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2, KAYECTBEH U KOJIMYECTBEH CbCTAB ————

Bcsika punmupana tabnetka cbabpka 90mg Tukarpesop (ticagrelor).
3a MbJIHKUS CIIUCHK HA TTOMOILHHTE BELleCTBA BUXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®POPMA

dunmupana tabdserka (Tadbaerka).
Kpbriau, 1BOHHOM3MbKHAH, )KbJITH TaONEeTKH, C BTbOHATO penedHo o3HaveHue ,,90” oT e/lHaTa cTpaHa,

¢ AMaMeTsp 9 mm.
4. KJUHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA

OpeOpHTOH, NMPHIJIOKEH €IHOBPEMEHHO ¢ aueTnicanuuuiosa kucennHa (ACK), e nokasaH 3a
npejna3BaHe 0T aTepOTPOMOOTHYHH HHLIMAEHTH NPH Bb3PACTHH IMALMEHTH C
- ocTbp KopoHapeH cuHapom (OKC) nnu
- aHaMmHe3a 3a MUOKapeH uHpapkT (MHU) u BUCOK pUCK OT pa3BUTHE Ha
aTepoTPOMOOTHYHO ChOUTHE (BXK. TOUKH 4.2 U 5.1).

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

Lo3upoBka

[Tauuenture, npuemaiu OpeOpUTOH, TPAOBA CHLLO TaKa /a NpUeMaT HUCKa MoAAbpIKalla j103a ot 75-
150 mg ACK jiHeBHO, OCBEH aKO TOBa € U3PUYHO MPOTHBOINOKA3aHO.

Ocmpu KOPOHAPHU CUHOPOMU

Jleuenunero ¢ OpeOGputoH TpsOBa aa 3anoyBa ¢ eHOKpaTHa HatoBapsalia 03a ot 180 mg (aBe TabsieTku
ot 90 mg), ciea KoeTo ce npoab/rkasa ¢ 103a 90 mg aBa nbTH AHEBHO. | IpenopbyBa ce ne4eHHeTo ¢
OpeOputon 90 mg aBa MbTH JHEBHO JAa npoab/iku 12 Meceua npu naumeHTH ¢ OKC, ocBeH ako HsAMa
KJIMHUYHHU NMOKa3aHUs 3a NPEeKbCBAHE HAa npuema (BX. Touka S.1).

Moske na ce oomucau npeycradosaBaHe Ha ACK cnen 3 meceua npu naumeHtd ¢ OKC, kouTo ca
NPeTbPIs/IK NepKkyTaHHa KopoHapHa uHTepBeHUMs (I1KHW) U iMaT noBuilieH pUCK OT KbpBeHe. B TO3H
cllyyail mpuemMbT Ha TUKArpesaop, Kato €eAMHHYHA aHTHarperaHTHa Teparus, TpsoBa J1a npoabJiKu

0 mecena (Bxk. Touka 4.4).

Anamuesa 3a Muoxapoen uHpapkm
OpeOputoH 60 mg aBa MbTH AHEBHO € NpenopbyMUTEIHATA 103a, KOraTo € HE0OOXOAUMO Y IBJIKEHO

JIeYeHHe Ha NalHeHTH ¢ aHamHes3a 3a MU ot noHe eaHa roauMHa U BUCOK PUCK OT aTepOTPOMOOTHHYHO
cbOUTHE (BK. TO4Yka 3.1). Jleuennero moxe aa Ob/e 3ano4yHaTo 0e3 npeKbCBaHe, KaTo Npoab

midocdar (A/1P) peuentoped HHXHOUTOP npu nauueHTn ¢ OKC 1 BUCOK pUCK OT aTep
cbOuTHeE. JleueHuero Moxke Ja Obje 3ano4HaTo CbUlo U A0 2 roauHd oT MU unu 10 en




cnupade Ha npeAwecTraloTo Jevyenne ¢ AJld-peuentopen nHxubuTop. MMa orpaHrucHn 1aHHy 3a
edHKacHOCTTa H 0e30MacHOCTTa Ha YALJLKEHO JIEUEHHE C THKarpenop Hal 3 roAvHH.

AKO e HeoDX0auMa CMAHA Ha TepanusaTa, mbpsara Ao03a OpeOpuToH TpsOBa aa Onae npunoxeHa 24 yaca
cliell NOCIEAHATA A034 HA APYTNOTO aHTUTPOMOOTHUHO J1€KapCTBO.

IIponycrama 0o03a

Coblio Taka Tpa0Ba Aa ce W3baraa nponyckaxero Ha Tabnerka. [launeHT, XoHTO € NponycHan Aa npueMe
ao3ara cH OpeSpuToH, TpaOBa Aa npueme caMo elHa Tabnerka (cneasalliaTa CM 103a) B 4aca, B KOHTO
obuvaliHo 1 npuema.

Cneyuannu Ronyaayuu
Cmapuecka ev3pacm
[Tpu nauMeHTH B cCTapyecka Bh3PacT He ce HaJlara KOpeKkius Ha fo3aTa (BXK. To4ka J.2).

bvbpeuno yapesxcoane
[Ipu nauneHTH ¢ 6BOpeyHO YBpeXKAaHE HE € HeobXOAMMA KOPEKIHA Ha J03aTa (BXK. ToukKa J.2).

Heproopobuo yepeosicoane

Tukarpesop He € NPOYUBaH NPH NALUEHTH C TEKKO YepHOAPOOHO YBPEXKIAHE H NOPAAY TOBA,
ynorpebaTra My OT TE€3H NaLUEHTH € NPOTHBOINOKAa3aHa (BX. Touka 4.3). UMa camMo orpanyycHa
HHOpPMAaLIHA NPY NAUKHEHTH ¢ YMEPEHO YepHOApoOHO yrpexaane. KopurupaHne Ha no3ara He ce
Mpenopb4Ba, HO THUKArpenop TpadBa Ja ce M3MON3Ba C NOBULUICHO BHUMaHue (BXK. TOUkH 4.4 n 5.2).
[1pu nauyeHTH ¢ n€Ko YepHOoApOOHO yBpeXKaaHe He e HeoOX0oAUMa KOpeKLKs Ha fo3aTa (BX. ToOYKa
5.2).

Ieouampuuna nonyaayus
BesonacHoCTTa H e(pMKACHOCTTa Ha TUKArpenop NpH Aela Ha Bb3pacT noA 18 roauHn He € yCTaHOBEHa.

Hsama ¢cboTBeTHA ynoTpeba Ha THKArpenop npu Aela cbC ChPNOBHIAHOKIETYHA OOJIECT (BXK. TOUKH 3.1 H
5.2).

HauyKH HA NpUIOKEHHE

3a mepopanHo NPHACKEHHUE,

OpebpuToH MOXeE Aa ce npHeMa cbe Wik 6e3 XpaHa.

[Ipn nauueHTHTE, KOHTO HE MOTAT Aa NpermbLUIaT usna(lenu) Tadbaerka(u), rabneTkure Morart Ja Obaar
CTPHTH Ha (PHH Ipax, Ja ce CMECAT ¢ NOJIOBHMH Yallla BOAA M Aa C€ M3NMAT BeJHara. HYaara tpabpa na ce
M3MJIaKHE C OLUE NOJIOBHH 4allla BOJA H ChABLPKUMOTO [a ¢€ Hanue. CMeCcTa MOXKE A C€ Mpuara Cbllo U
ype3 Haso-racrpanta conaa (CHS8 unu no-ronama). BaxxHo € Ha30-racTpaiHaTa COHAA Aa CE€ NMPOMHE C
BOJA CJie]l NPHIIOKEHHETO HAa CMECTA.

4.3 IlpoTuBOonoKa3anug

* CBpbX4yBCTBUTENHOCT KbM @KTHUBHOTO BELUECTBO WU KbM HAKOE OT NOMOILUHHTE BELLECTBRa,
n30poeHH B Touka 6.1 (Bxk. Touka 4.8).

*  AKTHBHO faTOJOrA4YHO KbpPBEHE.

*« AHaMHe3d 33 MHTpakpaHHanHa xemoparus (Bx. Touka 4.8).

* Texxko yeproapobHO yBpexaaHe (BxK. ToukH 4.2, 4.4 n 5.2).




 (CBLBMECTHOTO NPHNOKEHHE Ha TUKArpenop ¢ MolHH HHXHOuTOpH HAa CYP3 A4 (nanp.
KETOKOHA30J1, KIADUTPOMHUHKH, He(a300H, pUTOHABUP U aTa3aHABHP), TBH KATO MOXKE Na AOBEIC
10 3HAYWTEHO MOBHILEHHE HAa EKCNO3KUIUATA HA TUKarpenaop (Bx. Touka 4.3).

4.4 CnenHajJHR OpeAYNPEXACHAS H NPeANAZHH MEPKH PH ynorpeda

Puck ot kbpBEHE

[punoxkeHUETO Ha THKArPEIOp NPH NALHEHTH C H3BECTEH NMOBHIIEH PHCK OT KbpBeHe TpAOBa na ce

MpeLeHH CIPsSMO MOJI3aTa MO OTHOLIEHUE Ha MPEANa3sBaHETO OT aTEPOTPOMOOTHYHY UHLMIACHTH (BXK. -

ToukH 4.8 ¥ 5.1). AKO e KIHHMYHO NoKa3aH, THKArpenop TpadBa Aa ce mpuiara ¢ MOBHILEHO BHUMaHHE

[IpH CNEAHHTE IPyNH NALHEHTH:

« [JauMeHTUTE CbhC CKAOHHOCT KBM KbpPBeHe (Hanp. Nopajy CKOpPOLUHAa TpaBMa, onepals,

HapYlUeHUA B KPbBOCHCHPBAHETO, AKTHBEH HIITH CKOPOWIEH CTOMAIIHO-YPEBEH KPbBOH3IMB) HJTH
Te3: KOHTO €a C NOBHLIEH PHCK OT TpasMa. [IpunoxeHHETO HAa THKATPEIOp € NPOTUBONOKA3aHO
MpY NaLMEHTH ¢ AKTHBHO NNAaTOJOTHYHO KbPBEHE, NPH TaKMBa ¢ aHAMHE3a 3a HHTpaKpaHHalHa
XeMOparia 1 NpH Nal{ieHTH ¢ TEXKO YePHOAPOOHO yBpexaaHe (BX. TouKa 4.3).

« [lauMeHTH, NpHEMALIH €IHOBPEMEHHO JIEKAPCTBEHH MPOAYKTH, KOHUTO MOTAT Ja MOBUILIAT PHCKA OT
KbpBeHE (Hanp. HeCTeEpPOuIHH npoTHBOBb3nanuTenHu cpeactea (HCIIBC), nepopannu
AHTHKOAryNaHTH WU GUOPHHOIUTHIIM) B pAMKHKHTE Ha 24 yaca oT IpHEMA Ha THKarpenop.

B aBe pasgoMusupanu koHTpoaupaHy npoy4uBaHus (TICO 1 TWILIGHT) npu nauuentu ¢ OKC,

kouTo ca npeMuHanu [1KH npoueaypa ¢ MEAUKAMEHT-HITBYBALY CTEHT C€ BHIK/A, Y€ NPEKbCBAHETO Ha
ACK cinen 3 mecena ABoilHa aHTHAarperadTHa Tepanus ¢ tTukarpenop n ACK u npoasnxkaBaue ¢
THKArpenop, KaTo elMHHYHa aHTHarperanTHa tepanus (EAT) 3a 9 u 12 Mecela, pecrieKTHBHO BOJH A0
HaMallaBaHe Ha PHCKa OT KbPBEHE H HE € HaObNMi0AaBaHO NOBHIIABAHE HA PHCKA OT CEPHO3HU HEXENaHH
cbpAevHOCLA0BU ¢HOUTHA (MACE) B cpaBHEHMe ¢ npoAb/KaBaHe Ha ABOHHA aHTHAIPEraHTHA Tepanus.
PemienneTo 3a npeycraioBaBaHe Ha ACK cnen 3 mecena u npoab/iKeHHe © THKArpeaop, KaTo €AHHHYHA -
aHTHArperaHTHa Teparnus 3a 9 MeceLia NpH NalLHEeHTH C NOBHLIEH PUCK OT KbpBeHe, TpAbBa Ja ce
OCHOBaBa Ha KJIMHHUYHA NpELEHKa, KaTO ¢€ UMa NPEeIABUA PHCKDLT OT KbPBEHE CTIPAMO PHCKa OT
TPoMOOTHUHM CHONTHA (BX. TO4Ka 4.2).

TpancdysuaTta Ha TpoMOOLIMTHA Maca HE 00pbILa aHTHTPOMOOTHUHHA €dEKT Ha THKArpenop Np4 31pasu
J00pOBOJILK H € MAJIKO BEPOATHO Aa UMA KIIHHHYHA [10J13a NPH NaLlHEHTH ¢ KbpBeHE. [loHeXe

e JHOBPEMEHHOTO NMPHIIOKEHHUE HAa THKArpeaop ¢ Ae3MONPECHH HE CKbCABA BPEMETO Ha KbPBEHE,
BEpOATHO Je3MONPECHH HAMA Na ObAe edUKaceH 3a OBIaASBaHEe HA KPbBOHIIUB (BXK. TO4YKA 4.5).

AHTHPHOPHHONUTHYHOTO JiIe4yeHHe (AMHHOKAMIPOHORA HITH TPAHEKCAMOBA KUCEIUHA ) H/HIIM TeparuaTa ¢
pekoMOHHaHTEH ¢dakTop Vila Morat na yCKOpAT KPbBOCHCHPBAHETO. [ IpHEMBT Ha THKArpenop MOXxe aa
ce Bb30OHOBH clie] KaTo NPHYKMHATA 34 KbPBEHETO € OTKPHTA H TO € OBJIaAsSHO.

Onepauuu

[lanrenTHTe TpAOBa Ba ObAAT NOCHLBETBAHH Aa HHGOPMHPAT JIEKAPUTE W CTOMATONIO3UTE CH, Y€ PHEMAT
THKarpenop, npeiu Ja UM Obje Ha3Ha4YeHa HAKAKBA XMPYPrH4Ha UHTEPBEHLMA H NPEAM 1a 3aN04YHAaT Ja
NPUEMAT HOB JIEKapCTBEH MPOAYKT.




[Tpu nauuenTuTe ot npoyuBadeTo PLATO ¢ HanpaseH kopoHapHo-apTepHaiieH Oainac (KAB), npu
THKarpesnop ce Habnroaaea Nopeye KbpBEHE OTKOJAKOTO NIPH KJIOMKHAOTPe, KOTraTo € CnpsH 1 fieH npeay
onepaius, Ho CXOAHA YeCTOTa Ha 3HAYMTENIHO KbpBEHE, B CPaBHEHUE C KJIONUAOrpeN, CIEH CIIHPAHE Ha
JevyeHHeTo 2 MK NOBeYe AHH Npeau onepauus (BX. Touka 4.8). AKO MALUHEHTBLT MOMAJIEKH Ha TUTAHOBA

onepanms U aHTHAIPEraHTHUAT e(DeKT € HeXENaH, THKarpenop Tpadea aa ce cnpe 5 AHH Npelu
XHPYpPrayHaTa HHTEPBEHLINA (BXK. TO4Ka J.1).

[lauHeHTH C NpeALIeCTRALl HCXEMUHMEH HHCYNT
[Tauuentn ¢ OKC ¢ npealuecTrall HCXEMHUYEH HHCYNT MOrar Aa ObJaT NekyBaHH C THKaArpeaop B

npoJbiieHue Hali-MHoro 10 12 Meceua (npoyysane PLATO),

B PEGASUS nanueHTH ¢ aHaMHe3a 3a MU ¢ npeauuecTBan] HCXeMHHYEH HHCYIIT HE €A BIUTFOMBAHH.
[Mopaau TOBa, Npy NUICA HA JaHHH, JICYEHME NIOBEYE OT €Ha MoAHHa HE ce Npenopbysa NpH TE3H

NaurucCHTH.

YepHoapobHo yBpexaaHe

Ynorpebara Ha THKarpesnop e NPOTHBONOKa3aHa NP MALHEHTH C TEXKKO YEPHOLPOOHO yBpexkiaHe (BxXK.
ToukH 4.2 v 4.3). KMa orpaHuueH ONUT ¢ TUKArpesop NpH MauMeHTH ¢ YMepeHO 4YepHOoApobHO
yBpexJaHe, Nopagyd TOBA NPH TE€3H MAUHEHTH C€ NPenopbyusa NOBUIICHO BHUMAHUE (BX. TOUYKH 4.2 ¥

5.2).

