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Codruka 60 mg puimupann Tabnerku

Beaka punmupana Tabaerka cbabpxka 60 mg Tukarpenop (ticagrelor).

Codruxa 90 mg dunmupanm tabaerku
Beaka punmupana Tabnerka cvabpka 90 mg tukarpenop (ticagrelor).

3a NbAHHUS CMTUCHK HA MOMOLLHHUTE BeLllecTBa, BXK. Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Cogruka 60 mg duamupanu Tabnetku

Ounmupana Tabnerxa (Tabnerka)
Po3oBH, kKpbriH, 1BORHOM3TEKHATH QHIMHpaHyu TabneTkH, 0003HaueHH ¢ ,,60” OT eAHATa CTpaHa H IAAKH
OT Apyrara.

Coduka 90 mg dbunmupauu TabaeTku

Ouimupasa Tabnerka (Tabnerka)

AKLIITH, KPBrH, ABOWHOU3MbKHATH ¢riMHpanu TabneTkd, o6o3HaueHH ¢ ,,90” OT eqHaTa cTpaHa Y rNAAKH
OT apyrara.

4, KIUMHHYHHA JAHHH

4.1 TepaneBTHYHH NOKAIAHHA

CodrTyka, NprIOKEH €IHOBPEMEHHO C aUeTWICATHLMIOBA kKucenuHa (ASA), e NokaszaH 3a Npeanai’BaHe OT
aTepOTPOMOOTHYHH HHLIKAEHTH MPH Bb3PACTHH NALMEHTH C

- ocTbp KopoHapeH cuHapoM (OKC) mwm

- aHaMHe3a 3a MHOKapaeH HHapkT (MH) v BuCOK pHCK OT pa3BHTHe Ha aTepoTPOMOOTUYMHO CHOHUTHE
(rx. Toukn 4.2 M 5.1).

4.2 [To3HpoBKa H HAYHH HA PHIOKEHHE

Lo3upoBka

[TauneHTure, npuemainy Codruka, TpaOBa CHIIO Taka Aa NPUEMAT HUCKA NOAIbpXKALLa no3a otr 75-150 mg
ASA HeBHO, OCBEH aKO TOBA € H3PHUYHO MPOTHUBOMOKA3AHO.

Ocmpu Xoporapru curOpomu

Jleuenunero cbe CogTuka TpabBa Aa 3anouBa ¢ eAHOKpaTHA HaToBapsBata Ao3a oT 180
90 mg), cnea xoero ce npoawkasa ¢ Ao3a 90 mg aea nbTH AHEBHO. [Ipenopbus
Co¢druka 90 mg nea mbTH AHeBHO Aa npoanmkv 12 meceua npu naureHtH ¢ OK
KJIHHHYHH MOKa3aHHA 3a NPEeKbLCBAHE Ha NpHEMa (BXx. Touka S.1).




Anamuesa 3a muoxapoer ungapxm

Co¢ruka 60 mg nBa MbTH AHEBHO € NPENOPbUMTENIHATA 1034, KOraTo € HeOOXOAMMO YIb/DKEHO NeYeHHE Ha
nauHeHTH ¢ aHaMHe3a 32 MU oT noHe eaHa roaHHa W BHCOK PUCK OT atepoTpoMOOTHUHO cubuTHE (BXK.
Touka 5.1). Jleuenuero moxke ga Obae 3amouHato 6e3 nMpekbCBaHe, Karo NMpoAb/DKaBallla Teparus cliel
HA4YATHOTO JNe4YeHHE OT eaHa roaHHa cbe Codrrka 90 mg unu Tepanus ¢ apyr ageHo3Hs audocdar (AHAD)
peuenroped HHxubHTOp npu nauuMeHTH ¢ OKC u BuCOK puck ot areporpomboTuuHo cvburHe. Jlewenuero
Moxe 1a Obae 3anovHATO ChIIO W A0 2 roguHd ot MM Wi B paMKHTe Ha eAHAa rOJMHa Clie] CnHpaHe Ha
npeauiecTramoro jJeyeHde ¢ AJ{d-peuerrroped nHxuburop. MUmMa orpaHuyeHH JaHHH 38 €PHUKACHOCTTA H
6e30MacHOCTTa Ha YARLKEHO JIEUEHHE C THKArpenop Haja 3 rouHH.

Ako e Heobxoauma cMAHA Ha TeparnuaTa, Mbpeata no3a Codruka Tpabsa na 6bae npunoxkeHa 24 yaca cnea
nocJiefHaTa X033 HAa APYroTo aHTHTPOMOOUMTHO JIEKapCTBO.

[Iponycnama 0o3a

Couio Taka TpabBa na ce u3bsarea nponyckaHero Ha tabnerkara. [laiMeHT, KOHUTO € TIpOIMyCHAN Aa npHeMe
nosata ¢ Codrka, TpabBa na npueme camo egHa tabnerxa (cneasamara CH Ao03a) B vyaca, B KOHTO
obuuaiiHo 5 rpHema.

Cneyuainu nonyvaayuu
Cmapuecka év3pacm
[lpy1 nauMeHTH B cTapyecKa Bb3pacT HE CE Hajlara KOPEKLMA Ha Jo3aTa (BxK. Touka 5.2).

bvbpeuno yepescoane
[1pu naumenTH ¢ 6B0peuHO yBpeKAaHe He € HeoOX01MMa KOpeKLIHA Ha 103aTa (BXK. Touka 5.2).

Yeproopobno yepeoscoane

Tukarpenop He € Mpoy4uBaH IPH NALIMEHTH C TEXKKO YePHOAPOOHO yBpexaaHe H mopaau Tosa, ynorpebara
MYy OT T€3H MALMEHTH € NpoTHBomnoka3zaHa (Bxk. Touka 4.3). MUma camo orpaHudcHa uHpopMauus MNpu
NaLMEHTH ¢ YMEPEHO YepHOApoOHO yBpexaaHe. KopuripaHe Ha go3arta He ce NpenopbyBa, HO THKArpesIop
TpAbBa a ce M3NOa3Ba ¢ NOBUILICHO BHUMaHHE (BX. TOYKH 4.4 1 5.2). [Ipu nauueHTH ¢ neko yepHOapoOHO
YBPEXaHe HE ¢ HeoDXxoauMa KOpEeKLUs Ha JKo3ara (BX. Touka 5.2).

Ilecuampuuna nonyaayus

be3onacHocTTa M edHKacHOCTTA Ha THKarpesliop NMpH JAela Ha Bb3pacT nod 18 roauHu He € yCTaHOBEHA.
Hama nanuuuu naHHu. Hama cborserHa ynotpeba Ha THKArpenop npd Acud ¢b¢ ChbpPMNOBHAHOKIETbYHA
bonect (BXK. TOUKH 5.1 v 5.2)

HaunH Ha NpHIoKEHHE

3a nepopanHo NpUIOKEHHE.

CodTuka MOXe a ce npuema cbe MK Oe3 XpaHa.

[lp1 nauueHTHTE, KOUTO He Morar jaa nperabTHaT uana(uenu) rabnerka(u), tabsierkure morar aa 6vaar
CTPHTH Ha (QHH Npax, Ja ce CMECAT C MOJIOBMH 4allla BOJA M Aa ce M3MUAT BeAHara. Yawara Tpsabpa na ce
M3IUTAKHE C OLIE MOJIOBHH 4Yalla BoJa H ChABPKMMOTO Aa ce u3nve. CMecTa MOXKE Aa ce NMpPHIara Chillo U
ype3 Hazo-racTpaiHa conaa (CH8 unu no-ronsma). BaxkHo e Ha3zo-racTpanHata coHja Aa ce MpOMHeE C BoJa
cjiel NPHIOKEHHETO Ha CMecTa.

4.2 IlpoTuBonoKa3aAHHES

- CBpBbX4YYBCTBHTENHOCT KbM AKTHBHOTO BELUIECTBO WJIH KbM HAKOE OT TMOMOLLHKTE BELIECTBA,
uibpoenu 8 Touka 6.1 (BxK. TOUKA 4.8).

- AKTHBHO MAaTONOCHYHO KbPBEHeE.

- AHaMHe3a 3a MHTpakpaHHalHa xemoparus (BxK. Touka 4.8).
- Texxo yeproapobHO yBpexaaHe (BX. TOUku 4.2, 4.4 u 5.2).




- CBBMECTHO MPUIGKEHHE Ha THKarpenop ¢ MouHH uHxuburopu Ha CYP3A4 (Hanp. xeTOKoHa3on,
KIIapUTPOMHUMKH, HE(a3zOoNoH, PHTOHABHp W aTa’aHaBMUpP), Tbil KaTo MOXe Ja JOBeJe A0 3HAUYHTENHO
NOBUILIEHHE HA eKCMO3ULIMATA Ha THKarpenop (BX. Touka 4.5).

44 Crnenrannm npelynpexic¢HAs B UPEINAHA MEPKH NPH ynotTpeba

PUCK OT KbpBeHe

[1pr10XkEHHETO HA THKArPENIOP NPH MALMEHTH ¢ M3BECTEH MIOBHULLEH PHUCK OT KbpBcHE TpAbBa aa ce nNpeucHu
CIIPAMO MOJ3aTa MO OTHOLIEHHE Ha NPSANA3IBAHETO OT aTEPOTPOMOOTHYHH HHUMAECHTH (BXK. ToukK 4.8 n 5.1).
AKO € KIMHHYHO MOKa3aH, THKarpeaop TpabBa aa ce npuiara ¢ NOBHILIEHO BHUMAHUKE TPH CNEAHHTE PYNH
NaL{eHTH:

- [TauueHTH CbC CKIOHHOCT KbM KbpBeHe (Hanp. nopaju CKOpOLIHA TpaBMa, ONepaLus, HapylleHUs B
KPbBOCHCHPBAHETO, aKTHBEH WIH CKOPOLIEH CTOMAIIIHO-YPEeBEH KPLBOHUINHB) WM TE3H KOHTO Ca C NOBMLIIEH
puck ot TpaBMa. [IpiwioxeHHeTo Ha THKarpenop e NPOTHBOMOKA3aHO NPH NALMEHTH C AKTUBHO NATOJIOrHYHO
KbpPBEHE, NP TAKHUBA ¢ AHAMHE3A 33 MHTPAKPaHHAIHA XEMOparvs W Mpu MaluMeHTH ¢ TeXKOo depHoApoOHO
yBpexaaHe {(BxK. Touka 4.3).

- ITauneHTH, NMpUEMalLK €AHOBPEMEHHO JIEKAPCTBEHH MPOAYKTH, KOMTO MOraT jJa MMOBMLIAT pPUCKA OT
KbpBeHe (Hanp. HecTepoMIHM mNpotrHeoBb3NnanutenHu cpeacrsa (HCIIBC), nepopanHu aHTHKOArynaHTH
/UK GUOPHHOMUTHLM) B paMKHTE Ha 24 yaca OT NPUeMa Ha THKArPEIop.

Tpancdy3uata Ha TpoMboLuTHA Maca He obpbina aHTUTPOMOOUMTHHMA e€deKT Ha THUKArpeaop NMpy 34paBu
ACOpOBOJILM M € MajkO BEPOATHO Oa MMa KIMHH4YHA NOM3a NpH MauueHTH ¢ KbpBeHe. [loHexe
€JHOBPEMEHHOTO MPHIOKEHHE H& THKarpenop ¢ Ae3MOINPECHH HE CKbCABA BPEMETO HA KbpBEHE, BEPOATHO
AE3IMONPECHH HAMA 1a Oble epUKaceH 3a OBJIaAABaHE HA KPBBOMANHUB (BXK. To4ka 4.5).

AHTHOHUOPHHONHTHYUHOTO JeueHHE (AMHHOKANpOHOBA MM TpPAHEKCAMOBA KUCE/IMHA) W/WIH TepanusTa C
pekoMOuHanTeH Qaktop VIila Morar aa yckopar kpbBOCHCHPBAHETO. [IpHEMBT HA THKArpenop MOXe Ja ¢e
BH300HOBH CJIEl YCTAHOBABAHE W OBJIAQABAHE HA TIPHUMHATA 33 KbPBEHETO.

Onepauuu

[MauuenTure TpROBa Aa 6BAAT NOCHBETBAHH /1 MHPOPMHPAT JICKAPUTE M CTOMATOJIO3HTE CH, Y€ NpHEMaT
THKarpenaop, npeau aa uM ObJe Ha3HavdeHa HAKAKBA XWUPYPrudMHa HHTEpPBEHLMSA M MpeAd Aa 3amovHat Ja
NPUEMAT HOB JIEKAPCTBEH NPOAYKT.

[lpu naumenTure oT nmpoyuBaHeTo PLATOQO, moanoxeuu Ha kopoHapHo-aprepuaneH Oaitnac (CABG), npu
TUKArpenop ce HabnoaaBa noBeye KbpPBEHE, OTKOAKOTO MNP KIOMHAOrpes, KOraTo € crnpsH 1 JeH npeaM
onepaumns, Ho ce HabnaaBa ¢XOJHA YECTOTa HAa 3HAYMTENHO KbPBEHE, B CpaBHEHHE C KIIOMHAOrPeEN, ciel
CriMpaHe Ha JIedeHHETO 2 WIK NMoBeyve AHH npead onepauus (Bxk. Touka 4.8). AKO MauxeHThT NOAJIENH Ha
MJIAHOBA OMCpalMA U aHTHArperaHTHUAT €PEKT € HeXKeNlaH, TUKarpeaop Tpabea ga ce crnpe 5 AHW npeau
XHpYpPruyHaTa HHTEpBEHLMA (BXK. TOuKa 5.1).

[MauxeHTH ¢ npeallecTBALl HCXEMHUYEH HHCYIIT
[Maunentw ¢ OKC c¢ npeaulecTsalll MCXeMHHMEH HHCYAT MoraT aa Obaar nekyBaHu ¢ THKarpenop B
npoaAb/DKEeHKe Hail- MHOrO A0 12 Meceua (npoyusaHe PLATO).

B PEGASUS nauuent ¢ anamHesa 3a MM ¢ npenecTsain HCXeMHYEH HHCYNT He ca BIUIIOYBaHM. [lopaau
TOBA, MPH JIMIICA HA JAHHH, NPH TE3H TMALIKEHTH HE CE MNPENopbYBa JECYECHHUE, MPOAB/KABALLO MOBEYE OT €Ha
rOAUHA.

YepHoapobHo yBpexnaHe
Ynorpebata Ha TUKarpenop € NpOTHBOMOKa3aHa [IPH MALMEHTH C TEeXKO 4epHoaApod

Touku 4.2 u 4.3). UMa orpaHrHyeH ONMUT ¢ THKArpeaop NMpY NaLUUEHTH ¢ YMEPEHO YEPHO;
Opajiu TOBA I1PH TE3H NALKMEHTH C€ MPENOPLYBA NOBUIIEHO BHUMAHHE (BX. TOUku 4.2

Puckosu 3a passuTue Ha Spaaukapaus nauMeHTy




Xontep EKI" MoHHTOpHpaHe NOKa3Ba NOBHLIEHA HECTOTA NPEIUMHO HA ACUMITTOMHH BEHTPHKY/APHH Nay3H
[0 BpeMe Ha JICUCHHE C THKArpeJiop B CpaBHEHHE ¢ Kiionuaorpen. [lauueHTure ¢ NOBKILIEH PHUCK OT Pa3BUTHE
Ha Opaavkapaus (Hamp. NauMEeHTH CbC CHHAPOM Ha OoNHMA cuHycoB Bb3en Ge3 meiicmelikbp, AV-6nok 11
wnu Il crenen, uaM TakuBa cbC CBBP3aHM C¢ OpaaMKapaMs CHHKOIMH) Ca H3KIKOYEHH OT OCHOBHHTE
MpOy4YBaHHA 3a OLEHKA Ha Oe3omacHocTra M eduKacHOCTTa Ha Tukarpenop. CnegoBarenHo, MOpaaH
OrpaHH4€HHA KIHHHYEH OMWT, TUKArpesop Tpabpa na ce W3MON3Ba C MOBMIUEHO BHMMAHHE MPH TE3H
AAUMEHTH (BX. TouKa 5.1).

