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KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHUSA ITPOAYKT

OpebputoH 90 mg puamMupanu TabNETKH
Orebriton 90 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceska punmupana tabnerka cbabpka 90mg Tukarpenop (ticagrelor).
3a NMbJHHUA CITUCHK HA MOMOILIHUTE BellleCTBa BUXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa tabnerka (Tadbnerka).
Kpbriau, 1BOHHOH3IIBKHAJIH, XKBJITH Ta0ONETKH, ¢ BATLOHATO penedHo o3HavyeHue .,90” ot eaHaTa crpaHa,
C A4aMeTbp 9 mm.

4. KJIUHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3aHHHA

OpeOpHTOH, NPHIIOKEH EHOBPEMEHHO ¢ aueTuacannuuiosa kucenrHa (ACK), e nokasas 3a
peanasBaHe OT aTePOTPOMOOTHYHH HHUHUICHTH NMPH Bb3PAaCTHH NMALUEHTH ¢
- ocTbp KopoHapeH cuHapoM (OKC) nian
- aHamHe3a 3a MHokapaeH HHpapkT (MH) n BUCOK pUCK OT pa3BUTHE Ha
arepoTpoMOOTHYHO CbOMTHE (BXK. TOUKH 4.2 1 5.1).

4.2 Jl03HpPOBKA H HAYHH HA NPHJIOKEHHE

Ilo3upoBKa

[TaunenTure, npuemain OpedpuToH, TpaOBa CHUIO TaKa J1a NpUEeMaT HUCKA NOAbprKalla J103a oT 75-
150 mg ACK nHeBHO, OCBEH aKO TOBA € H3PHYHO NMPOTHBOINOKA3aHO.

Ocmpu KopoHapHu CUHOPOMU

Jleuennero ¢ OpeOpuToH TpsaOBa na 3anoy4Ba ¢ €lHOKpaTHa HaToBapBaula ao3a oT 180 mg (aBe TabieTku
ot 90 mg), cnea koeto ce npoabikana ¢ A03a 90 mg ABa nbTH AHEBHO. [IpenopbyBa ce JIeYEHHETO C
OpeObpuToH 90 mg aBa MbTH AHEBHO Aa npoAbixu 12 meceua npu nauneHTn ¢ OKC, ocBeH ako HaAMa
KJUHHYHH NMOKa3aHUA 3a PEKbCBaHe Ha npHeMa (Bx. Touka S.1).

Moxe na ce oOMHUCIH npeycraHoBsaBaHe Ha ASA ciuea 3 meceua npu nauuentn ¢ OKC, kouTo ca
MPETHPIAJIH NEepKyTaHHa KopoHapHa uHTepBeHUHsA (PCl) n uMaT noBHlIEH pUCK OT KbpBeHe. B T03H
cjly4daii npMEMBT HAa THKarpeaop, KaTo €AMHHYHA aHTHarperaHTHa Tepanus, TpadBa 1a npoabJiku

0 mecena (Bx. Touka 4.4).

Anamnesa 3a Muokapoen ungdapkm

OpebpuToH 60 mg a1Ba MbTH AHEBHO € NMpenopbYMUTEeIHATA /103a, KOraTo € HE0OX0HMO Y IbJIKEHO

JieYeHHe Ha NMalMeHTH ¢ aHaMHe3a 3a MU o1 noHe e1Ha roMHa U BUCOK PHCK OT aTepo _ ﬂﬁ.ﬂcj\*\
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cbOuTHE (BX. TOYKa 3.1). JleueHueTo Moxke aa Objae 3anoyHaTo 0e3 npeKkbCBaHe, KaT BaHla 7
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cuOuTHE. JleueHHeTO MOXe 13 ObJie 3anovHaTO CblIo H A0 2 roguHy oT MU vy 1o eiHa roavHa cien
CMHpaHE Ha NpeAlecTBaoTo JeveHue ¢ AJlP-penentopen uHxudbuTop. UMa orpasuyeHu 1aHHH 3a
e(HKACHOCTTa M Oe30NacHOCTTA HA Y IbXKEHO JICYEHHE C THKArpesiop Hal 3 roJHHH.

AKko e HeoOxoauMa CMSiHa Ha Tepanuara, mbpeara go3a OpedbpurtoH Tpadsa na Obae npunoxena 24 yaca
cJIe TOCNEAHATA 1032 Ha APYroTO aHTHTPOMOOTHYHO JIEKapCTRO.

IIponycwama 003a

Couro Taka Tpabea Aa ce n3barsa nponyckaHero Ha tabnerka. [lanneHt, kofiTo € nponycuHan aa npueme
nosara cu OpebpuroH, TpaOBa Aa npHeMe camo ¢Ha TabneTka (CreABalaTa cH 03a) B 4aca, B KOiTo
obHualiHo a npvemMa.

Cneyuannu nonyaayuy
Cmapuecka év3pacm
[Ipy nauueHTH B CTapyecka Bb3PACT HE C€ Hanara Kopekuus Ha ao3ara (Bx. Touka 5.2).

bvbpevno yapescoane
[Mpn nauueHTH ¢ 6x0peuHo yBpekaaHe He € HeoDX0aHMa KOPEKLMA Ha A03aTa (BXK. TO4YKa 3.2).

Yeprodpobro yepescoane

Tuxarpenop He e NpoyyBaH NpHA NAUHEHTH ¢ TEXKO YepHOAPOOHO yBpeKAaHe H MOPAaH TOBA,
ynotpebarta My OT Te3u NMaUMEHTH € NPOTHBONOKa3aHa (BX. To4ka 4.3). iMa caMo orpaHuueHa
nHdopMaLMi NPH NIAUKUEHTH C YMEPEHO YepHOAPOOHO yBpexaaHe. KopurupaHe Ha n03aTa He ce
MpenopbL4Ba, HO THKarpenop Tpabsa Aa ce H3NON3Ba C NOBHILIEHO BHUMaHHE (BX. TOukH 4.4 U 5.2).
[Tpu nauueHTH ¢ JIEKO 4epHOAPOOHO yBpexKaaHe He € HeoOXoauMa KopeKUHs Ha 103aTa (BkK. TOUKa

3.2).

[Teouampuuna nonynayus
be3zonacHocTTa B €UKACHOCTTA Ha THKArpeaop npH Aela Ha Bp3pacT 1104 18 roaHHH He € ycTaHOBEHaA.
Hsma cboTBeTHa ynotpeda Ha THKarpenop npH Aeua ¢bC ChpnoBUAHOKAETHYHA O0JeCT (BXK. TOYKH 5.1 H

5.2).

HayMH Ha NPUNONKEHHE

3a nepoOpaHO NPHIOKEHHE.

OpebpUTOH MOXeE Aa ce npHeMa CbC WK De3 xpaHa.

[Ipn mauMeHTHTE, KOMTO HE MOTAT Za nperabuiar uana(uenu) rabnerxa(u), rabnerkure morar ja 6naar
CTPUTH Ha QHH npax, Aa ce CMECAT C MOJOBHH Yalla BOAA Y Jia Ce M3MHAT BeaHara. Yamara Tpabsa na ce
H3MJIAKHE C OlLe MONOBKH Yalilla BOAA H ChABPXKHMMOTO Ja ce nanue. CmecTa MOXe 1a CE NMpUara cbIuo u
ype3 Hazo-racrpanHa covga (CH8 unn no-rongma). BaxxHo € Hazo-racTpanHara coOHAa Aa Ce MPOMHE ¢
BOJA C/IEA MPHIOXKEHHUETO HA CMECTA.

4.3 IIporABONOKA3ARHSA

* CBpPbX4YYBCTBHTEAHOCT KbM @KTHBHOTO BELUECTBO HIIH KbM HAKOE OT ITOMOLUHHUTE BELIECTBA,
H30poeHH B Touka 6.1 (BX. Touka 4.8).

*  AKTHBHO NAaTOJOTHYHO KbpPBEHE.

 AnxaMHe3a 3a UHTpaKpaHHalHa XeMoparus (Bx. Toyka 4.8).

¢ Texko yepHOAPOOHO yBpexkAaHe (BXK. TOUKH 4.2, 4.4 1 5.2).




*  CBBMECTHOTO NPWJIOKEHHE Ha THKArpenop ¢ MoliHi uHxudbuTopu Ha CYP3 A4 (Hanp.
KeTOKOHa30J1, KJIapUTPOMHLMH, Hea3oa0H, pUTOHABHP M aTa3aHABHP), Thil KATO MOXE Ja AOBEIE
10 3HAYHTETHO MOBHILEHHE HA eKCITO3KIIHATA Ha TUKArpeaop (Bx. Touka 4.5).

4.4 CoenHaJHH NpeaynpekicHHS H NPEANAZHE MEPKH Npu ynoTpeba

PHCK OT KbpBEHE

[IpHn0OXEeHHETO HA THKArpeaop NPy NALKHEHTU C H3BECTEH NOBHIIEH PHCK OT KbpBeHe TpsdBa aa ce

NpeLeHH CnpaMo MoJ3aTa 10 OTHOWICHHE HAa MPEANA3BAHETO OT aTepoTPOMOOTHYHH HHUHACHTH (BX.

To4YKH 4.8 # 5.1). AKO e KNHHHYHO NOKa3aH, THKArpejaop TpadBa na ce npunara ¢ NOBHIICHO BHHMAaHNe

NPH CAEAHHTE TPYNH NALHEHTH:

* [lauueHTHTE CbC CKIOHHOCT KbM KbPBEHE (Hanp. nopagyd CKOpOlIHA TpaBMa, onepauus,

HApPYLIEHHA B KPbBOCHCHPBAHETO, AKTHBEH HIIH CKOPOLLEH CTOMAINHO-YpEBEeH KPHbBOU3HNB) HIIH
Te3H KOMTO €a ¢ MOBHILIEH PHCK OT TpaBMa. [IpUNOKEHHETO Ha THKArpeop € NPoTHBONOKA3aHO
NPH NAUHEeHTH ¢ aKTHBHO NaTONOTHYHO KbPBCHE, MPH TAKMBA ¢ aHAMHE3a 33 HHTPpaKpaHHalHa
X€MOparus U NpH NatueHTH ¢ TeXKO YepHOAPOOHO yBpexaaHe (BK. Touka 4.3).

* [launeHTH, NpHeMally €IHOBPEMEHHO JICKAPCTBEHH NMPOAYKTH, KOUTO MOraT Aa NOBUILIAT PUCKA OT
KbpBeHe (Hanp. HECTEPOUIHH NpoTHROBB3nANUTENHHU cpeacTsa (HCIIBC), nepopannu
AHTHKOArynauTH Wunu GUOpHHONUTHULIM) B pAMKHTE Ha 24 yaca OT NpHEMa HA THKArpenop.

B nBe paHaoMnu3upaHn KoHTponnpany npoyysanus {(TICO u TWILIGHT) npu nauuenTu ¢ OKC,
konTO ca npeMuHani PCl npouenypa ¢ MEAMKaMEHT-H3ABYBALL CTEHT CE BHXKAA, Y€ NPEKbCBAHETO Ha
ASA cnen 3 mecela 4BOMiHA aHTHAarperaHTHa Tepanus ¢ Tukarpenop 1 ASA (dual antiplatelet therapy
with ticagrelor and ASA, DAPT), n npogbmkaBase ¢ THKarpeaop, Kato ¢AHHHYHA aHTHArperaHTHa
Tepanud (single antiplatelet therapy, SAPT) 3a 9 u 12 meceua, pecnexTuBHO BOAH A0 HAMANABAHE HA
pPHCKa OT KbpPBEHE H He € HaONI0aBaHO NOBHILABAHE HA PHCKA OT CEPHO3HH HEXENAHH
crpaeyHOCHA0BH cpOUTHS (MACE) B cpaBHeHne ¢ npoabiaxasaHe Ha DAPT. Pemenuero 3a
MpeyCTaHOBABAHE Ha ASA cnex 3 MeceLla H NPOABKCHHUE ¢ THKArpeIop, KaTo €AMHHYHA
aHTHarperaHTHa Tepanus 3a 9 Mecela Npy NALWEHTH ¢ NOBHILEH PUCK OT KbPBEHE, TPAOBa Ja ce
OCHOBaBa HA KJIMHUYHA MPELIEHKA, KATO C€ MMa MPeBH PUCKBT OT KbPBEHE CIIPAMO PHCKA OT
TPOMOOTUYHHA CBOUTUSA (BXK. TOHUKA 4.2).

Tpancdy3usaTa Ha TpOMOOLMTHA Maca He 00pbila aHTUTPOMOOTHYHHS e)eKT Ha THKArpesiop NpH 3ApaBH
A0OPOBOJIH H € MAJIKO BEpOATHO Aa HMa KJIWHHYHA NMOJ13a NpH NAallHEHTH C KbpBeHe. [lonexe
eJHOBPEMEHHOTO MPHIMKEHHE Ha THKArpeJop ¢ Ae3MOIIPECHH HE CKbCABa BPEMETO HA KbPBEHE,
BEPOATHO JE3MOMNpPEcHH HAMa aa 6bae edukaceH 3a OBlafABaAHE HA KPBBOUZIUB (BXK. TOUKA 4.5).

AHTHOHOPHHOMUTRYHOTO NedeHHEe (AMHHOKANPOHOBA HIIH TPAHEKCAMOBA KHCENIHHA) /KUK TEPANUATA ¢
pexoMOuHaHTeH dakTop Vila Morat aa yCKOpAT KPbBOCHCHPBAHETO. [IpHEeMBT Ha THKArpenop Moxe Aa
¢c¢ Bb30OHOBHU CleJ KaTo MPHYUHATA 33 KBPBEHETO € OTKPUTA H TO € OBIaASHO.

OnepalliH

[TaunenTtHTe TpabBa Aa OBbAAT MOCHBETBAHH Aa HHQOPMHPAT JIEKapPUTE K CTOMATONO3HUTE CH, M€ MPHEMAT
THKarpenop, nNpean aa uM Obje Ha3zHayeHa HAKAKBA XHPYPruyHa HHTEPBEHLMS U IIPpeaH Ja 3anoyHar ja
NpHUeMaT HOB JIEKAPCTBEH MPOLYKT.




[Tpn nauuenture o1 npoy4saneto PLATO ¢ HanpaeeH xopoHapHo-apTepHanen Oaiinac (KAbD), npu
THKarpeaop c¢ HabaraaBa NoOBe4YE KbPBEHE OTKOJKOTO NPH KNONKUAOrPeN, KOraTo € CripsH 1 AeH npeau
onepaius, Ho CX0JHa YeCTOTa Ha 3HAUKTENHO KbPBEHE, B CPABHEHHE C KJIONMUAOIPE, Clie] CNUpaHe Ha
neyeHHeTo 2 KK nosevde AHH Nnpenu onepauus (Bx. ToUka 4.8). AKO NALUHEHTLT NOANECHKH Ha NJaHOBa
onepayds H aHTHArperaHTHUAT eQeKT € HEXENaH, THKarpeaop Tpabea aa ce cnipe S AHHU npean
XHpypruvHara HHTepBeHLIuA (BX. Tovka 3.1).

[lalMeHTH ¢ NpeJluecTRall] HCXEMHYECH UHCYIT
[Taunentn ¢ OKC ¢ npeawecTBan HCXEMHYEH HHCYAT MOraT Aa ObAaT TEKyBaHH C THKArpesop B

npoAbNKeHne Hali-mHoro 1o 12 Meceua (npoyusane PLATO),

B PEGASUS nauneHTH ¢ aHamHe3a 3a MY ¢ npeamiecTBall HCXeMHYEH HHCYAT HE €a BKIOMBAHM.
[Mopanu TOBa, IPH NHIICA HA JAHHH, JIEYEHHE NOBEUYE OT €/[HA FOIMHA HE CE MPENOPHYBRA NMPU TE3Y
NAalUEHTH.

YepHoapoOHO yBpexknaHe

Ynotpebata Ha TUKArpenop € NpoTHRONOKAa3aHa PH NALMEHTH C TeXKO YepHOApoOHO YBpeXkaAaHe (BX.
Toukd 4.2 u 4.3). Uma orpanvyeH OnNMT C THKArpeiop NpH NaLHEeHTH ¢ YMEPEHO 4YepHOoApoOHO
YBpEKaHe, Nopajay TOBa NPH TE3X MAlUEHTH ce MpenopbuBa MOBHINEHO BHUMaHUE (BXK. TOukH 4.2 n

5.2).