PHCKOBHM 3a pa3sBUTHE HA OpaauMkapAus NaUUeHTH

Xonrep EKI' MOHUTOpHpaHEe nOKa3Ba [MOBHLIEHa YE€CTOTa NPESAUMHO Ha aCHMIITOMHY BEHTPHKYJ1apHH
naysM [0 BPpEME Ha JIEHEHHE C THKArPeaop B CpaBHEeHHeE ¢ knonuaorpen. [lanueHTiTe ¢ NOBKIUEH PUCK OT
pa3sdTde Ha Opajukapana (Hanp. NauHeHTH CbC CHHAPOM Ha OONIHHA CHHYCOB Bb3€n 663 neficMelikbp,
AV-6nok Il unu Il crenen, 1ay TakHea cbC CBLP3aHu ¢ OpaguKapAna CHHKOMH) Ca H3KJ/IIOUEHH OT
OCHOBHHTE [POYUBAHHS 3a OlleHKa Ha Oe30nacHOCTTa H e(dHKAacHOCTTa Ha THKarpenop. CnenropatenHo,
nopaan OrpaHUYEHNA KTHHHYCH ONHT, THKArpenop rpadpa Ja ce H3N0a3ea ¢ MOBULLIEHO BHUMaHUE MpH
Te3H NnanHeHTH (BX. ToMKka 3.1).

OcBeH TOBa, THKarpenop tpsdsa Aa ce npunara ¢ NOBULIEHO BHHMaHHE €IHOBPEMEHHO C JIeKapCTBEHU
NPOAYKTH, 33 KOMTO € U3BeCTHO, Ye HHAyuupar Opanukapans. B npoyusanero PLATO, obaue, He ce
HabnroaaBaT 10Ka3aTe/NCTRa 3a KIMHHYHO 3HAYMMH HEKENaHU PEaKUHH Clied CAHOBPEMEHHO
MPUAOKEHHE C €UH WIH INOBeYE JIEKapCTBEHH NMPONYKTH, 38 KOUTO € H3BECTHO, Y€ HHAYLMPAT
Opaguxapava (Hanp. 96 % Oera-6n0kepy, 33 % 6a0KepH Ha KANUHWEBHTE KaHANN AUNTHA3EM H
BepanaMui, ¥ 4 % nurokcut) (Bx. To4Ka 4.5).

[lo BpeMe Ha xonteposoTo noanpoyusaHe B PLATO, nopede nauHeHTd ca HManu BEHTPUKYNAPDHH Nay3H
> 3 cexyHaH C TUKArpenop, 0TKOJIKOTO ¢ KJIOMKAOrPEN, no BpeMe Ha ocTparta ¢aza Ha TexHus OKC.
YBeNnHYeHHETO Ha YCTAHOBEHHTE C XONTep BEHTPHKYJIapHH Nay3d ¢ THKarpenop e OUio noBucoko npu
MalHeHTH ¢ XPOHHYHA CbpAeyHa HeaocTaTb4yHOCT (XCH), OTKOJIKOTO B LIANOCTHATA U3C/ieABaHA
nonyJjialus no speme Ha ocrpara ¢asa Ha OKC, HO He 4 Ha nbpBHUS MECEL HA JIEYEHHETO C THKArpenop
WJIM B CpaBHEHHE ¢ Kinonuaorpei. B Tasu nonynauns MalMeHTH He € HMAN0 HUKAKBH CTPAHHYHY
KJIHHHYHH TIOCNEACTBHA, CBBP3aHH € TO3H AUCOaNaHC (BKIHOUUTENHO CHHKOMN WM NOCTABIHE HA
nefRcMelkbp) (BXkK. ToYKa 5.1).

B nocrMapkeTHHrOBHUA NMEPHOA NPHU MAaLNEHTH, NPUEMALLH THKArpenop, ce cbodiiuasa 3a
H6panuapuTMus U AV-0ok (Bxk. Touka 4.8), npeauMHo npH naiteHTH ¢ OKC, npy kou




MCXEMHR H CHN'BTCTBALLO NPHIaraHUTE JIEKApCTBA, KOMTO HaMaIABaT ChPACYHATA YECTOTA UNH
3aCAraT ChPACYHATA MPOBOJUMOCT C€ ABABAT MOTEHIHAIHH cMYLUaBal (akTopu. KinHu4yHOTO
CHCTOAHHE Ha NAIMEHTa H CHbNLTCTBALLO NPUIAraHuTe eKkapcTBa TpAOBa Aa ObAAT pasriexAaHH KaTo
MOTEHLHAIHH NTPHYHHH 33 TE€3H CLCTOAHHUA, MPEAH Aa c€ KOPUIrHpa JISYEHHETO.

JlucnHes

Jucnues ce ¢boOllaBa Npy NauHeHTHTE, NeKyBaHH ¢ TUKarpenop. JlucnuesTa 0OMKHOBEHO € JieKa 10
yMepeHa 0 HHTEH3UTeT U YECTO OT3By4YaBa 0e3 HEOOXOAHMOCT OT NPEeKLCBaHe Ha neueHueTo. [Ipu
MalHEHTHTE C acTMa/XpoHHYHa 00cTpykTHBHA GenoapobHa 6onect (XObB) Moxe na uma nosBuuiIeH
aBCcoMIOTEH PUCK OT Bh3HHKBaHE Ha JUCNHeA ¢ THKarpenop. Tukarpenop tpabBa aa ce u3nonsea ¢
MOBHIIEHO BHHMaHKe NPH MalMEHTH ¢ aHaMHe3a 3a actMa H/uan XOBB. MexaHH3MbT BCe oLle He €
H3SCHEH. AKO NMAaLMEHTBLT CHOOLUY 3a HOBOBbL3HUKHANA, NPOABIXKUTENHA HIIH BJIOWIECHA JMCTIHES, TOBA
TpsOBa Ja ce H3CIEeABa LANOCTHO K aKo HE Ce TOJIePHpa, NeYSHHUETO ¢ TUKarpenop Tpabea aa ce cnpe. 3a
NONBJHUTENTHA HHPOPMALIKA BHXKTE TO4Ka 4.8.

LlenTpanHa cbHHa anHes

B mocTMapkeTHHIOBHA NEPUOA NPH NALHUEHTH, NPUEMALLH THKArpenop, ce chodllaBa 3a LieHTpanHa
CbHHA anHes, BKMounTenHo auuuade Ha Cheyne-Stokes. HpHi cbMHEHHE 3a LEHTPAIHA ChHHA allHEA,
TpAGBa Ra ce OOMHCIH JOMBJHHTENHA KNIHHHYHA OLIEHKA.

[loBHinaBaHe HA KpEATUHHHUHA
Husata Ha KpeaTHHHHA MOTaT Ja Ce MOBUILAT 10 BpeMe Ha JIEYEHUETO ¢ THKArpenop. MexaHu3MbT BCe

olile He e u3scHeH. bbOpeunara GyHkLusa TpsOBa Aa ce npoBepaBa CbINACHO CTAHAAPTHATA MEAUUHHCKA
npaxkthka. [1py nauvenTu ¢ OKC ce npenoppysa cbio jAa ce npopepu ObOpeyHaTa pyHKUMA €AHH MeceLl
c/ie 3ano4BaHe Ha JISYEHHKETO ¢ TUKArpenop, Karo ¢ obpuuia 0coOEHO BHUMAHHUE HA NAUUEHTH = 7
roAWHH, NALMEHTH ¢ yMepeHa/Texka Op0peyuna HeJOCTaTh4HOCT U TaKUBa, KOUTO NOJMy4YaBaT
ChLITHTCTBALIA TEPANHUA C aHMHOTEH3WH-pelenTopHH OnokepH ( APB).

YBEIHYaBAHE HA MMKOYHATA KHCEeNIHHA
XunepyprukeMus MOXe Ja Bb3HHKHE [10 BpeMe Ha jiedeHue ¢ THKarpesop (Bx. Touka 4.8). TpsaOpa aa ce

BHHMaBa MPH NallMeHTH ¢ aHaMHE3a 3a XHNEPYPHKEMHs MM riojarpoleH aprput. Kato npeanasHa Mapka
He ce HachbpuaBsa ynoTpebaTta Ha THKArpesop fpy NalHeHTH ¢ ypeMU4Ha HedponaTui.

TpomboTuuHa TpoMbouuToneHuuHa nypnypa (TTII)
TpomboTuuna TpombouuroneHiuHa nypnypa (TTII) ce cbobluaBa MHOTO pAAKO Npu ynoTpedba Ha
THKarpenop. Xapakrepusupa ce ¢ TPOMOOUMTONEHHA 1 MUKPOAHI'MONATHYHA XEMOIMTHYHA AHEMHA,
CBbpP3aHa C HEBPOJIOTHYHU HaxOAKH, ObOpeuHa aucyHKuus uiK Bucoka remneparypa. TTII e
MOTEHI{HANHO JIETANTHO ChCTOSIHUE, 3UCKBAUIO ObP30 IeHeHHe, BKIOHHTENIHO NtasMadepesa.

[loBnHsBaHE HA TECTOBETE 3a TPOMOOUMTHA DYHKIIMA IPH AUATHOCTHUHPAHE HA XENAPDHHUHAYHPAHA
TpombonTonenns (XUT)

[Ipu TecTa 3a xenapuH-HHAYLMpPaHa akTHBauHA Ha TpombounTiTe (XUTA), u3nonssax 3a
auarsoctuurpase Ha XHT, antu-tpombounter daxrop 4/xenapuH aHTUTENATa B CEpyMa Ha NaUMEHTA
AKTUBUPAT TPOMOOLIUTUTE HA 3ApaBH JOHOPH B MPUCHCTBHETO HA XEIIapHH.

DanuuBo orpunarestiy pesynratd 3a XUT npu Tect 3a TpoMOoLMTHA PYHKUHKA (KOSTO BKAKQUBA, HS
MOXe JIa He ce orpannyasa Ao Tect 3a XUTA) ce cboblasar npu nauueHTy, npueMallu zikargidibpty
Tosa e cBbp3aHo ¢ HHXUOUpaHe Ha P2Y |2-peuentopa BbpXy TpoMOOUMTHTE HA 34paBH /




THKArpenop 8 cepyMa/miasMara Ha nauueHnTa npu tecra. Mupopmanus 3a CbbTCTBALLA TEpPAIHS C
THKArPeop C€ M3MCKBA, KOraTo Ce& pa34yuTar TecToBeTe 3a TpoMOoLuTHATA dyHKUHA NPH
nvardocruunpase Ha XHT.

ITpu naupenTy, kouTo ca pazBuan XUT, CLOTHOLIEHHETO MON3a-PHCK OT MPOABJDKHTENHO JICUEHHE C
THKarpesop TpaOBa Aa ce OHeHH, KaTo ce B3eMaT NpeJiBHJ H npoTpoMOOoTHUHHA cTaTyc Ha XHUT u
NOBULIEHHA PUCK OT KbPBEHE ITPU CHIIBTCTBALA TEPANHA C AHTHKOAI'YJIaHT K THKarpenop.

EE!FH

Ha 6a3a na nabmonasanata B PLATO Bpb3ka Mexay noaabpxkaiinara A03a ACK H oTHocHTenHara
e(PHKACHOCT Ha THKArPeSop B CPABHEHHE C KJIONHAOTPE, HE C€ NPENOPBYBA €AHOBPEMEHHOTO
NPUIOXKEHHE Ha TUKArpenop U Bucoka noaabvpkawa ao3a ACK (> 300 mg) (Bx. Touka 5.1).

PaHHO NpeycTaHOBsABaHE

PaHHOTO CIIMPAHE HA KOATO U /1a € aHTHArpPeranTHa Tepamnus, BKIIOYHTENIHO U ¢ THKArPeNnop, MOXe Aa
JoBeje A0 NOoBHlIaBaHe Ha pUcKa OT cbhpaeuHo-cbA0Ba (CC) cMbpT, MU Wi HHCYNT BCieaCTBUE HA
nojnexauloro 3abonasare Ha nauuenra. CnejoBatesHo, TpaOBa Aa ce H304rBa NPeXAESBPEMEHHO
CIIHpAaHE Ha TepanusaTa.

[ToMOLLIHH BELIIECTBA
ToBa nexkapcTBO ChABPAKA No-Maiko oT 1 mmol HaTpuii (23 mg) Ha TabneTka, TOeCT Ha NpakTHKa He
ChABPAKA HATPHH.

4.5 BsaumMogeiicTBHe ¢ APYTH JeKapCTBEHH NPOAYKTH H APYTH GopMK HA B3aHMOAeHicTBHE

Tukarpenop e npeau Bcuuko cybctpar Ha CYP3A4 u cnad nHxudbutop Ha CYP3A4. Tukarpenop e ¢bio
cyOcTpat Ha P-rnkkonporenna (P-gp) u cnad uuxudbutop Ha P-gp 1 MoXe Aa NOBULIH EKCITO3ZHUMATA HA

cybcTpati Ha P-gp. Tukarpenop € UHXHOUTOP HA TPOTEHHA HA PE3UCTEHTHOCT HA PaK Ha rbpAaTa
(BCRP).

EdekT Ha TeKAPCTBEHW U APYIH NPOAYKTH BbPXY THKarpenop

Huxubumopu na CYP3A44
o  Mowru unxubumopu na CYP3A4 — eJHOBPEMEHHOTO NIPUNOKEHUE HA KETOKOHA30J C TUKArpesop
BOJH 10 noBuiaBaHe Ha Cpax H AUC Ha THKarpenop, ¢CboTBeTHO 2,4 mbTH U 7,3 MbTH., Cax ¥ AUC
Ha aKTHBHHSA MeTaBOoJIMT ce NOHMXABAT, ChbOTBETHO ¢ 89 % u 56 %. Oyaksa ce n Apyru MOLLHH
HHXHOuTOpH Ha CYP3 A4 (kxnapdTpoMUUMH, HEDA3OA0H, DUTOHABUP H aTasaHaBHP) Aa Umar
CXOOHU €DEKTH, U NOpaaH Ta3H NPUYHHA, CHOBTCTRALIOTO NPUIOKEHHE Ha MOlHH CYP3A4
UHXHOHUTOPH C THKArpenop € nNpoTHBONOKa3HO (BXK. Touka 4.3).

»  Vmepenu unxubumopu na CYP3A44 — eRHORPEMEHHOTO NMPHI0XKEHUE Ha JHITHA3EM C THKArpeyop
nosuasa Crax HA THKarpenop ¢ 69 %, a AUC - 10 2,7 0bTH 4 NOHUKEBA Cax HA AKTHBHUA
meTtabonut ¢ 38 %, nokato AUC ocTapa HenpoMeHeHa. THKarpenop He OKa3Ba B/INAHHE BbpPXY
naasMeHaTa KOHUeHTpaluus Ha guntiazeM. Ovaksa ce gpyrute ymepeHu uuxuburopu Ha CYP3 A4
(Hamp. aMnpeHaBHp, alPENIMTAHT, EPUTPOMHLHUH H BNYKOHA301) Ja HMAT CXOfeH edeKkT U Cbllo Ja
MOTaT Jia c€ IPUNIAraT €AHOBPEMEHHO C TUKAIpesop.

« HabmozasaHa e 2 NbTH YBeiKUEeHA €KCNIO3HLIMA HA THKArpelop cje KOHCYMAaLMs §aPo
Konu4yecTsa cok ot rpefingpyt aHesHo (3x200 ml). Ta3u creneH Ha NOBHIUCHA € ~/- )
oyakBa Aa ObAe KIHHHYHO 3Ha4MMa 3a [TIOBEYETO NMaUHEHTH.




Huoyxmopu na CYP3A

EnHOBpeMEHHOTO NpUNIOXKeHHE Ha pidaMIIMLHH W THKArPENnop BoAY A0 NOHWKaBaHe HA Cmax ¥ AUC Ha
THKArpeyop CbOTBETHO CbC 73 % U 86 %. Cuax HAa aKTHBHHSA MeTa0ONUT He ce npoMens, a AUC ce
MOHHKaBa ChOTBETHO ¢ 46 %. Ouaksa ce Apyrute HHAyKTops Ha CYP3A (manp. denuTonH,
kapbamasenus ¥ heHo6apGHTAN) CHILO A MOHMKABAT €KCIIO3ULMATA HA THKArpeop.

EaHoBpEMEHHOTO MPHIOKEHHE HA THKArpeJop ¢ MOIWHU HHAYKTOPH HAa CYP3 A Moxe 1a MOHUKH
eKCMO3HIMATA H ePHKACHOCTTA HA THKArpelop, H NOpaaH Tasu MPUYHHA HE CE HaChpyara TIXHOTO
CbhIIbTCTBALLO [IPHAOKEHHE C THKArpesop.