Ocsen TOBa, THKarpeaop Tpabea aa ce npwiara ¢ NMOBHILEHO BHUMAHHE EHOBPEMEHHO C JICKAPCTBEHH
NMPOAYKTH, 332 KOHTO € M3IBECTHO, ue HUHAayuupar Opanukapaus. B npoyusanero PLATO, ofaue, He ce
Ha0/M0AaBaT AOKA3ATE/ICTBE 38 KIHHHYHO 3HAYMMH HEXKENIAHH PEaKLIMH CJieI €AHOBPEMEHHO MIPHIIOKEHHE C
€IMH H/IK NOBEYE JICKAPCTBEHH MPOAYKTH, 38 KOWTO € H3BECTHO, Y€ MHAYUMpAT Opanukapiaua (Hanp. 96 %
Gera-6noxepu, 33 % OnokepH Ha xanLMEBHTE KAHAIW, JWITHA3EM W BepanamMuwl, U 4 % AHMroxcuH) (Bx.
TOuKa 4.5).

[lo Bpeme Ha xonTteposo noanpoyusaHe 8 PLATO, noseue nayueHTH ca HManu BEHTPUKYAApHH naysu > 3
CEKYHAH C THKArpenop, OTKOJKOTO C KIOMWAOrpen, mo BpeMe Ha ocrtpara ¢asa Ha TexHua OKC.
YBe/HUEHHETO HAa YCTAaHOBEHHTE C XOJTEP BEHTPHKYNAapHH Nay3u ¢ THKArpejop € GWIo No-BUCOKO MpH
NaLMEHTH ¢ XpOHUYHA ChpAeYHa HeAOCTaTHYHOCT (XCH), OTKONKOTO B LANOCTHATA H3CAEABAHA MOMYIAL{HS
rno BpeMe Ha ocrpara ¢asa Ha OKC, Ho He 1 Ha TEPBHS Mecell Ha JICUEHHETO C THKArPeNop WIH B CPABHEHHE
¢ Knonvaorpes. B Tasu nonynauus nauMeHTH HE € HMAaO HWKAKBM CTPAHHYHH KJIWHHYHM TOCAEICTBHS,
CBBbp3aHH ¢ TO3M AucHanaHc (BIUTIOMHTEIHO CHHKOI WIH NOCTaBAHE HA NeHcMeRKsbP) (BXK. Touka 5.1).

B nocTMapKETHHrOBHA MEpPHOA NPH MAUMEHTH, NPHEMAIM THKArpeaop, ce c¢bobuasa 3a ¢bOMTHA Ha
Opaanaputmus W AV-6bnok (Bx. Touka 4.8), npenumHo npu nauueHtH ¢ OKC, npu Kouto cbhpaeyHara
HCXCMHMA H CBHITLTCTBALIC TPWIAraHUTE JIEKAPCTBA, KOMTO HAManNiABAT CbPACYHATA YECTOTA WM 3acsarar
CbpAevyHaTa MPOBOAHMMOCT, C€ ABABAT MOTCHLUMAIHH cMyluaBaild dakropu. KAMHMYHOTO CBCTOSHHE Ha
MALHEHTA ¥ CHITBTCTBALIO NMpWUIaraHure nexapcrsa TpabBa ga Obaar pasriexaaHd KaTo MOTeHUHAIHH
MPHYHHK 38 TE3U CbCTOAHHUA, MPEAH KOPHUIHPAHE HA JIEYEHHETO.

ﬂHCHHeﬂ

HducnHes ce cboblaBa NpM NauUMEHTUTE, NEKyBAaHU C THKarpesiop. JlucrHesra OOMKHOBEHO € Jiexka [0
YMEPEHa MO HHTEH3WTET H HECTO OT3By4aBa Oe3 HeoOXOAMMOCT OT npekbeBaHE Ha JjeuyeHHeTo. [Ipu
MaLMEHTHTE C acTMa/XpoHHuYHa oOcTpykTHBHa OenoapobHa Gonect (XOBB) mMoxe na Wma nosuiueH
abCoOMOTEH PHCK OT BL3HUKBAHE HAa JUCITHEA ¢ THKarpenop. Tukarpenop TpaGsa Aa ce M3NOI3BA C MOBUIICHO
BHHMaHHE NpH NAUMEHTH ¢ aHaMHe3a 3a act™a w/win XObb. MexanusMbT BCce olle He € HIfACHEH. AKO
NALKMEHTHT CHOOWIM 33 HOBOBBL3HHKHANA, NPOAL/DKMTENHA WAM BIOWEHA AHUCMHEd, ToBa TpsbBa na ce
H3C/IEBA LUAJOCTHO H aKO HE C€ TonepHpa, JEYEeHHETO ¢ TUKarpeaop Tpabsa na ce cnpe. 3a NOMBIHUTENHA
HHGOpMaLMs BHKTE TOUKA 4.8.

LleHTpanHa cLHHA anHes

B nocTMapKeTHHIOBHs NMEPHOA MPH NALMEHTH, NMPHEMALLX TUKATPe/op, ce cho0llaBa 33 LIEHTPAIHa ChHHA
anHes, BKIIOYHTENHO AviuaHe Ha Cheyne-Stokes. [Ipu chMHEHHe 3a ueHTpaiHa ChHHA anHes, TpabBa na ce
o6MHUCITH JOMTBJIHHTENHA KAMHHYHA OLIEHKA.

[TosHillaBaHe Ha KpeaTHHHHA
HuBaTa Ha KpeaTHHHHA MOTAT [1a C€ MOBHUIAT MO BPEME Ha JIEYEHHETO C THKArpenop. MexaHusMsT Bee ollle
He € wu3acHeH. bvbpeunHara PyHkuus Tpabea na ce npoBepiABa CLIVIACHO CTAHJAPTHATA MEIMLHHCKA
npakTuka. [Ipx naunentu ¢ OKC ce npenopbyea cbllo Aa ce npoBepasa 6bOpeuHaTa GYHKLHS ¢ i Mecell
CNeA 3arnovyBaHE Ha JICUEHHETO C TUKArpeaop, Kato ce obpuuia 0cobeHO BHUMaHHe Ha AATHONIAG T
FOAMHM, MALMEHTH C YMEPEHO/TEXKKO OBOpeuHa HEAOCTATBUHOCT H TAKUBA, KOHUTO MOJyugl '
TEpANnMA ¢ aHTHOTEH3UH-peuenTopHu 6nokepu (APB).

YBenuyapaHe Ha NUKOYHATA KUCEIHHA %
%




XunepypHkeMHs MOXE Aa Bb3HMKHE MO BpeMe Ha JiedeHHe ¢ Tukarpenaop (BxK. Touka 4.8). Tpabsa na ce
BHHMaBa MnpH NauMeHTH C aHAMHE3a 3a XHITEPYPUKEMHUA WM nojarpo3eH aprput. Kato npeanaizxHa mapka He
ce HachpuaBa ynorpebaTa Ha THKATPENOp MPH NALMEHTH C YPEMHUYHA He(DPONATHS.

TpomboTHuHa TpombounTonenuyHa nypnypa (TTI1)

Tpombornyna TpomGoumronenuyna nypnypa (TTII) ce chobwasa mHoOro psagko npu ynotpeba Ha
THKarpenop. Xapaktepuidpa c€ ¢ TPOMOOUMTONEHHS M MMKPOAHTHONATHUHA XEMOJIMTHYHA aHEMHUA,
CBbLP3aHa C HEBPONOTHYHH HaXxoAakH, OnOpeuHa AucyHKUKA WIH BHCOKa TemnepaTypa. TTTI e noTeHUManHo
JIETATHO ChCTOAHHE, U3HCKBALLO ObP30 IeueHHe, BKNIOYMTETHO M1asMadepesa.

[lopnugBaHE HAa TecTOBETE 34 TpOMﬁOL[E!:ﬂa Q!HM NpH AHArHOCTUUHMPAHE Ha XCMApDHH-HHAYLHpaHa

Tpomboumronenns (XHUT)

[Ipn Tecta 3a xenapHH-HHAYUMpaHa akTHBALMA HA TpoMGounTuTe (XUTA), M3non3saH 3a IHArHOCTHLIMPAHE
Ha XHT, anTd-tpoMOouMTEH ¢akTOop 4/XenapuH aHTHTENaTa B CEpyMa Ha [AUMEHTA AKTHMBHpAT
TPOMOOLIMTHTE Ha 3APABH IOHOPH B MPHCBCTBHETO HA XEMAPHH.

Qanuneo otpuuarenHu pesyaratd 3a XUT nipu tect 3a TpoMOoLMTHA GyHKLUMA (KOETO BIUTIOUBA, HO MOXE
na He ce orpaHuyasa o TecT 33 XMTA) ce cvoblaBar npu nauMeHTH, NpHeMaiy THkarpenop. Tosa e
CBbp3aHO ¢ HHXMOWpaHe Ha P2Y1; peuernTopa BbpXy TpOMOOUMTHTE Ha 3APaBHTE AOHOPH OT THKArpeJop 8
cepyMa/ria3MaTa Ha nauueHTa npu tecra. Mudopmauus 3a CbnbTCTRALA TEPANIMA C THKAMPENOD CE H3UCKBA
KOraTo Ce pa3ulTaT TeCToBeTe 3a TpoMOoLmuTHAaTa PyHKUMA npu AuarHocTHUMpaHe Ha XHUT. Ipu naumenTw,
KOHTO ca pa3Bwid XHUT, ChOTHOWEHHETO NOI33-PHCK OT NPOABDKHTENHO JIEHEHHE C THKArpeop Tpabea na
Ce OLICHH, KaTO ce B3emaT npeABHA H nporpoMboruunMa ctatyc Ha XUT M noBuilleHHs pHCK OT KbpPBEHE
NpU CBIBTCTBALLA TEPANHA C AHTHKOAryJIaHT U THKarpenop.

EE! 'H

Ha 6a3a ua nabnionasanata B PLATO Bpb3ka Mexay nogaspxamiara go3a ASA M OTHOCHTENHATa
€(HKACHOCT Ha THKArpeNIOp B CPaBHEHHE C KIOMHAOIPEN, He Ce TPenopbysa eJHOBPEMEHHOTO MPHIOKEHHE
Ha THKarpesnop H BHCoka noaaspxkaiia ao3a ASA (> 300 mg) (Bx. Touka 5.1).

PaHHO npeycTaHOBsABaHE

PaHHOTO cnUpaHe Ha KOATO M 1a € AHTHArperaHTHa Tepanus, BKNOYHTENHO H ¢b¢ Codrruka, Moxe Aa aoseae
A0 NMOBMLIABAHE HA PHCKA OT CbpAeyHO-CbAOBA (CC) cMbpT, MU MM HHCYAT BCIEACTBME HA MOMIEXKALLOTO
3abongpaHe Ha naumenTa. CregoBatenHo, TpabBa Aa ce H3bArea npexaeBpEMEHHO CMpaHe Ha TEParUATa.

Hatpuii

Codrrka cbabpska no-mManko ot 1 mmol Hatpuit (23 mg) Ha 103, T.€. MPAKTHYECKM HE ChABPXKA HATPHIA.
4.5 BiammoaeiicTBHe C APYI'H JIeKAPCTBEHH NPOAYKTH A APYre GopmMa Ha B3auMo/eiicTBae

Tuxarpenop ¢ npean scuuko ¢ybetpatr Ha CYP3A4 u cnab uuxuburop va CYP3A4. Tukarpenop € cblio
cybetpar Ha P-rnukonporenna (P-gp) u cnab uuxuburop Ha P-gp ¥ MOXe 1a NOBHILK eKCNIO3MUMATA Ha P-

gp cybcTparH.

EdexTy Ha NeKApCTBEHHU U APYTH 11 KTH BbPXY THKAIpenop

Hrxubumopu na CYP3A4

- Mownu unxubumopu na CYP3A4 - enHOBpeMEHHOTO MPHIOXKEHHE HAa KETOKOHA301 ¢ THKArpenop
noBHIIaBa Cpax M AUC Ha THkarpenop, cborBeTHo 2,4 mutH ¥ 7,3 mbTH. Cmax ¥ AUC Ha axTuBHUS
MeTaboNUT ce noHmwkasart, cLoTBETHO ¢ 89 % U 56 %. Oyaksa ce U APYrH MOLUHH HHXHOHTOPH HE Y REAL
(k1apuTpOMHLMH, He(DA30I0H, PUTOHABHP W aTa3aHaBHP) Ja MMAT CXOJHH €deKTH, U MopaIARa ,,L" A
CBOBTCTBALOTO MpWIOKEHHE Ha MomHK CYP3 A4 uuxuburopu ¢ THkarpenop e npotusongKaghg R L

4.3). / A M T
[ \ - v
- Vmepenu unxubumopu na CYP3A4 — eqHOBPEMEHHOTO NPWIOKEHUE HA JHITH 03 e dT
noBuiasa Cmax Ha THKarpenop ¢ 69 %, a AUC — 10 2,7 mbTH ¥ NOHMKABA Crax H2 aKTHBHMAME %ﬁ 8 /
%, nokato AUC octaBa HenpoMeHeHa. THKarpenop He OKa3Ba BIMAHME BBLPXY IUTa3MEH O é‘i?ﬁihuua“\ ,
— N



Ha AwiTHaseM. Ouakea ce Apyrure ymepeHH Hexuburopu Ha CYP3A4 (Hanp. amnpeHaBHp, anpenuTaHT,
CPUTPOMULMH H (UIYKOHA30/) Aa MMAaT CXO/leH e(eKT M ChILO A3 MOTaT Ja ce MpUIaraT eJHOBPEMEHHO ¢
THKArpeaop.

- Habmogasana € 2 mbTH yBenu4YeHa €KCMO3MLIHA HA TUKArpeIop CJIeAl KOHCYMalMs Ha [O/ieMH
KONnHuecTBa COK OT rpeAndpyT aHeBHO (3x200 ml). Tasu cTeneH Ha NOBHILEHA EKCIO3HLHA HE CE OYAKBA Aa
6bae KIHHUYHO 3HaYKMa 32 TIOBEYETO MALIHEHTH.

Hroyxmopu na CYP3A

EnvorpeMeHHOTO npwioxkeHHEe Ha pUaMNHLMH U THKATPENOp BOAM J10 NOHWKapaHe HAa Cpa ¥ AUC Ha
THKarpesiop cboTBeTHO C¢bC 73 % U 86 %. Cnax Ha axTHBHUA MeTabonuT He ce npomens, a AUC ce noHukasa
cboTBeTHO C 46 %. OuakBa ce apyrure uHaykTopu Ha CYP3A (Hanp. denurouH, xapbamazenun u
¢eHobapbuTan) cnO Aa NMOHWXKABAT EKCMO3HLIMATA HA THKArpenop. EAHOBPEMEHHOTO NpHIOKEHHE Ha
THKarpenop ¢ Moiitin HHaAyktopd Ha CYP3A moxe Ja NOHMXKH €KCMO3IHLMATA M €(DUKACHOCTTa Ha
THKarpesaop, H Nopaau TasH NpHYHHA HE C& HACHPUYABA TAXHOTO CHIBTCTRALLO MPWIOKEHHUE C THKArpesop.

Lluxaocnopun (unxubumop na P-gp u CYP3A)
EaHoBpeMeHHOTO NpUIoKeHHe Ha LHKiIocnopHH (600 mg) ¢ Tukarpenop Boau 10 nosuiapaHe Crax H AUC

Ha THKArpenop cboTBeTHo 2,3 nvTH M 2,8 nubTu. [Ipn Hanuumero Ha umkiocnopuH, AUC Ha aKTHBHHA
mMeTabonuT ce noBuIana ¢ 32 %, a Cnax ce noHuxkaea ¢ 15 %.

Hama HanM4YHH JaHHM 3a €JHOBpEMEHHATa ynotpeba Ha THUKarpenop ¢ OPYrH aKTHBHM BEILECTBA, KOHTO
CBHLUO Ca MOLUHH HMHXHOHTOPH Ha P-gp u ymepenu uuxuburopu na CYP3A4 (Hanp. sepanamMui, XHHUAKH),
KOHMTO CBIIO MOTAT Ja NOBHIIAT €KCNO3MUHWATA Ha THKarpeaop. Ako KkoMOMHauMaTa He MoXxe Ja Onae
HiberHara, TAXHOTO €AHOBPEMEHHO NPWIOKEHHe TpsAOBa a ce U3BBPLIBA ¢ NOBHLIEHO BHUMAHHE.

Lpyau

KnuHuyHuTe npoyuBaHds 3a (apMaxoIOrM4HH B3aUMOACHCTBHA MOKa3BaT, 4Y€ EHHOBPEMEHHOTO
IpHIOXKEHHEe HA TUKArpenop ¢ xenaput, eHokcanapHi v ACK unu aeamonpecuH He oka3BaT Bb3aedcTBHE
BbpXY (papMaKkOKHHETHKATa HAa TUKArpenop WM aKTHBHHA My MeTaboiuT, unun Bpxy AM-uHayuHpaHaTa
TpoMOOUMTHA arperaius, B CpPaBHEHHE C THKArpeNop, MPHICKEH CAMOCTOSTENHO. AKO € KJIWHHYHO
NOKAa3aHo, JIEKAPCTBEHH NMPOAYKTH, KOWTO TMPOMEHST XeMocTaszara, TpabBa Ja c€ H3MON3BaT ¢ NOBHILEHO
BHHUMaHHE B KOMOMHALUA ¢ TUKArpeaop.