PuckoBH 3a pa3BuTHE Ha Dpaguxapaus NaUUEHTH

Xontep EKI" MOHHTOpHpaHe NoKa3Ba MOBHLICHA YE€CTOTa NPEAYMHO Ha aCHMINITOMHH BEeHTPUKYNApHH
nay3H No BpeME Ha JIeYeHHe C THKArpenop B CpaBHEHHE ¢ knonuaorpein. [1auneHTUTe ¢ MoBHIlIEH PHCK OT
pa3BHTHE Ha Opajgukapaud (Hanp. NaLMEHTH CbC CHHAPOM HA DONHHMS CHHYCOB Bb3en 0e3 nelficMelikbp,
AV-0nok Il uan Il cTenen, uny TakuBa ChC CBbP3aHH ¢ OpaauKapays CHHKOIH) Ca H3KIIOYEHH OT
OCHOBHHTE NPOYYBAHHUA 3a OLIEHKA Ha De30nacHOCTTa H epHKaCHOCTTa Ha THKarpenop. CreaoBaTenHo,
opajau OrpaHHUYCHUS KIHHHUYEH ONUT, THKarpenop Tpabea 1a ce H3NMOoN3Ba ¢ MOBHILIEHO BHUMAHHE TNPH
T€3H NMalMeHTH (BXK. Touka 5.1).

OcBeH TOBa, THKarpejop TpaOBa Ja ce npujara ¢ NOBHILIEHO BHUMAHHE €JHOBPEMEHHO € JIEKAPCTBEHU
NMPOAYKTH, 33 KOHTO € H3BECTHO, Ye HHAYLuHpaT Opaaukapaud. B npoyusanero PLATO, obave, He ce
HaOaloAaBaT A0KA3aTENCTBA 3a KIHHHYHO 3HAYHMH HEXENaHH peakliuH clel eHOBPEMEHHO
NPUIIOKEHHE C SHH HIH NOBEYUE JCKAPCTBEHH NMPOAYKTH, 33 KOUTO € H3BECTHO, Y€ HHAYUMpPAT
Opanukapana (Hanp. 96 % Gera-6nokepH, 33 % OGrokepH Ha KANUKEBHTE KaHANH AUJITHA3EM H
BepanaMui, H 4 % AUrokcHH) (B%XK. To4Ka 4.5).

1o BpeMe Ha xonTeposoro noanpoyusate B PLATO, noBeye naiueHTy ca HManK BEHTPUKYIapHH Nay 3y
> 3 CeKYHAH C THKArpenop, 0TKOJKOTO ¢ KNONMAOIpeN, No BpeMe Ha octpara ¢asa Ha texuua OKC.
YBenuHeHHETO Ha YCTAHOBEHHTE ¢ XOATEP BEHTPHKYJIAPHH Nay3H ¢ THKarpeaop € OWno noBUCcoOKO NpH
NauHEHTH ¢ XpOHUYHA cbhpaeuHa HegocTaTb4yHOCT (XCH), 0TKOMKOTO B LIANIOCTHATA H3CeABaHa
norrynains 1o Bpeme Ha ocrpara ¢asza Ha OKC, HO He U Ha NBPBHA Mecell Ha JICYEHHETO C THKArpenop
HWAK B CPaBHEHHE ¢ Konuaorpen. B Tazu nonynauug NaluueHTH He € UMaNo HHKaKBH CTPAaHHYHH
KIWHHYHH NOCIEACTBHUS, CBbP3aHHU C TO3H AKcOanaHc (BKIIOYHTENIHO CUHKON WM NOCTaBAHE Ha
neficMeiikbp) (Bxk. Touka 5.1).

B nocTMapkeTHHIOBHA NEPHOA NPH NALKEHTH, IPHEMALIH THKATpenop, ce ¢cpodulaea 3a cub
OpaanapuT™Mua b AV-6nok (BX. Touka 4.8), npeanmuo npy nauuentd ¢ OKC, npu xouTto




HCXEMHH H CBITLTCTBALLO NTPHIAraHATe IEKAPCTBA, KOMTO HaMaNaBaT CbpAe4HAaTa YeCToTa HIIH
3acAraT CbpAeYHaTa NPOBOAMMOCT CE ABABAT NOTEHIMANHY CMYy1LaBawnu dakTopH. KnnHudHoTO
ChCTOSIHHE HA NAllKEHTA H ChN'BTCTBALLO MPHJIaraHMTE IeKapCcTBa TpAOBa Aa 6bAaT pasriexaHy KaTo
NOTEHIHANHY IPHYHHH 33 Te3H CbCTOAHHA, NPEAH 12 CE KOPHIHPa JICUCHHETO.

EHCHHeH

NucrniHes ce cboOllaBa NMpH NaLHEHTHTE, NEKYBaHHU ¢ THKarpenop. JlucnHeata oOMKHOBEHO € 1IeKa A0
yMepeHa N0 HHTEH3UTET H YeCTO OT3BYy4ana Oe3 HeoOX0AUMOCT OT NpEKhCBAHE Ha nedyeHueTo. [1pu
NalUEHTHTE C aCTMA/XpOoHHYHA 0OCTpYKTHBHA Oenoapobra bonect (XObb) Moe 1a HMa NOBUILIEH
abCoOJMIIOTEH PHCK OT Bb3HHKBaHE HA AHCNHEA C THKarpenop. Tukarpenop TpaOBa aa ce H3NO0J3Ba C
MOBHILEHO BHHMAaHHWE NPH NalUeHTH ¢ aHaMHe3a 3a acTMa H/man XObb. MexaHu3MbT BCe olle He e
H3ACHEH. AKO NalHEHTHT ¢hOOIIY 32 HOBORB3IHUKHANA, NMPOABLHKUTENHA UIIH BIIOLISHA AUCTTHEA, TOBA
TpaOBa Ja ce H3cneaBa LAJOCTHO H aK0 He Ce TOJIepHpa, IEYEHUETO ¢ THKarpenop tpadea Ja ce crnpe. 3a
AOMbJHUTENHA HHOpMaLiUs BHXKTE TO4Ka 4.8,

LleHTpanHa ChHHA anHes

B nocTMapkeTHHIoBHS NEPHOA NPH NAaLMEHTH, MPHEMalllH THKArpenop, ce ¢bollLilapa 3a LEHTpaNHA
CbHHa anHed, BKMOYHTEIHo aumane Ha Cheyne-Stokes. Ilpu ceMHEHHE 3a UCHTpalIHA ChHHA AlHeA,
TpaOBa fa ce OOMHCIH JOMMBAHUTENHA KIIHHHYHA OLIEHKA,

[TopHLIaBAHE HA KPDEATHHHHA

Hupara Ha KpeaTHHHHA MOTaT Ja ce NIOBHLIAT MO BpeMe Ha JICYeHUETO ¢ THKarpenop. MexaHu3sMbT Bce
ole He € H3acHeH. brOpeynaTta pynkuua Tpabsa na ce npoBepsBa CbrIacHO CTaHAapTHaTa MeJHLIHHCKA
npaktHKa. {Ipu nauneHTH ¢ OKC ce npenopbuBa cbi10 Aa ce npoBepH OpOpeuHaTa pyHKLUMA eaHH Mecell
C/€ll 3aNI0YBaHE HA JIEYEHHETO ¢ TUKATPENop, KaTto ce ofpbilta 0coBEHO BHUMAHNE HA MALMEHTH = 75
FOAHHH, MALUHEHTH C YMEpeHa/TexKa 0p0peyHa HEAOCTATHYHOCT ¥ TAKHBA, KOUTO NOJTYy4HaBaT
CbMBbTCTRALLA TEpANHA C aHFHOTEeH3HK-peuenTopHu Onokepu (APD).

YBelH4YaBaHe HA MUKOYHATA KHCEJIHHA

XHnepypuKeMHus MOXE /1a Bb3HHKHE N0 BpEMe Ha JievMeHHe ¢ Tukarpenop (8x. touka 4.8). Tpabea aa ce
BHMMaBa NpH NAalMCHTH ¢ AHAMHE3a 3a XHIIEPYPHKEMHA KK noaarpo3eH apTpuT. Kato npeanasna Mapka
He Ce HachpuaBa ynorpedaTa Ha THKarpesop Npy NalyHeHTH ¢ YpeMHYHa HedponaTus,

Tpomboruusa TpoMbourTonennyna nypnypa (TTII)

TpomborryHa TpoMbouuTonennyna nypnypa (TTIT) ce crobimapa MHOTO pAAKO NpH ynoTpeda Ha
THKArpesaop. XapakTepu3Hpa ce ¢ TPOMOOLHTONECHHS H MUKPOAHTHOTIATHYHA XEMOJTUTHYHA aHEMHUA,
CBBbp3aHa ¢ HEBPOJIOTHYHH HaxoAKH, Ob0OpeyHa qucPyHKUUg nH BUcoka TeMnepatypa. TTT1 e
NOTEHLHANHO JIETANHO CLCTOAHUE, H3HCKBALLO Obp30 Neyenne, BIIIOYHTENHO a3Madepesa.

[loBJHABAHE HA TECTOBETE 33 TPOMOOLHTHA QYHKIHMA NPH AHATHOCTULHPAHE Ha XeNapHHUHAYLHPaHa
TpoMOounToncHus (XHUT)

[Ipu TecTa 3a XenapHH-HHAYLHpaHa akTHBalLHA Ha TpoMbouuTuTe (XHUTA), H3non3saH 3a
auartoctiunpade Ha XHUT, anth-TpombounTer dakTop 4/XenapHn anTHTeNara B cepyma Ha NalHeHTa
aKTHBHPAT TPOMOOILIHTHTE Ha 3APABH AOHOPH B NPHCHLCTBHETO HA XEMapHH.

DamurBo oTpHUATENHH pe3yaTaTH 338 XHUT npu tecT 3a TpoMboMTHA PyHKLMS (KOETO BKJIIFOYBA, HO
MOX€E a He ce orpaHuyasa 4o Tect 3a XUTA) ce cbobulaBat npy naiueHTH, NpHeMalii TH
Tosa e ¢cBbp3aHO ¢ HHXKHOKHpaHe Ha P2Y 1;-peuenTtopa BbpXY TPOMOOLHTHTE HA 3IPaBHTE




THKArpenop B cepyMa/niazmMara Ha naluueHTa npH tecra. MadopMauns 3a ConbTCTRALIA TEpAii C
TUKArpenop ce H3UCKBa, KOraTo ce pa34uTaT TECTOBETE 3a TPOMOOLUTHATA YHKIUA PH
nuarnoctuupase na XMT.

[1px nauneHTH, KOUTO ca pa3Bunu XUT, cboTHOMIEHHETO 1013a-PHCK OT NPOABLIKHTENHO JIEYEHHE C
THKarpenop TpabBa na ce OLiEHH, KaTo ¢¢ B3eMaT npeasua v npotpoMboTHuHua cratyc Ha XHUT u
MOBHLUEHHS PHCK OT KEPBEHE NPH CHI'BTCTBALLA TEPANUd ¢ aHTHKOArylaHT U THKarpenop.

HE! H

Ha 6a3a na Habmopnasanata B PLATO Bpb3ka Mexay noaabpxkamara no3a ACK ¥ oTHocHTenHara
eHKAaCHOCT HA THKArpeJop B CPABHECHHKE C KJIOMHAOrpe, He ce NpenopbyBa €AHOBPEMEHHOTO
NPHIOKEHHE HA THKArpenop U BUcOka nojaspxkaina ao3a ACK (> 300 mg) (Bx. Touka 5.1).

PaHHO npeycTaHOBABaHE

PaHHOTO ciypaHe Ha KOATO M Aa € aHTHarperaHTHa Tepamnus, BKIOYHTENHO U ¢ THKArpenop, Moxe aa
JOBe€ A0 NOBUIIABAHE HA PHCKa OT ¢bpaeuHO-CbAoBA (CC) cMbpT, MU HAM HHCYNT BCeACTBHE Ha
noajnexainoTto 3abonsaBade Ha nanHeHTta. CnenoBaTenHo, TpaOBa Aa ce W30ArBa npexaeBpeMeHHO
CMHpAaHE HA TEpanKsATA.

TIoMOIIIHY BellleCTBa
Topa nexapcTBO cbAbPKa Mo-Manko oT 1 mmol Hatpu# (23 mg) Ha TabneTka, TOECT HA NPAKTHKA HE
CbOBbPKA HATPHH.

4.5 BianmoaeilicTBHe ¢ IPYTH JeKADCTBEHH NPOAYKTH H APYrR GOpMH Ha B3aEMoaeHcTBHe

Tukarpenop e npeau Bcuvko cydctpat sa CYP3 A4 u cnab nuxudburop Ha CYP3A4. Tukarpenop e cbuio
cyocrpart Ha P-rnukonporenHa (P-gp) u cnab nuxuburop Ha P-gp 1 Moxe Z1a NOBHIIHM €KCMO3HIMATA Ha
cyOcTpath Ha P-gp. Tukarpenop € HHXHOHTOp Ha NPOTEHHA HA PE3UCTEHTHOCT HA PaK Ha I'bp/iaTa
(BCRP).

Edexry Ha 1eKapCTBEHU U APYIH NPOIYKTH BLPXY THKATPENOp

Huxubumopu na CYP3A4

Mowrnu unxubumopu na CYP3A4 — ¢ AHOBPEMEHHOTO NIPHAOKEHHUE HA KETOKOHA30J1 ¢ THKArpenop
BOAH J0 noBUIIABAHE HA Cmax U AUC Ha THKArpenop, cs0TBeTHO 2,4 mbTH M 7,3 MbTH. Crax 1 AUC
Ha aKTHBHHA MeTabONHT Ce MOHHHKABAT, CbOTBETHO ¢ 89 % U 56 %. Ouakea ce H ApYry¥ MOILLHA
uuxuburopn Ha CYP3 A4 (knapuTpoMuUuH, Heda30/10H, PATOHABHP H aTa3aHABHP) Aa UMaT
CXOAHH e(deKTH, H NOPaJii Ta3u NPHUKNHA, CHITLTCTBAILOTO NpunoxkeHne Ha Moty CYP3A4
HHXHOHTOPH ¢ THKArpenop € NpOTHBONOKAa3HO (BX. ToUKa 4.3).

Vmepenu unxubumopu na CYP3A4 — eAHOBPEMEHHOTO NIPHIOKECHUAE HA AUITHA3EM C THKArpesIop
noBHiaBa Cmax Ha THKArpenop ¢ 69 %, a AUC - 10 2,7 mbTH ¥ noHN*kaBa Cusx Ha aKTUBHUA
MeTaboHT ¢ 38 %, nokaro AUC ocrasa HempomeHneHa. TUkarpenop He 0Ka3pa BIHAHHE BbPXY
nJa3MeHaTa KOHLEHTpauus Ha AunTuaieM. Ovaksa ce Apyrute yMepenun unxuburopn Ha CYP3 A4

(Harip. aMNpeHaBHp, aNPEenUTaHT, CPUTPOMHLIMH H (PAYKOHA30/) 1a HMAT CXOJeH eeKT H ChIIO Ja
MOTrarT 3 C€ NpUJaraT €AHOBPEMEHHO C TUKArpenop.

 Halmojgaeana € 2 NbTH YBeJHYEHA €KCMO3KLIHA Ha THKArpeop cjle KOHCYMAaLHg Ha roNneMH

OYakBa Ja ObJe KIHHHYHO 3HAYMMa 33 MOBEYETO Mail{MEHTH.




Huoyxkmopu na CYP3A

EnHoBpeMEHHOTO NPUIOKEHHE HA puPaMNULIHH H THKArpenop BOAH A0 NMOHU¥KABAHE HA Cuax H AUC Ha
THKarpenop cbOTBETHO CbC 73 % 1 86 %. Crax Ha axkTHBHUS MeTabonuT HE ce npomens, a AUC ce
MOHHXKAaBa ChOTBETHO € 46 %. Ouaksa ce apyrute uHaykropk Ha CYP3A (Hanp. deHnTouR,
xkapbamazennH ¥ deHobapburan) cblLo Aa NOHIDKABAT €KCMO3HUMATA HA THKArpenop.