Huxnocnopun (unxubumop na P-gp u CYP34)

EAHOBPEMEHHOTO MPHIIOKEHHE HA LMKNOCTIOPHH (600 mg) ¢ TUKArpenop BOJM X0 MOBHIIABAHE HA Cpax M
AUC Ha THkarpenop ¢»oTBeTHO 2,3 et M 2,8 bTH. [1pH HannuueTo Ha unknocnopu, AUC Ha
aKTUBHHS MeTabonuT ce noBuinana ¢ 32 %, a Crax Ce MoHKWkaea ¢ 15 %.

Hsama HanuuHK JaHHH 32 eAHOBpeMeHHaTa ynoTpeba Ha THKarpenop ¢ Apyru akTHBHH BEILECTBA, KOHTO
CBILO Ca MOLIHH HHXHOUTOPH Ha P-gp M yMepeHu uuxubutopu Ha CYP3 A4 (Hanp. BepanaMun,
XUHHAYH), KOHUTO CBLUO MOraT /1a NOBUIIAT EKCNO3KLMATA HA THKArpenop. AKo KOMOHHaLUATa HE MOXe
Ia Obae u3berHara, TAXHOTO eIHOBPEMEHHO MPHJIOKEHHUE TPAOBA Aa C€ U3BBbPLUBA ¢ MOBHLUCHO
BHHMAHUE,

lpyeu

KAuMHHYHHTE NpOYyHBaHHS 3a GApMaKOJOrAH4HH B3aUMOACHCTBHA MOKa3BaT, Y€ €JHOBPEMEHHOTO
NPUIKEHHE HA THKArpenop ¢ xenapHH, cHokcanapuH H ACK WK 1e3MONpecHH He OKa3BaT
Bb3AcHCTBHE BEPXY hapMakOKMHETUKATA HA TUKATPENOP UAH AKTUBHUA My MeTabONHT, HIIH BbPXY
AJld-uuayurpanara TpoMOOUUTHA arperauus, B CPABHEHUE C TUKATPENOP, MPUII0KEH CAMOCTOSTENHO.
AKO € KNHHHYHO [TOKA3aHO, 1eKapCTBeHH NPOAYKTH, KOUTO U3MEHAT XeMocTasara, Tpabea Ja ce
W3NOJ3BAT C NOBUUICHO BHUMaHKE B KOMOMHAUMSA C THKArpenop.

HaGmonapaHa e 3abaBeHa U MOHHKEHA €KCNO3ULUMA Ha [TepopanHi HHXHOUTOpU Ha P2Y |2, BKIIOYHTENHO
THKAI'pesop U HeroBusa akTHBeH Metabonut npH nauveHtn ¢ OKC nekyBanu ¢ MmopduH (35%
MOHWUKABAHE HA eKCNO3HLHATA Ha THKarpesnop). Toea B3auMOACHCTBHE MOXKE 14 € CBBP3AHO ¢ HaMaJleH

CTOMALIHO-YPEBCH MOTHJIHUTCT U a4 CC OTHACA 3a APYI'H ONIHOHAH. KnvHHYHOTO 3HauYeHHe € HCH3BCCTHO,
HO JAHHUTE NOKA3BaT NOTEHL KAl 38 HAMAJICHA EllJHKﬂCHDCT Ha THKArpeaop Nnpy NMalHeHTH C

eHOBPEMEHHO NMPpUIoKeHUe Ha THKarpenop U mopduH. [Ipu naimenta ¢ OKC, npu KOHTO MOPOHUHBT HE
MOXeE 1ia Oblie CIpAH H Obp30TO HHXHOKpaHe Ha P2Y 12 € OT ChillecTBEHO 3HAYEHHE, MOXKe Aa ce OOMHCH
ynotpeba Ha napeHTepaseH HHXHOUTOP Ha P2Y ).

EdekTH Ha THKArpeaop BbPXY APYTH NEKAPCTBEHU NPOAYKTH

Jlexapcmeernu npooyxmu, xoumo ce memabonuzupam om CYP3A4

o Cumsacmamun — ¢ AHOBPEMEHHOTO MPHAOKEHHE HA TUKArpeJop CbC CHMBACTATHH BOAH A0
noBullaBaHe Ha Cpax H AUC Ha cuMBacTaTHH chOTBETHO ¢ 81 % n 56 %, kakTo H Ha NOBUIUABaHe
Ha Cmax W AUC Ha cMMBacTaTHHOBATA KHCENHHA ChOTBETHO ¢ 64 % u 52 %, KaTo B OTACIHH
CIy4au ce aocTura 2- 1o 3-KpaTHoO NoBuiuapaHe. ENHOBpEMeHHOTO NPHIIOKEHHUE HA THKarpenop u




edeKT BbpXY JioBacTaTuH. He ce npenopbuBa eAHOBpeMeHHaTa ynorpeda Ha THKarpenop cue
CHMBACTATHH H/IHM JOBAacTaTHH B A03H, HaABHINaBainy 40 mg.

*  Amopsacmamun — eJTHOBPEMEHHOTO NPHIIOKEHHE HA aTOPBACTATHH H THKArpeJIop BOAH 10
noBHilaBaHe Ha Crpax H AUC Ha aTOpBacTATHHOBATA KHCEJIMHA CBOTBETHO € 23 % U 36 %. CxoaHo
nosuimasaHe Ha AUC u Cpax € HabnoaaBaHO IIPH BCHYKH METabONUTH HA AaTOPBACTATHHOBATA
KHCeNnruHa. Te3u noBUIICHH CTOHHOCTH HE C€ CUHMTAT 3a KIUHHYHO 3HAUYUMH.

» He mosxe aa ce u3I04H NogobeH edexT ¥ BbpXy APYrH CTaTHHH, MeTaboausupaHu or CYP3A4,
[TauueHTuTe B npoyusaHero PLATO, xouTo ca nonyyaBaiu TUKArpenop, ¢a NpUeMany pasiMyHu
cTAaTHHH 0e3 ChobpakeHHe No OTHowEeHHe Ha 0e30NacHoCTTa Ha CTaTHHA Npy 93 % oT Koxoprarta

- Ha PLATO, xoaTo e npuemana Te3M JIEKapCTBEHH NPOAYKTH.

Tukarpenop e cnab6 nnxudburop Ha CYP3A4, EnHOBpEMEHHOTO NPUIOXKEHHE HA THKATPEJIop CbC
cyOctpard Ha CYP3A4 ¢ TeceH TepaneBTHUEH HHAEKC (HANDP. LUH3aNpHA HIIM eproalkajlouiv) He ce
Mpenopb4YBa, Thbil KATO TUKArPENOP MOXKE A4 NOBHILK €KCNO3HLHATA HA TE€3H JICKAPCTBEHU NPOAYKTH.

P-gp cybcmpamu (8K1104UMERHO QUZOKCUH, YUKNOCHODUH)

EaHOBpEMEHHOTO NPHNOKEHHE C THKArpenop BoAM A0 MOBHIIABAHE HA Cpax ¥ AUC Ha AHTOKCHH
CBOTBETHO CbC 75 % u 28 %. CpeannTe Hall-HUCKH HHBA Ha JUIOKCHH ce NoBuilaeart ¢ okono 30 % npu
eJHOBPEMEHHO MPUAOKEHHE ¢ TUKArpenop, KaTo B HAKOU OTAENHH CIIYyYau Ce OTYKUTAT MAKCHMYM
ABYKpaTHH MoBHLIABAHMA. B npuchcTBHETO HA AUTOKCHH Cmax H AUC Ha THKarpenop 1 akTUBHHA MY
MeTabOoNUT He ce noBnussar. CreaoBaTenHo, NpH eAHOBPEMEHHO NPUIOXKEHHE Ha THKarpenop ¢ P-gp-
3aBHCHMM JIEKAPCTBEHH MPOAYKTH ¢ MAITbK TepaneBTHYEH HHAECKC KaTO ZHTOKCHH, CE MpenopbyBa
NoAXOAALL KTHHHYEH /UK nabopaTopeH KOHTPOI.

Tukarpenop He 0Ka3lsa BIHAHNE BbPXY KOHUEHTpAUHATA Ha LMKIOCNIOPHH B KpbBTa. EQekTbT Ha
THKArpenop BupXy Apyry cyOcTpatu Ha P-gp He € npoyuBaH.

Jexapcmeenu npodykmu, koumo ce Mmemaborusupam om CYP2C9

EZHOBPEMEHHOTO NMPHIIOKEHHE Ha TUKArpenop ¢ TonOyTaMua HE BOAW AO NPOMAHA HA M1a3MEHUTE
KOHLIEHTPALMK Ha KOHTO M a € OT ABaTa NPOoAYKTa, KOETO NPEANONara, Ye THKArpeaop He € HHXHOUTOop
Ha CYP2C9 u e manko BeposaTHO na nopauapa meauupanua ot CYP2C9 merabonnzbM Ha nexapCcTBeHU
npoAyKTH kaTo BapdapuH U TonbyTaMuz,.

Pozysacmamun (BCRP cybcmpam

HokazaHo e, 4e THKarpenop noBHaBa Cmax Ha pO3YyBacTaTHH NpubAnsnTenHo 2,5 nutu 4 AUC
NpUONH3KUTENHO 2,4 TbTH, KOETO MOXE J1a JOBEAE N0 MOBHIIEH PHCK OT MUOTIATHS, BKIIOYHTEIHO
pabaomuonuiza. TpabBa aa ce OOMUCIAT NON3UTE OT MPEBECHUMATA HA FONEMH HEXENAHH ChPAEYHO-
ChAOBH CbOMTHA upe3 ynoTpebaTa Ha pO3YBACTATUH CNPAMO PUCKOBETE OT MOBUILLIEHH TNA3MEHH
KOHLEHTPAaLHH Ha pO3YBACTaTHH.

Hepoparnu xoumpayenmugu
EAHOBPEMEHHOTO MPHUIIOKEHHUE HA THKArPENop € NEBOHOPreCTPEN U €THHUA €CTPaano BOAH 10

NOBUINABAHE HA €KCIIO3HLHHMATA KbM €THHHN ecTpaauon ¢ npubnusurento 20 %, HO He NOBIKABA

(apmakokHHETHKATa Ha nieBoHoprecTpen. [1py eqHOBPEMEHHO NMPHIOKEHHE Ha JICBOHOPrecTpe U
€THHHI €CTPAJHOJ ¢ THKArpeJaop He Ce OYaKBa KIIMHMYHO 3HaYuM €(eKT BbpPXY ¢(UKAaCHOCTTA Ha
NEePOPATHUA KOHTPALCIITHB.




Jexapcmeetu npodyxmu, 3a KOUmo e U38ecmuo, 4e ungyyupam bpaouxapous

[Topanu HabmoparaHe Ha MpeAUMHO aCHMNITOMHHK BEHTPHKYJapHH Nay3d H Opaankapaus ce U3HCKBa
NOBHIIEHO BHHMAHHKE, KOraTo THKArpenop ce npuiara eIHOBpeMeHHO ¢ JIEKapCTBEHU NPOJYKTH, 3a
KOHTO € U3BECTHO, Y€ HHAyuHpaT Opagukapans (Bx. Touka 4.4). B npoyusasero PLATO, obaue, He ce
Habn10aaBaT AOKAZATENCTBA 34 KIHHHYHO 3HAaYHMH HEXKeNIaHH peaklUUH ciell SAHOBpEeMeHHO
NPUIOKEHHE C €AHH WIHN NOBEYE JIEKAPCTBEHH NPOAYKTH, 38 KOHTO € H3BECTHO, Y€ HHAYLUpaT
Opanukapaua (Hanp. 96 % Gera-6nokepu, 33 % OnokepH Ha KATLIMEBUTE KaHANM JHIITHA3EM H
BepanaMui, 4 4 % AUTOKCHH).

Lpyza convmemesawa mepanus

B xnuHHYHHTE NpOyYBaHUA THKArpenop € npunarad eaHoBpeMeHHo ¢ ACK, nuuxubutopu Ha npoToHHATA
noMna, CTATHHH, OeTa-0nokepH, HHXHOUTOPH HAa AHIMHOTEH3HH-KOHBEpTHpaliHd eH3uM (ACE) u
aHrHoTeH3uH 1 peuentopun dnokepH, HEOOXOAUMH 32 IEUECHHE HA CbNBTCTBALLM 3a00NBaHuA 3a ALl
NepHo, a CbllO U XenapHH, HHCKOMOJEKYJICH XENapuH ¥ HHTpaBeHO3HK nHxubuTopH Ha Gpllb/illa 3a
kpaTko BpeMe (BX. Touka 5.1). He ca HannuHyu naHHU 3a HabnoaaBaHH KIMHUYHO 3HAYUMH HeXeJlaHH
B3aUMOeHCTBHS NpH yrnoTpeda Ha TE3U NEKapCTBEHH MPOAYKTH. |

EQHOBPEMEHHOTO MPHUIIOKECHHUE HA THKArPEIIOP ¢ XENaprUH, CHOKCHIIAPHH HIIH AC3MONPECHH HAMA eeKT
BbPXY aKTHBHPAHOTO napuuanio rpombonnactuioso speme (aPTT), akTHBMPaHOTO BPEME HA ChCUPBaHE
(ACT) unun n3cneapatusaTa Ha ¢akrop Xa. Bee nak, nopaagu noreHuHanHute ¢apMakogHnHaMHYHH

' B3aUMOASHCTBMA, €AHOBPEMEHHOTO NPUIOKEHHE HA THKArPENOP C JIEKAPCTBEHH IIPOAYKTH, 38 KOUTO €
H3BECTHO, Y€ NPOMEHAT XeMOCTa3aTa, TpAOBa J1a ce U3BbPIIRA C [IOBHILICHO BHUMAaHME.

[Topanu cboOuUIeHHA 3a aBHOpMHO KOXHO KbpBeHe ¢ SSRI (Hanp. napoxceTHH, cepTpanuH U
LIUTAJIONpaM), IPENnopbhyBa ce BHUMaHHe, korato SSRI ce npunarar ¢ THXarpenop, Thi KaTo TOBa MOXe
Ja MOBULIH PHCKA OT KbPBEHE.

4.6 OepTRAATET, OPEeMEHHOCT H KLpPMeHe

AKenu ¢ gerepoleH NOTeHIInAaN

KeHH ¢ geTepoacH MOoTeHIHAN TpAOBa Na U3Moa3BaT eeKTHBHU KOHTPALENTHBHH MEPKH, 3a fa u3berHar
3a0peMeHABaHE M0 BpeMe Ha JIEYEHHE C THKarpeop.

bpeMeHHOCT
HsaMa uin uMa orpaHM4eHO KOJMHYECTBO JAHHH 3a ynorpebaTta Ha THKarpenop npu OpeMeHHH XKeHH.,

[IpoyuBaHuATa NpH XKHMBOTHH NOKa3BaT peNpoAYKTHBHA TOKCHYHOCT (BX. TO4Ka J.3). Tukarpenop
He Ce NpenopLYBa 10 BpeMe Ha OPeMEeHHOCT.

KbpMmeHe
HanuuHute dapMakoAHHAMUYHU/TOKCHKOMOMMYHH AaHHH MPH XUBOTHH MOKAa3BaT eKCKpelusa Ha

THKarpenop 1 akTHBHHA My METaboNHT B MIAKOTO (BK. TOUKa 5.3). He MOXe 1a ce U3KIIO4YH PHCK NpH
HoBOpoJeHUW/KbpMaueTa. TpaOBa Aa ce B3eMe peLUEHNE AANH Ja Ce Cpe KbpPMEHETO, HilH A Ce
peKparTH/a HE ce Apuara Tepanms ¢ THKarpeuop, KaTo ce B3eMe NPEAsH Noi3ara OT KbPMEHETO 3a
JETETO H I10J13aTa OT TePanuATAa 3a XKEHATA.

DepTHanTeT
Tukarpenop He oka3Ba BIIMAHHE BbPXY MbXKHS U )KEeHCKUA QepTHIUTET NPH XHUBOTHH (BX.

To4ka 5.3).




4.7 EdexkTH BLpxy cnocobHocTTa 32 IopHPpaHe ¥ paboTa ¢ MALLITHHH

THKarpenop He NOBRIHMABA WK NOBAMABA NpeHedbpexuMo cnocobHocTTa 3a WodupaHe H padbota ¢
mMaluiHHU. [1o BpeMe Ha JigueHHe ¢ THKArpenop ce cpobiliasa 3amaitBaHe U 00bpkBane. Clea0BaTeNHO,
NalMeHTH, KOUTO MOAyYAT T€3W CHMATOMH TpsOBa la ca Npeanas/iuBy A0KATO WHOPHpPaT WK paboTaT ¢
MALIWHH.

4.8 HexenaHH IeKAPCTBEHH PeaAKUEH

Pe3rome Ha npoduna Ha Be3onacHoCT
MpodunsT Ha 6e30MAaCHOCT HA THKArpenop € OLEHABAH B JBE rojleMH KJIMHHYHHY H3NUTBaHUA ¢a3a 3 no
otHoweHue Ha H3xoza (PLATO u PEGASUS), skmousauiy nosede oT 39 000 nauuenTd (BX. TO4Ka

5.1).