HabmionasaHa ¢ 3abaBeHa W MOHH)KEHa EKCMO3HLMA Ha Nepopanuu MHXHOWTOpH P2Y2, BKIIOYMTENHO
THKArpesop M Herosua akTHaeH Metabonut, npu naumentn ¢ OKC, nekysaun ¢ mopdun (35% noHwxkasaHe
Ha CKCMO3ULMATA HA THKarpenop). Tosa B3aUMOAEHCTBHE MOXKE Ja € CBbpP3aHO ¢ HaMajieH CTOMALIHO-
YPEBEH MOTHIHTET U [a C€ OTHAcCA 3a ApYrd ondouau. KIIMHHYHOTO 3HauYeHHE € HEH3BECTHO, HO JAHHHTE
MOKa3BaT MOTEHLUMAT 38 HAMAJICHA €()HKACHOCT Ha THKArpeJiop NMpH NAalMEHTH C eTHOBPEMEHHO PHITOXKEHHE
Ha THKarpenop ¥ Mopdun. Ilpn naunentn ¢ OKC, npu kouTo MOpPHHBT He MOxke fa Gbie cnipaH H 6BP30TO
MHXHOHpaHe HA P2Y 2 ¢ OT cbluecTBEHO 3HAueHHE, MOXE Ja ce obmucnu ynorpeba Ha napeHTepasieH
HHxXHbuTOop P2Y 2.

EdexTd Ha THKAarpenop Bbpxy ApYry JeKapCTBEHH MIPOAYKTH

Jlexapcmsenu npodykmu, koumo ce memaboauzupam om CYP3A4
- Cumeacmamun — €IHOBPEMEHHOTO MNPWIOKEHHE H2 THUKArpe/op CbC CHMBACTATHH BOAH A0
nosuiuaBaHe Ha Cnax U AUC Ha cuMBacTaTHH CLOTBETHO ¢ 81 % M 56 %, xakTo U Ha noBHINaBaHe HA Cpax W
AUC Ha cMMBaCTaTMHOBATA KHCENHHA CHOTBETHO ¢ 64 % u 52 %, KaTo B OTAEAHM CllydaH Ce TOCTHUra OT 2-
A0 3-KpaTHO MNOBHILABaHe. EAHOBpPEMEHHOTO NPWIOKEHHE HA THKArpeJop K CHMBACTATHH B 033,
HazBHIIaBaia 40 mg QHEBHO, MOXE Na AOBeAe /10 HEXKEJaHH peakuHH Ha cuunacra'r PIRRE- R ce
NpEUEHH COpPAMO MNOTEHUHATHHUTE noa3d. CuMBacTaTHH He OKa3Ba BJIUSAHUE /2 w a3 ._\'-
KOHUEHTPALMH HA THKarpenop. Tukarpenop Moxe 1a okaisa cxolcH edekT sbpxfy Fopdciusmtle Gc
MpenopbLYBa E€AHOBpPEMEHHaTa ynotpeba Ha THKarpenop CbC CHMBACTaTHH WIM ‘ i
Haaeuiiapauy 40 mg.




- Amopeacmamur — €QHOBPEMEHHOTO FpPWIOXKEHWE HA aTOPBAaCTATHH W THKarpeiop BOOH [0
nosHwaBaHe Ha Cmax ¥ AUC Ha aropBacTaTHHOBATa KHCENMHA CBHOTBETHO € 23 % W 36 %. Cxoamo
nosuwasaHe Ha AUC U Cnax € HabmonapaHo NpH BCHUKM MeTABONHTH HA aTOPBACTATHMHOBATA KHCENMHA.
Te3u MoBULIIEHH CTOMHOCTH HE C€ CHMTAT 3a KIIHHUYHO 3HAYUMHU.

- He moxe na ce u3akmoun nonobeH edekr ¥ BbPXY APYTrH CTaTHHH, MeTaGomusupanu ot CYP3A4.
ITaimenTure B npoyusatero PLATO, xouto ca nony4yaBand THKAarpenop, ¢a NpueMajid pa3idiHH CTATHHH
6e3 crobpaxenue Mo oTHoLeHHe Ha He30MacHOCTTa Ha cTaTHHa npH 93 % ot koxoprata Ha PLATO, kosro e
NPUEMAJIA TE3H JIEKAPCTBEHH NPOAYKTH.

Tukarpenop e cnab unxuburop Ha CYP3A4. EfHoBpeMEHHOTO NPHIOKEHHE HA THKArpesiop ¢bC cybcTpaTi
Ha CYP3A4 ¢ tecen repaneBTHYCH MHAEKC (HANp. UHM3ANPHA WIH €ProanKaiouIH) HE Ce MpenopbuBa, ThH
KATO THKArpesiop MOXe Aa MNOBMIUH EKCNO3IMLHATA Ha TE3U IEKAPCTBEHH NPOIYKTH.

P-gp cybcmpamu (8xaiowumento QuzOKCUH, YUKAOCROPUH)

EQHOBPEMEHHOTO NPWIOKEHHE € TUKArpeaop BoAH A0 noeHinaBaHe Ha Cpax 1 AUC Ha IUrOKCHH CHOTBETHO
cuC 75 % M 28 %. Cpeanure Haii-HUCKM HHBA Ha JUIOKCHH ce NoBMIaBaT ¢ okono 30 % mpH e AHOBpEMEHHO
MPHIOXKEHHUE C THKArPEIop, KaTO B HAKOM OTAEJIHH CJIy4aH Ce OTYHTAT MAKCUMYM IBYKPATHH MOBHILABAHHA.
B npuchctBHeTO HAa AMTOKCHH Cmax U AUC Ha THKarpenop 4 akTHBHMA My MeTaboIMT HE Ce MOBIMABAT.
CnenoBaTenHo, ¢€ NpenophyuBa MOAXOAAL] KJIMHHYEH W/HIH J1abopaTopeH KOHTPONA MpPH €IHOBPEMEHHO
NpUIOXKEHHKE Ha THKarpesop ¢ P-gp-3aBMCHMH JIEKAPCTBEHH NMPOAYKTH C MATEK TEPAINEeBTHYEH HHAEKC, KATO
OUTOKCHH.

Tukarpesiop He okasBa BIMAHHE BBPXY KOHLEHTpaLMATa HA LUMKIOCNOPHH B KpbBTa. EdekThT Ha
THKarpeaop sspxy Apyru P-gp cyGcrparu He € npoyuBaH.

Jlexapcmsenu npodyxmu, koumo ce memaboauzupam om CYP2C9
EnHOBpEMEHHOTO NPWIOKEHHWE Ha THKAarpenop ¢ TonbyramMu He BOAH [0 NMPOMAHA HA [UIA3MEHUTE

KOHLIEHTPALIMK HA KOHTO H A2 € OT ABaTa NPOAYKTa, KOETO Mpeanoara, 4e TUKarpeJaop He € MHXHOUTOp Ha
CYP2C9 n e manko BepoaTHO aa nosiauasa MeauupaHus or CYP2C9 merabonuzbM Ha JekapcTBEHM
NPOAYKTH KaTo BapdapHH H TonOyTaMua,.

Po3zysacmamun
Tuxarpenop Moxe aa nosnuse ObOpedHara €KCKpeUMs Ha pO3yBAaCTaTHH, YyBEIHYaBaWKM pHUCKA OT

KYMYJIUpaHE Ha pO3YBacCTaTHH. BbBIpEekHM uY€ TOYHHAT MEXaHM3BM HE € M3BECTEH, B HAKOH Cly4aH
€AHOBpeMeHHaTa ynoTtpeba Ha THKarpenop W po3yBacTaTHH BOAM A0 HaManssaHe Ha OnOpeuHaTa PyHKUHA,
noeuuieHo HHBO Ha CPK n pabaomuonuaa.

[lepopannu xonmpayenmusu
EnHOBpEMEHHOTO MPWIOKEHHE HA THUKArpenop ¢ JEBOHOPrecTpen W E€THHWI €CTPaAMOn BOOH O

MOBHILIABAHE HA EKCIO3MLMATA KbM CTHHWN ecTpaavon ¢ npubnusurenHo 20 %, HO He MOBIMABA
¢dapmMakOKHHETHKATa Ha neBoHoprecTpen. [IpH eqHOBpEeMEHHO MPWIOKEHHE HA JIEBOHOPreCcTPeNl H ETHHILT
eCTPaAHONI ¢ THKArpejIop HE C€ OYaKBa KIMHHYHO 3HA4MM €(EeKT BbhPXY €(PHKACHOCTTA HA MEepPOpATHMA
KOHTPAaLEITTHB.

Jlexapcmeenu npoOykmu, 3a KOumo e U38eCcmHo, e unoyyupam opaouxapous
[lopanu HabnroNaBaHe HA NPEOMMHO ACMMITTOMATHYHH BEHTPHUKYJIAPHH May3u W OpaauMkapaus, ce H3UCKBA
MOBHIIEHO BHHMAHKWE, KOraTO THKArpeop ce Mnpuiara €1HOBpEMEHHO C JIEKAPCTBEHH MPOJAYKTH, 38 KOHTO €
W3BECTHO, Y€ HHAYLMpAT Opaaukapaus (Bxk. Touka 4.4). B npoyusanero PLATO, obaue, ne ce nabnronanar
AOKA43aTe/ICTBA 38 KIMHHUYHO 3HAYHMH HEeXENaHH PeaKkUHM cjiell €AHOBPEMEHHO NMPWIMKEHHE C €AWH WIH

Lpyza conemcemeawia mepanus
B wiMHMYHUTE NPOy4YBAHUs THKarpenop e npunarad equoBpeMeHHo ¢ ACK, muxub

MOMMNa, CTaTHHH, Oera-Onokepu, HHXWOMTOPH HAa AHCHOTEH3WH-KOHBEPTHpALLl




anruoteH3uH Il peuernropHu OnokepH, HeoOXOAMMH 3a NeueHHE HA CHLITLTCTBALLM 3a00oNABaHHA 3a ABITLI
MEPHOA, & ChIIO M XENAPHH, HUCKOMOJIEKYIAPEH XernapMH W MHTpaBeHO3HM HHXHOHTOpH Ha Gpllb/Illa 3a
KpaTko BpeMe (BxK. Touka 5.1). He ca HanMuuW maHHM 32 HAOMl0JaBaHH KIHHWUYHO 3HAYMMH HEXEaHH
B3aHMOACHCTBHA NnpH ynoTpeda Ha Te3H JIEKAPCTBEHH NPOAYKTH.

EQHOBPEMEHHOTO NMPUIOKEHUE HA THKArpEIop C XENnapuH, €HOKCAMAPHH WIM JE3MONPeCHH HAMa edexT
BbPXY AKTHBHPEHOTO napuManHo tpoMboruiactTuHoBo Bpeme (aPTT), akTHBMpPaHOTO BpeMeé Ha ChCHpBaHe
(ACT) unu wuscneasaHusata Ha caxtop Xa. Bece nak, nopaay noTeHUHaTHHTE (apMaKOAMHAMHYHH
B3aMMOJCHCTBHA, €IHOBPEMEHHOTO MPWIOKEHUE H& THKArpelop C JIEKAPCTBEHH ITPOAYKTH, 338 KOWUTO €
M3BECTHO, Y€ MPOMEHAT XeMOocTasara, TpabBa na ce H3BbpLIBA ¢ MOBULIEHO BHUMAHHE.

[lopaau cvobuenns 3a aOHOpMHO KOXHO KbpBeHe ¢ SSRI (Hanp. NapoKCceTHH, CEPTpaiMH K LIMTAN0NpaMm),
ce NnpenopbpyBa MOBHILICHO BHUMAHHKE NMpH npuioxkeHue Ha SSRI ¢ mikarpenop, Thil kato TOoBa MOXe na

MOBHLIHK PHUCKA OT KbPBCHE.

4.6 DeprTHanTer, 6peMEHBOCT B KLpMeHe

JAKeHu ¢ JeTepoleH noTeHuHal
XKeHH ¢ nerepoAcH noreHuuan Tpadbpa ga n3noa3BaT ePeKTHBHH KOHTPALIENTHBHM MEPKH, 3a fa u3berHar
3abpemMeHaBaHe NoO BpeMe Ha JIEUEHHE C TUKATpenop.

bpemenHocT

Hama 1M HMa OrpaHMYEHO KOJHMECTBO AaHHH 3a ynortpefara Ha THKArpenop npH OpeMeHHH XeHM.
[lpoyuBanusTa NpM XHBOTHH TNOKA3BAaT PENPOAYKTHBHA TOKCHMYHOCT (Bx. Touka 5.3). Tukarpenop He ce
npenopbuBa MO BpeMe Ha OpeMeHHOCT.

Kbnpmene
Hanuuuure ¢apMakogHHAMHYHH/TOKCUKONIOrHYHM [aHHH MPH JKHBOTHM TOKA3BaT EKCKPELUUsA Ha

THKarpeJop U akTUBHHA My MeTabonuT B maskoro (Bx. Touka 5.3). He Moxke 1a ce M3KIKOUYM PUCK MpH
HoBOpOAeHW/KbpMayeTa. TpabBa na ce B3eMe pellieHHe JaH Aa ce Chnpe KbPMEHETO, WK Aa CE MpeKpaTH/ia
He Ce Mpuiara TepanHis ¢ TMKarpenop, Kato ce B3eMe INpeaABH] NoN3ata OT KbPMEHETO 3a AETETO M No3ara
OT TepanuATa 3a KeHara.

DepTunurer
Tukarpenop He oka3sa BIHSHHE BbPXY MbXKHA W XKEHCKUA HEPTUINTET NPH KUBOTHH (BXK. Touka 5.3).

4.7 Edgexrn Bbpxy cnocobnocTTa 32 modupane v pabora c MALIHHH
THxarpesop He NOBIHABA WIH NOBIMABA NPEHEOPEKUMO cIOCOOHOCTTa 3a wodKupanHe H paboTa ¢ MALIHHM.
Ilo BpeMe Ha neueHHe ¢ THKarpesnop ce croflwapa 3a 3amaiiBaHe W o6bpkBaHe. Clie10BaTENHO, NAUMENTH,

KOMTO MOJyHAT T€3H CUMNTOMH, TpAOBa [a ca NpeAna3NnBH, A0KaTO wodHpaT win paboTAT ¢ MallIMHH.

4.8. HexenaHnu JeKapcTBeHH PEAKIHE

Pe3ioMe Ha npoduna Ha 6ezonacHocT
[MpodpuabT Ha 6e30nmacHOCT Ha THKArpenop ce OLEHABA B ABE rNOJIEMH KJIMHWYHH W3nuTeBaHuA daza 3 no
otHowmeHue Ha u3xoaa (PLATO u PEGASUS), siniousaimu noseye ot 39 000 naupueHTH (BXK. Touka 5.1).

B PLATO, npv naudMeHTH Ha THKarpenop MMa no-BHCOKA 4ECTOTa Ha MpPEeyCTAHOBABAHE HA TepanuaAta
nopaau HexenaHu cxOuTHA, B cpaBHEeHHe ¢ Knonuaorpen (7,4 % cnpamo 5,4 %). B PEGASUShaamgyruTe,
NeKYBaHH C THKarpejop, UMaT No-BMCOKa YECTOTA Ha MPEYCTAHOBABAHE HA Tepanus ../_;..,-..-

cbOMTHS B cCpaBHEHME C IpynaTta Ha Tepanua caMo ¢ ASA (16,1 % 3a Tukarpenop 60/0g
% 3a Tepanus camo ¢ ASA). Hail-uecto cboOltaBaHnTe HexXejaHu peakLMd NMpH LR
THKarpeaop, ca KbpBeHe n aHcriHed (BXK. TouKka 4.4).




TabnutieH CNUChK Ha HEKECITAHUTE PDEAKLIMH
IlpencraBeHHTE NO-A0Y HEXENAHA PEaKUMM ca HWOEHTH(HUHPAHW Ciel MPOYYBAHUATA WIH ca CbLOOLIEHH

NPH NMOCTMAPKETHHIOB ONMHMT ¢ TUKarpenop (Tabnuua 1).

