOY4aBaHE Ha
JaHHH 3a aHATOMHATA HA KOpORapHuTe aprepud. [latmenTH ¢ nuapkT Ha Muokapaa cbe ST-enepauns
(STEMI) B pamkuTe Ha 12 yaca OT NoABaTa HA CUMITROMHTE U IUTaHHPAHH 3a MbpBUYHALIE

KaTO NanMeHTET HanyCKa 3anaTa 34 KaTeTepH3aIyH.

TansenTHTe, pAHAOMM3HPAHH A NIoNyyasaT npasyrpen (60 mg HaToBapBa
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10 mg eann meT AHEBBO) WK Kaomuaorpen (300 mg HaTOBApBALA A03a, NOCAEABAHA OT 75 mg AUl
LT JHEBHO), €4 NEKyBAHH 34 cpeaHo 14,5 Mecena (MakcHManHe 15 Mecella ¢ MEHEMANIEH TIEPHOA Ha
npocnegsade 6 Mecena). [laipenture nonyuaear ¢emo ACK (75 mg mo 325 mg epu mpT AHEBHO).
Ynorpe6ara Ha KOKTO 4 a € THeHORHPHIHH B pAMKMTE Ha 5 THM Npe/lH BNHCBAHE B MPOYUBAHETO €
KpHTepHii 3a w3xniousane. J{pyro nevedue, HanpuMep xenapus B GPII/IMla-mxuburopy, e
TIPUIATAHe 110 fIpeneHKa Ha fekaps. Ilpubnusurenno 40% ot naimeHTHTe (BHE BCAKA OT TPETHPAHHTE
rpynu) nomyuasat GPITb/IIa-uexuGuropy B momoun #a PCI (HamMa Hamina HHDOPMALMA OTHOCHO
Busa Ba wenonsanud GPIb/IHa-uuxuburop). Oxono 98% ot nauyMextHTe (BB BCAKA OT TPETUPAHUTE
rPYIH) 0JY4ABAT AHTHTPOMOOTHYHH EKAPCTBEHH CPEACTRA (XeNapHH, HICKOMOTEKYJICH XenapuH,
GHMBATHPYIMH HIH APYTH JIEKAPCTBEHH CPeACTBa) Npako B oMoy Ha TTKH.

ITepeHvern noxasaTen Ha K3X0/1a Ha NPOYYBAHETO € BPEMETO O ITEPBOTO HACTHIIBAHE HA CHPACHHO-
cenora (CC) cmbpr, uudapkT Ha Muokapga (MM) Ges reTasieH H3X0 WM MHCYNT O3 AeTalleH H3XO/.
AHanu3BT Ha CHCTaBHA KpaiiHa Touka B Uanata nomynaums ¢ OKC (cMecenu rpymu Hecrabmmna
creHoxapaus/HHGApKT Ha MHOKapaa Ge3 ST-enesaipsd ¥ HHOpApPKT Ha MEOKapaa cae ST-eneBauys
(UA/NSTEMI u STEMI)) 3aBHCH OT NIOKA3BAHETO HA CTATHCTHYECKO NPEHMYIIECTBO Ha Ipasyrped
CTIPSAMO KIOMHAOTPeNt B rpynara ¢ Hecrabmwima creBoxkapaus/vadapxT Ha Muokapna Oes ST-enesauus
{(UA/NSTEM]) (p< 0,05).

Llanara nomyaanus ¢ OKC: npa3syrpes nokassa no-106pa edHkacHOCT B CpaBHEHHE C KIOIMAOTPEN B
HAMA/ISABAHETO HA MbPBHYHNTE KOMOMHHApPAHH CHOMTHA 32 U3X0[a, KAKTO M NpeABaApHTENHO