B PLATQ, npu nauueHTHTE HAa THKArpenop HMa Mo-BHCOKA YECTOTa Ha NPEYCTAHOBABAHE HA TEpAlUATA
nopajy HexenaHu cbOHTHA, B cpaBHEHKE ¢ knonuaorpen (7,4 % cnpamo 5,4 %). B PEGASUS
NaLKEeHTHTE, JIEKYBAaHH C TUKArpenop, UMAaT Mo-BUCOKA 4YECTOTA Ha NPEYCTAHOBABRAHE Ha Tepanuara
nopaan HexenaHu cbOHTHA B cpaBHeHUE ¢ rpynara Ha Tepanus camo ¢ ACK (16,1 % 3a tukarpenop 60
mg ¢ ACK cnpamo 8,5 % 3a repanusa camo ¢ ACK). Haii-yecto cpo0LaBaHNTe HEXEIAHU PeakLiUK NPy
NaLUEHTUTE, JTEKYBAHH C THKarpenop, ¢a KbpBeHe U AUCNHEd (BXK. Touka 4.4).

TabnuueH CMChK HA HEXETAHHTE PEAKIHH

[IpencTaBeHUTE IMO-A0JY HEXENAHU PEaKUK ¢a KACHTHHLUHPAHU B NPOYy4BAHUATA UM ca ChODILIECHH
NpH NOCT-MAPKETHHIOB onMT ¢ THKarpenop (Tabauua 1).

Hexenanute peakunn ca n3dpoenu no cucremo-oprater knac (COK) no MedDRA. B pamxuTe Ha BCekH
COK HexenaHWTe IEKApCTBEHH peakunH ca u3dpoendu no yectorta. Kareropuure no 4ectora ce
neduHHpAT Mo caegHaTa KOHBEHUMA: MHOro YecTH (= 1/10), yectu (= 1/100 ao 1/10), Heuectn (= 1/1 000

no 1/100), peaxu (= 1/10 000 go 1/1 000), muoro penkn (< 1/10 000), ¢ HenssecTHa YecToTa (OT
HaJIHYHHTE JaHHH HE MOXe Ja Obae HanpaBeHa OLEHKa).

Tabanrna 1 - Hexe.1aau peaknud 0o 4ecToTa B CHcTeMo-opranen Kinac (COK)

COK Mpuoro gectn YecTH HeuecTH C HeHniBecTHA
YecToTa
Heonnazmu — | Knpaene ot Tymop®
0obpokauecmeenu, |

IMOKQAYECMBeHU U
Heonpeoenenu (6xa.
KUCMU U ROAUNU)

Hapyuwenun na KbpBeHe, TpoMboTHyHA
xpbema u aum@nama | CBbP3aHO € TPOMOOLIMTONEHUYHA
cucmema HApYILUEHHA Ha nypmypa®

kpbBTa®
Hapywenus na CBpBX4yBCTBHTENHOC

UMVHHAMQ cucmema T, BKJIIOMHTENHO
aHruoeacm’




Hapywenua na Xunepypukemus | [logarpa/Ilosarpose
memabonusma u - H apTpyT
Xpaneremo
Hcuxuunu Hapywenus O0bpkBaHe
Hapywenua ra 3amariBane, BbTpeuepeneH
HepeHama cucmema Cunkon, KpbBOU3IHUB"
I'naBobonue
Hapywenus na oyume KpbBOM3IHB B OKOTO"
Hapvwuenus na yxomo Bepturo KpbBOH3/IUB B YXOTO
u aabupunma
Copoeunu bpaguapuTmus, AV-
HAPYULEH UA bnox®
Crvoosu Hapywenus XHUMOTOHKA
Pecnupamopnu, Jincnues KbpBeHe ot
2PLOHY U pecnUpaTopHaTa
MEOUACMUHANHU CMCTEMA®
HAPYULERUS
Cmomawrno-upegnu CroMalllHO-4YpeBeH PetponepuToHeaneH
HAPYwierus KPbBOH3JIUB™, KPBHBOU3NUB

Huapus, ["apene,
Hucnencus, 3anek

Hapywenus na
Koxcama u
ROOQKOJICHAMA MbKAH

[ToAxoXHO UIH
JEepMalIHO KbpBEHE?,

O6pus, Cbpbex

Hapywenua Ha
MYCKYIHOCKEAemHama
cucmema u
CheduHumensama
MbKAH

MycKynHO xbpBeHe"

Hapywenua na
bvbpeyume u
NUKOYHUME RoMUa

KbpBeHe ot
NUKOYHHUTE MbTHILA"

Hapywenus na KbpBeHe OT
8b3INPOUIBOOUMENHA penpoAYKTHBHATE
ma cucmema u cUcTeMa®
ebpc)ama

Hacreosanis [ToBunien

Kpe€aTHHHH B KP‘bETﬂ.r




Hapansaeanus, KpbBOM3IHB cnej
OMPAGAHUA U npoueaypa,
VCRONCHEHURA, TpaBMaTU4HO
8bIHUKHAIU 6 KbpBEHE"
pesyamam Ha

UHMEPBEHYUU

* HANp. KbPBEHE OT PAK Ha MHKOYHHA MEXYD, Pak HA CTOMAxa, pak Ha 2e0enoTo Hepso

® qanp. NOBHIIEHA TEHACHLUMS KbM HACHHABAHE, CIOHTAHEH XEMATOM, XEMOParHyHa auare3a

* UneHTHHULMpaAHA B TOCTMAPKETHHIOB ONMT

"YecTOoTHTE Ca noayycky o1 nabopatopud Habmoxenus ([lvkouna kHcenMna NOBAINEHE > POPHATA TPaHHLA Ha HOopMAaTa
COPSMO K3XO0AHO HMBO NOA MAH B pefepeHTHUTE rpaHruH. Kpearuuud nopuuieH > 50 % cnpsMo WIX0AHO HHBO.), 4 HE €
npuOAH3UTENHA HECTOTA HA ChO0IABAHE HA HEXKETAHH ChOHTHA.

A Hanp. KOHKHKTHBAMHO, PETHHHO, BLTPEOMHO KbPBEHE

© Hanp. enHCTAKCHC, XEMOITTH3a

* Hanp. KbPBEHE OT BEHLHTE, KPHBOHINNE OT PEXTYMA, KPBBOH3IHB OT CTOMALIHA %3Ba * HAMD.

EKXHMO033, KOXKEH KPbBOHIHB, NETEXHH

% Hamp. XeMapTpo3a, MyCKYJIEH KPBBOK3IHB

R Hanp. XeMaTypua, XeMOPariyeH UHCTHT

X HaIp. BArdHAACH KPhBOH3JIHB, XEMaTOCNIEPMiA, NIOCTMEHOIAY3ICH KPbLBOH3INHB " HaMp.

KOHTY3H4, TPAaBMATH4YEH XEMATOM, TPAaBMATHYEH KPBBOHIIUB

" T.€.. CNOHTAHHKO, CBBP3AHO C HHTEPBEHLMA HIIH TPABMAaTKHYHA HHTpaKpaHHanHa XEMOparuf

Onucanne Ha H30paHU HexeaHH peakuHy

Kvpeene

Haxooxu ¢ kvpaene e PLATO

LIsnoCTHHTE pe3yNTaTH 3a YECTOTATa Ha KbpBeHe B NpoyyBaHeTo PLATO ca nokaszanu B Tabnuua 2.

Tabanua 2 — Aaaau3 Ha o0muTe ¢LOHTHS ¢ KBEpBeHe, H3uncAeHan no Kaplan-Meier na
12-ts Mecen (PLATO)

Takarpeaop Knonugorpen
90 mg N=9 186
ABA ObTH JHEBHO
N=9 235 P-CTOH
HOCT
O6uo 31aunTendHu ot PLATO 11,6 11,2 0,4336
daTanHW/KUBOTO3ACTpALIABALIH OT
Pl ATO 5.8 5,8 0,6988
3uauuTtendu oT PLATO, Hechbp3aHu ¢ 4,5 3,8 0,0264
KADB
3nauntendu ot PLATO, HecBbp3anu ¢ 3.1 2,3 0,0058
MHTEPBEHLUH
KoMOHHHpanu o0Wo  3HAUMTE/IHH + 16,1 14,6 00,0084
HesHauuTenHu ot PLATO |
Hecebp3aHu ¢ UHTEPBEHIIHU 3HAYHUTENIHY + 5,9 4,3
He3HauuTeNnHu ot PLATO
3uaurTendy no TIMI 7.9 7.7
3HayuTenHU + He3HauuTenHy no TIMI 11,4 10,9




JedHHHIMM HA KATETOPHHTE KbpBEHe:

BHAUHTETHO GATATHOAKHBOTOSACTPAUIABAING KbpBeHe: KNHHNYHO NPOoABEHO ¢ NOHINKABAHE Ha xemornobuna ¢ > 50 g/l win
C [IPEIHBAHE HA > 4 caka epUTPOLIMTHA Maca; KNk Garaino, WIK HHTPAKpPaHHAIHO, WK HHTPANEPHKAPAHO ChC ChpAEHHA
TAMIOHAA; HJIH ¢ XHNOBOJIEMHYEH LOK;, WM TEKKA XHNOTOHUA, H3HCKBALIE NPECOPH; HIIH XHPYPIrHYHA HHTCPBEHUHA.
InayuTenHo ApYro: KnuHKYHO nposseHo ¢ noHHxasaHe Ha xemornoduna ¢ 30-50 g/l uan npenueane Ha 2-3 caka epHUTPOLMTHA
MAca; WIH 3HAYHTEIHO WHBAIIHAH3HPAILQ.

HeinauuTenHo KbpBeHe: H3HCcKBa MEAHLIMHCKA HAMECa, 38 CIIPHPAaHe WIH JIEKYBAHE HA KbPBEHETO.

3naunTenno kupaene no TIMI: Knunnuno nposeeHO ¢ noHMkaBaHe Ha xeMornoduHa ¢ > 50 g/l unu ¢ uHTpakpaHnanHa
XEMOparus. |

Heinauntendo kupeere no TIMI: Knuun4Ho nposseHo ¢ AOHWKaBaHe Ha xemornoOHHa ¢ 30-50 g/l.

*1n-CTOUHOCT, HAYMCIIEHA OT MOJAEN Ha TIPONMOPLHOHATHUTE PHCKOBE HA COX, KATO rPYNara Ha ICYEHHE € CIHHCTBEHaTa
¢KCNaHaTOPHA MPOMEHNHBA |

THkarpenop U KIONHAPOres HE Ce Pa3H4aBaT Mo OTHOLIEHHE Ha YECTOTHTE Ha 3HAUMTENHO
daranHo/xuBOTO3acTpawmasamo kbpseHe B PLATO, 3HauuTenno xnpBene o6uwo B PLATO, MacuBHO
kbpBeHe o TIMI unn cnabo kepsere no TIMI (Tabauua 2). Obaue, nosBara Ha KOMOHHHPAHO
3HayKrTENHOHe3navuTenHo KbpeeHe B PLATO e noBeye ¢ THKarpenop, B CpaBHEHHE ¢ KIONKAOrpen.
Manko nauveHTH B PLATO umart ¢patanuu kpbBonznusu: 20 (0,2 %) 3a Tnkarpenop u 23 (0,3 %) 3a
onuaorpen (Bx. Todka 4.4).

Bo3pact, mosn, TesiecHo Terno, paca, reorpad)Cku paioH, CbI'bTCTBALLM 3a00A9BAHHA, CbITbTCTBALLA
Tepanua ¥ aHaAMHe3a, BIUIIOYUTENHO NPEAX0AEH HHCYIIT HIIH TPaH3HTOPHA HCXEMHYHA aTaka, He ¢a
NpeAHKTOPM KaKTo 3a 00110To, Taka 4 32 HECBBP3aHOTO ¢ HHTEPBEHLMU 3HAYMTENHO KbpBeHe o PLATO.
[To Ta3zu npuuKHa, He € HACHTU(HLYPaHA KOHKPETHA PUCKOBA rpyna 3a KOHTO U 13 € NOATHIT KbPBEHE.

Cebp3ano ¢ KADB xbpbene:

B PLATO 42 % ot 1 584-te naunentu (12 % 0T KOXOpTaTa) ¢ HanpaseH KOPOHapHO-apTepHaNneH
6aitnac (KAB) ca nonmyunnu PLATO 3raunrento ¢aranHo/ KUBOTO3aCcTpalllaBallo KbPBEHE Oe3
pa3inKa MeXAy TepaneBTUYHUTE rpynud. datanHo KbpBEHE, CBbp3aHo ¢ KAD, ce nosBsaBa npu 6
MalMEHTH BbB BCAKA OT TEPANICBTHUYHHTE IPYNH (BXK. TOUKa 4.4).

Hecebp3ano ¢ KAB KbpBeHE M HECBBP3AHO C UHTEPBEHIIUU KbPBEHE:

HaMma pa3nuka Mexay THUKarpeaop u KIONUAOrpe) 110 OTHOLIEHHE Ha HecBbp3aHuTe ¢ KAD

TEXKH/ KUBOTO3ACTPALIABALIN KPbBOU3IHMBH NO AePUHULINA HA NPOYUBAHETO PLATO, HO 3HaYHTEHHTE
061110, 3HaunTenHu no TIMI u 3snHaunTennu+HesHauuTenHyn no TIMI kpvBoH3NUBY, N0 AcHUHULUA Ha
npoyueakeTo PLATO, ca no-yectu npu tukarpenop. Celilo Taka, ako C€ H3KJII0YaT BCHUKH CEBP3aHH ¢
HHTEPBEHUHH KPbEOU3NHBHY, MOBEYE KPLBOU3NHBH c€ HabI10naBaT NPH THKATPEaop, OTKONKOTO NMPH
knonuaorpen (Tabnuua 2). [IpekpataBane Ha 1e4YEHUETO NOPaLHd HECBbP3aHH C HHTEPBEHUHU
KPBBOM3JIUBH € NO-4ecTo ¢ TUKarpenop (2,9 %), otkonkoro ¢ knonuaorpen (1,2 %; p< 0,001).

HuTpakpaHuania xemoparus:

HHTpakpaHHaNHHTE KPbBOH3JINBH, HECBbP3aHH C HHTEPBEHIIMH, Ca MIOBEYE [PH NPUTOKEHHUE HA
THKarpenop (n=27 kpbBOH3NHKBA NPH 26 nankeHTH, 0,3 %), 0OTKONKOTO ¢ KIonuaorpen

(n=14 kpuBoU3NuBa, 0,2 %), OT KOUTC 11 KPBBOM3NKMBA ¢ THKATPEXOP H 1 ¢ KIONKHAOTPEN ca QaTanHu.
Hsama pasnuka B o6uius Opoft cnyuanu Ha paTanHO KbPBEHE.

Haxooku ¢ xvpeene 8 PEGASUS
LlsnocTHMTE pe3ynTarTu 3a YectoTara Ha kbpeeHe B npoyusaHeTo PEGASUS ca nokasann B Tag




Tabarna 3 — AHann3 Ha oOmETe cLOMTHA ¢ KLPBeHE, H39HCAeHAd o Kaplan-Meier Ha
36-ta Mecen (PEGASUS)

Tuxarpeaop 60 mg asa Camo ACK
neTH AReBRO + ACK N=6 996
N=6 958
Koeduuuent
Kpaiian Touxn 3a 6e3onacHocT KM % HA PHCKaA KM % p-CTOHHOCT
(95 % CI)
Kateropuu na knpsene, onpenenerd o1 TIMI
| TIMI 3nauntento 2,3 2,32 (1,68, 1,1 < 0,0001
3,21)
> 0,3 1,00 (0,44, 0,3 1,0000
aTaHO 2.27)
0,6 1,33 (0,77, 0,5 0,3130
BUK 2.31)

Hpyro 3nauntenso (TIMI) 1,6 3’651 g’)?’l’ 0:> <0,0001
3HAYUTENHO HIH HE3HAYHUTENHO 3,4 2,54 (1,93, 1,4 < 0,0001
(TIMI) 3,35)
3HAUYUTENHO I HE3HAYHATENHO, HITH 16,6 2,64 (2,35, 7,0 < 0,0001
M3IMCKBALLIO MEAMIIMHCKA HaMeca | 2,97)

(TIMI)
Karteropun na xnpBene, onpenenens 8 PLATO
PLATO 3xauntenHo 3,0 2,57 (1,95, L4 < 0,0001
3,37) _
2.4 2,38 (1,73, 1,1 < (,0001
daranHo//KMBOTO3aCTPallaBALLQ 3,26)
<

Hpyro 3xauntendo (PLATO) L1 3’32 é;,)QS, 0,3 0,000
3HAYHTENTHO HNH HEZHAYUTETHO 15,2 2,71 (2,40, 6,2 < (,0001
(PLATO) 3,08)

JlepHHHLUAA HA KATETOPHETA HA KhpBEHE:
3uauurenno (TIMI): @aranto kupsene HJIH Bcako prrpeuepenHo kbpeede, HJIH kiHHHYHO BUAWMM NpH3HALM HA
KDbBOM3/IHB, CBLP3aH Cbe cnan Ha xemornobuna (Hgb) or > 50 g/l, unu nonwxkenue Ha xemaroxpura (Het) ot 15 %, koraro
nuncea croidHocT Ha Hgb.