Hexenanure peakumu ca uibpoenn no cucremo-opraHeH knac (COK) no MedDRA. B pamxute Ha BCeku
COK HexenaHMTE nexapCTBEHM peakLMM ca W3bpoeHH mo yectora. KaTteropunre no yecrora ce nepHHMpar
no cilieAHaTa KOHBEHLUA: MHOro 4ecTH (= 1/10), uectu (= 1/100 no < 1/10), Hewect (> 1/1 000 no < 1/100),
peakd (2 1/10 000 go < 1/1 000), Muoro peaxu (< 1/10 000), c HenspecTHa yecToTa (OT HATHYHHTE JAHHH He
MOXe Aa Obae HanpaBeHa OLUCHKa).

Tabauna 1 — Hexxetanu peaknuu no 4ecTora H cicteMo-opranen kiaac (COK).

COK Muoro sectn YecTH HegecTn C HEH3BECTHA
gecToTa

Heomnaszmu -
A00pOKAYECTBEHH,
3TOKAYECTBEHH H Kbpeene ot Tymopa®
HeolpeaeieHH
(BKJ1. KMCTH M
MOJIKUIIH)

Hapywenns  Ha | KnpBeHe, TpomboTHuHa
KPBBTa H | CBBP3aHO C TPOMOOLIHTONEHUYH
nvuMdHaTa HapylleHUs  Ha a mypmypa*
CHCTEMA KpbBTA®

Hapywenus  Ha CBpbXuyBCTBUTENHOCT,
MMYHHaTa BKJIIOYHTETHO
CHCTEMA aHruoeaem’

HapywieHus  Ha [lonarpa/Ilogarposex
metabonuamMa 4 | XunepypvkeMus' | apTpHT
XPAHEHETO

[Tcuxuunm O6bpkBaHe
HapyLUeHHs

HapyiieHns  Ha 3amaiieane, Cunkon, | BeTpeuepenex
HEpBHATA CUCTEMA ["nasobonue KpbBOH3IIKB

Hapyuienns  Ha KpbBOoM3NUB B OKOTO"
QUHTE

Hapywenus  Ha Bepruro KpbBouznus B yxoto
YyXOTO Y
nabupHHTa

Copaeunu bpanuapurmus,
HapYLIEHHUS AV-6rok"

CraoBu XHUMOTOHUSA
HapyLICHHUS

PecrnHpaTOpHH, Hucnues Knpeene oT
rpbAHK u pecrinparopHara
MEAHACTHHAITHH cucrema’

HApPYWIEHHA

CromaluHo- CToMalHO-4YpeBeH
YPEBHH KPbBOH3IHUBY,
HapyLIeHUs Huapus, PeTponeputoneanex
["apene, KPBbBOH3NHEB
Hucnencus,
3anek

Hapyumexnus  Ha IToakoxHO WJIH
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KOXaTa H JEPMATHO KBbPBEHE’,
NOJAKOMXHaTa O6pus, Cnpbex
ThK&H
Hapyuwienus  Ha
MYCKYITHO-
CKEJIETHATa MyckyniHO KbpBeHe”
CUCTEMA H
CBhCAMHMTEIHATA
TbKaH
Hapywienus  Ha Kbpeene oT
61b6peunTe H NMUKOYHHTE MbTHINER
MHKOYHHTE
MbTULLA
Hapyuienus  Ha KbpBeHe oT
Bb3MPOU3BOAUTES penpoaAyKTHBHATA
HaTa CHUCTEMA W cucrema”
ropaara
Hacneasauus [loBuineH KpeaTHHHH
B KpbBTA'
HapaHsBaHus, KpbBOH3IHB clen
OTpaBAHHA H npouenypa,
YCNOXKHEHHSA, TpaemaTuuHo
Bb3HMKHA/IH B KEpBEHE”
pesynrar Ha
MHTEPBEHLIHH

* HaMmp. KbPBEHE OT PAaK HA IMKOYHHA MEXYD, paK Ha CToOMaxa, pak Ha 1e6enoTo 4epBo

® Hamp. NOBHILEHA TEHAEHLMA KbM HACHHABAHE, CIIOHTAHEH XEMATOM, XeMOparHyHa 11are3a

* UaeHTHQHUMPaHA ITPH MOCTMAPKETHHIOB ONHUT

" YectoTuTe ca nosyueHn ot naboparoprd HabmoaeHus ([THkouHATA KHCEIMHA Ce MOBHILEHA > rOpHaTa MpaHHuUa Ha
HOpMAaTa CIIPAMO H3XOAHO HHBO 10/l KIH B pedepeHTHHTE rpaHULM. KpeatTuHuHbT nosuiueH >50% cnpaMo U3X0AHOTO
HUBO), a He € MpUbIM3MTEeNIHA UecTOTa HA ChOoOLUARAHE HA HEXeJTaHH CHOMTHA.

1 Harp. KOHIOHKTHBANHO, PETHHAIHO, BbTPEOUYHO KbpBEHE

© HAIp. EMHCTAKCHC, XEMOMNTH3A

* Hanp. KbpBeHe OT BEHUHTE, PEKTANeH KPEBOHI/INB, KPLBOU3IMB OT CTOMAIIIHA %3B3

' Hanp. eKXMMO03a, KOXKEH KPbBOMIIHE, NETEXHH

" Hamp. XeMapTpo3a, MYCKYJEH KPbBOHI/INB

% Hanp. XxeMaTypHsa, XeMOPArH4eH LIKCTHT

* Hamp. BarHHAJIEH KPbBOM3INWB, XEMATOCNIEPMHA, MOCTMEHOMAY3alIEH KPbBOU3JINB

" HaNMp. KOHTY3MA, TPABMATHYEH XEMATOM, TPABMATHYEH KPbLBOHATHB

" T.€. CMOHTAHHO, CBbP3aHO C TPOLEAYPa WIM TPABMATHYHA HHTPaKpaHHANHa XeMoparus

Onucanve Ha U3OpaHHN HEKENAHU PEaKIINK

Kvpsene
Haxooxu c kvpsene 6 PLATO

ListnocTHH pe3ynTaTy 3a 4ecToTaTa Ha KbpBeHe B npoyuBaHeTo PLATO ca nokasanu B Tabnunua 2.

Tabnmrna 2 — Ananni Ha obmaTte cLORTHS ¢ KbpBeHe, H34uHCIeHEs no Kaplan-Meier ma 12-TH Mecen
(PLATO)

Tuaxarpeaop 90 mg | Knonsxorpen
ABA NOBLTH JHEBHO
N=9235 N=9186

0610 3HauuTenHu ot PLATO 11,6 11,2

3HAYUTENHA OT PLATO | 5,8 5,8
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daTaTHH/ KHBOTO3ACTPALIABALIH

Hecebp3ann ¢ CABG PLATO | 4,5 3.8 0,0264
3HAYMUTETHH

3HaUYMTEIHH oT PLATO | 3,1 2,3 0,0058
HECRBP3aHM C HHTEPBEHLIHH

KombuHupaHu obuwo | 16,1 14,6 0,0084
3HAYHUTEIHY + HEe3HAYWTEIHHU OT

PLATO

Hecebp3aHu ¢ uHTEpBEHUMH | 5,9 4.3 < (0,0001
3HauuTenHd + HesHauuTenHu

or PLATO

3Haynreann no TIMI 7,9 1,7 0,5669
3HAYHUTENHW + HE3HaUUTeHUM o | 11,4 10,9 0,3272
TIMI

JepHHHANAN HA KATETOPHHTE KbPBEHE:

3HauHTeIHO GATAIHOAKHBOTO3ACTpaLIABALIG KhpBeHe: KIIHHMYHO NpOABEHO C MOHHXKABAHE HA XeMOrIoOUHa ¢ >
50 /1 win ¢ npenuBane Ha > 4 caka ePHTPOLMTHA Maca; WIH GaTalHO; WIH HHTPAKPAHHANHO, KIH HHTPAREPHKAPAHO
ChC ChbpleyHa TAMIIOHANAA; WK C XHNOBOJIEMKYEH LIOK; WIH TEXKa XHINOTOHMA, H3IHCKBAINA NPECOPH WK XHPYPTHYHa
HHTEPBEHLHA.

3uauMTenHo Apyro: KntHWYHO MposBEHO C MoHHXaBaHe Ha Xxemornao6uua ¢ 30-50 g/l unu npenusaue Ha 2-3 eJHHHUUM
EPHTPOLIMTHA Maca; WIH 3HAYHTENIHO HHBATHAH3HPALIO.

Hesnaunrenso xppsene: Miucksa MEAHLIHHCKA HAMECA, 38 CIIMPAHE HIH JIEKYBAHE HA KbPBEHETO.

3nauynTenHo xbpseHe no TIMI: KiuHuuHO nposBEeHO C NOHWKaBaHe Ha XeMornobuua ¢ > S0 g/l mnu c
MHTpaKpaHUanHa XeMOparus.

Hesnaunteano kppsere no TIMI: KnuHHuHO NposBeHO ¢ NOHIDKaBaHe Ha XxeMorao6uHa ¢ 30-50 g/l.

*p-CTOMHOCT, H3UKCIEHA OT MOAEN Ha NpONOpUHOHANHUTE puckoBe HA Cox, ¢ rpyna Ha JIEYEHHE KATO eTHHCTBEHA
eKCIUIaHaTOpHa ITPOMEHIIUBA

Tukarpesiop W KIOMUApPOreNl He Ce palnuMuaBaT [0 OTHOLIEHHE Ha YeCTOTUTE Ha 3IHAUUTETHO
¢aranHo/xusorozacTpawasaio kbpseHe B PLATO, 3Hauutenno xbpseHe o6mo B PLATO, macuBHO
kbpBeHe no TIMI win cnabo kwnpeene no TIMI (Tabnuua 2). O6aue, moseata Ha KOMOHHHDAHO
3HAYMTENHO+He3HaunTeNHO KbpBeHe B PLATO e moseue ¢ tukarpesniop, B CpaBHEHHME C KJIOMHOOrpe.
Manko naumenty B PLATO umar ¢aranHo knpeene: 20 (0,2 %) 3a tuxarpenop u 23 (0,3 %) 3a
Knonuaorpen (Bx. Touka 4.4).

Bbapact, noa, teniecHo rerno, paca, reorpadcky paHoH, CHITbTCTBALK 3a60N5BaHKs, CHITETCTBALLA TEPAITHS
H aHaMHEe3a, BKJIIOYHTENHO MPEAXOHEH HHCYNT WIH TPAH3HTOPHA HCXEMHW4YHA aTaka, HE Ca NPeaAUKTOpH
KaKTO 3a OOLIOTO, TAKa M 332 HECBBLP3AHOTO C MHTEPBEHIIMHM 3HAUUTENHO KhpBeHe no PLATO. o Tazu
[PUYHMHA, HE € HICHTU(PHLIMPAaHA KOHKPETHA IpyMia Ha pUCKa 3a KOHTO M 113 € NOATHI KbpBEHE.

Csbpaano ¢ CABG kbpBene:

B PLATO 42 % or 1584-t¢ naunenTH (12 % or koxoptara), NOANOXEHH Ha KOpOHapHO-apTepuancH Gaiinac
(CABQG), ca nonyuwin PLATO 3HauuTenHo ¢aTanHo/KHBOTO3aCTpallaBallo kbpeene 6e3 pazinka Mexay
TepaneBTUHHUTE rpynuTe. MataiHo KbpBeHe, CBbp3aHo ¢ CABG, ce noaBssa npu 6 nauMeHTH BLB BCAKA OT
TEPanesTHYHUTE rpynuTe (BxkK. Touka 4.4).

Hecsnp3ano ¢ CABG xbpBeHe M HECBBP3aHO ¢ HHTEPBEHLIMM KbPBEHE:
Hama painMka MeXIAY THKarpenop M KIONHAOIPEN MO OTHOLIeHWe Ha Hecesp3aHoto ¢ CABG
TEXKH/KHBOTO3ACTPALLABAIIM KPBBOU3MHBU No AePUHUUMA HA npoyuBaHeTo PLATO, HO 3HauUTENHHTE
obuio, 3HauuTenHu no TIMI u 3HauuTendo+uesnauntenno no TIMI kpwaoH3IHBH, Ha
npoy4ysaHeTo PLATO, ca no-yectu npu THkarpenop. Cubllo Taka, ako ce M3KITIOaz c
MHTEPBEHLIHH KPbBOHIIMBH, NOBEYE KPHLBOMIIMBH c€ HabmoAaBaT MPH THKS
kronuaorpen (Tabnuua 2). [IpekparsBane Ha e4eHHETO MOpPAaH HECBLP3AHH C U
€ No-4ecTo ¢ TMKarpenop (2,9 %), otkonkoro ¢ knonugorpen (1,2 %; p< 0,001).
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Hutpakpannanta xemoparus:

HMHTpakpaHHalHHTEe KPbBOM3IHBH, HECBBP3AHH C HHTEPBEHLIMH, Ca NIOBEYE MPH MPWIOKEHHE HA THKArpesop
(n=27 kpvBoHinusa npu 26 naumenty, 0,3 %), oTkonkoro ¢ kronuaorpen (n=14 kpweonznuea, 0,2 %), ot
kouTO 11 KpBBOM3NHBA ¢ THKarpenop 1 1 ¢ knonuaorpen ca ¢aranHu. Hama pasnuka B o6iuius 6poii cayyan
Ha ¢aTalHO KbpBEHE.

Haxooxu ¢ xvpsene 8 PEGASUS
Ob6um pezynrartu 3a cebuTHATA C KbpBeHe B npoyusaneto PEGASUS ca nokazanu B Ta6nuua 3.

Tabnuna 3 — Anains Ha obmeTe cb6ATHE ¢ KbLpBeHe, H3uncAenns no Kaplan-Meier na 36-ta Mecen
(PEGASUS)

Tukarpeaop 60 mg aBa mnTe | ASA

nHeBHO + ASA CAMOCTOSTE/JIHO

N=6958 =6 996
Kpadnau TOUKH Ha | KM % Koepunrent na | KM % p-cToiiHOCT
6esonacnocr packa (95 %

CI)

KaTeropas Ha KbpBeHe, onpeaeneno no TIMI
3sauurenno (TIMI) 2,3 2,32 (1,68, 3,21) | 1,1 < 0,0001
Daranto 0,3 1,00 (0,44,2.27) | 0,3 1,0000
BUYK 0,6 1,33 (0,77, 2,31) | 0,5 0,3130
Apyro 3xnauurenso (TIMI) 1,6 3,61 (2,31, 5,65) | 0,5 <(0,0001
3HAYUTENHO WX He3HauuTeNlHo | 3.4 2,54 (1,93,3,35) | 1.4 < (0,0001
(TIMI)
3HAYHTETHO WK HE3HAUYMTENHO, | 16,6 2,64 (2,35,297) 7,0 < (0,0001
HIM HM3UCKBAIIO MEOHLMHCKA
Hameca (TIMI)
Kateropun Ha xnpBese onpeaensan B PLATO
3uayurento (PLATO) 3,5 2,57(1,95,3,37) | 1,4 < (,0001
dartanHo/KUBOTO3acTpaluasano | 2.4 2,38 (1,73,3,26) | 1,1 < 0,0001
Apyro 3Hauurenso (PLATO) 1,1 3,37 (1,95, 5,83) | 0,3 < 0,0001
3HAYHATENHO HWIM He3HauuTenHo | 15,2 2,71 (2,40, 3,08) | 6,2 < (,0001
(PLATQO)

dePpuHHIHH HA KATEFOPHATA H3 KLPBEHE:

3nauntenano (TIMI): ®aranHo kupseHe UJIU Beako phTpedepenHo KnpeeHe, UJIM KiIHHKHUHO BHAHMH APH3HAUM Ha
KPbBOW3JIHB, CBBP3aH CbC can Ha xemornobuna (Hgb) ot > 50 g/l, wan nonnxkenue Ha xemarokpura (Hct) ot 15 %,
Koraro nuncea croiiHoct Ha Hgb.

DaTanno; CbOUTHE C KbDBEHE, KOETO AHPEKTHO € JOBEIO 10 CMBPT B PAMKHTE Ha 7 [IHM.

BYK: BrrpeuepeneH KpLBOH3JIHUB,

Apyro suauntenno (TIMI): Hedaranno ve-BUK 3xauutenno kepeexe TIMI.

Hesnauureano (TIMI): KiinHWYHO BHAHMMO € MOHWXEHHUE HA Xemornobuma ot 30-50 g/l.

M3uckBauwo meauunscka Hameca (TIMI): Hsucksawo uutepsenums UJIM Boamemo oo xocnurammaumns, UJIH
HaJaramo OLCHKa.