OMNpeNesIeHHTE BTOPHYHH ChOMTHA 38 H3XOA4, BRIIOYHTENHO Tpombo3a Ha cTeHTa (K. Tabnmua 3).
Tlomsara or npasyrpen € O9€BHIHA Npe3 MPBHTE 3 OHM H ce 3aABpXKa 0 Kpas Ha npoyusaneto. [lo-
notpara epHKACHOCT ¢e CHIIPOBOMAA OT YBEMHYEHHE H2 3HAYMTENHOTO KBpBeHe (BX. ToukH 4.4 1 4.8).
IManuenTure B nomynamsra ca 92% or erponenauara paca — 26% xedd 1 39% > 65-rogquuiya
Be3pact. [lonmsara, cebp3ana ¢ npasyrpen, e He3aBHCHMA OT YHoTpeGaTa Ha APYTO OCTPO WM
NPONBINHTENHO CHPACHYHO-CBOBO JICHEHNE, BKIITOYMTENHO XeMapuHH HUCKOMONEKYIEH XeNlapHH,
OusamupyanH, uarpaBenostd GPIIb/IIla- unxubuTopy, NeKapCTReHH NPOAYKTH, NOHKABALIN
nunHanTe, Heta-Onokepu U MHXWGHTOPH HA aHTHOTEH3MH KOHBEPTHpaMA eH3nM. EdHkacHOCTTa Ha
Hpa3syTpen ¢ HesasucHma OT no3ata Ha ACK (75 mg mo 325 mg equn et AHesHo). B npoyusanero
TRITON He e pasperieHa ynotpeSaTa Ha IepopaiHi SHTHKOATYIAHTH, HEeH3CIeABAHN
SHTHATPETaHTHHM JIEKapPCTBEHH NPOAYKTH W XpoHiHO npunaraid HCTIBC. B nsnara nomynamms ¢
OKC npazyrpen ce acoumnupa ¢ no-Hicko pasapoctpanerne Ha CC cMBpT, M 6e3 netanen usxon
WM HECYAT O3 feTaneH U3Xo/1 B CpaBHEHHE ¢ KIONHIOTPE, BLIPEKH H3XOIHHTE XapaKTEPHCTHKH
KATO BB3pacT, Mof, TENECHO Terno, reorpadeka obnact, ynorpeda na GPIlb/Nla-nuaxuburopu u Bujg Ha
crenra. [lonsara ce IbJDKM rNaBHO Ha cHrHUGHKAHTHOTO HaManenwne Ha MM Ges neranen #3xoz (Bx.
Tabnuua 3). IamuenTrTe ¢ ZHaOET HMAT CHPHHPMKAHNTHO HAMAJICHHE B IBPBUYHUTE H BCHUKH
BTOPUYHH CHCTABHH KPAHHH TOYKH.

HaGmonapanata nonsa OT npasyrpesn NpH NaiHeHTHTe > 75 NOAHHH € NO-MANKa OT NOJ3AaTa,
HabmroxapaHa Npy nalmenTd < 75 roawxu. TlauuenTtire > 75 roQMHM ca ¢ MOBUIIICH PACK OT KbPBEHE,
BKIIOYHTENHO (atamHo (BxK. Touke 4.2, 4.4 u 4.8). INaudeHTHTe > 75 roHHN, IPH KOKUTO NON3ATA ¢
pasyrped € no-yOennTenHa, BKIIOUBAT Te3H ¢ Auaber, ¢ nHbapkT Ha Muokappa cke ST-enesatms
(STEMI), ¢ no-Bucok puck oT TpoM603a HE CTEHTA WIH ¢ OBTAPAILH ¢e ChOMTHS.

[aupenrure ¢ anamuesa 3a [THMK i ¢ aHaMHe3a 32 HCXeMHAYEH MHCYNT NoBeve OT 3 Meceua npenu
JISYEHHETO ¢ NPazyTPell HAMAT HAMAIEHHE B TEPRHYHATA ChCTABHA KpailHa TOUKa.
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Ta6anna 3: Ilanuenta ¢ Outcome Events (cn6aTEM 32 K3X01 )B MLPBOHANANRES ARAJIH3 HY
upoyasarero TRITON

Cn6aTHA 32 H3XON Hpasyrpea Kaonuporpea | OTHOCHTE/IRH pHCK |p-CcTOHHOCT
(Outcome Events) +ACK +ACK (HR)
(95% CI)
Benukn OKC {N=6 813) {N=6795)
% %
IFpBHYHH ¢HCTABHH CHOHTHS 32 HIXOA 9.4 11,5 0,812 (0,732, 0,902) < 0,001

(Primary Composite Outcome Events)
Cespaeuno-conona (CC) cmmpr, UM Ges
JeTaleH H3XON WIH HHCYNT Ge3 neTanen
H3X01

HMbpRHuHE WAAHBHAYAIUH COHTHS 32 B350A
{Primary Individual Outcome Events)

CC cMupT 20 2,2 0,886 (0,701, 1,118) 0,307
HM Gea neraneH H3xop 7,0 9.1 0,757 (0,672,0,853) | <0001
Hucynt 6e3 eTareH mIxos, 0,9 0,9 1,016 (0,712, 1.451) 0,930

Hecrabnnaa crenoxapaus/ iudapkT Ha (N=5 044) (N=5 030)

muokapaa 6ez ST-enepayunsn % Y

(UA/NSTEMI)

ITLpRHYHE CLeTABHH ¢HOMTHA 38 H3X0
{Primary Composite Qutcome Events)

CC cMppt, UM 6ea neTaned u3xon win 9,3 11,2 0,820 (0,726, 0,927) 46,002
MHCYAT €3 NeTaneH KXo
CC emBpT 1,8 1,8 0,979 (0,732, 1,309) (885
MM 6e3 neranen nsxon 7.1 9,2 0,761 {0,663, 0,873 < 0,001
Hucynr Ge3 qeTaner a3xon 0,8 0,8 0,979 (0,633,1,513) 0,922
Hndapkr na Mroxapaa cwe ST-eneBanus (N=1 769) (N=1 765)
{(STEMY) % %o

