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1. MME HA JIEKAPCTBEHUS IIPOYKT €374

Tuno6pactun 60 mg puamupanu TabneTku

Tilobrastil 60 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Beaka punMupana Tabnerka cbabpxka 60 mg Tukarpenop (ticagrelor).

3a MBJIHHUA CITUCHK HA NMOMOILLIHUTE BellleCTBA BU)KTE Touka 6. 1.

3. JJEKAPCTBEHA ®OPMA
dunmupana tabnerka (Tabnerka).
Kpbrau, ABOMHOM3NMbKHAIHU, PO30BHU Ta0JIETKH, ¢ 03HauyeHHe ,,60° OT eHaTa CTpaHa M IJiaJku
OT Apyrara, ¢ aMaMmetrsp 8,6 mm + 5 %.
4. KJIMHUYHU IAHHHA
4.1 TepaneBTHYHH NOKa3aHHA
TunobpacTui, NpUIoKEeH EAHOBPEMEHHO ¢ aleTuicanuuuiosa kucenvHa (ACK), e nokasan
3a Mpe/rna3BaHe OT aTepoOTPOMOOTHUYHM CHOUTHUS MPU Bb3PACTHHU MALIMEHTH C
- ocTbp KopoHapeH cuHaApoM (OKC) unu
- aHaMHe3a 3a MMoKapaeH uHpapkT (MH) U BUCOK pUCK OT pa3BUTHE Ha
aTepoTpOMOOTUYHO cbOUTHE (BXK. TOUKH 4.2 U 5.1).

4.2 Jlo3MpoBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

[TaumenTure, npuemay TunoOpacTui, TpaOBa CHIIO TaKa /1a MPpUEMAT HUCKA MO AbpKalla
no3a ot 75-150 mg ACK aHeBHO, OCBEH aKO TOBa € U3pUYHO ITPOTHBOIIOKA3aHO.

Ocmpu KOPOHAPHU CUHOPOMU

Jleuenuero ¢ TunobpacTun TpabBa aa 3anouBa ¢ eHOKpaTHa HaToBapBaua go3a ot 180 mg
(nBe Tabnerku 90 mg), cnea KoeTo ce npoab/ikasa ¢ A03a 90 mg aBa [TbTH JHEBHO.
[IpenopbuBa ce aeuyeHueTo ¢ Tunobpactun 90 mg ABa mbTH AHEBHO Ja NpOAb/DKHU 12 Mecela
npu naureHTH ¢ OKC, ocBeH ako HAMa KJIIMHUYHH [10Ka3aHHUA 3a [PEKbCBAHE Ha MpHeMa (BX.
TO4YKa J.1).

Mosxke na ce odomucnu npeycranossBaHe Ha ACK cnen 3 meceua npu nauueHTd ¢ OKC, kourto
ca MpeTbprey NnepKkyraHHa KOpoHapHa HHTepBeHLMs (percutaneous coronary intervention ,
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YABJDKEHO JIEYEHHE Ha MALMEHTH ¢ aHaMHe3a 3a MU o1 noHe eanHa rognHa B BHCOK PHCK OT
aTepoTpoMOOTHMHO CEOMTHE (BX. Touka 5.1). JleueHHeTo MOXXKe fAa 6b1€ 3ano4YHaTo 6e3
NpeKbCBaHE, KATO MPOAB/DKABAILA TEPAIHA ClIed HAYATHOTO JIEUEHHUE OT €IHA N'OAMHA C
Tunobpactun 90 mg win Tepanus ¢ apyr aneHosuH audocdar (AJIP) peuenropen
MHXHOHUTOP npy natMedTH ¢ OKC 1 BUCOK pHCK 0T arepoTpoMboTHYHO cHLOHTHE. JleyeHneTo
MOXe Aa OBJie 3aN0YHATO CBIO H 10 2 roanHu or MU wim 1o eiHa roaMHa ciieq ciupase Ha
NpeAIIecTBAIOTO NeueHHe ¢ AJID-penenrropeH MHXMOUTOP. IMa orpaHMYeHH AaHHH 34
eukacHOCTTA M 6€30NaCHOCTTA Ha YAB/DKEHO JIEYEHHE C THKArpesop Haj 3 roJHHH.

Ako ¢ HeoOxoaMMa CMAHA Ha TepaliusTa, mbpBaTa A03a TunobpacTin Tpabea oa 6bae
MPUITOXKEHA 24 Yaca C/iell MOC/IeHATa /1032 Ha APYTOTO AHTHTPOMOOTHYHO JIEKapCTBO.

Hponychama do3a

Cruo Taka Tpabsa na ce H3barsa npomyckaneto Ha Tabnetka. [Taument, kolfTo € npomycHan
a npueMe ao3ata ¢u Tunobpacrwi, Tpabea na mpueMe caMo eqHa TabneTka (cieaBamara cM
7103a) B yaca, B KOMTO 0OM4aiHO A IIpHeMa.

Cneyuannu nonvaayuu

Cmapuecka év3pacm
[Ipn nanMeHTH B CTapyecKa Bh3PACT HE Ce Hanara KOpeKUMs Ha J03aTa (BXK. Touka 5.2).

bvbpeuno yspexcoane
[Ipu naunentu ¢ 660peyHo yBpexaaHe He € HeoGXoJMMa KOPEKLIMA Ha 103aTa (BXK. TOYKa
5.2).

Yeproopobro yepesicoane

Tukarpenop He e MPOyUBaH IMPH MALMEHTH € TEXKO YepHOAPOOHO YBpekKAaHe U NopaaH TOBa,
ynorpefara My OT T€3W NAUHEHTH € NPOTHBONOKa3aHa (Bxk. Touka 4.3). ima caMo orpaHuueHa
uHGOpMaLHA NIPH NALMEHTH ¢ YMEPEHO YepHOapoOHO yBpexaane. Kopurupane Ha nozara He
C¢ NMpenopb4Ba, HO THKarpeop TpAbBa Ja ce W3M0/13Ba C NOBHILIEHO BHUMAHHE (BXK. TO4KH 4.4
1 5.2). Ilpu naieHTH ¢ NeKo YepHOAPOOHO YBpexkaaHe He € HeobX0aUMa KOPeKIMs Ha
ao3ara (BxK. TO4Ka 5.2).

Ileouampuuna nonynayus

besonacHoCTTa H eHKACHOCTTA HA THKArpesiop NpH Aela Ha Bb3pacT noj 18 roaunu He €
ycTraHOBeHa. Hama cpoTBeTHa ynoTpeba Ha THKArpenop NpH Aelia ¢h¢ CHPHOBHAHOKIIEThYHA
bonect (Bxk. Touxu 5.1 u 5.2).

HayuH Ha NpWIoKEHHE

3a nepopaTHO NIPHIIOXKEHHE.

TunobpacTin Moxe Ja ce npueMa che WK He3 XpaHa.

[Ipy nanMeHTH, KOMTO HE MOTAT Aa Nperabmiatr wiia(uenu) rabnerka(u), TabneTkure Morar aa
ObOaT cTpUTH Ha (HH Npax, Ja ce CMECAT C MOJIOBHMH YAllla BOJA W 14 Ce M3NMAT BeHATA.
Hamara TpAOBa 1a ce H3IUIaKHE ¢ OLIE MOJIOBHH Yallla BOAA H ChABLPKHMOTO Ja e M3IHE,
CmMecTa MoXe a ce mpuiara Cbilo H 4pe3 Hazo-racTpanHa conaa (CH8 unu no-ronama).
BaxxHO ¢ Ha30-racTpanHaTa COHIa [a ce NPOMHKE C BOJA ClIe] MPHIIOKEHHETO Ha CMecTa.

4.3 IIporaBomOKAIAHAA

¢ (CBPbXYYyBCTBHTEIHOCT KbM aKTHBHOTO BELICCTBO HITH KbM HAKOE OT IOMOLIHUATE
BeuleCcTBa, H30poeHH B To4ka 6.1 (k. Touka 4.8).

¢ AKTHBHO NaTOJOTHYHO KbPBEHE.
AHaMHe3a 3a HHTpaKpaHHaliHa xeMoparua (Bxk. Touka 4.8).
Texxo yepHOOPOOHO YBpexaaHe (BX. Touku 4.2, 4.4 1 5.2).




e CBHBMECTHOTO NMPWIOKEHHE Ha THUKArpeaop ¢ MomHH uHxubuTopn Ha CYP3A4
(Hanp. KETOKOHA30J1, KJIapUTPOMHLIMH, Hea30A0H, PHTOHABHP U aTa3aHaBHP),
TBhH KATO MOXe Ja JOBEAe A0 3HAYHTCTHO NOBHILIEHHE HA €KCNO3HIIMATA Ha
THKarpenop (Bx. Touka 4.5).

4.4 Crnenuanuu opeaynpexieHds B NpeaAna3ad MEpKH 3a ynotTpeba

PHCK OT KbpBEHE

[TpunoxxeHHETO HA THKArPESOp NP TALHEHTH ¢ M3BECTEH TIOBHILIEH PUCK OT KbpBEHE TpAOBa
Jia ce MpeLIeHH CITPAMO IMOJI3aTa NO OTHOWIEHWE Ha NPena3BaHeTo OT aTepOTPOMOOTHYHH
chOMTHA (BXK. ToukH 4.8 1 5.1). Ako ¢ KIHHHYHO NOKa3aH, THKarpenop TpsOea a ce npuiiara
C MOBHIIEHO BHUMAHHE MPH CJICAHATE IPyNH NalMCHTH:

. [TaupeHTHTE CBC CKJIOHHOCT KBM KbpBEHE (HAITp. IOpaJd CKOPOILLHA TPaBMa,
CKOpOILIHA OM€paLyi, HAPYIUICHHA B KPbBOCHCHPBAHETO, AKTHBEH MITH CKOPOILLIEH
CTOMALLHO-YPEBEH KPBEBOHIIMB) WIH TE€3H KOUTO Ca C MOBHILEH PHCK OT TPaBMaA.
[TpnnoxeHHETO Ka THKArpesiop € MPOTHBONOKA3AHO MPH MallHEHTH C AKTHBHO
NaTOMIONHYHO KbPBEHE, IPH TAKMBA C aHAMHE3a 3a HHTpaKpaHHallHa XeMOparus u
MIPH HALMEHTH € TEXKO YepHOAPOOHO yBpekIaHe (Bx. Touka4.3).

. ITaumneHTH, NpHeMallid €IHOBPEMEHHO JIEKAPCTBEHM IPOAYKTH, KOUTO MOTAT 13
MOBHILAT PUCKA OT KbpBeHe (HaIp. HECTEPOHAHH [TPOTHBOBB3NAHTEIHK CPEICTRA
(HCITBC), nepopalHH aHTUKOAryNaHTH W WM GUOPHHONHUTHIIH) B paMKUTE Ha 24
qaca OT NpyueMa Ha TUKarpenop.

B aee panaomusupanu koHTpoaupanu npoyusadud (T1CO u TWILIGHT) npu nauueHTH ©
OKC, xouto ca npemuHanu PCI npoueaypa ¢ MelMKaMeHT-H3IBYBALll CTEHT C€ BIDKIA, Y€
npexkbeBaHeTo Ha ACK cnen 3 Mecenia IBoiHa aHTHarperasTHa Tepainus ¢ Tukarpenop 1 ACK
(dual antiplatelet therapy with ticagrelor and ASA, DAPT), u npoas/bkaBaHe ¢ TUKArpenop,
KaTO eIHHHYHA aHTHArperaHTHa tepanua (single antiplatelet therapy, SAPT)3a 9 n 12
MeceLa, PecIeKTHBHO BOAH O HaMANABaHE HAa PUCKA OT KbPBEHE U HE € HabmoaaBaHo
MOBHILIABEGHE HA PUCKA OT CePHO3HM HeXe/TaHU chpaeuHochA0BU cpouTHa (MACE) B
CpaBHCHME ¢ rpoabkasaHe Ha DAPT. Pemenuero 3a npeycranopssane Ha ACK cnen 3
MecCena M NPOABL/DKEHHE ¢ THKArpeiaop, KaTo eAMHHYHA aHTHArperaHTHA Tepanms 3a 9 Mecena
TIPH NALHEHTH ¢ NMOBHMILIEH PUCK OT KbpBeHe, TPAORA [1a C€ OCHOBABA HA KJIHHHYHA NMPCLICHKA,
KaTO C& MMa NMpeaBHJ PHCKET OT KbPBEHE CIIPAMO PHCKA OT TpOMOOTHYHH CHOHUTHA (BXK. TOUKA
4.2).

Tpancdysusra Ha TpoMOOLMTHA Maca He oOpbilia AHTHTPOMOOTHYHHA €(EKT Ha THKArpemop
IPH 3ApaBH JOOPOBOJIIM M € MANIKO BEPOATHO Ja UMa KIMHUYHA MON3a NPH MNalHeHTH C
KbpBeHe. [IoHeXke eJTHOBPEMEHHOTO IIPUIIOKEHHE Ha TUKATPEJIOp ¢ AE3MOMNPECHH HE CKBCABA
BpPEMETO Ha KbPBEHE, BEPOATHO JE€3MOMPECHH HaMa na Obae epHKaceH 3a OBIA/IABaHE Ha
KPBROMAIIHB (BXX. TOUKA 4.5).

AHTHHOPHHONATHYHOTO JieUeHHe (AMUHOKATIPOHOBA MITH TPaHEeKCAMOBA KHUCE/IHHA) W/ WITH
TepanusaTa ¢ pexoMbunanTeH ¢axkrop Vila Morat na yCKOpAT KpbBOCECHPBAHETO. [IpHEMBT
Ha THKarpesnop Moxe 7a ce Bb300HOBH ClIe[] KAaTO NPHYHHATA 38 KbPBEHETO € OTKPHTA H TO €
OBJIAZAHO.

Onepanusd
[TaipenTtiTe TpabBa Aa 6bAAT MOCHBETBAHH A& HHPOPMHUPAT JICGKAPUTE U CTOMATONIO3HTE CH, Ye

npHeMaT THKarpenop, npeau Ja um 6bae Ha3HauCHa HAKAKBA XUPYPrHYHA HHTCPBCHIMA H
Npead [ia 3anOYHAT Aa NPHEMAT HOB JICKAPCTBEH NMPOAYKT.

ITpu nainuenTure ot npoyusaHeTo PLATO ¢ HanpaseH kOpoHapHO-apTepHaine
(KADB), npu Tuxkarpenop ce Habnronasa rnopeye KEpBEHE OTKOJIKOTO IPH KJIOI



€ CNpsH | JeH npeny onepauMs, HO CXOIHA YECTOTA Ha 3HAYMTENTHO KbPBEHE, B CPaBHEHHE
KJIOTIHMAOTPE, e/l CIMpaHe Ha JICYCHHETO 2 WIM IIOBEYe AHH NpeaH onepalus (BxXK. TOUKa
4.8). AKO NalMEHTHT NOUICKH Ha IUIAHOBA OTIEpaLiHA M aHTHAIPETaHTHHAT e(EKT € HexenaH,
THKarpenop Tpabsa aa ce cripe 5 n1HM Npeau XUPYprudHaTa MHTEPBEHIMA (BK. To4Ka 5.1).

IlanmeHnTH ¢ MpeAlIecTRAL UCXEMHYEH HHCYNT
ITaimentn ¢ OKC ¢ npeamecTsan HCXeMHYEH MHCYIIT MOTaT Aa ObJaT NEKYBaHH C
THKATPEJIOP B NPOALIDKEHUE Hal-MHOro a0 12 meceua (npoyusane PLATO).

B PEGASUS naupenTtu ¢ aHaMHe3a 3a MU c npeauecTpawy ncxeMHuYeH HHCYJIT He ca
BIUTIOYBaHH. [lopanu ToBa, IIpH JiMIica HA JAHHH, JIEYEHHE MOBEYE OT €AHA FOJHHA HE Ce
NpenopbLYBa Mpy Te3H NALMEHTH.

YepHoapoOHo yBpexnaHe
Ynotpebara Ha THKarpenop € MpoTHBONOKA3aHA MPH NALMEHTH C TEXKO YepHOAPOGHO

yBpexknaHe (Bx. Toukd 4.2 H 4.3). Uma orpaHuyveH ONKUT ¢ THKArPENop MpH [MALMEHTH ¢
YMEPEHO 4e€pPHOAPOOHO yBpeKaaHe, NOpaaH TOBA NPH TE€3H NALMEHTH Ce NPEnopbYBa
MOBUILEHO BHUMaHHE (BXK. TOUKH 4.2 U 5.2).