Oatanno: CbOHTHE C KbpBEHE, KOETO JHPEKTHO € IOBENO 10 CMBPT B PAMKHTE HA 7 JHM.

BYK: Brrpeucpenes KpbBOH3JIHB.

Hpyro snaunteasro (TIMI): Hegaranio ne-BUK 3Haumrenno kbpbeHe (TIMI).

Heznaunteaso (TIMI): KnvHMuHO BUAKMO C NOHMBKEHHE HA XeMornoduHa ot 30-350 g/l.

HancxBaweo MeauuuHexka Hameca (TIMI): Hanckpaio narepsenuns HJIHU soaemo o xocnuranusauna, HJIH nanaramo
OLIEHKA.

3uaunreano paranno/kusorozacrpawasamo (PLATO): ®daranto kepseHe HIH seaxo sxTpeuepento kepeene, HIH
HHTPANEPHKAPAHATHO ChC ChpacuHa TaMnoHana, LM ¢ XunoBoneMHIeH WOK MK TEXKA XUIIOTOHKS, HANATaLla NPHI0KEHHETO
Ha NMPecOPHH/ HHOTPONHU cpeAcTBa Miad onepaumd, WIH winnduHo suaAMO ¢ > 50 g/l noHHXkeHKe Ha XeMOrNoOHHa WK
NpEeNaATH = 4 eAHHANN YEPBEHH KPBBHH KNETKH, |

3usuntenno apyro (PLATO): 3naunmo uusanuansupaino UIH wimanvuHo suaumo ¢ 30-50 g/l nouwkenue Ha xemo
HUJIHN npenar 2-3 ¢AHHHLM YEPBCHH XPBBHH KIICTKM.

Heznauurenno (PLATO): H3nckpa MEIMUMHCKA HHTEPBEHLIMA 38 CITMPAHE WIH JEYEHHE HA KbPBEHETO.




B PEGASUS 3uHauntennoro xbpBeHe (TIMI) npn Tukarpenop 60 mg nBa nbTH AHEBHO € MO-CHIHO
OTKOAKOTO Npu Jeyenue camo ¢ ACK. He e nabniogasan noBuieH pHcK OT (paTaiHo KbpBEHE U Ce
YCTAHOBSIBA CAMO HE3HAYHMTENIHO NOBHILICHHE HA BHTPEUEPENHUTE KPbBOU3/IHBY B CPaBHEHHE ¢ TEPAITHATA
camo ¢ ACK. Uma Manko csbuTHs Ha daTando xnpBese B npoyusadeTo, 11 (0,3 %) 3a Tuxkarpenop 60 mg
u 12 (0,3 %) 3a repanusara camo ¢ ACK. HabmopaBanuaT noBuuIeH puck oT 3HauuTenHO KbpBeHe (TIMI)
¢ Tuxarpenop 60 mg ce ALIDKH NpeJHMHO Ha TO-BHCOKATA YECTOTa HA APYTO 3HAYHTEIHO KbPBEHE
(TIMI), cBbp3aHo ¢be crbuTHA B cToMallHO-4ypeBHHS COK.

[ToBHlIEeHA YeCcTOTA HA CBOUTHA ¢ KbpBEHE, MOAOOHK Ha 3HauUHTeNHO KbpBene (TIMI), e nabmonaBana B
KaTErOPHHUTE 3HAYHTENHO WK He3HauuTenHo KbpBeHe (TIMI) v sHaunrento (PLATO) n sHaguTenno
WIIH He3HauuTeNHO KbpBeHe (PLATO) (Bx. Tabauna 3). [lpeyctaHoBABAHETO HA JIEUEHHETO NTOpadu
KbpBEHE € N0-4eCTO B rpynara Ha Tukarpenop 60 mg B cpaBHeHHE ¢ rpynara Ha TepanuaTa camo ¢ ACK
(cpotBeTHO 6,2 % U 1,5 %). [loBeueTo OT Te3u cny4yau Ha KbPBEHE Ca C MOMalKa TEeXECT
(knacHpHUMpaHH KATO H3UCKBaALM MeaAuLHHCcKka HaMeca (TIMI)), Hanp. envcTakcuc, HaCHHABaHE H
XEMAaTOMH,

[TpodunbT Ha KbpBEHE Ha THKArpenop 60 mg e CX0ZIeH B MHOXECTBOTO NPEeABAPHTENHO ONPEALNCHMH
NoArpyny (Hanmp. no BuL3pacT, NoJ, TETNO, paca, reorpad@Ccky perHoH, ChbIrbTCTBAY 3a001BaHu,
ChI'bTCTBALIIA TEPANHA H MEIHIIHHCKA aHaMHe3a) NpH chbOMTHA Ha 3HaUUTeNHO KbpBeHe (TIMI),
3HAYHTENHO YUK He3HavuTenHo (TIMI) u 3HauuTenso kbpBene (PLATO).

Bt TpeuepenHo KbpBEHE: |

CrnioutanHH BUK ce ¢cbobilaBar ¢ nogobHa yectoTa 3a tukarpenop 60 mg ¥ tepanug camo ¢ ACK
(n=13, 0,2 % B aBeTe rpynu Ha JeueHue). Habnonaea ce HesHauuTenHo nopuweHue Ha BUK cebp3ano ¢
TpaBMa H NpoLeAYpHU Npu neveHue ¢ Tukarpenop 60 mg, (n=15, 0,2 %) B cpaBHEHME € TEPANHATA CAMO C
ACK (n=10, 0,1 %). Crobenu ca 6 daraniu BUK ¢ tukarpenop 60 mg u 5 ¢paranun BUK ¢ Tepanus
caMo ¢ ACK. YecroTara Ha BbTpeUepenHO KbPBEHE € HUCKA B JBETE I'PYMU Ha JiedeHHUe, KaTo e UMa
npeaBUA 3HAUKHTENHUTE ChIrbTCTBALUH 3abongaBanus H CC puckoBy PaKTOPH B [IPOYYBAHATA NONYJIALHS.

Lucnnes

HucnHes, ycelllaHe 3a 3aayX, ce choOL1aBa OT NALMEHTHTE JIeKyBaHH ¢ TUKarpenop. B PLATO,
oOeIUHEHUTE KATO JHCITHEA HEXKENaHH NeKapCTBEHH ChOMTHA (AHCNHEs, AMCITHES B [TOKOH, NHCNIHER TIPH
YyCHAHE, NapOKCH3MAaJIHA HOLIHA AUCITHEA U HOLUHA AMcnHeN) ce chodiasar ot 13,8 % ot nauueHTHTE,
NEKyBaHH ¢ THKarpeyop, H 3a 7,8 % oT nauueHTHTe, NEKYBaHU ¢ knonunaorpen. [lpu 2,2 % ot
NAalHEeHTHTE, MPHEMALLUH TUKArpenop, 4 npH 0,6 % oT NaLHEeHTHTE, NpUEMaIliH KIOIHAOTpEN, B
npoyuBaieTo PLATO n3cnenoBareuTe CHHTAT, Y€ AUCITHEATA € NPHYHHHO CBLP3aHa C JICHEHHETO H
OpoAaT Ha cepro3HuTe ciydau e Manek (0,14 % tukarpenop; 0,02 % wionunorpen) (Bx. Touka 4.4). Haii-
4eCTO ChOOLIABAHHTE CHMNITOMH Ha ANCNHESA €A JIEKH A0 YMEPEHH MO HHTEH3UTET K NOBEUYETO Ce
cbOOIIABAT KATO €AHHHYEH €NH30[ PaHO CJICH 3al04BAHE HA TEpanusTa.

B cpaBHeHHe ¢ kionuaorpen, naunesTHTe ¢ actMa/XObb, neKyBaHH ¢ THKArpenop, MoxXxe 1a HMat
OBHLIEH PUCK OT MOJy4yaBaHe Ha Hecepuo3na aucnHesd (3,29 % tukarpenop cnpsamo 0,53 %
Kinonugorpen) u cepuosna aucnHes (0,38 % tukarpenop cnpamo 0,00 % knonuporpen). B abcomoTHH
CTOHHOCTH TO3H PHCK € MO-BHCOK OTKOJKOTO B usnocTHaTa nonynauua Ha PLATO. Tukarpenop tpa0Ba
Nia ce NMpHiara ¢ NOBMLLIEHO BHUMAHME NPH NAUKEHTH ¢ aHaMHe3a 3a acTMa Wunu XObb (Bx. TO




Oxkono 30 % oT enu3oAuTE OT3BY4aBaT B paMkuTe Ha 7 JHU. PLATO BKJIIOYBA MallMEHTH, KOMTO Ha
M3XOIHO HUBO HMAT 3acTOHHA ChpieyHa HeaocTaThuHOCT, XObb wiu acT™Ma; T€3H NauHeHTH H
nanueHTUTE B CTApUYecKa BB3PACT € NO-BEPOATHO Ja ChoOlIaBaT qucnHes. 3a Tukarpenop, 0,9 % ot
MalHeHTUTE NPEKbCBAT MPHJIaraHeTo Ha NPOYy4BaHOTO aKTHBHO BELIECTBO NOpaay AuciHes, cnpamMo 0,1
% OT Te3u, npHeMallu kionuaorpen. [lo-Bucokara 4ecToTa Ha JUCITHEA ¢ THKarpesaop He ce acolrrpa ¢
HOBA MOfABA WK BlollaBaHe Ha CbpAe4HO UM benonpobHo 3abonapane (Bx. Touka 4.4). Tukarpenop He
noBnugara 6enoapodbuuTe GyHKUMOHATHHN TECTOBE.

B PEGASUS aucnnes ce choOiasa npu 14,2 % ot nauneHTUTE, NpueMaily tTukarpenop 60 mg apa nbTy
AHEBHO, H Npu 5,5 % ot nauuentute, npueMaiuu camo ACK, Kakro B PLATO, noseyero ciyuay Ha
choflueHa AUCTIHEed Ca JIEKH OO0 YMEPEHH MO HHTEH3UTET (BX. Touka 4.4). [lauueHTuTe, KOUTO CHOOLIARAT
OUCITHeA ca OUNH NpeAHMHO [IO-Bb3PACTHH M 110-4eCTO ca uManu aucnHes, XObb nnu acrMa Ha H3X0AHO
HUBO.

Hzcneosanus

[ToBuineHHe Ha nHko4HaTa kucearHa: B PLATO e otueTeHO nOBHLIABAHE Ha CEpyMHATa MHKOYHA
KHCE/IMHA A0 CTORHOCTH, HaABHLIABALIM rOpHATA MPAHMLIA HAa HOpMaTa, NpH 22 % oT monyyaBalUTe
THKATrpeaop nauueHT, cnpiamo 13 % ot nonyvasawure Kionuaorpen naudeHTH. CbOTBETHUTE
croiinocti B PEGASUS ca cboTBeTHO 9,1 %, 8,8 % 1 5,5 % 3a Tuxkarpenop 90 mg, 60 mg u nnauebo.
Cpeanarta cepyMHa NMKO4YHA KUCENTMHA ¢e NoBHLIaBa ¢ 6iu30 15 % rnpu npunoxeHue Ha THKarpesnop, B
CpaBHEHHE C NIPUBU3UTETHO 7,5 % nNpH NpUIIOKEHHE Ha KJIOMUAOTPEN, a ClE/l CIHPAHE Ha IEYEHHETO Cce
noHwkasa npubnuzuTenHo Ao 7 % npu npuacKeHHe Ha THKarpenop, A0KaTo Mpy KIONMHAOrPen He ce
naGmonara cnan. B PEGASUS ce ycradossipa 00paTHMO NOBHIIEHHE Ha CPEAHUTE HHBA HAa CEPYMHA
nMKO4YHa KucenuHa ot 6,3 % u 5,6 % cboTBeTHO 3a THKarpeaop 90 mg u 60 mg B cpaeHenue ¢ 1,5 %
noHuxenne B rpynara ¢ miauebo. B PLATO uecrorara Ha nogarposed apTpuT ¢ 0,2 % 3a Tukarpenop
cnpamo 0,1 % 3a knonuaorpen. CbOTBETHTE CTOHHOCTH 3a noaarpa/nonarposeH aptput B PEGASUS ca
1,6 %, 1,5 % n 1,1 % cvoreerHo 3a THkarpenop 90 mg, 60 mg n nnauebo.

CoobIiaBaHe Ha NOAC3HPAHH HEXENaHH PEaKIMH

CroblaBaHeTo Ha NOJO3HPAHH HeXeNlaHH peakLHM Clie paspetiaBaHe 3a ynorpeba Ha 1ekapCcTBeHUs
OPOAYKT € BaxHO. ToBa no3ponABa Aa NPoAb/DKH HabGMIOACHHETO HA ChOTHOLLIEHHETO MOJI3a/PHCK 33
nexapcTBeHUA npoayKT. OT MeAHUHHCKATE CIIELHANIHCTH CE€ H3HCKBA Aa CboOLIaBaT BCAKa NOAO3HpaHa
He)KeNaHa peakuus Ype3 HaUMOHAIHA CHCTeMA 33 ChoOllaBake B U3aNbAHWTENHA areHLHA No IeKapcTRaTa
yia. ,JamaH ['pyes” Ne 8, 1303 Cogusa, Ten.: +35928903417, yebcahiT: www.bda.bg.

4.9 IIpeao3npane

Tukarpenop ce noHaca Ao0pe npH eAHOKpaTHU 4034 A0 900 mg. ['acTpouHTECTHHANHATA TOKCHYHOCT €
6una 1030JIMMHTHPAHA B €HO MPOYUYBAHE ¢ €HOKPATHA HapacTealla A03a. JApyri KIHHUYHO 3HAYHMH
HeXXeJaHH peakLii¥, KOMTO MOTaT J1a C€ NPOABAT [IPH Npeao3upaHe BKIOUBAT AUCITHES H BEHTPHUKYJIApHH
nay3u (BxK. Touka 4.8).

B cnyuaft Ha npeno3upane, MOraT Ja € NpoABAT rope CIOMEHATUTE NNOTCHUUAIHH HeXelaHH
nexapcTBeHH peakuuu ¥ TpabOBa na ce uMa npeasua EKI” MonuTOpHpaHe.

K'bM MOMEHTA HE € M3BECTEH AHTHAOT HA THKArpeJiop H THKarpesiop He ¢ AHaNK3Hpa (BX. TO
[MpH npeno3upaHe NeueHHeTo TPAOBa 1a ce MPOBEXAA B CbOTBETCTBHE C MECTHATa CTaHJAPT,




MEJMIHHCKA NpakTHKa. O4akBaHHAT eeKT OT NPEAo3UpaHe Ha THKarpenop € yab/KeHa
MPOABKHTEIHOCT HA PUCKA OT KbPBEHE, CBbP3aH ¢ TPOMOOLMTHOTO HHXHOHpaHe. TpaHcdy3uaTa Ha
TpoMOOUHMTHA Maca € MaJIKO BEPOATHO J]a HMa KITHHHUYHA N10J132 NPH NALHEHTH C KbpBEHE (BXK. TOUKa
4.4). AKko ce nosBH KbpBEHe, TpAOBa Jia ce npeAnpHeMarT Apyrd NOAXOAALIH NOAABPXKAUIH MEPKH.

5. GOAPMAKOJIO'HYHHU CBOMCTBA

5.1 ®apmakogHHAMHYHH CBOHCTRA

dapmakorepaneerTu4Ha rpyna: MHXMOWTOPH HA arperanuaTa Ha TpoMOOUUTHTE, C HIKITIOUEHHE Ha
xenapuld, ATC xon: BO1AC24.