EnHOBpeMEHHOTO MPHUNOXKEHHE Ha THKArpenop ¢ MOLIHN HHAYKTOpH Ha CYP3 A moxe na noHuxu
eKCNO3HLHATA i e(PUKACHOCTTa HAa TUKArpenop, U Nopaju Tasu IIPHYHHA HE C€ HAChpYABa TAXHOTO
CBITBTCTBALLO NMPHIIOKEHHE C THKATPEI0p.

Luxnocnopun (unxubumop na P-gp u CYP34)
EnnoBpeMEHHOTO NpHJOXeHHe Ha uknocnopu (600 mg) ¢ THKarpenop BoAH A0 NOBHLIABAHE HA Cppax H

AUC Ha Tukarpenop ¢croTBeTHO 2,3 mbTH K 2,8 mbTH. [IpH HanuumeTo Ha uuknocnopuH, AUC Ha
aKTHBHHUA MeTabonut ce nopuiana ¢ 32 %, a Cmax ce NMOHWKaBa ¢ 15 %.

HsmMa HanM4HHA AaHHH 32 €AHOBPEMEHHATA yroTpeba Ha THKarpenop ¢ ApyrH akTHBHU BelllECTBA, KOUTO
CBILO ¢a MowHU MHXHOuTOPH Ha P-gp u yMepenn HHxubuTopn Ha CYP3 A4 (Hanp. sepanaMun,
XWHHIHH), KOHTO CHIIO MOTAT /1a MOBHILIAT eKCNO3HLMATA HA THKarpeaop. AKo KoMOUHalLHATa HE MOXKeE
na obae n3bernara, TAXHOTO €IHOBPEMEHHO NpHNOKeHHE TPAOBA 1a ce H3BbPLUBA C MOBUILIEHO
BHUMAaHHE.

lpyau

Knunnunnute npoydusanus 3a ¢apMakoNOriyHH B3auMo/ieiCTBHS NOKa3BaT, Y€ eAHOBPEMEHHOTO
MPUJICKEHHE HA THKArpesnop ¢ xenapiH, eHokcanapni H ACK HiH ge3aMonpecHH He oka3BaT
Bb3/IelicTBHE BbPXY (hapMaKOKHHETHKATA HA THUKArpeJaop WIH aKTHBHHA My MeTabOJIHT, HNH BbPXY
AJld-nuayunpaHaTta TpoMOGoLIMTHA arperalya, B CpaBHEHHE ¢ TUKArpenop, NPHIOKeH CaMOCTOATEIHO.
AKO € KITHHHYHO NOKAa3aHo, JIeKapCTBeHH NPOAYKTH, KOUTO U3MEHAT XeMocTa3ara, TpAOBa Ja ce

M3N03BaT ¢ NOBHILUEHO BHHMaHKE B KOMOUHaNKA C THKAIrpenop.

HabnionaBaHa e 3abaBeHa 1 NOHHKEHA €KCNO3KHLHA HA TepopaiHH HHXHOuTOpH Ha P2Y |2, BKIIOMHTENHO
THKArpenop # Heropus aktueeH Metabonut npy naugenTH ¢ OKC nekysasu ¢ MmopdpuH (35%
MOHHXaBaHe Ha €KCNO3HIMATA HA THKarpenop). ToBa B3anMoaelicTBHE MOXKE a € CBbP3aHO C HaMaJleH
CTOMALIHO-4YPeBEH MOTHINTET H J1a C€ OTHACH 33 ApYTH oMHoHAH. KITHHAYHOTO 3Ha4€HHE € HEH3BECTHO,
HO AAHHHTE NOKA3BaT NOTEHI{HA 3a HaMalleHa e(pHKACHOCT Ha THKarpenop npy NamueHTy ¢
eHOBPEMEHHO NMpUnokenue Ha Tukarpenop U MopduH. [1pu nauuerTs ¢ OKC, npyd KOMTO MOPOHHDBT He
MOXe Aa Obae crpaH U O6bp30TO HHXHOUpane Ha P2Y 12 € OT ChINECTBEHO 3HAYEHHE, MOXE 1A ce OOMHCIH
ynoTtpeba Ha napenrepancH uHxubuTOop Ha P2Y ..

EdekT# Ha THKArpeaop BbpXy APYTH JIEKAPCTBEHHU NPONYKTH

Jlexapcmeenu npodyxmu, koumo ce memaboausupam om CYP3A4

»  Cumsacmamur — eJHOBPEMEHHOTO TIPHJIOXKEHHE Ha THKATPEJIOP ¢bC CHMBACTAaTHH BOJAM A0
nopuLlaBsaHe HA Cunax M AUC Ha cuMmBacTaTHH ¢choTBeTHO ¢ 81 % u 56 %, KakTo ¥ Ha NOBUALIABAHE
Ha Cmax H AUC Ha cHMBacTaTHHOBATA KHceNIHHA ChoTBeTHO ¢ 64 % u 52 %, KaTO B OTAEHHH
CJIY4YaH Ce N0CTUra 2- A0 3-KpaTHO NOBHINABaHe. EAHOBPEMEHHOTO NPHIOKEHHE HA THKArPenop H
CHMBACTATHH B 1034, HajaBHIuaBaula 40 mg aHeBHO, MOXKE Aa JO0BEAE A0 HEXKETAHH PEAKLIHH Ha
CHMBACTaTHH U TpAOBa aa ce npeueHH CAPAMO NMOTeHUHaNHUTe Noa3H. CHMBAcTaTHH He OK




edexT BbpXy nosacTaTul. He ce npenoppuBa eAHOBpeMEHHaTa ynoTpeda Ha THKarpenop cec
CHMBACTATHH MJIH JIOBACTATHH B AO3M, HaABHIUapaily 40 mg.

*«  Amopsacmamun — €AHOBPEMEHHOTO NPHJIOKEHHE HA aTOPBACTATHH H THKAIPEJIOP BOJH 110
nopruiaBaHe Ha Cuax H AUC Ha aTOpBacTaTHHOBATa KHCENHHA ChOTBETHO ¢ 23 % u 36 %. CxoaHo
noeuiaeaie Ha AUC n Cpax € HAONI0AaBaHO NPH BCHYKH MeTabONMTH Ha aTOpBAacTaTUHOBATA
KucenHHa. Te3n NOBUIICHH CTORHOCTH He C€ CHYMTAT 3a KNHHUYHO 3HAYHMH.

* He Moxe na ce n3kmoun nogodeH eeKkT ¥ BbpXYy ApYTrH CTaTHHH, MeTabonu3upann ot CYP3A4.
[Tlauuentute B npoyuBaHero PLATO, kouTO ca nonyyaBasiid THKarpesaop, ca NpUeMalii pasiiyHH
cTaTMHH 6e3 chrobpakeHue Mo OTHOLIEHHE Ha De30nacHoCTTa Ha cTaTHHA ITpH 93 % o1 KoXopTaTa
Ha PLATO, xoaT0 ¢ npueMana te3y 1exapcTBeHH NPOAYKTH.

Tuxarpenop € cnad nHxubdbnTop Ha CYP3A4. EnHoBpeMeHHOTO NPUAOKEHHUE HA THKAIPENOP CbC
cyOocTpaTy Ha CYP3A4 ¢ Teced TepaneBTHYEH MHAEKC (HAND. NU3aNpH] HIH eproalkanoniy) He ce
Npenopbusa, Thil KATO THKArPEAOP MOXE 1A NOBHILIH €KCNO3HLIMATA Ha Te3H JIEKapCTBEHH MTPOAYKTH.

P-gp cybcmpamu_(8Kniouumenno OUSOKCUH, YUKIOCNOPUM)

EnHoBpeMEHHOTO BPHIOKEHHE ¢ THKArPENnop BoAH A0 noBHlaBaHe Ha Cpgx B AUC ra AMroxCHH
¢bOTBETHO CbC 75 % u 28 %. Cpeanure Hali-HMCKH HUBA HAa JUIOKCHH ce noBuwasaTt ¢ oxono 30 % npu
e AHOBPEMEHHO NMPWIOKEHHE C THKArpenop, KaTo B HIKOH OTACITHH CY4aHu C€ OTYHTAT MAKCHMYM
JABYKPAaTHH NMOBHUIaBaHHA. B npucbheTraueTo Ha ANTOKCHH Comax U AUC Ha THKArpenop U axTUBHHUA MY
MeTaboNUT He ce noBaHABar. CneaoBaresiHo, NPy €AHOBPEMEHHO NPHIOKEHHE HA THKarpesop ¢ P-gp-
3aBUCHMH JIEKAPCTBEHH MTPOAYKTH ¢ MaJTbK T€paleBTHUER HHAEKC KaTO AUTOKCHH, Ce Npenopb4Ba
NOAXOAALL KIIHHHYEH WHIH nabopaTopeH KOHTPON.

Tukarpenop He 0ka3Ba BIUAHHUE BbPXY KOHLIEHTPALIUATA HA UMKNOCTOPHH B KpbBTa. EQekThT Ha
TUKArpenop Bepxy Apyru cybctpartu Ha P-gp He e npoyuBaH.

Jexapcmeenu npodykmu, koumo ce memabopuzupam om CYP2C9

EAHOBPEMEHHOTO NPUNIOXKEHHE HA THKArpenop ¢ TondyTaMuAa He BOAY 10 NPOMAHA HA 1a3MeHHTE
KOHLEHTpaltHH Ha KONTO M Aa e OT ABaTa ITPOAYKTa, KOeTO Npeanonara, 4e THKarpeaop He € HHXubuTop
Ha CYP2C9 u e Manko BeposTHO aa noBavssa Meauupanna ot CYP2C9 MerabonusnM Ha NekapcTBeHH
NpoAyKTH KaTo BapgapHH U TonbyTamua.

Pozysacmamun (BCRP cybcmpam)

Joka3aHo e, Ye THKArpeJaop MOBHLIABA KOHLUEHTPALHKMTE Ha PO3YBAacTaTHH, KOETO MOXeE Aa N0BeAe A0
MOBHILUEH PHCK OT MHONATHA, BKIIIOYHTENHO pabaoMuonuia. Tpabea aa ce oOMHUCaT nonaurte oT
NpeBSHUMATA Ha TONIEMH HeXelaHH ChPACYHO-CBAOBH ChONTHA ype3 ynoTpebaTa Ha po3yBacTaTHH
COPAMO PHCKOBETE OT NOBHULUEHH NJIa3MeHU KOHUSHTPALHH Ha PO3YBACTATHH.

[lepopannu xonmpayenmugu

EAHOBpPEMEHHOTO NPHUIIOKEHHE HAa THKArpeaop ¢ JEBOHOPrecTPeN U €THHUA €CTPaRnoi BOAH A0
MOBHILABAHE HA CKCITO3UUHATA KbM €THHUI ecTpanuon ¢ npubansutento 20 %, HO He noBNHABa
(papMaKkOKHHETHKATA Ha JIeBOHOprecTpen. [lpu eAHOBPEMEHHO NPHIOKEHHE HA JICBOHOPrecTpen U
€THHMI €CTPAJHOJ C THKAIPENOP He Ce OMaKBa KIHHHYHO 3HAYUM e(ekT BbpXYy ehHKACHOCTTA Ha
NepoOpANHUA KOHTpalenTus.




Jlexapcmeenu npodykmiu, 3a KOUmMo € U38ECMHO, ¥e uHoyyupam bpaouxapous

[Topanu HabmoaaBaHe Ha IPeANMHO ACHMINTOMHH BEHTPHKYJIAPHH Nay3H U OpajukapAHs ce H3HCKBA
NOBHIIEHO BHUMAHKE, KOraTo THKArpenop ce nphjara eJHOBPEMEHHO € JIEKapCTBeHH NPOIYKTH, 3a
KOHTO € H3BECTHO, e HHAYLHpaT Opaaukapans (Bx. Touka 4.4). B npoyusanero PLATO, obaue, He ce
HabnmopaBaT KoKa3aTencTBa 3a KIHHHYHO 3HAYHMH HEXKEIaHH PEakLMH Ce €IHOBPEMEHHO
NpHJIOKEHHE C eIHH UK MOBEYE IEKaPCTBEHHU MPOAYKTH, 3a KOMUTO € U3BECTHO, Y€ HHAYLIHPAT
Opanuxapaus (Hanp. 96 % 6era-bnokepu, 33 % Onokepy Ha KaNUHEBHTE KaHAIW JHITHA3EM H
Bepanamull, ¥ 4 % AHrOKCHH).

Upyea convmemsawa mepanus

B KIHHHYHHATE NPOYYBAHHA THKArpenop ¢ npunarad eqHospemeHHo ¢ ACK, uuxuburopu Ha npoToHHATA
noMna, CTaTHHK, OcTa-010kepH, HHXHOUTOPH HA @HMHOTEH3IUH-KOHBEepTHpALLHA eH3uM (ACE) 1
aHruoTensun Il peuentopuu 6nokepu, HeOOXOAMMH 3a IEYECHHE Ha CHITBTCTBALLH 3a001ABAHHA 32 AbJIbI
nepHo, a ChlIO H XENapHH, HHICKOMOJIEKY/IEH XENnapHH U HHTpaBeHO3HH HHXHOHTOpH Ha Gpllb/llla 3a
KpaTKo BpeMe (Bx. Touka 5.1). He ca Hanu4HK AaHHH 32 HaOmoaBaHK KINIHHHYHO 3HAYRMH HEXKENAHH
B3aUMOACHCTBHA NpH ynoTpebda Ha TE3U IEKAPCTBEHH NPOAYKTH.

ENHOBPEMEHHOTO NMPHUIIOKEHHE HA THKAIPENOp C XeMapHH, EHOKCUNIAPUH UIH A€3MONPECHH HAMA €DEKT
BbPXY aKTUBMPaHOTO napuuaino tpombonnactuHoBo Bpeme (aPTT), akTHUBUPAHOTO BPpEME Ha ChbCHPBAHE
(ACT) unn uscnensanuara na pakrop Xa. Bee nak, nopagu NnoTeHUKHaNHUTE PapMaKOAHHAMHYHH
B3aUMOAEHCTBHSA, EAHOBPEMEHHOTO NPHAOKEHHUE HA THKArpenop ¢ IEKApPCTBEHH NPOAYKTH, 3a KOUTO €
H3BECTHO, Y€ MPOMEHAT XeMOCTa3aTa, TpadBa Ja e H3BbpILBA ¢ NOBHIIEHO BHUMAHHE.

[Topaan cboOlileHHs 32 aDHOPMHO KOXKHO KbpBeHe ¢ SSRI (Hanp. napoKCEeTHH, CEPTPaIUH H
HMTANONpaM), NpenoputiBa ce BHUMaHue, korato SSRI ce npunarar ¢ THkarpenop, Teil KaTo TOBa MOXKE
Ja NOBHIUH PHCKa OT KbpBeEHe.

4.6 DepTHIAHTET, HPEeMEHHOCT B KhPMEHE

JeHH ¢ geTepoAeH NoTeHyHan

KeHu ¢ gerepoaeH noteHuUHan Tpsdea Aa H3NOA3BAT eeKTHBHH KOHTPALENTHBHY MEPKH, 3a na n3bernar
3a0peMeHABaHEe MO BPEME HA JICUEHHE ¢ THKATPENop.

BpeMEHHOCT
Hsima u1u ¥Ma OrpaHMYEHO KOJIHYECTBO JAHHH 32 yrnoTpebaTra Ha THKArpeaop npH OpeMEHHH XEHH.

[MpoyuBaHnATa NPU XKUBOTHHU MOKA3BAT PENPOAYKTUBHA TOKCHYHOCT (BXK. Touka 3.3). Tukarpenop
He C¢ MpEnopbUBa Mo BpeMe Ha OpeMEHHOCT.

KepMeHe

Hannuuure hapMakoJHHAMHYHH/TOKCHKONOIHYHY NaHHH MPH XMBOTHH NOKA3BAT EKCKPELUA HA
THKarpenop # akTHBHHS My MeTabonuT B MAAKOTO (BXK. Touka 3.3). He MoXe a ce H3KTIOUH PHCK NTPH
HOBOpOASHU/KbpMaveTa. Tpabpa ja ce B3eMe pelieHHe Jany Aa ce Cpe KbPMEHETO, UM Ja ce
npeKpaTh/aa He ce Mpuiara Tepanus ¢ THKarpejiop, KaTo ce B3eMe NpeABH] NoA3aTa OT KbPMEHETO 3a
AETETO N N10J13aTa OT TEPANHATa 3a XKeHarTa.