[TanHeHTH ¢ pHck 38 pa3BHTHE Ha OpaiuKapIus
Xonrep EKI" MonMTOpHpaHe Noka3sa NoBHILEHA YECTOTA MPEAUMHO HA ACHMITTOMHHM

BEHTPHKYJIApDHH Nay3H 110 BpeMe Ha JIEYeHHE C TUKArpesiop B CPABHEHHE C KIIOMHAOIPEI.
[TaupeHTHTE C NOBUILICH PHCK OT pa3sBHTHE Ha Gpanukapaus (Hamp. NALMEHTH ChC CHHAPOM
Ha 6onHHA cHHYCOB BB3en Oe3 neficMeiikbp, AV-6a0k II-pa unm Il1-Ta crenen, wiu Takupa
CHC CBBP3aHH ¢ OpaIHKapIUs CHHKOIIH) Ca H3KITIOYEHH OT OCHOBHHTE MPOYYBAHHA 34 OLIEHKA
Ha 6€30MacHOCTTa H €(pHKACHOCTTA Ha THKarpenop. CleoBaTeHO, NOpald OrpaHHYCHHA
KITHHHYEH OIHT, THKArpeaop TpaOBa Aa ce U3NOM3Ba ¢ MOBHILIEHO BHUMAHUE IIPH TE3H
nauueHTH (BxK. To4ka S.1).

Oceen TOBa, THKarpenop Tpa6ea aa ce npuiara ¢ NOBHLIEHO BHUMAaHHE €IHOBPEMEHHO €
JICKapCTBEHHU MPOAYKTH, 338 KOHTO € H3BECTHO, Y€ MHAYLHMpatT Opaaukapausa. B mpoyuBaHeTo
PLATO, obaue, He ce HabmoaBaT noka3aTeCTBa 38 KIMHAYHO 3HAYMMH HE)KeJIaHH peakivH
CNeJl SAHOBPEMEHHO IMPHIIOXKEHHE ¢ €IHH WIH NIOBEYE JIEKAPCTBEHH MPORYKTH, 38 KOHTO €
M3BECTHO, Ye HHAYyUHpaT Opagukapaus (Hanp. 96% Gera-6mokepu, 33% Gnokepu Ha
KanIMEBHTE KAHATH JHITHA3EM U BepanaMull, H 4% auUrokcus) (Bx. Touka 4.5).

I[To Bpeme Ha xonTepoBoTo noanpoyusaHe B PLATO, noseye nauHeHTH ca MManu
BEeHTPHKYJIAPHH MAay3Hu >3 CEKYHIHU C THKarpenop, OTKOJIKOTO C KIIOMUAOTPE, TIO BpEME Ha
ocTpata ¢asza Ha TexHust OKC. YeeauueHueTo Ha yCTAHOBEHHTE ¢ XOJNTED BEHTPHKYNAPHH
nay3u ¢ THKarpeaop € OWIO MO-BHCOKO NPH MALKMEHTH ¢ XPOHHYHA ChpPAEYHA HEJOCTATEYHOCT
(XCH), oTKONKOTO B LAIOCTHATA U3C/IEABaHA MOMyIaLMA N0 BpeMe Ha ocTpara dasa Ha OKC,
HO HE U Ha NBPBHA MECE1l HA JICYEHHETO ¢ THKArpeIop WiH B CpaBHEHMe ¢ Kiionuaorpen. B
TA3H IIOITyJIaLMA MALUMEeHTH HE € HMAJIQ HUKAKBHM CTPAHHYHH KITHHUYHHM NOC/IEICTBHA,
CBBP3aHH C TO3H QUCOANAHC (BKITIOUHTENHO CHHKOI MY MOCTaBIHE Ha NelcMeNKbp (BXK.
Touka 5.1).

B nocTMapkeTHHrOBHs NEPHOA MPH NALMEHTH, [TpUEMalllM THKArpesop, ce ¢hobmasa 3a
cyyad Ha OpanuapurMud B AV-6;10k (Bx. Touka 4.8), npeaumuo npu naument ¢ OKC, npu
KOHTO ChpAeYHaTa HCXEMHA H CHhITHTCTBALO [PHIIAraHHTE JIEKAPCTBA, KOUTO HAMANABAT
ChpACYHATA YECTOTA HIIH 3aCAraT ChbpACYHATA MPOBOAUMOCT CE ABABAT MOTEHIIHAIHH
cMyiasaiy ¢akropH. KNIMHHYHOTO CHCTOAHHE HA MALMEHTA H CHITETCTBALLO NPWIAraH
nexapcTea TpAOBa fa O6BAAT pasriieKJaHH KATO NOTEHLMATHH IPHUHHY 33 TE3H C
Npeau Aa ce KOPUrupa Je4YEHHETO.

EHCHHEH




Jucnues ce cho0iuaBa npy NAUMEHTHTE, JIEKYBaHH ¢ THKarpenop. JMcnHesTa OOMKHOBEHO €
Jieka 0 YMEpPEHa MO HHTEH3HTET H 4eCTO OT3BYy4aBa 6¢3 HEODXOOHMOCT OT MpeKbCBaHe Ha
nevyenueto. [Ipn naumenTHTE ¢ acTMa/XpoHHYHA 00CTPYKTHBHA OenoapobHa 6onect (XOBD)
MOXK€E Ja MMa MOBUIICH a0CONIIOTEH PHCK OT Bb3HHKBAHE HA JUCIHER ¢ THKArpeop.
Tuxarpenop Tpabpa ga ce H3MON3Ba C MOBUILIEHO BHUMAHHKE NMPH [TALIHEHTH C aHAMHE3a 32
actMa w/win XObb. MexaHM3MBT Bce Ollle HE € H3ACHEH. AKO NalMeHThT CHOoOIIH 3a
HOBOBB3HHKHAMA, NPOXBL/DKMTETHA HIH BIIOILIEHA JUCIHEA, TOBa TpAOBA J1a ce u3cneaBa
LATOCTHO Y aKO HE C& TOJICpHpa, ICYCHUETO ¢ THKArpesop Tpabea aa ce crpe. 3a
JOITBJTHATETHA HHQOpMALIUA BHXXTE TOuKa 4.8.

EHTpAaJIHA CbHHA AITHEN
B nocTMapKeTHHrOBHA NEPHOZ IIPH NallHEHTH, NIPHEMAIIH THKArpesop, ce cbolinaea 3a
LEHTPA/THA ChbHHA amHes, BKMIOUUTENHO auiuade Ha Cheyne-Stokes. [Ipy ceMHeHMe 3a
LICHTpalHa ChbHHA anmHes, TpAOBa ga ce 0OMHCIIH JOTBJIHUTENHA KIIMHHYHA OLIEHKA.

[TopuniasaHe Ha KpeaTHHHHA
HuBara Ha KpeaTHHMHA MOTAT Aa Ce MOBHUILAT MO BPEME HA JICYCHHUETO ¢ TUKArpenop.

MexaHH3MBT Bee Ollle He € u3AcHeH. brOpeuHara pyHkiug Tpabsa ga ce npoBepsBa ChIiacHo
cTaHjaapTHaTa MeOMUMHCKA npakrtuka. [Ipu naumentd ¢ OKC ce npenopbuBa cpwo ja ce
npoBepu 6BOpeuHaTa QyHKIMSA €HH Mecell Cle]l 3alI04YBAHE Ha JISHEHUETO C TUKArpenop,
KaTo ce obpria ocobeHO BHUMAHHE Ha MALMEHTH =75 roAHHH, NALMEHTH ¢ YMepeHa/TexXKa
O0p6pedna HEAOCTATHYHOCT H TAKKBA, KOHTO MMOJIY4aBaT CHITETCTRAILA TEPAITHA C
aHrHOTeH3HH-peuenTopHH Otokepu (APB).

YBenuuaBaHe Ha MHKOYHATA KMCENHHA

XunepypHKeMHa MOXe Jia Bb3HHKHE 10 BpeMée Ha JIeueHHe ¢ THKarpenop (Bxk. Touka 4.8).
Tpabra na ce BHUMaBa NPH NALMEHTH C AHAMHE3a 33 XHINEPypPUKeMH WIH [OJarpo3eH
apTpuT. KaTo npeanaszHa Mapka He ce Hachbpuapa yrnoTtpefaTa Ha THKarpejop IpH MalHeHTH C
ypeMH41Ha HedponaTui.

Tpomborruna TpoMboumToneHMusa mypnypa (TTII)

TpomboTHuHa TpomboLTONeHuuHa myprypa (TTIDce ¢robmasa MHOTO paako npy ynotpeda
Ha TUKarpenop. Xapakrepusupa ce ¢ TpoMOOLIMTONIEHHA H MUKPOAHTHONATUYHA XeMOJIMTHYHA
aHeMH, CBbp3aHa ¢ HEBPOJIOrHYHH HAaXoAKH, 0p0peyHa qUcyHKIMA WIH BUCOKA
temnepatypa. TTII € NOTEHUHATHO JIETANTHO ChCTOAHHE, H3UCKBALLIO 6BP30 NletieH e,
BKJIIOUHMTEJIHO IUiasMadepesa.

[lopnusBpaHe Ha TECTOBETE 38 TPOMOOLINTHA QYHKLIMA NTPH AXArHOCTHLIHPAHE HA XeMapHH-
HHOyIMpaHa Tpombouronenus (XUT)

[Tpu TecTa 3a XenapuH-MHIYLMpaHa akTuBaLua Ha TpoMmbGoumTrTe (XUTA), 3mon3sax 3a
nuarHoctHuupane Ha XUT, anrurpombounTteH daxTop 4/xenapuH aHTHTENIATA B CEpPyMa Ha
NaLeHTa AKTHBHPAT TPOMOOLIMTHTE Ha 34paBH JOHOPH B MPHCHCTBUETO HA XCIIAPHH.
damuupo orpHuareany pesynrati 3a XHUT npu recT 3a TpomOoumnTHa GyHKUMA (KOETo
BKIIIOYRA, HO MOYKE Aa HE ¢e orpaHnyaBa Ao tect 3a XHUTA) ce cpobiaBar npu naLMeHTH,
npHeMamm THKarpenop. Toea e ¢cBbp3aHO ¢ uExuOHupaHe Ha P2Y 12-peuerropa BupXy
TPOMOOLIMTUTE HA 3ApaBUTE AOHOPH OT THKArpenop B cepyMa/iiazmMaTta Ha NnalueHTa npH
tecta. UHdOpMaLHKa 32 CBITBTCTBAIA TEPAITHA ¢ THKAIPENOP ¢ M3HCKBA, KOTATO C€ PA3YHTAT
TecTOBETE 3a TpoMbouTHaTa QyHKIHA npy auarHocTuumpane Ha XHUT,

[Tpu natmenTH, KOUTO ¢a pasBuan XUT, ChOTHOLIEHHETO MON3a-PUCK OT NPOIABIDKUTEITHO
neyeHUe ¢ THKarpeaop Tpabea Aa ce OLEHH, KATO Ce B3eMAT NpeaBUI H NpOTPOMOOTHUHHSA
cratycHa XHT u noBunueHNs pUCK OT KbPBEHE NPH CHITHTCTBAIA TEPANUA ¢ AHTHKO

THKarpeop.

QEYFH

Ha 6a3a Ha HabmoaaBaHara B PLATO Bpb3ka Mexay noaabpxamara 403a A




OTHOCHTE/THATA e(PHKACHOCT Ha THKArpeJop B CPABHEHUE C KIOMUAOIPE1, HE C€ NperopbyBa
¢IHOBPEMEHHOTO [TPIIIOKEHHE HAa THKarpesnop U Bucoka nogabpkaita noza ACK (>300 mg)
(BXK. TouKa 3.1).

PaHHO NpeycTaHOBABAHE
PaHHOTO cnMpaHe Ha KOATO H Ja € AHTHArperanTHa Tepanus, BKIYHTENHO U ¢ TunobpacTun,

MOXe N1a IoBee A0 MOBHILABAHE HAa pMCKa OT ¢hbpacuHo-Chao0Ba (CC) cMBpT, MM van UHCYNT
BCIIEACTBHE Ha NOAJIEKAWOTO 3a00NABaHe Ha NallMEHTa.
CnenoBarenHo, TpabBa 1a ce H30jrea npexxaespeMeHHO CIIHpaHe Ha TeparuaTa.

TunoGpacTun chaABpAa HATPHIA
To3n nekapcTBeH NPOAYKT ChABPkKA No-Manko oT 1 mmol HaTpuii (23 mg) na Tabnerka, Ha

IPAKTHKA HE CbABPXKA HaATpUi.

4.5 B3anMoaeHcTBHE ¢ APYIH IeKAPCTBSHH NPOAYKTH B APYrH popMH HA
B3ANMOJEHCTBHE

Tuxarpenop e npeau scuuko cybcrpar Ha CYP3A4 u cnab nrxuburop Ha CYP3 A4,
Tuxarpenop e cemo cydctpar Ha P-rnuxonporenna (P-gp) u cnab naxuburop Ha P-gp
MO>Ke /1a MTOBHIILK eKCIO3HULIMATA Ha cyOcTpaT Ha P-gp.

EdeKkTy Ha 1eKkapcTBEHH U APYIM NPOAYKTH BbPXY THKArpeaop

Huxubumopu na CYP3A4

o Mownu unxubumopu va CYP3A4 — eAHOBPEMEHHOTO NPHIOKEHHE HA KETOKOHA30/
C THKArpenop BoAH 20 noBumasaHe HA Cmax 1 AUC Ha THKarpenop, cboTBeTHO 2,4
mbTH H 7,3 MBTH. Chax 1 AUC Ha akTUBHHA MeTa0OJIHT C€ MOHMXKABAT, CHOTBETHO C
89% u 56%. Ouaksa ce U Apyrd MoILHKH HHXHOUTOpH Ha CYP3 A4
(KknapuTpOMHLIMH, Hea3odOH, pUTOHABHP M aTa3aHABHUP) A4 MMAT CXOAHH ePEKTH,
M MTOpaJM Ta3u NPHYHMHA, CHITETCTBALLIOTO IPWIO)KEHHE Ha MOIIHH WHHXHOHTODH Ha
CYP3A4 ¢ Tukarpenop e NpoTHBONOKA3aHO (BX. TO4Ka 4.3).

o Vmepenu unxubumopu na CYP3A4 — eAHOBPEMEHHOTO NPWIOKECHHE HA JWITHA3EM
¢ THKarpenop noBuinaBa Cmex ¢ 69%, a AUC no 2,7 mbri M noHwkaBa Crax Ha
trKarpenaop ¢ 38%, nokato AUC ocrasa HerpoMeHeHa. THKarpenop He OKa3sa
BIAMAHHE BBPXY IU1a3MeHaTa KOHIEHTpauMa Ha quitiaseM. Oyakea ce Jpyrure
yMepeHH UHxubuTopu Ha CYP3 A4 (Hanp. aMnpeHaBup, arpenuTaHT,
EPHTPOMHLIMH H (TYKOHA30J1) Ja MMAT CXOAEeH €(EKT H ChLLUO Aa MOraT Aa ce
MpUIAraT eJHOBpPEMEHHO C TUKArpeop.

e HabnionasaHa € 2 MbTH YBEJIMYCHA EKCHO3MLIMA HA THKATPENIOP el KOHCYMAaLHUA
Ha roJieMH KOJH4YecTBa COK oT rpeindpyTt asesHo (3x200 ml). Tazu crenex Ha
NOBHUILICHA EKCNIO3ULIMA He ce OYaKBa Ja 0bae KIMHHYHO 3Ha4YHMa 33 TIOBEUYETO
nalyeHTH.

Huoyxmopu na CYP3A4

ERHOBpPEeMEHHOTO NMPHIOKEHUE Ha pHpaMIHLHH U THKATPEIOp BOAH IO NMOHMWKEHNE HA Crax
¥ AUC Ha THKarpesnop cboTBeTHO ¢BC 73% 1 86%. Crnax Ha akTMBHHA MeTabOMHT He ce
npoMmeHs, a AUC ce noHmkaBa cbOTBETHO ¢ 46%. O4aksa ce ApyruTe HHAYKTOPH Ha
CYP3A (uanp. penuroun, xapbamazenuH U penobapburan) chilo Aa NMOHWKABAT
eKCIO3ULIMATA Ha THKarpenop. EAHOBpEeMEHHOTO NMPUIOKEHHE HA TUKATPEop ¢ MOLUHH
MHIYKTOpH Ha CYP3A MOKe Ja MOHMKH €KCIIO3HIMATA M ¢(pHKACHOCTTA Ha TUKArpenop, v
NopajH Tasu MPHYMHA HE Ce HACHPYaBa TAXHOTO CHTETCTBAIIO MPHIOKEHHE C THKArPERST. c AWAA /),

& .
Luxnocnopun (unxubumop na P-gp u CYP3A) ) TN
EZHOBPEMEHHOTO NPUIOKEHHE Ha LIMKIocnopHH (600 mg) ¢ THkarpeop Bomm o || L /4 #2471 1



nosuiaBaHe Ha Cyax H AUC Ha THKarpenop ¢»oTBeTHO 2,3 mbTH H 2,8 meTH. [1py HanuumeTo
Ha uukiaocnopuH, AUC Ha akTHBHHA MeTabonuT ce nosuiana ¢ 32%, a Cpax ce MOHIKABA C
15%.

