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1. MME HA JIEKAPCTBEHHUS ITPOXYKT

Tunobpactun 60 mg punmupanu TadieTKH

Tilobrastil 60 mg film-coated tablets

2 KAYECTBEH U KOJIMYECTBEH CbhCTAB

Bceska ¢punmMupana Tabnerka chabpika 60 mg Tukarpesnop (ticagrelor).

3a MTBJIHUSA CIUCHK HA MOMOILHUTE BEllleCTBa BHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnerka (tabnerka).

Kpbriu, 1BOHHOM3ITBKHAIIM, PO30BH Ta0JIeTKH, C O3Ha4YeHHe ,,60 oT eaHaTa CTpaHa M IaaKu
OT JApyrara, ¢ guamersp 8,6 mm + 5 %.

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKa3aHHA

TunoGpacTui, NpuUIOKeH eAHOBPEMEHHO ¢ aueTwicaiuiioBa kuceanna (ACK), e nokasax
3a Npe/na3BaHe OT aTepOTPOMOOTHYHU CHOUTHSA NPHU BB3PACTHU NALMEHTH C
- ocThp kKopoHapeH cuHapoM (OKC) mim
- aHaMHe3a 3a MHoKapaeH uHdapkT (MH) 1 BUCOK pUCK OT pa3BUTHE HA
aTepoTpoMOOTHYHO CHOUTHE (BXK. TOUKH 4.2 U 5.1).

4.2 JLO3HpPOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBKa

[TaumenTuTe, npuemal TunodbpacTui, TpAOBa CHILO TaKa Ja MpUeMaT HACKa NMoLIbpaKalla
no3a ot 75-150 mg ACK aHeBHO, OCBEH aKO TOBa € U3PUYHO MPOTUBOIIOKA3aHO.

Ocmpu KOpOHAPHU CUHOPOMU

Jleuenuero ¢ TunobpacTun TpsAOBa J1a 3anoyea ¢ €IHOKpaTHa HaToBapBauia A03a ot 180 mg
(aBe Tabnerku 90 mg), cnen koeTo ce npoab/kaea ¢ 103a 90 mg ABa bTU JHEBHO.
[IpenopwuBa ce neueHuero ¢ Tuinobpactun 90 mg ABa MbTH JHEBHO Jia MPOABLJDKH 12 Mecena
npu naureHTH ¢ OKC, ocBeH ako HAMa KJIIMHWUYHHM [I0Ka3aHUs 3a MPEeKbCBAaHE Ha npUema (BxK.

TOYKa J.1).

Moxe na ce odbmucau npeycraHossiBane Ha ACK cinen 3 meceua npu nauueHtd ¢ OKC, kouro
ca NnpeThbpIiesiv NepKyTaHHa KOpOHapHa HHTEepBEHLMA (percutaneous coronary intervention ,
PCI) u yMaT NOBHUILIEH PUCK OT KbpBeHE. B TO3M ciyyal mpueMbT Ha THUKArpeaop, Karo

Anamuesa 3a Muokapoer ungapxm
Tunobpactun 60 mg aABa MbTH JHEBHO € NMPENOPBbYMTE/IHA 1034, KOrato € Heo0Xxo




YALJDKEHO ICYeHHE HA NMalMeHTH ¢ aHamHe3a 3a MU ot noHe efHa roauHa H BUCOK PUCK OT
aTepoTpoMOOTHYHO chOuTHE (BXK. Touka 5.1). JleueHnero moxe na 6wvae 3anoyHaro 6e3
NpeKbCBaHe, KaTo MNPOAL/DKABALIA TEPaus CJIe] HAYaTHOTO JICUCHHME OT €IHA I'OJUHA C
Tunobpactin 90 mg unm Tepanusa ¢ Apyr aneHo3uH gudocdar (AJIP) peuentopeH
uHxuOuTOp npu nauwmentu ¢ OKC u Bucok puck ot arepoTpoMboTHYHO chbHuTHE. JleuenueTo
MOX€E aa Obae 3anoyHaTo cblo M A0 2 roadHu oT MH unu Ao eaHa roauHa ciel cliMpaHe Ha
npeamecTeaiioTo AeyeHde ¢ AJI®-peuenropes unxuburop. MMa orpaHnyeHH JaHHH 3a
e(pHKACHOCTTA U O€30NMAaCHOCTTa HA YAB/DKEHO JIEHYEHHE ¢ THKArpenop Hal 3 rOAHHH.

Ako e HeoOXoAHMMa cMAHA Ha TepanusTa, rbpsBarta Ao3a Tunobpactun Tpadea na Ovae
npuIoxkeHa 24 yaca cnej nocjieAHaTa A03a HA APYroTO aHTUTPOMOOTUYHO JIEKAPCTBO.

IIponyciama oo3a
Coiio Taka TpabBa aa ce u3biarea nponyckaHeTo Ha Tabnerka. [lanyeHT, KOWTO € MIpOITyCHAaN

na mpueMe no3ata cu Twiobpactin, TpaOBa na npHeme caMo eaHa Tabnerka (Cneasamara cu
N103a) B Yaca, B KOHTO 0OUUaiiHO 1 nipueMa.

Cneyuannuu nonyaayuy
Cmapuecka ev3pacm

[1Ipu nauMeHTH B CTapyecKa BB3PacT HE C¢ Halara KOpekLus Ha go3ata (BxK. Touka 5.2).

bvbpeuno yepexcoane
[Ipu naupedTH ¢ 6B0peyHO yBpEXKIaHe He € HeoOX0auMa KOPEeKLIMA Ha Jo3aTa (BX. TO4Ka
5.2).

YeproOpobro yepeosicoare

Tukarpenop He € Npoy4BaH IPH MalIMEHTH ¢ TEXKKO HepHOAPOOHO YBpeKAaHe U NIOpPaaH TOBA,
ynorpebara My OT Te3d MALMEHTH € NPOTHBOMNOKAa3aHa (BX. Touka 4.3). UMa caMo0 orpaHuucHa
HH(pOpMaLKs NPH NALHEHTH C YMEPeHO YepHoapoOHO yBpexaaHe. Kopurupane Ha nosara He
ce NMpenops4sa, HO THKArpenop TpA0Ba Aa ce U3MoI3Ba ¢ MOBULICHO BHUMaHUE (BX. TOUKH 4.4
1 5.2). Ilpn nauMeHTH ¢ Jieko YepHoApoOHO yBpexkaaHe He € HeoOXoarMa KOPEKIMS Ha
no3zara (BX. Touka 5.2).

Ieduampuvuna nonyaayus

BeszonacHocTTa M epHKACHOCTTA HA TUKArpeop NpH Aeua Ha Bb3pacT noa 18 roauHu He e
ycTaHOoBeHA. Hama cpoTBeTHa ynoTpeda Ha THKArpenop nNpH Aeua ¢sC ChbpProOBUAHOKIEThYHA
GonecT (Bxk. TOUKH 5.1 n 5.2).

HayuH Ha NpHIOKEHHE

3a nepopanHO NPHIOKEHHE.

Tuno6pacTun Moxe Aa ce npUeMa Che UM Oe3 XpaHa.

[Tpu nanuMeHTH, KOUTO HE MOraT Aa NperTbUIAT Lana(uenu) tabnerka(u), rabneTkure Mmorar na
OBJaT CTPUTH Ha PHH Npax, Aa ¢e CMECAT ¢ MOMOBUH Yallla BOJA U Ja C€ M3NUAT BeIHArA.
Yamara TpabBa oa c¢ U3IUIAKHE ¢ OLIE NMOJIOBMH Yallla BOAA U ChALPKHUMOTO Aa CE H3TIHE.
CmecTa MOXe Jia ¢e npuiiara ¢bLUO H 4Ype3 Hazo-racTtpaiHa conaa (CHS unu no-ronsma).
Ba)xHo € Hazo-racTpajiHaTa COHJa Ja ¢e [IPOMUe ¢ BOJa CJIed MTPUIOXKEHHUETO Ha CMECTA.

4.3 IIpoTRBONOKA3ARHA

o CBpPBXUYYBCTBHTEJIHOCT KBM AKTHBHOTO BELUECTBO MU KbM HAKOE OT MOMOLHHTE
BellleCTBa, H30poeHu B Touka 6.1 (Bxk. Touka 4.8).

® AKXTHBHO MATOJOTHYHO KBPBEHE,
AHaMHe3a 3a HHTpaKpaH4aliHa XeMoparus (Bx. Touka 4.8).
e Texko yepHOAPOOHO yBpexcaane (Bk. ToukH 4.2, 4.4 u 5.2).




¢ C1BMECTHOTO NPWIOXKEHHE Ha THKarpenop ¢ MOIHK HHXubuTtopu Ha CYP3 A4
(Hanp. KeTOKOHa30J1, KNapHTPOMULIMH, He()a30I0H, PHTOHABHP U aTa3aHaBHD),
Thi KaTO MOXE a JOBEAC AO 3HAUMTENHO ITOBHILIECHHE Ha €KCIIO3HUMATA Ha

THKArpeaop (Bx. To4uka 4.5).
4.4 CoemRa/IHHA NpeAyNpeskA¢HHA H NpeAna3HH MePKH 3a ynorpeba

PUcK OT KbpBEHE

[TpunoxxeHHeTO Ha THKArpeaop NpH NALMEHTH C U3BECTEH NMOBUILIEH PUCK OT KbpPBEHE TpAOBa
Ja Ce MpeLeHH CIPAMO MON3aTa 0 OTHOLWICHWE Ha MPeANna3sBaHeTo OT aTepOTPOMOOTHUYHH
cLOUTHA (BXK. TOUKH 4.8 1 5.1). AKO e KIIMHHYHO MOKa3aH, THKarpejaop TpadBa aa ce nmpwiara
C MOBHUIIEHO BHUMAHHE TIPH CJICAHUTE Py NMalUeHTH:

. [larpeHTHTE CBHC CKJIOHHOCT KbM KBPBEHE (HAMp. MOpagd CKOPOILHA TPaBMa,
CKOpOIlLIHA onepalug, HapyluleHUS B KPbBOCECHPBAHETO, AKTUBEH WIH CKOPOWIEH
CTOMAILIHO-YPEBEH KPBBOM3IIMB) WIH TE3U KOUTO Ca C NOBULIEH PUCK OT TpaBMa.
[IpriokeHHeTo Ha TUKArpeaop € MPOTHBOMOKA3aHO NPU NALHEHTH C AKTHBHO
MaTOJIONMYHO KbpPBEHE, IPH TAKKBA C aHAMHE3A 3a MHTPAKpaHHWa/lHa XEMOparus U
NPH NALMEHTH C TEXKO YePHOAPOOHO yBpexkaaHe (Bx. Touka4.3).

. [TauMeHTH, MpHeMally¥ €IHORPEMEHHO JIEKAPCTBEHH NMPOXYKTH, KOUTO MOraT aa
MOBMIIAT PHCKA OT KbpBEHe (HaMnp. HECTEPOMIHHY MPOTUROBBIMNANUTE/IHH CPeACTBA
(HCIIBC), nepopaiHy aHTHKOAryJIaHTH W/ WiH GUOpHHOIUTHLIM) B paMKHUTE Ha 24
yaca OT MpHEMA Ha THKarpemnop.

B are pangomusrdpanu koHrponaupaHu npoy4saHus ( 11CO 1 TWILIGHT) npu nanuenTH ¢
OKC, xouro ca npemuHanu PCI npouenypa ¢ MeIMKAaMEHT-U3Tb4YBAILLL CTEHT CE BIOKAA, 4¢
npekbeBaneTo HA ACK cnea 3 Meceua nBoiAHa aHTHarperaHTHa Tepanus ¢ Tukarpenop v ACK
(dual antiplatelet therapy with ticagrelor and ASA, DAPT), u npoasokapaHe ¢ THKarpenop,
KaToO eJHHU4Ha aHTHArperaHTHa tepanus (single antiplatelet therapy, SAPT)3a9u 12
Mecela, pECIEKTHBHO BOJIH 10 HAMANIABaHE Ha PUCKA OT KbPBEHE M HE € HabmO1aBaHo
MOBHIIIABAHE HA PHCKA OT CEPHO3HH HEXeNaHu chpaevHocba0BH ¢u0uTHa (MACE) B
cpaBHeHHE ¢ npoxsnkaBaHe HAa DAPT. PeweHuerto 3a npeycradosaaHe Ha ACK cnen 3
Mecella H OPOAB/DKEHUE ¢ THKarpeaop, KaTo eAMHUYHA aHTHArperaHTHa Tepanus 3a 9 mecena
NpH NalMeHTH C MOBUUIEH PHUCK OT KbPBEHE, TPAOBA a ce OCHOBABA HA KITMHUYHA MpELEHKa,
KaToO Ce UMa NPEIBH PUCKET OT KbPBEHE CIPAMO PUCKA OT TPOMOOTHYHY CEOUTHA (BXK. TOUKA
4.2).

Tpancdy3uara Ha TpoMOOLIMTHA Maca He 06pblila AHTUTPOMOOTHYHHA €(EKT HAa THKarpesop
NnpH 37ApaBu A0OPOBOILM M € MAJTKO BEPOATHO Ja UMA KIIMHUYHA 110132 MPH NaLMEHTH ¢
KbpBeHe. [IoHEeXe eqHOBPEMEHHOTO IIPUICKEHUE HA TUKArpeJiop ¢ Ae3MOIPECHH HE CKBCABA
BPEMETO Ha KbpPBEHE, BEPOATHO AE3IMONPECHH HAMA a Oble edukaceH 3a OBNaJASBaHe Ha
KPBHBOM3/IMB (BX. TOYKA 4.3).

AHTHQHOPHHONHTHYHOTO JleyeHUe (AMHMHOKAMPOHOBA HWIH TPaHEeKCaMOBa KHCEJIMHA) W/WH

TepanugaTa ¢ pekoMOuHaHTeH ¢akTop Vila Morar aa ycKopsT KpbBOChCUpBaHETO. [IpHeMbT

Ha THKarpenop MoXke a ce Bb300HOBH CJIE] KaTO MPUYHMHATA 32 KbPBCHETO € OTKPHTA H TO €
OBJIAIAHO.

Onepaums
[TauuenTuTe TpaOBa na 6BAAT NOCHBETBAHM 138 HHQOPMHpAT IEKAPHTE U CTOMATONIO3UTE

NMPUEMAT THKArpesop, npean a M Obe Ha3HAUEHA HAKAKBA XUPYPruyHa HHTEPB
npeiu Ja 3ano4YHAT A MPHEMAT HOB JIEKAPCTBEH MPOAYKT.

I1pu naureHTHTE OT NpoyysaHeTo PLATO ¢ HanpaseH KopoHapHO-apTepHane
(KAB), npu THKarpenop ce Habmoaasa nopeyve KbpBEeHE OTKOJKOTO MPH KON



e cripsAH 1 JeH npeax onepaiua, HO CX04Ha YECTOTa HAa 3HAYKUTETHO KBPBEHE, B CPABHCHHE C
KJIOMTHAOrPE, ¢/ie/l CIIMpaHe Ha JIEUeHHETO 2 HIKM NOBEYE OHU NpeaH onepauus (BXK. ToUKa
4.8). AKO MaUMUEHTDHT NOJIEHKH Ha TUTAHOBA OMepalus H aHTHArpPeraHTHUAT e(eKT € HexKellaH,
THKarpenop TpAOBa a ce cripe 5 AHM nNpeayd XUPYPruvHaTa UHTEpBEHUMA (BXK. TOoUKa 5.1).

[TallMEeHTHU ¢ MpEANIECTBALL UCXEMHUYEH UHCYIT
[Tarmentn ¢ OKC ¢ npemuecTBal HCxeMHUYMeH HHCYJIT Morart Aa Obaar JieKyBaHu ¢

THKarpeJiop B Npoab/DKeHUe Hail-MHOTO 10 12 Meceua (npoyuBane PLATO).

B PEGASUS nauueHT ¢ aHamHe3sa 3a MH ¢ npeawecTraiy HCXeMHUYEH HHCYIIT HE ca
BKIIOUBaHH. [Topaay TOBa, NpH JIMIICA HA TaHHH, JICYCHHE TOBEYE OT €HA FOIHHA He Ce

npenopbuBa MpH TE3H MALMEHTH.

YeproapobHo yBpexcaaHe

YnorpebaTa Ha THKArpenop € NpOTHBOIOKA3aHa [IPH NMAaLMEHTH € TEXKO YEPHOAPOOHO
yBpexxaaHe (Bx. TouxkH 4.2 v 4.3). IMa orpaHH4eH OINMUT ¢ THKArpenop npy NauMeHTH C
YMEPEHO YePHOAPOOHO YBpeKaHe, ITOpagH TOBa MPH TE€3H NALMEHTH C€ NMpenopbYBa
MOBHILIEHO BHUMaHHe (BXK. TOUKH 4.2 U 5.2).