DepTUIHTET
Tukarpenop He oka3pa BAHAHHE BbPXY MbXKHS H XKEHCKUA QPEPTHANTET NPH XXHUBOTHH
Touka 5.3).




4.7 EdexTH BbLpXY cnocobuocTTa 32 IHOPHpPAHE B padoTa ¢ MAIIAARA

Tukarpenop He NOBJIHABA HITH MOBNHABA peHeOpexkHMOo cnocobHoCTTa 3a WodHpaHe W paboTa ¢
maiunHu. [To BpeMe Ha JieueHHe ¢ THKArpenop ce chodllaea 3amalipaie H o0bpkBane. CneaoBaTenHo,
nalydeHTH, KOUTO NOJYy4aT Te3H CHMIITOMH TpAOBa Aa ca Npeana3iHBH 0KaTo WwodHpaT uiy paboTar ¢
MAILIMHH.

4.8 HexelanH JJeKapCTBeHH PeAKIHA

Pesiome Ha npodmna Ha 6e30nacHOCT
[IpodmabT Ha 6€30NaCHOCT Ha THKArpenop € OlieHABaH B B roJieMH KJIHHMYHH HW3nuTeanus daza 3 no
oTHolneHnye Ha usxoaa (PLATO n PEGASUS), sxmouBamu noseue ot 39 000 nauneHTH (BXK. TOUKa

5.1).

B PLATO, npu naudeHTHTE Ha TUKArpeaop HMa No-BUCOKA YECTOTa Ha NPeyCTAHOBABAHE HA TEPANHUATA
rnopaj HexenaHy cx0uTHI, B cpaBHeHHe ¢ kaonuaorpen (7,4 % cnpamo 5,4 %). B PEGASUS
NMaLUEeHTUTE, JIEKYBAHHU C TUKArpenop, HMaT Nno-BHCOKa Y€CTOTa Ha NPeyCTAaHOBABAHE Ha TepanHATa
nopajiy HexxenaHu CbOMTHA B cpaBHeRHe ¢ rpynara Ha Tepanus caMmo ¢ ACK (16,1 % 3a tukarpenop 60
mg ¢ ACK cnpamo 8,5 % 3a repanns camo ¢ ACK). Hail-yecTo cbobinaBaHHTe HexXxelaH peaKuHH IpH
NalMeHTHUTE, JISKYBaHU C TUKArpesop, ca KbpBeHe ¥ AUCHes (BX. Touka 4.4).

TabnnueH cNUCHK HA HEXEaHNTE PCaKLHH

[IpeacTaBeHNHTE NO-10MY HEXKENAHH PEAKUHH ca HASHTHOHLUHMPAHH B NPOYUBAHHATA HIH Ca CLODIIEHN
IpH NOCT-MAPKETHHI'OB ONMUT ¢ THKarpenop (Tabnnua 1).

Hexenanute peakuuu ca uzdbpoenu no cucreMo-opraiel kiaac (COK) no MedDRA. B pamkuTe Ha BCekH
COK HexenaHuTe TeKapCTBEHH peakiiuy ca u3bpoeHu no yectota. KaTeropHure no yecrora ce
AchUHEPAT NO cleJHaTa KOHBeHUHA: MHOTO YecTH (= 1/10), yectn (= 1/100 no 1/10), neyectu = 1/1 000

no 1/100), peaxu (= 1/10 000 no 1/1 000), muoro peaxn (< 1/10 000), c HeusBecTHa YecToTa {(OT
HaIH4YHHTE JaHHH HE MOXe Ja ObJie HanpaBeHa OLCHKa),

Ta6anna 1 — Hexxenann peakinun 0o 4ecTOTa H CHcTeMo-opranen kiac (COK)

COK MHBoro uwectn YeeTn HeuyecTn C Her3BeCTHR
YecToTA
Heonnazmu - KvpBeHe ot TyMop®
dobpoxavecmaeny,

MOKAYECMmeeru U
Heonpeoenenu (8xA.
Kucmu u ROAuUnu)

Hapywenua na KbpBeHe, TpomboTH4Ha
xpeema u JuM@Hama | CEbP3aHo ¢ TPOMOOLIMTONEHUYHA
cucmema HapylieHHa Ha nypnypa®

KpBETa®
Hapyuienun na CBpBXUYBCTBHTENHOC
UMYHHAMQ cucmemda T, BKJIKOYHTENHO

aHrHoeIeM"




nOOKONCHaAMA MbKAH

Obpus, Copbex

Hapywenus na Xunepypukemus | [Mogarpa/llogarpose
Memabonuima u r H apTPUT
xpanenemo
Icuxuunu Hapywenus Ob61bpkeane
Hapywenus na 3amaiiBane, BbvTpeuepeneH
Heparama cucmema Cunkon, KPbBOH3/IHB"
["naBobonue
Hapywenua na ovume KpbBOH3NIHB B OKOTO"
Hapywenua na yxomo Bepturo KpbBOH3NHB B YXOTO
u aabupurma
Covpoevru bpaguapuTmug, AV-
HAPYWIEHUA dbnox®
Cv006u Hapyuienus XHIMOTOHHA
Pecnupamopnu, Hucnues KbspBeHe oT
2PbOHU U pecrnupaTopHaTa
MEQUACMURAIHU cucTemMa’
HADYULEHUR
Cmomawino-1upesniu CromMallHo-4peBeH PetponepuToHeasieH
HAPYUIEHUR KPBLBOU3TUB™, KPBbBOH3JINB
Hnapus, ['agene,
Jlucnencud, 3anek
Hapywenus na [MoaxoXxHO HIIH
Koocama u AEpMaTHO KbpBeHE’,

Hapywenus na
MYCKYAHOCKeIemuama
cucmema u
cbeounumenHama
MbKaH

q

MycKynHO KbpBeHe®

Hapywenus na
bvOpeyume u
RUKOYHUME nemuya

KbpBeHe or
NUKOYHUTE MbTHIIA®

Hapywenua na
8LINPOUILOOUMENHA
ma cucmema u
2epoama

KbpBese ot
penpoAyKTHBHATA
cHucreMa®™

Hacneodsanun

IloBuiueH
KpeaTHHHH B KpbBTa'




Hapanseanus, KpbBOoH3IHB cliel
OMPasIHUR U npoueaypa,
YCRONCHERUA, TpaBMaTH4YHO
8bIHUKHANU 6 KbpBeHe”
pe3yamam Ha

unmepseHyuu

* HANp. KbPBEHE OT PaK Ha NTHKOYHHA MEXYD, Pak Ha CTOMaxa, pak Ha aebenoTo qépnﬂ

® Hanp. NoBMIIEHA TEHACHUHA KbM HACHHABAHE, CTIOHTAHEH XEMATOM, XeMOparviHa JHaTe3a

® UneHTHDHUUHPAHA B NOCTMAPKXETHHIOR ONTHT

" YecTOTHTE ¢a NOTYUSHN oT Jaboparopin HabmoacHun (IIMxouHa kucennHa NOBHIOEHA > NOPHATA MpaHMIa HA HOpMaTa
CIPAMO M3XOAHO HHBO NOJ WIH B pepepeHTHUTE rpadvun. Kpearunun nosuineH > 50 % capaMo u3XoAHO HHBO.), 8 HE €
npHONMIHTENHA YECTOTa Ha ChOOIIABAHE HAa HEXENAHY ChOHTHA.

A Hanp. KOHIOHKTHBAINO, PETHHHO, BbTPEOYHO KbPBEHE

® HAMp. CMHCTAKCHC, XEMOIITH32

* HAMp. KbPBEHE OT BEHUMTE, KPLBOHIAUE OT PEKTYMA, KPbBOHIIHB OT CTOMAIHHA S383 * HAITP.

eKXHUMO03a, KOXKECH KPhBOHIIIHBE, METEXHH

¥ Hanp. XeMapTpo3a, MyCKYJIEH KPbBOHIJIHB

R Halp. XeMaTypHa, XeMOParHYeH LIUCTHT

* HATP. BArHHANIEH KPBbBOM3IHB, XEMATOCTIEPMHUS, MOCTMEHOMIAY3ANEH KPBBOH3IMB " Hanp.

KOHTY3HA, TPABMATHYECH XCMATOM, TPABMATHYCH KPHBOM3/IMUB

“T.¢.. CIOHTAHHO, CRLP3aHO ¢ HHTCPBCHIIHA WIH TPABMaTHYHA HHTPaKpaHHaIHA XeMoparug

Onyucanne Ha H3IOPAHU HEXECAAHH DEAKLINH
Kvpeene

Haxooxu ¢ xvpeene 6 PLATO
LIanocTHUTE pe3ynTaTH 3a YeCTOTaTa Ha KbpBeHe B npoyusaHeTo PLATO ca nokasann B Tabauna 2.

Tabauna 2 — Anann3 Ha obmuTe ¢HLORTHA ¢ KLPBeHE, A3UHCAenna 1o Kaplan-Meier na
12-Ta mecen (PLATO)

Taxkarpeaop Knonngorpean
9% mg N=90 186
ABa IHTH AHEBHO
N=9 235§ p-cToH
HOCT

O6wio sHauurensu ot PLATO 11,6 11,2 0,4336
MdatanHu/ KHBOTO3ACTPAIIABAIH OT
PI ATO 5,8 5,8 0,6988
3nauntendn ot PLATO, necrp3anu ¢ 4.5 3.8 0,0264
KAb
3nayutenun ot PLATO, Hecpbp3asn ¢ 3,1 2,3 0,0058
HHTEpPBEHIUH
KomMbusupany obwo 3nauntenny + 16,1 14,6 0,0084
He3HauuTensu oT PLATO
Hecpup3aHM ¢ UHTEPBEHUMH 3HAMHTENHA + 5,9
HesHauurenHu or PLATO
3HauuTenHu no TIMI 1,9
3HaYHTEJHH + He3HauuTeNnHu no TIMI 11,4




JdePHHHUHH HA KATETOPHHTE KLpBLHE:

3HaunTeHO PATANHO/AKMBOTOZACTPALIABALNG KbpBeHe: KNHHHYHO MPOABEHO ¢ NOHIDKABAHE HAa XeMOTI00HHA ¢ > 50 g/l nm
C Mpe/IMBAHE Ha = 4 CaKa EPUTPOLIATHA Maca; HiiH GaTalHO; KM HHTPAKPaHHATHO, HIH HHTPAMEPHKAPIHO ChC ChpAcUHa
TAMIOHAJ4; WIH ¢ XHIIOBOJIEMHYEH [IOK; WIH TEXKKA XHIIOTOHHSA, H3IHCKBAINE PECOPH; WIH XHPYPIrHYHA HHTCPBCHLIMA.
3uaunTtenno Apyro: KnHHHYHO NpogBeHO ¢ noHWXaBane Ha xemornobuHa ¢ 30-50 g/l wan npennpane Ha 2-3 caka epHTpOUHTHA
MAaca; WIH 3HAYHTETHO HHBAITMAH3IHPALLO.

HezHaunTenno kupieeHe: Hiuckpa MEAHIIMHCKA HAMECH, 38 CIIPUPAHE WIH JIEKYBAHE HA KbPBEHETO.

3nauntenno kppaene no TIMI: Kauriuuio nposiBEHO ¢ MOHKKABAHE Ha XeMornoduHa ¢ > 50 g/l wnu ¢ HHTpaKpannanHa
XECMOparus.

Heznauntenno kbpsene no TIMI: Kiannpubo nposseHo ¢ noHMKaBaHe Ka xemornobuHa c 30-50 gA.

*p-CTOMHOCT, H3YHCIEHa OT MOJEN Ha NPOHOPUHOHATHHTE pHCKoBe Ha Cox, KaTo rpynara Ha ICYEHHE ¢ €IHHCTBEHATA
CKCILTAHATOPHA IIPOMEHIIHBA

Tukarpenop H KAOnKApores He ce€ pa3iM4aBaT Nno OCTHOLICHHE HAa YECTOTHTE HA SHAUMUTENHO
¢daranHo/ xuBoTo3acrpamnasaio kppsee B PLATO, sHauntenso xppsere o6wo B PLATO, macuBHO
kbpaeHe no TIMI uau cnabo kupaene no TIMI (Tabnnua 2). Obaue, nosBata Ha KOMOHHHpPaAHO
3HAYMTENHO+HEe3HaunTenHo KbpBeHe B PLATO e nosede ¢ THKarpenop, B CpaBHEHHE C KIOMHAOIPEN.
Manko nauueHTH B PLATO umar ¢arandu kppeouznusH: 20 (0,2 %) 3a Tukarpenop u 23 (0,3 %) 3a
Knonuaorpen (BXK. Touka 4.4).

Bbapact, non, TeaecHo Terno, paca, reorpagcki paioH, ChITbTCTBALIM 3a00NABaHNA, CHITHTCTRALLA
Tepanud U aHaMHE3a, BIIIOUYHUTENHO NPeaX0JeH HHCYT UIIH TPaH3UTOpHAa HCXEMHYHA aTaka, He ca
NPEeIHKTOPH KaKTO 3a 00110TO, TAKA U 3a HECBBP3aHOTO C HHTEPBEHUMH 3HAUKUTENHO KbpBeHe no PLATO.
Mo Tazn npuYvKHa, He € HASHTH(HIIMpaHa KOHKPETHA PHCKOBA Irpyria 3a KOHTO W Aa € NOATHI KbPBEHE.

Ceobp3aHo ¢ KAb xbpBene:

B PLATO 42 % ot 1 584-1e naunenth (12 % o1 KOX0pTaTa) ¢ HanipaBeH KOPOHAPHO-apTepHAIEH
baiinac (KAB) ca noayuunu PLATO 3HaunutrenHo paraiHOAKUBOTO3aCTpallaBaLlo KbpBeHe De3
pa3inKa MeXAy TepaneBTHYHHTE rpynu. PaTtalHo KbpBeHe, CBbp3aHo ¢ KAD, ce noaesasa npH 6
MalMEHTH BbB BCAKA OT TEPANEeBTHYHUTE IPYIIH (BX. Touka 4.4).

Hecebp3ano ¢ KAD KbpBeHe U HECBBP3aHO C HHTEPBEHIMH KLPBEHE:

Hsama pasnuxka MeXay THKArpenop ¥ KIonuaorpen no oTHollleHHe Ha HecBbp3aHHuTe ¢ KAD
TEXKH/KHBOTO3acTpallaBallly KpbBOUINHBH NO AedpHuHRUMA Ha npoyuBaHeTo PLATO, HO 3Ha4YHTEeNHNHTE
o610, 3HaynTeNnHU no TIMI u 3HaunTenHH-+He3HaunTeanH No TIMI kpeBoH3NKBH, o AedUHHLHA Ha
npoyuBaHeTo PLATQO, ca no-dects npu tTHkarpenop. CollIO Taka, aKO ¢e H3KTIOYaT BCHYKU CBbP3aHHU C
HHTEPBEHLUHH KPbBOH3JIHBH, NOBEYE KPbBOK3NUBH ce HAOMOaaRaT NpH THKArpeaop, OTKOJKOTO NpH
xnonuaorpen (Tabnnua 2). [Ipekpatipate Ha Ne4eHHETO NOPAadH HECBbP3AHU C UHTEPBEHLUHH
KPBBOH3NHBY € NOo-4ecTo ¢ THKarpenop (2,9 %), orkonkoro ¢ knonuaorpen (1,2 %; p<0,001).

MHTpakpaHHaIHA XEMOparus:

MHTpakpaHUanHHTE KPbBOH3INHBH, HECBbP3aHH C HHTEPBEHLHH, Ca NOBEYE NPH NPHIOKEHHE HA
THKarpenop (n=27 kpbBOU3NHBA NpH 26 nauueHTH, 0,3 %), OTKONKOTO ¢ KIonuAorpen

(n=14 kppBOH3NHBa, 0,2 %), OT KOUTO 11 KPHBOH3NHMBA C TUKarpenop u | ¢ knonuaorpen ca garanHu.
Hama paznuka B o6iuna 6poii cnyvan Ha $paraHO KbpBeHe.