HsimMa HAMUYKEH JaHHH 32 €IHOBpEMEHHaTa ynoTpeda Ha THKarpesnop ¢ Apyrd aKTHBHH
BEIIIECTBA, KOUTO CHIIO ¢4 MOWIHH HHXMOUTOpH Ha P-gp U yMepeHH HHXHOHTOPH Ha
CYP3 A4 (Hanp. BepanaMwi, XHHUAWH), KOUTO CBILIO MOTaT Ja [MOBHIIAT eKCMO3HLIHATA Ha
THKarpenaop. Ako KoMOMHanuATa He MoXke 1a ObJie H30erHaTa, TIXHOTO eAHOBPEMEHHO
NpUIoxeHue TpAdBa 1a ¢ U3BBPILBA C TOBUIIEHO BHUMAHHE.

QQEEH

KrnnuaadTe MpoyuBaHMA 3a (apMaKkoJOrH4YHH B3aUMOJICHCTBHA I0KA3BAaT, Y€
eIHOBPEMEHHOTO MMPWIOXKESHUE Ha THKArpeNop ¢ xenapuH, eHokcanapuH # ACK unu
JIE3MOMPECHR HE OKA3BAT BL3ACHCTBHE BbPXY (PapMaKkOKMHETHKATa Ha TUKArpesaop Win
aKTHBHHA MY MeTaboiuT, M BopXy AJlQ-HHayuHpaHaTa TPOMOOLMTHA arperaLms, B
CPABHCHME ¢ THKATPENOp, MPIWIOKEH CAMOCTOATENHO. AKO € KIHHHYHO [TOKa3aHo,
JIEKaPCTBEHH MPOAYKTH, KOMTO H3MEHST XeMOCTa3aTa, TpAOBA a ce M3MOJ3BAT € ITOBHUILIEHO
BHHMaHHE B KOMOHHAIIMA C THKArPENop.

HabmopnapaHa e 3a0aBeHa H MOHKEHA €KCNO3ULMA Ha nepopainy HHXHOUTOpH Ha P2Y 1,
BKTIIOUMTETHO THKATPENIOP K HEroBHA akTHBeH Merabonur npu namueHnT ¢ OKC, nexysanu ¢
mMopduH (35% noHKaRaHe Ha €KCTIO3HLMATA Ha THKarpenop). Tosa B3aMMOAEHCTBHE MOXE
Jia e CBBP3aHO ¢ HaMaJleH CTOMAIIKO-YPEBEH MOTHIIHTET K Aa ¢€ OTHAcA 3a APYTH ONHOHIH.
KJIMHHYHOTO 3HAUEHHE € HEW3BECTHO, HO JaHHUTE MTOKA3BaT MOTEHI{MAN 32 HAMATIEHa
e(h)HKACHOCT Ha TUKArpesop rnpu NalleHTH ¢ eJHOBPEMEHHO IIPHIOKEHHE Ha THKArpenop u
mopdun. Ipu nauuentu ¢ OKC, npu kouto MopduHBT He Moxe aa 6bae cripsAH U 6Bp30TO
uHxHOHupaHe Ha P2Y 1, e OT chillecTBEHO 3HAYEHHE, MOXKE Aa ce 0OMHCTH ynoTpeba Ha
napeHTepasieH HHXHOUTOp Ha P2Y ;.

EdekTH Ha THKATPENOp BbPXY APYTH JEKAPCTBEHH NPOAYKTH

Jlexapcmeernu npodyxmu, koumo ce memaboausupam om CYP3A4

e Cumeacmamun — €JHOBPEMEHHOTO MPWIOKEHHUE HA TUKArpesIop CbC CHMBACTATHH
BOAH A0 roBuinasaHe Ha Cpax H AUC Ha cuMmBacTaTHH croTBeTHA € 81% 1 56%,
KaKTO H Ha MOBHIIABaHE HA Cpax 1 AUC Ha CHMBACTATHHOBATA KMCENHHA CHOTBETHO
¢ 64% u 52%, KaTo B OTAEJIHH ClIydaM e AOCTHIa 2- 40 3-KpaTHO MOBHILABAaHE,
EnHOBPEMEHHOTO MPWIOKEHHE HA THKArPEIOp H CHMBACTaTHH B 1034,
HazBvinasania 40 mg AHEBHO, MOXE JIa IOBEAC A0 HEXENaHU peaKLMH Ha
CHMBACTATHH M TpAOBA Aa ¢ NMpelieHH! CIPAMO NOTEeHUHAAHHTE I10J13K. CUMBacTaTHH
HE OKa3Ba BIIHAHHE BbPXY IV1a3MEHUTE KOHLIGHTpaLMK Ha THKarpeiaop. THkarpenop
MOJK€ Jia OKa3Ba CXOAeH e(QeKT BBpXy JioBacTaTuH. He ce npenopnysa
eIHOBpeMEeHHaTa ynorpeda Ha TUKarpenop Cb¢ CHMBAaCTATHH WIH JIOBACTATHH B
1034, HaneHInapamyu 40 mg.

e Amopsacmamun — €JHOBPEMEHHOTO MPWIOXKEHHE HAa aTOPBACTATHH M THKAarpesop
BOAM A0 NoBHIMIaBaHE HA Cnax W AUC Ha aTOpBacTATHHOBA KHCEJIHHA CHOTBETHO ¢ 23%
H 36%. CxoaHo noeumaBaHe Ha AUC 1 Cpax € Habo1aBaHO NPHU BCHYUKH MeTabONHTH
Ha aTOpPBAaCTATHMHOBATA KHMCEIMHA. 1e3M MOBHUILUEHU CTOMHOCTH HE C€ CUMTAT 3a
KIHHHYHO 3HAYHMH.

s He moxe aa ce H3KMOUH MoJ00€H €QeKT ¥ BHPXY APYTH CTATUHH, METabOIHU3HPaHH
or CYP3A4. ITauuentute B npoyusaHero PLATO, KOHTO ca nmosryyasasiu
THKArpeiop, ca NpHEMATH pa3/IHiHH cTaTHHH 63 chobpaxkeHne No OTHOMIE
Oe3onacHoCTTa Ha craTHHa npH 93% ot koxoprara Ha PLATO, kosro e n N
T€3H IEKAPCTBEHH ITPOIYKTH.




Tukarpenop e cnab uaxuburop Ha CYP3A4. EqHoBpeMEHHOTO NPUIIOKEHHE Ha THKATPENOP
cbe cyOcTpari Ha CYP3 A4 ¢ TeceH TepanesTH4eH HHAEKC (HANp. LM3anNpu, WIH
eProATKaIOHIH) HE CE NMPENOpBYBa, Thil KATO THKArpeaop MOXKe A2 MOBUIH eKCIIO3UIMATA Ha
TE€3H JIEKAPCTBEHH NPOAYKTH.

P-gp cybempamu (6xriouumento uzoKcun, YUKIOCHOpUK)

EaHOBpeMEHHOTO MPHIOKEHHE C THKATPEIOP BOAH 10 NoBHmaBaHe Ha Cmax 1 AUC Ha
AUTOKCHH CBHOTBETHO CBC 75% M 28%. CpenHure Hali-HHCKH HMBA HA JUIOKCHUH CE MOBHILABAT
¢ okouo 30% npH eAHOBPEMEHHO NPHIOKEHHE C THKArpenop, Karo B HAKOM OTHEHH CTy4aH
C€ OTHYUTAT MAKCHMYM JIBYKPAaTHH NOBHIIABAaHHA. B nmpuckCcTBHETO Ha AUMOKCHH Chrax ¥ AUC
HA TUKATPENOp U aKTMBHHA MY MeTaloIHT He ce nosimaBar. CneoBaTeHo, NpH
¢IHOBPEeMEHHO MPWIOKEHHE Ha THKArpesop ¢ P-gp-3aBHCHMHU IeKapCTBEHH NMPOAYKTH ¢
MATBEK TePaneBTHYEH HHACKC KATO NMIOKCHH, Ce MPeropbysa MOAXOAMIL KIHHHYEH W/ HWIH
nabopaTopeH KOHTPO.

Tukarpenop He oka3Ba BIHAHHE BBPXY KOHIICHTPALMATA Ha LMKJIOCTIOPHH B KpbBTa. EdexTnT
Ha THKarpenop BbpXy ApYrH cyOcrpati Ha P-gp He e npoyueaH.

Jlexapcmeenu npodykmuy, xoumo ce memabonuzupam om CYP2C9

EaHoBpeMEHHOTO NPWIOKEHHE Ha THKArpesiop ¢ TONCYTAMKA HE BOAM A0 MPOMSAHA Ha
J1a3MEHHUTE KOHLIEHTPALHH Ha KOHTO W J1a € OT ABaTa NPOAYKTa, KOETO MPEANOara, 4e
THKarpenop He ¢ MHXHOUTOp Ha CYP2C9 1 e Maiko BepOATHO Aa NOBJIHABA MEAHMPAHHA OT
CYP2C9 merabonuseM Ha JieKapCTBEHH NPOIYKTH Kato BapdapuH M TonbyTaMu.

Pozysacmamun

Trxarpenop moxe na nopnuae 660pedHaTa eKCKpeLUHs Ha PO3yBacTaTHH, YBEIHYABANKH
PHCKa OT KyMYJIHpaHe Ha po3yBacTaTHH. BBIIpekyu Ye TOUHHAT MEXaHHW3BM HE € H3BECTEH, B
HAKOR ClTyYad ¢IHOBPEMEHHOTO NPHIOKEHHE Ha TUKArpesop U po3yBaCTATHH BOAM 1O
HamansBaHe Ha OnOpeyHaTa ¢pyHKkLmsA, noBuuIeHO HKUBO HA CPK M pa6aoMuonusa.

Iepoparnu xonmpayenmusu
EAHOBpEMEHHOTO MPHIOKEHHE Ha THKAIPENOpP ¢ IEBOHOPreCTPe/ U €THHHWIT €CTPaAHOJ BOOH

AO MOBHILIABAHE HA €KCIIO3HLIHATE KbM €THHWI eCcTpaamon ¢ apubansurenHo 20 %, Ho He
MoBMNHABA (hapMaKOKHHETHKATa Ha aeBoHoprecTpen. [Ipu eqHOBPEMEHHO MPWIOKEHHE Ha
JIEBOHOPIreCTpeN H €THHII €CTPAHON ¢ THKArpeop He ¢€ OYaKBa KIMHUYHO 3HAYHM edeKT
BBPXY €(PHKACHOCTTA Ha NMEPOPANTHUR KOHTPALIETITHB.

Jlexapcmeenu npodykmu, 3a Koumo e uzgecmno, ye undyyupam bpaduxapous
lNopaau HabmopasaHe Ha NMPEAHMHO aCHMITTOMHH BEHTPHKY/1apDHH NAy3H U Opaaukapaus ce

M3MCKBa MOBHILICHO BHHMaHWe, KOraTo THKArpeJiop ce IpHiara eqHOBPEMEHHO ¢ JIEKAPCTBEHH
MPOAYKTH, 3a KOHTO € U3BECTHO, Y€ HHAYLMpaT Gpaaukapaus (Bx. Touka 4.4). B npoyusaHeTo
PLATO, ofaue, He ce HaGmonasaT JOKa3aTeNnCTBa 32 KIHHHYHO 3HAYMMH HEXKEJIAHH peaKiiuu
cyie] €AHOBPEMEHHO MPWIOKEHHE C IMH WIM NOBEYE JIEKAPCTBEHM MPOAYKTH, 32 KOHTO €
M3BECTHO, e HHAyLUMpaT Opaaukapaus (Hanp. 96 % Gera-6nokepu, 33 % GaokepH Ha
KaJL{HEeBHTE KaHAITH JUITTHA3EM W BepanaMmi, U 4 % QUrOKCHH).

QQEEH CeRvRCcINgauiq mepaniun

B xJIMHHYHHTE NPOYYBAHHA THKATpENOp € npunarad eqHoBpeMeHHO ¢ ACK, mHxuburopu Ha
NPOTOHHATA NMOMNA, CTATUHH, OeTa-010KepH, HHXMOUTOPH Ha AHMMOTECH3MH-KOHBEPTHPAILIHSA
eH3uM (ACE) u aurunorensuH Il peuenropHu 6nokepn, HeoOXOIMMH 3a ICYEHKE Ha
CBHITBTCTBALIM 3a00MSBAHHUS 3a ABITHI MIEPHO, & CBHIIO M XENAPHH, HHCKOMOJIEKYJIEH Xena
¥ HHTPaBeHO3HH HHxuOuTOpH Ha Gpllb/Illa 3a kpaTko Bpeme (BkK. Touka 5.1). He ca v
[laHHM 3a HabMmoJaBaHM KJIMHHYHO 3HAYMHUMH HEXXeNaHH B3aHMOAEHCTBMSA NPH yII
TE3H JICKAPCTBEHH NMPOAYKTH.




EQHOBpeMEHHOTO NPUIIOKEHHE HA THKArpEiop ¢ XeNapHH, eHOKCHIIApHH WIH A€3MOMNpPECHH
HIMa €(PEKT BbPXY aKTHBHPAHOTO NapuuanHo TpomboruiactuHoBo Bpeme (aPTT),
akTUBMpaHOTO BpeMe Ha cherpBaHe (ACT) win wicneneanugara Ha ¢akrop Xa. Bee nak,
nopaaH NoTeHUHANTHKTE (PapMaKkOAUHAMHYHH B3aHMOACHCTBHA, €THOBPEMEHHOTO
NPIIOKCHHE Ha THKATrPeJiop ¢ IEKApCTBEHHU MPOAYKTH, 38 KOHTO € H3BECTHO, Y€ MPOMEHAT
XeMO0CTa3aTa, TpsOBa [ja ce 3BBPIIBA C MMOBHLUECHO BHUMaHHE.

[Topanu choOeHnd 3a aGHOPMHO KOXKHO KbpBeHe cbC SSRI (Hanp. napokceTHH, CepTpaiiH H
LIMTAJIONPaM), TpenopbyBa ¢& BHUMaHue, korato SSRI ce npunarar ¢ THKarpesop, Tbi KaTo
TOBA MOXXE Ja ITOBMILIH PUCKA OT KbpBEHE.

4.6 PepTHAHETET, OPEMEHBOCT H KbPMeHe

Aenu ¢ nerepoaeH NOTEHLUHA
Xenu ¢ ferepoaeH noTeHUMan TpaOBa Aa U3no3Bart eGeKTHBHM KOHTPALEITTUBHH MEPKH, 34

na n3berHat 3abpeMeHABaHe o BpEME Ha JICYEHUE ¢ THKArpenop.

bpemenHocT

Hsama wnu MMa OrpaHuteHO KOJIMYECTBO JaHHM 3a ynoTpebara Ha THKarpenop npH OpeMeHHH
keHH. [IpoyuBaHHATA NPH XKUBOTHH NOKA3BaT peNpPOAYKTHBHA TOKCHUHOCT (BXK. TOYKA

5.3). TUKarpenop He ce npenopbyBa Mo BpeMe Ha GPEMEHHOCT.

K1pMeHe

Hanuunure dpapMakogHAMUYHH/TOKCHKOJIOTHYHH JaHHH NPH )KHBOTHH MOKA3BAT €KCKPEIHA
Ha THKAarpejaop U akTUBHHA My MeTa0OoJIMT B MIAKOTO (BXK. To4YKa 5.3). He Moxe na ce
M3KJTIOYH PHCK MPH HOBOpoAeHW KbpMadeTta. Tp:abBa Aa ce B3eMe peuicHHE AallK Aa e Crpe
KbPMEHETO, WIH Aa e NMpeKpaTH/ga He Ce MpH/Iara TEPanHa ¢ THKarpejaop, Karo ce B3¢Me
NpeABH] [I0J13aTa OT KEPMEHETO 3a AETETO H N10/13aTa OT TepalKgTa 3a XKEeHaTa.

DepTUnuTeT
TUKarpenop He OKa3Ba BIIHAHHE BHPXY MBXKKHSA H XKEHCKHA (PEPTWIMTET NPH )KHBOTHH (BIXK.

TOYKa 5.3).
4.7 EdexTn Bbpxy cnocofHocTTa 32 modupane H pabora ¢ MAalIHHA

Tuxarpenop He NOBJIHABA HIH NMOBJIMABA NpeHEOpeHMO criocoOHOCTTA 3a Io(pHpaHe H
pabora ¢ mawuHH, [To BpeMe Ha NeYeHHE ¢ THKarpesop ce croblaBa 3aMasHOCT H
o6bpKrane. ClieI0BaTENHO, MALMEHTH, KOHTO NOJY4YaT Te3H CHMIITOMH TpA6Ba na ca ¢
NOBHILIEHO BHHMaHHe NpH modHpaHe Wid paboTa ¢ MalUKHH.

4.8 HexeIalH JIEKAPCTBEHH PEAKIIHH

Pe3lome Ha npoduia Ha GesonacHocT

[TpodwreT Ha 6€30MACHOCT HA THKArpeaop € OLICHsBaH B ABE roJeMH KITHHWYHH H3MHTBAHUA
¢aza 3 no orHomweHne Ha usxoaa (PLATO n PEGASUS), skmousariii noseye ot 39 000
nailMeHTH (BX. TOuKa 5.1).