[TanMeHTH C pUCK 3a pa3BUTHE Ha Gpannkapaus
Xonrep EKI" MoHHTOpHpaHe MoKa3Ba MMOBHILCHA YECTOTA MPEAUMHO HA ACHMITTOMHH

BEHTPUKYJIAPHH MMAY3H 1O BPEME Ha JIeYeH e ¢ TUKarpesop B CPaBHEHKE ¢ KIONUAOrpel.
[TaueHTHTE C MOBHUILIEH PUCK OT pa3BUTHE Ha OpaguKkapauA (HAMp. NAlHEHTH CbC CHHAPOM
Ha OONTHHUA CUHYCOB Bb3en Oe3 neicMmeirikbp, AV-0nok 11-pa unu IlI-ta crenen, win Takusa
ChC CBBP3aHH ¢ OpauKapHa CHHKOIH) ca H3KJIIOYEHH OT OCHOBHHTE NMPOYYBaHHA 3a OLIEHKA
Ha Oe3omacHOCTTa H ePUKACHOCTTA Ha THKarpeaop. CneaoBarenHo, nopaiu OrpaHHueHUs
KJIHHHYEH ONUT, THKarpeaop Tpabpa na ce H3nonsea ¢ NOBHIIEHO BHUMaHUe IPH Te3H
NaUHEHTH (BX. TOUKa 5. 1).

OcpeH TOBa, THKarpenop tpabea aa ce npuiara ¢ NOBHILIGHO BHUMAHHE €IHOBPEMEHHO C
JIEKApPCTBEHM NMPOAYKTH, 33 KOUTO € H3BECTHO, Y€ HHAYLUUpaT Opaaukapaud. B npoyusaHero
PLATO, obaue, He ce HabaOAaBaT AOKA3ATENCTBA 38 KIMHAYHO 3HAUUMH HEXKEJIaHH PeaKLHM
clel CAHOBPEMEHHO NPUIGKECHME ¢ €AMH WIM roBeYe JIEKAPCTBECHHU MPOOYKTH, 34 KOUTO €
H3BECTHO, 4e¢ MHIyLUMpaT Opagukapaus (Hanp. 96% Oera-Onokepn, 33% Onokepu Ha
KaIlHeBUTE KaHAJIM AAITHA3EM M BepanaMui, ¥ 4% AMrokCHH) (BX. Touka 4.5).

[To BpeMe Ha xoaTeposoTo noanpoyusaHe 8 PLATO, moseye nauueHTH ca MMajn
BEHTPHKYJIAPHHK MaYy3H >3 CEKYHIM ¢ THKArpenop, OTKONKOTO ¢ KIOMHAOTPeE, N0 BpeME Ha
ocTpara a3a Ha Texuusa OKC. YREIHUEHHETO HA YCTAHOBEHUTE C XONTEP BEHTPHKYJIApHH
Nnay3u ¢ THKarpeJop € OWio No-BUCOKO NPH MALMECHTH ¢ XPOHHYHA CbpACYHA HEAOCTATBYHOCT
(XCH), oTKONKOTO B UANOCTHATa M3C/I€ABaHa NOMyaalus no speMe Ha octpara ¢aza Ha OKC,
HO HE Y HA ITbPBHA MECEL] Ha JIeYeHHUETO C THUKArpelop WIM B CpaBHEHHE ¢ Kionuaorpen. B
Ta34 NOITyalLHA NalHEHTH HE € HMaJI0 HUKAKBU CTPAHUYHHM KJIMHWYHH [OCJIEICTBHA,
CBBbP3aHH ¢ TO3U AuchOanaHc (BKIIOUMTENHO CHHKON WIH MOCTABAHE Ha NMEMCMEHKBP (BXK.
TOUKA 3.1).

B mocTMapKeTHHIOBHA NEPHOA NMPH NALMEHTH, IPHUEMALTH THKATPEIOp, ¢¢ choOIana 3a

ciay4dad Ha Opaauapurmus u AV-0nok (Bxk. Touka 4.8), npeaumuo npu naugentH ¢ OKC, npu
KOHTO ChpJI€YHATA HCXEMMA H CBITBTCTBALLO NPUIATAHUTE JIEKAPCTBA, KOWTO HaMaJlABaT

Chp/leYHATa YECTOTA MIIK 3ACATAT ChPACYHATA MPOBOAMMOCT €€ ABABAT MOTECHLIMAIHU
cMylUaBallH (paxTopu. KTMHHYHOTO ¢hCTOAHME HA MALMEHTA M CBITBTCTBALIO NPWIaraHH
nexkapcTBa TpaOBa Ja OpAaT pas3ryieKAaHHM KAaTo NOTEHUHAIHH MPHYHHH 32 TE3H ChCTOA
npeau aa ce KOpHUrupa JNe4eHHeETO.

Jucnues




MucrnHes ce cho0IIaBa NPY NaLMEeHTHTe, JIEKYBaHH C THKarpeaop. JJucnHesra 0OMKHOBEHO €
JieKa 10 YMEpPEHa N0 MHTEH3UTET B YECTO OT3BYy4aBa 0€3 HEOOX0AUMOCT OT NMPEKLCBAHE Ha
nevyeHuero. [Ipu nainuyeHTHTE ¢ aCTMa/XpOHHYHA 0OCTpyKTHBHA OentoapobHa Gonect (XObD)
MOJKe Ja HMa NOBHILEH abCoMIoTeH PUCK OT Bh3HUKBAHE Ha JUCIIHEA C THKArpENnop.
Tukarpenop Tps6pa aa ce H3MOA3BA C MOBHILICHO BHUMAaHHE PH MaLMeHTH ¢ aHaMHe3a 3a
actMa W/wid XOBB. MexaHu3MbT BCe OlLI€ HE € W3ACHEH. AKO MaLMEHThT CHOOLIM 3a
HOBOBB3HHKHAJIA, NMPOABLDKATEIHA WIH BIIOLIIEHAa AWCITHEA, TOBa Tp20Ba Aa ce u3cieasa
LTOCTHO M aKO HE CE TOJIEpHpa, JIEYEHHETO ¢ THKAarpenop Tpadea aa ce cripe. 3a
NOITBJIHMTETHA HHPOpMaLUA BHXKTE TOuKa 4.8.

IleHTpanHa cbHHA arHes

B nocTMapKeTHHIOBHSA NEPHOA NMPH NALMEHTH, MPHEMALLM THKArpenop, ce croduasa 3a
LIEHTpaJIHa ChHHA arHed, BKIounTenHo auuiaHe Ha Cheyne-Stokes. [Ipu ceMHeHue 3a
LIeHTpaJIHa ChbHHA arnHed, TpAOBa Aa ce 0OOMHCIH AOMbJIHUTETHA KIHHHUYHA OLIEHKa.,

[IopuiasaHe Ha KpeaTHHWHA
HyuBaTta Ha KpeaTUHMHA MOraT Ja c€ MOBMILAT 1O BPEME HA JICYCHHETO ¢ THKArpenop.

MexaHU3MBT BCe ollle He e u3acHeH. brOpeunaTta ¢pyHkuna TpabBa aa ce nipoeepsBa ChI/IACHO
CTaHJapTHaTa MeaulMHCKa npakTHKa. [Ipu nanuenTn ¢ OKC ce npenopnusa cblo fa ce
nposepu OvOpeyHaTa QyHKUMSA €IMH Mecell Clie] 3a[TOYBAHE HA JICUCHUETO C THKArpenop,
kaTo ce 00pbIIa 0cOOeHO BHHMAaHHE Ha MAUMEHTH =75 rOAUHM, MaLHEHTU ¢ YMepeHa/TexKa
OBpOpeyUHa HeJOCTATHYHOCT U TAKHBA, KOMTO MO;TYYaBaT CHITETCTRAINA TEpanus ¢
aHrHoTeH3uH-pelentopHH dnokepu (APD).

YBenyuaBaHe Ha MAKOYHATA KMCEIHHA

XunepypuKeMHsa MOXKE 12 Bb3HMKHE 110 BpeMe Ha JIeueHUE ¢ TUKarpenop (BxK. To4ka 4.8).
Tpabpa na ce BHMMAaBa NpH NALMEHTH C aHAMHE3a 32 XHIIEPYPHKEMHSA HITH IOAArpo3eH
apTpuT. Kato npennassa Mapka He ¢e Hachp4aBa yrnorpedara Ha THKArpesiop IpH NaUMeHTH C
ypeMuuHa HeQpOoraTHs.

TpomboTrruna TpoMbouMTOoneHutHa mypiypa (TT1I)

TpomboTruna TpombonuTonenusHa mypmypa (TT11)ce crobiaBa MHOrO psako npH ynorpeda
Ha THKarpesjaop. Xapakrepusupa ce ¢ TpoMOOLMTONIEHHA H MUKPOAHIHONATHYHA XEMOJIUTHYHA
aHEeMHs, CBbP3aHa ¢ HEBPOJIOTrHYHHU HAXOAKH, Ob0peuHa quchyHKUMA WIH BUCOKA
TeMneparypa. 1 111 e NOTeHUMATHO JIETATHO CbCTOSHHE, M3HCKBALLO OBP30 JIeUEHHE,
BKJTIOYHTENTHO Ta3Madepesa.

[ToBauaBaHe Ha TECTOBETE 32 TPOMOOUUTHA GYHKUMA NPH AHArHOCTHUHPAHE Ha XeNapHH-
HHIyaupaHa TpoMboumToneHus ( XHT)

[Tpu TecTa 3a XenapuH-HHAYLUHpaHa akTiBaums Ha TpoMbouurure (XUTA), u3nonseax 3a
nuardocruudpade Ha XUT, anturpoMbounTen dakTop 4/xenapuH aHTHUTEaTa B CEPyMa Ha
nauyeHTa aKTHBUPAT TPOMOOUMTHUTE HA 3ApaBH JOHOPH B MPUCHCTBHETO HA XEMAPHH.
danueo orpulaTentu pe3yntatd 3a XUT npu Tect 3a TpoMOoLMTHA QYyHKLMA (KOETO
BIUTIOYBA, HO MOXKE Aa He ce orpaHuvana 10 TecT 3a XM TA) ce cpbobiuapat npu nauHeHTH,
npuemMally Tukarpenop. Tosa e cBbp3aHO ¢ HHXHOUpaHe Ha P2Y |1 2-peuenropa BepXy
TPOMOOLIMTHTE Ha 3ApaBUTE JOHOPH OT THKAarpejop B CepyMa/IUIasMara Ha MALMEHTA NpH
tecTa. MH(popMaLKA 3a CHITETCTBALLIA TEPAIIHA C THKArpeaop ¢€ H3UCKBA, KOraTo c€ pasuuTar
TECTOBETE 3a TPOMOOLIHTHATA PYHKUMA NpH AHarsocTuumpane Ha XHUT.

[Ipn naumeHTH, KOUTO ca pa3sunu XHUT, CbOTHOILEHUETO MON3a-PUCK OT NMPOABJDKUTETHO
JiedeHHE ¢ THKarpesiop TpadBa aa ce OLeHM, KaTo c€ B3eMar MpeaBua U npoTpoMOOTHYHHA
cratycHa XHUT u noBUiLieHHs PUCK OT KbpBEHE IIPH CHITBTCTRAIILA Tepalud ¢ aHTHKOA
TUKarpenop.

EEI '

Ha 6a3a Ha HabmogasaHara B PLLATQO Bpb3ka Mexay noaaspxkamiara go3a ACK u




OTHOCHTENHATA e()UKACHOCT Ha THKArpenop B CPABHEHME C KIIOMUAOTPeEN], HE CE IIPENnophyBa
eIHOBPEMEHHOTO NPHIOKEHHE Ha TUKArpenop ¥ Bucoka noaaspxama no3a ACK (>300 mg)
(Bx. TOuKa 5.1).

PaHHO NpeyCTAHOBABAHE

PaHHOTO CIIHpaHe Ha KOSTO W Ja € aHTHArperaHTHa Tepanus, BKTIOYHTEIHO U ¢ Tunobpactun,
MOKe Jia JIOBEe 10 MOBHILABaHe Ha pUCcKa OT ChpaAc4YHO-CbA0BA (CC) cMbpT, MU Mnu HHCYITT
BCJICICTBHE Ha MOAJEXKAIOTO 3afongBaHe HA MalUKUeHTa.

CnenoBaTenHo, TpAOBa Aa ce U30ArBa NpexxaeBpeMeHHO CMHpaHe Ha TepanusTa.

TunobpacTi cbAbPKA HATPUM
To3u NekapcTBeH MPOAYKT ChABPXKA NO-MaNKo 0T 1 mmol Hatpuit (23 mg) Ha rabnerka, Ha

MPaKTHKA HE ChABPXKA HATPHH.

4.5 B3anMoaelicTBHe ¢ APYTH JEeKAPCTBEHH NPOAYKTH B ApYrd popMH HA
B3AHMO/JACHCTBHE

Tuxarpenop e npeau Bcuuko cyberpar Ha CYP3 A4 1 cnab unxuburop Ha CYP3 A4,
Tukarpenop e ¢cemo cyberpart Ha P-rinukonporenHa (P-gp) u cnab naxuburop Ha P-gp u
MO3Xe Ja MOBUILHK eKcno3uLmsaTa Ha cybctpaTu Ha P-gp. Tukarpenop e uuxuburop Ha
NpoTeHHa, CBBP3aH C PE3UCTEHTHOCTTA Py paK Ha repaata (breast cancer resistance protein,
BCRP).

EdexTi Ha nekapcTBEHU U JPYTH NPOAYKTH BbPXY THKATIPEIOp

Huxubumopu na CYP3A4

o Mownu unxubumopu na CYP3A4 — eNIHOBPEMEHHOTO NPUIOKEHUE HA KETOKOHA30/1
C TUKarpejaop BoaM ao noeuiiasaHe Ha Crax U AUC Ha TUKarpenaop, CbOTBETHO 2,4
mbTH U 7,3 MbTH. Crax H AUC Ha akTUBHMA MeTabOIHT ¢c€ MOHKXKABAT, ChOTBETHO €
89% u 56%. Ouakpa ce 1 Apyrd MowHu uexubutopu Ha CYP3 A4
(K1apUTPOMMLIMH, He(a30I0H, PHTOHABHP U ATA3aHABHP) Ja UMAT CXOAHM eQeKTH,
¥ nopajy Ta3M MMPUYHHA, CEITBTCTBALOTO NIPUIOKEHUE HA MOILHY UHXHOUTOPH Ha
CYP3A4 ¢ THkarpenop e NpoTHBONOKa3aHO (BX. TouKa 4.3).

o Vmepernu unxubumopu na CYP3A4 — eTHOBPEMEHHOTO NPUIOKEHHUE HA TUITTHA3EM
¢ THKarpenaop noBuiuara Cpax ¢ 69%, a AUC a0 2,7 mbTH ¥ noHmwkara Crax Ha
THKarpenop ¢ 38%, nokaro AUC ocTaBa HenpOMeHeHa. TUKarpenop He OKa3Ba
BJAMSHHE BLPXY ILU1a3MEeHaTa KOHLEHTpaLud Ha auiTHazeM. OvakBa ce Apyrure
yMepeHd UHXubuTopu Ha CYP3 A4 (vanp. aMnpeHaBup, anperuTaHT,
ePUTPOMHLIMH H (JIyKOHA30/1) Aa UMAaT CXOAeH e(eKT H ChILO Aa MOraT Ja ce
NpUIaraT €IHOBPEMEHHO ¢ TUKArpenop.

¢ HabnronapaHa e 2 NbTH YBENHYECHA EKCMO3MLIMA HA TUKArPENop cllell KOHCYMallus
Ha roJieMH KoJIHYecTBa cok ot rpeindpyT avesHo (3x200 ml). Tasu creneH Ha
NOBHKIIIEHa €KCIO3HIIUA He ce OYaKBa Ja ObAe KIMHUYHO 3HAYUMa 38 MOBEYETO
NalHeHTH.

Huoyxmopu na CYP3A
EqHOBpeMEHHOTO NIPHUIOKEHHE HA pUPAMITHLIUE B TUKArpeyiop BOAH 4O MOHMWKEeHHE Ha Chax
H AUC Ha Takarpenop ¢bOTBETHO CbC 73% U 86%. Cnax Ha akTHBHHA MeTabomNNT He ce
npomeHs, a AUC ce noHwxkaBa ¢b0TBeTHO ¢ 46%. OvakBa ce Apyrure HHAYKTOPH Ha
CYP3A (Hanp. penuTonH, kapbamMazenuH K peHobapOuran) Chllo Aa NOHWKABAT
eKCMO3HLMATA Ha THKarpenop. EAHOBPEMEHHOTO MPUIIOXKEHHE Ha THKArpeJop ¢ MOIHH
HHAYKTOPH Ha CYP3A MoOxe Aa MOHMXHU eKCMO3ULUATA U e(DUKACHOCTTA HA THKArpeJio
MopaaM Ta3y NpUYHHA He ¢ HACLPYaBa TAXHOTO CHITBTCTRALLO MPUIIOKEHHE C THKArp




Huxnocnopun (unxubumop na P-gp u CYP3A4)

EaHOBpEeMEHHOTO NpUIoXeHHe Ha nukiocnopuH (600 mg) ¢ Tukarpenop BOAH A0
nosHiaBaHe Ha Crax 1 AUC Ha THKarpenop ¢b0TBETHO 2,3 bTH 4 2,8 nibTH. [1pu Hannuuero
Ha uukiocnopuH, AUC Ha akTuBHHA MeTabonut ce nosuiuasa ¢ 32%, a Cpax C€ NOHIKABA C

15%.