3uauntenHo daTanHo/xusoTosacTpaiasaitio (PLATO): ®aramso xepsene UJIU BCAko BBTpeHepenHo KbpBEHE,
HJIA vuTpanepukapananHo ¢be cbpacuHa Tamnodana, U1K ¢ xunosoneMHueH WOK WIH TEXKa XMIOTOHHA, HATAraia
MPHUIOXEHUETO HAa NPECOPHH/ WHOTPONHM CpeacTBa Win onepaumsa, WJIH kainuuuno BuanmMo ¢ > 50 g/l noHwxkeHHe Ha
X€MOTNI00UHA MITH MPENATH > 4 eAWHALIM YEPBEHH KPbBHH KJIETKH.

3naunTenno apyro (PLATO): 3uauumo uxBanuausupawio MJIM xnuuuuHo suaumo ¢ 30-50 g/l noHmxeHue Ha
xemornobuHa, HJIH Tpancdysns Ha 2-3 eAMHHLM YEPBEHH XPhBHHM KJIETKH.

Hesnauntenno (PLATO): H3ucksa MEAHLIMHCK2 HHTEPBEHLINA 32 CIIMPAHE WIH JIEYEHHE HA KbPROYH

YCTAHOBABA CaMO HE3HAYMTEJIHO MOBHILUEHHWE HA BLTPEUEPENHHTE KPHBOHIIHBHU §
camMo ¢ ASA. Mma manko csbuTua Ha datenHo kbpeeHe B mpoyusaHeTo, 11 (0,3 %A
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12 (0,3 %) 3a TepanusTa camo ¢ ASA. Habmoaasanuar nosuiueH puck ot sHauuTenHo xnpsexe (TIMI) ¢
THKarpenop 60 mg ce Ab/KK NMPEAHMHO HAa MO-BHUCOKATa YECTOTA HA JAPYro 3HauntenHo knpeexe (TIMI),
CBBLP3aHO CbC ChOUTHA B cToMaluHO-4UpeBHus COK.

[ToBuuieHa 4yecTtoTa Ha CbOMTHA ¢ KbpBEHE, MOAOOHM Ha 3HauuTeNnHO KbpBeHe (TIMI), e nabmonasana B
KaTeropuuTe 3HAYUTENHO AU He3Ha4yuTenHo kbpBeHe (TIMI) v 3HauutenHo (PLATQO) u 3HauuTeIHO WIH
HesHauuTenHO KbpBeHe (PLATO) (Bx. Tabauua 3). IlpeycTaHOBABAHETO HA NEYEHHETO MOPAIH KbPBEHE €
no-4€CTO B rpynara Ha THkarpesaop 60 mg B cpaBHeHue C rpynara Ha teparivs camo ¢ ASA (cboTBeTHO 6,2
% u 1,5 %). IloseuyeTo OT TE3U Cyyau HA KbPBEHE Ca C NMO-MaJika TexecT (KI1acHPULUHPAHH KaTO H3HCKBALLH
MeauuMHCcKa Hameca (TIMI)), Hanp. enucTakcuc, HACHHABAHE H XEMATOMH.

[IpopunsT Ha KbpBeHe Ha THkarpeaop 60 mg e cxoAeH B MHOXECTBOTO MPEABAPHTENHO ONpEAENCHH
MoArpynu (Hanp. mo BB3pacT, MOJ, Terjo, paca, reorpadCKM perdoH, CBITBTCTBAMM 3a00naBaHuMA,
CBIBTCTBRALIA TEpanus U MEAHLIMHCKA aHAMHE3A) MpH CbOUTUA Ha 3HauuTeNnHO KkbpBeHe (TIMI), sHauMTeEIHO
WiK HeaHaurTesHO (TIMI) u 3naunTenHo kbpeene (PLATO).

BrTpeuepernHO KbpBEHE:

Crnionrannn BUK ce crobwasar ¢ noaobxa yecrora 3a Tkarpenop 60 mg v Tepanus caMo ¢ ASA (n=13, 0,2
% B nBeTe rpynH Ha sieyeHue). TpaBmMaTtuunuTe M npoueaypau BUK mokaisaT He3HAYMTEIHO YBENHUYEHHE
npH jaedeHue ¢ THkarpenop 60 mg (n=15, 0,2%) B cpaBHenue ¢ Tepanusa camo ¢ ASA (n=10, 0,1 %).
Crobuienu ca 6 ¢araniu BUK ¢ Tukarpenop 60 mg u 5 ¢aranun BUK ¢ Tepanmna camo ¢ ASA. Yectorara
Ha BBTPEUYEPENHO KbPBEHE € HHCKA B ABETE [PYMH HA JICHEHHE, KaTO C€ MMa MPEABH] 3HAUYMTEIIHHTE
cbrbTcTBaM 3a6onssanus U CC puckoBH GaxTopu B Mpoy4BaHaTa MOITyNALUA.

Hucnues

JucnHes, ycemaHe 3a 3aqyx, ce cbhobiiaBa OT MaLMeHTWTE, JIEKyBaHH ¢ Tukarpenop. B PLATO,
o0eIHHEHHUTE KATO JUCIHES HEXEaHUTE JIEKAPCTBEHU CHOUTHA (QUCMHEA, AUCIHEN B NOKOH, JUCTIHES NPH
yCUIIHE, NMAapOKCH3MANHA HOLUHA JMCMHES M HOWIHA OUCMHEeA), ce chobwaratr or 13,8% ot mauueHTuUTE,
NIEKYBaHH ¢ THKarpenop, # ot 7,8% oOT nauueHTUTe, NEeKyBaHH ¢ kinonugorpen. [lpu 2,2 % ot naudeHTHTe,
npHeMailum TyuKkarpesop, 4 npu 0,6 % or nauxeHTHTE, NpUEMALIIA KNOMHAOTPEN, H3CIEJOBATEIMTE CYHTAT, Y€
ANCITHESATA € MPUYHHHO CBBP3aHA ¢ ICUCHHUETO B MipoyyBaHeTo PLATO u mManko ot Tax ca cepuosuu (0,14 %
Tukarpenop; 0,02 % knonugorpen) (Bx. Touka 4.4). Hait-uecto choblIaBaHUTE CHMNITOMM HA JUCIHEN Ca
NEKH A0 YMEPEHH IO HHTEH3HTET U MOBEYETO ¢¢ ChOOIABAT KATO €AWHHYEH €ITH30/ PAHO CJiell 3ano4yBaHe
Ha TepanuAaTa.

B cpaBHeHMe ¢ konuaorpe, nauneHTUuTe ¢ actMa/XObb, nekyBanu ¢ TMKarpenop, MoXe J1a UMAT NOBHIIEH
PHCK OT mony4aBaHe Ha HecepHo3Ha aucnxes (3,29 % tukarpenop cnpamo 0,53 % knonuaorpen) u
cepHo3Ha aucnHes (0,38 % tukarpenop cnpamo 0,00 % knomuporpen). B aGconloTHH CTORHOCTH TO3H PUCK
€ MO-BHCOK OTKOJIKOTO B wsiocTHaTa nonynauus Ha PLATO. Tuxarpenop tpsbpa na ce mpunara ¢
NOBHILIECHO BHUMAHHE TPH NMalMUEeHTH ¢ aHamMHue3a 3a actMa W/unu XOBB (Bx. Touka 4.4).

Oxkono 30 % ot enu3oanTE OT3BY4aBaT B paMKHuTe Ha 7 AHK. PLATO Bx1ro4Ba NaLdeHTH, KOMTO HA U3XOAHO
HWBO HMaT 3aCTOMHAa cbpaeyHa HegocTaTb4yHOCT, XObBb Win acTMa; Te3W NMaUMEHTH H MALMEHTHTE B
CTap4YeCKa BB3PAcT € Mo-BEPOATHO Aa choduiasat AucniHes. 3a Tukarpenop, 0,9 % oT nauueHTHTE NPEeKbCBAT
NPWIATraHETO HA NPOYYBAHOTO AKTUBHO BELUECTBO nopaau AucnHed, cnpamo 0,1 % ot te3n, npuemainn
knonujorpen. [lo-sucokara yectora Ha OMCNIHEA € THUKArpelnop HE C€ acolMHpa C HOBA MOABA KM
BJIOLIABAHE HA CBPACYHO HAKM OenompobHo 3abonssane (BK. Touka 4.4). THkarpenop He MOBIHABA
6enoapobrunte QyHKLIMOHANHH TECTOBE.

B PEGASUS nucnHes ce cbobutasa npu 14,2 % oT mauHeHTUTE, NpHeMald THKarpeaop5 @3 nga
AHEBHO, W nipH 5,5 % ot naudeHTture, npueMald camo ASA. Kakro B PLATO, npdfeé :
CcbOOLIEHa AUCITHER Ca NeKH A0 YMEPEHH MO MHTEH3HTET (BX. Touka 4.4). nauue}rrm‘e,’ '
AUcrHes ca 6UnNK NpeauMHO NO-BBL3IPACTHH M Mo-dyecTo ca umanu aucnues, XObb
HHUBO.
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Hzcredsanun

[ToBuinaBaHe Ha nukouHata kucenuHa: B PLATO e oTyereHO NOBHIIABaHE HA CEpyMHATA MMKOUYHA
KHCEIHHA A0 CTOWHOCTH, HAJBHMLUABAIIM rOpHaTa IrpaHHLA HAa HopMmara, npH 22 % OT NONy4aBal[HTE
THKarpenop nauueHTH, cnpsmo 13 % ot nonyvyaBaure KIONHAOrpen nauueHTH. ChOTBETHHTE CTOHHOCTH B
PEGASUS ca 9,1 %, 8,8 % un 5,5 %, cvorBerHO 3a THKarpenop 90 mg, 60 mg u mane6o. Cpeanara cepyMHa
MHKOYHA KHCE/KHA CC MOBHIIABA C okono 15 % npu npuwioxeHHe HA THKAIPEJIOp, B CpaBHEHHE C
npubnusurenso 7,5 % npu npwiokeHHe Ha KIOMWIOrPEN, a C/ie]d CIIMpaHe HA NEYEHHETO CE MOHIKABA
npubauzuTenno 10 7 % npH NpHIOKEHHE Ha THKArPeNop, JOKATO NpH KIONMAOIpeN He ce Habmoaasa cnan.
B PEGASUS ce ycTaHoBsBa oOpaTHMO nopuiileHHe HA CPEIHUTE CEPYMHH HHBA Ha TTMKOYHA KHCENWHA OT
6,3 % u 5,6 % cvorBeTHO 3a THKarpenop 90 mg u 60 mg B cpasrenue ¢ 1,5 % nmoHmwkeHwe B nianebo
rpynara. B PLATO w4ecrorata Ha noparpozed aprpur e 0,2 % 3a tuxkarpesop cmpamo 0,1 % 3a
kronuaorpen. ChOTBETHUTE CTOWHOCTH 3a noaarpa/noaarposes aprpur B PEGASUS ca 1,6 %, 1,5 % u 1,1
% croTBeTHO 3a THKarpenop 90 mg, 60 mg u nnauebo.

Croluwasarne Ha MOAO3MPAHH HEXKEAHH PEAKLIAN

CrobuapaHero Ha NOAO3MPAHM HEXENIAHM PeakliMy C/iell pazpeulaBaHe 3a ynorpeba Ha nekapcTBEeHHA
NPOAYKT € BaXHO. ToBa Nno3eo.iABa 1a NPOALDKY Habno1eHHeToO Ha ChOTHOLUEHHETO MOJI3a/PHCK 32
7eKapCTBEHUA NPOoAYKT. OT MEAHLIMHCKHTE CMIELKATHCTH C€ W3HCKBA Aa choOLaBaT BCAKA NOJO3MPaHa
HeXellaHa peakuHa upes U3mbaHuTeHa areHLMA no nexapeTsaTa yi. ,.Jlamau I'pyes” Ne 8, 1303 Codus,
Ten.: +35 928903417, yebeant: www.bda.bg.

4.9 Ilpenosupane

Tukarpenop ce noHaca nobpe npu eaHokpaTHy 2031 a0 900 mg. ['aCTPOHMHTECTHHANHATA TOKCHYHOCT € Huna
OO30JTHMHTHPAHA B €JHO MPOYUBaHE ¢ €AHOKpAaTHa HapacTBaiua A03a. Jpyru KIHHHYHO 3HAYHUMH HEXKEJIaHH
peaKLMH, KOMTO MOFAT Ja C€ MPOABAT MPH NPEAO3UPaHe, BKIIOYBAT JUCITHEA W BEHTPHKYJ/IAPHH May3H (BXK.
TouKa 4.8).

B cnyuail Ha npeno3upaHe, MoraT Aa ce NMpOABAT rOpPe CIIOMEHATHTE MOTEHLHATHM HEXENAHH JIEKAPCTBEHH
peakuuu H TpadBa aa ce uma npeasua EKI MmouuTopHpane.

KbM MOMeEHTa He € M3BeCTEH aHTHIOT Ha THKArpe/iop M THKArpejaop He ce auanuszupa (Bk. Touka 5.2). IMpu
Npefo3upaHe eYeHHeTo TpROBa sa ce NpoBeXAa B CHOTBETCTBHE C MECTHATA CTAHAAPTHA MEAMLIMHCKE
npakTuka, OuakBaHHAT ePEKT OT NPEROIUPAHE HA THKArPEJIOP € YABL/DKEHA [TPOAL/DKHTETHOCT Ha PHCKA OT
KBLPBEHE, CBBLP3aH ¢ TpomboLuTHOTO HHXHOHpaHe. TpaHcdysuaTa Ha TpoMBoOLMTHA Maca € MaIKO BEPOATHO
A3 MMa KIWHWYHA Noj3a NMpH MalMeHTH ¢ KbpBeHE (BxK. Touka 4.4). AKO ¢e NMOABH KbpBeHe, TpsOBa aa ce

MNpcaAnpyueMaT Apyrd noaxoaidliy noJabpaxKall MCpPKH.

5. ®APMAKOJIOTHYHH CBOHMCTBA
5.1 @apMakoaAHHAMHYHH CBOHCTBA

QapmakorepanesTHyHa rpyna: Muxuburopu Ha arperauysTa Ha TPOMOOLUMTHTE, C HIKITIOYECHHE Ha XEMapHH.
ATC xon: BO1AC24.

MexaHu3sM Ha JeHCTBHE
Codruka chbabpKa THKArpenop, peaCTaBUTE! HA XHMHYHHA KNac Ha unmonemmmuasononnpummunm

(CPTP), koHTo € nepopalieH, AUPEKTHO ACHCTBAll, CelIeKTHBEH H 00paTHMO CBBLP3Balll = nTopeH
aHTArOHWUCT, KOHTO npenorsparasa ADP-meauvpanara, 3asuceita ot P2Y:; tpomy .u Wi

arperauuys. TUkarpenop He nNpeaoTBpaTaBa CBbp3BaHeTo Ha ADP, Ho korarto ce CBLIA n'r tﬂg
Br3npenATcTBa ADP-wHAyuMpaHaTta CHrHanHa TpaHCAYKUMA. ThiH KaTo n #
HHULMUDPAHETO H/MIH Pa3BHUTHETO Ha TPOMOOTHYHHTE YCMOXKHEHHA Ha u. ephe :

: I-‘l,‘-‘-
.?-

X '*i‘ r’?‘s /
% /:@'
.&;
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N0Ka3aHO, 4¢ MHXMOMpaHeTo Ha TpoMOoUMTHaTa $YHKUMA HaAMaIfsBa PHCKA OT ChPAEYHO-CHAOBH ChOMTHS
kato cMbpT, MH wnu uHcynr.

Tuxarpenop cBWIO yBeAHuaBa JOKAIHUTE EHAONEHHM HHBA Ha aJeHO3MHA upe3 HHXUOHpaHe Ha
CKBHIHOpHpaLMA HyKiieosuaeH TpaHcnoprep-1 (ENT-1).