B PLATO, npH nauMedTHTe Ha THKarpeJop HMa MO-BMCOKA YeCTOTA Ha MPEYyCTAaHOBABAHE HA
TepanuaTa MopagM HexxenaHH csOUTHS, B cpaBHEHME ¢ Kinonuaorpen (7,4 % cnpamo 5,4 %). B
PEGASUS nauueHTHTE, EeKYBAHH C THKArpEIoOp, UMaT M0-BHCOKa Y€CTOTa Ha

NpeyCcTAHOBABAHE Ha TEPAITHATA NMOPaJH HeXeNaH! ChOUTHA B CPABHCHHE C TPYyINaTa Ha
tepanua caMo ¢ ACK (16,1 % 3a Tuxarpenop 60 mg ¢ ACK cnipamo 8,5 % 3a Tepan
ACK). Haii-4ecTo ch00IABAHHTE HEXENAHU PeaKLliK MPH NallHEHTHTE, JICKYBAHH C
THKarpeaop, ¢a KbpBeHe U JUCIHEs (BX. TouKa 4.4).




TabnuueH cIMCHK HA HEXENAHHTE PeakMH
[IpencraBeHUTE NO-A0Y HEXKENAHH PeaKUMH €3 HACHTHOHLMPAHH B MPOYYMBAHUATA KWIH ca

CHOOILEHH ITPH NTOCT-MAPKETHHI OB OoNKT ¢ THKarpesop (Tabnuua 1).

Hexxenanure peakuuu ca w3bpoenu no cucreMo-opraser knac (COK) no MedDRA. B
paMxuTe Ha BceKM COK HexkenaHHTe lekapCTBEHH peakiUMH ca H30pOeHH I10 YecToTa.

Kareropuure no yectora ce AehHHUpPAT 1O clleJHAaTa KOHBEHLMA: MHOTO decTH (=>1/10), yecTH

(=1/100 oo < 1/10), Hewectn (=1/1 000 mpo <1/100), peaku (=1/10 000 mo <1/1 000), MHOTO
penku (<1/10 000), ¢ HeusBecTHA YecTOTa (OT HAUTHYHHTE JaHHM He MOXe Aa Obie HanpaBeHa

OLICHKA).

Tabaana 1 — Hexxenann peaknea oo 9ecTora B cacremo-opragen kinac (COK)

COK Mnoro 4ectH Yecrn HevecrH C nen3BecTHA
9eCTOTA
HeonnazmMu — Kbpeene ot Tymop?
AOOpoKAdecTBEHH,
I0KAYECCTECHH H
HeonmpeneeHd (BRI,
KHCTR H ODOJHIOH
Hapymenns HA KnpBene, cabp3aHo TpombGoTnuna
KPBBTA H C HapYIHIEHHUS Ha TPOMOOLIMTONEHUHA
naamuara cucrema | kphBTa’ nyprmypa®
Hapymenns CBpBXYYBCTBHTEIHOCT,
HA HMYHHATA BKITIOMHTEHO
CHCTEMA aHruoenem”
Hapymenns Ha XunepypukeMus' [Tozarpa/
meTab0/1H3MA H MOAArpO3CH
XpAHEHETO aApTPHT
IIcuxuuan O6BpKaHOCT
HapymieHHs
Hapymenus 3aMasHOCT, BwTpeuepeneH
Ha HEPBHATA CHHKOI, KpbBOH3NIHB"
CHCTEMA rnapodonue
HapymenHns HQ O9HTE KpbBou3nue B OKOTO"
Hapymenns Ha Bepruro KpBpBOH3IHE B YXOTO
YXO0TO H
JabupRATA
Cobpaeunn bpagnapurmus, AV-
HAPYECHHA onok®
Csa0BH HApYIIEHHUS XHIIOTOHMA
PecnmpaTopHR, HucnHes KbpreHe or
rpPLAHHE H pECTIMPATOpHATA
ME¢IHACTHHAIHH CHCTEMA®
HapyIeHHS
Cromamso- CroMalHo- PetponepuroHeaneH
JpeBHH YpeBEH KPBbBOU3/IHB
HApPYCeHHA KPBBOMU3IUBY,
AHAPHA,
rajgicHe,
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AUCTICTICHS,

3aneK
Hapymenns Ha [ToakoxHO UM
KOXKATA H AEPMATHO
NOAKOKHATA ThKAH KbpBEHE’,

00puB, crpbex
Hapymenus Ha MyCKyJHO KbpBeHe"
MYCKYJHO-
CKeJICTHATA
CHCTEMA H
CheIHRMTEIHATA
ThKAH
HapymeHHn HA KspBene or
0n6penuTe B NMHKOYHUTE
DHKOUYHHTE meTHIAR
NbTHINA
Hapymenns Ha KbpBene or
Bb3OPOH3BOAHTEIH penpoayKTHBHATA
aTa CHCTEMA H cucTreMa®
ILpAATA
Hzcnensannn [ToBuieH

KpeaTHHUH B

KpBBTA'
HapanasaHng, KpbBOH3nMB cnen
OTPABRHHA H npoueaypa,
YCJAOKHEHHAS, TpaBMaTH4YHO
BL3IHUKHAJH B KEPBEHE"
pe3yJjiTaT Ha
HHTEPBEHIIHA

* Hafp. KBPBEHE OT pak Ha MMKOYHUA MEXYD, PaKk Ha cTOMaxa, pak Ha ne6eaoTo 4epBo

® Hanp. NOBHIIEHA TCHACHLHKA KbM HACHHSABAHE, CIIONTAHEH XeMaTOM, XeMOparudHa qvuaresa

* UpeHTHPHUHMpAHA B IOCTMAPKETHHTOB OIHT

" YecroTure ca noixyqdeHu ot nabopaTopHU HabmoaeHUA (MOBHILIEHA MHKOYHA KHCEJIMHA >TOpHAaTa
rpaHULia Ha HOpPMATa CIIPAMO M3XOJHO HHUBO NOA WiH B pedepeHTHHTE rpaHiid. [ToBHmeH KpeaTHHHH
>50% cnpAMO M3XOOHO HHMBO.), a He ¢ OpHOIN3IUTENHa HeCTOTa Ha ChobIaBaHe Ha HeXeJIaHH CHOMTHAL.
% Hanp. KOHIOKTHBANHO, PETHHHO, BbTPEOYHO KbPBEHE

 Hanp. eNUCTAKCHC, XEMONTH3A

* HAMp. KbpPBEHE 0T BEHLIUTE, KPBBOHU3IIHB OT PEKTYMAa, KPPBOMMIHB OT CTOMAIIHA A3Ba

* HAaIp. €KXHMO034a, KOXKEH KPbBOM3INIHB, NETEXHH

* Hamp. XeMapTpo3a, MyCKYJICH KPBhBOH3/IHB

 Hanp. XeMATYPHA, XEMOpPAru4eH HCTHT

* Hanp, BaruHaNeH KPLBOM3AUB, XEMATOCHICPMHSA, IOCTMEHONAY3alICH KPBhBOU3JIMB

’ Hamp. KOHTY3HA, TPaBMaTHYEH XEMAaTOM, TpaBMaTH4YEH KPbBOM3THA

" T.€. CMOHTAHHO, CBBP3aHO C HHTEPBEHIIMA HIH TPAaBMAaTU4YHA HHTPAKpaAHHANHA XeMOParusa

Onucanue Ha U30paHu HexenaHH peaKiIHH
Kvpeene
Haxooxu ¢ xvpeerne 6 PLATO

[[anocTHHTE pe3ysITaTi 3a YeCcToTaTa Ha KbpBeHe B nnpoyuBaHeTo PLATO ca nokas
Tabmuua 2.

Tabanna 2 — Arann3 na obmaTe chOATHR ¢ KbpBeHe, H3uHCNenHs no Kapl
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12-Tta mecen (PLATO)

Takarpenop | Kronmgorpen
90 mg nBa p-CTOHHOCT*
OIHTH JHEBHO N=9186
N=9235

Q06110 3HauuTenHU oTr PLATO 11,6 11,2 0,4336
QaratH/ kuBoTo3acTpatuasamu or PLATO 5,8 5,8 0,6988
3uaunTesHd oT PLATO, Hecbp3anu ¢ KAD 4,5 3,8 0,0264
3Haumrrennu ot PLATO, necsbp3anm ¢ 3,1 2,3 0,0058
HHTEPBEHIIUHY
KoMOuHHpaHH 06110 - 3HAYMTEHH + 16,1 14,6 0,0084
He3HauuTenuu ot PLATO
Hecsnp3aH ¢ HHTEPBEHLIMH — 3HAYUTENIHM + 5,9 4.3 <0,0001
He3HauuTeJHH oT PLATO
3HauuTeHH o TIMI 7.9 7,7 0,5669
3HauMTeHH + He3HAUYHTENHH no TIMI 11,4 10,9 0,3272

JedHHHIHH HA KATETOPHHTE KbpBEHE:

3uauuTeNnHO PATAIHOKHBOTOIACTPALUABAINO KhpPBEHE: KNHHWYHO IPOABEHO ¢ MOHMKABAHE HA
xeMornobuHa ¢ >50 g/l mnu ¢ npenMBase Ha >4 caka €PHTPOLMTHA Maca, WM ¢aTanHo;, WIH
HHTPAaKpaHHAIHO, UWIH MHTpanepHKapaHO ChC ChPAEYHA TAMIOHAJA, MIIH ¢ XKIIOBOJIEMHYEH IIOK JUTH
TeXKa XMIIOTOHUA, M3UCKBAIA NMPECOPH WIH XMPYPIrHYHA MHTEPBECHIMA.

JIpyro 3HAYHTEIHO: KIIHHHYHO NPOABEHO C NOHHXAaBaHe Ha xemornobuna ¢ 30-50 g/l wim npennsane
Ha 2-3 caka epuTpOLMTHA Maca; WIH 3HAYMTETHO HHBATUAUIHPAIIIO.

He3Ha4HTEMHO KbpBeHe: H3UCKBA MEAHIIMHCKA HaMeca, 3a CITHpaHe WiH JIEKyBaHe Ha KbPBEHETO.
3HaunTeNHO KbpBeHe no TIMI: KINHHYHO NPOABEHO ¢ MOHMXABAHE Ha XeMorIobuHa ¢ >50 g/l unu

C MHTpaKpaHHaaIHa X¢MOparus.

He3naunTenno kepeeHe no TIMI: K1TMHIYHO NposBEHO C NOHIDKABaHEe HAa XeMornobuHa ¢ 30-50 g/l.
*p-CTORHOCT, U3YKCIEHA OT MOJEN Ha PONOPUMOHATHHTE pHCKOBe Ha CoX, KaTo Irpynara Ha JIe4EHHE

e eIMHCTBECHATA EKCIUIAHATOPHA MPOMEH/IHBA.

Tukarpenop 1 KIONHAOrpeN He ce pa3nH4aBaT Mo OTHOLUIEHHE Ha YECTOTHTE Ha 3HAYUTENHO
¢baranHo/uBoTO3acTpamaeaimo kspeere B PLATO, 3Haunrento kppBene o6wo B PLATO,
MacHBHO KbpBeHE o TIMI wnu cnabo kepeexe no TIMI (Tabauua 2). Obaye, rospara Ha
KOMOKHHPaHO 3HAYHTETHO + He3HauuTeNnHO KbpBeHe B PLATO e noseue ¢ THKarpenop, B
cpaBHEHHe ¢ Kionuaorpen. Manko nammenti 8 PLATO umat dgaranuu kpseousnusy: 20 (0,2
%) 3a THKarpenop ¥ 23 (0,3 %) 3a xnonuaorpen (BxK. Touka 4.4).

Bb3pacT, NoJ, TEJIECHO TEr0, paca, reorpagCckH paHoH, ChITbTCTBAIM 3300IABaHMS,
CBITHTCTBALIA TEPANUA H aHAMHE3a, BKIIIOMHTENHO NIPeAXOoeH HHCYIIT WIH TPaH3WTOpHA
HCXEeMMYHa aTaKa, He ca NPeAMKTOPH KAaKTo 33 00II0OTO, TAKA M 38 HECBbP3aHOTO C
HHTepBeH1IMH 3HauUHTeNnHO KbpBeHe no PLATO. Tlo Tasn npuunna, Be € naeHTHHLUMpaHa
KOHKpPETHa PUCKOBa Ipyna 3a KOHTO M Jia € MOATHII KEPBEHE.

Cebp3ano ¢ CABG kbpBeHe:

B PLATO 42% ot 1584-1e nauuentH (12% or xoxoprarta) ¢ HanpaBeH KOPOHAPHO-
aprepuaneH Oaiinac (KAB) ca nomyunwnu PLATO 3HauuTenHo

¢daTanHO KMBOTO3ACTpaIIABAIIO KbpBeHE 0e3 paznuka MeXXIy TepaneBTUYHHATE IPYTIH.
DatamHO KbpBeHe, ¢cBbp3aHO ¢ CABG, ce nosedBa npH 6 naliiMeHTyd BbLB BCAKA OT
TepaneBTHYHHUTE IPyNH (BXK. Touka 4.4).

Hecpbp3ano ¢ KADB kbpBeHEe W HECBBP3aHO C HHTEPBEHLIMH KbpPBCHE:
Hsama pa3inmka MeXIy THKArpeJIop ¥ KICMHAOrPell MO OTHOLICHUE HAa HECBBP3aH
¢$haTanHW/KHBOTO3aCTpalllaBalll KPHBOH3IHBH N0 AePHUHKLNA HA Npoy4ysaHeTo P
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3HaUHTETHUTEe 0010, 3HaunTenHM o TIMI u 3HauuTenHH + HezHaudTeaAHM no TIMI
KPBBOH3NHBH, 1O AcdHHHLMA Ha npoyuBaHeTo PLATO, ca no-yectd npu Tkarpenop. Cemio
TaKa, aKO ¢€ M3K/IYAT BCHUKH CBBbP3aHHU C HHTEPBEHLIMHU KPHBOUIIHBH, [IOBEYE KPBBOU3ITHBH
ce HabaogaBaT NMPH THKArpeaop, OTKOAKOTO npH Kiomaorpen (Tadbnuua 2). [Ipexparasane
Ha JICUCHHETO NOPaJid HECBBP3aHH C HHTEPBEHLHH KPBBOH3IIHBH € I10-4ECTO ¢ THKarpenop
(2,9 %), orkonkoro ¢ kaonuaorpen (1,2 %; p<0,001).

HHrpakpaHnaiHa xeMoparus:

HNuTpaKkpaHHATHHTE KPbBOHU3NIHMBH, HECBBP3aHU ¢ HHTEPBEHLIMH, Ca NIOBEYE MPH MPHIOKEHHE
Ha THKarpenop (n=27 KppBoM3NHBa Npu 26 naumeHTH, 0,3 %), oTkonkoro ¢ knonuaorpen (n=14
kpeBou3inea, 0,2 %), or kouTo 11 KpBBOM3IMBA ¢ THKArpenop 1 ¢ knonuaorpen ca GaTaiHM.
Hsama paznuka B obmmsa 6poit ciryuan Ha $aTanHO KLPBEHE,

Haxooxu ¢ xvpeene 6 PEGASUS
LIANOCTHHTE pe3y/ITaTH 3a YeCTOTaTa Ha KbpBeHe B Mpoy4usaHeTo PEGASUS ca nokasanH B
Tabnuua 3.

Tabaanma 3 — Anaan3 aa o0muTe cCHLOHTHE ¢ KbpBeHe, H3TACenns no Kaplan-Meier 5a
36-tr mecen (PEGASUS)

Takarpeaop 60 mg Camo
ABa 'bTH JHEBHO + ACK
ACK N=6996
N=6958
KoedrnunenT
Kpaiigua Touks 3a fe3onacusoct KM HA PHCKA KM pP-
% (95% CI) Yo CTOHHOCT
KaTeropan ma xppsete, oapeaenens or TIMI
3HauMTeHO - TIMI 2,3 2,32 1,1 <0,0001
(1,68; 3,21)
daranHo 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 3saunrento -TIMI 1,6 3,61 0,5 <0,0001
(2,31; 5,65)
3HAUMTETHO HWIH HE3HAYHTENHO - TIMI 34 2,54 1,4 <0,0001
(1,93; 3,35)
3HaUNTENHO WIH HE3HAYMTENIHO, KK 16,6 2,64 7,0 <0,0001
H3MCKBAIIO MeAHLIMHCKA HaMeca - (2,35, 2,97)
TIMI
KaTteropun Ha kbpBeHe, onpeaenenn 8 PLATO
3Haumrenso - PLATO 3,5 2,57 1.4 <0,0001
(1,95; 3,37)
PaTanHo/ /KHBOTO3aCcTPAMaBaLIO 2,4 2,38
(1,73; 3,26)
Hpyro sHauutensd#o - PLATO 1,1 3,37
(1,95; 5,83)
3HAYHUTETHO HIH HE3HAYHTENHO - 15,2 2,71
PLATO (2,40; 3,08)
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JdepHHHIMA HA KATErOPHATR HE KbDBeHe:

3uaunrenno - TIMI: daranso xupeene, WIH Beako sbTpedepenHo kbpaene, UK KIHHHYHO BUIHMHE
NpU3HaLUM HAa KPHBOH3JIMB, CBbP3aH Che cnaia Ha xemornobuna (Hgb) or >50 g/1, win nonwkenne Ha
xemaTtokpura (Het) ot 15%, koraro nuncsa ¢roftHocT Ha Hgb.