Hsama HaTHYHH JaHHH 3a €IHOBpeMeHHAaTa ynorpeda Ha TUKarpeaop ¢ Apyru akTHBHH
BEILIECTBA, KOUTO CHUIO Ca MOILLIHK HHXHOUTOPH Ha P-gp H yMepeHH KHXHOKTOpPH Ha
CYP3A4 (nanp. BepanaMul, XHHUIWH), KOUTO ChILO MOTaT A2 NOBUILAT €KCMO3ULIMATA Ha
THKarpesjop. Axo komOuHanMaTa He MoXke Aa 6bae u3bernara, TAXHOTO €JHOBPEMEHHO
npuiokKeHHe TPAOBA Ja C€ U3BBPILBA C MOBULIEHO BHHMAHHE.

QEE&’H

KauHHYHKTE NpOoy4BaHus 3a GapMaKkoIOrHuYHH B3aHMOAECHCTBHA MOKA3BAT, Ye
€JHOBPEMEHHOTO MPWIOKEHHE Ha THKArpenop ¢ xenapux, eHokcanapul ¥ ACK wiu
NE3MONPECHH HE OKA3BaT Bbh3EHCTBHE BbPXY (apMaKkOKMHETHKATA HA THKArpeaop WiH
aKTHBHHMA My Metabonut, Wi BepxXy AJlD-uugyumpanara TpoMOOLIMTHA arperaius, B
CpaBHEHHE C THKArpeaop, NPUIOKEH CaMOCTOATETHO. AKO € KIIMHHUYHO [TOKa3aHo,
NeKapCTBeHU MPOAYKTH, KOMTO U3MEHAT XeMOCTa3ara, TpaOBa fa ce U3MOoA3BaT ¢ NOBHILEHO

BHHMaAHHE B KDMﬁHHaLI,HH C THKArpeaop.

HabmronaraHa e 3a0apeHa ¥ NOHMWXKEHA EKCTIO3MLIUA Ha NIEPOpaHd HHXHOUTOPH Ha P2Y 1,
BKJTIOUHTE/THO THKArpeJiop ¥ HErOBHA akTHBeH Metabonut npu nauueHTu ¢ OKC, nekyBaH# ¢
mopduH (35% noHwKaBaHe Ha EKCIIO3MIIMAATA HA THKArpenop). ToBa B3aUMOOCHCTBHE MOXKE
Ia € CBBP3aHO ¢ HaMalleH CTOMAaLIHO-YpeBeH MOTHJIMTET M [a ¢€ OTHAcA 3a ApYryd OIMHOMIM.
KnuHuuHoTO 3HaY€HHE € HEW3BECTHO, HO JaHHWTE MOKa3BaT MNOTCHLMAJ 3a HaMaJicHa
e(DUKACHOCT HAa THKArPEeNop NMpU NALMEHTH ¢ €JHOBPEMEHHO NPWICKEHHUE Ha THKArpemnop u
mopduH. [Tpu naumenTu ¢ OKC, npu kouto MOpPUHBLT He MOxe Aa Obae cnpsaH 4 OBp30TO
uaxuOupaHe Ha P2Y 12 € OT CBIIECTBEHO 3HAYCHUE, MOXKE Aa ce 0OMHCnH ynoTpeda Ha
napeHTepaieH HHXxubutop Ha P2Y ..

EdexTn Ha THKArpenop BLpXy APYrd J1EKApCTBEHU NPOIYKTH

Jexapcmeenu npodyxkmu, xoumo ce memabonuzupam om CYP3A4

o (Cumeacmamur — eIHOBPEMEHHOTO NMPUIOKEHHE HA THKArPEIop CbC CUMBACTATHH
BOAM A0 NMoBHIIaBaHe Ha Chax H AUC Ha cHMBacTaTHH ¢hOTBETHA ¢ 8 1% 1 56%,
KaKTO M HA MoBulliapaHe Ha Cnax H AUC Ha CHMBacTaTHHOBATA KUCEJTHHA CHOTBETHO
¢ 64% 1 52%, KaTO B OTACHHHK CAYYAH Ce JOCTUra 2- A0 3-KpaTHO NOBULLABAHE.
EaHOBpeMEHHOTO NPWIOKEHHE Ha THKArpeop H CHMBACTaTHH B 034,
HaaBuInapaa 40 mg AHEBHO, MOXKeE Ja AOBEAE A0 HEXeENIaHW peaKkLiui Ha
CHMBACTATUH U TPAOBA 114 C€ NMPELICHH CIPAMO NOTEHLMAIHUTE NoN3H, CUMBAcTaTHH
HE OKa3Ba BIIMAHHEC BBPXY IU1a3MEHHTE KOHLIEHTPALlMK Ha TUKarpenop. Tukarpenop
MOJKE J1a OKa3Ba CXoAcH e(deKT BupXY noBacTaTuH. He ce npenoprura
€IHOBPEMEHHATa ynoTpeba Ha TUKAarpeop ¢bC CUMBACTATHH MM JIOBACTATHH B
0034, HaasuIuaeainy 40 mg,

o Amopsacmamun — €IHOBPEMEHHOTO TMPWIOKECHHE HA aTOPBACTAaTHH H THKArpeop
BOIH 110 noBuLaBane Ha Cpax 1 AUC Ha aTOpBacTaTHHOBA KHCEIHHA CHOTBETHO ¢ 23%
H 36%. Cxoano noBuwiaBane Ha AUC u Cpax € HabmogaBaHo npH BCHYKH META00MHTH
Ha aToOpBacTaTMHOBATA KUCEIMHA. Te3d TMOBHUICHM CTOMHOCTH HE C€ CUYMTAT 3a
KJIMHUYHO 3HaYMMH.

e He Moxe na ce uzkmoum nogobex edexT U BbPXY APYrd CTATHHH, META00H
ot CYP3A4. [launenture B npoydBaHeTo PLATO, kouro ca nonydaraiu
THKarpenop, ¢a NpHeMalii pa3IidHA CTATHHU 6e3 chobpaKeHHE 10 OTHOL
6e30macHOCTTa Ha cratvHa npu 93% ot koxoprata Ha PLATO, kosato € np




TC3H JJEKAPCTBCHH IIPOAYKTH.

Tukarpenop e cnab unxuburop Ha CYP3A4. EAHOBpeMEeHHOTO NMPUIIOKEHUE HA THUKArpesop
cbe cybeTpaT HAa CYP3 A4 ¢ TeceH repaneBTHYEH UHAECKC (Harp. UM3ANPUI UITH
eProaikanonain) He ce NMpenopb4Ba, Th KaTO THKArpenop MOXXe Ja NMOBUIIM €KCITO3KLMATA Ha
TE3H JICKAPCTBEHH MPOIYKTH.

P-gp cybecmpamu (6xAI04UMERHO OUL0KCUH, YUKAOCRODUH)

EaHOBpEMEHHOTO NPUNIOKEHHE ¢ THKATPEIOP BOAK A0 NOBUIIABAHE HA Cmax U AUC Ha
JUTOKCHH ChOTBETHO ¢bC 75% n 28%. CpenHure Hail-HNCKH HHBa Ha JUIOKCHH Ce MOBUILIABAT
¢ 0koJ10 30% mpH €THOBPEMEHHO NMPHIOXKEHHE C THKArpesiop, KaTO B HAKOW OTAEIHH CTyYaH
C€ OTUMTAT MAKCHUMYM ABYKPATHH NOBUILABAHUA. B npHchCTBHETO HAa AHMFOKCHH Chax 1 AUC
Ha THKArpesop M aKTHBHUA My MeTalonuT He ce noBnusaBat. Crea0BaTENHO, NPH
€OHOBPEMEHHO NPHIIOKEHUE HA THKArpenop ¢ P-gp-3aBUCHMM JIEKaPCTBEHM MMPOAYKTH C
MABK TEpalleBTHYECH HHAEKC KaTO JUIOKCHH, €€ NpenopbhyBa NOAXOAAI] KIHHHYMEH W/ WK
nabopatopeH KOHTpON.

Tukarpenop He OKa3Ba BIMAHHE BHPXY KOHLEHTPALMATA HAa LMKIOCIIOPHH B KpbBTa. EdexkTnT
Ha THKAarpeiop BepXy ApYyru cybcTpaTu Ha P-gp He € npoyuBaH.

Jexapcmaernu npodykmu, xoumo ce memaborusupam om CYP2C9

EnHOBpEMEHHOTO NPHIOKEHHE Ha THKArpenop ¢ ToadyraMu He BOAM A0 IPOMAHA Ha
[UTA3MEHHUTE KOHLIEHTpAlMH Ha KOHTO M Ja € OT ABaTa MPpOAYKTa, KOETO NPeAno/jara, 4e
THKarpenop He € UHXuoburop Ha CYP2C9 U e Manko BEpOATHO Aa NOBAMABA MEAWMPAHHUA OT
CYP2C9 meTaboH3BM Ha JIEKAPCTBEHH NPOAYKTH KaTo BapdapuH U Tonbyramun,.

Posyeacmamunu (cybcmpam na BCRP)

Tukarpenop NOBHILABA KOHLIEHTPALIMKUTE HA PO3YBACTATHH, KOETO MOXE [a AOBEAE [0
MOBHILEH PHCK OT MHOMATHS, BKIIIOUMTENHO M pabaoMuonusa. Tpabea na ce otaane
BHUMaHHE Ha [OJI3UTE OT MpeAna3BaHe OT CEPHO3HU HEXKENaHH ChpJeYHO-ChJOBH ChOUTHA
IMPH HU3MOI3BAHETO HA PO3YBACTATHH CIIPAMO PUCKOBETE OT NOBHILIEHHTE IUIA3MEHH
KOHLICHTPALIMM Ha PO3YBAaCTATHH.

Ilepopannu xoumpayenmueu

EAHOBPEMEHHOTO NPHWIOKEHHE HA THKArpeIop ¢ JIEBOHOPrecTpen U €eTHHH €CTPaaos BOOM
10 MOBHILIABAHE HA €KCIMO3HIMATA KbM €THHWI ecTpaguon ¢ npudnusurenHo 20 %, Ho He
MOBJIMABA (papMaKOKMHETHKATa Ha jieBoHOprecTpen. [1pH eAHOBpeMEeHHO NPHWIOKEHHE Ha
JIEBOHOPTECTPEN U ETHHWI €CTPAAHOI ¢ TUKATPENOP HE CE€ 04aKBA KIIMHUYHO 3HA4YMM e(eKT
BBPXY €PUKACHOCTTA Ha NepOpalHUA KOHTPALCTITUB.

Jexapcmeenu npooykmu, 3a KOumo e u3gecmuo, e uHoyyupam O6pacuxapous

ITopanu HabnronasaHe Ha NpeJUMHO aCHMIITOMHH BEHTPUKYJIAPHH Nay3d H Opaaukapaus ce
H3UCKBa MOBHILIEHO BHUMAHHE, KOraTO TUKarpesnop ce npuiara eAHOBPEMEHHO ¢ JIEKapCTBEHH
MPOAYKTH, 38 KOHTO € U3BECTHO, Ye UHOYyLHpaT 6panukapaus (Bx. Touka 4.4). B npoyusanero
PLATO, obaue, He ce HabmogaBaT A0KA3aTE/NCTRA 33 KIHHHYHO 3HAMHMH HEXEJIaHH peaKLHH
cliell €THOBPEMEHHO MPHI0KEHME C €JUH HIIH [IOBEHE JIEKAPCTBEHH IIPOAYKTH, 338 KOKHTO €
H3BECTHO, Y€ HHAYLHpaAT Opaauxkapaus (Hanp. 96 % Oera-6nokepu, 33 % OnokepH Ha
KAIUHMEBHUTE KaHANU JWITHA3EM M BepanaMui, U 4 % JUrokcuH).

lpyea cvnvmemsawa mepanus

eH3uM (ACE) n aurnorensun Il penterrropHn 6i1okepy, HeoOXOOAUMH 3a JIeYeHUeE H
CBHITLTCTBALLM 3a00JIABAHUA 32 ABITHI NIEPHOJ, A CLINO U XEMapHH, HHCKOMOJIEKY!T
1 MHTpaBeHo3HH HHXHOUTOpH Ha Gpllb/Illa 3a kpaTko Bpeme (BXK. Todka 5.1). He




NAHHH 3a HaOM0JaBaHH KIHHHYHO 3HAYUMH HEXENAHU B3aHMOACHCTBHSA IIPH YIIOTpe'Ga Ha
TE3H JICKAPCTBCHH TIPOAYKTH.

EaHOBpeMEHHOTO NPUIIOKEHHE Ha THKArpeop ¢ XeMapuH, eHOKCHIIAPHH WX Je3MONPECHH
HAMA e(PEKT BBPXY aKTHBHPAHOTO NapLMaHO TpoMOoIUiacTHHOBO Bpeme (aPTT),
aKTHBHPaHOTO BpeMe Ha cseHpBaHe (ACT) win nacneaBaHusTa Ha Qakrop Xa. Bee nak,
Nopaay NOTEHUHANHUTE papMaKOJHHAMMYHHY B3aHMOAEHCTBHA, €IHOBPEMEHHOTO
NPHIOKEHHE Ha THKArpenop ¢ JIeKapCTBEHK NPOOYKTH, 32 KOUTO € H3BECTHO, Y€ MPOMEHAT
XeMocTa3ara, TpAOBa 1a ce H3BbPIlIBA ¢ NOBUILIEHO BHUMaHHE.

[Topann ceobmeHus 3a aOHOPMHO KOXHO KbpBeHe ¢be SSRI (Hanp. napokceTHH, cepTpalH U
1HTANoNnpaM), NpenopruBa ce BHUMMaHue, korato SSRI ce npunarar ¢ TMkarpenop, Tbit kato
TOBA MOXKE 11a TIOBUILH PUCKA OT KbpPBEHE.

4.6 @epTHIATET, OpeMEeHHOCT H KbPMeEHe

KeHu ¢ aeTepoieH NOTeHUMAN
XKeuu ¢ nperepolieH noreHUMan Tpabpa aa H3NON3BaT €PEKTUBHY KOHTPALIGNITUBHHA MEPKH, 32

na uibernar 3abpemeHaBaHe Mo BpeMe Ha JIeYeHUE C TUKArpesop.

bpeMeHHOCT

Hsama niu uMa orpaHd4eHO KOJIMYECTBO JaHHHM 32 ynoTpedaTta Ha THKarpesop npu OpeMeHHU
AeHHU. IlpoyuBaHuATa NpH XKUBOTHH NOKA3BAT PENPOAYKTHBHA TOKCHUYHOCT (BXK. TOUKA
5.3).Tuxarpenop He ce npenopbyBa No BpeMe Ha HpeMEHHOCT.

KnpmMmeHe

Hanuvnure dpapmMakoaMHaMUYHW/ TOKCHKOIOTMYHH JAHHHW MPH XKUBOTHH NOKA3BaT EKCKpeLHs
Ha THKarpeJop U aKkTHBHHA My MeTabonut B MAkoTo (B, Todka 5.3). He Moxke na ce
M3KJIFOYH PUCK MPH HOBOpOAeHH/KbpMadeTa. TpabBa aa ce BeMe pellieHHe JalIH Ja Ce Crpe
KbPMEHETO, WiH Aa C€ NPEeKpaTH/Aa He ce Npuiiara Tepanusa ¢ THKarpenop, KaTo ce BieMe
npeABHA 10J13aTa OT KBPMEHETO 33 AETETO U M0/13aTa OT TEPANMATA 34 KEHATA.

DepTUIUTET
Tukarpenop He OKa3Ba BIHAHHE BbPXY MBAKKHA M EeHCKUS PEPTWINTET NPH KUBOTHH (BX.

TO4Ka 5.3).

4.7 Edextn Bupxy cnocobHOCTTS 32 ModHpaHe H paboTa ¢ MalIHHK

THuKarpenop He NOBIMABA UJTH MOB/IHABA NPEHEOPEIKUMO CITOCOOHOCTTA 3a WodUpaHe U
pabota ¢ MalIKHH. 110 Bpeme Ha JieyeHHe ¢ THKarpesop ce cboOL1aBa 3aMasHOCT H
obbpkBane. CriefoBaTe/HO, MALIMEHTH, KOMTO MOJTy4YaT Te€3H CUMIITOMH TpAOBa Ja ca ¢
[IOBHILIEHO BHUMaHHE NpH 1iodupaHe uiaM paboTa ¢ MalMHH.

4.8 Hexe/1aHH JIEKAPCTBEHH PeRKIHE

PesoMe Ha npodwia Ha 6e€30macHOCT

[TpodmneT Ha 6€30MaCHOCT HA THKArpeiop € OlieHABaH B JB€ rojieMH KIHHHYHH H3NTMTBAHHA
¢aza 3 no orHoweHue Ha usxona (PLATO u PEGASUS), sxnousamu noseue ot 39 000
MMAlHEHTH (BXX. TOYKA J.1).

TEpaIMaTa opagy HexeNlaHu cbOUTHA, B cpaBHeHHe ¢ Kionuaorpen (7,4 % cnps
PEGASUS nauneHTHTE, TIeKYBaHH C THKarpeiaop, HMaT 110-BHCOKa 4€CTOTa Ha

NpeyCcTaHOBABAHE Ha TEPAlUATA NTIOPAAH HEXKENAHU CBOUTUSA B CPaBHEHHE C TPy
Tepanud camo ¢ ACK (16,1 % 3a tukarpenop 60 mg ¢ ACK cnpamo 8,5 % 3a e



ACK). Hail-yecto cpofliaBaHUTE HEXeEJlaHW peakLMHU MpU MALMEHTUTE, JIEKYBAHH ¢
THKAarpeaop, ca KbpBeHe U JUCNHHEA (BXK. ToUka 4.4).