HokymenTHpano e, 4e npu 3apasu nvua ¥ nauveHtd ¢ OKC, THkarpenop ycwiBa clefAHMTe a4€HO3HH-
HHAYUMPAHH e(eKTH: BazoanaTalH s (M3MepeHa Ype3 YBEINUABAHETO HA KOPOHAPHHUA KPBBOTOK IIPH 3ApaBH
ncbposonud M nauMeHtu ¢ OKC; rnarobonue), HHXHOHpaHe Ha TpombounTHaTa PyHKuHKa (B YOBEIKA LiAJIA
KPbLB in viiro) W aucnHes. Bpob3kata Mmexay HaOnionasaHUTE YBEJIHHEHMA HA AACHO3MH M KIHHUYHUTE
U3X0aH, obaye (Hanp. 3aboeBaeMOCT-CMBPTHOCT), HE € KATEMOPHYHO H3ACHEHA.

dapMakoAHHAMHYHHK edeKTH

Hauano na deiicmeuemo

[Mpu nmauxeHTn cbe crabnina ncxemuuHa Gonect Ha cupuero (UBC), npuemamn ASA, Tukarpenop nokassa
Obp30 HacTbfBaHe HA (apMakKoIOrHyeH €geKkT, KOHTO ce NEMOHCTPHpA OT CPeJHOTO MHXHOMpaHe Ha
TpomboruTHata arperauns (MTA) oxono 41 % ot tukarpenop 0,5 uaca cnea npunoxenne Ha 180 mg
HacHwalla 103a, ¢ MakcuManeH egekt Bbpxy UTA 89 % 2-4 yaca cnea npuinokKeHHETO Ha H03aTa, KOUTO ce
3anbpxka Mexay 2 v 8 yaca. [Ipu 90 % oT naumeHTHTE 2 Haca cnea NPUIOKEHHETO Ha A03aTa TEPMHUHATHOTO
nukoBo UTA e > 70 %.

Kpau na oeucmsuemo
Axo e asupana CABG npoueaypa, pHCKBLT OT KbPBEHE, CBBP3aH C THKArpesop, € MosHIIEH B CPaBHEHHE ¢
KIOMUIOrpes1, KOTaTo TEPANMATa € NPeKpaTeHa no-Manko oT 96 yaca nmpeau npoueaypara.

Cmana Ha rexapcmeama

IlpeMHHABAHETO OT JICYEHHE C KIIOMMAOIrpen 75 mg KbM JledeHHe ¢ Tukarpenop 90 mg nsa mbTH QHEBHO
BoaAH o abconrorHo mosHwasaHe Ha UTA c 26,4 %, a npeMHHAaBaHETO OT JieYEHHE C THKArPEIOp KbM
neueHde ¢ xuonuaorpen Bogu ao abcomorHo noumxkasaHe HA UTA ¢ 24,5 %. [Naumenture moratr na
NMPeMHHABAT OT KJIOMHAOrpPEN KbM THKarpenop 0e3 npekbcsaHe Ha AHTUTPOMOOUMTHOTO AeHCTBHE (BXK.
TOYKa 4.2).

Knununyna edpuxacHocT ¥ DezonacHoCT
KnunuuHuTe gaHHH 32 €QUKACHOCTTE M 0e30MacHOCTTa HA THKArpesiop ¢a MOJYYEHH OT [B€ KIMHHYHH

H3nuTBaHHA ¢asa 3:

[Ipoyusanero PLATO [PLATelet Inhibition and Patient Outcomes (TpoMOouUMTHO HHXHOMpaHe U KIHHHYEH
M3XO0J1 3a MAUMEHTA)], CpaBHEHHE HA THKArpenop ¢ KIOMMWAOrpeN, U IBaTa npuiaraHi B koMOuHaimsa ¢ ASA,
M pyra CTaHJapTHa Tepanua.

* [Ipoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events in High-
RiSk AcUte Coronary Syndrome Patients (IIpeseHuus ¢ THKArpenop Ha BTOPHUHH TPOMOOTHYHH CHLOMTHS
NpH BUCOKOPHCKOBH NMALHEHTH € OCTBHP KOPOHAPEH CHHAPOM)], CpaBHEHHE Ha THKAIpesiop, KOMOHHUpAH ¢
ASA, ¢ Tepanus camo ¢ ASA.

IIpoyusane PLATO (ocmpu xopoHapru cunopomu)

[Ipoyysanero PLATO sxmouBa 18 624 nauueHTH, KOHMTO ca B 24-yacOBMA MNEPHOA OT HA4alloTO Ha
cuMniroMuTe Ha Hectabunua creHokapaus [UA], nHgapkT Ha mHokapaa 6e3 ST-enesauusa [NSTEMI] nau ¢
uHdapkT Ha MHokapAa cse ST-enesaumusa [STEMI], u koHTO MbpBOHAYAIHO Ca JEKYBaHH ME HTO3HO,

Knunuvna epuxacnocm

Ha ¢oHa Ha exeaHeBHO npunoxenue Ha ASA, Tukarpenop 90 mg aABa meT
NPEBBIXOACTBO CNIPAMO 75 Mg AHEBHO KJIOMUACTPES MO OTHOLIEHHE HA MpPEeBEHLM
Touka ot CC cmbpr, MH wam uucynt, ¢ pasnuka, npouanuszama or CC cMmb
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nosyyasat 300 mg nHarosapBaia no3a kionuvaorpen (Bb3moxHo € 600 mg, ako umar PCI) wiu 180 mg
TUKArpesop.

PesyaraThT ce nosisasa paHo (abcosorHa peaykuus Ha pucka [ARR] 0,6 % u oTHOCHTENIHA peayKLMS Ha
pucka [OPP] ¢ 12 % na 30-1 neH) ¢ nocrosHeH edekT OT JieYeHHEeTO M0 BpeMe Ha uLeaus 12-meceyeH
nepuo, aasaul ARR 1,9 % Ha roauna ¢ OPP 16 %. Tosa npeanonara, ye € noaxoasino naiydeHTUTE J1a ce
nekysar ¢ Tikarpenop 90 mg aBa nbTH AHEBHO 3a 12 meceua (Bx. Touka 4.2). JleueHueTo Ha 54 naiMeHTH ¢
OKC ¢ Tvkarpesiop BMECTO € KJIOMU/I0rpest e npeaoTspatd 1 arepoTrpoMOOTHYHO CHOUTHE; JIeYEHHETO Ha
91 nauuenTu e npeaorBpati 1 CC cmbpT (Bx. Purypa 1 v Tabauua 4).

TepaneBTHYHUAT edeKT Ha TUKArpesiop, HAJAXBBPJSLL TO3HW HA KJIOMHUIOIPe/l, WU3rJIex/1a CXOAE€H B MHOIO
MOArpYIH, BKJIKOYUTEIHO TEIJI0, 10/, aHaMHe3a 3a 3axapeH AuabeT, TpaH3UTOpHA UCXEMHUYHA aTaka WJIU He-
XEMOparH4yeH WHCYJT, WIH PpEBACKY/apu3alMsa; MNpH CbIbTCTBALLO JIEYEHHE, BKJIIOYBALIO XEMNapHH,
GplIb/Illa uHXHOUTOPH M MHXMOMTOPU HA NPOTOHHATA Nomma (BXx.Touka 4.5); NpyU OKOHYATE/IHA JMarHo3a
Ha nokaszare/HO cbOuTHe (STEMI, NSTEMI uau UA); v npu ruiaHupaHus npv paHjaoMu3auusaTa JieyeOeH
Noaxo/1 (HHBa3MBEH WJIM MEIMKAMEHTO3€eH).

YcraHoBeHO € ¢1ado CMrHU(UKAHTHO TEparneBTUHYHO B3aUMOAEHCTBHE B 3aBUCHUMOCT OT pPerMoHa, ChIJIaCHO
koeTo koepuumeHThT Ha pucka (HR) 3a mbpBHuyHaTa KpaiiHa TO4YKa € B 10/13a HAa THKArpeJop 3a ocTaHajiara
4acT Ha CBETa, HO € B 1noJi3a Ha kjaonuaorpen 3a CeBepHa AMepHuKa, KOATO cbheTas/isgBa npubausuresiHo 10 %
OT LsjaTa Mpoy4BaHa nomnyiauus (p-ctoMHocT Ha B3aumozuencTue=0,045). ExkcruiopaTopHuTe aHalu3M
npeanosiarat BEposiTHa Bpb3Ka ¢ J03ata Ha ASA, KaTo ¢ yBejM4yaBaHe Ha jo3ata Ha ASA ce HaOJiroaaBa
HamajleHa e(UKaCHOCT Ha THKarpejaop. XpoHH4YHaTa JHEBHA /103a ASA, KOATO /Ja CbITBTCTBA THKArpesop,
TpaOBa na Obje 75-150 mg (Bxk. Touku 4.2 u 4.4).

Ourypa | nokassa ouLEHKAaTa Ha PHUCKa 3a HACTBIBAHE HA NMbPBH HHLMEHT, BKIOYEH B KOMOMHMpaHaTa
KpalHa To4Ka 3a e()MKaCHOCT.

@urypa 1 — AHa/IM3 HA NbPBHYHATA KJIHHHYHA chbeTaBHAa Kpaiina Touka or CC cMmbpt, MU B HHCYy T
(PLATO)

134  ——— Ticagrelor ‘T) [864/9333]
g Clopidogrel (C) [1014/9291]
e 11.67%
11 I
s 10-
=~ 9
(49}
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- 6 -
e |
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2_.
e HR 959, ClI p-value
0- Tvs C 0.84 0.77, 0.92 <0.001
| ] 1 | |
0 60 120 180 240 300
N & ik JIHW OT paHaOMHU3aALIMATA
T 9333 8628 8460 8219 6743 5161
& 9291 8521 83672 8124 6650 5096

17



B cpaBHEeHHME ¢ KIONMIOrpe, THKarpe/Iop HaManaBa Y€CTOTarTa Ha HaCThIIBaAHE H& HHLIMAESHTHUTE , BJH3AUIH B
ChCTaBad HAa IThpPBHYHATA CbCTaBHA KpalHa To4yka- KakTo B nonyaaumsata ¢ UA/NSTEMI, Taka u B
nonynauusta ¢ STEMI (Tabnuua 4). Cnenosatento, Codruka 90 mg na msTH JHEBHO CbBMECTHO ¢ HHUCKA
nosa ASA moxe 1a ce uanoaspa npu nanueHTd ¢ OKC (Hecrabunxa cTeHokapans, MHoKapaeH uHbapkT 6e3
ST enepaums [NSTEMI] unu muokapacH ungapkt csc ST enesaumsa [STEMI]); BRIIOMHTENHO NauHEHTH,
NeKyBaHH MENHKAMEHTO3HO, W TIAUWEHTH, /IeKyBaHH C nepkyTaHHa kopoHapHa uHTepBeHuua (PCI) win
baitnac Ha xopoHnapHarta aprepus (CABG).

Tabnena 4 — ABaA3 Ha NHPBHYHE H BTOPHYHH KpaiigH Toukn 3a epuxacnoct (PLATO)

Tuxkarpesop Kiaonngorpen | ARR® OPP* (%) | p-cToliHOCT

9% mg aBa|75mg (Yo/yT) (95% CI)

AbLTH AREBHO eAROKPATHO

(% DanHeHATH | AHEBHO (%

¢bC ¢ch0HTHE) | MANHEHTH CBHC

N=9333 cnbuTHE)

N=9291

CC cmbpT, MU | 9,3 10,9 1,9 16 (8, 23) 0,0003
(¢ M3KITIOYEHME
Ha ,,Tux“ MH),
WIH HHCYAT
Hamepenne 3a | 8,5 10,0 1,7 16 (6, 25) 0,0025
WHBAa3HWBHA
Tepanus
Hamepenne 3a | 11,3 13,2 2.3 15(0.3,27) 0,0444"
NEeKapcTBEHa
Tepanus
CC cMBbpT 3,8 4.8 1,1 21 (9, 31) 0,0013
MU (c| 5,4 6,4 1,1 16 (5, 25) 0,0045
H3KIIOYEeHHEe Ha
,,THX MH)®
Hucyar 1,3 1,1 -0,2 -17 (-52, 9) 0,2249
Cmupt Oe3 | 9,7 11,5 2.1 16 (8, 23) 0,0001
3HAYCHH Ha
npuyuHa, MH
(¢ U3KIIOYEHHE
Ha ,,THx“ MH)
WIN HHCYT
CC cMBPT, | 13,8 15,7 2,1 12 (5, 19) 0,0006
0010 MU,
uHcyar, CPH,
PU, THUA wn
apyru ATC"
CMBpT b6ez | 4,3 54 1,4 22 (11, 31) 0,0003"
3HAYEHHEe  HAa
NpUYHHA
Hedunutusha | 1,2 1,7 0,6 32 (8, 49) 0,0123"
TpoMbO3a  Ha
CTEHTA

\ AL L
‘gﬁ.
* APP= abcomoTHa peaykuua Ha pucka; OPP= orHocHTeTHa peayxuna Ha pucka = (1-Koedw A PESEEE. X N %o

2 Ay
Otpruarensata OPP noka3sa OTHOCHTENHO YBENHYEHHE HAa PHCKA. A AT\
’ . Santh REAS —
S ¢ maxmoueHue Ha ,,THXx” MU. = %;‘;h, Ak
e A
% L gt
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~.\ - b‘ﬂ:‘\
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" CPHU=cepuo3na pexkypeHTHa HcxeMus;, PH=pexypeHrtHa wucxemusa; THA=TpaH3UTOpHA HCXEMHYHA aTaka;
ATC=aprepuanHo tTpombotHuHo crbruTHEe. Ob6wo MU Bkniousa ,,TuX” MU, kaTo zarara Ha CLOMTHETO € 3anazeHa Ha
AaTaTa Ha HErOBOTO YCTAHOBABAHE.

" HOMMHANTHA CTOMHOCT H& CHTHHUQHKAHTHOCT; BCHUKHM OCTaHalH ca GOpMaTHO CTATHCTHYECKH CHIHHPHKAHTHH MO
npeaeduHKUpaHo HepapXMUHO TECTBAHE.

PLATO zenemuuno noonpoyueare

Onpenensrero Ha CYP2C19 u ABCB! redHoruna Ha 10 285 naumentd B PLATO gaBa BB3MOXKHOCT 3a
acouMauus Ha reHOTHNHUTE rpynu ¢ pezyarature oT PLATO. [Ipeps3xoAcTBOTO Ha TUKArpenop Haj
KJIOMKACTpea MO OTHOLUEHHE Ha pedyKuysaTa Ha 3Ha4YMTeNHH CC cbOUTHA HE € CHTHUQUKAHTHO MOBIMAHO
or CYP2C19 win ABCBI reHotuna Ha nauuentute. [logobHo Ha wsnoctHoro npoyusaHe PLATO, Hama
pa3inKa MEXIy THKATPEJIOp W KIONOOrpeN npH 00IU0 3HAYMTEIHHTE XeMOopariyHy HUuHaeHTH B PLATO,
ebipexd reHoruna CYP2C19 unu ABCBI1. Hecebp3anoro ¢ CABG 3uauutenHo xbpBene B PLATO ce
NOBHUIIABA C THKACPENOp B CPaBHEHUE C KIONKAOrpea NpH NaumMeHTH ¢ ¢AuH unu noeye CYP2C19 anenu
cbC 3aryba Ha ¢yHKUHMS, HO € CXOAHO Ha KIOMHAOrpeNn MpH NMalMeHTH ¢ anen, KOWTo HaMma 3aryba Ha

dYyHKLHA.

Kombunupan noxaizamen 3a egpuxacrnocm u bezonacrocm

KombunupaHusT nokasaren 3a epuxkacHocT H HezonacHocT (CC cmbpT, MH, HHCYNT WK 00LIO 3HAYMTENTHO
kbpBeHe no gepunnumnia Ha PLATO) nokasea, ye nosisata oT NPUWIOKEHUETO HA THUKATPEJIOP MO OTHOLIEHHE
Ha ePHKACHOCT B CPABHEHHE C KIIOMHAOTPES HE C€ KOMMEHCHpa OT C/IyYauTe Ha 3HAUHTENHO KbpeeHe (APP
1,4 %, OPP 8 %, KP 0,92; p=0,0257) nang 12 mecena cnen OKC.