®aTanno: cbOMTHE C KbPBEHE, KOETO AMPEKTHO € JOBEJIC 40 CMBPT B paMKUTE Ha 7 IHH.

BYK: peTpeuepeneH KpbBOHIJIHB,

Apyro suaunteano - TIMI: negaranno ve-BUK 3nagnTennHo kpprene TIMI.

Heanauutenno - TIMI: xIHHUYHO BUAMMO ¢ NIOHIKEHKE HA XeMorno6xHa ot 30-50 g/l.
Hauckpauie Meauuuncka Hameca - TIMI: waucksamo urtepsennus HJIM sosemo xo
xocmuaranuzauusa, WIHM Hanaramo oleHka.

3uaqyHTETHO PaTaTHO/KHBOTO3acTpamaBamo = PLATO: datanto kspeene UJIH scako
BbTpedepenHo kbpaere, NI unTpanepukapananno cxc chpaeyHa TamnoHaga, HJIH c
XMITOBONICMH®NCH IIOK HIIH T€XKA XMIIOTOHKA, HAJlarala MpuIoKEHHETO Ha PECOPHW/ HHOTPONHH
cpeacTtea Wiy onepaims MJIA knuararo BuguMo ¢ >S50 g/l noHmxeHne Ha XeMornobuHa Wi ¢
NpenBaHe Ha >4 caka epUTPOLIUTHA Maca.

3naunTenno Apyro - PLATO: 3snaunamo uepanuausupamo MK knumrgio BuaumMo ¢ 30-50 g/l
noHwkeHUue Ha XeMornobuna, WU c npenusaHe Ha 2-3 caka epUTPOIIMTHA Maca.

He3znaunTenno - PLATO: im3ucKkBa MeAMIMHCKA HHTEPBEHLIMA 33 CIIMPaHE WK JICICHHE Ha
KbPBEHETO.

B PEGASUS 3HaunTenno xvpBere (TIMI) npu tikarpenop 60 mg ABa ITbTH JHEBHO € I10-
CHJIHO OTKOJIKOTO NpH NieyeHHe camo ¢ ACK. He e Habmoaasan nosumeH puck ot ¢patanHo
KBPBEHE H C€ YCTAHOBABA CAMO HE3HAYMTE/THO NOBUIICHKE HA BETPEUEPENIHUTE KPbBOH3THBH
B cpaBHeHHe ¢ TepanuaTa camMo ¢ ACK. MMa Manxo ¢p6uTid Ha (paTanHO KbpBEHE B
npoyupaneto, 11 (0,3 %) 3a Tuxarpenop 60 mg u 12 (0,3 %) 3a Tepanusra camo ¢ ACK.
HabmonasanusaT noBumieH puck ot 3HauuTenHo kbpaeHe (TIMI) ¢ Tukarpenop 60 mg ce
ABJDKH NPEHMHO Ha MO-BHCOKATA Y€CTOTA Ha APYro 3HAYMTENHO KbpBeHe (TIMI), capp3aHo
¢bC CHOMTHA B cToMalnHo-ypeBHIA COK.

[loBMmeHa yecTOTa Ha CHOUTHA ¢ KbpPBEHE, NOAOOHH Ha 3HAYMTENHO KbpBeHe (TIMI), e
Hab0aBaHa B KATETOPUHTE 3HAYHTENHO WIH HesHauuTeHo KbpeeHe (TIMI) u 3nauuTenHo
(PLATO) u 3HaunTenHO WM Re3HauuTeNnHO KbpBeHe (PLATO) (Bx. Tabnuma 3).
[IpeycTaHOBABAHETO HA NIEYSHHETO NMOPAAH KbPBEHE € [0-YECTO B rpynaTta Ha THKarpeaop 60
mg B CpaBHEHHe C rpymnara Ha tepanuara caMo ¢ ACK (cvorBetHO 6,2 % 1 1,5 %). IloBeueTo
OT T€3H CJIy4aH Ha KEPBEHE Ca ¢ NO-MaJIKa TeAKECT (KIacCH(PHIMPaHH KaTO M3HCKBAIIH
meauuMHCKa Hameca (TIMI)), nanp. enHCTAKCHC, HACHHABAHE H XEMATOMH.

[TpodunT Ha KLpBeHE Ha THKarpenop 60 mg e cXoAeH B MHOXECTBOTO NMPEABAPHTENHO
OMpeacNcHH NOArPYIH (HAMp. N0 BB3pacT, MOJ, Terlo, paca, reorpackH permoH,
CBLITBTCTBAIUH 3a00/IABaHMA, CHITbTCTBALLA TEPANHA H MEAHLIMHCKA AHAMHE3A) NIPH CHOMTHA Ha
3HauMTeJHO KbpBeHe (TIMI), sHaunTenHo wiu HesHauuTenHo (TIMI) 1 3HauHTENHO KBpREHE
(PLATO).

BrTpedepenHo KepBeHe:

Cnonrannu BUK ce crobiiasat ¢ nogobHa 4ecTora 3a THKarpenop 60 mg H Tepanus caMo ¢
ACK (n=13, 0,2 % B neete rpynu Ha neueHue). Habmogasa ce He3HAYUTENHO MOBUILEHHE Ha
BYK cpBp3aHO ¢ TpaBMa H NPOLIEAYPH NpH JieveHne ¢ THKarpenop 60 mg, (n=15, 0,2 %) B
cpaBHeHHe ¢ TepanuAaTa camo ¢ ACK (n=10, 0,1 %). Crobiueru ca 6 ¢parannu BUK ¢
THkarpenop 60 mg u 5 ¢paranuu BUK ¢ repanus camo ¢ ACK. YectoTaTta Ha BbTpedepenHo
KbPBEHE € HUCKA B JIBETE IPYIH Ha JICYSHHE, KaTO C€ UMAa NPEABKH] 3HAUHUTEITHHTE
chITbTeTBalIM 3a60/1BaHus U CC pHCKOBH (PaKTOPH B MPOYUBAHATA NOMYJIALMA.

HCHHER
AMcnHest, ycelaHe 3a 3aQyX, ceé choOLIaBa OT MalUeHTUTE JIEKYBaHU C THKArpen
PLATO, o6eanneHnTe KaTO AUCTIHES HEXKEIAHH JIEKApPCTBEHH CHhOMTHA (AUCIH
NOKOM, AMCNHEA NPH YCWIHE, MapOKCHU3MaIHA HOIIHA AHCITHES M HOIUHA UCII
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cpobimasar ot 13,8 % oT nauMeHTHTE, TEKYBAHHU C TUKArpesop, 1 3a 7,8 % ot nauyeHTHTe,
nexysanu ¢ knonuaorpen. [Ipu 2,2 % ot naudesTHTe, MpHEMaly THKarpenop, i npH 0,6 % ot
NaLMEHTHTE, PHEMALLY Kiionuaorped, B npoy4ysaHeTo PLATO un3cnenosarenure cUMTAT, 4e
AUCTHEATA € IPUYMHHO CBBP3aHa C JICYEHHETO Y OpOAT Ha cepHo3HHTE CiTyuaH € MaTek (0,14
% THxarpenop; 0,02 % xkromuaorpen) (Bxk. Touka 4.4). Haii-dyecto cro0maBanuTe CHMITOMH
Ha JAMCITHES ¢a IEKM JIO YMEPEHM N0 HHTEH3UTET H MTOBEYETO ¢€ ChoOIaBaT KaTo €AHHHYCH
enH30] PaHo CJie] 3aro4YBaHe HA TEpanuara.

B cpapHeHHe ¢ Kionuaorpen, nauueHruTe ¢ actMa/XObb, nekysaHH ¢ THKArpesnop, MOXe Aa
MMAT TOBHIIIEH PHCK OT MoJTydaBaHe Ha HecepHo3Ha aucmHes (3,29 % THKarpesop CripaMo
0,53 % wionuugorpen) U cepruo3Ha aucnHes (0,38 % Tuxarpenop cnpamo 0,00 %
knonuaorpen). B abcomoTHH CTOMHOCTU TO3H PUCK € MMO-BHCOK OTKOJIKOTO B IAJIOCTHATA
nonynaima Ha PLATO. Tukarpenop Tpsbsa aa ce npuiara ¢ NOBHILIEHO BHUMAHHE MPH
naluMeHTH ¢ aHaMHe3a 3a actMa W/unu XObb (Bk. Touka 4.4).

Oxono 30 % or enusoauTte or3syyasar B paMkure Ha 7 1HM. PLATO Brmo4Ba NaluMeHTH,
KOMTO Ha M3XOAHO HHBO HMAT 3acTolHa chpaeuHa HegoctarbuHocT, XObb viH acT™a; Te3n
NalMeHTH H MALHEHTHTE B CTApYECKa BB3PACT € N10-BEPOATHO Ja ¢hoOIaBaT AucnHes, 3a
THkarpenop, 0,9 % or nalueHTHTE NPEeKbCBAT NPHIArAHETO Ha MPOYUBAHOTO AKTHBHO
BELLIECTBO Nopaay AucnHesd, cnpsamo 0,1 % or Te3n, npuemamy xnonuaorpen. [lo-sucoxara
YeCTOT4 Ha JUCTTHEd ¢ THKArpeJop He Ce acOLIMMpA ¢ HOBA NOsIBa WIH BJIOLIABAHE HA
ChpACUHO WK HenoapobHo 3abonaBase (Bxk. Touka 4.4). Tukarpenop He NoBIHABA
OenonpobHUuTe QYHKUMOHAIHH TECTOBE.

B PEGASUS aucnHes ce choOmasa npu 14,2 % oT nauMeHTHTe, NpUeMallid THKarpenop 60
mg NiBa ITbTH AHEBHO, ¥ mpH 5,5 % ot natmenTure, npuemamu caMo ACK. Kakro 8 PLATO,
NOBEYETO CITyuaH Ha ChOOIIEHa TUCITHES Ca JIEKH 0 YMEPEHH 10 HHTEH3UTET (BX. TOYKA
4.4).J1aupeHTHTe, KOUTO CHOOILABAT JUCTIHES Ca O NTPEAHMHO MO-BB3PACTHH H NO-4YE€CTO
ca uManmu aucnHea, XObb wim act™a Ha H3XOOHO HUBO.

Hicaeoeanun

[TosuweHue Ha nikouHata kuceauHa: B PLATO ¢ oTueTeHO NOBHILIABAHE HA CepyMHATa
NMKOUYHA KHCENMHA 0 CTOMHOCTH, HaABHIIABALLK rOpHATa rPpaHMLia Ha Hopmarta, npu 22 % ot
TOTY4aBAIIMTe THKArpENOp MalHeHTH, cpaMo 13 % oT nomyyaBalyTe KI10nHI0rpes
nauuenT. CroTBeTHHTE cToliHOCTH B PEGASUS ca chorBeTHO 9,1 %, 8,8 % 1 5,5 % 3a
tHkarpenop 90 mg, 60 mg u nnauebo. Cpeanara cepyMHa MHKOYHA KUCEIHHA C€ MOBHILIARA C
6nu30 15 % npu NpUAOKEHHE Ha TUKArPEIop, B cpaBHeHHe ¢ npubmusurenno 7,5 % npu
MPUJICKEHHE Ha KITOMHIOTPE, & Clle/l CTMpaHe Ha JICYCHHETO Ce MOHKAaBa MPHUOTM3HUTENTHO
no 7 % npH NPWIOKEHHUE HA THKArpenop, 40KaTo NpH KIoAKAorpen He ce Habmoaaea cnax. B
PEGASUS ce ycraHoBsABa 0OpaTHMO NOBHIICHHE HA CPEIHUTE HHBA HA CEpyMHA MHKOYHA
KUCeHHa 0T 6,3 % u 5,6 % croTBeTHO 32 THKarpenop 90 mg u 60 mg B cpasdeHue ¢ 1,5 %
noHwkeHHKe B rpynarta ¢ wiaue6o. B PLATO yectorata Ha nogarposex aptput € 0,2 % 3a
THkarpenop cnpsiMo 0,1 % 3a knonuaorpen. CbOTBETHHTE CTOHHOCTH 32 noaarpa/noaarposeH
aprput B PEGASUS ¢a 1,6 %, 1,5 % u 1,1 % cvorBeTHO 32 THKarpenop 90 mg, 60 mg u
rnaue6o.

Cro0lliapane Ha MOAO3UPAHH HEXENAHHW PEAKIHH
CrobmaBaHeTo Ha NMOJAO3UPAHK HEKEIaHH PeaKLIMH Cliell pa3peinaBaHe 3a ynorpeba Ha

NieKapCTBEHHA MPOAYKT € BakHo. ToBa 1103B0JIABa A2 NMPOJB/DKK HAOMIOASHHETO Ha
CHOTHOILIEHHETO M0J13a/PUCK 3a JIEKApCTBEHUA NpoayKT. OT MEIHLIHHCKHUTE
CMELMAIHMCTH C€ H3KCKBA J1a CHOOIABaT BCAKA MIOJO3UPAHAa HEXellaHa peaklHs upes
H3mpiiHUTENHA arcHIHA 110 JieKapcTBarta yi. ., Jlamax ['pyes” Ne 8, 1303 Codus, Ten
+35 928903417, yebcaiiT: www.bda.bg.

4.9 Ilpeno3upane
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Tukarpenop ce noHaca xodpe rpu eAHOKpaTHH A03H 10 900 mg. I'acTpoHHTECTHHAIHATA
TOKCHYHOCT € OHa JO30JHMHATHpPAHA B ¢IHO NpOyYBaHE ¢ €IHOKpaTHA HapacTBallla X03a.
JIpyrd KTHHHUYHO 3HAYHMH HEXKEIaHH PeaKLMH, KOHTO MOrar [a ¢€¢ NPOABAT NpPH
Npeao3upaHe BKIKOUBAT AUCITHEA M BEHTPHKYIAPHH Nay3H (BXK. TOYKa 4.8).

B cny4aii Ha npeno3upaHe, MOraT fia Ce€ NPOSBAT rope CIIOMEHATHTE MOTCHUHAIHY HeXelaHH
NIeKApCTBEHM peakLMu U TpabBa aa ce uma npeasua EKT” Mmonuropupase.

KbM MOMEHTA HE € H3BECTEH AHTHAOT Ha THKArPENOP H THKArpelIop He c¢ THANM3UPA (BiK.
Touka 5.2). ITpu npenosupaHe neueHUeTo TpAdBA Jia ce MPOBEXKA B CHOTBETCTBHE C MECTHATA
CTaHAApTHE MeOMLIMHCKA NMpakTHka. OYakBaHUAT €(deKT OT NpeA03HPaHe Ha THKATpeENIop €
YABKEHA MPOTb/DKUTETHOCT HA PUCKA OT KbPBEHE, CBBP3aH ¢ TPOMOOUHMTHOTO HHXHOHMpaHe.
TpancdysuaTa Ha TpoMOOIIMTHA Maca € MaJIKO BEPOSTHO Aa HMa KIHHHYHA 110/13a NpH
NALMEHTH ¢ KbPBEHE (BXK. To4YKa 4.4). AKO ce nosBU KbpBEHE, TpAdBa fa ce npeanpHeMar

APYTH NOAXOAAIIH NOAIBLPKANIH MEPKH.

5. ®APMAKOJIOTHIHA CBOHCTBA
5.1 PapMakoIHHAMHYHH CBOHCTBA

dapmakoTepanesTHYHa Ipyna: KpbB H KPbBOTBOPHU OpraHH, aHTHTPOMOOTHUHH CPENICTRA,
HnxuGuTopH Ha arperaliuaTa Ha TpoMGouHTHTE, C H3KTIOUCHHE Ha XenapuH, ATC xox:
BO1AC24

MexaHHU3IBM HA JEHCTBHE

TrnobpacTWwi cbABPAKA THKAIPEJIOp, CheAHHEHHE OT KJlaca Ha
LHKIoneHTIITpHasononupuMuauanTe (CPTP), koifTo € nepopasieH aHTArOHHCT ¢ AUPEKTHO
aciicteue Ha P2Y 2 penieniropa, XaTo ce CBbp3Ba C HEro CeNIEKTUBHO H 06paTUMO H
npenorsparasa AJ[®-menuupanara, 3aprcewia ot P2Y 1 TpombounTHA aKTHBALKA U
arperaius. TUkarpenop He npenoTBparsasa cebp3paHeTo ¢ AJIMD, a xoraro ce cBbp3Ba ¢ P2Y);
pelenTopa, BL3NPENSTCTBa CHIHAHATA TPaHCAYKLMA, MHAYLMpaHa oT AZID. Twi karo
TPOMBOILMTHTE YYACTBAT B MHHLIMHMPAHETO W/IITH Pa3BUTHETO Ha TPOMOOTHUHHUTE YCIOKHEHHS
Ha aTEPOCKJIEPOTHYHATA OONECT, € J0KA3aHO, Y€ HHXMOUpAHEeTO Ha TPOMOOLMTHATA QyHKIHA
HamasaBa pucka ot CC cnburns, xato cMbpT, MU Mnmu HHCyIT.