HLpRrA<IHA ¢HLCTABRH CHOHTHS 38 B3X0N
(Primary Composite Qutcoue Events)

CC cubpr, UM Ge3 netanen usxon unm 9,8 12,2 0,793 (0,649, 0,968) 0,019
uHCYAT Ge3 neTanen W3xXon
CC cMBpT 2,4 3.3 0,738 (0,497, 1,094) 0,129
WM Ge3 neraneq uxon 6,7 3,8 0,746 (0,588, 0,948) 0.016
WacynT Oes neranen n3xon 1,2 1,1 1,097 (0,590, 2,040} 0,770

B uanara nomynamya ¢ OKC ananwsbT Ha BeAKa OT BTOPHYHHTE KpaliHH TOYKH NOKA3Ba
curauduxanTHO NpemaMeTBo (p < 0,001) 3a npasyrpen cnpamo kionuzorpen. Topa Bmo4Ba
OTIpeIENIeHa HITH NpeAIoaaracMa Tpombo3a Ha CTeHTa B Xpad Ha npoyusaneTo (0,9% cnpamo 1,8%;
HR 0,498; CI 0,364, 0,683); CC cmupt, HM Gea neranen u3xon wiv NpHuEnHa ChAOBA
peBacKyjiapu3iaiig 1o cnemHocT B Tedenye Ha 30 auu {5,9% copamo 7,4%; HR 0,784; CI 0,688,
0,894); peuyxu NprMKEK 32 cMBPT, M Ge3 Netaner n3xoa win vHCYNIT Oe3 neTaneH M3X0on JO Kpad Ha
npoyyeanero (10,2% cnpsmo 12,1%; HR 0,831; CI1 0,751, 0,919); CC cmupr, UM Gez neranen uaxon,
HACYNT €3 IeTalleH H3XO0 HIH PeXOCIIMTANH3ALNA 1TOPagy chOMTHE ChC ChpAeYHa HCXEMMs 10 Kpas
Ha npoyusanero (11,7% cnpamo 13,8%; HR 0,838; C1 0,762, 0,921). AHaman3bT Ha BCHIKH NPUIHHK
38 CMBPTEH CTywail He NOKa3Ba HYKAKBA 3HAUMMA PAaVIMKa MEXIY NPazyrpest ¥ KIOMHAOIPEN B IsaaTa
nomynauua ¢ OKC (2,76% cnipamo 2,90%), B nomyaamuaTa ¢ HecTabWwiHa CTEHOKAPIHA/MHOAPKT Ha
muoxapna Oes ST-enesamua (UA/NSTEMI) (2,58% cnpsamo 2,41%), 1 8 notynamKata ¢ HHGapKT Ha
myokapia cse ST-enesauna (STEMI) (3,28% cnpamo 4,31%).

CTCHTOBC.

Tipn ananus Ha MAUEHTHTE, KOMTO NPEeKUBABAT NCXEMUYHO cHOUTHE, Tpas
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HAMAJIABaHe Ha pasnpOCTPaHEHHETO HA NOCACABAIM TEPBHYHH KpaiuH crbuTHA (7,8% 32 npalyrpen
capamo 11,9% 3a xnomigorpen).

Maxap KbpBEHETO ia ce YReJIHUABA ¢ MPa3yrpel, aHATNIHT Ha ChCTABHATA KpaliHa TOYKa 33 CMEPT
nopany KakeaTo K Aa e npuauna, MM 6es neraneH w3xon wiH HECynT Ges neraieu Hixox, uHeynr 6es
JIETANCH H3XOA H 3HAYHTENHO KEPBEHE, HECEBP38HO ¢ a0pToKOpoHapeH baiinac (AKB), ceriacHo
TIMI, thapopusupa npasyrpes B cpaBHeHHe ¢ kiondzorpen (HR 0,87; 95% CI0,79 1o 0,95;p =
0,004). B npoyysadero TRITON na Bceku | 000 nauyesTH, nexyBaHH ¢ OpasyTpel, AMa 22 talHeHTH
[0-ManKo ¢ HHQapKT Ha MHOKAPJIA ¥ 5 IOBEYE ChC 3HAMMTENHO KEPBEHE, HECBEPIAHO C
aoptoxoponapeH Oaitnac (AKB), csriiacHo TIML B cpaBuesise ¢ NAiHEHTHTE, IEKYBAHH C
KINONHAOrpen.

Pesynrarute ot hapMokOIHHaMHIHO/(PapMaKOKHHETHYHO W3iMTBaHe npy 720 asmatim, ACS PCI
MALMEeHTH AOKA3BAT, Y€ MO-BUCOKH HHBA Ha TPOMOOIMTHA HHXHOHIMA ¢¢ OCTHTaT ¢ Ipasyrpen, B
cpaBHeHKe ¢ KIOIHIOrpes 1 4e tpasyrpen 60 mg naropapsaina no3a keM 10 mg nopaspxaina 103a €
NOAXOQALI 0308 PesKHM MPH a3HATHH, C Terno Hal-Manko 60 kg ¥ Bp3pact noy 75 ropuny (BX.
Touka 4.2).