Mexauu3bpM Ha JefcTBHe
OpeOpUTOH ChbABPKA THKArPENoOp, CbeIHHEHHE OT KJlaca Ha LHKIONEHTUATPHAONONUPHUMHINHHUTE

(Cyclopentyltriazolopirimidines, CPTP), xo#iTo € nepopaneHn aHTaroHUCT ¢ AMPEKTHO NedcTeUe Ha P2Y |z
peELIENITOPA, KaTO Ce CRbP3Ba C HErO CEIEKTHBHO H 00paTumo U npeaoTBpaTaBa AJldD-MeauupaHara,
saBHcela oT P2Y 2 TpoMOOLMTHA akTHBaALMA U arperaumsa. Tukarpenop He npeioTBpaTABa CBbP3BAHETO
¢ AJI®, a koraTto ce cRbp3Ba ¢ P2Y 12 penentopa, Bb3NpENATCTBA CHHANHATA TPaHCAYKLUWA, HHAYyLMpaHa
ot AJI®. Toii kato TPOMOOLMTHTE YYacTBaT B HHHLIMMPAHETO W/HIIM pPa3BHTHETO HA TPOMOOTHHHHUTE
yCJIOXKHEHHA Ha aTepockiiepoTiyHara 6onect, e 10Ka3aHo, Ye UHXUOUpaHeToO Ha TpoMOOLMTHATA
byHkuua Hamanasa pucka ot CC ¢cpbuTud, kaTo cMbpT, MM MM HHCYAT.

Tukarpenop cbllo YBENHYABA JTOKANHUTE €HXOMeHHHU HUBA HA aJIeHO3HHA YpPE3 HHXHOHUpAHE Ha
eKBUIHOpUpaInua Hy kineosuzen TpaHcnoprep-1 (Equilobrative nucleozide transporter-1, ENT-1).

JloKyMEHTHPaHO €, Y€ NpH 3ApaBH auua ¥ naudenti ¢ OKC, THkarpenop ysenuuyasa cnejHure eexTH,
UHAYLUHMPAHH OT aJ€HO3MH: Ba3oannarauus (M3MepeHa upe3 yBeaHuaBaHeTO HA KOPOHApHHA KPbBOTOK
npu 3apaen aodposonuu u nauuedTn ¢ OKC; rnapobonne), uHxubupane Ha TpombonuTHATA PYHKUMA (B
yoBelllKa 114/1a KPbB in vitro) ¥ AuciHes. Bpbikara Mexay HabnoqapaHuTe yBelHYeHHs Ha aleHO3HH
KJAHHHYHHTE pe3yNTaTH, oba4ye (Hamnp. 3a0051eBaeMOCTCMBPTHOCT ), HE € KaTErOPHYHO U3ACHEHA.

dapmMakoAHHAMHUYHH eGeKTH

Hauano na deucmeguemo

[1pn nauKeHTu ¢be cTabunHa ucxeMuyHa 6onect Ha copueTo (MbC), npuemauin ACK, Tukarpenop
nokassa 0bP30 HaCTbNBaHE HA (hapMaKOJOruveH edexr, KOATO ce AEMOHCTPHPA OT CPERHOTO
HHXHOHpaHe Ha TpomOouuTHaTa arperauus (UTA) oxono 41 % 0,5 vaca cnea npunoxenune Ha 180 mg
HATOBAapBalla 032 THKarpeaop, ¢ Makcumanes egexr supxy UTA 89 % 2-4 yaca cnel npunoxxeHHETO Ha
103aTa, KOHTO ce 3aabpka Mexay 2-8 yaca. [lpu 90 % OT nauueHTUTE 2 Yaca Cnelx NPUI0KEHUETO Ha
no3ara TepMHHanHoTo NUkoBo UTA e > 70 %.

Kpau na oeucmeuemo
Ako ¢ nnasupana KAb npouenypa, pucKbT OT KbpBEeHE CBbP3aH ¢ THKArpenop € NOBHILEH B CPABHEHHE C
KNOMHAOrpe, KOraTo TEpanusaTa € npeKpaTeHa Nno-mManko ot 96 vaca npeau npoueaypara.

Cmana Ha aexkapcmeama | prHLlMFI o
[peMHHaBaHETO OT JiIeUEHHE C KIonuaorpen 75 mg Ha neyeHue ¢ Tukarpenop 90 mg aA/ISry AiHgREO %

A ' 'f"':fr v
poau no abcomorHo nmosHuiaBaHe Ha MUTA c 26,4 %, a npeMUHABAHETO OT JIEYCHHE CfTREPEH LYY 3o Eo




JeYEeHUe ¢ KNomHaorpen Bogu Ao abcomoTHo noHmxapaHe Ha UTA ¢ 24,5 %. Ilaunenture Morar na
IPEMHHABAT OT KJIONUAOrpeN Ha TUKarpenop 6e3 NpekbCBaHe Ha aHTHAIPEraHTHOTO ASHCTBHE (BXK. TOUKa
4.2).

KnunnyHa edHkacHOCT H 6€30MacHOCT
KnuHnukHTe JaHHH 32 ePUKACHOCTTA H Oe30MacHOCTTa Ha THUKArpeaop ca nojay4eHH oOT ABe KJIHHHYHH
M3NUTBaHKUA dasza 3:

» [Ipoyuaseto PLATO [PLATelet Inhibition and Patient Qutcomes (TpoMOOTHYHO HHXHOHpaAHE H
KNMHWYEH HW3XO0Jl Ha MalHeHTa)], CpaBHEHUE Ha TUKArpenop ¢ Knonuaorpen, ¥ ABata Npunaraiy B
koMOHHalua ¢ ACK, u apyra craHnaptTHa Teparnus.

* [IpoyuBanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events
in High-RiSk AcUte Coronary Syndrome Patients (IIpeBeruns ¢ Tukarpenop Ha BTOpHYHH
TpOMOOTUYHH CBOUTHSA [PH BUCOKOPHCKOBH NALHEHTH € OCThP KOPOHAPEH CHHAPOM)], CpaBHEHHE
Ha Tukarpeynop, komorHupaH ¢ ACK, ¢ repanusa camo ¢ ACK.

IIpoyveane PLATO (ocmpu xopornapru cuHOpoMu)

[IpoyuBanero PLATO BiomouBa 18 624 nauueHTH, KOUTO €a B 24-4aCOBHA MEPHOR OT HAMANIOTO Ha
CUMNTOMH Ha HecTabunHa cteHokapaka [Unstable angina, UA), nadapkt Ha Muokapaa 0e3 ST-enepaiius
[INSTEMI] unu ¢ nadapxT Ha Muokapaa cxe ST-enepauua [STEMI), 1 kOHTO NBPBOHAYAIHO Ca
JeKyBaHH MEIUKAMEHTO3HO, HIH Ype3 NepKyTaHHa kopoHapHa uHTepBeHUuA (ITKH), nnu upes

IOCTaBAHE HA
KAB.

Knunuuna egpuxacnocm

Ha dona na exeaHeBHo npunoxernde Ha ACK, Tuxarpenop 90 mg aABa mbTH AHEBHO AEMOHCTpHpa
NPeBb3X0ACTBO CAPAMO 75 mg AHEBHO KIIONHAOFPES 10 OTHOLUEHHE Ha NMPEBEHLIMA Ha ChCTABHATA
kpafina Touka 3a CC cMbpT, MH Win uHCynT, € pasnuka, npousnusawma ot CC cmbpr 1 MHU. [lauuentnre
noay4asat 300 mg natoBappauia go3a kjaonuaorpen (Bp3mMoxHo € 600 mg, ako umar [1IKH) uau 180 mg
THKarpenop.

Pe3ynTaThbT ce nossaea paHo (abconoTHA peayklHa Ha pucka [APP] 0,6 % H oTHocHTenHa peayKLHa Ha
pucka [OPP] 12 % nHa 30-2 aeH) ¢ NOCTOAHEH eeKT OT NeYeHHETO NO BpeMe Ha Lienus 12 MeceueH
nepuos, gasaul APP 1,9 % na roauna ¢ OPP 16 %. Toea npeanonara, 4ye € NoAXOAALLO NAUHEHTHTE Aa
Ce JieKyBaT ¢ THKarpenop 90 mg ABa nbTH AHEBHO 3a 12 Meceua (Bx. Touka 4.2). JleueHueto Ha 54
nauueHTH ¢ OKC ¢ Tukarpenop BMecTo ¢ KIOnMHAOrpen npenoresparasa 1 arepoTpoMOOTHYHO CHOUTHE;
nevenyeTo va 91 nauuentu npeporsparasa 1 CC cMbpt (Bk. @urypa 1 1 Tabnnua 4).

TepaneBTHUHHAT eeKT Ha THKArpenop, HaAXBbPALL TO3H HA KIONMKHAOTPEN, H3TNIeKJa CXOAEH B MHOTO
MOArPYIH, BKIIOYMTEIHO TErNO0, 0N, aHaMHE3a 33 3axapeH aquader, TpaH3UTOPHA HCXEMUYHA ATAKA WM
He-XEMOparu4eH HHCYIT, HNIN peBacKyjapu3alivs; NPYU CLNBTCTBALLO JICUEHHE BKIIOYBALLO XENapHH,
Gpllb/Illa nHXUOHUTOPH U HHXUOKTOPH HA NPOTOHHATA NOMNA (BXK.TOUKa 4.5); NpU OKOHYATENHATA
nuarHosa Ha nokaszarenHo ¢uouTue (STEMI, NSTEMI nnn UA); u npu nnanupanng npu
paHAOMHU3alMATA Ne4deOeH noaxoa (MHBA3UBEH UM MEAHKAMEHTO3EH ).

YcraHoBeHO € cnabo CHrHHQMKaHTHO TepaneBTHYHO B3aUMOeHCTBHE B 3aBHCHMOCT OT pery
CBbIJIACHO KOeTo kKoepuLHEeHThT Ha pucka (HR) 3a nspBHuHara kpaliHa ToYka € B N0J134a Ha
OCTAHANATA vacT Ha CBETA, HO € B NOJI3a Ha Kinonuaorpen 3a CepepHa AMepHKa, KOATO Cb




npubausuTenHo 10 % or ugnara npoyusana nomnyJiauus (p-croiHocT Ha B3aumoneicTesne=0,045).
ExcniiopatopHuTe aHaIM3M Npeanojarat BeposiTHa Bpb3ka ¢ Jlo3ara Ha ACK, karo ¢ yBeinuyaBaHe Ha
no3arta Ha ACK ce Haburo1aBa HamaneHa eUKacHOCT Ha THKarpenop. XpoHuyHara aAHeBHa no3a ACK,
KOSITO Jla CbIIbTCTBA THKArpesnop, Tpadsa aa ovae 75-150 mg (Bxk. Touku 4.2 1 4.4).

durypa | noka3Ba o4yakBaHHs PHCK 3a HACTbIIBAHE HA MbPBH MHLU/IEHT, BKIKOUYEH B KOMOMHUpaHaTa
KpaiiHa To4YKa Ha e()UKaCHOCT.

®urypa 1 — AHaJIN3 HA NbPBHYHATA KJIHHHYHA cbCTaBHA Kpaiina Touka or CC ecmbpT, MU H
uncyat (PLATO) :

13 Tukarpeaop (T) [864/9333
------- Kaomuaorpen (C) [1014/9291]
12 == 11,67%
11- _'_,_,__.ﬂ-—-"'
= . H_..r-”_'#ff_ P 9,80%
>~ 94 e L
3 8- o
¥ - ) g
s 7 ™
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T sl o
bﬁ 4 | .1'JIIr
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i 34 J;'H
= L {' HR 95% CI pP-CTOMHOCT
g 14 T cpewy C 0,84 0,77,0,92 < 0,001
o4 |
0 60 120 180 240 300 360
Bpown 3acTpawieHu
T 9 333 8 628 8 460 8 219 6743 O 161 4 147
C 9 291 8 521 8 362 8 124 6 650 5 096 4 047

B cpaBHeHHE ¢ KJIONUAO0rPes, THKArpeaop HaMmalisiBa 4ecToTara Ha HaCThlIBaHE HAa HHUHEHTHTE,
BJIM3allli B CbCTaBa Ha ITbPBHYHATA CbCTaBHA KpalHa To4Yka — KakTo B nonyJjauusaTa ¢ UA/NSTEMI, raka
1 B nonynauusita ¢ STEMI (Tabauua 4). CnenoBaresiHo, Tukarpesiop 90 mg aBa mbTH AHEBHO 3a€1HO C
Hucka n03a ACK moxe aa ce usnosssa npu nauueHTd ¢ OKC (Hectabunna creHOKapaus, MUOKApIEeH
uHpapkT 6e3 ST enesauus [NSTEMI] nau muokapaen uHgpapkr cbe ST eneBauus [STEMI]);
BKJIIOUMTEJIHO NALMEHTH, JIEKYBAHU MEIMKAMEHTO3HO, U MALMWEHTH, JIEKYBAHH C NEPKYTAHHA KOPOHApHA
uutepseruus (ITKW) unu Gaiinac na koponapua aprepus (KAB). |




Tab6arna 4 — AHAJIH3 HA OLPBHYHATA H BTOPHYHHTE KPaliHH TOYKH 33 epukacHocT (PLATO)

Tuxkarpeaop Knonsaorpea

99 mg aBa| 75 mg BexHBLK

OLTH AHeBHO | aneBHO (% APP* OPP* (%) (95 %

(Y manHeHNTH | papuenTH cbe (Yolyr) Cl)

¢be ¢hhuThHE) cbOHTHE)
N=9 333 N=9 291 p-¢ToHHOCT

CC cmbpT/MH 9.3 10,9 1,9 16 (8, 23) 0,0003
{c u3KJ. Ha
,, THX” MH) unm
HHCYNT _
Hamepenue 3a 8,5 10,0 1,7 16 (6, 25) 0,0025
HHBA3WBHA
TEpanu |
HamepeHnne 3a 11,3 13,2 2.3 15 (0.3, 27) 0,0444"
NEeKap<TBEHA
Tepanui
CC cMppT 3,8 4.8 1,1 21 (9, 31) | 0,0013
MU (¢ u3kn. Ha 5,4 6.4 1,1 16 (5, 25) | 0,0045
THX” MU
Hucynr 1,3 1,1 -0,2 -17 (-52,9) 0,2249
CmbpT He3 9,7 11,5 2,1 16 (8, 23) 0,0001
JHAUYCHHUE Ha
NpHYKHATA,
MU (¢ n3kn. Ha
,.-THX” MH)}
HJIH HHCYNT
CC embpr, obino
MM, HHcyarT,
CPH, PH, THA, 13,8 15,7 2.1 12 (5, 19) 0,0006
Wik apyra ATC® | |
CMmepT Ge3
3HA4YEHHE HA 4.3 54 1,4 ©22(11,31) 0,0003"
NpHYKHHaTA
NedpunnTHBHA
TpoMOO3a Ha 1,2 1,7 0,6 32 (8, 49) 0,0123°
CTCHTA

2APP=abcomoTHa peaykuns Ha pucka; OPP=oTHocuTenHa penykuna Ha pucka=(1-Koeduuuert Ha puck) x 1400 %,

Orpunarenna OPP ozHa4iasa MoBULLIABAHE HA OTHOCUTEIHUA PHCK.
Sc u3kmouenne Ha ., Tix” MH.

*CPH=cepuoana pexypeHTHa ucxemus; PU=pekypenrtha ucxemun; THA=Tpansnropra ncxemuuna araka; ATC=aprepnanso
TpoMboTHuHO crburre. OO0 MU Bionousa ,,Tux” MU, nara Ha cLOMTHETO € AaTaTa HA HEMOBOTO YCTAHOBABRHE.
" HOMHHANHA CTOWHOCT HA CHrHHHUKAHTHOCT; BCHYKH OCTaHaIM ca hOpPMATHO CTATHCTHYECKH CUTHHHKAHTHH N0

npeacdUHHpaHO ACpapXHYHO TECTRANE,

PLATO zenemuuno noonpoyueane
OnpenenaHero Ha CYP2C19 w ABCB1 resoruna Ha 10 285 nauuentu 8 PLATO naBa B13
acoLMaLHA Ha TEHOTHNHHUTE rpynu ¢ pesyaratute ot PLATO. [IpeBb3x0oacTBOTO Ha TUK
KNONHAOTpeN N0 OTHOLICHHE HAa peaAyKLHATa Ha 3HAaUUTeNHH CC cbOUTHA He € CUTHU D




nosnusgHo oT CYP2C19 unn ABCB1 renotuna Ha naugeHTHTe. [1o400HO Ha HATTOCTHOTO NMPOYYBaHEe
PLATO, uama paziivka Mex Iy THKarpenop 1 Knonoaorpen npH odLo 3HaYHTETHHTE XeMOparuiiH
uaunaeut B PLATO, sbnpeku reHotuna CYP2C19 unu ABCBI1. Hecebp3anoto ¢ KADb 3Hauntenno
kbpBene B PLATO ce noeHUIaBa ¢ THKarpeJaop B CpaBHEHHE ¢ KIOMHAOTPeA NpH NMalHEHTH ¢ €AHH HIIH
noseye CYP2C19 anenu cbe 3aryda Ha PyHKUHA, HO € CXOAHO Ha KJIOMUAOTpeN fPH NMauUeHTH ¢ aed,
KOUTO HAMA 3aryba Ha QyHKLHMA.