TaGnuueH CIMCHK Ha HEXENAHUTE PEaKlMH
[TpeacraBeHUTE NO-A0TY HEXENAHM PEaKLMM ca UISHTU(PHULIMpPAHH B MPOYYBaHHATA WIH ca

CHOOILEHH MPH NOCT-MAPKETHHIOB ONHT ¢ THKarpenop (Tabauua 1).

Hexenanute peakuuu ca u3dpoeHd no cucremo-opradeH knac (COK) no MedDRA. B
paMkuTe Ha Bcekdt COK HexxenaHUTE JIEKapCTBEHH peakliMK ca H3OPoeHH Mo YecToTa.

Kareropunute no yectora ce Ae@UHHpAT O ClleIHATA KOHBEHLHUA: MHOTO 4ecTH (>1/10), yecTH

(=1/100 go < 1/10), neuectu (=1/1 000 no <1/100), peaxu (=1/10 000 oo <1/1 000), MuoroO
peaku (<1/10 000), ¢ HeuspecTHA yecTOTa (OT HATMYHHUTE JAHHH He MoXe Aa ObJie HanpaBeHa

OLICHKA).

Tabauna 1 - Hexxes1aHH peakIiHE 1O WecTOTA H cHcTeMo-opraden xiac (COK)

COK

MHoro 3ectn

YecTH

HeuvecTH

C HeH3BecTHA
JecTOTa

Heonaazmu —
J100poKaYeCcTBEHH,
3JIOKRYECTBEHH H
HeonmpeaeieHH (BKIL.
KHCTH H NO/IHOIH

Kbpeene ot Tymop®

Hapymenus Ha
KPLBTa H
JuMpHATA CHCTEMA

KbpBeHe, CBLP3aHO
C HapylIEeHH Ha
KpbBTa®

Tpomborruna
TPOMOOLIMTONEHUYHA

oyprypa’

Hapymenns
HA HMYHHATA
CHCTCMA

CBpBXYYBCTBHTEIHOCT,
BIJTIOUMTEJTHO
aHrvoeaem”

HapymeHnus HA
MerabonasMa B
| XpaHEHETo

XHUnepypuKkeMus"

[lonarpa/
ojarpo3eH

apTPUT

Icaxuunn
HApYLICHHRA

Ob0bpxaHoOCT

Hapymenusn
HA HEPBHATA
CHCTEMA

3aMasHOCT,
CHHKOII,
rnapobonue

BrrpeuepeneH
KPBBOH3IIHB™

Hapymenns Ha o94nTe

KpBBOH3IHB B OKOTOM

Hapymenns Ha
YXOTO H
Aa0RpEATA

Bepturo

KpbBOH3/IHB B YXOTO

Corpaeunn
HApYIMEHASA

bpaauapurMus, AV-
6nok"

Cb10BH HapynieHHs

XHIIOTOHHUSA

PecnHpaTOopHH,
rpLAHHA H
MEIHACTHHAJIHA

HADYLICHHA

JAUCITHes

KbpBeHe oT
peCIUpaTopHaTa
CUCTEMAS
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Cromamno- CromaluHo- PeTponepuroHeaicH
YpeBHH 4YpEBEH KPbROU3/IUB
HAPYIICHHA KPbBOU3INIUB™,

nuapui,

rajicHe,

JIMCTIETICHS,

3a1IeK
Hapymenns Ha [ToakoxkHO UK
KOXKATA H JAEpMaJTHO
NOAKOXKHATA ThKAH KbpBeHe®,

oOpHB, crpbex

HapymeHrs na

MyCKyJHO KBpBEHE"

MYCKYJIHO-
cKe/leTHATA
CHCTEMA H
CheAHHHATENHATA
THKAH
Hapymenns Ha KbpBeHe oT
OnOpennTe H [UKOYHHUTE
NHKOYHHATE MbTHIA"
NbTHIIA
Hapymenns Ha KspBeHe ot
BbL3NPOA3BOAHTE/H PENpOAYKTHBHATA
aTa CHCTEMA H CHCTEMA"
rbpAaTa
Hicaenpanns [TosueH
KpEeaTHUHHH B
KpBBTa'
HapanaBanns, KpsBOU3NHB crien
OTPABSHHA H npoueaypa,
yCJI0KHEHHS, TPaBMATH4YHO
BbL3HHKHAJIH B KbpBEHE”

pe3y/ITaT Ha
HHTEpPBEHIIHH

* Hanp. KbpPBEHE OT paK Ha MHKOYHHA MEXYP, paK Ha CTOMaxa, pak Ha 1e0efloTo YepBo

® Hamp. MOBHMILEHA TEHACHNMA KbM HACHHABAHE, CIIOHTAHEH XEMaTOM, XEMOPArHyHa JUaTe3a

* UnenTuduuupana B NOCTMAPKETHHIOB OMHT

" YecTOTHTE Ca NOMyYeHH OT nabopaTopHH HabmoAeHHs ([TOBUILIEHA MKKOYHA KHCEJIMHA >TrOpHaTa
IPaHMIIA HA HOpMaTa CIIPAMO M3XOAHO HUBO MOJX WIH B pedpepeHTHHUTE rpaHuLM. [ToBHilIeH KpeaTHHHH
>50% copAMO M3XO0IHO HHMBO.), 4 HE € MPUOIHIUTEIHA YECTOTA Ha ChOOIaBaHe HA HEXeaHH ChONTHA.
A Hanp. KOHIOKTHBAJIHO, pETHHHO, BbTPEOUYHO KbPBEHE

® HAanp. eMUCTAKCHC, XEMOITTH3a

* HaImp. KbPBEHE OT BEHUMTE, KPBBOM3IIUB OT PEKTYMa, KPHBOH3IIMB OT CTOMALLHA A3BA

* HANp. eKXMMO033a, KOXKECH KPbBOM3INIMB, IETEXHK

" Hanp. xeMapTpo3a, MyCKYJIeH KPbBOH3JIHB

i Hamp. XeMaTypHA, XeMOparHiueH LIHCTHT

* Hafp. BarHHAJICH KPBBOU3IUB, XEMATOCNIEPMHA, MOCTMEHOMAY3a/IeH KPbBOW3IHUE

" HaMp. KOHTY3HA, TPABMATHYECH XEMATOM, TpaBMaTHYEH KPbBOU3IIHB

¥ T.¢. CIOHTaHHO, CBBP3aHO ¢ HHTEPBEHUHA WIH TPaBMaTHZHA HHTpaKpaHHalHa XeMoparus

OnucaHne Ha H3OpaHU HEXETAHH pEeaKLHN

Kvpeene

Haxooxu ¢ xvpeene 6 PLATO

LlanocTHHTE pe3yITaTH 3a 4YECTOTATa Ha KbpeeHe B npoyyBaHero PLATO ca no
Tabanua 2.
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Tabannoa 2 — AHAJIN3 HA 00MHTE ChOMTHS ¢ KbpBEHE, H3YHCIeHHE N0 Kaplan-Meier na
12-ta mecen (PLATO)

Tukarpeaop | Knonmaorpea
90 mg aBa p-cTOHROCT™
I'bLTH JHEBHO N=9186
N=9235

0610 3HaunTenHH oT PLATO 11,6 11,2 0,4336
daranHu/ KkHBoTO3acTpawaBaiu ot PLATO 5,8 5,8 (0,6988
3naunrenHu ot PLATO, necebp3anu ¢ KADb 4.5 3.8 0,0264
3uauntenHy ot PLATO, Hecpbp3aHH ¢ 3,1 2,3 0,0058
HHTCPBEHLIHH
KomOunHpanu oOmo - 3HaYMTENHH + 16,1 14,6 0,0084
HesHaunTenHH oT PLATO
Hecpbp3aHH ¢ HHTEPBEHLIMH — 3HAYHTEIIHH + 5,9 4.3 <0,0001
HesHayuTeauu oT PLATO
3HayuTenay no TIMI 7,9 7,7 0,5669
3HaUUTEIHH + He3HauuTeIHU o TIMI 11,4 10,9 0,3272

HepHHMUKHE HA KATErOPHHTE KbpPBEHE:

3HaunTeIHO (PATATHOAKHBOTO3ACTPALIABALLG KbPBeHe: KIHHWUYHO MPOABEHO ¢ MOHMKABAaHE Ha
xeMornobuHa ¢ >50 g/l unu ¢ npenuBaHe Ha >4 caka epPUTPOLMTHA Maca; WA (aTanHo;, WIH
MHTPaKpaHHUaIHO; WM WHTPAMEPHKAPAHO CbC ChpJeYHA TAMIOHANA, WIH ¢ XHMOBOJEMHYCH IHOK HIH
TeXKa XHUIIOTOHHA, HU3IUCKBAIA MMPECOPH HIIM XHPYPrUiHA HHTEPBEHIIHA.

Apyro 3HaYMHTENHO: KIHHHYHO MPOABEHO ¢ MOHWXKaBaHe Ha XxeMornobuHa ¢ 30-50 g/l win npenusaHe
Ha 2-3 caKa EpUTPOLMTHA Maca; WK 3HAYMTE/IHO HHBAIHIM3HpAaLo.
He3HauHTE/IHO KbPBEHE: M3IMCKBa MEANLIMHCKA HAMeCa, 3a CIIMpaHe Wik JIeKyBaHE Ha KbPBEHETO,
3nauuTenHo KppBeHe no TIMI: kauHmIHO MposiBeHO ¢ MOHKW)KaBaHe Ha xemornobuHa ¢ >50 g/l wiu
¢ HHTPAKPaHUAIIHA XeMOparus.

Heanauutenno kbpBene no TIMI: knHHHYHO MPOABEHO € [MOHKUXAaBaHe Ha xemornoduHa ¢ 30-50 g/l.
* p-CTOMHOCT, U3YHC/IEHa OT MOJEN Ha MpONOpLUMOHANHUTE pHcKkoBe Ha CoX, KaTo rpyrnarta Ha ieucHHe
¢ eAMHCTBEHATA CKCIUTAHATOpHA MPOMEHITMBA.

Tukarpenop U KJIOMAZOTPEN HE C€ PA3/IMYaBaT 10 OTHOWIEHHE HA YECTOTHUTE Ha 3HAYHTENAHO
baTanHo HKUBOTO3acTpaLIaBailo KepBeHe B PLATO, 3HaunTenHo kepBene o6wo 8 PLATO,
MacuBHO KbpBeHe no TIMI unu cnabo kepeere no TIMI (Tabnuua 2). Obaue, noasara Ha
KOMOHHHpaHO 3HaYHTETHO + He3HaYnTeNHO KbpBeHe B PLATO e nosedye ¢ THkarpenop, B
cpaBHEHHE ¢ Konuaorpea. Manko nauuentd B PLATO umart ¢aranuu kpesousausu: 20 (0,2
%) 3a Tukarpenop 1 23 (0,3 %) 3a xronuaorpen (Bx. Touka 4.4).

Bw3pacr, non, TenecHo Terio, paca, reorpad)cky paioH, ChITbTCTRAIUM 3a00NIABaHUA,
CBHITHTCTBALLA Tepalnii H aHaMHe3a, BIUTIOUHMTE/THO NPEAXOAEH HHCYIT WIH TpaH3WTOpHA
HCXEMHYHA aTaka, He ca MPeJHKTOPH KaKTO 3a O0IIOTO, TaKa H 32 HECBLP3aHOTO C
HWHTEPBEHLIMH 3HAUMTENHO kKbpBeHe no PLATO. 1o Ta3u npuunHa, He ¢ upeHTHduuMpaHa
KOHKpETHA PUCKOBA I'pyNa 3a KOHTO M [a € NOJATHIl KbpBEHeE,

Cebp3ano ¢ CABG xbpBeHe:
B PLATO 42% ot 1584-1e naunentH (12% oT xoXopTaTa) C HANpaBeH KOPOHAPHO-
aprepuaneH Oaitnac (KAB) ca nonyuunu PLATO 3HauvTesnHo
¢daTanHO/KHBOTO3aCTPALIABAILO KbpBEHe 0e3 pa3iuKa MEeXIY TepalleBTHUHHTE IPYIIH.
@®aranHo kppBeHe, cBbp3aHo ¢ CABG, ce noasgasa npy 6 NMaLUeHTH BbB BCAKA OT
TE€paneBTUYHUTE rpynH (BxK. Touka 4.4).

Hecebp3ano ¢ KAD KEpBEHE M HECBBP3aHO ¢ HHTECPBEHLIHH KBPBECHE:
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Hsama pa3ndka MexXAy THKarpesiop U KIOMHAOIpell 10 OTHOLIEHHE Ha HecBbp3aHuTe ¢ KADb
¢aTasHKH/KUBOTO3aCTPALLABALLIM KPbBOHITHBH 110 AepHHULIMA Ha NpoyuBaHeTo PLATO, Ho
3HAYHUTEHHTE 00110, 3HaunTe HU o TIMI u 3HaunTennu + HesHayuTenHU no TIMI
KpBbBOM3JIHBH, N0 AedHHUIMA Ha npoy4saHeTo PLATO, ca no-yectu npu takarpenop. Celio
TaKa, aKko Ce H3KJIIOYAT BCHHMKH CBBP3aHHM C MHTEPBECHIHU KPBLBOUIIHBY, NOBEYE KPBBOHIIIHBH
ce HaOMKONABAT NMPH THKArpeaop, OTKOAKOTO npH kionuxorpen (Tabnuua 2). Ilpekpatasane
Ha A€YEHHETO MOPaal HECBbP3aHH ¢ MHTEPBEHLIHHM KPBBOU3ITHBH € MO-4€CTO C THKarpeaop
(2,9 %), otkonkoto ¢ knomaaorpen (1,2 %; p<0,001).

HMHTpakpaHpanHa xeMoparus:

HHTpakpaHHaTHUTE KPHBOU3JIUBY, HECBBP3aHH ¢ MHTEPBEHLIMY, Ca [TOBEYE MPH MPUIOKEHHE
Ha THkarpenop (n=27 KpbBOM3J/iuBa npH 26 nauuenTy, 0,3 %), orkonkoro ¢ knonuaorpen (n=14
KPBBOH3JIHBA, 0,2 %), oT KouTO 11 KpBHBOH3NHMBa C THKArpeaop ¥ 1 ¢ kronuagorpen ¢a paTanHH.
Hsama pa3nuka B 0b1ma O6poii ciryyau Ha QaTaiHO KbpBEHE.

Haxooxu ¢ xvpeerne ¢ PEGASUS
LlanocTHHTE pe3yNTAaTH 3a 4ECTOTaTa Ha KbpBeHe B npoyuBaHeTo PEGASUS ca nokasanu B
Tabnuua 3.

Tabauua 3 - ARaau3 Ha 00mHTe CHLOHTHA ¢ KbpBeHE, H3YAC/AeHAs 10 Kaplan-Meier Ha
36-ta mecen] (PEGASUS)

Takarpeaop 60 mg Camo
nBAa NIHTH THEBHO + ACK
ACK N=6996
N=6958
Koepumuent
Kpaiina To9kH 3a 6e3002CHOCT KM HA pHCKA KM p-
%o (95% CI) % CTOMHOCT
Kateropasu aa KppBene, onpeaenens or TIMI
3HauuTenHo - TIMI 2.3 2,32 1,1 <(,0001
(1,68; 3,21)
daTtanHo 0,3 1,00 0,3 1,0000
(0,44, 2,27)
BKY 0,6 1,33 0,5 0,3130
(0,77; 2,31)
Hpyro 3nauurenno -TIMI 1,6 3,61 0,5 <0,0001
(2,31; 5,65)
3HAYHTETHO WIH HE3HAYUTENHO - TIMI 3.4 2,54 1,4 <0,0001
(1,93; 3,35)
3HAYUTETHO WIH HE3HAYUTETHO, HITH 16,6 2,64 7,0 <0,0001
H3UCKBAIO MEJHLIMHCKA HaMeca - (2,35; 2,97)
TIMI
Kateropanm Ha KbpBeHe, onpeaeieHd B PLATO
3nauntesHo - PLATO 3,5 2,57
(1,95; 3,37)
DaTanHOKHUBOTO3aCTPALUABAIIO 2,4 2,38
(1,73, 3,26)
Hpyro 3naunrento - PLATO 1,1 3,37
(1,95; 5,83)
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3HAYUMTETHO MY HE3HAUHUTEIIHO - 15,2 2,71 6,2 <0,0001
PLATO (2,40; 3,08)

JdedHHRHOHUW HA KATErOPHATA HA KbLPBEHE:!

3naunrtennHo - TIMI: ¢aranno xepsene, LM Besako BpTpeuepenHo kbpseHe, HJIM kKnHHHYHO BHIHMH
MPH3HALM Ha KPBBOM3JIMB, CBBP3aH CbC cnaa Ha xeMornoduHa (Hgb) ot >50 g/l, unu noHmkeHue Ha
xeMatokpura (Hct) ot 15%, koraro nuncea crofiHoct Ha Hgb.