Tuxarpenop ceillo yBEIHYABA IOKATHUTE €HJOTeHHH HHMBA Ha aJCHO3HHA Ype3 MHXHOHMpaHe
Ha eKBHJIMOpHpalua Hykieo3uaeH Tpancrioprep-1 (ENT-1).

JIoKyMeHTHpaHO €, 4e MpH 3ApaBH auua u nauvenTn ¢ OKC, THKarpenop yeenHyaea
cnenuuTe e(eKTH, HHAYLMPaHH OT aIeHO3HH: BasoaAnnaTalis (M3IMEepeHa Ype3 yBeIMaBaHeTo
Ha KOPOHAPHHA KPBLBOTOK NpH 34pasH nobposonuy U nauneHtd ¢ OKC; rnasobonue),
uHxnOHpaHe Ha TpoMOoLMTHATA PYHKLMSE (B HOBEILIKA LU1a KPBB in Vifro) U AUCIIHEA.
BpbakaTta MexAy HabnioAaBaHHTE yBENHYEHUS Ha aflCHO3MH H KIIHHHYHHUTE pe3yraTH, obaue
(Hanp. 3a00N1eBaeMOCT-CMBPTHOCT), HE € KATErOpHYHO H3ACHEHa.

dapmakoZHHAMHYHU eDEKTH

Hauano na oeticmguemo
[Tpu mauueHTH Che cTabuiHa nexeMuyHa 6osnect Ha cppuero (MBC), npuemaum ACK,

THKATpENop nokassa Gbp30 HAaCTHNBAHE HAa (papMaKOJIOrHYEH e(PEKT, KOHTO ce AEMOHCTD
OT cpe/IHOTO HHXHOMpaHe Ha TpombouMTHaTa arperauma (MTA) okono 41 % 0,5 yaca
npuiokeHHe Ha 180 mg HaToBapBalLa 1038 THKarpesiop, ¢ MAKCHMANIEH eEKT BBpPXY
% 2-4 yaca cnel NPHICKEHHETO Ha [03aTa, KOHTO ce 3aabpxka Mexcay 2 U 8 vaca. I1
OT MAalfHEHTHTE 2 4Yaca Cliell MPWIOKEHHETO Ha 103aTa TepMHHANHOTO NMMKkoBo UTA e
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Kpaii na deticmeuemo
Ako e riandpana KAb npoueaypa, pUCKET OT KbPBEHE CBEP3aH C TUKArpesiop € NOBHIIEH B

CPaBHEHHE C KJIOMHIOTPEl, KOraTo TEpANUATA € IPeKpaTeHa [o-MaiKo OT 96 uaca nmpenu
npoLeaypara.

Cmana na nexapcmeama

[IpemMnHaBaHETO OT JIeUeHHE C KIOMHAOrpen 75 mg Ha JeueHHe ¢ THkarpenop 90 mg npa mbTH
IOHEBHO BOJH A0 abcomoTHO nosuasale Ha UTA ¢ 26,4 %, a npeMHHABAHETO OT JIEYEHHE C
TUKATPEJIOp Ha IeYeHHE ¢ KIONUAOrpen Boau o abcomorHo noHwxkasaHe Ha UTA ¢ 24,5 %.
[NaiHeHTHTe MOTAT Ja NIPEMMHABAT OT KIONUAOIpei Ha THKarpenop 6es npexbcBaHe Ha
AHTHATPETaHTHOTO AciicTBUE (BXK. TOUKa 4.2).

KnuinyHa edukacHocT M 6e30MacHoCT
KnuHuyHuTE NaHHH 33 ePHKACHOCTTA M 6€30MAacCHOCTTa Ha TUKArpEIop ¢a MOJYYEHH OT ABE
KIIMHHYHHM U3MUTBAHUA (a3za 3:

o Ilpoyusanero PLATO [PLATelet Inhibition and Patient Qutcomes (TpomboTHuHO
HHXHOHpaHe H KIMHMYCH H3X0 Ha NauueHTa)], CpaBHEHUE Ha THKarpeaop ¢ KIONMAorpen,
M ABara npuiarand B komOuHaums ¢ ACK, ¥ apyra cranjjapTHa Teparss.

¢ [IIpoyuranero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IIpepeHLuS ¢ THKarpeaop Ha
BTOPHYHH TPOMOOTHYHH CHOMTUSA MPH BUCOKOPUCKOBH NALMEHTH C OCTHP KOpOHapeH
CHHApPOM)], cpaBHeHUe Ha THKarpenop, komOuuupan ¢ ACK, ¢ repanus camo ¢ ACK.

Ilpoyueane PLATO (ocmpu xoponapru cunopomu)

[TpoyusaHero PLATO Bxmousa 18 624 naumeHTH, KOHTO ca B 24-4aCOBHA IEPHOA OT
Ha4aNoTo Ha CHMITTOMH Ha HecTabunHa creHokapaua (HC), ungapkr Ha Muokapaa 6e3 ST-
enesaina (NSTEMI) unu ¢ uHdapkT Ha MHOKapaa ¢b¢ ST-enesauma (STEMI), u kouto
ITBPBOHAYAIHO Ca JJIeKYBaHH MEAUKAMEHTO3HO, WIH Ype3 NepKyTaHHa KOpOHapHa
uHTepBeHLMs (ITKH), unu upes nocransiHe Ha KAD.

Knunuuna echuxacnocm

Ha doHa Ha exxenHeBHO npunoxkenue Ha ACK, Tukarpenop 90 mg ABa myTH JHEBHO
JEMOHCTPHpPA MPEBB3X0OACTBO CHPAMO 75 mg AHEBHO KIONHAOTPES NO OTHOIIIEHKE Ha
NpeBeHIMA Ha ChCTABHATA KpaiHa Touka 3a CC cMbpt, MU wim uHCYAT, ¢ pasnuka,
npousnuzaua or CC eMbpt 1 MU, [lauuentrre nomy4anat 300 mg HaToORapBala g03a
knormaorpen (Bx3MoxHo € 600 mg, ako umar [IKH) win 180 mg Tukarpenop.

PesyntaTeT ce mosBaAea pano (abcomoTHa penykuns Ha pucka [APP] 0,6 % M oTHOCHTENIHA
penykuus Ka pucka [OPP] 12 % na 30-9 neH) ¢ nocrosHeH eQEeKT OT JIEYSHHETO 1O BpeMe
Ha uenusa 12 meceuen nepuon, Aasaui APP 1,9 % Ha roauna ¢ OPP 16 %. Tosa npeanonara,
ye e MOAXOAALIO MAUMEHTHTE Aa ce JeKYBRaT ¢ THKarpenop 90 mg asa msTH AHEBHO 3a 12
Mecera (Bx. Touka 4.2). Jleuennero Ha 54 nauueHTH ¢ OKC ¢ THKarpenop BMecTo ¢
KJIOnWaorpen npenoreparaea | areporpoMGoTHiHO CHOHTHE; IedeHHETO HAa 91 nmauueHTH
npeaotBpataBa | CC cMbpt (BXx. Purypa 1 1 Tabnuua 4).

TepaneBTHUHHUAT €(PEKT HA TUKArpesop, HAAXBBPIALL TO3H Ha KIOMUIOrpel, U3riexKaa
CXOJIEH B MHOT'O MOII'PYITH, BIUTIOUUTETHO TErno, NoJj, aHaMHe3a 3a 3axapeH auaber,
TPAaH3UTOPHA HCXEMWYHA aTaKa WIM He-XEMOparunyeH HHCYNT, WM peBacKynap
CBHITBTCTBALLO JieueHHe BKmouBamo xenapuH, Gpllb/Illa uaxuburopu n urxuburop,
NPOTOHHATA MOMNa (BXK. TO4Ka 4.5); NPH OKOHYATE/THATA AHAHO3a Ha MMOKAa3aTeINH
(STEMI, NSTEMI unu UA); 4 npH I1aHEPaHUA NIPH paHAOMM3ALMATA JieueOeH I
(MHBA3HMBEH WJIH MEIHKAMEHTO3EH ).
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YcTaHoBeHO € ¢/1a00 CHrHU(HUKAHTHO TepaneBTHYHO B3aUMOAEHCTBUE B 3aBUCUMOCT OT
peruoHa, cbrijiacHO KoeTo KoepuuueHTHT Ha pucka (HR) 3a nmbpBHuHaTa KpaiiHa TO4Ka € B
MoJi3a Ha TUKarpesiop 3a OCTaHajlaTa 4acT Ha CBETa, HO € B noJi3a Ha kiaonuzaorpen 3a CesepHa
AMepHKa, KoATO cbeTapisBa npudbausuTeaHo 10 % ot usnarta npoy4ysaHa nomysiaums (p-
cTOMHOCT Ha B3aumozaercTerue=0,045). ExcruioparopHuTe aHa/IM34 Npearoiarat BEposiTHa
Bpb3Ka ¢ no3ara Ha ACK, kato ¢ yBenuuyaBaHe Ha ao3ara Ha ACK ce HaOnronaBa HamasneHa
e(pMKaCHOCT Ha THUKarpenop. XpoHuyHara aHeBHa j103a ACK, kosaTo na cebTCTBa
THKarpesop, Tpabea aa 6bae 75-150 mg (Bx. Touku 4.2 v 4.4).

®durypa | noka3Ba oyakBaHMs PUCK 3a HACTHINBAHE HA MbPBH UHLUMIEHT, BKJIIOYEH B
KoMOMHHpaHaTa KpakHa TOYKa Ha €()UKaCHOCT.

@urypa 1 — AHA/IM3 HAa TBPBHYHATA KJIHHHYHA ChCTABHA KPAHHA TOYKA OT
CC cmbpT, MH 1 HHCyaT (PLATO)

134  ——— Tuxarpenop (T) [864/9333]
o] T Knonuaorpen (C) [1014/9291]
—-— 11.67%
111 P
X 104
& 9-
S 8-
§ 7-
o,
< 6
s
g O]
2 4
o, ~
S 3
2.
1 HR 95% CI p-CTOHHOCT
0 - T cnipamo C 0.84 0.77, 0.92 <0.001
T ] | | | | |
0 60 120 180 300 360
Bpoﬁ B pHCK HHH cJiel paHHOMH3auHHTa
T 9333 8628 8460 8219 6743 5161 4147
C 9291 8521 8362 8124 6650 5096 4074

B cpaBHeHHMe ¢ KIONMUAOTpeSl, TUKArpeJaop HaMajisiBa 4ecToTara Ha HacThIIBaHE Ha
MHIMIEHTHTE, BJIM3all{ B CbCTaBa Ha MbPBUYHATA CbCTABHA KpaiHa TOYKa— KaKTO B
nonyJjauuara ¢ UA/NSTEMI, raka u B nonynauuara ¢ STEMI (Tabnauua 4). CneaosarenHo,
Tunobpactun 90 mg nBa MbTH AHEBHO 3aeHO ¢ HUCKa 103a ACK Moe 1a ce u3noJi3Ba rnpu
nauupeHTH ¢ OKC (HecTtabunHa cTeHOoKapaus, MHOKapaeH HHGapkT 6e3 ST eneBauus
INSTEMI] unu muokapaen uadapkr cve ST eneauus [STEMI]); BKIHOYUTENHO NMALMEHTH,

NIeKyBaHH MEIMKAMEHTO3HO, ¥ MALIMEHTH, JIEKYBAaHH C MEPKYTaHHA KOPOHAPHA HHTEPBEHIMA |
2, w W

(ITKH) unm Gakinac Ha kopoHapHa aptepus (KAD).

Tabnuna 4 — AHA/IH3 HA THPBHYHATA H BTOPHYHHTE KPaiHH TOYKH 32 eq)uxacnoc'r
(PLATO)
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Tukarpenop | Knommporpen
90 mg nBa 75 mg APP*
OLTH JHEBHO BEAHBK (% /1) OPP* (%) | p-croiimocT
(% aaeBaO (% (95% CI)
NANHEHTH NANHEHTH CBhC
¢bC CLOHTHE) CLOHTHe)
N=9333 N=9291

CC cmppT, MU (C 9,3 10,9 1,9 16 (8; 23) 0,0003
H3KJ. Ha ,,THX “MH)
WIH MHCYT
HaMmepeHue 3a 8.5 10,0 1,7 16 (6; 25) | 0,0025
MHBA3HBHA Tepanus
Hamepenne 3a 11,3 13,2 2,3 115(0,3;27) 0,0444"
JIEKAPCTBEHA TEpanus
CC cmmpr 3,8 4,8 1,1 1 21(9;31) 0,0013
MU (c u3xn. Ha ,,THX 5,4 6,4 1,1 16 (5; 25) 0,0045
r.;hm)ﬁ
Hucynr 1,3 1,1 0,2 |-17(-52;9) 0,2249
Cvrpr 0e3 3HaYeHMEe
Ha PHYHHATA, 9,7 11,5 2,1 16 (8; 23) 0,0001
MH (¢ n3ki1. Ha ,,THX
“MH) wnn uxcynaT
CC cmbpT, 06m10
MH, uncynt, CPH, 13,8 15,7 2,1 12 (5; 19) 0,0006
PH, IIHA,
wiu apyru ATC*
CmbpT 6e3 3HaueHue 43 5,4 1,4 22 (11, 31) 0,0003r
OT NMpHYMHATA
Heduuaurnpaa 1,2 1,7 0,6 32 (8;49) 0,01237
TpoM603a Ha cTeHTa

AAPP = abcomoTHa PeAYKUMA Ha pucka, OPP = oTHOCHTENHA PeAyKIMS Ka pucka = (1-koe(HIHeHT Ha
prcka) x 100%. Otpuuatenna OPP o3HayaBa MOBHIIABAHE Ha OTHOCHTEITHUA PHUCK.

6{: M3KTIOYEHHE Ha ,,THx MH.

BCPHU = cepuosHa pexypeHTHa ucxeMus; PU = pexypenTHa ncxemus; [THA = npexozHa HcXxeMHYHa
araxa; ATC = aprepuanno rpomGoreaHo csbrTHe, O6mo MU snoysa ,, Tix" MU, nara Ha ceOHTHETO
€ JaTaTa Ha HEeroBOTO YCTAHOBABAHE,

"HoMHHAMHA CTOHHOCT Ha CHTHH()MKAHTHOCT, BCHYKH OCTAHAH ca GOPMATHO CTATHCTHYECKH
CHTHR(HKAHTHH M0 NMpeAePHHUPAHO HepapXWYHO TECTBAHE.

PLATO zenemuuno noonpoyweate
OnpenensHero Ha CYP2C19 u ABCBI1 rexnoruna #a 10 285 nauventu B PLATO naea
BB3IMOXKHOCT 3a aCOLIHAlIMA HA N'EeHOTHUITHATE IrpynH ¢ pesynrature ot PLATO.
[TpeBB3XOACTBOTO HA TUKATPEJIOP HaZl KIIONMKHAOTPEN M0 OTHOILIEHKE HA peyKLMATa Ha
3HauMTenHUd CC cpbuTus He € curinuxaHTHO noeauaHo or CYP2C19 unun ABCB1
reHOTHIA Ha nauMeHTHTe. Ilono6Ho Ha nanocTHoTo nNpoyusade PLATO, HaMa pa3nuka
MEKTY THKArpesiop H KIOMUAOTpes MpH oOILU0 3HAUYHTENHHTE XEMOParHyH| HHUME
PLATO, sbrpeku renoturna CYP2C19 wiu ABCB1. Hecsbp3anoro ¢ KAD 3Ha
kbpBeHe B PLATO ce nmosuiuasa ¢ THKarpenop B CpaBHeHHE C KIOIMAOTPEN NpH N
earnH WiH noBeye CYP2C19 anenu cbe 3aryda Ha PyHKLMA, HO € CXOJHO Ha KJIO
NpH MaLHEHTH C anell, KOATo HAMa 3aryfa Ha GpyHKumMA.
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Kombunupan noxasamen 3a echuxacrnocm u besonacrnocm

KomOuHHpanusaT nokaszaren 3a epukacHocT U OezonacHocT (CC ecMbpT, MU, HHCYIT WK
o6 3Ha4MTeNHO KbpBeHe no AepuHuuuara Ha PLLATQO) noka3sa, ye nonsara ot
APHIOKEHUETO Ha THKArpeop 10 OTHOIICHHE Ha €HKAaCHOCT B CPaBHEHHE C KIIONMKAOTPE He
c€ KOMITEHCHUpA OT CIIydauTe Ha 3HauuTenHo KvpseHe (APP 1,4 %, OPP 8 %, KP 0,92;
p=0,0257), 12 meceua cnen OKC.