B 30-meceqno npoyusane (TRILOGY-ACS) npu 9 326 naumeHTH ¢ HecTa0MHIHA cTeHOKApaMa/
undapkT Ha Muokapa Gez ST-enesauns (UA/NSTEMI), OKC ¢ nekypan MenukaMeHTO3HO Ges
peBacKymapu3anus (nokazaHue, KOSTO He € paspelleHo), npasyrpelt He HAMAIIBE CHIHHQHKAHTHO
4eCTOTaTa Ha CHCTABHATA KpaliHa TOUKA 32 ChPACHHO-CHA0BA cMBPT, MM ik MHCYNT B cpaBHeHHe ¢
Knonuporpen. Yecrorara Ha 3HaUHTERO KbpBene cvrnacHo TIMI (BKmxoYHTENHO
AKHBOTO3ACTPAILABAINO, ¢ (PATANICH W3XOJ 1 HHTPAKPAHHATHA XeMOPAarHA) € nono6Ha NPy NALHEHTHTE,
JIeKyBaHH ¢ npasyrpes ¥ wionunorpest. IlatuyenTu Ha BB3pacT > 75 rOQMHM MIH TE3H C TEITIO MO

60 kg (N=3 022) ca panAOMH3HpaHH a MoMyyasaT S mg npasyrpen. KakTo npu nauveHTHTE Ha
BB3pactT < 75 roauHu ¥ Terno > 60 kg, nexysanu ¢ 10 mg npazyrpen, HAaMa paiHKa MEXIy 5 mg
Apasyrpen ¥ 75 mg KNONMAOTPEN B CHPACHHO-CHAOBAA H3Xo[,. UecToTaTa Ha SHAYHTEIHO KbPBEHE €
nopoOHa I1pM HaHERTHTE, IEKYBAHHM ¢ 5 Mg Npasyrpen U Te3H, IeKyBaHH Che 75 mg Knomiaorpel.
[Ipasyrpen 5 mg ocurypsapa no-rofaM aHTHTpoMOOoTHHEH edexT, OTKOIKOTO KIomzorpen 75 mg.
ITpasyrpen Tpabea fa ce U3MO/3BA C NOBHIIGHO BHUMAHUE NPH NALHEHTH HA BL3PACT > 75 TOAHHU H
Np# NatyeHTH ¢ Terno < 60 kg (rx. Toukn 4.2, 4.4 u 4.8).

B 30-pueBno npoyusake (ACCOAST) npu 4 033 naimenta ¢ NSTEMI ¢ noBHIuesy HHBa Ha
TPOTIOHHH, KOMTO ¢2 IU1AHYpaH)s 33 koponapHa akrworpadus nocneasano ot [IKH B pamkure Ha 2 no
48 waca ciex paHIOMU3ALHATA, TTALTHEHTHTE, KOHTO TTOJTy4YaBaT HATOBAPEAIA 1034 Ha NPasyrpen o1
30 mg cpeaHo 4 yaca npeIu KOpOHapHaTa aHruorpadHs MOCHeARARA OT AONHIHHTENHA HATOBAPBALIA
A03a ot 30 mg no speme Ba IIKY (n=2 037), » nepu-nipolieAypHUA NEPUO MMAT NOBHIIEH PHCK OT
KBPBEHE, HECBBP3AHO ¢ aopToKOpoHapeH balinac (Recpnp3any ¢ AKB), H HAMaT JOTTL/IHHTENHA [TO3a
B CPaBHEHHE ¢ MALMEHTHTE, KOKTO NONy4aBaT HATOBApEalia 103a oT 60 mg no ppeme Ha [TKH

(n=1 996). ITo-koHKpeTHO, YecTOTATA HA ChCTABHATA KpalHa TOYKA OT JIETAeH H3XO0,1 NOpagi
CHPACHHOCHROBH [IPHYUHH, HH(DAPKT HA MMOXapIa, HHCYNT, PEBACKYNAPH3ALIMS 110 CTICIIHOCT MM
ynotpeba Ha UHxuOMTOpH Ha riukonporend (GP) IIb/a kaTo XKHMBOTOCHIACABAINA TEPANHS B TEUSHHE
Ha 7 IHM Cief PaHAOMM3ANMATA, HE € 3HAUMMO HaMaJieHa TpH [TaUMEHTH, KOHTO Nony4aBar npasyrpen
peJH KOPoHapHaTa aHrnorpathHs, B CpaBHEHUE ¢ NALMEHTH, KOMTO NOJIYYaBaT LIUIATA HATOBApBallia
no3a npasyrpen no speme Ha HKH. Ocier ToBa, YectoTara Ha 3HaUNTEIHO KbpeeHe 1o TIMI
(cubuTHs, cebp3ann ¢ AKD u necenpsanu ¢ AKB), oT rieaHa Touka Ha He30MacHOCT, B pAMKHTE HA Ha
7 IHHE OT PaHIOMM3aLMATA TP BCUYKH TEKYBAHU NAUMEHTH, ¢ 3HAYHMO NO-BHCOKA NMPH NallHEHTHTE,
KOMTO NOAYHaBar npaszyrpel npeaH KopoHapHaTa aHTHorpadys, cnpaMo NatMeHTuTe, KO