PaTaNHO: ChOUTHE C KbPBEHE, KOETO AUPEKTHO € JOBEJIO 10 CMBPT B PAMKHTE Ha 7 JHH.

BYK: srTpeueperncH KpLBOU3IIUB.

Apyro 3HaunTtenno - TIMI: nedatanno He-BUK 3HaunTenno kepaene TIMI.

He3naunTenno - TIMI: KinHUYHO BHAUMO ¢ NOHWKEHNE HA Xemoraoduna ot 30-50 g/l.
HU3ncksaino MeaHnHAacka HaMeca - TIMI: wsucksawmo uHTepseHuus UJIH sogemo no
xocnuratu3anmda, LM nranaramo oueHka.

3uaunrenHo ¢aranHo/xupoToszacrpamasamo = PLATO: ¢aranso xppreHe WIH Beako
BbTpeuepenHo KepBeHe, MJIM nHTpanepyukapananHo ¢be ¢bpacyHa tamnoHaga, UJH ¢
XHMIIOBOJIEMHMYEH 10K WIH TEXKa XHIIOTOHHS, Hajlaraina NpuIOXKEHHETO Ha MPECOPHH/ MHOTPOITHH
cpeactea unu onepaunsa WK knnamaHo BuarMo ¢ >50 g/l nornxeHnye Ha xeMoranoOHHa WM €
NMpenuBaHe Ha 24 CAKa €PHUTPOIIMTHA MAaca.

3naunTesino apyro - PLATO: 3nauuMo naranuausnpaito HIH knuauuno sBugumo ¢ 30-50 g/l
MoOHMKEHUE Ha xemornobuna, UM ¢ npenuBane Ha 2-3 caka epUTPOUMTHA Maca.

HeanaunTtenno - PLATO: u3ncksa MeTULMHCKA HHTEPBEHLIUA 33 CIIHPAHE WIH JIEUCHHE HA
KbPBEHETO.

B PEGASUS 3naunrenno kspBene (TIMI) npu Tukarpenop 60 mg nea mbTH JHEBHO € NO-
CWIHO OTKOJIKOTO npH aeueHue caMo ¢ ACK. He e HabmoaasaH noBHieH puCK OT $aTaqiHO
KbPBEHE H C€ YCTAHOBSBA CAMO HE3HAYUTENHO MOBUILIEHKE HA BbTPEUEPEITHHUTE KPbBOHIIHBH
B cpaBHeHHE ¢ Tepanuiara caMo ¢ ACK. Uma manko cuOutia Ha $aTaaHo KbpBEHE B
npoyuBaHeTo, 11 (0,3 %) 3a Tukarpenop 60 mg u 12 (0,3 %) 3a Tepanusara camo ¢ ACK.
HabmonapaHUAT NOBHLICH PUCK OT 3HauMTeNnHO KbpBeHe (TIMI) ¢ Tukarpenop 60 mg ce
OBJDKH MpeIMMHO Ha N0-BUCOKATa YE€CTOTA Ha ApYro 3HavYuTeNHO KbpeeHe ( [IMI), ¢cebp3aHo
ChC ChOMTHA B cTOMalHO-upeBHus COK.

[Tosuiena yectora Ha CHOUTHA C KbPBEHE, TOJAOOHHU Ha 3HaUMUTeNHO KbpBeHe (TIMI), e
HaOmoaBaHa B KATErOPHHTE 3HAYMTEIHO WK He3HauYHTeHO KbpBeHe ( TIMI) u 3nauuTento
(PLATO) 1 3HaunuTenHo wiu He3HauurenHo kbpeeHe (PLATO) (px. Tabnuua 3).
[IpeycTaHOBABAHETO Ha JIEYEHUETO MOpaay KbPBEHE € IO-YECTO B rpynara Ha Tuxkarpenop 60
mg B CpaBHEHME C rpynara Ha TepanusaTta camo ¢ ACK (cbvoretHo 6,2 % u 1,5 %). IToeeuero
OT Te3H CAyHau Ha KbPBEHE ¢a ¢ MO-MaJika TeXeCT (K1acu(pULHUpaHd KaTO U3UCKBAUIU
MeanunHcKa Hameca (TIMI)), Hanp. enmMCcTaKCUC, HACHHABAHE M XEMaTOMHU.

[lpodpunsT Ha KbpBEHE HA TUKArpenop 60 mg € CX0ACH B MHOXKECTROTO TNPeABAPHTEIIHO
ONpee/ICHH NOArpyny (Hanp. o Bb3pacT, NoJ, TEro, paca, reorpadcKky peruoH,
ChIBTCTBALLM 3200/BaHUsA, CHITHTCTBALA TEPANUE U MEAMLIMHCKA aHAMHe3a) TIpH ChOUTHUA HA
3HauuTENHO KbpBeHe (TIMI), 3nauuTrenHo unu HezHaunTenHo (TIMI) u 3HauKMTEeNHO KBpBEHE

(PLATO).

BETpedepenHO KbpPBEHE:
Cnonrannu BUK ce cvobuaBar ¢ nogoOHa yectoTta 3a THKarpenop 60 mg 4 Tepanus caMo ¢
ACK (n=13, 0,2 % B asere rpynu Ha nedyeHue). Habniogasa ce He3HAUUTENHO MOBHIICHUE Ha
BUK csbp3aHO ¢ TpaBMa H IpoueSypH NpH neueHde ¢ TUkarpenop 60 mg, (n=15, 0,2 %) B
cpaBHeHue ¢ Tepanugra camo ¢ ACK (n=10, 0,1 %). Crobmenu ca 6 daranau BUK ¢
THkarpenop 60 mg ¥ 5 ¢paranun BUK ¢ Tepanma camo ¢ ACK. Yecrorara Ha BETpeyepenHO __
KBpPBEHE € HUCKA B JIBETE MPYIIH HA JICHEHHE, KATO CE HMA NMPEABU/] 3HAYHTCIIHHTE
cbIIbTCTBaIIM 3a00onaBania 1 CC pucKOBH (PaKTOPH B MPOYUYBAHATA MOMyIaLHA.

Hucnnes
Hucnxes, ycelllaHe 3a 3a1(yX, ce ¢b00H1aBa OT NALMECHTUTE JIEKYBaH{ C THKArp
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PLATO, o6eqUHEHHUTE KATO AHCITHES HEXEJIAaHN NCKAPCTBCHM ChOUTHA (AUCIIHEA, JUCTTHES B
NOKoii, TUCIHES NTPH YCHIHE, MAPOKCH3IMAlIHa HOUHA JUCITHES M HOLLHA JUCITHes ) ce
c¢hobiasar ot 13,8 % ot nalueHTuTe, JICKYBaHH C THKArpeop, u 3a 7,8 % ot naumMeHTHTE,
nekyBaHH ¢ kionugorpen. [1pu 2,2 % o1 nauMeHTHTE, NPHEMAILM THKarpeop, ¥ npu 0,6 % ot
NAaUUCHTUTE, PHEMAIH KIonuaorpe, B npoy4saHero PLATO u3cnexoBaTe/IUTe CUUTAT, Ye
IHCITHEATA € IPUYAHHO CBBP3aHa ¢ TedeHHeTo U OposT Ha cepHO3HHTE cny4ad e Manbk (0,14
% Tukarpesnop; 0,02 % knonugorpen) (Bxk. Touka 4.4). Hait-4ecto cpobiliaBaHUTE CUMITTOMH
Ha JMCITHEA Ca JIEKH 0 YMEPEHH IO HHTEH3IUTET H MOBEUYETO €€ CHOOIABAT KATO €AMHHUYCH
€[MH30[ PaHO Clle] 3al04YBaHE Ha TEparnH1AaTa.,

B cpaBseHHe ¢ kaonuporpen, nauueHTure ¢ actMa/ XObb, nekysanu ¢ THKarpenop, Moxke Aa
HMAaT MOBHIIIEH PHCK OT NOJIyYaBaHe Ha HecepHo3Ha gucmHes (3,29 % Tukarpesnop cnpsaMo
0,53 % xnonuaorpen) u ceprosHa aucntes (0,38 % tukarpenop cnpamo 0,00 %
knonuaorpen). B abcomoTHH CTORHOCTH TO3M PUCK € [TO-BUCOK OTKOJIKOTO B Li/IOCTHATA
nomynauyus Ha PLATO. Tuxarpenop tpafBa fa ce npuiara ¢ NOBMIUCHO BHUMAHHE NPH
NalMeHTH ¢ aHaMHe3a 3a actMa Wnuan XObb (Bk. Touka 4.4).

Oxono 30 % ot enusoauTe oT3ByvaBaT B pamkuTe Ha 7 nHM. PLATO Br/IIOYBa NallHeHTH,
KOMTO Ha H3XOJHO HHBO HMAT 3aCTOHHA chplaeuHa HeaocTaTbuHocT, XObb win actMa; Te3u
NALUKEHTH H MALMEHTHTE B CTAPYECKA BB3PaCT € MO-BEPOATHO K& choOLIABAT AUCTIHES. 3a
THKarpenop, 0,9 % oT nauueHTUTE OPEKBCBAT NPIWIATaHETO HA NPOYYBAHOTO aKTHBHO
BEIlleCTBO NMopaau aucnHed, crpamMo 0,1 % or te3u, npuemaiu kronuaorpen. [lo-sucokara
YeCTOTa Ha AUCITHEA ¢ THKArpenop He Ce acoUMHpa ¢ HOBA [TOABA WM BIOLIABAHE Ha
cbhpaeuHO WK OenojipobHo 3abonaBaHe (BXK. Touka 4.4). Tukarpenop He MoBaHABA
benoapoOHUTE PYHKUHOHATHH TECTOBE.

B PEGASUS aucnHes ce ¢cpobwiasa npu 14,2 % oT nayueHTUTe, NpHeMaiiuM Tukarpenop 60
mg ABa ITbTH JHEBHO, W TIpH 3,5 % oT nauueHTUTe, MpHeMainy caMo ACK. Kakro B PLATO,
MOBEYETO CJIYYau Ha ChoDOIeHa AUCITHES €A JIEKH 10 YMEPECHH MO HHTEH3UTET (BXK. TOYKa
4.4).ITauneHTHTE, KOUTO CHOOILABAT AUCIIHEA Ca OWIIH OPEIHMHO NMO-BB3PACTHH U MO-YECTO
ca uMany aucnHes, XObb win acTMa Ha U3XOAHO HHBO,

Hzchedearun

[ToBuiienue Ha nukouyHaTa kuceauda: B PLATO e oryeTeHO noBuilIaBaHe Ha cepyMHaTa
IIHKOYHA KHCEINHA 10 CTOHHOCTH, HaABHILABALLM IOpHATa rpaHMLIa Ha HopMaTa, nIpH 22 % ort
MONMy4aBallUTE TUKATPENOp NatHeHTH, cnpaMo 13 % oT noyyaBalllUTe KIOTHIOTpe
naiHeHTH. CroTeeTHUTE cTOMHOCTH B PEGASUS ca crotBeTHO 9,1 %, 8,8 % 5,59 % 3a
THKarpenop 90 mg, 60 mg u nnauedo. Cpeanara cepymMHa MHKOYHA KUCEJIMHA CE€ MOBHILABA C
6au3o 15 % npu npuwioKeHHe Ha TUKArpenop, B cpaBHEHHE ¢ npubausuTtenHo 7,5 % npwu
PWIOKEHHE Ha KIOMHAOIPe, a clie] CHpaHe Ha JIEYEHUETO CE MOHMKaBa NPpUOIU3NTENHO
10 7 % npu npuoxkeHUe Ha THKArpesop, I0KaTo NMpH KIonMaorpen He ce Habmoaasa cnaa. B
PEGASUS ce ycTraHoBsBa 0O6paTUMO NOBULICHHE Ha CPEIHHUTE HUBA HA CEPYMHA NHKOYHA
kucennHa ot 6,3 % u 5,6 % cporeeTHO 3a THKarpenop 90 mg u 60 mg B cpaBHeHue ¢ 1,5 %
noHmwkKeHHe B rpynarta ¢ rnauedo. B PLATO yectrorata Ha nonarposeH aprpur € 0,2 % 3a
Tukarpesop cupamo 0,1 % 3a knonuaorpen. CroTBEeTHHTE CTOMHOCTH 3a NOAArpa/roaarposex
aprput B PEGASUS ca 1,6 %, 1,5 % u 1,1 % cwoTBeTHO 3a THKarpenop 90 mg, 60 mg n
nnauedo.

CrobuiaBaHe Ha NMOJO3HPAHH HEXEMAHH pEeaKLHH
Cpo0masaHeTo Ha No03HPpaHH HEXKENaHH peaKLUu ClIe paspeniaBaHe 3a ynotped

JIEKAPCTBEHHS NPOIYKT € BaxkHO. ToBa NO3BOJABA 12 NPOABIKK HAOIIOAESHUETO
CBOTHOILIEHHETO MON3a/PUCK 3a JIeKapCTBeHUA NPOAYKT. OT MEQUUMHCKHTE
CTIELIHAJIMCTH C€ H3UCKBA fa ChOOIIIABAT BCAKA MOAO3MPAHA HEKEIAHA Pe
M3mpaHHTENHA areHUUsA 1o eKapcTeaTa yi. ,,Jlaman I'pyes” Ne 8, 1303 Cod

+35 928903417, yebcaT: www.bda.bg.
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4.9 IIpeno3zupane

Tukarpenop ce noHacs 7o6pe npu eAHOKpaTHHU A03U 1o 900 mg. 'acTpouHTeCTHHANIHATA
TOKCHYHOCT ¢ OW1a NO30JIMMHTUPAHA B €JHO NPOYyYBaHE C €XAHOKpATHA HapacTBallla 103a.
Jpyru KIMHHYHO 3HAUYUMH HEXKETAaHHU peaklMH, KOUTO MOraT Ja ce MpOABAT NpH
peA03UPaHe BKIIKOYBAT AUCITHEA W BEHTPUKYJIAPHH May3H (BxkK. Touka 4.8).

B cnyyail Ha npeJo3upaHe, MOTaT [Ja ¢€ IPOABAT rope CNOMEHATHTE MOTCHUHAIHH HEXellaHH
JIEKapCTBEHH peaklMU u Tpabea aa ce uMa npeasunia EKI MoHWTOpHpaHe.

KbM MOMEHTA HE € U3BECTEH AaHTHAOT Ha TUKArpenop U THKArpeop He ce AManu3Kpa (BxK.
Touka 5.2). [Ipu npeno3upase neueHnero TpabBa Aa ce NpOBEkKIa B CHOTBETCTBHE C MECTHATA
CTaHJAPTHA MEeHMLMHCKA NMpaKTHKA. O4akBaHUAT €PEKT OT NpeAo3MpaHe Ha THKarpenop e
yIB/DKEHA NMPOAB/DKUTEHOCT HA PHCKA OT KBpPBEHE, CBBP3aH ¢ TPOMOOLMTHOTO HHXHOHpaHe.
Tpancdysusta Ha TpoMOOLIMTHA Maca € MAJIKO BEPOSATHO Ja HMa KIMHHYHA [10J13a TpH
MAaLMEHTH ¢ KbpBEHE (BaK. TOUKa 4.4). AKO ce MOABH KbpBeHe, TPAORA Ja ce IpeanpHemMar

APYTH NOAXOIALIH OJAbPAKALIH MEPKH.

5, OAPMAKOJOI'HTYHH CBOHUCTBA

S.1 POapMaKkoIHHAMHYHHE CBOACTBA

dapMakoTepaneBTH4YHA rpyina: KpbB U KPLBOTBOPHH OpPraHH, aHTHTPOMOOTHYHH CpeACTBa,
HuxubuTtopH Ha arperauuaTa Ha TpoMOOLIMTHTE, ¢ H3KTIOUEHUE Ha XenapuH, ATC kon:
BO1AC24

MexanH3sM Ha NeHCTBRHE
TwnobpacTn CbABPKA THKArPeaop, CheAMHEHHUE OT Klaca Ha

LMKIoneHTunTpuasonondpumuauaute (CPTP), xolTo € nepopaneH aHTaroHMUCT ¢ AHPEKTHO
nercTeue Ha P2Y 2 peuenTopa, KaTo c€ CBbP3Ba C HETO CEJIEKTHBHO U 0OpaTHMO U
npenorsparasa AllD-meauvpaHara, 3apuceiua ot P2Y 12 tpoMOoLMTHA aKkTMBaLMA H
arperauua. Tukarpenop He npeaoTepaTiaBa CRbp3BaHeTO ¢ AJID, a Korato ce cebp3pa ¢ P2Y;

peLiernTopa, Bh3PENnITCTBa CUrHA/IHATa TpaHCcaykuusa, nHayuupada ot AP. Tsi karo
TPOMOOLIMTHTE Y4YACTBAT B HHHLIMHPAHETO W/WIH Pa3BHTHETO Ha TPOMOOTHYHHKTE YCJIOXKHEHHS

Ha aTepocKiIepoTHYHATa DosiecT, € J0Ka3aHO, Y€ HHXHOMpaHeTo Ha TpoMboLuUTHATa DYHKIMA
Hamansaea pucka oT CC crbutHg, KaTo cMbpT, MU MU HHCYIIT.