Kombunupan noxazamen 3a ecpuxacsiocm u bezonacrnocm

KoMOuHHpaHuaT nokasaren 3a edukacHocT U 6ezonacHoct (CC cmbpr, MU, nHcynT unn oo
3HAYHTENHO KbpBeHe Nno AeduHuuusta Ha PLATO) noka3sa, ye non3ara oT NpHiIOKEHHETO HA

THKArpeJop o OTHOLIEHHE HA €HKACHOCT B CPaBHEHHE C KIOMHMAOIPET HE C& KOMNEHCHPA OT ClIy4auTe
Ha 3HaunTenHo KepeeHe (APP 1,4 %, OPP 8 %, KP 0,92; p=0,0257), 12 mecena cnen OKC.

Knunuyna besonacuocm

XonTeposo NoANpoyUuBaHe:

3a na ce OLEHH YecTOTaTa Ha BEHTPUKYIAPHUTE Nay3u ¥ APYTH €NU304H Ha apuTMUA N0 BpEME Ha
npoyusaHeTo PLATO, e ocbliecTBEHO XONTEP-MOHHTOPHPAHE Ha NoArpyna ot 61u30

3 000 naureHnTH, npubnuzutendo 2 000 oT KOUTO UMAT 3aNUCH, KakTO B ocTpaTa dasa Ha OKC, taka u
Mecell mo-kbeHO. [IbpBUYHATA NpocaeaaBaHA NPOMEHIINBA € YECTOTATA HA BEHTPHKYNAPHHU NAY3H C
NPOABLIDKUTENHOCT 2> 3 ceKyHAW. BEHTPHKYNapHH nay3H pa3BMBaT NOBEYE NALHEHTH HA JICUEHHE C
Tukarpenop (6,0 %), 0TKOJIKOTO TakMBa HA NeueHue ¢ onuaorpen (3,5 %) B ocTpara ¢a3a v CbOTBETHO
2,2 % u 1,6 % cnen | mecel (Bx. Touka 4.4). YBeIHYEHHETO HA BEHTPUKYIAPHUTE NAy3H B ocTpara ¢asza
Ha OKC e no-u3pa3eHo npH NaLMeHTUTe Ha TUKarpenop ¢ anamHesa 3a XCH (9,2 % ¢ anamuesa 3a XCH
cipamo 5,4 % npu nauuentr Oe3 anamuesa 3a XCH; 3a naumeHTHTE Ha xaonuaorpen, 4,0 % npu tesm
cbe crpamo 3,6 % mnipd Te3u 6e3 aHamHesa 3a XCH). Ta3u pasnuka He ce NposABABa 3& €AHH MECEL: 2,0 %
cnpsmMo 2,1 % 3a nauueHTHTE Ha TUKArPEaop, CbOTBETHO, ChC H Oe3 anaMHe3a 3a XCH; u 3,8 % cnpsamo
1,4 % 3a xnonuaorpen. Ta3u pasnrka He € CBbp3aHa ¢ HEXENAHH KITHHUYHH NOCASAMLIH ( BKIIOYHTENHO U
NOCTaBAHE HA NEHCMENKLP) BbB BBIIPOCHATA NOMYALH NaLHECHTH.

IIpovueane PEGASUS (anamnesa 3a Muﬂxapdeﬁ ungapxm)

PEGASUS TIMI-54 e npoy4Bane ¢ 21 162 naiudeHTH, ¢ AM3aiid 3aBUCELL OT HACTBNBAUIUTE CHOMTHUA,
paHAOMH3HPaHo, ABOHHOCHANO, NIaueSo-KOHTPOJIHPAHO, MEXYHAPOAHO MHOTOLIEHTPOBO MPOYYBAHE C
napaneili rpynH 3a OUEHKA Ha MPEeBEHLUATA Ha aTepOTPOMOOTHYHH CHOUTHA C THKArpenop, NpHjiaraH B
2 no3u (90 mg aBa NnbTH AHEBHO MiaH 60 mg aBa NbTH AHEBHO) B kOMOMHauHa ¢ Hucka no3a ACK (75-150
mg), B cpaBHeHHe ¢ Tepanus caMmo ¢ ACK npu nauxeHTH ¢ aHaMHe3a 3a MU 4 JOMBIHKUTEIHH PHCKOBH
dakTopH 3a aTrepoTpombo3a.

[TaLHeHTH, NOAXOAALUM 38 BKIIOUBAHE B IPOYYBAHETO ca OUIM TAKHBA HA BB3PACT HA HIH Haj 50
rogMHy, Hanvyue Ha aHaMHesa 3a MU (1 no 3 roaunu npean paHAOMH3IHPAHETO) U HAJTHUHE HA NOHE
eiMH OT CheAHNUTE PUCKOBH (pakTopH 3a arepoTpoMbo3a: Bb3pact > 65 roAnHH, 3axapeH guaber,
HaNarail MeJMKaMeHTO3HO JeveHue, BTopy npeawecrsaimy MU, nannu 3a MmHorocso8a UBC uny
XpoHu4Ha O0bOpeyHa AHCPYHKUHA U3BBH KpalHHUA CTalui. |

[TaunenTHTEe HE ca OMIIM NOAXOAAINM 33 BKJIIOMBAHE B IPOYYBAHETO, 2aKO €A MMAJIH I1aHKMpaHa ynorpeba
Ha P2Y 12-pelenTopeH aHTarOHUCT, AMNUPHAAMOJ, LUHI0CTA30]1 HIIH AHTHKOAryJIaHTHa Tepanis-ae EHLUS
nepHoOAa Ha NpOYYBAaHETO; HapylleHHe, CBbP3aHO ¢ KbPBEHE HIIH AHAMHE3A 33 HCXEMHUCH Y y’ - &, _9\
BLTPEUEPENHO KbpPBEHE, TYMOP HA LEHTpA/IHATA HEPBHA CHCTEMA HIIH BbTpEUYEpENHa ChAQEagHL g




MalHEHTH CbC CTOMAIIIHO-YPEBHO KbPBEHE Mpe3 NnpealecTsalre 6 Mmecena i rojisima onepauus npes

npeawecTeauiure 30 QHHU.

Knunuuna ejpuxacnocm

@urypa 2 - AHAJIN3 HA MbPBHYHATA KJIHHHYHA ¢bCTaBHA Kpaiina Touka or CC ecmbpT, MU H

uucyar (PEGASUS)
1"
— Tukarpenop 60 mg ----MNnauebo b
10 5 ABa NbTH QHEBHO pr=""
Bpoit 7045 7067 P
9 | naumerTn cuc cuburue 487 (6.9%) 578 (8.2%) BT
8 KM% na 36-Tu mecey 7.8% 9.0% " al
CroTHOWEHME Ha ”
7 || PHcKa AT ’
(Hazard Ratio) (95% Cl) 0.84(0.74, 0.95) i
g || p-cToinoct 0.0043 o ’

Kvmvaatmero %0

0 | 1 1 T r T
0 120 240 360 480 600 720 840 960 1080 1200 1320
Ann chep pangomnsayma
Bpo#M nayneHTH B pHUCK
Ti 60 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 20355 710
Placebo 7067 6950 6842 6761 6658 6315 5876 4899 3646 2028 714

Tabauua S - AHAJIH3 HA NBPBHYHATA H BTOPHYHHTE KpaiiHH TO4YKH 32 epukacHoct (PEGASUS)

TuxarpeJjiop 60 mg ABa NbTH AHEBHO
+ACK Camo ACK N=7 067
N=7 045 _
P-CTOHHOCT
XapakTepHCTHKA “m::‘:rHTH KM % e KARNpR e KM %
paKTep . * 1 95 % CI) ChC CHOMTHS ?

[IbpBHYHA KpaiiHa TOYKa
CbceraBHa ot CC 0.84
cmbpT/MHU 487 (6,9 %) 7.8 % (0 ?4‘ 0.95) 578 (8,2 %) 9.0 % 0,0043 (s)
/MHCYNT _ o

0,83
CC cMmbpT 174 (2,5 %) 2.9 % (0,68, 1,01) 210 (3,0 %) 3.4 % 0,0676

0,84

0,75
UHcynt 91 (1,3 %) 1,5 % (0,57, 0,98) 122 (1,7 %) 1,9 %




il e i — o'y

Bropnuna kpafHa ToYKa

— - _—
CC 174 (2,5 %) 2,9 % 0,83 210 (3,0 %) 3,4 % -
CMBPT ’ 0 ’ 0 (0,68, 1’01) 3 o y 0
1
CMBpT MO 0,89 (0,76,
BcsKakea npuumHa | 250 (b1 %) 4,7 % 1,04) 326 (4,6 %) 5,2 % :

KoedyuneHThT Ha pHCKA K p-CTORHOCTHTE Ca H3YUCICHH OTACIHO 33 THKArpeaop cipaMo tepandi camo ¢ ACK or Moaen wa
NMPONOPLUHOHANHHTE pUCKOBe Ha Cox, Karo rpynara Ha JIEYeHHE € €AMHCTBEHATA CKCIIAHATOPHA NPOMEHIHBA.

KM npoueHT, H3uucieH Ha 36-tu mecell,

Benexxka: 6post na wspBHTe ChOMTHA 3a kKomnoHenTHTe CC cmbpt, MU 1 HHcyrr € nelicTaureTHusT 6poii Ha bpBH CHOUTHA 3a
BCEKM KOMITOHEHT H He ce Ao0ass kbM Opos Ha chOMTHATA R ChCTABHATA KpaliHa TOUKA

(s} [lokasBa CTATHCTUYECKA IHAUUMOCT,

Cl=llonepurene unreppan; CC=Copre4Ho-cbaoe; HR=Koepnunent na pucka; KM=Kaplan-Meier; MU=Muokapaen
nidapxr; N=bpo# nauuesTy.

JIsere cxeMH Ha JiedeHue ¢ Tukarpeaop 60 mg asa nbTH AHEBHO M ¢ 90 mg aABa NbTH AHEBHO B
xomOuHauusa ¢ ACK npesn3axoxaar camocroaTeHOTO NeueHHe ¢ ACK no oTHOwIeHHe HA npeBeHuHATA
Ha atepoTpoMboTHuHUTe cHOUTHA (CheTaBHA KpadiHa Touka: CC cMbpT, MU ¥ HHCYNT), ¢ NOCTOAHEH
eekT OT NTEUEHHETO NPE3 LEJIHA NEepHo Ha npoyuBaHeTo, Boaell 1o 16 % PPP u 1,27 % APP 3a
THkarpenop 60 mg u 15 % PPP u 1,19 % APP 3a thkarpenop 90 mg.

Bbnpeku ue npodunauTe Ha epukacHocT Ha 90 mg u 60 mg ca noaobHH, HMa naHHM, 4e NO-HUCKATA N03a
e ¢ No-A00Bp Npodus Ha MOHOCUMOCT W 0€30MaCHOCT N0 OTHOLUEHHE HA PUCKA OT KbpBEHE U JUCNHEA.
CnepoBarenHo, camo Tukarpenop 60 mg aBa mbTH AHEBHO, NpUckeH eAHOBpeMeHHO ¢ ACK, ce
Npenopb4Ba 3a NPeBeHLUHA Ha aTepoTpoMOoTHUHH ¢bOUTUA (CC cMbpT, MU H HHCYNT) NPpHU NAaLUKEHTH C
aHamHe3a 3a MU 1 BHCOK pUCK OT pa3BUTHE Ha aTepOTPOMOOTHYHO CHOHUTHE.

B cpaBHeHne cbe camoctoaTeHOoTO NedeHue ¢ ACK, tukarpenop 60 mg aBa NbTH AHEBHO 3HAYHUMO
[TOHH)KaBa IbDBHYHATA ChCTaBHa KpaiiHa Touka oT CC cMbpT, MU ¥ MHCYNT. BCEKH OT KOMITOHEHTHTE

IOMPHHACH 3a NOHWKEHHUETO Ha ITbpBHYHATa ¢beTaBHa KpaiiHa Touka (CC cMmupT 17 % PPP, MU 16 %
PPP u uncynr 25 % PPP).

PPP 3a cnhcrasHaTa kpaiiHa Touka ot 1 go 360 auu (17 % PPP) v ot 361 auu Haratek (16 % PPP) €
nogobHo. ViMa orpaHuduyeHM JAaHHH 3a eduKacHOCTTa M 0e30mMacHOCTTA HA YABIDKEHO JNEYEHHE ¢
THKarpenop Haa 3 rofuHH.

JIMNCBaT AOKa3aTeICTBa 3a Non3a (He ce HabMioaaBa peyKLHA Ha YeCTOTATA HA MbPBHYHATA
npocaeasaHa KpaiHa To4ka o1 CC cMbpT, MU ¥ HHCYNIT, HO HMA NOBHILIABAHE HA YECTOTATA Ha
3HAMHTENHO KbPBEHE), KOraTo Tukarpeiop 60 mg xBa n'bTH JHEBHO € MPWIOXKEH NPR KNHHHYHO
CTaOHITHH MALUHEHTH ¢ JABHOCT Ha HHQAPKTa > 2 TOAUHHK HIIK [TOBEUYE OT €HA FOAHHA Cliel ClIHpaHe Ha
npeaxogHoTo neueHue ¢ AJlP-penentopeH HHXHOKUTOP (BX. TOuKa 4.2).

Knunuyna bezonacnocm
YecToTaTa HAa NpEeyCTAHOBABAHE Ha TepanuaATa ¢ TUkarpenop 60 mg nopagu KbpPBEHE H JHCMHES €
MOBACOKA MPH NalUEHTH > 75 roauuu (42 %), B cpaBHEHHKE ¢ NO-MJIAAH nauueHTH (MHTepBal: 23-31 %),




[TeanaTpyUyHa MONYy AU

B panaomusupano, georHocnano npoy4usade Paza Il ¢ napanensu rpynu (HESTIA 3),

193 nenuaTpuyHH NauneHTH (Ha Bb3pacT oT 2 Ao noa 18 roauHu) cbe ChproBUAHOKIETbYHA O0NecT ca
pPaHAOMHM3HpPAHH Aa NOJy4aT WK mauebo, HAKM TUKarpenop B 4034 o1 15 mg a0 45 mg ABa MbTH AHEBHO
B 3aBHCHMOCT OT TeJIeCHOTO Terio. THKarpejaop BOOH A0 MeAHaHa Ha TpoMOonyTHATA MHXHONL U 35%
Mpeau npueM Ha fo3aTa H 56% 2 yaca cne npHeM Ha 103aTa NpH CTalHOHApHO ChCTOAHMUE.

B CpaBHCHHE C rianedo HAMa Non3a oT JIEHEHHETO C THKaArpenop no OTHOUICHHUC Ha HECTOTAaTa Ha
Ba30OKJIY3UBHHUTC KPH3H.

Esponeiickara areHLud No jiekapcTeaTa ocBoboxaaBa 0T 3a0b/HKEHHETO 3a NPEeAoCTaBAHEe Ha
pe3yNTAaTHTE OT MPOYYBAHHATA C pePEPEHTHHS TEKAPCTBEH NPOAYKT, ChAbPKALL THKATPEIOp BCHYKH
MOATPYNH HA NEAMATPHYHATA NONYyNalHsA 32 OCTPH KOpOHapHH cuHApoMH (OKC) u aHaMHesa 3a
muokapieH ungapkt (MH) (Bx. Touka 4.2 3a uHopMaumna OTHOCHO yrioTpeba B EAHATPHATA).

5.2 <PDapMaKOKHHETHYHH CBOHCTBA

Tukarpenop uMa JHHeHHa PapMaKOKHHETHKA, a €KCITO3HLHHTE KbM THUKArpelnop  akTUBHHA MY
mMeTaboauT (AR-C124910XX) ca npubausnTeNHO NponopUMOHaNHK Ha Jo3aTta Ao 1 260 mg.

AGcopbuus

A6copbLuaTa Ha THKarpenop e Obp3a, ¢ MeMaHa Ha tmax NpUOIU3KTENHO 1,5 yaca. [IpeBpbllaHeTO Ha
THKarpenop B ocHoBHUA uupkyaupaiy Merabonut AR-C124910XX (cbuio akTUREH) € 6Bp30, ¢ MeAHaHa
Ha {max MTpHOIK3KTENHO 2,5 Yaca. Cnell nepopalHO NPUIOKEHUE HA eAMHHYHA N03a TUKarpenop 90 mg Ha
rnagHo npy 3apasH Ju0a, Cmax € 529 ng/ml u AUC e 3,451 ng*h/ml.