Knunuuna beszonacrnocm

XonTepoBo MOANpPOyYBaHE:

3a na MpOoy4aT MOABATA Ha BEHTPHKYNAPHHU MNMay3d W APYrd efM30AH Ha apUTMHA [10 BpEMEe Ha NMPOYyUBAHETO
PLATO, wacneaoBaresiuTe ¢a M3BbPLUMIIM XONTEP-MOHHTOPHpaHe Ha noarpyna ot 6nu3o 3 000 naumeHTH,
npubansurenHo 2 000 or KOMTO HMAT 3arucH, KakTo B ocTpara ¢asza Ha OKC, Taka ¥ Mecel [O-KBbCHO.
[IbpBuuHaTa MpocineasBaHa NMPOMEHIMBA € YE€CTOTATA HAa BEHTPHUKYJAPHHU NMay3H ¢ NMPOOBLIDKHTETHOCT = 3
CEKYHIH. BeHTpHKyNnapHHU nay3y pa3BHBAT [OBeue NMalMEeHTH Ha neyeHue ¢ Tukarpenaop (6,0 %), oTkonakoTo
TakMBa Ha neueHHe ¢ wionuaorpen (3,5 %) B ocrparta ¢a3za U crorsetrHo 2,2 % # 1,6 % caen 1 Mecen (8xk.
Touka 4.4). YBenu4eHMETO Ha BEHTpHKyJapHuTe nay3u B ocrtpara ¢aza Ha OKC e no-uspaseHo npu
nauMeHTHTE Ha THKarpeaop ¢ aHamHesa 3a XCH (9,2 % ¢ aHamHesa 3a XCH cnpsamo 5,4 % npu nauueHTH
Oe¢3 anamHe3a 3a XCH; 3a naunentHTe Ha xnonuaorpen, 4,0 % npu te3n cue capamo 3,6 % npu te3un Oe3
aHamHe3a 3a XCH). Tazu pasznuka He ce noaesBa 3a eauH mecell: 2,0 % crnipamo 2,1 % 3a maumeHTUTE Ha
THKArpenop, CbOTBETHO, Cb¢ M O3 aHamHe3a 3a XCH; u 3,8 % cnpamo 1,4 % 3a knonuaorpen. Tasu paznuka
HE € CBbP3aHA C HEXKEIAHH KIHHWYHH nocheArud (BKHOYHTENIHO MNOCTAaBAHE Ha NEWCMEHKbp) BLB
BBIIPOCHATA MOMYNALKA NMaLKEeHTH.

Ilpoyugare PEGASUS (anamuesa 3a muoxapoen ungapxm)

PEGASUS TIMI-54 e npoyuBaHe ¢ 2] 162 nauMeHTH, ¢ AM3aiH 3aBUCEL! OT HACTBLITMIHTE CHOWTHA,
paHIOMHM3UPAHO, ABOMHO-CAANO, 11aueb0-KOHTPOMUPAHO, MEXIYHApPOAHO MHOTOLEHTPOBO MPOYMBaHE C
NapaiesiHyd Py 3a OLCHKA Ha NpeBeHUMATAa Ha aTepoTPOMOOTHYHHM CHOMTHA € TUKArpesaop, npunaraH B 2
034 {90 mg apa mbTH AHeBHO MM 60 mg ABa MLTH AHEBHO) B KOoMOHHAUMA ¢ HHUcKa n03a ASA (75-150 mg),
B CpaBHEHME C Tepamnusa caMo ¢ ASA mpH nalueHTH ¢ aHaMHe3a 3a MU ¥ JOMBAHUTENHH PUCKOBH (PaKTOpH
3a aTepoTpombo3a.

[MauueHTH, NOAXOAALIM 34 BKAKOYBAHE B MPOYYBAHETO ca OMIM TAKMBA Ha BBH3PACT HA MM HEL-SQ roauHu, ¢
Hajid4ue Ha aHamHesa 3a MU (1 mo 3 roausw npead paHROMH3HMPAHETO) H Ha.nu TAWHS
CNEOHUTE PHUCKOBM (axkTOopu 3a arepoTpoMbo3a: BB3pacT = 65 roguHH, 3axgp€HSYide
MEIHKAMEHTO3HO JieueHHe, BTOpH npeawecteaml MU, naHHH 3a MHorocbaogyd J1P
O6LOpeuHa nHCHYHKUUA U3BBH KpaitHUA CTaduH.
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[TaumeHTHTE HE ca OMJIM NMOJAXOAALLM 3@ BK/IKOYBAHE B [POYYBAHETO, aKO ca MMAJIM TUlaHMpaHa ynorpeba Ha
P2Y|;-peuenTtopeH aHTaroHUCT, JAUITMPU/AMOJ], LIMJIOCTA30/1 WM aHTUKOAryjlaHTHa Tepanus 3a nepuvo/ja Ha
MPOYYBAHETO; AKO MALMEHTUTE Ca UMaJM HapyuleHHe, CBbpP3aHO ¢ KbpBEHE WJIM aHaMHe3a 3a UCXEMH4YEH
MHCYJIT WIH BBTPEYEPENHO KbPBEHE, TYMOP Ha LIEHTpaJiHaTa HEPBHA CMCTEMAa WJIM BbTpEuyeperiHa Ch/10Ba
aHOMaJ/IUsS; aKO MALMEHTUTE Ca MMAJIM CTOMALHO-YPEBHO KbPBEHE Mpe3 MnpejliecTBaiure 6 meceua WiM
rosisimMa ornepauus npe3 npeawecrsaiure 30 aQHH.

Knunuuna egpuxacnocm

Ourypa 2 - AHAJIM3 HA NbPBHYHATA KJIHHHYHA cbcTaBHa KpaiHa Touka o1 CC embpt, MU 1 nucyar

(PEGASUS)
11
Tukarpenop 60 mg --— [rauebo W
10 JABA ITHTH JHEBHO p s
bpoii 7045 7067 e
9 — [TaumenTn cbe cuOHTHE 487 (6.9%) 578 (8.2%) 2 -
KM% Ha 36-1u meceu 7.8% 9.0% i _
CHOTHOLIEHHE HA PHCKA P |
8 4| (95%ch 0.84 (0.74. 0.95) =
P-CTOHHOCT 0,043 = s~
ES
v
-
L
>
=
=
&
0 - T r T I I 1 | '. I I
0 120 240 360 480 600 720 840 960 1080 1200 1320
IIHK OT paHIOMM3aLMATA
N at risk
Ti 60 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710
Placebo 7067 6950 6842 6761 6658 6315 5876 4899 3646 2028 714
Tabauua 5 - AHA/IM3 HA NLPBHYHATA H BTOPHYHHTE Kpaiiuu ToukH 3a epukacHoct (PEGASUS)
Tuxkarpesiop 60 mg asa nbrun aneBHo | Camo ASA N=7067
+ASA N=7 045
Xapakrepuctuka | [launenTn KM % | HR [launentn | KM % P-CTOHHOCT
ChC (95 % CI) ChC
cbOnTHS ChbOMTHS
[ IbpBHUHA KpaiHa TOYKA
Tukarpesop 60 mg asa nbrH aneBHo | Camo ASA N=7067
+ASA N=7 045 /%\M
Xapakrepucruka | [Tannentn | KM % | HR [MaunenTn
ChC (95 % CI) ChC
ChbOHTHH ChOHTHS
CocraBHa or CC | 487 (6,9 %) | 7,8 % 0,84 (0,74, 0.95) | 578 (8,2 %)
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cMbupT/MHA

/MHCYAT

CC cMBpT 174 (2,5%) | 2,9% 0,83(0,68,1,01) | 210(3,0%) | 3,4% (0,0676
MH 285(4,0%) [4,5% 0,84 (0,72, 0,98) | 338(4,8%) | 5,2 % 0,0314
Hucynt 91 (1,3 %) 1,5% 0,75 (0,57,0,98) | 122(1,7%) | 1,9% 0,0337
BTopHuyHa KpaldHa TOUYKaA

CC cMBpT 174 (2,5%) | 2,9% 0,83(0,68,1,01) | 210(3,0%) | 3,4 % -
CMbpT mo | 289 (4,1 %) |4,7% 0,89 (0,76, 1,04) | 326(4,6%) | 5,2 % -
BCAKAKBA

NpUYHHA

KoedHuHEHTBT HAa PHCKE U p-CTOMHOCTHUTE Ca M3UUCACHH OTAENHO 33 THKArpenop cnpaMo tepanus camo ¢ ASA ot
MOoJen Ha MponopuuoHanHuTe puckose Ha Cox, Karo rpynara Ha JIeUEHHE € EIMHCTBEHATa EKCILTaHATopHA
MPOMEHIHUBA.

KM npoueHT, HIYHCIEH Ha 36-Ti Mecel.

benexka: 6poaT na mepBuTe CROMTUA 32 KOMNOHeHTHTE CC cMBpT, MU H HHCYNT e ae#icTBHTENIHMAT Opoit Ha IThpBH
cHOUTHUA 32 BCEKH KOMMMOHEHT H He ¢e aobaBg kbM Opos Ha cr0UTHATA B ChCTAaBHATA KpaliHa TOYKA

(s) [ToxasBa CTATHCTHUECKA IHAMHMOCT.

Cl=Hosepurenex uarepsan; CC=Copaeuno-cuaos; HR=Koeduunenrt na pucxa, KM=Kaplan-Meier, MU=Muoxapaen
uH$apkT; N=Bpo# nauneHTH.

HBere cxemu Ha neveHuUe ¢ THKarpeaop 60 mg nsa nbTH AHesHO W ¢ 90 mg ABa MbTU AHEBHO B KOMOUHALIMA
¢ ASA npepBbIXOKAAT CAMOCTOATENHOTO neueHHEe ¢ ASA MO OTHOIUEHHWE HA MNpPEeBEeHUHUATa Ha
aTepoTpoMboTHuHHTe CHOHTHA (CheTaBHA KpaitHa Touka: CC cMmbpt, MU M MHCYNT), € nocToAHEH edeKkT oT
fleYeHHETO npe3s Lenusa nepHoa Ha npoyusaHeTto, soaew A0 16 % RRR u 1,27 % ARR 3a tukarpenop 60 mg
115 % RRR u 1,19 % ARR 3a tukarpenop 90 mg.

Bunpeku ue npodunnre Ha epukacHocT Ha 90 mg u 60 mg ca nogobHH, MMa JaHHH, Ye MO-HHCKAaTa A03a € C
no-godsp npodpua HaA MOHOCHMOCT H 0e30MacHOCT MO OTHOLIEHWE HAa PHCKa OT KbpBEHE M JHCIHES.
CnenosarenHo, camo Codrvka 60 mg aBa MbTH AHEBHO, NPHJIOKEH €AHOBpEMEHHO ¢ ASA, ce mpenopbysa
3a peBeHLMs Ha arepoTpomboTuunn cbburus (CC cMbpT, MU M MHCYNT) NpH nauueHT™ ¢ aHaMHe3a 3a MU
U BUCOK PHCK OT pa3BHTHE Ha aTepoTpoMOOTHYHO CLOHTHE.

B cpaBHEHHE CBC CaMOCTOATENHOTO jaeucHHE ¢ ASA, Tukarpenop 60 mg agBa MbTH JHEBHO 3HAYHMO
NOHKKABA MbPBHYHATA cheTaBHAa KpalHa Touka or CC cMbpr, MM u uHCynT. BCeKH OT KOMMOHEHTHTE
AOTIPUHACA 3a HAMaNABaHE Ha MbpBHYHaTa cheTaBHa KpaiHa Touka (CC cmbpt 17 % RRR, MU 16 % RRR ¢
uHCYNT 25 % RRR).

RRR 3a cwcraBHaTa kpaitHa Touka oT 1 go 360 aen (17 % RRR) u or 361 aex Hatatek (16 % RRR) e
noaobHa. UMa orpaHuueHH 0aHHHK 3a ePUKACHOCTTA H O€30MacCHOCTTA HA YABJDKEHO JIEYCHHE C THKArpeaop
Haa 3 roauHAm.

Jluncsart gokazarencTsa 3a rosisa (He ce HabnroaaBa peayKUMS HAa IMbpBHYHATA ChCTaBHA KpaHHa TOvka OT
CC cmbpt, MH H HHCYAT, HO KMa NOBHILIABAHE HA YECTOTATA HA 3HAYUTENHO KbPBEHE), KOraTO THKarpeinop
60 mg nBa MBTH AHEBHO € NMPWIOKEH IPU KJIMHUYHO c¢TabWiHM nauMeHTH ¢ JaBHOCT Ha WH(apkra > 2
rOAMHHW WIM [oBeve OT eJHa TOAMHA cjen CnMpaHe Ha mnpeaxoaHoTo jaedeHHe ¢ AJlD-peuentoped
HHXHOUTOP (BXK. CBIIO TOUKA 4.2).

Kaunuuna bezonacnocm
YecToTaTa Ha NMpeyCTAHOBABAHE HA TepanuaTa ¢ THkarpenop 60 mg nopaau KbpBeHE M AKCH
npv nauudeHTu > 75 roguHu (42 %), B cpaBHEHHE C MO-MJaAU naiMeHTH (MHTepBan: 2
cnipamo wiauebo rpynara no-ronama ot 10 % (42 % cnpamo 29 %) npu nauuenTn > 7 gﬂ
[lenuarpuyna nonynaalus [ ]
B panaomu3upano, asokHocasno npoyuysaHe ®aza Il ¢ napanennu rpynu (HESTI
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nauMeHTH (Ha BB3pacT ot 2 10 noA 18 roauHH) CbC CHPNOBMAHOKIETbYHA HONECT ca paHNOMH3MpaHH Ja
nony4aBaT Wid niauedo, WiK THkarpenop B 203 oT 15 mg no 45 mg ABa MbTH QHEBHO B 3aBHCHMOCT OT
TEIECHOTO TerJ0. THKArpesop BOAH QO MeauaHa Ha TPOMOOUMTHOTO MHXHOHpaHne ot 35% npeau no3ara
56% 2 yaca cnen n03aTa NMPH CTALIMOHAPHO ChCTOSHHE.

B cpaernenue ¢ rurtauebo, HAMAa noa3a OT JEYEHHETO C THKArpenop NO OTHOLIEHWE HA 4YeCTOTATAa Ha
BA300KITY3UBHHTE KPU3H.

EBponefickara areHuMs no jekapctaara ocBoboiana OT 3aib/DKEHHETO 33 NMPEAOCTABAHE HA PE3yNTATHTE
OT nNpoy4BaHuATa cbC COPTHKA BBB BCHUKM NOATPYNH Ha NMEAHATPUYHATE NOMYNALMA 33 OCTPH KOPOHAPHHM
cuiapoMu (OKC) u aHamuesa 3a MuoxkapaeH uHdapkr (MH) (Bx. Touka 4.2 3a uMudopmauus oTHoCHO

ynotpeba B neqHaTpHATA).
5.2 ®dapMakoKHHeTHIHH CBONCTBA

Tukarpenop uma nuHeiiHa GapMakOKHHETHKA, a EKCTIO3MUKHUTE HA THKATPEIOP H aKTHBHHA MYy MetaGonuT
(AR-C124910XX) ca npuban3MTENHO MPONOPLMOHANHH Ha A03aTa Ao | 260 mg.

Abcopbuus
AbcopbuuaTa Ha THKArpenop € 6up3a, ¢ MeAHAaHA HA tmax NpHGAH3MTENHO 1,5 yaca. [IpeppbluaHero Ha

THKArpeaop B OCHOBHHMA UMpKyaupail metabonut AR-C124910XX (cbio aktHBeH) € 6B1p30, ¢ MeaHaHa Ha
tmax Npubnu3uTenHO 2,5 yaca. Cnes nepopaHO NPUAGKEHHE HAa eAWHMYHA 1038 ThKarpenop 90 mg Ha
rnaaHo npu 3apaBy aHLA, Cuax € 529 ng/ml u AUC e 3 451 ng*h/ml. CrotHOWIEHHATa METAOONHT/ OCHOBHO
BewwecTso ca 0,28 3a Cpax 1 0,42 32 AUC. dapmakokrHeTHKaTa Ha Takarpenop U AR-C124910XX npu
NalMeHTH ¢ aHaMHe3a 3a MH obukroBeno e noxobHa Ha Tasu B nomynauusta ¢ OKC. Bu3 ocHOBa Ha eauH
nonynaudoHeH GapMaKOKMHETHYEH aHa1M3 Ha npoyusaHeTo PEGASUS Menuanara Ha Cpaex HA THKArpenop
e 391 ng/ml n AUC e 3 801 ng*h/ml B cTaumoHapHo cheTosHKe 3a Tukarpenop 60 mg. 3a Tukarpenop 90 mg
Cmax € 627 ng/ml u AUC e 6 255 ng*h/m| B cTauMoHapHO cLCTOAHHME.

CpeaHara abcoymoTHa GHOHATMYHOCT Ha THKArpenop € u3ducieHa Ha 36 %. [IpueMbT Ha XpaHa ¢ BHCOKO
ChABPXKAHHE Ha Ma3HWHH BoAM 10 noBHuiapaHe ¢ 21 % Ha AUC Ha Tukarpenop #1 1o noHuwxkansase ¢ 22 % Ha
Cmax Ha aKTHBHMA MY MeTabosNT, HO He NORIMABA Cmax Ha THkarpenop win AUC Ha aKTHBHHA My
meTabonut. CMATa Ce, Y€ TE3U MAIKH NMPOMEHH C4 ¢ MHHUMAIHO KIMHHYHO 3HAYECHHWE, MOpaaH TOBA
THKarpenop Moxe fa ce npueMa cb¢ unu 6e3 xpaHa. Tukarpenop, KakTo ¥ aKkTHBHHUAT My MmeTabonuT, ca

cybcTparu Ha P-gp.