Tukarpenop celUO YBEIHYaBA JOKAITHHUTE CHIONCHHH HHBA Ha aleHO3MHA 4pe3 uHxubupaHe
Ha exBWIHOpHpamua Hykieo3uaeH Tpaucnoprep-1 (ENT-1).

HokyMeHTHpaHO €, ue NpH 3apaBH nuua ¥ nauueHTd ¢ OKC, THkarpenop yesennwuaBa
cneaunTe epekTH, HHIyLHpaHu OT aICHO3MH: BazoawiaTauksa (M3MepeHa dpe3 yBe/lH4YaBaHeTo
Ha KOpOHAPHUA KPBBOTOK MpH 3Apasu nodposonuu ¥ naumueHtu ¢ OKC; rnasoSonue),
UHXHOUpaHe HAa TpoMOoLUTHATa GYHKLUHKA (B HOBEIIKA LA KPbB in Vilro) U JUCITHEA.
Bpr3kata Mexay HabmofaBaHuTe YBEUYEHH HA a/IeHO3WH U KIMHUYHHTE pe3yaTaTH, obaue
(Hamp. 3ab60neBaeMOCT-CMBPTHOCT), HE € KATETOPHYHO HIACHEHA.

DapMaKoJUHAMHUYHU eDEeKTH

Havano na deticmeuemo

IIpu naumeHTH Che cTabWIHA UcXeMHuHa GonecT Ha crpuero (MBC), npueMaiy
THKArpenop nokasea 0bp30 HacTeIBaHe Ha papmakonornyeH eekT, KOHTO ce e
OT CpeAHOTO HHXHOMpaHe Ha TpombGoumTHaTa arperauus (UTA) okono 41 % 0,5 ga¢a ¢nem- = &3
npunoxeHue Ha 180 mg HatoBapBala 103a THKarpenop, ¢ MakcHMaleH edekT Bb 'ig TABY 55
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% 2-4 uyaca cnea NPUICKEHHETO Ha 103aTa, KOUTO ce 3aabpka Mexay 2 B 8 gaca. Ilpu 90 %
OT MalUMEHTHTE 2 Haca ciiel] MPUIOKEHUETO Ha A03aTta TepMHUHaIHOTO NUkoBo UTA e >70 %.

Kpaii na oesicmeuemo
Axo ¢ mnaHupaHa KAD npouenypa, pUCKbT OT KbpPBEHE CBBP3aH ¢ THKArPENOp € MOBHIIIEH B
CpPaBHEHHE C KIOMHAOrPEN, KOTaTO TEpanuATa € NpeKpaTeHa no-Majiko oT 96 daca ripeau

Mpoleaypara.

Cmana na rexapcmeama

[IpeMMHABAHETO OT JICYEHHE € KIOMHUAOIPEN 75 mg Ha JleueHHe ¢ THKarpenop 90 mg npa mbTH
IHEBHO BOJH J0 abcomoTHO nopuiaBaHe Ha UTA ¢ 26,4 %, a npeMUHABAHETO OT JICUEHHE C
TUKarpeop Ha JieYeHHe ¢ KIOMUAorpen sBoau no abcomoTHo noHmwxapane Ha UTA ¢ 24,5 %.
[TaupeHTHTE MOraT 1a MpEMHHABAT OT KIOIHIOrpesl Ha THKarpesop 6e3 rnpekbCBaHe Ha
aHTUATPEraHTHOTO AEHCTBHE (BXK. TOUKA 4.2).

KnunauuHa eduKkacHOCT M 6€30MmacHOCT
KnuHu4yHATE JaHHH 33 eHKACHOCTTA M Oe30MacHOCTTA Ha TUKArpesiop ¢a NOJYYEHH OT JBe

KIIMHWYHY H3MHATBAHUA (a3za 3:

e [Ipoyusanero PLATO [PLATelet Inhibition and Patient Qutcomes (TpomboTHYHO
MHXUOMpaHE U KIMHHYEH U3XO[ Ha NalMEeHTa)|, CpaBHEHHE HA THKATPENop C KIOMHAOorpen,
M ABaTa npwiaraHy B komOuHauusa ¢ ACK, ¥ apyra craigapTHa Teparui.

¢ [IpoyuBanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IIpeBeH1ins ¢ THKarpenop Ha
BTOPHYHH TPOMOOTHYHH CHOUTHA NMPH BUCOKOPHCKOBH MALIIEHTH C OCThP KOPOHAPEH
CHHAPOM)], cpaBHEeHMe Ha THKarpenop, kombunupas ¢ ACK, ¢ Tepanua camo ¢ ACK.

Iipoyveane PLATO (ocmpu koponapHu CuHOpoMu)

[Ipoyuyranero PLATO rknroypa 18 624 naiueHTH, KOUTO ca B 24-4aCOBMA TIEPHO OT
HaYyaJoTO Ha CUMNTOMMU Ha HecTabunHa creHokapaus (HC), uHdapkT na Mmuokapaa 6e3 ST-
eaepauud (NSTEMI) nnu ¢ uugapkr Ha Muokapaa cwe ST-enepauua (STEMI), 1 kouto
MbPBOHAYAIHO Ca JIEKYBaHHU MEIHKAMEHTO3HO, WIH 4Ype3 NEPKYTaHHA KOPOHapHa
uHTepBeHLMA ([ IKH), uau 4ypes noctapaHe Ha KAD.

Kaunuuna echuxacrnocm

Ha ¢oHa Ha exxenHeBHO npunoxxeHue Ha ACK, Tkarpenop 90 mg aBa meTH JHEBHO
JEMOHCTPHMPA NPEBL3XOACTBO CIIPAMO 75 mg AHEBHO KIONKUAOIPE MO OTHOLIEHHME Ha
NpeBEHUMA Ha CheTaBHaTa KpaiHa To4ka 3a CC cMbpT, MH WK HHCYIIT, ¢ pa3nuka,
npousnu3zaiua ot CC cMupt 1 M. THauuenrure nomyqaear 300 mg HaroeapBaiia qo3a
nonuaorpen (BuimMoxHo e 600 mg, ako umat [TKH) wnn 180 mg Tuxarpenop.

PesyntarsT ce noasara paHo (abcomorHa penykuusa Ha pucka [APP] 0,6 % u oTHocHTeHa
peaykuus Ha pucka [OPP] 12 % na 30-1 geH) ¢ nOCTOAHEH €(EeKT OT JieYEHHETO 10 BpEME
Ha ueaus 12 meceuex nepuopn, aasaw APP 1,9 % ua roguna ¢ OPP 16 %. Tosa npeanonara,
ye € MOAXOAALLO NAaLHEeHTHUTE Aa ¢e NEKyBaT ¢ TUKarpeaop 90 mg asa mbuTH AHEBHO 3a 12
Mecena (Bx. Touka 4.2). JleueHuero Ha 54 nauuentu ¢ OKC ¢ Tukarpenop BMecTo ¢
KIOnUAorpes npeaorsparaea 1 areporpoMb0oTHYHO CHOUTHE; TeueHHeTo Ha 91 mauueHTH
npexorsparsBa 1 CC cmbpT (Bx. Ourypa 1 4 Tabnuua 4).

TepaneBTHYHHMAT €PEKT HA THKATPEJIOp, HAAXBHPIIALL TO3H HA KIOMHAOTPE, H3IJIe
CXOJeH B MHOT'O MOArpYyIH, BKIIOYMTETHO TErJo, M0J1, aHaMHe3a 3a 3axapeH quab
TPaH3IUTOpHA UCXEMHUHA aTaKa WM HEe-XEMOparuieH HHCYIIT, WK peBacKyapH
CBHITBTCTBALIO JieueHHe BKIoYBamo xenapuH, Gpllb/Illa vHxuburopn 1 HHXHO

MPOTOHHATA NOMIA (BX. TOYKa 4.5); NpU OKOHYATE/THATA AHArHO3a Ha roKasaTe
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(STEMI, NSTEMI unu UA); 4 nipy IJIaHUpaHUA [IPH paHAOMM3ALMATA 1e4eOeH Moaxon
(MHBa3UMBEH WM MEIHKAMEHTO3€EH).

YcTaHOBEHO € ¢/1ab0 CUrHA(HKAHTHO TEPANEeBTUYHO B3aHMOICHCTBHE B 3aBUCHMOCT OT
perfoHa, CerjacHo KoeTo koepuuueHTsT Ha pucka (HR) 3a mbpBryHaTa KpalHa TO4Ka € B
no3a Ha THKArpesop 3a ocTaHajiaTa 4acT Ha CBeTa, HO € B NOJI3a Ha kionuaorpen 3a CesepHa
AmepHKa, KOSTO cheTaBnspa npubnunsurento 10 % ot winara npoyysaHa momyJaius (p-
cTOMHOCT Ha B3anmoaehcTBue=0,043). ExcruiopaTropHuTe aHaIM3K NpeanonaraT BeposTHa
sph3Ka ¢ Jo3ara Ha ACK, kaTo ¢ yBenu4asaHe Ha ao3ara Ha ACK ce nabniozaBa HamalleHa
edHkacHOCT Ha THKarpenop. XponuyHaTa aHeBHa Ao3a ACK, KoaTo 1a CEITBTCTBA
THKarpenop, TpadBa aa 6vae 75-150 mg (Bxk. Touku 4.2 ¥ 4.4).

durypa | moka3pa oyakBaHHA PHCK 3a HACTBIIBAHE Ha ITbPBH HHLMIECHT, BKJIIOYCH B
KOMOMHMpaHaTa KpaitHa To4ka Ha ePHKaCHOCT.

Ourypa 1 — Anagag3 Ha NHPBHYHATA KTHAHYHA CHCTABHA KpadHa TOYKA OT
CC cmbpt, MHA 1 uacyar (PLATOQO)

13 Tuxarpenop (T)  (864/9333]
ol T Knom#zorpen (C) {1014/9291)
11
2 104
5 9
S 8
g 7
o
;2 6
2 >
E O
g 7
24
1- HR 95% Cl1 p-cTOHHOCT
0 T cipamo C .84 0.77,0.92 <0.001
-
0 60 120 180 240 300 360
Bpoii B pHCK JHHU ciien paHOOMH3ALMATA
T 9333 8628 8460 8219 6743 5161 4147
C 9291 8521 8362 8124 6650 5096 4074

B cpaBHEHHE C KJIOMUOOTPeEN, TUKAIPENOop HaMa/IgaBa YeCTOTaTa Ha HaCThIABAHE Ha
HMHIMJEHTHTE, BJIM3alllH B CHCTABa Ha MbPBHYHATA CHCTABHA KpaHHa TOYKa— KAKTO B
nomynauuara ¢ UA/NSTEMI, taka n B nomynaumara ¢ STEMI (Tabnuua 4). Cnenosarenno,
Tunobpactun 90 mg aBa mMeTH AHEBHO 3aeAHO ¢ HUCKa 1033 ACK Moxe aa ce u3nosnssa npu

JleKyBaHH MEAUKAMEHTO3HO, ¥ NaLMEHTH, JIEKYBaHH C NEPKYTaHHa KOpOHAapHa
(ITKH) wnu 6aiinac Ha koponapHa aptepus (KADB).
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Tabauna 4 — AHANH3 HA THPBHYHATA H BTOPHYHHTE KPaiiHH TOYMKH 32 epHAKACHOCT

(PLATO)
Tuxkarpenop | Kiaonuaorpen
90 mg nBa 75 mg APP*
NIbLTR AHCBHO BeAHDBXK (%/T) OPP* (%) | p-cTolinoOCT]
(% aaesno (% (95% CI)
MalBEeATH NAIHEHTH CbC
C¢bC ¢CHORTHE) chOHTHE)
N=9333 N=9291

CC cMmbpT, MH (C 9,3 10,9 1,9 16 (8; 23) 0,0003
H3KJ1. Ha ,,THX “MH)
MJIH HHCYJIT
HamepeHue 3a 8,3 10,0 1,7 16 (6;25) | 0,0025
WHBa3HBHA TEPAINA
HamepeHue 3a 11,3 13,2 2,3 |15(0,3;27) 0,0444"
JIeKapCcTBEHa TeparHs
CC cmbpT 3,8 4,8 1,1 | 21(9;31) 0,0013
MH (c u3ki. HA ,,THX 5,4 6,4 1,1 16 (3; 23) (0,0045
r.r.MH)ﬁ
Hucynt 1,3 1,1 -0,2 | -17(-52;9) 0,2249
CMBbpT O€3 3HAUEHHE
Ha MPUYHHATA, 9,7 11,5 2.1 16 (8; 23) 0,0001
MU (¢ n3ki. Ha ,,THX
“MH) WK HHCYNT
CC cMbpT, 001110
MH, uucyar, CPH, 13,8 15,7 2,1 12 (5; 19) 0,0006
PH, ITHA,
unu apyru ATC®
CMmbpT O€3 3HAUCHHE 4,3 5,4 1,4 22(11;31) 0,0003"
OT NMPUYHHATA
HedunurusHa 1,2 1,7 0,6 32 (8; 49) 0,0123"
TpoMOO3a Ha CTEHTA

A4APP = aGcomoTHa peaAyKuus Ha pucka; OPP = oTHOCHTENHA peayKuMa Ha pHcka = (1-KoedHLHEHT Ha
pucka) X 100%. Orpuuarenna QPP o3HayaBa NMoBHIIIaBaHE HA OTHOCHTEIHHA PUCK.

6

¢ I3KMO4YeHue Ha ,, Tux"“ MH.

BCPU = cepHo3Ha peKypeHTHa ucxeMusa; PH = pexypenTha ucxemus; [IMA = npexoaHa HCXeMHYHA
araka, ATC = aprepHanioe TpoMOoTHYHO crbuTHe. O6mo MU Bxmoyra ,,tax* MH, nata Ha cebuTRETO
€ aTaTa Ha HETOBOTO YCTAHOBABAHE.

r

CHrHH(HKAHTHH 1O NpeJePHHHpaHO HepapXHYHO TECTBAHE.

PLATO zenemuuno nodnpoyusane

HOMHHAJIHA CTOWHOCT Ha CHI"HHII)HKHHTHGCT; BCHYKH OCTAHAJIHA Ca (bﬂpMﬂJ'lHﬂ CTATHCTHYCCKH

Onpeaenanero Ha CYP2C19 u ABCB1 renoruna Ha 10 285 naupenty 8 PLATO gasa
BB3MOXKHOCT 3a ACOILIHALUA Ha T€HOTUITHHUTE rpynH ¢ pesynrature ot PLATO.,

[IpeBb3X0ACTBOTO HA THKArPEIOP HAA KIOMMAOIpe Mo OTHOWEHHE HA peXyKUMATa HA
3HayuTeNnHU CC ¢cpbuTH He ¢ CUrHuPUKaHTHO noBiugHo oT CYP2C19 unu ABCBI
reHoTuna Ha naudeHtyure. IloaobHo Ha wanocTHOTO npoyuBane PLATO, uama pasnu
MEXXY TUKArpeaop U KIONUAOrpes NpH obIo 3HAUMTETTHUTE XeMOParuyHu UHLIME
PLATO, senpeku reHotunia CYP2C19 unu ABCB1. Hecsppaanoro ¢ KAD 3Hauut
kbpBeHe B PLATO ce noBuiuaBa ¢ THKarpenaop B CpaBHEHHE ¢ KNONUAOTPE NpU
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enuH Wik noseue CYP2C19 anenu cbe 3aryda Ha PyHKLMA, HO € CXOAHO Ha KIOMUMOorpen
MpH NaLMEeHTH ¢ ajleN, KOUTO HAMA 3aryba Ha (pyHKLUMS.

Kombunupan noxazamen 3a egpuxacrnocm u bezonacruocm

KomOunupauuaT nokasares 3a eduxacHocT B 6e3onacHocT (CC embpt, MW, HHCYNT HH
06110 3HAYHTENHO KbpBeHe no gdedunnumusta HAa PLATO) noka3sea, ue nonzara ot
MPWIOKEHHETO HA THKArPEnop MO OTHOLIEHHE Ha €PHKACHOCT B CPaBHEHHUE C KJIOMHAOIPpEN He
ce KOMIIEHCHPA OT CITyYauTe Ha 3HauuTeHO KbpBeHe (APP 1,4 %, OPP 8 %, KP 0,92;
p=0,0257), 12 meceua cnen OKC.