anrnorpadus npu nauueHT! ¢ UA/NSTEMI ce wasnpuisa B pamxute Ha 48 uac
XOCTIHTATH3a1HA, HaTOBaPBaaTa 1033 TpaOBa Aa ce npHnara no epeme Ha Il
1 4.8).
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IleguaTprapa nomynamys

{Ipoyuranero TADO m3cnensa ynorpefiara Ha npazyrpen (n=171) cnpsamo mnaue6o (n=170} npu
NauMCHTH Ha BB3pacT oT 2 10 18 rofuHu che CHPNICBHAHOKIETHYHA AHEMHA 38 HAMaNABaHe Ha
BA30OK/Y3HRHHTE KPW3H B ipoyuBane ¢asa Il TIpoyusaneTo He nocTHR HUTO €OHA OT ILPBHYHKTE
HIM BTOPHYHMTE Kpatitu Touku. Kato nano, He ca ycTaHOBEHM BOBH JaHHH 3a (e30MacHocT 3a
mpazyrpes KaTo MOHOTEPAIMAS NIPY Ta3K NOMyAlMs TIAIHEHTH.

52  ®apMaxkoKkuHeTHYHM cBOHCTBA

Hpasyrpen e npexypcop 1 6Bp30 ce Metabonn3upa in vivo J0 aKTHBEH MeTaSOTHT M HEaKTHPHH
merabonurn. Excrnozsumara Ha akTussua metaboaur (AUC) uMa yMepena 1o HHCKa
WHTePUHAMBHIYaTHA (27%) B BHTpanHAuBAyanHa (19%) Bapuabunmioct. DapMaKOKHHETHKATA HA
npasyrpel e noaobHa Npn 30paBy HHIHBKIH, TIPH NAKEHTH ChC cTalHITHA ATEPOCKIEpO3a ¥ APH
DaLHEHTH, NOLIOKEHN Ha NEPKYTAHAA KOPOHAPHA HHTEPBEHIMA,

Abcopbima

AbGcopbungTa 1 MeTaGoNH2IMBT Ha Mpasyrpen ca Gepsu, NUKOBa wiasMena KOHLEeHTPans {Cmnay) Ha
AKTHBHHA METACONUT Ce NOcTHra MpHOMM3HTENHO 32 30 MUHYTH. EXCNIO3HUMATA WA AKTHBHUS
metabomut (AUC) HapacTa NponOpUHOHATIHO B TEPANIERTHYHUSA JO308 11ana3oq. B npoy4sase npH
3apasi HHAMBHIN AUC Ha akTHBHMA MeTabosMT He ce npoMeHs oT forata Ha MacTH,
BHCOKOKANOPHYHA XpaHa, HO Crax HaMaABa ¢ 49% H BpemeTo 32 nocTHrane Ha Cnax (Tp,,) HApacTRa

or 0,5 #a 1,5 4aca. B npoyusanero TRITON npasyrpen e NpHiaraH He3aBUCUMO OT PHeMa Ha XPaHa,
CHenoBaTeNnHO OpasyrpeN MOKE Ra ce NPIIATa HE3ABHCHMO OT TIPHEMA Ha XpPaHa; Bee IMak
[IpWiIAraHeTO HA HATOBAPBALIA J033 NIPa3yrPen Ha IMafgHO MOXe @ OCHTYpi Haii-Gbp30 HAaCTHIBaHe HA
HelcTBReTO (BXK. TOuKa 4,2),

Paanpenenenue
CBEp3BaHETO Ha AXTHBHMAT MeTabOo/IHT ¢ yoBeKus cepyMeH anbyMu (4% Gydepupan paztsop) e
98%.

bu chopM

Ilpasyrpen He ce OTKpHBA B NNIa3Mara ciej nepopaiio npuwiarane. Toi 66p30 ce XMAPONU3Kpa B
9epBara 10 THONAKTOH, KOHTO CJISA TOBA € NPEBPEINA B AKTHREH METabONMT Ypes eIHHCTBEHA CThiIKA
B MeTalosHaMa Ha uprroxpoM P450, rnasno upes CYP3A4 u CYP2B6 n B no-Manka cTeneH upes
CYP2C9 n CYP2C19. AKTHBHHAT MEeTaCONHT QOMBIHHTETHO ¢& MeTA0ONH3MPa N0 [1B¢ HEAKTHBHH
CLEOMHCHMH TIOCPENICTBOM S-MeTHAHpaHEe WIH KOMOTHPAHE C IHCTEHH.