ChOoTHOLIEHHSTAa MeTabonuT/ocHOBHO BelecTso ca 0,28 3a Coax v 0,42 32 AUC. dapMakoKHHETHKATA Ha
Takarpenop 1 AR-C124910XX npu nauuenT ¢ anamHesa 3a MU obukHoBeHo € nosoOHa Ha Ta3u B
nonynauuata ¢ OKC. Bb3 ocHoBa Ha eaun nonynauHoHeH papMakOKHHETHUYEH aHANN3 Ha [POY4BaHETO
PEGASUS meananata Ha Crax Ha THKarpeaop € 391 ng/ml u AUC e 3 801 ng*h/ml B ctaunonapHo
cbCTOAHHE 3a THKarpenop 60 mg. 3a tukarpenop 90 mg Cuux e 627 ng/ml u AUC e 6 255 ng*h/ml B
CTALHOHAPHO CBCTOSHHE.

CpenHara abconoTHa OHOHANTMMHOCT HA THKArpenop e udukcieHa Ha 36 %. [IpuemMsT Ha Oorata Ha -
Ma3HHHU XpaHa Boau no noeuiuasase ¢ 21 % va AUC Ha THkarpenop 4 a0 noHmxasaHe ¢ 22 % Ha Cpyax
Ha aKTHBHHA My MeTabOJIHUT, HO He MOBIMABA O HHKAKbB HAYHH Cax HA THKaArpenop unu AUC Ha
akTHBHUA MY MeTabonut. CMmaATa ce, He TE3R MAIKH IIPOMEHH €a ¢ MUHUMAIHO KIMHUYHO 3Ha4YeHHE;
MopajH TOBA THKArpenop Moxe Aa ce npuema cbe HIH 6e3 xpaHa. THKarpeaop U akTUBHHAT MYy
mMeTtabonur ca cyberparu Ha P-gp.

Tukarpenop BbB BWJ Ha CTPHTH TabNeTKH, CMECEeHH ¢ BOAA, MPHIarad NepopanHo 1M upes
HazoracTpajiHa COHAa B CTOMaxa, MMa cCpaBHHMa OHOHANTMYHOCT ¢ UeauTe TabNeTKH N0 OTHOLUGHHE Ha
AUC u Cpax Ha THKArpenop ¥ akTuBHHsA Metabonut. Havannara ekcnozuuus (0,5 n 1 yac cnen
NPUA0XKEHHUE) OT CTPUTHTE TAONETKH TUKArPENOp, CMECEHH C BOJA, € NO-BUCOKA B CPABHEHHUE C LEINTE
TabneTKHy, ¢ KaTo UANI0 HISHTH4YEH Npodua Ha KOHUEHTpaLUus cnel Toea (2 ao 48 yaca).




PaznpeneneHue
B crauyoHapHO ChCTOsSHHE 00eMBT Ha pasnpeiencHue Ha Tukarpenop e 87,5 1. Tukarpenop u
aKTHBHHAT MY MeTabONHT ce CBBP3BAT C YOBELIKHTE MIa3MEHH NPOTEHHH BbB BHCOKA CTENEH (>

99,0 %]).

buoTrpaHcdopMauus

CYP3A4 e OCHOBHHAT €H3UM, OTTOBOPEH 32 MeTabONIH3HPAHETO HA THKarpenop U obpalysaHeTo Ha
aKTMBHHS MY METa0OIHT, KaTO TEXHHTE B3aHMOAEACTRUSA ¢ ApyrH cybectpati Ha CYP3A Bapupart ot
AKTHBHPAHE 0 UHXHOUpaHe.

OcHoBHHAT MeTab0onuT Ha THKarpenop € AR-C124910XX, xo#To CbLIO € AKTHBEH — KOETO Ce OlIeHABA
upe3s in vitro cebp3BaHe ¢ TpoMbounTHHA P2Y 2 AJID penenTop. CHcTeMHaTa €KCNO3HUHA Ha aKTHBHHSA
meTabonut e npubnuzurenno 30-40 % oT Ta3zd HA THKArpenop.

EndMuHypaHe

OCHOBHMAT IIBT 38 €NIUMHHHPaHE HA TUKArpenop € upe3 uepHoapobHa TpaHcpopmMaums. I1pu npunarane
Ha paJHOAaKTHBHO MapKHpaH THKarpeaop CpeAHoTO Bb3CTaHOBABAHE Ha PaIHOAKTHBHOCTTA €
npubauzutenno 84 % (57,8 % ebs (eueca, 26,5 % B ypuHata). Konu4yecTsoTO Ha THKArpenop
AKTHBHMA MY MeTabOoJIUT, KOMTO Ce OTKPHBAT B YpHHaTa, ca nox 1 % ot npuerara no3a. BepostHo
OCHOBHUMAT BT Ha EIMMHHUPAHE HA aKTHBHHS METAGONHT € Ype3 eKCKPeLMA B %UTbyKaTa. CpeiHHAT by
Ha THKarpenop e npubau3nTenHo 7 yaca, a Ha akTUBHHS My MeTtaboaut — 8,5 yaca.

ChnenganHy nonyJjialuu
Cmapuecka gv3pacm

[To-BHCOKH eKCIO3HLHN Ha THKarpeaop (npubnanzutenHo 25 % u 3a Cmax, ¥ 3a AUC) H Ha akTUBHMH
My MetaGonuT npy naguentu ¢ OKC B crapuecka Bb3pacT (= 73 roJHHH) B CPaBHEHHKE ¢ NO-MJIaaH
MalHEHTH ca HaOJil0JaBaHy NPy NonynalHoHHud GapMaKOKHHETHYEH aHalu3. Te3u pasinuKH HE ce
CMATAT 3& KIIHHHYHO 3HAa4YMMH (BXK. ToUKa 4.2).

Ieouampuvna nonyaayus

HanuyHu ca orpaHH4eHH AaHHH NPH Aelia CbC ChPNIOBUAHOKIETbYHA D0secT (BK. TOUKH 4.2 H 5 1).B
npoyusaHeto HESTIA 3 npu nauueHTH Ha Bh3pacT OT 2 Ao nox 18 roguus ¢ terno = 12 go < 24 kg, >
24 1o <48 kg v > 48 kg, € npunarad THKarpenop Karo neJHaTpHyHHi Jucneprupaiu ce tabnerku 15
mg B 1034 ¢bOTBETHO 15, 30 u 45 mg aBa nbTH AHEBHO. Bb3 OCHOBa Ha nomynanyioHeH
dapmakokudeTuueH ananus cpeanara AUC sapupa ot 1 095 ng*h/ml no

1 458 ng*h/ml, a cpeanara Cmax Bapupa ot 143 ng/ml go 206 ng/ml npu crauHoHapHO CHCTOAHUE.

Hon
B cpaBHeHHe ¢ MbKe, IPH XKeHH ca HabnroJaBaHHu NMo-BUCOKH €KCNO3HUMH HA TUKArpenop H Ha akTUBHUA
MY MeTabonuT. Pa3nMKMTe He ce CMATAT 33 KJIMHHYHO 3HAYHMH.

bvbpeuno yapexcoane
B cpaBHeHHe ¢ xopa ¢ HopMasiHa ObOpeuna QyHKIHA, TPHU NALUEHTH C TeXKO OLOpEUHO YBpEeKAaHE

(KpeaTHHHHOB KIHPBLHC < 30 ml/min) ekcno3MuuMATa HA TUKArPenop € no-Hucka ¢ npubnunzutenyto 20
%, a EKCITO3IULIMATA Ha AKTHBHHUA MeTaOOJIMT € No-BHCOKa Npuban3nTenHo cue 17 % .




I1py nauMeHTH ¢ TepMUHAneH cTaauil Ha 6L0peuHo 3abonspane Ha xemoananuia AUC u Cpax Ha
tukarpenop 90 mg npunarax B jeH 6e3 auanu3a ca ¢ 38% H 51% no-BHCOKH B CpaBHEHHE C XOpa C
HopMmaiHa 6s0peuna ¢pyHkuus. [Tonobuo nosHiLeHHE B €KCNO3MLHATA ce HabMmoaaBa, KOraTo
THKArpeop ce Npujiara HermocpeACTBEHO NpeaHu Auanun3ata (CboTBeTHO 49% H 61%), xoeTo nokassa, ue
THKarpeaop He ce AMann3upa. Excnosnuusta Ha akTHBHHA METabOJIMT C€ NOBHILABA B MMO-MaJlKa CTeNeH
(AUC 13-14% u Cppax 17-36%). EdexTnbT Ha HHXUOUpaHe Ha TpoMOouuTHaTa arperauns (MTA) e
HE3aBHCHM OT JHANM3ATA NPH NALUHEHTH ¢ TEPMHHANEH cTaani Ha OpOpeuHo 3a0onsBaHe U € noaodeH
NpH Xopa ¢ HopManHa 0bOpeuHa pyHKLHS (BXK. TOUKa 4.2).

- Yepnoopobro yapexcoane

B cpaBHeHHe CBC 3ApaBH A0OpOBONLY, NPH NANHUEHTH C NeK0 HepHOAPOOHO yBpexaaHe Cmax  AUC Ha
THKArpesaop ca no-BHCOKU CboTBETHO ¢ 12 % 1 23 %, obave UTA edekTsbT Ha THKarpenop € noacOeH B
neete rpyni. He e He00X0AHMO KOPHIHpAaHEe Ha 103aTa IPH NALMEHTH C JIEKO YepHOAPOGHO yBpeKaaHe.
Hsima npoyuyBaHUs C THKArpenop npu nalHeHTH ¢ TEXKO YepHOAPODHO yBpexxAaHe W JIUTICBA
dapMakoknHeTHYHA HHGOPMaLIHS NPH MALMEHTH ¢ YMEPEHO Y€pHOAPOOHO yBpexkaane. I1pu nauuenTu ¢
YMEPEHO HJIH TEXKO MOBULIEHHE HA €UH WX MOBEUE YCPHOAPOOHH PYHKHHOHAIHH MOKA3ATENIH Ha
H3XOAHO HHBO, NJIA3MEHHTE KOHIIEHTPALMH HA THKArpeaop ca OOHKHOBEHO MOAOOHH HIIH MAJIKO I10-
BHCOKH B CpaBHEHHE C NMaLMeHTHTE Oe3 n3xoaHo nosuleHue. He ce npenopsyusa KOpHrHpaHe Ha A03aTa
NpH NAlHEHTH C YMEPEHO 4epHOAPOOHO yBpexcaane (Bx. ToUukd 4.2 1 4.4).

Emnuuecka npunaonexcrocm

B cpaBHeHHe C NALHEHTUTE OT EBPONEHIHATA paca, NALMEHTHTE OT a3HaTCKH [IPOM3X0J HMAT N0-BHCOKA
¢ 39 % cpenHa OuoHanH4yHOCT. B cpaBHEHHe ¢ MaLMEHTHTE OT €BPOIICHAHATA paca, NPy |
CaMOONpeAcALIMTE C€ KaTO YePHOKOXH NauHeHTH, OMOHANHYHOCTTA HAa THKArpe/iop € No-HucKa ¢ 18
%. B knuHHKO-QapMaKoNorduHu npoy4paHug eKCno3uuuaTa (Cmx 4 AUC) Ha THKArpenop npH ANOHLM
e no-Bucoka ¢ npubauzutenno 40 % (20 % cnen xopexuus CNpAMO TENECHOTO TEMIO0), OTKOIKOTO IPH
Xopa OT eBponexHaTa paca. EKCo3HLUMATa IPH NALKEHTH, KOUTO €€ CaMOOMNpPEIENAT KaTO HCMAHO HH
JIATHHO THI, € noaodHa HA Ta3u NMPH NALUMEHTUTE OT €BPONeHIHATa paca.
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[IpeAxNMHHYHMUTE AAHHH 3@ THKArpeaop ¥ OCHOBHHMA MY MeTabOJINT He MOKAa3BaT HENPHEMIIUB PHCK 34
pa3sBUTHE HA HEXeNaHH PeaKilMH NMPH Xopa Ha 6a3aTa Ha KOHBEHIIHOHANHHTE GApMAKONOTUYHH
H3NUTBaHHA 32 6€30NaCHOCT, TOKCHYHOCT NPH €AHOKPATHO H MHOIOKPAaTHO NpHjiaraHe U reHOTOKCHYEH

- [NOTCHUHAJI.

[Ipi HAKONKO XHUBOTHHCKH, BHJA € HaONoAaBaHO CTOMAIMHO-YPEBHO Apa3HeHe NpH KIHHHYHO 3HAaYHMH
HUBA Ha eKCno3uLiKg (BXK. To4Ka 4.8).

[Tpu xeHCKH TUTBX0BE, THKArpenop BbB BUCOKM 03K AEMOHCTPHpa NOBHILUEHA Y€CTOTa Ha TYMOPH Ha
MaTKaTa (aeHOKAPLIHHOMHM) U MOBHIIIEHA YECTOTA HA a1leHOM Ha YepHua Apob. MexaHu3MbT 32 NosBa Ha
TYMOpPH Ha MaTKaTa BEPOATHO € XOPMOHaIeH aucbanaHc, koAToO MOXe Ja JOBE/E 0 NoABa HA TYMOPH
npH MIBX0Be. MeXaHn3MbT 3a MOABa Ha YepHOAPOOHHU aZJICHOMH BEPOATHO € CIICLM(HUYHA 32 MPH3AYHTE
eH3MMHA HHAYKUKUA B uepHua ApoD. [Topanu TOBa ce CUUTA, Y€ € MAJIKO BEPOSITHO KapLIHHOMeHHUTE
HaxOAKH Ja HMAT 3HAYCHHUE 3a Xopara.




H CKEJIETHOTO pa3BHTHE Ha (eTYCHTE NP Maiiki Ha BHCOKa 032 6e3 na ce HabnoJaBa TOKCHYHOCT 33
MaiikaTta (rpaHHua Ha 6e3onacHocT 4.5).

[IpoyuBaHuA NpU MIBXOBE H 3aiLM NOKA3BAT PEMpoAYKTHBHA TOKCHYHOCT € JIEKO MOHHKaBaHe Ha
Ha1aBAaHETO Ha TErJIO0 NIPH MailikaTa ¥ HaMaJieHa HEOHATAITHA XH3HECNOCOOHOCT H TEr10 NPH pakIaHEeTo,
cbe 3a0aBaHe Ha pacTeka. THKarpenaop BOAU A0 HEPEAOBEH LUKB (OCHOBHO YABIKEH UMKDBJ) NPH
’KEHCKH IUIbXO0BE, HO He MOBJIHABA OO0WHA PepTHIIUTET BPH MBXKH H )KEHCKH IIHXOBE.
dapMaKOKHHETHYHH NIPOYHBAHKA ¢ PAJUOAKTUBHO MAPKUPaH TRKArpeop Nokasear, Y€ OCHOBHOTO
BELECTBO H HErOBUTE MeTabONMHTH Ce eKCKpEeTHpAaT B8 MIAKOTO NpH MIbXoBe (BX. TO4Ka 4.6).

6. GOAPMAIEBTHYHH JAHHH

6.1 Conrcebi HA MOMOLIHHATE BEILECTBA

Anpo Ha TabneTkara

Maunton (E421)

Kanuues xupporeHdocar auxuapat (E341)
HarpueB HALLECTEH rTHKONAT

Xdnpomenosa

Marunesues creapat (E470b)

TaSnerna oOBuBKa
XUINIpoMeno3a

Turanos anokcug (E171)
Makporon

Kenezen okcua, k60T (E172)

Tank (E553b)

6.2 HecnLBMECTHMOCTH

Henpuioxumo

6.3 Cpok na roguocrt

3 roauuH

6.4 CpnennajHy YCJIOBHAS HR CHbXPAHEHHE

To3u nexapcTBeH NPORAYKT HE U3UCKBA CIEHATHH YCIOBHA 38 ChbXpaHEHHE.
6.5 Buajgu cbALpXaHHE HA ONAKOBKATA

KaptoHeHa kyTHi, chabpxauia npospaued PVC-PVDC/AI 6nucrep ot 10 unn 14 punmupann 1a
Onakoska ot 10, 14, 28, 30, 56, 60, 100 unu 168 punmupanu Tabnerku.

He BcHYkH BHAOBE ONAKOBKHA MOrar jia 6b1aT nycHatTH B mpoaaxba.



6.6 CphnennanHH DpeANa3HH MEPKH NPH HIXBbPJIRHE

HeHu3nomn3BaHHAT JEKAPCTBEH ITPOAYKT HJIH OTNIAABHHHTC MATCPHANHK OT HCTO Tpﬂﬁﬂa Ad CC H3XBBPIAT B
ChbOTBCTCTBHC C MCCTHHTE HU3HCKBAHHA.
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Zentiva, k.s.
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