Knunuuna bezonacrocm

XOnTepoBo NMOANPOYYBAHE:

3a na ce OLIEHH Y€CTOTaTa Ha BEHTPHKYIAPHHTE Nay3u U IPYrH €MH30AH Ha apUTMHS 11O
BpeMe Ha npoyuBaHeTo PLATO, € ocbiecTBeHO X0NTEp-MOHHTOpHpaHe Ha MOATpYNa OT
6nu3o 3 000 naumeHTH, npubnuzurento 2 000 oT KOUTO UMAT 3aNMCH, KaKTO B OcTpaTa dasa
Ha OKC, taka u Mecell mo-KbCHO. [IspBHYHATA NpociieadBaHa NPOMEHIHNEA € YECTOTaTa Ha
BEHTPHKYJIAPHHU MAaYy3H ¢ [MPOABIDKUTEITHOCT 2> 3 CeKyHAH. BEHTpHKYIapHH Nay3H pa3BHBAT
NMoBeYe NalHeHTH Ha JIeueHHe ¢ THKarpenop (6,0 %), OTKONKOTO TaKKBa Ha JICYEHHE C
knonuaorpen (3,5 %) B ocrpara ¢a3a u cpoTBeTHO 2,2 % 1 1,6 % ciea 1 Mecew (BXK. Touka
4.4). YBenMueHHETO Ha BEHTPHUKYJIAPHHUTE 1ay3d B ocTpara ¢aza Ha OKC e no-u3paseHo npH
naLMeHTHTE HA THKarpeaop ¢ aHaMHe3a 3a XCH (9,2% ¢ asamuesa 3a XCH cnpamo 5,4 %
npu naideHTH 6e3 anaMHe3a 3a XCH; 3a nauuenTHTe Ha kionuaorpen, 4,0 % npH Te3H cbe
cnpaMo 3,6 % npu te3n Oe3 aHamHesa 3a XCH). Ta3u paznuka He ce mposBsABa 3a €A4H Mecell;
2,0 % cnpsaMo 2,1 % 3a nalMeHTHTE Ha TUKArpenop, CLOTBETHO, ChC M 03 aHamHesa 3a XCH;
H 3,8 % crpamo 1,4 % 3a knonuaorpen. Ta3u pa3ivka He € CBbp3aHa C HEXKETaHH KIHHHYHY
nocne MLy (BKJIIOYHTEHO U MOCTABAHE Ha neiicMeHKbp) BbB BBIIPOCHATA MOITYJIALHA
NAUMEHTH.

IIpoyueane PEGASUS (anamuesa 3a muokapoen ungapxm)

PEGASUS TIMI-54 e npoyuBaHe ¢ 21 162 nauueHTH, ¢ AM3aHH 3aBUCEL OT HACTBIIBAIUUTE
CEOMTHA, pAHAOMH3UPAHO, ABOHHOCIANO, MIaued0-KOHTPOIHPaHO, MEXIYHAPOAHO
MHOTIOLIEHTPOBO MPOYYBaHE ¢ Napalie/IHM MPYIH 3a OLCHKA Ha NMPEBECHUUATA HA
aTepoTpoMOOTHYHH CBOWTHS ¢ THKarpenop, npuwiarad B 2 no3u (90 mg a1sa 0bTH JHEBHO WIH
60 mg nsa NbTH AHEBHO) B kKOMOUHauUMA ¢ HUCKa f103a ACK (75-150 mg), B cpaBHeHHe ¢
tepanua caMo ¢ ACK npu naupeHTH ¢ aHamuesa 3a MU v fomeaHUTETHH pUCKOBH QaKTOpH

33 aTepoTpoMO03a.

[MTaumeHTH, MOAXOJALIM 38 BKJIIOYBaHe B MPOY4YBaHETO ¢a 61K TakHMBa Ha BB3PAcT HA WIH HajJ
50 roauuu, HANHUKE HA aHaMHe3a 3a MU (] 10 3 roauHu npeau paHAOMHU3HPAHETO) U
HaJIi4YHe Ha NMOHEe €WH OT CJIEJHUTE PUCKOBH (pakTopu 3a arepoTpoMb03a: BB3pacT = 635
roaMHH, 3axapeH avader, Hanarail MEIMKaMEeHTO3HO JieueHHe, BTopH nipeamectsamwy MU,
naHHu 3a MHorocbaoBa UBC nnp xpouuuna 6n6peuHa AucyHKUMS U3BBH KpaiiHUA CTaAHM,

[TaumenTHTe He ca OUIM MOAXOAAILHM 3a BKIIIOYBAHE B MPOYYBAHETO, AKO Ca UMAJIM IJTAHHpAHA
ynotpeba Ha P2Y 12-perienTopeH aHTaroHUCT, AUITHPUAAMOJ, LIMJIOCTA30J WITH
aHTUKOAryJlaHTHA Teparda 3a [epuoa Ha [IpOy4BaHETO; HapYIIEHUE, CBBP3aHO C KbpBEHE
HJIH aHaMHe3a 32 HCXEMHYEH UHCYIT UIIM BhTpeUepenHO KbpBEHE, TYMOpP Ha LIeHTpaJlHaTa
HEPBHA CHCTEMA MM BBTpevepernHa ChJ0Ba aHOMaJUs; MALUMEHTH CbC CTOMAIIHO-YPEBHO

IIHH,
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Knunuuna egpuxacrnocm

@urypa 2 - AHAJIN3 H2 FBPBHYHATA KIHHAYHAR CHCTABHA Kpaiina Touka or CC ecMBpT,

MM n aacyar (PEGASUS)
11
10
bpo#
8 < [lanuerT cbC CHONTHE
KM% Ha 36-ua mecell
2 87
e N-CTOHHOCT
& 7
-~
=
= 6
=
o
>
< 4

uKarpeaop 60U mg
ABa ITETH JHEBHO
7045

487 (6.9%)
7.8%

HOTH. Ha pHcka (95%CI) 0.84 (0.74, 0.95)
0.0043

- -« - [Tnanedo
7067
578 (8.2%)
9.0%

0 ¥ T A |
0 120 240 360 480 600 720 840 900 1080 1200 1320
Bpoit B pHCK JAHHU cief paHAOMH3a UM
Tuk. 60 mg 7045 0048 0857 87064 6711 6357 5004 4929 3508 2065 710
[nauebo 7067 €350 6842 6787 6858 6315  S876 4869 2848 2028 714
Tadauna 5 - AHAIA3Z HA NLPBHYHATA H BTOPHYHHTE KPAlHH TOYKH 34 ¢PHKACHOCT
(PEGASUS)
Tukarpenop 60 mg apa NuTH Camo ACK
averno +ACK N = 7067
_ N=T7045 P-CTOHHOCT
IlaunenTn o HR IanureHTH o
XapaKTepucTHKa ¢be ¢chOHTHSA KM % (95% CI) | cbe cnbuTHA KM %
[IspBHYHa KpaiiHa TOYKA ) ]
ChcraBHa o1 CC 487 (6,9%) | 7.8% 0,84 578 (8,2%) 90% | 0,0043 (s)
cMBbpT/MH /HHCY T (0,74; 0,95)
CC cMBpPT | 174 2.5%) | 2.9% | 083 210 (3,0%) 3,4% 0,0676
(0,68; 1,01)
et : : 4
MH 285 (4,0%) 4,5% 0,84 338 (4,8%)
(0,72; 0,98)
HHCyT T 91 (1,3%) * 1,5% | 0,75 122 (1,7%)
(0,57; 0,98)
BropuuHa kpaliHa TouKa
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CC cMBbpT | 174 2,5%) | 2,9% 083 [ 2103,0%) | 34% | -
(0,68; 1,01)
 CMBpPT 0 1 280 (4,1%) | 4,7% 089 | 3264.6%) | 52% | -
BCAKAKBA (0,76; 1,04)
NPHYHHA

Koe(pMumeHTHT Ha pUCKa ¥ P-CTOHHOCTHTE ¢a M3YHCICHH OTIEIHO 3a THKArpenop CrpaMo Teparnus
camo ¢ ACK oT Moaen Ha MponopLUMOHATTHMTE pHCckoBe Ha Cox, KaTo rpyrnarta Ha J1€9eHHUe €
€IHHCTBEHAT2 EKCILIaHATOPHA ITPOMEHIIHBA.

KM mnpougHT, H3YUCIEH Ha 36-TH Mecell.

Benexka: OposaT Ha mbpBUTe CHOUTHA 38 KOMNOHEHTHTE CC cMBPT, MU M HHCY AT € nefiCTBUTETHHUAT
Gpoit Ha MEpBH CHOMTHA 32 BCEKY KOMIOHEHT M He ce nobaBg KkpM Opos Ha cHOMTHATA B ChCTABHATA

KpalHa ToYKa

(s) noka3Ba CTATUCTUYECKA 3HAYUMOCT.

CI = posepurenes unrepran; CC = chpaeyHo-cba0B; HR = koedwmumenr na pucka; KM = Kaplan-
Meier; MM = MuokapaeH HHpapkxT; N = 6po#t naLMeHTH.

JIBeTe cxeMH Ha Je4eHHe ¢ TUKarpenop 60 mg aABa ITbTH AHEBHO H ¢ 90 mg ABa MBTH JHEBHO
B koMOHHalma ¢ ACK npepb3xoxgat caMocToaTenHoTo JedeHue ¢ ACK o oTHOLIeHUe Ha
NpeBeHLHATa Ha aTepoTpoMboTHUYHKTE chOuTUR (ChecTaBHa KpakiHa Touka: CC cMbpT, MU 1
MHCYJIT), C MMOCTOAHEH €(EKT OT JICUCHHETO Npe3 LEANA NEPHUO Ha NPOYUYBAHETO, BOAEL] S0
16 % OPP u 1,27 % APP 3a Tukarpenop 60 mg u 15 % OPP u 1,19 % APP 3a Tukarpenop 90

mg.

Brnpexu ye npodunure Ha epuxkacHocT HA 90 mg u 60 mg ca nogodHHU, UMa JaHHH, Ye TNO-
HHCKATa 1034 € ¢ no-100sp npodun Ha NOHOCHMOCT M 6€30TIacHOCT MO OTHOLUIEHHE Ha PHCKa
OT KbpBeHe U AucnHes. CneaoearenHo, caMo Twiodpactun 60 mg npa MbTH AHEBHO,
npuwioxkKeH eaHoBpeMeHHO ¢ ACK, ce npenopbyBa 3a NPeBEHIMA HAa aTEPOTPOMOOTHYHH
cbOUuTHA (CC emBpT, MU M HHCYNT) NMpH NaLMeHTH ¢ aHaMHe3a 38 M U BUCOK pUCK OT
pa3BUTHE Ha aTepOTPOMOOTHUYHO CHOHTHE.

B cpaBHeHue cbe camocroaTenHoTo aedeHue ¢ ACK, tukarpenop 60 mg asa mbTH AHEBHO
3Ha4MMO NOHK)XaBa ITbPBUYHATA CbCTAaBHA KpaiHa Touka oT CC cMbpT, MU M uHCcynT. Beekun
OT KOMIIOHEHTHTE JONPHHACA 3a NOHWKEHUETO Ha ITbPBHYHATA CbCTaBHA KpaiiHa Touka (CC

cMBpT 17 % OPP, MH 16 % OPP u uncynrt 25 % OPP).

OPP 3a chcraBHaTa KpariHa Touka ot 1 70 360 aum (17 % OPP) 1 o1 361 anu HataTek (16 %
OPP) e nonodHo. UMa orpanuyeHH AaHHHK 32 e(PMKACHOCTTA U D€30MacHOCTTA Ha YABJLKEHO

JeveHHe C THKArpeaop Hag 3 roaMHH.

JIuncear qoka3aTesCTBa 3a nNoa3a (He ce Habnroaapa peAyKLMA Ha YeCTOTaTa Ha MBPBUYHATA
npocnenapaHa Kpaisa touka ot CC embspt, MU 1 HHCYNT, HO MMA MOBHILIABAHE HA YECTOTATA
Ha 3HAYMTENHO KbpBEHE), Korato THkarpenop 60 mg asa mbTH AHEBHO € TIPUIIOKEH TPH
KITMHHHYHO ¢TaOWIHM NALMEHTH ¢ AABHOCT HA HHMAPKTa™> 2 roaMHH WIH 1oBeYe OT eqHa
rojMHa clie]] CIMpaHe Ha NMpeaxoaHoTo jieueHue ¢ AJJD-peuentoped HHXHOUTOP (B2K. TOUKA

4.2).

Knunuuna 6esonacsocm
YecToTaTa Ha NpeyCTaHOBABAHE Ha TEpaNyATa ¢ THKarpeaop 60 mg nopaau KbpPBEHE U

AUCIHES e MO-BHCOKA NMPH naudeHTH > 735 roauHH (42 %), B cpaBHEHME C MO-MJIAAH NALMEHTH
(uarepBan: 23-31 %), ¢ paznuka cnpsaMo mwauebo rpynara no-ronsma ot 10 % (42 % cnpamo
29 %) npu nauy¥eHTy > 735 rOAHHM.

[legMaTpyuyHa NOMyAalns
B pangoMu3npaHo, JBoHHoCHANO npoy4saHe Paza Il ¢ napanenuu rpynu (
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Gonect ca paHAOMH3MPaHHU Aa MOTy4aT WiH [U1anedo, Wik THKarpeiop B R03M oT 15 mg 1o 45
mg JBa MNBTH JHEBHO B 3aBUCHMMOCT OT TEJIECHOTO Terj10. THKarpesiop BOAW IO MEAHAHA Ha
TpoMOouMTHaTa MHXMOKLMA 35% npeay npuem Ha ao3ata U 56% 2 yaca crie npHeM Ha
03ara MPpH CTALMOHAPHO CbCTOAHHE,

B CpPaBHCHHE C ranebo HAMa 1noJ3a oT JICUEHHETO C THKaArp<nop no OTHOIUICHHE Ha YECTOTATa
Ha BAa300KNY3HBHHUTC KPH3H.

EBponeiickaTa areHuus 1o Jiekapcreata 0cBOO0)KAaBa OT 3aJb/DKEHHETO 3a NPEAOCTAaBAHE Ha
pe3yJTaTHTe OT [IPOYYBAHUATA C TUKArPENOp BbB BCHYKH NOArPYINH Ha NeIrarpy4HarTa
nomynamus 3a octpu kopoHapHu cunapomu (OKC) u aHaMHe3a 3a MHokapaeH uHpapkT (MH)
(Bx. Touka 4.2 3a uHPOpPMALIMA OTHOCHO ynoTpeda B NeIUATPHUATA).

3.2 PapMAKOKHHETHYHHA CBOHCTRA

Tuxarpenop uMa 1uHeiHa $apMaKOKMHETHKA, a EKCTIO3HLMMTE KbM THKArpesaop H akTUBHHA
My Metabonut (AR-C124910XX) ca npubnusuTtenHo nponopLHOHaiHK Ha ao3ara a0 1 260
mg.

Ab6copbuus

AGcopbuuaTa Ha THKarpenop ¢ Obp3a, ¢ MEAHAHA Ha tmax NPHOIH3UTENHO 1,5 yaca.
[IpespnIiaHeTO Ha THKArpeaop B OCHOBHHA LUpKyaHpaw metadbosmt AR-C124910XX (cpmo
aKTHUBEH) € Obp30, C MEAMaHA Ha tmax NpUOIH3UTENHO 2,5 yaca. Ciie nepopaaIHO NPUITOXKEHHE
Ha ¢AMHHMYHA 03a THKarpeaop 90 mg Ha riaaaHo npu 3ApaBH JIHLA, Crax € 529 ng/mlu AUC ¢
3451 ng*h/ml. CroTHOLIEHKHATA MeTAOOMHT/OCHOBHO BewlecTBO ca (1,28 3a Cpax ¥ 0,42 32
AUC. PapmakokuHeTHKaTa Ha THKarpenaop 1 AR-C124910XX npu nanMeHTH ¢ aHaMHe3a 3a
MH obukHOBeHO ¢ nogodHa Ha Tazu B nomynaumuata ¢ OKC. Be3 ocHOBa Ha euH
nonyaalHoHeH GapMaKkOKMHETHYEH aHAIM3 Ha npoy4uBaHeTo PEGASUS meauanara Ha Crax
Ha TvKarpenop € 391 ng/ml u AUC e 3 801 ng*h/ml B cTaLimoHapHO CECTOAHME 3a THKArpeiop
60 mg. 3a Tukarpenop 90 mg Cpax € 627 ng/ml u AUC e 6 2535 ng*h/ml B craumoHapHo
CBCTOSAHUE.

Cpenunara abcontoTHa OHOHATUYHOCT Ha THKarpenop € usunucneHa Ha 36 %. IlpuemMsT Ha
OoraTa Ha Ma3HUHH XpaHa BOAU 10 noBuinaeaHe ¢ 21% Ha AUC Ha TUkarpenop u no
noHwkasaHe ¢ 22% Ha Cnax HA AKTHBHHMA MY MeTabOJ/IAT, HO HE MOBJIMABA 10 HUKAKBB HAaYWH
Cmex Ha THKarpeaop wid AUC Ha akTUBHHA MeTaOOIHT. CMsATa Ce, Y€ TE3H MAJIKM ITPOMEHH ca
¢ MHHHMAJTHO KJIMHHYHO 3Ha4YeHHUE; MIOpaJd TOBA THKAIPeJIop MOXKE Aa Ce NMPHUEeMa ChC WK 0€3
XxpaHa. Tukarpenop ¥ akTHBHUAT My MeTab0IuT ca cybcTpaT Ha P-gp.

Tukarpenop BB BHI Ha CTPUTH TAbJIETKH, CMECEHH C BOJa, NPpWIaraH NepopaiHO HIlH 4pes
Ha30-racTPalHa COHAA B CTOMaxa, UMa CpaBHUMA OHOHATTWYHOCT ¢ LIETUTE TA0NeTKH Mo
otHoweHHE Ha AUC U Cpnax Ha THKarpeaop v akTuBHHA Metabonur. HauanHaTa
excno3uia(0,5 u 1 yac cnea NpUIOKEHHE) OT CTPUTHTE TabNEeTKN THKArpenaop, CMECEHH ¢
BOJA, € NMO-BUCOKA B CpaBHEHHE ¢ LIC/IMTE TaONETKH, C KATO LAIO HASHTHYEH Npodun Ha
KOHLEHTpaums cien Topa (2 10 48 gaca).