TlpH 30paBy MHAMBHIY, TIALHEHTH Cbe cTabKIHA atepockieposa ¥ natpeHTH ¢ OKC, npuemainy
npasyrpen, redeTHuHarta sapvaudd 8 CYP3AS, CYP2B6, CYP2C9 wim CYP2C19 nama edexr ¢
MIPAKTHYECKO 3HAYCHHE BBPXY (HapMaKOKMHETHKATa Ha NpasyTrpes WId HHXHOHpaHeTo Ha
TpoMOOUHTHATa arperaums oT Hero.

Enpmnenpane

[pubnasurento 68% ot AozaTa Ha Npasyrpel ce €KCKpeTHpa ¢ ypUHaTa ¥ 27% ¢ H3apaXKHeHRATa
KaTo HEAKTMBHU MeTabomnTH. AKTHEHEST MeTabONHT dMa MORYKHBOT HA EIMMHHHUDAHE OT OKONO
7,4 uaca (muanazos 2 mo 15 gaca).

DapMakOKHHETHKA NIDH CNIEUHAIHH TIONYNALMK
Cmapvecka 6b3pacm: B IPOyUBaHe Ha 3APABH HHIHBHAH Ha Bb3pacT Mexay 20 u 80 roausn
BB3PACTTA HAMA CUTHH(PHKRHTEH eeKT BBPXY (apMaKOKHHETHKATA Ha NPasyrpen -

excnosuipd (AUC) Ha axtiBEuA Meraﬁom ¢ 19% no-BHCOKA NP MHOTO Bh3
(Bb3pacT > 75 roavnu), B CPaBHEHUE C HHAHBHAMTE HA BE3PACT < 75 FOAUHH.
H3013Ba ¢ NOBHINEHO BHMMAaHKEE NIPH NAlHEHTH Ha BE3PAcT = 75 TOOHEH, HOpRE
PHCK OT KbPBEHE B Ta3H NOMyJTalna (BK. Toukd 4.2 ¥ 4.4), B npoyqpane npu
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cTabMIIHA aTepOCKNIepo3a cpeanaTa cToiHocT Aa AUC Ha akTHBHMA MeTabONUT NPH NAUMEHTY Ha
BB3PACT > 75 rOMHHHA, KOHTO HPHEMAT 5 mg npasyrpes,  NprOIU3HTeNHO ONOBUHATA OT Ta3H MPH
NAUHMCHTA Ba BB3PacT < §5 roguHK, KouTo npyeMat 10 mg nipasyrpen, a aHruTPOMEOTHUHHAT eeKT
Ha 5 mg e no-ciab, Ho He No-MaNKo edHKaceH B cpaBHeHue ¢ 10 mg.

Hepnoopobuo yapedicdane: ne € HeobX0IWMO KOPHIHpAHE Ha A033TA 32 NALMEHTH C NIEKO A0 YMEPEHO
YBpeXIaHe Ha depHOApoOHaTa dyHkuua (Child Pugh xnac A u B). ®apMakoKMHETHRATA Ha Ipasyrpen
¥ Herosoto uexubrpane Ha TpoMOOIMTHATA arperaius ca ONoOHM NPH MAUMEHTH C JIEKO J0 YMEPEHO
YBPEIKAAHE HA HepHOAPOOHaTAa HYHKIMA B CPABHEHME ChC 3paBH HHEWBHZH, PapMaKOKMHETHEATA H
(apMaKogHHaMHBKATa HA TIPA3YTPe NPH NALMEHTH ¢ TeXKO YePHOAPOBHO YBpeskaane He ca
npoyusasu, IIpasyrpen ve TpAGBa Aa ce H3MOM3Ba PH NALMEHTH C TEXKO YEPHOAPOGHO YBpexIaHe
(Bx. Touxa 4.3).

bvbpeuna yepexcoane: ne e HeoBXOAMO KOPHIMpaHe HA 103aTa 33 MAUWHECHTH ¢ Ob0peuHO YBpeKIaHe,
BKIOMHTENHO NaunenTH ¢ 6u0peuno sabonspane B repmuuaneH craauit (B3TC). dapmakoxuHeTHkaTa
Ha YIpa3yrpel U HEroOBOTO HHXUOHpaHe Ha TPOMOONHTHATE arperanys ca NoSO0HH TIpH TIAIHeHTH ©
ymepeso 6u6peuno yepexaane (cTeneH Ha rioMepyasa puntpaims [Glomerular Filtration Rate, GFR]
- 30 < 50 mi/min/1,73 m*) u npu 3ppasy wsnueuan. Tlpasyrpen- MeIMMpaHOTO HHXAOHpAHE Ha
TpomOOLMTHAT] arperauys € cro nojobua nps naunertH ¢ §s6peyHo 3a60aABaHE B TEPMHHANEH
craauii (ESRD), KOHTO ce Hy»IasT OT XeMOAHANH3a, B CPABHEHHE ChC 3APABH MEIMBUIM, MAKap ue
Cuax ¥ AUC Ha axtHBHEA MeTaGONUT HaMamABaT CHOTBETHO € 51% 1 42% npy naimenTn ¢ S66peuno
sabonapane B TepMuHaneH craauit (E3TC).