Haxooxu ¢ kvpeene ¢ PEGASUS
LlgsocTHATE pe3yNTATH 34 YeCTOTATa Ha KbpBeHe B npoyuBaHeTo PEGASUS ca nokaszax A0\



Tabauna 3 — Anann3 na oburare cHOHTHS ¢ KbpBeRe, H3YHCAenAS 10 Kaplan-Meier na
36-TH Mecen (PEGASUS)

Tuxarpeaop 60 mg aBa Camo ACK
nuTE AneBao + ACK N=6 996
N=6 958
r
Koeduinent
Kpatinn Touxkn 3a 6e3onacnoct KM % HA pHCKS KM % p-cTOHHOCT
| (95 '/ﬂ Cl)
KaTteropuu Ha KLpBene, onpenenens or TIMI
TIMI 3naunTento 2,3 2,32 (1,68, 1,1 < 0,0001
3,21)
O 0,3 1,00 (0,44, 0,3 1,0000
aTalHo 2.27)
0,6 1,33 (0,77, 0,5 0,3130
BYK 2.31)

Hpyro 3uauntento (TIMI) 1,6 3’651 &,,)31, 0.3 < 0,0001
3HAYHTENIHO WIH HE3HAUYKTEHO 3,4 2,54 (1,93, 1,4 < 0,0001
(TIMI) 3,35)

JHAYHTENHO WIH HE3HAYHTENHO, UIH 16,6 2,64 (2,35, 7.0 < 0,0001
M3UCKBAll0 MEAUIIHHCKA HaMeca 2,97)
(TIMI)
Kareropun Ha Knpsene, onpeaenaens B PLATO
PLATO 3naunTtentHo 35 2,57 (1,95, .4 < 0,0001
3,37) |
2.4 2,38 (1,73, 1,1 < (,0001

MdaranHo/KUBOTO3aCTpaLlaBALIO 3.26)

Hpyro 3HauutenHo (PLATO) 1 3’357 é;,i%, 0,3 < 0,0001
3HAYHTEJHO HJIH HE3HAYHTENHO 15,2 2,71 (2,40, 6,2 < 00,0001
(PLATO) 3,08)

JdehaHHUHN HA KATCTOPHATA HE KhPBLHE:
3uaunrenno (TIMI): daranto xupeeHe LI Beako peTpevepento kbpsene, WM kIHHWYHO BHIMMH NpH3IHALMA Ha
KPBBOW3JINE, CBBP3aH Che cnaj Ha xemornobuna (Hgb) ot > 50 g/l, unu noHwxenne Ha xemaroxpura (Hct) ot 15 %, korato
nHncea crofHocT Ha Hgb.

®arTanno: CrOMTHE C KEPBEHE, KOETO IHPEKTHO € AOBENC A0 CMBPT B pAMKHTE Ha 7 JHM.

BUYK: Brrpeuepenes KpbBOM3/IHB.

Apyro snaunteano (TIMI): Hedaranno ne-BUK 3naurTenHo kupaene (TIMI).

Heanaunrenno (TIMI): KnHuuuHo BHAKMO ¢ MOHIDKEHHE Ha Xemornooura ot 30-50 g/l.

Hanckpamo meannrHexa HaMeca (TIMI): Hiuncksaino uuarepeeHumn UIH sogemo o xocnurannianus, LW vanarauo
OLCHKA.

3usuntenno pamaano/xusorozacrpamapaio (PLATO): ®arando kepeese WIH Besko BbTpeuepenHo kepaene, I
HHTPanepHKapIHanio Cue cupacuHa Tamnonaza, WIH ¢ xunopoieMHueH WoK win TeXKa XHNOTOHHA, HAaraua IpUIOKEHHETO
Ha TIPECOPHU/HHOTPONHY cpeacTea WM onepauma, UIH xwinnnyno Buaumo ¢ > 50 g/l noHmxenue Ha xeMornobuna win
NPENATH = 4 ¢AHHMLHN YCPBEHH KPLBHH KICTKA.

InaunTenno apyro (PLATO): 3naunmo vusammansupamo MIH knuanano smaumo ¢ 30-50 g/1 nonmkenue
WU nipensTy 2-3 eQHHKIM YEpPBEHH KPBBHH KNETKH. -—-""‘\\’ﬁ%
Hesnaunteano (PLATO): H3ucksa MeIMIMHCKa HHTEPBEHLNA 32 CIIUPAHE WM JIEUECHHE HA KhpBEHETO, <




B PEGASUS snauurensoro kbpsene (TIMI) npu Tukarpesnop 60 mg aBa nbTH AHEBHO € NO-CHIIHO
oTK0JIKOTO npH NedeHHe camo ¢ ACK., He e nabnlogaBad noBuileH pHCK OT GaTalHO KbpPBEHE U CE
YCTaHOBABA CAMO HE3HAYHTEHO MMOBUILIEHKE HAa BhTpEUepellHHTE KPBBOH3IKBH B CPABHEHHE C TepanuaTa
camo ¢ ACK. Uma Manko csbuTua Ha daTtalHo KbpeeHe B npoyueaHeTo, 11 (0,3 %) 3a Tukarpenop 60 mg
1 12 (0,3 %) 3a repanusata camo ¢ ACK. HabmonaBanuaT nosuiies puck ot 3HauuTenHo KbpseHe (TIMI)
¢ THKarpejaop 60 mg ce AbMKH NpeJHMHO Ha NMO-BUCOKATA Y€CTOTA HA APYTO 3HAYHTEJIHO KbPBEHE
(TIMI), cebp3aHo cbC cBOUTHA B cTOMalIHO-4YperHUA COK,

[ToBHileHa YeCcTOTA Ha CHLOMTHA ¢ KbPBEHE, NOAOOHN Ha 3HaUNTENHO KbpBeHe (TIMI), e nabmonaBana B
KaTeropuUTe 3HAYUTETHO UIIH He3HAYHTENHO KbpBeHe ( TIMI) u 3nauurento (PLATO) u 3HaunTenno
unH He3HauuTelHO KbpBeHe (PLATO) (k. Tabnuna 3). [IpeycTaHOBABAHETO HA ICHEHUETO NOPALH
KbpBEHE € N0-4YecTO B rpynara Ha THkarpenop 60 mg B cpaBHeHME ¢ rpynara Ha TepanuaTa ¢amo ¢ ACK
(cpoTtBeTHO 6,2 % 1 1,5 %). IToBeueTo oT Te3n Cayyan HA KbPBEHE Ca C MOMAaJiKa TEXECT
(knacudHUHpPaHH KATO U3HCKBALH MeauLMHCKa HaMeca (TIMI)), Hanp. enucTakcuc, HACHHABAaHE H

XCMAaTOMH.

IIpodunbT Ha KbpBeHe Ha THKarpenop 60 mg € cxoeH B MHOXKECTBOTO NIPESABAPUTEIIHO ONPeeieHH
MoArpyny (Hamnp. no Bu3pacT, NoJ, Terno, paca, reorpad)Cky permoH, CLIbTCTRALIM 3a00NaBaHUA,
CBITBTCTBALLA TEpanya # MeAHLIMHCKA aHaMHe3a) Npr CEONTHA Ha 3HaYHTENHO KbpBeHe (TIMI),
3HAYUATENHO UNH HesHauuTenHo (TIMI) u 3nauuTenno kbpeeHe (PLATO).

BnTpeuepento KbpBeHe:

CnonTtasHn BYK ce cvobluasar ¢ nogobna yectora 3a Tukarpenop 60 mg u tepanua camo ¢ ACK
(n=13, 0,2 % B aBere rpynu Ha neuenune). Habnioaasa ce HesHaunTenHo nosyuieHue Ha BUK cebp3ano ¢
TpaBMa H NpoLeaypH NpH JieueHne ¢ THkarpeaop 60 mg, (n=135, 0,2 %) B cpaBHEHHE C TepanuaTa caMo ¢
ACK (n=10, 0,1 %). Crobuienu ca 6 darannn BUK ¢ tukarpenop 60 mg u 5 ¢aranin BUK ¢ Tepanus
caMo ¢ ACK. UecroraTa Ha BpTpeUuepenHo KbpBEeHE € HUCKA B ABETE MPYINH Ha IeYeHHe, KaTo ce HMa
npeaBKA 3HAYNTENHWTE ChITbTCTBALLH 3a00naBaHus H CC pHCKOBH (PakTOPH B MPOyYBaHaTa NONYyJaLUA.

Hucnnes

HucnHes, ycemane 3a 3aJyx, ¢e cb0011aBa OT nalUeHTHTe JieKyBaHH ¢ THkarpenop. B PLATO,
00eJHHEHHTE KAaTO AHCNHEN HEeXeNaHH JieKkapCTBeHU ChbOUTHUS (AMCIIHEes, JUCTTHEA B NOKOH, AUCNHES NPH
YCHIIHE, MapOKCU3MalHa HOLLHA JUCTTHEA U HOLIIHA AHMCNHed ) ce chobuiarar ot 13,8 % ot nauuenrure,
NECKYBAaHH € THKarpenop, U 3a 7,8 % ot nauneHTHUTE, NeKyBaHH ¢ Knonuaorpen. Ilpu 2,2 % or
MalHEHTHTE, NPHeMaLilH THKarpenop, # npH 0,6 % ot nauMeHTHTE, MPHEMALLH KIOoNHaorpe, B
npoyuBaHeTo PLATO u3cnenoBaTennTe CYUTAT, Y€ ZUCMHENTA € NPHUHHHO CBLP3aHa C JICUSHHETO H
OposT Ha cepro3nuTe cnyyad e Mansk (0,14 % tukarpenop; 0,02 % xnonunorpen) (8x. Touka 4.4). Hafi-
4eCcTO ChOOINaBAHHTE CHMITTOMH HA JHCIIHEA €A IEKH 0 YMEPEHH 110 HHTEH3HTET H MOBEYETO CE
chOOILABAT KaTO €AMHHMEH €TIH30A paHo CJIe] 3allOMBaHE Ha TepanuaTa.

B cpaBuenue ¢ knonuaorpen, naiuueHTre ¢ actMa/XObb, nekyraun ¢ THKarpenop, Moxe na uMart
NOBHILUEH PUCK OT NOJyYaBaHEe Ha HecepHO3Ha AucnHed (3,29 % tukarpenop cnpamo 0,53 %
KIonHaorpen) n cepnosxa aucnken (0,38 % tukarpenop cnpamo 0,00 % xnonugorpen). B abcomoTnu
CTORHOCTU TO3H PUCK € NO-BHCOK OTKONKOTO B LANOcTHATA nonyjaanus Ha PLATO,. Tukarpenop tpabaa
Ila ce NMpHJara ¢ NOBHLIEHO BHHMAHHE NMPH NAaLHEHTH ¢ aHaMHe3a 3a actMa w/uin XObb (Bx.




Oxono 30 % or enu3zoanTe oT3BYYaBaT B paMKHTE Ha 7 aun. PLATO Bkmo4YBa nauMeHTH, KOMTO Ha
H3XO0JHO HHBO UMAT 3aCTONHHA ¢CbpAc4HA HEAOCTATHYHOCT, XObb WK acTMa; Te3H NalHeHTH N
NALHEHTHTE B CTAPUECKA BB3PACT € MO-BEPOATHO Ja cboOuaear AucnHes. 3a THkarpenop, 0,9 % or
NMANHEHTHTE NPEKBCBAT NPUIATAHETO HA MPOYYBAHOTO AKTHBHO BELIECTBO Nopaay aucnxes, cnpsamo 0,1
% OT Te3H, npueMainu knonuaorpen. [To-BUcokaTa yeCTOTa HA ANCTIHER C THKArpenop He ¢e acolunpa ¢
HOBa MOABA WJIH BJIOLIABAHE HA ChbpACYHO HAH BenozpodHO 3abonasane (Bxk. Touka 4.4). Tukarpenop He
noBnuABa 6enoapoSHUTEe PyHKRHOHANIHU TECTOBE.

B PEGASUS aucnnes ce coobuwasa npu 14,2 % ot nauMeHTHTe, npHeMallv THKarpeaop 60 mg asa nbTH
OHEBHO, U 1IpH 3,3 % o1 nauuenture, npvemauid camo ACK. Kakto B PLATO, noBeyero cnydan Ha
cboOlLIIeHa AUCTIHES Ca JIEKH 0 YMEPEHH MO HHTEH3UTeT (BXK. Touka 4.4). [TayuenTnre, KOMTO CHOOWABAT
JucIiHen ca Ounu npeaAMMHO NO-BB3PAaCTHH M NMO-4eCTO ca UManu aucnHes, XObb nnu actma Ha HaxoaHo
HUBO.

H3zcredsanun

[TopHluIeHHe Ha nUkoyHaTa KHcennHa: B PLATO e otueTeHOo noBHinaBaHe HA CEpyMHaTa NHKOYHA
KHCEJIHHA A0 CTOHHOCTH, HAABHINABAILM rOPHATA I'paHKLIa HA HOpMaTa, npH 22 % oT nony4YaBalluTe
THKarpenop NauydeHTH, cnpaMo 13 % or nonyyaBalure KJIONHAOTpeN nNaluUeHTH. ChOTBETHHTE
crofinocT B PEGASUS ca choTeetHO 9,1 %, 8,8 % 1 5,5 % 3a Tukarpenop 90 mg, 60 mg w nnauebo.
CpenHaTa cepyMHa NUKOYHA KUCENHHA c¢ noBuiIaBa ¢ 6nu30 15 % npu npunoxesne Ha THKarpenop, B
cpaBHeHHE ¢ npuban3uTenHo 7,5 % npu npuioxkeHne Ha KNIONKAOrpen, a el CNUpaHe Ha JIEYEHHETO Ce
MOHUXaBa NPpUbAM3UTENHO A0 7 % npH NpHAGKEHHE Ha TUKArPENop, AOKATO NPH KIOHAOIPEN HE Ce
Ha0moaaea cnan. B PEGASUS ce ycranoBaBa oOpaTHMO MOBHILEHHE HA CPEAHMTE HUBA HA CEpYMHa
MUKOYHA KHUCENHHA OT 6,3 % 1 5,6 % cbpoTBeTHO 32 TUKarpenop 90 mg u 60 mg B cpaBHeHue ¢ 1,5 %
noHHKeHHe B rpynara ¢ njaueto. B PLATO uyecroraTta Ha noaarposed apTput e 0,2 % 3a THkarpenop
cnpaMo 0,1 % 3a knonuaorpen. CroTBeTHTE CTONHOCTH 3a noaarpa/noaarposex apTput 8 PEGASUS ca
1,6 %, 1,5 % u 1,1 % choTBerHOo 32 THKarpenop 90 mg, 60 mg u na1anedo.

CrobmapaHe Ha NOKO3HPAHH HEXENAHY PEaKIIUH

CpobuaBaHeTo Ha M003HPAHH HEXENaHHN PEaKLHH ClIeR pa3peliaBaHe 3a ynorpeda Ha nekapCcTBeHHA
NPOAYKT € BaXXHO. T0Ba NO3BOJIABA A2 NPOALIKH HADMIOAEHHETO Ha CLOTHOLISHHETO NOA3a/PUCK 3a
JeKapCTBEeHHUA NMPOAYKT. OT MEAHLIMHCKUTE CNICLHANHCTH C€ H3HCKBA Jia Ch0o0LAaBAT BCAKA NOAO3HpaHa

HeXesiaHa peaklns Ype3 HalLHOHANHA CHCTeMa 3a chbobllaBane B U3nmbaHUTENHA areHLMs 110 JieKapeTBaTa
ya. ,JamaH ['pyes” Ne 8, 1303 Codmsa, Ten.: +35928903417, yebealit: www.bda.by.

4.9 Ipeno3npane

Tuxkarpenop ce noHaca aodpe npy egHOKpaTHHU 403H A0 900 mg. ['acTpOHHTECTHHATHATA TOKCHYHOCT €
Ouna A030JIMMUTHpAHa B €AHO NMPOYYBaHe ¢ eAHOKpaTHAa HapacTealla Ao3a. JIpyru KIHHHYHO 3HAYUMH
HEXENaHW peakUWH, KOUTO MOraT Aa ce NPOSBAT [IPH Npeo3upaHe BKJIIOYBAT AUCMHES U BEHTPHKY1apHH
naysu (Bx. Touka 4.8).

B cayyali Ha npeao3HpaHe, MOrart ja ce MPOABAT rope CrioMeHaTHTe MOTEHIIHANHHA HEXENIaHH
NEKapCTBEHH peakunH U TpabBa aa ce uMa npeapua EKI mountopupane.