Knunuuna beszonacrnocm

XOoNnTepoBo NOANPOyYBaHe:

3a 1a ce OLICHM YECTOTATA HA BEHTPUKYJIAPHHUTE NMAay3H U APYTH €NMHU304H HA apHTMHMA 110
BpeMe Ha npoyusaHeTo PLATO, ¢ 0ChILIECTBEHO XONTEp-MOHHTOPHpPAaHE Ha IIOATrPyna OT
6nu3o 3 000 nmanuexTH, npubauzurenHo 2 000 0T KONTO HMAT 3alMCH, KAKTO B OCTpaTa hasza
Ha OKC, Taka 1 Mecel] no-kbCHO. [IBpBHYHATA MpocaeasBaHa NPOMEHIMBA € YECTOTATA Ha
BEHTPHKY/IZPHU Nay3H ¢ NPOIBKHTEAHOCT > 3 ceKyHaH. BeHTpHKynapHH naysHu pa3BUBAT
roBeyYe NalMEeHTH Ha eyeHue ¢ THKarpenop (6,0 %), oTKONKoTO TAKHMBa HA JIEYEHHE C
xronuaorpen (3,5 %) B octpara dasa u cboTBEeTHO 2,2 % U 1,6 % cnen 1 mecen (BX. Touka
4.4). YBenvueHHUETO HA BEHTPUKYIZpHUTE Nnay3H B ocTparta (paza Ha OKC e no-u3paseHo npu
NaUMEeHTHTE Ha TUKArpenop ¢ aHaMmHesa 3a XCH (9,2% ¢ anamuesa 3a XCH cnpamo 5,4 %
npy nauueHTH 6¢3 aHaMHe3a 3a XCH; 3a naupedTyTe Ha Kionuaorped, 4,0 % npu Te3m cbe
cripamo 3,6 % npu te3u Ge3 anamHesa 3a XCH). Ta3u pasnuka He ce nposiBABa 33 eJHH MeCeLl;
2,0 % cnpamo 2,1 % 3a naLMEeHTHTE Ha TUKArpesiop, CbOTBETHO, ¢h¢ M He3 aHaMHesa 3a XCH;
u 3,8 % cnpamo 1,4 % 3a xnonuporpen. Ta3sH pa3nuka HE € CRBp3aHa C HeXeNlaHH KAMHUYHM
nocaeauuM (BKIIOYHTETHO U MOCTaBAHE HA NeiicMeHKEp) BbB BENIPOCHATA MOMYJ/IALHA
MalUeHTH.

IIpoyusane PEGASUS (anamuesa 3a muoxapoen ungapxm)

PEGASUS TIMI-54 e npoyuBaHe ¢ 2] 162 nauueHTH, ¢ AH3aiH 3aBHCELll OT HACTHLIIBAIIMTE
CEOUTHA, PAHAOMU3UPAHO, ABOKHOCIANO, IL1ALEG0-KOHTPONHPAHO, MEXAYHAPORHO
MHOT'OLIEHTPOBO MPOYYBaHE C Napajc/IHU I'PYIIH 3a OLieHKa Ha NPEBSHLIMATA Ha
aTepoTpoMOGOTHYHM CHOMTHA ¢ THKarpeop, npuiaraH e 2 no3u (90 mg nBa METH AHEBHO HJIH
60 mg nBa MbTH 1HEBHO) B KoMOuHauus ¢ HUCKa g03a ACK (75-150 mg), B cpaBHeHHe ¢
tepanusa caMo ¢ ACK npu mauueHTs ¢ aHamHesa 3a MU » 1ombAHHTETHH pHCKOBH daKTOpH
3a aTepoTpoMbo3a.

[TaupeHTH, NOAXOAAIIH 3a BKIIIOYBAHE B MPOYYBAHETO Ca OWIM TAKMBA HA BB3PACT HA WIH Hal
50 roauHM, HanU4Me Ha aHaMHe3a 3a MU (1 a0 3 rogusm npean paHAOMH3HPAHETO) U
HAJIHYKE HA NIOHE €/IUH OT CJICAHHTE PHCKOBH (aKTOpH 3a aTepoTpoMO03a: BB3pacT = 65
rOAMHH, 3aXapeH AuabeT, Hamaram MeaJUKaMeHTO3HO JICUeHHe, BTOPH npeamecTsaw MU,
JaHHM 3a MHorochla0Ba UbC uwnn xpoHnusa 6u6peuna nucdyHkiHa W3BHH KpaliHud CTagui.

[TanpeHTHTE HE ca 6IIH NOAXOOAIIH 3a BKIIKOYBAHE B IPOYYBAHETO, aKO ¢4 UMasly IUTAHMpaHa
yrniorpeba Ha P2Y 12-peuenTopeH aHTaroHACT, AHIMHPHAAMON, LHATOCTA301 WIH
aHTHKOATyJIAHTHA TEParUA 3a Nepuo/ia Ha NPOYYBAHETO; HAPYLICHHE, CBBP3aHO ¢ KbpBEHE
HJTH aHAMHE3Aa 32 HCXEMHYEH HHCYJIT WM BRTPEUCPEITHO KbPBEHE, TYMOP Ha LISHTpalHaTa
HEPBHA CUCTEMa WIH BBTpEUEperHa Ch0Ba AaHOMAJIMA; MALHEHTH ChC CTOMAIIHO-YPEBHO
KBPBEHE Npe3 NpeAlecTRalIMTE 6 MeceLia WIH rojiaMa onepauus npes nmpeawectauiure30

AHH.

Knunuvuna echuxacrnocm
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®urypa 2 - AHAJIH3 HA MbPBHYHATA KJIHHHYHA CbCTABHA KpaiiHa To4ka ot CC cmbpT,

MM u uncyar (PEGASUS)
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Tabauua 5 - AHA/IM3 HA IbPBHYHATA H BTOPHYHHTE KPAHHH TOYKH 32 ePHKACHOCT

(PEGASUS)
Tuxarpesop 60 mg ABa NbTH Camo ACK !
nHesHo +ACK N =7067
N = 7045 p-CTOHHOCT
[MaunenTH = HR IMauueHTH &
ASPEKTCPHETHER ChC CHLOMTHS L (95% CI) | cbe cbOHTHS s
[IbpBHYHA KpaiHa TO4YKa
CnbcraBHa oT CC 487 (6,9%) 7,8% 0,84 578 (8,2%) 9,0% 0,0043 (s)
cMbpT/MU /mHCY T (0,74; 0,95)
CC cMBpT 174 (2,5%) 2,9% 0,83 210 (3,0%) 3,4% 0,0676
(0,68; 1,01)
MU 285 (4,0%) 4,5% 0,84 338 (4,8%) 5,2% 0,0314
(0,72; 0,98)
Uncynt 91 (1,3%) 1,5% 0,75 122 (1,7%) 1,9% 0,0337
(0,57; 0,98)
BropuyHa KpaiiHa Touka B .
CC cmbpT 174 2,5%) | 2.9% 0,83 210 (3,0%) 34% o - |
(0168, 1,01) :}t."f | .._" .;
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CMBpT 10 289 (4,1%) 4,7% 0,39 326 (4,6%) 5,2% -
BCAKAKBA (0,76; 1,04)
NpHIHHA
KoedHMLHEHTHT HA PUCKA H P-CTONHOCTHTE €a U3YHCIICHH OTICIHO 32 THKArpenop CnpAaMo Teparis
camo ¢ ACK oT Monien Ha MponopLMOHanHUTEe pUCKOBE HA COX, KaTo rpynara Ha JICeHHe ¢
eIMHCTBEHATA €KCIUIAHATOPHA MPOMEHIHUBA.

KM npoLeHT, U34UCIIeH Ha 36-TH Mecell.

Benexxka: OposAT Ha nmbpBUTe CHOUTHA 32 koMnoHeHTHTEe CC cMBpPT, MU M HHCYNT € NeACTBUTCTHUAT
Gpoit Ha MBPBM CHOKTHA 33 BCEKM KOMIOHEHT H He ce 100assa xpM Opos Ha CLOHTHATA B CHCTABHATA
KpaliHa TO4Ka

(s) moka3pa CTATHCTHYECKA 3HATHMOCT.

CI = nosepurencH uutepBan; CC = cppaeano-cbaAoB; HR = koeduunenT Ha pucka, KM = Kaplan-
Meier; MU = mrokapaes uHgpapkT; N = 6polt naupeHTH.

JlpeTe cxeMH Ha JieueHHe ¢ THKarpeaop 60 mg 1Ba meTH AHEBHO H ¢ 90 mg ABa MbTH JHEBHO
B komOuHaiug ¢ ACK npepb3xoxpaar camocroatenHoTo jeueHHe ¢ ACK no oTHOLICHHE Ha
npeBEeHLMATA Ha arepoTpoMboTHIHATE chOHTHA (cheTaBHa KpaHHa Touka: CC cmbpt, MU 1
MHCYJIT), C MOCTOAHEH €(EKT OT JICYEHHETO NMpPE3 LieHsA IEPHO/ Ha NPOYUBAHETO, BOACHI A0
16 % OPP u 1,27 % APP 3a Tvkarpenop 60 mg u 15 % OPP u 1,19 % APP 3a Tukarpenop 90

mg.

Brrpeky ue npodmiure Ha edukacHocT Ha 90 mg 1 60 mg ca nonoGHK, HMa JaHHH, Y€ I10-
HKCKATA /1032 € ¢ No-A00bp npodui1 Ha NOHOCHMOCT H H€30MacHOCT M0 OTHOIIEHHE Ha PHCKa
OT KbpBeHe H gucnHesa. CnenosarentHo, camo Tunobpactun 60 mg ABa TsTH AHEBHO,
nmpuioxeH eaHoBpeMeHHo ¢ ACK, ce mpenopbyBa 3a MpeBeHINA HAa aTepOTPOMOOTHYHH
cubutHa (CC cMbpT, MU ¥ MHCYNIT) npu naLmeHTH ¢ aHamHesa 3a MM 1 BHCOK pHCK OT
pa3BHTHE Ha aTepOTPOMOOTHYHO CHOUTHE.

B cpaBnenmne cre caMoctosTenHoro jgeuehue ¢ ACK, tukarpenop 60 mg mea mrbTH JHEBHO
3HAYHMO NMOHIKABA ITHPBHYHATA chcTaBHa KpatiHa Touka ot CC cmept, MU H uuCynT. Beeku
OT KOMIIOHEHTHTE JONPHHACA 3a TIOHWXXEHHUETO HA IThPBUMHATA CHCTaBHA KpaiiHa Touka (CC

cmepT 17 % OPP, MU 16 % OPP u uncynt 25 % OPP).

OPP 3a chcTaBHATa KpaifHa Touka oT 1 Ao 360 guu (17 % OPP) u ot 361 auw HataTbk (16 %
OPP) ¢ nomo6Ho. UMa orpaHH4eHH AaHHH 38 ePHKacHOCTTa H 6€30MacHOCTTA Ha YAB/DKEHO
Je4YeHHE C THKArpenop Haa 3 TOOUHH.

JInnceaT JoKazaTe/ICTRa 3a noi3a (He ce Habnoaasa peayKLMs Ha 4eCToTaTa Ha NEpBHYHATA
npocnenasaHa Kpakina Touka o CC cMbpT, MU M HHCYNT, HO HIMa NOBHILIABAHE HA YECTOTaTa
Ha 3HAYMTETHO KbPBEHE), KOraTo TUKarpesop 60 mg nsa MbTH IHCBHO € MPHJIOKEH MPH
KJIMHAYHO cTaOHIHM NALMEHTH ¢ JABHOCT Ha MH(ApKTa™> 2 roAWHU WIH HOBEYE OT €AHa
TOAMHA CJICH CIIMpaHe Ha npeaxoaHoTo neveHue ¢ AJld-penentopeH HHXHOMTOP (BXK. TOYKA
4.2).

Knunuuna 6e3onacnocm

YecTOTaTa Ha MPEyCTaHOBABAHE Ha TepamnusaTa ¢ TUkarpenaop 60 mg nopanu KbpBeHe H
JUCITHES € N10-BUCOKA MPH MauMeHTH > 75 roauHH (42 %), B CpaBHEHHE C NMO-MIaAM NallMeHTH
(uxTepBar: 23-31 %), ¢ paznuka cnipsmo mialebo rpynara no-ronsma ot 10 % (42 % copamo
29 %) npy NauMeHTH > 75 rOAMHH.

ITeapaTpuyHa DOy AL
B paHgoMHsHpaHo, ABoMHoCIANO ipoyuBaHe Pasa III ¢ napanenuu rpynu (HESTI/

193 neguaTpUYHM NALMEHTH (Ha BB3PACT OT 2 10 noA 18 roAnHH) CBC ChPIIOBUIH
f0o7ecT ca paHAOMHM3HUPAHH Ja NMOMY4aT WM IuUanebo, HiIH THKarpeaop B 1034 OT
mg ABa ITbTH AHCBHO B 3aBHCHMOCT OT TERECHOTO TerJI0. THKArpEnop BOAH 0 Mg
TpoMOoLMTHATa MHXMOHLMA 35% npeau npueM Ha go3ata H 56% 2 4aca cnen
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J03aTa NPH CTALMOHAPHO CBCTOSHHE.

B cpaBHeHHe ¢ mianeGo HAMa NOM3a OT JeUEHHETO C THKATPEIOp MO OTHOLLIEHHE Ha YeCTOTaTa
Ha Ba300KJTY3UBHHTE KPH3H.

EsponetiickaTa areHIius no 1eKapcTeaTa OCBOO0KAaBA OT 3aB/DKEHHETO 3a NMPEOCTaBAHE Ha
pe3yATaTHTE OT NPOYYBAHUATA C TUKArpesop BB BCHYKHU MOATPYIU Ha HeHAaTPUUHATA
nomynauua 3a o¢cTpH KopoHapHu cunzapomu (OKC) n aHaMHe3a 3a MuokapaeH uagapkr (MH)
(Bx. TouKa 4.2 3a HHGOpMaLHA OTHOCHO ynoTpeba B neAHATPHATA).

5.2 PapMaKOKHHETHYUHH CBONHCTBA

Tukarpenop uma nMuHelHa papMaKOKMHETHKA, a €KCIIO3ULMUTE KbM THKArpenop U AKTHBHHA
My Metaboaut (AR-C124910XX) ca npubau3rTeNnHO MPONIOPLUHOHAIHH Ha Ao3aTta 1o 1 260
mg.

A6copbuus
AbOcopbumara Ha THKarpesop € 6sp3a, ¢ MeHaHa HA tmex NpUOMIZHTENHO 1,5 yaca.

[IpeBprlIaHETO HA THKATpEIOp B OCHOBHUA UMpKynupam Metabonut AR-C124910XX (cbio
AKTUBEH) € 6BP30, ¢ MEHAHA HA tng MPHOAM3IUTENHO 2,5 yaca. Crie nNepopantHo MPUIOKEHHE
Ha eIMHWYHA 1033 THKarpesaop 90 mg Ha rnagHo npH 3apaBu UL, Cmax € 529 ng/ml n AUC e
3451 ng*h/ml. CroTHOmEHHATa MeTaGoNKT/OCHOBHO BemecTBo ¢a 0,28 3a Cpax 1 0,42 32
AUC. dapMakokHHeTHKaTa Ha THKarpeaop H AR-C124910XX npu naijdeHTH ¢ aHaMHE3a 3a
MH obukHoBeHO € noaobHa Ha Ta3u B nomyaauuara ¢ OKC., Bs3 ocHoBa Ha enuH
NOMYJIAUHOHEH (papMakOKMHETHUYCH aHanu3 Ha npoyuBaHeTo PEGASUS meamnanara Ha Crax
Ha THKarpenop € 391 ng/ml u AUC ¢ 3 801 ng*h/ml B cTauMOHapHO CHCTOAHHME 3a TUKArpeaop
60 mg. 3a Tukarpenop 90 mg Cnmax € 627 ng/ml u AUC ¢ 6 255 ng*h/ml B craumoHapHo
CBCTOSHUE.

Cpeanara abcomoTHa OHOHATHYHOCT HAa THKArpeaop € u3uuciena Ha 36 %. [IpueMsT Ha
forara Ha Ma3HHWHH XpaHa BOAM no nosumasaHe ¢ 21% Ha AUC Ha THKarpenop u 1o
noHwkaBaHe ¢ 22% Ha Crax HA AKTUBHMA My MeTabOAMUT, HO HE MOBAMARA 10 HUKAKLB HAYMH
Cumax Ha THKarpenop uni AUC Ha akTUBHUA MeTabonuT. CMATA ce, ue Te3H MAJIKU [IPOMEHH Ca
¢ MHHMMAITHO KJIMHHYHO 3Ha4eHHe; MOopaaH TOBA THKArpenop MoXe Aa ce mpueMa ¢he wiu 6e3
XpaHa. THKarpeop ¥ akTHBHUAT My MeTabonuT ca cyGeTpary Ha P-gp.