Tenecno mezno: cpepnarta excnosaims (AUC) Ha akTMBEAS MeTaGoUT Ha Mpasyrpen e
npurbarsrenHo 30 1o 40% no-BUCOKA NPH 3APABH WHAHBHAN M NIAIMEHTH ¢ TelleCHo Terno < 60 kg B
cpaBHEHHE ¢ Te3H, KoMTo Texkar > 60 kg. [1pazyrpen Tpsbea Aa ce npunara ¢ IOBHINEHO BHEMaHUWE
NIPW NAUMEHTH ¢ TeNecHo Terno < 60 kg nopaay noTeHuHanen pACK OT KbPBEHE B TA3M MOIMyIALHA
(Bx. Touxa 4.4). B npoy4Bane npH nanuenTiTe Che CTA0MIINA ATEPOCKIEPO3a CpeHaTa CTOMHOCT Ha
AUC ga axTeBrMa MeTaDOIHT NP NALMEHTH ¢ Terno < 60 kg, Kouto npueMar 5 mg npasyrpen, e 38%
HO-HHCKR OT Ta3y NpH NALMEHTH ¢ Terno > 60 kg, kouto nomy4asat 10 mg npasyrpen, a
aHTHTPOMOOTHUHUAT edexT Ha 5 mg e nogobeH Ha 10 mg,

Emuunecka npunadrexcrocm. B KITHHHYHE (APMAKONOTMHMHH IPOYUBAHNA, ClIe]l KOPHIHPaHe CHopeX
TenecHoTo Terno, AUC Ha akTHBHIA MeTabomut ¢ npubnusurento 19% no-eucoka npH KHTafIM,
ATIOHIM H Kopeilily B cpaRHEHHEe ¢ MHIHBHIA OT eBPONCHIHATA Paca, KOSTO € CBBP3aHO MIABHO C Nio0-
BHCOKATa €KCTIO3MIINA NP HHIOHBHMTE OT a3WATCKATS paca ¢ Terno < 60 kg. Hama paznuku B
eKCMIOSULMATA Cpe/| NAUHEeHTHTS KHTAHLH, AMOHIM K KopeHinH. Excnosviyara npy UHAMBHRWTE 0T
adpPHKAHCKH K TATHHOAMEDHKAHCKY NPOH3XOL € CPABHHMA C TA3¥ Ha MHAMBHAMTE OT ¢BPONEHAHATA
paca. He ce npenoprusa xopHrupane Ha 103aTa €AMHCTBEHO B3 OCHOBA HA CTHUNECKATA
MPUHATEKHOCT.

ITon: ipy 3npasy WHAKBYAM W NALHEHTH GapMaKOKMHETHKATA Ha TIpa3yrpen ¢ NOAOOHA NpU MEKE K
WEHH.

Heouampuvuna nonynayus: GapMakoKHHeTHKATa U hapMakoAHuaMAKaTa Ha npasyrpes He ca
OLEHABAHH B NENBATPUIHA MOy MauMs (Bx. Touka 4.2),

5.3 IlpepxnunAYAHE AAHHK 33 6e300aCHOCT

(bapmMaKONOrH4HH NPOYUBAHHA 32 GE30MACHOCT, IPOYHBAHUA 33 TOKCHYHOCT IIp
NpHIIArane, FreHOTOKCHUYHOCT, KAPUMHOTCHEH MOTEHIMAN HIM PENPOXYKTHBHA
HEKTMHHYHUTE IPOYMBAHUA CAMO MPH EKCHO3HLHH, 33 KOHTO Ce CUMTa, e Ca |
rosieMy OT MaKCHMAaIHATA €KCIIO3HIIMA NPH Xopa, ce HaGnonasat edextu, KoM
3Ha"eHHE 33 IMHMYHATA YroTpeda.
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Tlpoyusanug 32 TOKCHYHOCT [O BpeMe Ha eMOpUHOdETaTHOTO Pa3BUTHE NIPH IWILXOBE W 3aklp He
nOKa3BaT NAHHH 33 MandopMaLmK, AEMKAUH ce Ha npasyrpen. YIpu muoro pucoka no3a (> 240 meTH
TIpenopBYBasaTa NOTb{KaLia AHEBHA R03& IPH XOpa Ha 6233aTa Ha mg/m?), KOATO MPHIHMHABE ¢PEKTH
BBPXY TEJIECHOTO TErNO Ha MaikaTa WHAK KOHCYMBPAHETO HA XPaHA, HMA HE3HAUMTENHO HaMalABaHe
HA TENECHOTO TETTIO Ha TOTOMCTBOTO (B cpaBHEeHHE ¢ koHTponure). [lpu npe- H nocTHaTamHy
NPOYy4BaHHA NPH ILTEXOBE JIEYEHMETO HA Maifkara HAMA edeKT BLPXY [TOBEIEHYECKOTO HAH
PenpOAYKTHBHOTO PA3BHTHE Ha NOKOJEHHETO TPH eKCHO3HUMA Ha 03K Haa 240 mpry
NpenopsYBaHaTa NOUIBYKAIIa JHeBHA J03a 1py xopa (Ha Gazara Ha mg/m?).