KM MOMEHTAa He € K3BECTeH aHTHAOT Ha THKArpejliop U THKarpejlop He €€ AHaJIH3Hpa (B
l'lpu NpCAO3HNPaAHC JCHCHHUCTO TpﬂﬁBﬂ Ia e NMpoBCxX/Ja B ChOTBETCTBHE C MECTHATA CT




MeIHNHMHCKA npakTHKa. OuakBaHHAT edeKkT OT Npeao3npaHe Ha THKArpenop € yIbjikeHa
NPOABIDKHTETHOCT Ha PHCKA OT KbPBEHE, CBbp3aH ¢ TPOMOOLUUTHOTO HHXUOHpaHe. TpaHcdyausaTa Ha
TPpoMOOLIMTHA Maca € MaNnKo BEPOATHO Aa UMA KIIHHHYHA 110133 NpU NALHEHTH ¢ KbpBeHe (BX. TOUYKa
4.4). AKo ce NOABH KbpBeHe, TPAOBA Aa ce npeAnpHeMaT IPYTH NOAXOIAIUH NOAXbPKALLH MEPKH.

5. @GOAPMAKOJIOITHYHH CBOHCTBA

5.1 dapMakoAHHAMHYHH CBONCTBA

(dapmakoTepaneBTHYHa rpyna; Uuxuburopu Ha arperaiuara Ha TPOMOOLHTHTE, C HIKIHIOUYEHHE HA
xenapnH, ATC koa: BO1AC24.

MexaHH3bM Ha IedCTBHE

OpebpUTOH CbABPXKA THKArPENop, CbEAMHEHHE OT K1aca Ha UHKIONEHTHATPHA3ONONUPUMHAHHHTE
(Cyclopentyltriazolopirimidines, CPTP), koiiTo e nepopajieH aHTarOHHCT ¢ AHPEKTHO AelicTBue Ha P2Y 12
peLienTopa, KaTo ¢e CBbP3Ba C HEero CeIieKTUBHO M oOpaTHMo U npeaoTepatasa AJld-meanupanara,
3aBUcelna oT P2Y 12 TpoMOOLMTHA aKTHBALMA H arperauHs. THKarpenaop He [peAoTBpaTaBa CBbP3BAHETO
¢ AJ1®, a xoraTto ce cBbp3Ba ¢ P2Y 1z penientopa, BL3NPENATCTBA CUIHANIHATA TPAHCAYKIIHA, MHAY LLHpaKa
oT AJ1O. Tuit kaTo TPOMOOLIUTHTE YYACTBAT B HHRRUHPAHETO U/UIK PA3BUTHETO HA TPOMOOTHUYHHTE
YCIOKHEHHS HA aTepocKknepoTHuHara 6onecT, € JoKa3aHo, ye HHXuOupaHeTo Ha TpoMOOLMTHATA
dynkuua samanssa pucka ot CC cvbutus, kato cMbpT, MH nnu uncynr.

Tukarpenop cbuUl0 yBeAH4aBa JOKAJIHHTE €HI0T¢HHH HHBA Ha aZeHO3WHA Ype3 MHXHONpaHe Ha
eKBHINOpHpalLMA HyKIeo3naeH Tpancnoprep-1 (Equilobrative nucleozide transporter-1, ENT-1).

JIOKyMeHTHpaHO €, 4€ npu 3apasy auua a nauueHTn ¢ OKC, THkarpenop yBenuuasa clielHUTe e(eKTH,
WHAYLMPAHH OT a€HO3HH: Ba30AMAATaLMs (M3MEPEHA Upe3 YBENUYIABAHETO HA KOPOHAPHHA KPBBOTOK
npy 3apaeu 1ob6posonuu u nanueHTty ¢ OKC; rnaBobonue), unxubupane va tpombouuTHaTa PyHKUKA (B
YOBECLIKA LsiNa KPbB in viftro) H AucnHes. Bpbixara Mex a1y HabnoaaBaHUTe YBEIMYECHHS HA aICHO3UH H
KIHHHYHUTE pe3ynTaT, obaue (Hanp. 3ab0neBaeMOCTCMBPTHOCT), HE € KATErOPHYHO H3ACHEHA.

dapMaKoAHHAMHYHH eeKTH

Hauano na delicmeuemo

[1pn nauneHTH cbe cTabunHa ncxemuydna bonect Ha cepueto (MbC), npuemamn ACK, thkarpenop
noxassa Obp30 HacTbNBaHe Ha papMaKoNorHieH edekT, KOHTO ce JeMOHCTPHpa OT CPENHOTO
uHXuOHpaHe Ha TpoMOoLnTHATA arperauus (MTA) okono 41 % 0,5 yaca caen npunoxenue va 180 mg
HaToOBapBallla 103a THKarpenop, ¢ MakcumaneH epexr sppxy UTA 89 % 2-4 yaca crea npunoxeHHeTo Ha
no3ara, KOHTo ce 3aabpxka Mexay 2-8 yaca. [1pu 90 % ot nauneHTuTe 2 Yyaca cjica NPHNOKEHUETO Ha
n03ata TepMHUHANTHOTO NHKOBO UTA ¢ > 70 %.

Kpai na oeucmguemo
Ako ¢ mnanupada KAb npouenypa, pucKbT OT KbPBEHE CBbP3aH ¢ THKArpeop € NOBHIIEH B CPaBHEHHE €

KJIOMKHAOTpeN, KOTATO TeparnuaTa e fipekpaTeHa no-Manko ot 96 yaca npeas npoueaypara.

CMmAana Ha aexapcmeama
[IpeMHHaBaHETO OT NIeY€HUE C KNOMHAOrpen 75 mg Ha JeyeHue ¢ Tukarpenop 90
BoaAH A0 abconoTHO nmoBuuiaBaHe Ha UTA ¢ 26,4 %, a npeMUHABaHETO OT Jieue




AeYeHHe ¢ KaonHaorpea Boan Ao abconwoTHo noHwxkasaHe HA UTA ¢ 24,5 %. [Tauuentute Morar aa
MPEMHHABAT OT KJIOMHAOrpeN Ha THKarpenop 63 npekbCcBaHe Ha AHTHArPEraHTHOTO AefCTBHE (BXK. TOYKA
4.2).

KnunuuHa epukacHocT ¢ GesonacHocT

KnuHK4HKHTE JaHHH 32 ePHKACHOCTTA B 0€30N1aCHOCTTA Ha THKArpenop ¢a NMoAY4YEHH OT ABE KIHHUYHH
H3NUTBaHNA (aza 3:

* [lpoyusanero PLATO [PLATelet Inhibition and Patient Qutcomes ( TpomBoTnuno nHxubupane n
KNHHHYEH H3X0J Ha NalHeHTa)], CPAaBHECHHE HA THKAIPENop ¢ KNONKAOrpes, ¥ ABaTa NPUaraHH B
xoMOuHauus ¢ ACK, u apyra ctanpapTHa Tepanus.

* [lpoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events
in High-RiSk AcUte Coronary Syndrome Patients (IlpeBeHLus ¢ THKArpenop Ha BTOpUYHH
TPOMOOTHUHH CHOUTHA NPU BUCOKOPHCKOBH NALIMEHTH C OCTHD KOPOHAPEH CHHAPOM)], CpaBHEHHUE
Ha THkarpenop, xomOuHHpan ¢ ACK, ¢ repanus camo ¢ ACK.

Ilpoyueane PLATO (ocmpu KOpoHApHU CUHOPOMU)

IMpoyusanero PLATO BkmouBa 18 624 naunenTy, KouTO ¢a B 24-4acOBHS NEPUO] OT HAYANOTO HA
CUMITTOMH Ha HecTabunHa creHoxkapana [Unstable angina, UA), nudapkr Ha muokapaa 6e3 ST-enepaius
[NSTEMI] unu ¢ undapkT na Muokapaa ¢sc ST-enesauus [STEMI], u xouTo nspBoHavanHo ca
NeKyBaHH MEAHUKAMEHTO3HO, WK Ype3 NepKyTaHHa kopoHapHa uHrepBeHuus (I[TK), unu ypes

MOCTABAHE Ha
KAB.

Knunuuna egpuxacnocm

Ha dona Ha exeaneBHO npunoxeHue Ha ACK, Tukarpenop 90 mg aABa mbTH AHEBHO IEMOHCTPHpA
NpeBb3X0ACTBO CIPAMO 75 mg QHEeBHO KAONMUAOrpeN No OTHOWEHUE HA NPEeBEHIUA Ha ChCTaBHaTa
kpatina Touka 3a CC cmbpt, MH unu uncynr, ¢ paznuka, npounsnusama or CC emupt 1 MH. [Taunenture
nony4asat 300 mg varosapsaina ao3a knonugorpen (Bsamoxuo e 600 mg, ako umar [1IKHW) unn 180 mg
THKarpenop.

PesyntarsT ce nosaeaea paHo (abcomoTHa peaykuus Ha pucka [APP] 0,6 % u oTHOCHTENHA peayKUHA Ha
pucka [OPP] 12 % na 30-1 aen) ¢ nocroadeH edekT OT NCUSHUETO MO BpeME Ha uenus 12 mecevex
nepuof, Aasau APP 1,9 % sa roauna ¢ OPP 16 %. Topa npeanonara, 4ye € NOAXOAAIO NALMEHTHTE Aa
ce JIeKyBar ¢ THkarpenop 90 mg nBa nbTH AHEBHO 3a |2 Meceua (BXx. Touka 4.2). JleueHuero Ha 34
nauMeHTH ¢ OKC ¢ THxarpenop BMeCTO ¢ KiIonygorpen npeaoreparansa | atepotpoMOoTHYHO chbuTHE;
neyeHueTo Ha 91 nauneHTH npegorBpataBa | CC cmupT (Bx. Ourypa 1 1 Tabauua 4).

TepaneBTHYHHAT €DEeKT Ha THKArpenop, HaAXBbPAALIL TO3H HA KJIOMHAOrpes, H3riexaa CXOAEH B MHOTO
NOATPYNH, BKIOYHTENHO TEMN0, NOJ, aHaMHe3a 3a 3axapeH g4aleT, TpaH3uTOpHa HCXeMHUYHA aTaKa HITH
HEe-XEMOparH4yeH HHCYT, HIH PEBAcKynapn3anus; NPH CbMbTCTBALRO JIEHEHHE BKIIOYBALLO XENapyH,
Gplib/llla nuxuOuTOPH H HHXKOUTOPH HA NMPOTOHHATA NOMNA {BXK.TOYKA 4.5); NpH OKOHYATEeNHAaTA
AHar{osa Ha nokasarenHo cboOuTue (STEMI, NSTEMI unu UA); u npy nnaHdpasdus npx
PaHAOMH3AUHATA fevedeH NoAxo (HHBa3HBEH HJIH MEAUKAMEHTO3€EH).

YcTaHOBEHO € ¢1abo CUrHHQUKAHTHO TEPAaNCBTHYHO B3aUMOACHCTBHE B 3aBHCHMOCT OT PErHOH
CBhrIacHoO K0eTo koeduuneHThT Ha pucka (HR) 3a nbpeHuHaTa Kpaliia Touka ¢ B nonsa
OCTaHanara vacT Ha CBETa, HO € B NoJ13a Ha Kiaonuaorpen 3a CesepHa AMEpHKR, KOATO




npubausntTenHo 10 % ot usnara npoyuBaHa nonysauus (p-ctoiHocT Ha B3aumoeicteue=0,045).
ExcnnopaTropHuTe aHaaH3M npeanojarat BeposiTHa Bpb3Ka ¢ Jo3ata Ha ACK, KaTo ¢ yBejH4aBaHe Ha
no3arta Ha ACK ce HabntonaBa HamasieHa epUKACHOCT HA THKarpeaop. XpoHuyHara JAHeBHa 1o03a ACK,
KOSITO Jla CbMbTCTBA THKarpenop, Tpsdsa aa oOvae 75-150 mg (Bx. Touku 4.2 1 4.4).

Gurypa 1 noka3sa 04akBaHHs PUCK 3a HACTbIIBAHE HA MbPBU HHLMAEHT, BKJIIOYEH B KOMOMHHpaHaTa
KpaiiHa ToYka Ha e)UKACHOCT.

®urypa 1 — AHAJIH3 HA TLPBHYHATA KJIHHHYHA ¢bCTaBHA Kpaiina Touka oT CC cmbpT, MU H

uucyar (PLATO)
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B cpaBHeHHE ¢ KNONMUAOrpe, THKArpeJlop HaMajisiBa 4eCTOTaTa Ha HaCTbIIBaHEe HA HHLIM/EHTHTE,

BJIM3AlllM B ChCTaBa Ha MbpPBHYHATA ChCTaBHA KpaiiHa Touka — kakTo B nonyyauusta ¢ UA/NSTEMI, raka
n B nonynauusra ¢ STEMI (Tabnuua 4). Cnenosarenno, Tkarpenop 90 mg aBa mbTH 1HEBH

Ly
Hucka no3a ACK moxe aa ce usnonssa npu nauneHTH ¢ OKC (HectabunHa cteHOKapaAusgdm @ﬁpﬁﬁﬂx,h\h.fr;&b

.y _,-.%ﬁ"?hl ok 1::'.;:... 1%
3 5 T 8
{ & G A e
— = r- ;

uHdapkT 6e3 ST enesauus [NSTEMI] nnu muokapaeH ungpapkrt cve ST eneBauus [ST

)

N
\
\"x



BKJIIOYHTEHO NALHEHTH, JIEKYBAHH MEIHMKAMEHTO3HO, U NalHeHTH, JeKYBaHH ¢ IepKyTaHHA KOpPOHApHa
uuTepBeHUHR ([TKH) unn 6afinac Ha xopoHapHa aptepus (KAD).

Tabarna 4 — ABAAH3 Ha NHPBHYHATA H BTOPHYHHETE Kpalins ToukH 38 epukacHocT (PLATO)

Tuxarpeaop Kaonuaorpen

99 mg aApa| 75 mgBeaHbXK

NbTH AHEBHO aHeBHO (% APP* OPP* (%) (95 %

(Yo mauueHTH | papyenTH cBe (Ya/yr) CI)
cbe cnbutne) c1OuTHE)
N=9 333 N=9 291 _p-crolinocT
CC cMppr/MH 9.3 10,9 1.9 16 (8, 23) 0,0003
(C H3KA. HA
»THX MW} nnu
MHCYAT _
Hamepenue 3a 8,5 10,0 1,7 16 (6, 25) 0,0025
MHBA3HBHA
_Tepanus ‘ _

Hamepeuue 3a 11,3 13,2 2,3 15 (0.3, 27) 0,0444"
NeKapcTaeHa
Tepanua
CC cmupr 3.8 4.8 4 1,1 21 (9, 31) 0,0013
MM (c n3kn. Ha 5,4 6,4 1,1 16 (5, 25) 0,0045
WTHX"” MH)° _
Hucynr _ 1,3 1,1 -0,2 -17(-52,9) 0,2249
CumupT Oe3 0,7 11,5 2.1 16 (8, 23) 80,0001
IHAYECHHE HA
NpHYHHATA,
MH (c u3kn. Ha
. THX MH)
WM HHCYNT
CC cMmbprt, 0bmo
MH, uncyar,
CPH, PH, THA, 13,8 15,7 2,1 12 (5, 19) 0,0006
wnu apyra ATC?
CMrprt b6e3
JHAYEHHE Ha 4,3 54 1,4 22 (11, 31) 0,0003"
MPHYHHATA
HeduuuTHBHA
Tpom6O3a Ha 1,2 1,7 0,6 32 (8, 49) 0,0123F
CTEHTA

*APP=abconiorHa peaykuus Ha pucka; OPP=otnocurenna peqyxuus na pucka=(1-KoeduunenT Ha puck) x 100 %.

Orpuuarenna OPP o3Hadapa nOBHIIABAHE HA OTHOCHTCTHHA PUCK.
¢ uakmoueHue Ha ,,THx” MH.

*CPH=cepuo3ta pexypenrHa ucxemun; PU=pexypenrna ncxemus; THA=TpaninTopHa HCXeMHUHA aTaka; ATC=aprepuanto
tpoMboTHuHO cubuThHE. O6mo MH siotousa ,,THX” MU, aara Ha ChOHTHETO € 1aTaTa HA HETOBOTO YCTAHOBABAHE.
" HOMHHANHA CTORHOCT HA CHIHU(HKAHTHOCT; BCHUKH OCTAHANH Ca POPMATHO CTATUCTHYCCKH CHIHH(PHKAHTHH NO

npeacpURHpaHo HepapxHHB0 TeCTBAHE.