Tukarpenop BbLB BHI Ha CTPUTH TabNneTky, CMECEHM ¢ BOJA, IPHIATAH NMEPOPATHO WIM Ype3
Ha30-racTpajlHa COHAA B CTOMaxa, HMa CpaBHHMa OHOHAJIMYHOCT ¢ LeauTe TabneTku no
otHoweHHE HA AUC 1 Cnax Ha THKArpenop v aktusHua Metabomur. Hauanxara
ekcno3nuMa(0,5 ¥ 1 4ac cnex NpUAOKEHNE) OT CTPHTHTE TAOJIETKH THKarpenop, CMECeHH ¢
BOAA, € NO-BUCOKA B CPaBHEHUE C LICJIUTE TAONEeTKH, ¢ KaTo 110 UACHTUYCH Npodusl Ha
KOHLUEHTpauuma ciaea Tosa (2 oo 48 yaca).

Paznpenencuue

B craunoHapHo cxcrogHue 06eMbT Ha pasnpeaencHue Ha THKarpenop € 87,5 |. Tukarpenop u
aAKTHBHHAT My MeTaboNHT ¢e CBBbP3BAT ¢ YOBELIKHTE NNA3MEHH NPOTEHHM BbB BHCOKA CTENEH
(> 99,0 %).

buoTpaHchopM
CYP3 A4 € OCHOBHHAT C€H3HM, OTTOBOPCH 3a METAaOOIM3MPAHeTO Ha THKArpesop H

00OpasyBaHeTO Ha aKTHBHHA My MeTabONHT, KATO TEXHHTE B3AMMOREHCTBHA C JAPYTH
cyberpatu Ha CYP3 A papupat OT akTHBHpaHe 10 MHHXHOHpaHe.

OcuHoBHuAT MeTabonuT Ha THKarpesaop € AR-C124910XX, koifTo cb10 € aKTHRe
OLICHABA 4pe3 in vitro cebp3pade ¢ TpoMbounTHUA P2Y; AJIQ peuenrop. Cucrem,
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eKCNO3UIHA Ha aKTUBHHA MeTabonuT e npubnusurento 30-40 % ot Ta3u Ha TMKArpenop.

EnuMuHupaHe
OCHOBHHAT ITHT 3a eJIMMHHHpAHE Ha THKArpeaop € upes yepHoapodbra tpanchopmauus. Ilpu

npujarade Ha paJMOAKTHBHO MapKHPaH THKArpeaop CPEAHOTO Bb3CTAHOBIBAaHE HA
paauoaxTHBHOCTTa € npubiu3uTentHo 84 % (57,8 % BuB deueca, 26,5 % B ypHHara).
KonuuecTBOTO Ha THKArpe/Iop M AKTUBHHUA MY METabOJIUT, KOUTO C€ OTKPHUBAT B YPHHATa, ca
noa 1 % ot npuerara n03a. BeposSTHO OCHOBHHAT MET HA CIMMHUHHPAHE HA aKTMBHHA
MeTabOoJIHT € Ype3 eKCKpeLra B XOTbukaTa. CpeqHUST ti2 Ha THKArpeIop € npuban3HTenHo 7
Yyaca, a Ha aKTHBHUA My MeTabonuT — 8,5 vaca.

Crnenyaniy nonyJaaryy

Cmapuecka gv3pacm

[To-BucokM excrno3uuuy Ha THKarpenop (nmpudausurento 25% u3a Cnax H3a AUC) M Ha
akTMBHMA My Metabonut npu nauueHTd ¢ OKC B cTapyecka Be3pact (2735 roguHm) B
CpaBHEHHE ¢ MO-MJ1aH MaiMEHTH ca HabMoAaBaHH NPH NOMYJIallHOHHHA (PapMaKOKHHETHYEH
aHanu3. Te3u pa3iHKH He C€ CMATAT 3a KIMHUYHO 3Ha4YMMHU (BX. Touka 4.2).

Ileduampuuna nonyagyus
HanuuHM ca orpaHMYeHHU JaHHH IIPH Jela CbC ChPNOBHAHOKIETEUHA O0necT (BXK. TOUKH 4.2 U

5.1).

B npoyusanero HESTIA 3 npu naumenTu Ha BB3pacT oT 2 10 noA 18 roaunu ¢ terno > 12 no
<24 kg, > 24 no <48 kg n > 48 kg, ¢ npunaraH THKarpenop Karo reaHaTpHYHH
avcneprupaiu ce Tabnerku 15 mg B no3u cporeeTHo 15, 30 M 45 mg ABa NbTH JHEBHO. Bb3
OCHOBA Ha MoMyJiallMoHeH papMakoKHHeTHYeH aHanws cpeaHata AUC sapupa ot 1095
ng*h/ml no 1458 ng*h/ml, a cpeanara Cmax Bapupa ot 143 ng/ml a0 206 ng/ml npu
CTALMOHAPHO CHCTOSHHE.

Ion
B cpaBHeHME ¢ MBKe, ITPH )KCHHU ¢a HabmoAaBaHH NO-BUCOKH €KCTIO3HLIMM HA THKArpenop u
Ha aKTHBHHS My MeTabonnT. PasinkuTe HE ce CMATAT 38 KIIHHUYHO 3HAUHUMH. -

bvbpeuno yepeswcoane
B cpaBHeHuHe ¢ xopa ¢ HopMasiHa 6b0peuHa GyHKLHA, MPH NaLHMEHTH ¢ TeXKOo Ob0peuHo

yBpexJaHe (KpeaTUHHHOB KIUpBHC <30 ml/min) ekcro3nLMATa Ha TUKArpesop € No-HUCKA ¢
npuGmsurenno 20 %, a excno3uuMATa Ha AKTHBHHA METabOJIHT € No-BUCOKA NPHOITU3HTENHO

che 17%.

[Ipn nawuyeHRTy ¢ TEpMHHAICH cTaauit Ha 6BOpeuHo 3abonaBane Ha xemoananusa AUC u Chax
Ha THKarpenop 90 mg npunaraH B aen 6e3 nuanusa cac 38 % u 51 % no-sucoku B
CpaBHEHHE ¢ XOpa ¢ HopManHa 6b6peuta pynxuma. [TogobHO NoBHILIEHHE B €KCITOZMUMATA CE
HaOmoaBa, KOraTo THKarpejiop ce Mpuiara HeNnoCpeACTBEHO NpeaH JuanusaTa (ChOTBETHO
49 % u 61 %), KoeTo nokasBa, Y€ THKArpeJop He ce qdanusupa. Excrnozuuusara Ha aKTHBHUA
MeTaGonuT ce nosrmasa B no-Maka creneH (AUC 13-14% u Cpax 17-36%). EdexTnT Ha
HHXHOHUpaHe Ha TpomboLTHaTa arperanus (U TA) e HesaBUCHM OT AMaNU3aTa MpU NALHEHTH
¢ TepMHHAJIeH cTaauii Ha 6B0peuno 3abonapane ¥ € NoaodeH NpH Xopa ¢ HopMaJlHa
Opbpeuna pyHkimA (BK. Touka 4.2).

Yeprodpobro yepexcoatne
B cpaBHeHHE ChC 3ApaBH NOOPOBOJILIM, IIPU NALMEHTH C JIEKO YepHOAPOOHO yBpe

AUC Ha THKarpenop ca rmo-BHCOKH ¢hOTBETHO € 12 % u 23 % obaue UTA ede
THKarpenop € nogobeH B geere rpynu. He ¢ HeobxoauMMo KopurupaHe Ha 03T
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TEXKKO YepPHOAPOOHO yBpeKaaHe H IMNCBa ¢papMakOKHHETHYHA MH(OpMaLUA ITPH MALMEHTH C
yMepeHo uepHoapoOHO yBpexaaHe. IIpH nauMeHTH ¢ yMEPEHO HIH TEXKO MOBHILEHHE Ha
€IHH WIH NoBede YepHOAPOOHKH PYyHKIHOHATHH NOKA3aTeNHM Ha H3X0AHO HHBO, TUTa3MCHUTE
KOHLEHTPALMKH Ha THKArpesop ca 0OHKHOBEHO NOAOOHH WIH MAfKO MO-BHCOKH B CPaBHEHHE C
naijeHTHTe 6€3 H3XoAHO noeuicHUe. He ce npenopbyuBa xOpUrypaHe Ha A03aTa NPH
NAaLMEHTH C YMEPEHO YepHOAPOOHO yBpexkaaHe (Bx. ToUukH 4.2 u 4.4).

Emnuvecka npurnaonexcuocm

B cpaBHeHMe C malMeHTHTE OT €BPOTICHIHATA paca, MAlHEHTUTE OT a3UaTCKH NPOHU3XOA UMAT
no-BHcoKa ¢ 39 % cpenna OMOHAMMYHOCT. B cpaBHeHHe ¢ MaLMEHTHTE OT €BpONMENaHAaTa paca,
NpH CAMOONPEAEAIIMTE C€ KATO YEPHOKOXH NALMEHTH, OHOHATMYHOCTTa HA THKAIPETIOp €
no-HHcka ¢ 18 %. B xnuHMKO-(apMaKoIOrdyHH Npoy4BaHuA €KCHO3HUMATE (Cmax U AUC) Ha
THKarpenop npH ANOHIH ¢ mo-Bucoka ¢ npudnusurenro 40 % (20 % cnen xopexums cnpaMo
TEJIECHOTO TEIJIO), OTKOMKOTO NPH XOpa OT eBponeuaHaTa paca. ExCnosHuuaTa npu
NaLUHEHTH, KOUTO CE CaMOONPEAENAT KaTe HCAaHO WIH JIATHHO THIL, € NOJ00HA HA Ta3H NPH
HALIMEHTUTE OT eBpOoNeraHaTa paca.

5.3 IpeaxEAEEYHR JaHHHA 332 6€30MaCHOCT

[MpeaxnMHAYHNUTE JTaHHK 32 THKATPENIOP H OCHOBHHA MYy MeTabonHT HE MOKA3BAT HEMPHEMITHB
PUCK 33 pa3BHTHE Ha HeXeJIJaHW peaki[ud Npu Xopa Ha 6a3aTa Ha KOHBEHLIMOHATHHTE
(hapMakoJIOrH4YHH H3NMMTBaHMUA 32 6€30MacCHOCT, TOKCHYHOCT NPH €AHOKPATHO U MHOTOKPATHO
NpWIAraHe ¥ reHOTOKCHYEH TOTEeHLHAT.

[Tpy HAKOJIKO XKHBOTHHCKH BH/IA € HaOMIOAaBaHO CTOMAWHO-YPEBHO APA3HEHE NPU KJIMHHYHO
3HAYHMH HMBA HA €KCIIO3HMLIHA (BXK. TOUKa 4.8).

ITpH >KE€HCKH IUTBXOBE, THKArPENIOp BbB BUCOKH A03H JEMOHCTPHPA MOBHILEHA Y€CTOTA Ha
TYMOPH Ha MaTKaTa (alecHOKapLMHOMH) H TIOBUIIIEHA 4€CTOTa Ha aieHOM Ha YepHus Apod.
MexaHH3MBT 3a N0ABA HA TYMOPH Ha MaTKaTa BEpPOATHO € XOpMOHaJIEH ANCOanaHc, KOHTo
MOXe Ja AOBEIE [0 M0jIBa HA TyMOPH TIPH IUTEXOBe. MexaHH3MBT 3a nosABa Ha YepHOAPOOHH
aJICHOMH BEPOATHO € crier¢udHa 3a rPH3aYUTE €H3IMMHA HHIYKIMA B yepHuA Apol. [Topagn
TOBA C€ CUMTA, Y€ € MaJIKO BEPOSTHO KAPIIMHOTGHHUTE HAXO/KH 1a HMAT 3HA4YEHHE 34 XOpaTa.

[Tpn rubxoBe ca HabmogaBaHH MUHHMAIHH aHOMAIHH Ha Ppa3BUTHETO MPH A034, TOKCHYHA 3a
Mmalikara (rpansua Ha 6e3onacHocT 5.1). I1pu 3aiium ce Habmonasa neko 3ababgaHe Ha
YepHOAPOOHOTO CH3PABAHE H CKEJICTHOTO pa3sBUTHE HA (eTyCHTE MPH Mk Ha BUCOKA 1034
6e3 Ja ce HaOMONaBa TOKCHYHOCT 3a Matikara (rpaHuLa Ha 6e30nacHoCT 4.5).

[TpoyuBaHKA NpH MIBX0BE H 3alIM IOKA3BAT PENPOXYKTHBHA TOKCHYHOCT C JIEKO
NOHIKABAHE HA HA[/IABAHETO HA TErNio NpH MaiKaTa ¥ HaMaJIeHa HEOHATAJIHA
HIHECTIOCOOHOCT M TErTIO MPH paXKIaHeTo, ChC 3a6aBaHe Ha pacTexa. Tukarpenop BoAH A0
HEPeAOBEH UMK (OCHOBHO YAB/DKEH LKD) NPH XKEHCKH TUTHXO0BE, HO HE MOBJIHABA OO
GEPTUIHTET NMPH MBXKKH H KEHCKH ILTbXOBE. PapMaKOKHHETUYHH NPOYYBAHHS C
pPagHoOaKTHBHO MapKUPaH TUKAIPeJIOp MOKA3BAT, 4& OCHOBHOTO BELIECTBO M HETOBHUTE
MeTabOMHTH ce eKCKPeTHPAT B MIKOTO NPH IUTLXOBE (BXK. TO4Ka 4.6).

6. ®APMAIEBTHYHMA JAHHH

6.1 CORCLK HA NOMOINEATE BeMIeCTRA

Anpo Ha Tabnerkara
Manwuton (E421)
Kanuues xuaporeHdocdar apxuzpar
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1apeBH4HO HHIlIECTE

Humecre, npexenaTMHU3HPaHO (HapeBHYHO)
Tank (E553b)
Harpues creapun ¢pymapar

DUWIMOBO MOKPUTHE
[Tonu (BununoB ankoxoi) (E1203)

Tank (E553b)

Twuranos nquoxcua (E171)
I'muueponos MOHOKaNIpHIOKanpar
Hatpuer naypuncyngar

XKeneszeH okcun, depsen (E172)
XKenesen okcun, uepen (E172)

6.2 HechBMeCTEMOCTH

Henpunoxumo.

6.3 Cpox Ba roasocrt

3 roauHu

6.4 Crnennanny yCJI0BHS HA CLXpaHEHHE

To3u nekapcTBEH NPOMYKT HE H3UCKBA CTIELIMATHH YCIIOBUA HA ChXPaHCHHE.

6.5 Bz H chABbPAAHAE BA ONAKOBKATA

° bmucrep or Amymuuuii-OPA/Alw/PVC wiu Anymunuii-PVC/PE/PVDC (cbe wnu 6e3
CHMBOJIH CITHHIIC/JTYHA), B KAPTOHEHH ONAaKOBKH OT 56, 60 u 168 Tabnerku

. Kanenpapen 6mucrep ot Amymunuii-OPA/AIWPVC wnr Amymuunii-PVC/PE/PVDC
(cBc 1H Oe3 CUMBOJTH CITBHIIE/TTYHA), B KAPTOHEHH OTIAKOBKH OT 14, 56 u 168 TabneTxu

o I'pynosa onakoeka, ceaspxama 180 (3 onakoeku no 60) Tabnerxu B 6ucTEp OT
Asrymunnii-OPA/Al/PVC wnn Amymunuii-PVC/PE/PVDC (cbe uwin 6€3 CHMBOJIH
CJIbHLIE/ TyHA)

o I'pynosa onakoBka, ceabpkaiia 168 (3 onakoeku 1o 56) TabneTku B KaJeHIapeH

Omuctep ot AmyMuHHR-OPA/AN/PVC unu Anymunuii-PVC/PE/PVDC (cbe win Ge3
CHMBOJIH CIIBHLE/JTYHA)

° byTriku ot nonuetunex ¢ Bucoka rurbtHOcT (High Density Polyethylene (HDPE)),
3aTBOPCHH C NOJIAIIPONHJICHOBA Kanauka (PP), saumirena cpenry oreapaHe or Aena,
ceabpxaiuy 30, 60 win 250 Tabmerku.

He BcHvxy BHIOBE ONAKOBKH MOTaT Ja ObAaT MyCcHATH HA Ma3apa.

6.6 Crnenuannn npeana3sHu MEPKH NPH HIXBLD/ISHE

HeusnonsBaHUAT NieKapCTBEH IIPOAYKT HIM OTIAALYHUTE MAaTEPHANIH OT HEro TpaGpa

Ja ce M3XBBPJIAT B CHOTBETCTBHE C MECTHHTE H3HCKBAHHUS.

7. IIPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Sandoz d.d.
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Verovskova 57,
1000 Ljubljana
CrnopeHHs

8. HOMEP(A) HA PASPEINIEHHETO 3A YIIOTPEBA

Per.Ne: 20240126

9. AATA HA ITHPBO PA3ZPEIIABAHE/TIOAHOBSIBAHE HA
PA3IPENIEHHWETO 3A YIIOTPEBA

JlaTa Ha MBPBO paspewasaHe 3a ynorpeba: 21/05/2024
JlaTta Ha rMocneZHO NOTHOBABAHE:

10. JATA HA AKTYAJIUZUPAHE HA TEKCTA

01/2025
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