Tukarpesnop Bb8 BUA Ha CTPUTH TAOJIETKH, CMECEHH C BOJA, MPHIAraH NEPOPATHO HIIH YpE3 Ha3oracTpanHa
COHAA B CTOMAaxa, WMa cpaBHMUMa OHOHanUuHOCT ¢ uenuTe Tabaerkn no orHowenne Ha AUC u Cpy Ha
THKarpenop W akTUBHHUA My Mmerabonut. Havannara excrmosuums (0,5 u 1 4yac cnen npuwiokenue) or
CTPHTHTE TAONETKH THKArpesIop, CMECEHH C BOJI4, € N0-BUCOKA B CPABHEHHE C LIETUTE TAGNIETKH, C KaTO LSO
HAEHTHYEH NpogHI Ha KOHUEHTpaLHA cieq ToBa (ot 2 10 48 vaca).

Painpenenenue
B craumoHapHO ChCTOSHHE 00eMBT Ha pasnpesesieHHe Ha THKarpenop € 87,5 1. Tukarpesnop ¥ akTHBHHAT My
METa0OIIHT C€ CEBLP3BAT B 3HAYUTEIIHA CTEMEH C YOBELKKTE NNa3sMeHH npoterHH (> 99,0 %).

buotpaHcdopmaius

CYP3A4 € OCHOBHMAT €H3WM, OTrOBOPEH 3a MeTaGONM3HpaHETO Ha THKAarpeaop M o0palyBaHeTo Ha
aKTUBHHA MY MeTaloJWT, KaTto TEXHWTE B3aWMonedcTBusa ¢ apyrH cybcrpatu wa CYP3A Bapupar ot
aKTHBHpaHe X0 HHXUOHUpaHe.

OcHosauaT Merabonut Ha Tukarpenop e AR-C124910XX, kOHTO ChLLO € aKTHBEH — KOETO ce
in vitro cebp3BaHe ¢ TpoMbouuTHHs P2Y,; AJ[@-peuenrop. CHCTeMHaTa €KCNO3ML
metabonut € npubausurenno 30-40 % ot Tazu, NOayHEHa 3a THKArPENIOP.

EnWMUHUpaHE
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OCHOBHHMAT MBT 33 QTHMHHHPAHE Ha THKATpeslop € 4pe3 YepHoapoGHa TpaHchopmaumsa. [Ipu npunarane Ha
pPaaAHOaKTHBHO MApKMpaH THKAarpeaop, Cpe/IHOTO BL3CTAHOBABAHE HAa PAJUOAKTHBHOCTTA € NPUONH3NTENHO
84 % (57,8 % BbB ¢eueca, 26,5 % B ypuHaTa). KonHYeCTBOTO Ha THKArpeop H aKTHBHHSR MY MeTabOJHT,
KOHMTO C€ OTKPHMBAT B YpHHaTa, ca noa 1 % ot npuerara A03a. BeposTHO OCHOBHUAT ITHT HA EIMMHHUPAHE HA
aKTHBHHA MeTaboNuT e upes »urbuHa ekckpeuns. CpeaHHUsT ti2 Ha TUKarpenop € npubausuTenHo 7 uaca, a
Ha aKTUBHHA MY MeTabonur — 8,5 uaca.

CneudanHy nonynaumu

Cmapuecka év3pacm

[lo-BHCOKH eKCno3HLMH Ha Tukarpesop (npubnuanTenHo 25 % kakTo 3a Cmax, Taka M 33 AUC) u Ha
aKTHBHHE MY MeTabonuT ca Habmoaaeauu rnpH Bb3pacTHU nauuedTH (> 75 roaund) ¢ OKC B cpaBHeHUE ¢
No-MJIaJAM TMAaLMEHTH OT MOMYJaUHOHHMA (apMAKOKHHETHYEH aHanu3. Te3ud paliMKM He Ce CMSATAaT 3a
KJIMHUYHO 3Ha4UMHU (BXK. Touka 4.2).

Ileduampuvra nonyrayus
Hannunu ca orpasdyeHH faHHH NPH JIEla CbC ChbPNOBHAHOKIIETRYHA GonecT (BXK. ToukH 4.2 1 5.1).

B npoyusanero HESTIA 3, npn nauxenTy Ha Bb3pacTt ot 2 no noa 18 roaunu ¢ Termo > 12 no < 24 kg, > 24
no < 48 kg 1 > 48 kg, € npunaraH THKarpesiop KaTo NEAMaTPHYHM AHCTIEPrypaiy ce Tabnerku ot 15 mg B
N03K chotBeTHO 15, 30 W 45 mg nBa mMbTH AHeBHO. BB3 OCHOBa Ha MOMyMALMOHEH (AaPMAKOKHMHETHYEH
ananus, cpenHata AUC sapupa ot 1095 ng*hVmL no 1458 ng*h/mL, a cpeanata Cnax Bapupa oT 143 ng/mL
no 206 ng/mL npu cTaUHOHAPHO CHLCTOAHME.

[lon
B cpaBHEHHE C Mbxe, MPHU XKeHH ca HabnroAaBaHM NO-BHCOKH €KCMO3MIIUH Ha TUKATpenop U Ha AKTHBHUA MY

MeTaboauT. Tean pa3nuky He ce CMATAT 32 KIMHHYHO 3HAYHMH.

bvbpeuno yepexcoane

B cpaBHeHMe ¢ Xopa ¢ HOopManHa O6uOpeuHa (QYHKUMA, NPH NALMEHTH ¢ TEXKO OLOpeyHO yBpexaaHe
(xpeaTHHHHOB KIHPBHC < 30 ml/min), eKCro3uUMATA HA THKArpeaop € Mo-HucKa ¢ npubnusurento 20 %, a
€KCTO3HULMATA Ha AKTHUBHUSA METabOIMT € No-BHcoKa ripubimusnTenHo cbe 17 % .

[lpn nauueHTH ¢ TepMuHaleH craavii Ha OnOpeuHo 3abonspaHe Ha xemoauanuia, AUC ¥ Cpax Ha
THKarpenop 90 mg, npwiaran B AcH 6e3 auanuza, ca ¢ 38% H 51% no-BHCOKM B CpaBHEHHME ¢ XOpa C
HopmayiHa 0b0peuHa dynkuus. [lonobHo noBuileHKe B excnio3uumaTa ce HabMOMaBa, KOraTo THKATPENOP Ce
npHiara HEMOCpEACTBEHO Npear Auanusara (cboTBeTHO 49% u 61%), KoeTo noka3Ba, He THKArpesop HeE Ce
auanuiupa. Excno3uuusaTa Ha aktuBHUA MeTabonauT ce noBuwara B no-Manka crened (AUC 13-14% # Crax
17-36%). E¢dexTpT Ha HHXHOMpaHe Ha TpombouuTHata arperaums (UTA) e HezaBHCHM OT Ananvzarta npu
MalHEeHTH ¢ TepMHHANIEH CTaaui Ha DLOpeuHo 3abonsesane U ¢ nogobeH npu xopa ¢ HopmanHa 6L6peuHa
dbyHKuMs (BXK. Touka 4.2).

Yeproopobro yepedcoane

B cpaBHeHME CbC CLOTBETCTBALLM 34paBy ACOPOBONLM, NPU NMALMEHTH C JIEKO HEpHOAPOOHO yBpekaaHe Cmax
H AUC Ha Tvkarpenop ca rno-BHcoku cboTBeTHO ¢ 12 % u 23 %, obaye UTA edexrnT Ha THKarpesiop e
nonoben B gsete rpynd. He e HeobxoauMo kopuripaHe Ha 103aTa NPH MAUWEHTH C JIEKO YepHOAPOGHO
yBpexaane. Hama rnpoyyBaHus ¢ THKArpenop NpH MaUMEHTH ¢ TEXKO 4epHOAPOOHO YBpEXIaHe W JIMICBA
¢dhapMaKkOKMHETHYHA WHGOpPMaUMA NPH MAUMEHTH C YMEPEHO UepHOApPOOHO yBpexaaHe. [pu—smuguTy C
YMEPEHO WIH TEXKO MNOBHILEHWE HAa €AMH WIH noBeude uepHOApoOHW dyHKUHOHANL /

H3XOAHO HHMBO, [UIA3MEHWTE KOHUECHTPALMK Ha THKarpenop ca oOMKHOBEHO NoaobHH 4 O-Bu( I \
B CpaBHEHHE C nauueHTHTe Oe3 u3axoaHo nosuuweHue. He ce npenopbuBa KOpUr .._,-~’! R}

MAUHEHTH C YMEPEeHO 9epHOApOOHO yBpexkaaHe (BxK. TOUkH 4.2 n 4.4).

. ‘1._,“‘. L :&é .
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Emnuuecka npunaonexcnocm

B cpaBHeHHe ¢ nauMeHTUTE OT EBPONECHAHATA paca, NaLMEHTHTE OT a3HAaTCKH MPOM3XO0J HMAT IMO-BHCOKA C
39 % cpenna 6uoHanu4HOCT. [lauMeHTHTE, KOHUTO ce CAMOOMPEAEIAT KATO YEPHOKOXKH, UMAT 18% no-HUcka
OHOHATHYHOCT Ha THKArpeJop B CpaBHEHHE C MAaLMEeHTH OT €BpoNeHgHaTa paca. B  KIMHHKO-
(papMakoorHyid npoyusaHus excrno3uuuATa (Cpax 1 AUC) Ha THUKarpesiop NpH SMOHLK € MO-BUCOKA C
npubnusurenso 40 % (20 % cnex kopekums cCOpAMO TENECHOTO TErji0), B CPABHEHHE C XOpa OT
eBpornexHaTa paca. Ekcno3uuyusTa rpy nauMeHTH, KOUTO ¢€ CaMOONpeAeAT KaTo HCMaHO WK NIATHHO THII,
e noao6Ha Ha Ta3u NpH NaUMeHTHTE OT eBPOTICHIHATA paca.

5.3 [IlpeaxnsnnuHu xannun 3a GezonacHoCT

[IpeAKNMHHYHHTE OaHHHU 38 THKArpejiop M OCHOBHHA MYy MeTabONMT He MMOoKa3BaT HENpUEMIIMB DHCK 3a
pPa3BHTHE Ha HEXKEJIAHH peakUHH MpPH XOpa Bb3 OCHOBA HAa KOHBEHLUMOHAIHH MPOYYBaHHS 3a
¢apmakonornuxa 6e30MacHOCT, TOKCHMHOCT MPH €AHOKPATHO W MHOTOKPAaTHO NPWIAraHE ¥ F€HOTOKCHYEH
NOTEHUHAI.

IlpH HAKONKO KMBOTUHCKH BHAA € HaDN104aBaHO CTOMALLHO-UPEBHO Apa3HEHE NMPH KIIHHMYHO 3HAYHMH HHBA
Ha eKcNo3HLHA (BXK. TouKka 4.8).

[Ipy XEHCKH MILXOBE, THKarpeaop BbB BHCOKM OO3M AESMOHCTPHpA MOBHILEHZ HECTOTA HA TYMOPH Ha
MaTKkaTa (aI€HOKApUMHOMH) H MIOBHUIEHA YeCTOTa HA 8JICHOMM Ha 4YepHHA Apol. MexaHM3IMBT 32 nosBa Ha
TYMOPH Ha MATKaTa BEPOATHO € XOpMOHa/IEH auchanaHce, KOHTO MoXe aa AOBEAE [0 MOsSBAa Ha TYMOPH NPH
w1bxoBe. MexaHM3IMBT 33 NOsBa Ha 4YepHOAPOOHM aneHOMHM BEPOATHO C€ OWDKH Ha crneuddHuyHa 3a
IPU3aYHTEe €H3UMHA HHAYKLRHA B 4YepHWAa apob. [lopaau ToBa ce cuMTa, 4Ye € MAIKO BEPOATHO
KapUMHOIN€HHHTE HAXOAKH Ja HMAT 3Ha4YeHHe 3a X0opaTa.

IIpy nnbxose ca HabmogaBaHH MHHMMAIHM aHOMAIMH HAa PAa3BHTHETO MIPH 1033, TOKCHUYHA 3a MaifkaTa
(rpanuua Ha Oe3onacHocT 5.1). Ilpu 3alium ce HabGmongasa eko 3abapsiHe HA YEPHOAPOOHOTO CH3PABAHE H
CKEJIETHOTO pa3BUTHE Ha (eTycHuTe MpH Malku Ha BHCOKa Ao3a, 6e3 na ce HabmoaaBa TOKCHYHOCT 3a
maiikara (rpaHdua Ha 6e3onacHocT 4.5).

Ilpoyusanus mnpH TUTLXOBE W 3aHLIH MOKa3BaT PENPOLYKTHBHA TOKCHYHOCT € JIEKO MOHIKABAHE Ha
HajJaBaHETO Ha TErJio NpuU Maixara ¥ HaMalneHa HeOHaTalHa XH3HECMOCOOHOCT M TErNo NpH pakKAaHETo,
che 3abaBgHe Ha pacrexa. Tukarpenop BoAH A0 HEPEAOBEH HMKLJ {OCHOBHO YABIKEH LHKBI) MPH KEHCKH
[LTbXOBE, HO HE MOBNHUABRA OOLIMA (QEPTWIMTET NPH MBKKH M XKEHCKH MIbXoBe. DapMakOKHHETHYHH
NPOYYBAHHR C PaJAHOAKTHBHO MApPKHUPAH THKArpe/iOp MOKAa3BaT, Y€ OCHOBHOTO BEIUECTBO H HEFOBUTE
MeTaboIHTH Ce EKCKPETHPAT B MJIAKOTO NpH IUTLXOBE (BXK. Touka 4.6).

6. PAPMAILIEBTHYHHX JAHHH
6.1 CnHCHK HA MOMOLIHHTE BEIECTBA

Anpo Ha Tabnerkara
Xunpomenosa 2910;
ManwuTon;

MukpokpucTanHa Uenysosa;
Harpues HYLIECTEH INIHKONAT;
Marde3ues cTeapar.

DOuimMoBO IOKpUTHE HA TabneTkaTa
Xunpomenosa 2910;

Turanor auokcua (E171);
Makporon 400;

Tank;
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YepsaeH xeneseH okcua (E172) (3a 60 mg punmupana tabnerka),
Xbat xkenesed okcua (E172) (3a 90 mg punmupaHa tabnerka).

6.2 HechrBMecTEMOCTH

Henpuwnoxnmo.

6.3 Cpok Ha rognoct

3 roauun

6.4 ChnennajnH YCJI0BHS HA ChbXpaHEeHHE

To3u nekapcTBEH NPOAYKT HE HIUCKBA CMeLIHATHM TEMNEPATYPHH YCIIOBUA 38 ChXPaHEHHE.
CovxpaHaBaliTe B OPHrMHAIHATA ONIAKOBKA, 3a /1a C€ MPEeANna3H OT CBET/IHHA.

6.5 Bna s chaALpPXAHEE HA ONAKOBKATA

[lpospauun PVC/PVDC/anymuuuesn Onuctepn u npospayHd PVC/PE/PVDC/anymuHuesn Onuctepw.
baucrepu B kKapTOHEeHH KyTHH OT 56 unu 60 Tabnerku.

He Bcyuku BHAOBE ONAakoBKM MOraT Aa 6b1aT mycHaTv Ha nasapa.
6.6 ChnenrajHA NpeaANa3’Rn MEPKH NPH H3XBbLPJISHE

Hensnom3paHHAT JeKapcTBEH NPOAYKT HIM OTNAALYHUTE MaTepHatu OT Hero TpabBa 1a ce U3XBBLPJAT B
CbOTBETCTBHE C MECTHHTE USHCKBAHMA.

7. IIPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

CO®APMA A]]
yn. Unuencko woce 16, 1220 Codus, buarapus

8. HOMEP(A) HA PASPELLIEHHETO 3A YIIOTPEBA

Per. Ne

9, JNATA HA ITIBbPBO PA3ZPEIIABAHETIONHOBSABAHE HA PA3SPEIIEHHETO 3A
YIIOTPEBA

Harta Ha mepBO pa3pelLuaBaHe;
IlaTa Ha nocieaHO NOAHOBARAHE:

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA
Hexemppu 2024
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