PLATO cenemuuno noonpoyveane

Onpenenanero Ha CYP2C19 u ABCB1 renoruna Ha 10 285 nauuentu 8 PLATO naBa Bb3MOXHOCT 34
acoLMALIHA Ha NreHOTHNHHUTE rpynH ¢ pesyatatute 0T PLATO. [IpeBn3xoacTBOTO Ha THKArpenop Hal
KAOMHAOTpEN NO OTHOLIEHHE Ha peAyKLUMATa Ha 3HauMTeHH CC cuOUTHA HEe € CHTHUDHUKAHTHO
nosnuaHo oT CYP2C19 unn ABCB1 redoruna Ha nanueHTuTe. [1ogoOHO Ha LATOCTHOTO NpOyYBaHe
PLATO, HaMa pa3ivKa MexAy THKarpelop U KIOnoAorpen npy o010 3HAYUTENHHTE XEMOParu4yHy
uHOuAeHTH B PLATO, senpexn reHotna CYP2C19 unn ABCB1. Hecnp3anoro ¢ KAb 3HaunTenHo
kbpBeHe B PLATO ce nosuilaga ¢ THKarpeaop B CpaBHEHHUE C KIOMHIOTPEN MPHU NTAUMEHTH C €IHH WIH
noseue CYP2C19 anenu cue 3aryda Ha GpyHKuHs, HO € CXOAHO Ha KAONHAOTPEN TPH NALlHEHTH C anel,
koHTO HAMA 3aryba Ha PyHKIus.

Kombunupan noxasamen 3a egpuxacnocm u bezonacnocm

KomGuunpanusat nokasaren 3a edukacHocT # 6eszonacHoct (CC embpt, MH, HHCYnT Han obino
3HAYUTENHO KbpBeHe no AehunuuuaTa Ha PLATO) noka3sea, ue nonsara OT NPUIOKEHHETO HA

THKarpenop rno OTHOLIEHHE Ha €(PUKACHOCT B CPABHEHHE C KIIOMUAOIPEN HE C& KOMITIEHCHPA OT CIYy4auTe
Ha 3Ha4uTenHo KbpBeHe (APP 1,4 %, OPP 8 %, KP 0,92; p=0,0257), 12 meceua cnex OKC.

Knunuuna bezonacvocm

XoaTepoBO NOANPOYYBAHE:

3a a ce OLeHH 4eCTOTaTa Ha BEeHTPHKYJIAPHUTE Nay3K H APYrd €n130JH Ha apuTMUA 110 BpeMe Ha
npoyyBaHeTo PLATOQ, € ochbliecTBEHO XONTEP-MOHUTOPHpaHE HA noArpyna ot 6nuso

3 000 nauuenTH, npudnuzurenso 2 000 OT KOMTO UMAT 3aMKCH, KAKTO B octpara ¢a3za Ha OKC, Taka u
Mecell No-KbCHO. IThpBHYHATA NpOCIEadaBaHa IPOMEHIHBA € YECTOTATA HA BEHTPHKYIAPHH Nay3H C
NPOABKUTENHOCT = 3 CeKyHAH. BEeHTpHKYNnapHH nay3u pa3BHBAT NOBEUE NMALHCHTH Ha JIEYEHHE C
Tukarpenop {6,0 %), oTkonkoTo TakuBa Ha NeueHue ¢ knonuaorpen (3,5 %) B octpara asa H CbOTBETHO
2,2 % n 1,6 % cnen 1 mecel (Bx. Touka 4.4). YBenHYeHHETO Ha BEHTPHKYJapHUTE Nay3H B ocTparta (asa
Ha OKC e no-u3paseHo npH nauMeHTHTE Ha THKarpeaop ¢ anaMuesa 3a XCH (9,2 % c anamnesa 3a XCH
cnpaMo 5,4 % npu nauneHTH 6e3 aHaMHesa 3a XCH; 3a naumenTnTe Ha xionuaorped, 4,0 % npu tesu
che cnpaMo 3,6 % npu Te3u Ge3 anamHesa 3a XCH). Tasn paznuka He ce nposaBaBa 3a ¢AHH Mecell: 2,0 %
cnpaMo 2,1 % 3a NaUMEHTHTE HAa THKArpesop, CbOTBETHO, ¢b¢ U Be3 anamuesa 3a XCH; u 3,8 % cnpamo
1,4 % 3a xknonuaorpen. Ta3u pa3nnka He € CBbP3aHa ¢ HEXKENaHy KIIHHHYHH HOCTSAHUM (BKIIOYHTETHO H
NOCTaBSHE HA NeHCMENKBP) BBB BENPOCHATA NOIMYALMA [ALHEHTH.

IIpoyusane PEGASUS (anamnesa 3a muoxapoen ungapxm)

PEGASUS TIMI-54 e npoyuBaHe ¢ 21 162 nanueHTH, ¢ Au3alH 3aBHCEL] OT HACTBNBALLKTE CHOUTHS,
paHAOMH3HPAHO, ABORHOCAANO, IIALEO0-KOHTPOJHPAHO, MEXKAYHAPOAHO MHOMOLECHTPOBO NNPOY4YBaHe C
fapane/iHy rpyfH 3a OLIEHKA Ha NMPEBEHLUMATA HA aTepOoTpOoMOOTHYHH CBOMTHA C THUKArpenop, IpUJiaraH B
2 no3u (90 mg apa nbTH AHeBHO UiH 60 mg nBa MbTH AHEBHO) B koMOUHaUMA ¢ HUCcKa Ao03a ACK (75-150
mg), B cpaBHeHHe ¢ Tepanns caMo ¢ ACK npw nauuenTd ¢ anaMyesa 3a MU ¥ IonsnHUTENHY PHCKOBH
¢daxkTOopH 3a arepoTpoMO0O3a.

[ManueHTH, NOAXOIALIM 3a BKIAKOYBAHE B NIPOYYBAHETO ca OUIH TAKMBA HA BbL3PACT Ha UK Hax S50
rOAMHM, HATHUHE Ha aHaMHe3a 3a MU (1 1o 3 roaMHyn npeay paHAOMHU3IUPAHETO) H HANHYHUE HA MOHE
eQuH OT clleAHHTe pHCKOBY daxTop 3a aTepoTpoMbo3a: Bh3pacT = 65 roauHH, 3axaped axaber,
Hanarail MEAHKaMEHTO3HO Ie4eHHe, BTOpH npeAauectsanl MU, nanun 3a maorocsosa UbC nau
XpoHHYHa ObOpeyHa AUCHYHKIUA H3BBH KpaltHHa cTanuil.




[laumeHTHTE HEe ca OMIM NOAXO/AM1IHM 3a BKJIKOYBAHE B NPOYYBAHETO, aKO Ca MMaJli NJjiaHupaHa ynorpeda
Ha P2Y ;-peuenTopeH aHTaroHUCT, AUMHUPHAAMOJI, LIHJIOCTA30J1 HJIH aHTHKOAryJlaHTHa Teparnus 3a
nepuojia Ha NPOY4YBAHETO; HaApYLIEHHE, CBbP3aHO C KbPBEHE HJIM aHAMHE3a 32 HCXEMHYEH UHCYT HJIH
BbTpPEYEPEIHO KbPBEHE, TYMOP Ha LIEHTpaJIHaTa HEPBHA CHCTEMA WJIH BbTpedyepenHa Cb/10Ba aHOMAJIHA:
MalMeHTH CbC CTOMALIHO-YPEBHO KbPBEHE Ipe3 NnpealecTraluTe 6 Mecela uid rojsma onepauus npes

npeawectBaluTe 30 AHU.

Kaunuyna echukacnocm

@urypa 2 - AHaJIH3 HA NbPBHYHATA KJIHHHYHA cbcTaBHA Kpaiina Touka ot CC cmbpT, MU 1

nucyar (PEGASUS)
1
Tukarpenop 60 mg - - - - Nnauebo R
10 - AB3 MbTH AHEBHO er=""
Bpow 7045 7067 LY
9 1| naumermu cuc coburme 487 (6.9%)  578(8.2%) Wi
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Bpow naynerTH B pUcCK
Ti60 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710
Placebo 7067 6950 6842 6761 6658 6315 5876 4899 3646 2028 714

Tabauna S - AHA/IH3 HA NLPBHYHATA H BTOPHYHHTE KPaiiHH TO4KH 32 epukacHocT (PEGASUS)

Tukarpeaop 60 mg ABa NbTH AHEBHO
+ACK Camo ACK N=7 067
N=7 045 "
~-CTOHHOCT
ClamHenTH HR MNaunenTH g
 XapakTepHCTHKA Che KM % 95 % CI) - ::l'hﬁHTHﬂ KM %
chOHuTHS (5 %

[IbpBHuHaA KpaiiHa TOYKa

CocraBHa ot CC 0.84

cmepT/MHA 487 (6,9 %) 7.8 % s 578 (8,2 %) 9,0 % 0,0043 (s)
[ (0,74, 0.95)
- /HHCYIT I 1 —

2,5° : 25 1 2106,0%) | 340
CC cMBpT 174 (2.5 %) 2.9 % (0,68, 1,01) 10 (3,0 %) 4 %




] R 0,84 |
0,84
MU 285 (4,0 %) 45% | (0.72,0098) | 338(4.8%) | 5,2 % 0,0314
i _—-rn—_-_ % i a—
U 91 (1,3 %) 1,5 % 9,75 122 (1,7 % 1,9 % 0,0337
HCYJIT (1,3 % y’ /0 (0,57, 0,98) 7 %) v/ /0 y

Bropuuna kpaiina Touka

T | | 0,83
CC cMBpT 174 (2,5%) | 29% | (0e8, 1,01) | 210B0%) | 34% -
CMBPT 10 0,89 (0,76, .
BCAKAKEA NpHHH | 289 (4,1 %) 4,7 % 1,04) 326 (4,6 %) 5,2 % -

KoeduuueHTLT HA pHCKA H p-CTORHOCTHTE €A H3YMCNEHR OTASNHO 38 THKArpenop cnpsMo Tepanus camo ¢ ACK ot Moaen Ha
NPOTIOPUHOHATHHTE PHCKOBE HA CoX, KaTo rpyrnara Ha JCUCHHE € CIMHCTBEHATA EKCIUTAHATOPHA NPOMEIUTHBA.

KM npoueHT, H3UHCTEH Ha 36-TH MeceLl.

Benexxa: 6post Ha mepBuTe cHOHTHA 38 kOMNoHEHTHTE CC cMBPT, MU K vHCy T ¢ AcHicTBHTENHMSAT Opoli Ha MEpPBK CHOUTHA 34
BOEGKH KOMIIOHEHT M He ¢¢ no0aBa KkbM Opos Ha cbOMTHATA B ChCTABHATA KpaHa TOUKA

(s) Hoxa3Ba CTaTHCTHYECKA 3HAYHMOCT.

Cl=/loeepurenen unrepean; CC=Cupaeuno-coaos; HR=KoednuueHnt na pucka, KM=Kaplan-Meier, MU=Mnoxapaeu
uHdapkr; N=Epoii naumeHTh.

HBeTe cXeMH Ha nedeHHe ¢ THKarpenop 60 mg asa mbTH JHEBHO H ¢ 90 mg ABa MBTH JHEBHO B
xomObuHaung ¢ ACK npesb3xoxaar camoctoaTennoro aedeHue ¢ ACK no oTHoLeHHe Ha NpeBeHLuATa
Ha aTepoTpoMOoTHUHHTE CHOUTHS (CheTaBHA KpatiHa Touka: CC cmbpt, MU U HHCYINT), C MOCTOAHEH
e(deKT OT JIeueHHETO Npe3 UeSIHA NEePHOo Ha Npoy4BaHeTo, Boaell A0 16 % PPP u 1,27 % APP 3a
tukarpenop 60 mg u 15 % PPP u 1,19 % APP 3a Tukarpenop 90 mg.

Bbnpexn ye npodunure Ha edpukacHocT Ha 90 mg u 60 mg ca nonoOHK, UMa JaHHH, Ye No-HUCKaTa 4034
e ¢ No-go0bp Npodua Ha NOHOCUMOCT U 6e30MacHOCT MO OTHOLUEHHE Ha PHCKa OT KbPBEHE H ANCITHed.
CnenoBatenno, camo takarpenop 60 mg npa nbTd AHEBHO, NpunoxeH eaHoBpeMeHHo ¢ ACK, ce
NpenopLuBa 3a npeBeHLa Ha atepoTpoMboTHYHHE ¢HONTHA (CC cMBpT, MM M HHCYAT) NpH NaUHEeHTH ¢
aHaMHe3a 3a MU 1 BHCOK pHCK OT pa3BHTHE Ha aTepoTPoMOOTHUHO CHOUTHE.

B cpasnenne cbe caMocroaTennoto JeyeHne ¢ ACK, tukarpenop 60 mg aBa NnbTH AHEBHO 3HAYHMO
NOHMXKABA MbPBAYHATA ChCTaBHa KpaiHa Touka oT CC cMbpT, MU M MHCYNT. BCeky OT KOMNOHEHTHTE

NONPUHACA 3a NOHWXEHHETO Ha MbPBHYHATA ChbeTaBHa KpaiiHa Touka (CC cmbpt 17 % PPP, MU 16 %
PPP u nucynr 25 % PPP).

PPP 3a chcraBnara xpaifiHa Touka ot | no 360 aum (17 % PPP) n ot 361 auu Haratbk (16 % PPP) e
nogobHo. Uma orpaHWyeHH AaHHU 33 ePHUKACHOCTTA H 0€30NacHOCTTa Ha YIABIDKEHO IIEUCHHE C
THKarpenaop Haja 3 roJHHH.

JInnceaT noka3aTencTna 3a nosisa (He ce HabnoAaBa PEAYKLHA HA YECTOTATA HA MbPBHYHATA
npocneasBana kpaiiHa touka oT CC cmbpt, MH ¥ HHCYAT, HO UMa NOBHINABAHE HA YECTOTATA Ha
3HAYUTENTHO KbpBEHE), Korato Tukarpenop 60 mg aABa NbTH JAHEBHO € NIPHIOKEH MPH KNTHHHUYHO
CTaOHNHH NALHeHTH ¢ JAaBHOCT Ha HH$APKTa > 2 rOAHHH UJIH NoBeYe OT eaHa M'OHWHA ClIeR CITHpaHe Ha
npeaxoaHoto nedeHune ¢ AIP-peuentopeH HHXUOHTOP (BXK. TOUKa 4.2).




Knunuuna besonacnocm

HecroTaTa Ha NpeycTaHOBABAHE HA TepanuATa ¢ THkarpenop 60 mg nopanaH KbpBeHe H JUCHHEN €
MOBHCOKA NPH NauHeHTH > 75 roauuy (42 %), B cpaBHEHHUE ¢ NO-MNaaK nauueHTH (HHTepeat: 23-31 %),
¢ pa3yigka cnpaMo maauedo rpynara no-ronaMa ot 10 % (42 % cnpamo 29 %) npu nauueHTH > 75 roivHH.

[leanaTpuyya NONynalHs

B pangoMu3zupano, ABoiHOCHANO npoyyBaHe Pas3a 1l ¢ napanenuu rpynu (HESTIA 3),

193 neanaTpuyuHy NMaLMeHTH (Ha BB3pacT oT 2 40 moA 18 roauHH) ¢be ChLpNOBUAHOKIETBYHA DonecT ca
pPaHJAOMHM3MpaHH Aa [oNyYaT HIH naauebdo, MM THKArpenIop B 1034 OT 15 mg 10 45 mg /182 NbTH AHEBHO
B 3aBHCHMOCT OT TENECHOTO Teruio. Tukarpenop Boad A0 MeaHaHa Ha TpoMOoLIMTHATE HHXHOHLIKMA 35%
MpeAr OpHEM Ha Jo3aTa H 56% 2 yaca cliell NpHEM Ha J03aTa [PpH CTaUHOHAaPHO ChCTOSHUE.

B cpaBHenue ¢ nnanebo HAMA 1107132 OT JIEYEHHETO ¢ THKArPeJIOP NO OTHOLICHHE HA YE€CTOTaTa Ha
Ba300KIIY3HBHHTE KPH3H.