PasnpeneneHue
B craunonapHo ceeTosHHE 00EeMBT Ha pasnpenencHue Ha Thkarpenop € 87,5 1. Tukarpenop u

AKTHBHHAT MY Me'raﬁmm CC CBBP3BAT C HOBCUHIKHTC IVIa3MCHH IIPOTCHHH BBB BHCOKa CTTIICH
> 99,0 %).

buoTpanchopmanms

CYP3 A4 € OCHOBHHAT €H3HM, OTTOBOPEH 3a MeTaOOIM3UPAHETO HA TUKArpeNop U
oOpa3yBaHETO HAa AKTUBHHMA My METAOOIMT, KATO TEXHUTE B3AaUMOACHCTBUA C APY
cybcTpatu Ha CYP3 A Bapupar oT akTUBHpaHe 10 HHXubHpaHe.
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OchHosHuAT MeTabonuT Ha THKarpenop e AR-C124910XX, kOATO CBHILO € aKTHBEH — KOETO C€
OLEHSBA upe3 in vitro cebp3Bane ¢ TpomboumutTHHua P2Y 2 AJlD peuenrrop. Cuctemuara
eKCIO3HIMS Ha aKTHBHHUA MeTabonur e npubnnzurenHo 30-40 % o1 Ta3u Ha THKarpenop.

EnuMuHHApaHe
OCHOBHHMAT ITBT 32 €JITMMHUHUPAHE HA THKArpenop e 4pe3 yepHogpobHa TpaHchopmaumsa. [lpu

MpHJIaraHe Ha pajHOaKTHBHO MapKHpaH THKArpesiop CPEAHOTO BE3CTAHOBABAHE Ha
paJHoaKTHBHOCTTA e npubnusurenHo 84 % (57,8 % BB deileca, 26,5 % B ypuHara).
KonuuecTBOTO Ha THKArPeIop ¥ aKTUBHHA My MeTabonuT, KOUTO ce OTKPUBAT B ypUHaTa, ca
noa 1 % ot npueraTa go3a. BepoaATHO OCHOBHUAT ITbT HAa ¢JIAMUHHMpAaHE HAa aKTHBHHUSA
MeTabOJHT € upe3 €KCKpeLHa B dUlbukaTa. CpeIHUAT t)2 HA TUKArpenop € NpHOAH3IHTENHO 7
yaca, a Ha aKTHBHHA My MeTaboaut — 8,5 uaca.

Crienandy nonyiaanuu

Cmapuecka gv3pacm

[To-BMCOKH €KCNO3HLIMMA Ha THKarpenop (MpHoanauTenHo 25% U 3a Cpax ¥ 32 AUC) 1 Ha
akTMBHHR My MeTtabonut npu nauuenTu ¢ OKC B ctapyecka Bp3pacT (275 roavHH) B
CpaBHEHME ¢ MO-MJIAJIM MALMEHTH ca HaOMioaaBaHy NpH NONyNalMOHHUA (GapMaKOKMHETHYEH
aHanu3. Te3d paz/IMKy He ¢e CMATAT 32 KIMHHYHO 3HaYMMHK (BK. Touka 4.2).

Heduampuuna nonvaayus
Hanuyuy ca orpaHH4YeHd JAHHH NPU fiella CbC ChPNOBUIHOKIETEYHA O0nectT (BK. TOUkU 4.2 U

5.1).

B npoyusanero HESTIA 3 npu nauueHnTu Ha Bb3pacT OT 2 1o oA 18 roauuu ¢ terno > 12 oo
<24 kg, > 24 no <48 kg u > 48 kg, e npunaraH THKarpesaop Karo rnejuaTpuyHH
nucneprupaiy ce tabnerku 15 mg B o3m cvotBeTHO 15, 30 1 45 mg nBa MbTH AHEBHO. Bb3
OCHOBAa Ha IOMyJJaLUMOHeH hapMakoKyuHeTH4eH aHanu3 cpeaHata AUC rapupa ot 1095
ng*h/ml no 1458 ng*h/ml, a cpennara Cmax Bapupa ot 143 ng/ml no 206 ng/m!l npu
CTALMOHAPHO CHCTOAHHE.

Hon
B cpaBHEeHHE C MBXKE, MPH XECHHU ca HAbNIOJaBaHH MO-BHCOKH €KCIIO3HLIMH Ha THKarpejop H
Ha aKTHBHHA MY METa00nHT. PasnHKHTE HE Ce CMATAT 32 KIIMHWYHO 3HAYHMHU.

bvbpeuno yspeoroane

B cpaBHeHHE ¢ Xopa ¢ HopManiHa 6bp0peuHa GYyHKLIMA, MPH MALMEHTH € TEXKKO OBOpedHo
yBpexKaAaHe (KpeaTHHHHOB KIMPBHC <30 ml/min) eKCno3uiumMaTa Ha THKArpesiop € No-HUCKA C
npubnusurenuo 20 %, a ekcno3nUKUATA HA AKTHBHHSA METAabOIMT € NO-BUCOKA NPHOIN3UTENHO
c¢be 17%.

[Tpu nauMeHTH ¢ TEpMHAKRaieH cTaauit Ha OEOpeyno 3a0omnasaHe Ha xemoananusa AUC u Cra
Ha TKarpenop 90 mg npunaraH B acH 6e3 quanu3za ca ¢ 38 % u 51 % no-BUCOKH B
CpaBHEHHE C XOpa ¢ HopManHa ObOpedHa gpyHkuma. IlonoOHO mosHiLIEHHE B EKCITO3HLIMATA CE
HabmoxaBa, KOraTo THKarpenop ¢e npujara HernocpeAcTBEHO NMpeay AhanusaTa (CbOTBETHO
49 % 1 61 %), KOETO NMOKa3Ba, Y€ TUKATPEIAOp He c€ AHaANN3Hpa. EKCIIO3MLMATA HA aKTHBHHA
meTabonuT ce noBuiara B rno-Maska creneH (AUC 13-14% u Cypax 17-36%). EdexTsT Ha
HHxubKHpane Ha TpoMOouMTHaTa arperaums (MTA) e He3aBUCHM OT AHANM3AaTa ITPH NALIHEHTH
C TepMHHANIEH cTaaHi Ha ObOpeuHo 3a0onaBaHe U € noRoOeH NpH Xxopa ¢ HOPMAJIHA
O6bOpeuna ¢yHkUMA (BXK. TOUka 4.2).

Heproopobro yepesicoane
B cpaBHeHHe CbC 3apaBU AOOPOBOILM, NPH NALIMEHTH C JIEKO YEPHOAPOOHO yBpe
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AUC Ha Taxarpenop ca no-eacoku ¢soTBeTHO ¢ 12 % u 23 % obaue UTA edexTnT Ha
TUKarpesop e nogobeH B gBete rpynu. He € HeoOX0AMMO KOpHTMpaHe Ha A03aTa MpPH
NMaUKMEHTH C JIEKO uepHOoapoOHO yBpexxaaHe. Hama npoy4BaHHUs ¢ TUKarpeJaop npH MalHeHTH C
TeXKKO UepHOApobHO yBpexaaHe U JIMICBa PpapMakOKMHETHYHA HHPOPMaLHA NIPH MaLHEHTH C
yMepeHo uepHoApobHO yBpexaaHe. [IpH MaluMeHTH C YMEPEHO HIHM TE€XKO MOBHILIEHHE HA
eIMH WJIH NoOBeYe YepHOAPOOHH PYHKLIMOHAIHH MOKA3ATE/IM Ha M3XOAHO HHUBO, TUTa3MEHHUTE
KOHLICHTPALIMH Ha THKarpesiop ¢ca 00MKHOBEHO MOJOOHH HITH MAIKO MO-BUCOKH B CPABHEHHE C
naueHTHTe 6e3 H3X0AHO nopuuleHue. He ce npenoprysa KOpUrHpaHe Ha ao3ara npy
MALMEHTH C YMEPEHO YepHOAPOOHO yBpexaane (Bx. TOUYkH 4.2 u 4.4).

Emnuyecxa npunaonexcrnocm

B cpaBHEHHE C MALIMEHTHTE OT eBpONEUIHATA paca, NALHEHTHTE OT a3UaTCKH MPOHU3X0] HMaT
no-sucoka ¢ 39 % cpeasa 6HoHaNHYHOCT. B cpaBHEHHE ¢ MALMEHTHTE OT €BPOTICUIHATA paca,
[PH CAMOOTIPEACTALIMTE CE€ KAaTO YSPHOKOXKM NMAaLMEHTH, OMOHATHYHOCTTA HA THKArpenop €
no-Hucka ¢ 18 %. B knuHuko-hapMaKolIorydHu npoyyusaHusd ekcrnozHImATa (Cpa U AUC) Ha
THKArpeJaop IIPH AMOHUM € no-BUcoka ¢ npubausurtenHo 40 % (20 % cnen kopekims CripaMo
TEJIECHOTO TErJ0), OTKOJKOTO NPH XOpa OT eBponenaHara paca. ExcriosnuuaATa npu
MalHEHTH, KOUTO CE CAMOONPEAEIIAT KaTO MCMAHO WIH JIATHHO THIL, € ToA00Ha Ha Ta3H npU
HallHeHTUTE OT €BpONEeHUIHATa paca.

5.3 IIpeaxnHHUYHA A2aHAH 32 De300aCHOCT

[IpeAXTHHHYHWTE JAHHH 334 THKArpenop 1 OCHOBHHA My MeTabOJIMT He TOKA3BAT HEMPHEMIHB
PUCK 32 pa3BUTHE Ha HeXkKeNaHH peakliWy NpU Xopa Ha 6a3aTa HA KOHBEHUMOHATHATE
dbapMaKoJIOrdyHH H3NMTBAHHUA 3a H€30MacHOCT, TOKCUYHOCT NPU €JHOKPATHO U MHOTOKPaTHO
MpWiaraHe H reHOTOKCHYEH MOTEHLMA.

[Tpu HAKOJIKO JKHBOTHHCKH BHJA € HAOMIOAaBaHO CTOMALLIHO-YPEBHO Apa3HeHe MPH KIMHUUHO
3HAYMMH HHBA HA €KCNO3HUMA (BXK, TO4Ka 4.8).

HPH AKCHCKH TUTBXO0BE, THKArpCJIop BbB BUCOKH A03H1 JCMOHCTPHPA NMTOBHLUICHA HYCCTOTA Ha
TYMOPH Ha MaTKaTd (H,IIEHGKHPIIHHDMH) H IMMOBHIIICHA 4ECTOTA HA alCHOM Ha YCPHHA I[pOﬁ.
MexaHH3MBT 3a MOABA HA TYMOPH Ha MaTKaTa BE€POATHO € XOPDMOHAJICH ﬂHCﬁ&HﬂHC, KOHTO
MOXXE Ja JOBCOC N0 [104Ba HA TYMOPH IIPpH ILTBEXOBC. MexaHn3MBT 3a ToABa Ha ‘IﬂpHOﬂpDﬁHH

aicHOMM BEPOATHO € CreUM(PHUUHA 32 rpH3avMTe eH3UMHA HHAYKIMA B YepHus Apob. [lopaau
TOBA CE€ CYMTA, Y€ € MANKO BEPOATHO KaPLUMHOT€HHHTE HAXOAKH Ja HMAT 3HauYeHHe 3a Xopara.

[Tpu nasxoBe ca HabmogaBaHW MHHHUMATHH aHOMANIMM Ha pa3BUTHETO NMPH 1033, TOKCHYHA 32
maiikara (rpaHvua Ha 6e3onacHocT 5.1). [Ipu 3aiim ce Habntogasa sieko 3abaBsHe Ha
4YepHOAPOOHOTO CH3PABAHE H CKEJICTHOTO PA3BHTHE Ha (PETYCHTE MpH MalKU Ha BUCOKA 51034
Oe3 na ce HabGMOOaBa TOKCHYHOCT 3a Makkara (rpaHuua Ha 6e3omnacHocT 4.5).

[IpoyuBaHHsA NpPH ILTEXOBE M 3aALIM MOKA3BAT PENPOAYKTHBHA TOKCHYHOCT € JIEKO
NMOHWXKABAHE Ha HAJJABAHETO HA TErJIO MPH MAaHKaTa U HAMaJICHa HEOHATaJIHa
KUIHECTTOCOOHOCT M TErJIO MPH PAKAAHETO, Cbe 3abaBaHe Ha pacTexa. THKarpenop BOAM 10
HepeaOBEeH IHMKBJ {OCHOBHO YABIKEH LMKBJI) MPH XKEHCKHU IUTbXOBE, HO HE NOBJIMABA O0LIHA
depTHIMTET MPU MBKKH H XKEHCKH IUTbX0oBe. DapMakOKHHETHYHH MPOYYBAHUA C
pPaIHOaKTHBHO MapKHUpaH TMKArpesop Noka3sat, Y€ OCHOBHOTO BELLIECTBO M HETOBUTE
MeTA0OIUTH C€ EKCKPETUPAT B MIISKOTO IPH ILUTEXOBE (BX. TOUKa 4.6).

6. PAPMAIIEBTHYHH JAHHU

6.1 CoachbK HA NOMOIMHEATE BenlecTBA
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Anpo Ha TabneTkara
Manuron (E421)

Kanuues xuaporeddocdar auxuapar
L{aperH4HO HHILIECTE
Huiecre, npexxenaTvHU3ApaHO (LIAPEBHYHO)

Tanx (E553b)
Harpues creapun ¢pymapar

DUIMOBO MOKPUTHE
IToau (BuHunoB ankoxon) (E1203)

Tank (E553b)

Turanos auokcua (E171)

[ n1ueponoB MOHOKANpPUIIOKANpar
HaTtpues naypuicyngar

XeneseH okcna, uepse (E172)
KeneszeH okcua, yepeH (E172)

6.2 HechBMEeCTHMOCTH

HenpunoxuMo.

6.3 Cpox Ha rognocT

3 roanHu

6.4 CuoenHA/THH VCJIOBHA HA ChbXPAHECHHE

To3u JIEKAPCTBECH MPOAYKT HE H3MCKBA CrICLHAIHH YCJIIOBHA Ha ChXpaHCHHC.

6.5 Bra # cbABPKAHHE HA ONIAKOBKATA

* Bnucrep ot Amymunnii-OPA/AlW/PVC win Anymuauit-PVC/PE/PVDC (¢cbe win Oe3
CHMBOJIH C/IbHLIE/TyHa), B KADTOHEHH ONakoBKkH OT 36, 60 u 168 Tabnerku

. Kaneunapen 6nucrep ot Anmymunuit-OPA/Alw/PVC unn Anymunnit-PVC/PE/PVDC
(cbe WH 6e3 CUMBOJIM CITBHLE/TyHa), B KAPTOHEHH ONakoBkH oT 14, 56 u 168 Tabnerku

. I'pynoBa onakoBka, ceabpakaitia 180 (3 onakoeku no 60) Tabnetku B Smerep ot
Anymunuii-OPA/AlWPVC win Anymunuit-PVC/PE/PVDC (cbe nnn 6e3 cumBonm
CIIBHUE/TYHA)

. ['pynopa onakoBKa, Chabpkawia 168 (3 onakoBkH no 56) TabneTky B KaneHgapeH

onuctep ot AnymuHHH-OPA/AIW/PVC win Anymunui-PVC/PE/PVDC (cbe nnu 6e3
CHMBOJIH CITBHUE/TYHA)

° Bytunku ot noaueTnieH ¢ Bucoka wrbTHOCT (High Density Polyethylene (HDPE)),
3aTBOpPEHH ¢ nojunponuneHosa kanayka (PP) ¢ LDPE nokputue, 3aiuurena cpeuty
OTBapsiHe oT Aeua, chaspxainy 30, 60 uiu 250 Tabnerxu.

He BcHuKH BHOOBE ONAKOBKH MOrar ga 6u4aT ITYCHATH Ha Ia3apa.
6.6 Cnensa/Hg OpeanasHH MEPKH NIPH H3XBLPJIAHE
KanaukaTa ce OTBHHTBA U KOHTEHHEpA C& OTBaps CaMO KOraTo 3alllMTeHaTa cpelily

OTBapAHE OT Jiella Kanayka ce NPUTHCHE HAZOJTY H CE 3aBBPTH MO MOCOKA Ha
CTpeEJIKaTa.
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Hewu3nom3paHUAT JICKAPCTBEH IIPOAYKT HJIH OTNIAABYHHATE MaTCPHAIN OT HEI'O TpﬂﬁBa
Aa ce U3XBBPJIAT B CHOTBETCTBHE C MECTHHTC H3INCKBAHHA.

7. IMPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
Sandoz d.d.
Verovikova 57,

1000 Ljubljana
CnoeeHus

8. HOMEP(A) HA PA3PENIEHHETO 3A YIIOTPEBA

Per.Ne: 20240126

9. JATA HA ITBPBO PA3PEIHABAHE/TIOJHOBABAHE HA
PAZPEILIEHHUETO 3A YIIOTPEBA

JlaTa Ha repBO pa3peluaBaHe 3a ynorpeda: 21/05/2024
Hara Ha nocieqHo NOJHOBABAHE:

10. JATA HA AKTYAJIM3APAHE HA TEKCTA

09/2025
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