He ca wabmonabany TyMOpH, CBEP3aHH CbC CHEAHHEHHETO, B 2-FOAMIUHO NPOYYBAHE TIPH ILTEXOBE ¢
CKCMO3NLINK Ha TIPA3yTpes B AManasona 40 Hax 75 TeTH NPenopbuBaHNTE TEPANERTHYHH SKCIIO3HITHM
npu Xopa (Bb2 OCHOBA Ha [1a3MEHATA eKCIIOIHLMA HA LIMPKY/IHPAILMTe AKTHBHH M OCHOBHM
meTabonuTu npy xopa). HMa yBeanueHO pasnpoCTPaHEHUe Ha TyMOPHTE (XeNaToLeqy/IapHH aaeHOMH)
IpY MMIOKH, H3TOKESHH B TPOXLIDKEHHE HA 2 TOHHY HA BHCOKH J03H (> 75 UbTH €KCHOSHLMATA [IPH
Xopaj, HO TOBa ¢& CMATA 32 BTOPHYHO IO OTHOLIGHHE HA NPasyrpel-MHIYUHPaHATa €H3HMHA
daHAYKUHR. Jobpe foKyMeHTHpaHK B TUTEpaTypaTa ca YepHOApOGHHTE TyMOPH Ha cneuu(uyHa rpyna
rpU3aYH H IEKAPCTBEHO-HHAYLMPAHATA €HIMMHA HHAYKLUHA, Y BE/IHUABAHETO Ha YepHONpoGHUTe
TYMOPM ¢ NIPUIIAratHeTo Ha MPasyrpelt MpH MHLIKH He Ce CMATA 32 NPAKTHYECKH 3HAYHUM PHCK 1Py
Xopara.

6. GAPMAIIEBTIYHM JIABHHA
6.1 Cnnenk rRa nOMOMEETE BEIECTRA

Anpo Ba Tabnerkara:

Muxpoxpucransa uenynosa

Mamnuron

Xunpomenosa

YacTHqHO 3aMecTeHa XHAPOKCHITPONMILENYI03a
I'muuepon nubexenar

3axapo3a creapar

(DHIIMOBO NIOKPHTHE:
YacTHaE0 XHIPONUIHpaH NONHBHMHKIOB ATKOXOT
Turados oquokeun (E171)
Maxporon 3350

Tank

Awnr xenesed oxena (E172)
Yepaen xeneseH oxcua (E172)
6.2 HecnBMeCTHMOCTH
Henpunoxumo

6.3  Cpok ua roasoct

2 roauHY

6.4  Cuenmainy YC/IOBHS 33 ChLXpaneHne

Ha ce crxpausisa non 25°C.
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6.5 Buan chbAbpKARYE HA OMAKOBKATR

ITpasyrpen Tesa ¢punMupanu TabneTky ca onakobauu B OPA/AVPVC//Al Gnucrepu wiH GaHcTepH ©
enHHIuEa foza ot 10, 14, 28, 28x1 30, 30x1, 56, 84, 90, 90x1 v 98 dunmupanu tabnerxn.

Hpasyrpen Tera $punmapann TabneTku ca onakosans 8 OPA/AVPE+cymuren//AVPE 6auctepn win
Samcrepy ¢ enunngHa go3a ot 10, 14, 28, 28x1 30, 30x1, 56, 84, 90, 90x1 u 98 Ppunmupany TabneTxH.
He BcHukm BHAOBE OIaKoBKH MOTaT Ja GLAaT MyCHATH HA nasapa.

6.6  Cpennansy npeanazHH MEPKHA NPH WIXBHLP/INHE

HsmMa cnienuaniu usucekeBasms,

7. IMPUTEXATEN HA PASPEINIEHHETO 3A YIIOTPEBA

TevaB.V.

Swensweg 5

2031 GA Haarlem

Hupepaanyin

8. HOMEP(A) HA PAIPEINERUETO 3A YIIOTPEBA

Per. Ne 20220232

9. JATA HA ITbPBO PAJPEINABAHE/TIOTHOBSIBAHE HA PASPEINEHUETO 3A
YHOTPEBRA

Hata Ha mepro paspemagane: 04.08.2022 r.

ata Ha nocnenHO NOJHOBABAHE:

16. JATA BA AKTYAJIMBHPABE HA TEKCTA
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