EBponeiickaTa areHi1s nNo JeKkapcrpata ocBob0MIaBa 0T 3aAb/KEHHETO 3a MPEAOCTABAHE Ha
PE3YNTATHTE OT NPOYUBAHHUATA C pedepPEHTHHA JIEKAPCTBEH NMPOAYKT, ChAbPXKALl THKATPEIOP BCHYKH
MOATPYNH Ha NeJuaTpuHHaTa Mmonyiaims 3a ocTpH KopoHapHH cHHApoMH (OKC) 1 anaMHesa 3a
mHokapaeH nudapkt (MH) (Bxk. Touka 4.2 3a HHdopMaLMi OTHOCHO ynoTpeba B neanaTpusTa).

5.2 OapMaKOKHHETHYHH CBOICTBa

Tukarpenop uma nuHelHa papMaKOKHHETHKA, 2 €KCIIO3ULIHHTE KbM THKArpenop H akTHBHHUA MYy
meTabonut (AR-C124910XX) ca mpubnu3NTENHO NPONOPLUHOHATHY HA fo3aTta no | 260 mg.

Abcopbuna

AOcopOuuaTa Ha THKarpenop e Obp3a, ¢ MeZIHaHa Ha tma NPHONH3UTENHO 1,5 yaca. IIpeBpbiliaHeTO HA
THKArpenop B OCHOBHUA HHPKyJIHpai MeTabonT AR-C124910XX (cvuio akTHBeR) e Obp30, ¢ MeaHaHa
Ha tmex TpHONM3NTENHO 2,5 yaca. Cnea nepopalHO NPHIOKEHUE HA €AMHHYHA A03a THKarpenop 90 mg Ha
rnagHo npu 3apasH AMLA, Cmax € 529 ng/ml v AUC e 3,451 ng*h/ml.

CroTHOIIEeHHATA MeTaboIHT/OCHOBHO BellecTBO ca (0,28 3a Cpax 1 0,42 3a AUC. PapmakOKMHETHKATa HA
tTukarpenop # AR-C124910XX npu nauueHTd ¢ aHamHesa 3a MU obnkHoBeHo € nogobHa Ha Ta3u B
nonynauuaTa ¢ OKC. Bb3 ocHOBa Ha eZJMH nomnynalHoHeH papMakOKHHETHUYEH aHa/IH3 Ha NPOYYBaHETO
PEGASUS meananara Ha Cmax Ha THKaArpenop e 391 ng/mi u AUC e 3 801 ng*h/ml B ctaunonapHo
cbhbeToAHNME 32 THKarpenop 60 mg. 3a Tukarpenop 90 mg Coux € 627 ng/ml u AUC e 6 255 ng*h/ml B
CTAllMOHAPHO CbCTOAHHE.

CpeaHara abcontoTHa OMOHAUIHYHOCT Ha THKarpeaop € u3uucneHa Ha 36 %. IlpuembT Ha OoraTa Ha
Ma3HHHYU XpaHa BoAH A0 nosHaBaHe ¢ 21 % Ha AUC Ha Tukarpenop y o noHrkaBaHe ¢ 22 % Ha Cpax
Ha aKTHBHUA My MeTabOIHT, HO HE NMOBNHABA MO HUKAKBLE HAYHH Cnax Ha THKArpenop unu AUC Ha
aKTHBHHA My MeTabonut. CMmATa ce, Ye TE3H MaJIKH MPOMEHH Ca ¢ MHHHMAJTHO KJIMHHYHO 3HA4Y€HHE;
NMOpaAyd TOBAa THKArpeaop MOXe Aa ce npHeMa ¢bC MK Oe3 Xxpana. Tukarpenop # akTHBHHAT My
MeTabonuT ca CybeTpaTi Ha P-gp.

Tukarpenop BsB BHA Ha CTPMTH TaONETKH, CMECEHH ¢ BOJA, NpHJIarad NepopajHo HiIN 4Ypes3
HA30IaCTpaiHa COHJIa B CTOMaxa, HMa cpaBHUMa OHOHANHYHOCT ¢ uenuTte TablIeTKH Mo OTHO
AUC u Cyax Ha THKArpenop ¥ aktuBHug Metabonut. Havannara ekcnosuuus (0,5 n 1 yac ¢



NPUWIOKEHHE) OT CTPUTHTE TADJIIETKH THKArpenop, CMECEHH C BOZIA, € NTO-BHCOKA B CPABHEHHE C LieJIHTe
TabJIeTKH, ¢ KaTo LANI0 HACHTHYEH NMpodun Ha KOHUCHTpauHa cinel Toea (2 10 48 qaca).

Paznpenenenue
B cTailHOHapHO CBCTOAHHE 0OeMBT Ha pasnpenencHue Ha THKarpenop € 87,5 1. Tukarpenop u
aKTHBHHUAT MYy MeTabOJIMT Ce CEBP3BAT € YOBELIKUTE IUIa3MEHH NIPOTECHHH BB BUCOKA CTEINEH (>

99,0 %).

buoTpancgopmalius

CYP3A4 e ocHOBHUAT €H3HUM, OTTOBOPEH 3a METa00JH3MPAHETO HA THKarpeaop 1 obpa3yBaHeTO Ha
aKTHBHHA MY MeTabOJHUT, KaTO TEXHHTE B3auMoaeicTeua ¢ ApyrH cybctpatn Ha CYP3A Bapupar ot
aKTHBUpaHe 10 HHXHOUpaHe,

OcHoBHHAT MeTabomMT Ka THKarpenop € AR-C124910XX, kolTO CblLIO € aKTHBEH — KOETO Ce OLCHABA
ypes in vitro cBbp3BaHe ¢ TpoMOouuTHHA P2Y 1 AZID peuentop. CHCTEMHaTa €KCNO3ULIMA HA AKTHBHHA
MeTabonut e npubnuzutenno 30-40 % ot ta3u Ha THKArpenop.

EnuMHHEKpaHe

OCHOBHHSAT BT 3a €IMMUHHPAHE Ha TUKArpesop € upes yepHoapobua tpanchopmauusd. [1pu npunaraxe
HA PAAHOAKTHBHO MAPKHPaH THKArpenop CpeAHOTO Bb3CTAHOBABAHE HA PAAMOAKTHBHOCTTA €
npubnnsutenno 84 % (57,8 % pue peueca, 26,5 % B ypuHara). KonnuecTBoTo Ha THKArpeaop 1
AKTHBHHA My MeTaboNuT, KOUTO ce OTKPHUBAT B YPHHaTa, ca noa 1 % ot npuerara ao3a. BeposTho
OCHOBHHAT NbT HA €JIUMHHHPAHE HA aKTHBHHA MeTAbOIHT € upe3 ekckpelus B »Jrbykarta. CpeHUusT 1y
Ha THKarpenop e npuOnH3uTenHo 7 vaca, a Ha aKTHBHUR MYy MeTabonuT — 8,5 yaca.

Creunansy nonynauuy
Cmapuecka eb3pacm

[To-BHCOKH €KCMO3HUMHU Ha TUKarpenop (mpubauninrenHo 25 % u 3a Cmax, u 3a AUC) 1 Ha aKTUBHHA
My MeTabonut npu nauneHTH ¢ QKC B cTapuecka Bb3pacT (= 75 roAHHN) B CpaBHEHHE C NO-MJIaH
NnauHeHTH ca HabnoaaBaHu MpU NONYAALMOHHUA QapMaKOKHHETHYEH aHANK3. TE€3M PasiiHKH HE ¢
CMSATAT 33 KJIHHHYHO 3Ha4YMMH (BXK. TOYKa 4.2).

[leduampuyna nonyrayus
Hanusnu ca orpaHH4eHH JaHHKW NP Aela CbC ChbpnoBHAHOKNETbYHA DonecT (Bx. ToukH 4.2 1 5.1). B

npoyuyBanero HESTIA 3 npu nauuedT Ha Bp3pacT o1 2 20 noA 18 roauHy ¢ terno > 12 no <24 kg, >
24 no <48 kg u > 48 kg, e npunarad THKarpenop Karo neJuaTpuyHH Jucneprupaius ce Tabnetku 15
mg B 1034 ¢HOTBETHO 135, 30 1 45 mg aABa nbTH AHEBHO. B3 OCHOBA Ha NOMYTALMOHEH
dapMakokHHeTH4eH aHanu3 cpeaHara AUC sapupa ot 1 095 ng*h/ml o

1 458 ng*h/ml, a cpeanara Crax Bapupa o1 143 ng/ml a0 206 ng/ml npu cTaunoOHaApHO CHCTOAHHUE.

Hon
B cpaBHEeHHE ¢ MbXKe, IPH XKEHHU ca HaDMIOAaBaHU [10-BUCOKH €KCTIO3HLIMA HA THKArpeaop M Ha aKTHBHHA
My MeTabonuT. Pa3IMKHTE HE C€ CMATAT 3a KIIMHUYHO 3HAYHMH.




bvbpeyno yapexcoane

B cpaBHeHre ¢ xopa ¢ HopManHa Ob0peuHa QyHKUHA, NPH NALHEHTH C TeXKOo OBOpeyHo yBpexaaHe
(XpeaTHHHHOB KJAHPBHC < 30 ml/min) excrio3nuKATa HA THKarpenop € no-Hucka ¢ npudausurento 20
%, a eKCIIO3HLINATA Ha AKTHUBHUA MeTaboNHT € no-BHcoka npudansutenHo cuc 17 % .

[Tpy nauneHTH ¢ TepMUHaNeH cTaanit Ha 6v06peyuno 3abonaBane Ha xemoauanuia AUC u Cuax Ha
Takarpenop 90 mg npunaran B JeH 6e3 auannia ca ¢ 38% v 51% no-BHCOKH B CpaBHEHHE € XOpa ¢
nHopmanHa 6u0peuna pynkuus. [ogobHo noBHIEeHHE B ekCNO3HLHATA ce HabmoaaBa, KoraTo
THKArpenop ¢e Npuiara HenoCcpeACTREHO Npeax Axanuiara (CboTBeTHO 49% M 61%), koeTo noka3sa, ue
THKArpeaop He ce AHanu3npa. EKCro3suumnATa Ha aKTHBHHA MeTabOoNMT C€ MOBHILABA B NO-MAJIKA CTENCH
(AUC 13-14% u Cqpax 17-36%). EdexTbT Ha HHXHOHpaHe Ha TpoMbonuTHaTa arperauus (UTA) e
He3aBHCHM OT AHANIM3aTa [TpH NALMeHTH ¢ TeEpMHHaNEH cTaauii Ha 6b0peuno 3abongsane u e nogoben
IpH Xopa ¢ HopMmanHa 6b0peuHa pyHKLHA (BX. Touka 4.2).

Yeprodpobuo yepexcoane

B cpaBHeHMeE ¢bC 3aApaBH J0OPOBOJILH, NPH NAHEHTH C JIEKO 4ePHOAPOOHO yBpexaaHe Cumax M AUC Ha
THKarpeaop ca no-BHCOKH CbOTBETHO ¢ 12 % u 23 %, obaue UTA edexTsT Ha THKarpenop e noacbeH B
asete rpyny. He € Heo6X0RHMO KOpUrUpaHe Ha 403aTa [PH MAUMEHTH € JE€KO YepHOAPOOHO yBpexKIaHe,
Hama npoy4BaHHa ¢ THKArpenop npHu MalKeHTH ¢ TEXKO 4ePHOAPOOHO yBpekaaHe H JIMNCBa
¢dapMakokuHETHYUHA HHGOPMALIHA NPH NALHEHTH ¢ YMEPEHOo YepHoaApobHo yBpexaane. [1pn nauueHTH ¢
YMEPEHO HJTH TEXKO NOBHIIEHHE Ha €AUH WY NoBeye YepHOAPOOHH (YHKUWOHANHH NTOKA3aTEN! Ha
H3X0JHO HHMBO, MIA3MEHHUTE KOHLEHTPAllHH Ha THKarpenop ca 0OHKHOBEHO NMOAOOHH KIH MAJIKO 10-
BHCOKH B CPaBHEHHE ¢ NalMeHTHTe 6e3 u3xoaHo noBulleHHe. He ce npenopryBa KOpHIrHpaHe Ha A03aTa
IIPH NALUEHTH ¢ YMEPEHO YepHOAPOOHO yBpexKaane (BX. TOUKH 4.2 u 4.4).

Emruvecka npunaonedcrocm

B cpaBHEeHNE ¢ NAUMEHTHTE OT €BpONEUAHATA paca, MAMEHTHTE OT a3HATCKH NPOH3X04 HMAT [10-BHCOKA
¢ 39 % cpenna OMOHaANMYHOCT. B cpaBHEHHE ¢ NTALMEHTHTE OT €BPONEHAHATA paca, MPH
CaMOOIpeeNsUIHTe C& KaTO YePHOKOXKH NallHeHTH, OHOHATMYHOCTTA HA THKArpenop € no-nucka ¢ 18
%. B x1uHuKO-papMaKoNOrH4yHH NpoyuBaHHA eKCNO3HUMATA (Cmax 1 AUC) Ha THRarpenop npu SnoHuUM
¢ mo-Bucoka ¢ npubausutento 40 % (20 % cnen kopexuus CpaMo TEJIECHOTO TErj0), OTKOJIKOTO NPH
XOpa OT eBponeraHaTa paca. ExcnoznuusTa npu nauMeHTH, KOHTO €€ CAaMOOMNPEASNAT KaTO UCNaHO HITH
NaTHHO THI, € NOA00HA HA Ta3H NPH NMALMEHTHTE OT eBPONEHIHATA paca.

5.3 IlpeaknHHHYHY NAHHH 33 0€300aCHOCT

[IpeaxnHHHYHHUTE JaHHH 32 THKArpeop # OCHOBHHA My MeTaOONMHUT HE NMOKa3BaT HENIPHEMIIUB PHCK 3a
Pa3BHTHE HA HEXEIaHH peakLMK NpH Xopa Ha 0a3aTa Ha KOHBEHUHOHAIHHTE apMakOJOrHYHH
H3NUTBaHKuA 32 0e30MaCHOCT, TOKCHYHOCT NPU €JHOKPATHO U MHOIMOKPATHO IPUIAraHe H reHOTOKCHYEH
NoTeHLHaN.

[Ipn HAKOJIKO XKHUBOTHHCKH BHAA € HaONIOAaBAHO CTOMALIHO-YPEBHO APa3HEHE NPH KIHHHYHO 3HAYHMH
HUBA Ha eKCo3uLuA (BXK. Touka 4.8).

an MEHCKH TUTHRXOBEC, THKATPCIOpP BbB BHCOKH AO3H JCMOHCTPpHP& NNOBHUICHA YECTOTA Ha TYMO

TYMOPH Ha MATKaTa BEpOATHO € XOpMOHaeH AucdanaHc, KOHTO MOXE Aa ZOBeAE A0 nog
MpM MIbX0Be. MexXaHU3MBT 32 MOABa Ha YEPHOAPOOHH A€HOMH BEPOATHO € CrIeHPHY




€H3INMHAa HHAYKLHA B YepHHA Apob. [Topaam ToBa ce cunTa, ue € Majlko BEPOSTHO KAPLHHOTEHHUTE
HAXOJAKH Ja HMAT 3Ha4eHHe 3a Xopara.

[lpn nabxose, ca HabnogaBAHH MUHHMATHH aHOMAJTHH Ha Pa3BUTHETO MPH A03a, TOKCHYMHA 32 MaiixaTa
(rpanuua Ha 6esonacHoct 3.1). Ilpu 3afiun ce HabmoaaBa neko 3abapaHe Ha YepHOAPOOHOTO ChapABaHE
H CKENIETHOTO pa3sBHTHE Ha PeTycHTE npH MallKH Ha BHCOKa n03a 0e3 na ce HabnoaaBa TOKCHYHOCT 3a
malkara (rpaHHLa Ha Oe3onacHocT 4.5).

[Ipoy4yBaHHS NNPH IUTEXOBE M 3aliliy NOKA3BAT PEMPOAYKTHBHA TOKCHYHOCT C JIEKO NOHH)XXaBaHe Ha
HaAAaBaHETO Ha TErJio NPH MalikaTa ¥ HaMasleHa HEOHATalHa XXH3HECTIOCOOHOCT U TErJIo NMPH PAXAGHETO,
cbe 3abaBsaHe Ha pacTexa. THkarpenop BoAM A0 HEPEAOBEH LHKBJ (OCHOBHO YABIIXKEH LIHKBJI) NPH
>KEHCKH TUTbXOBE, HO HE NOBIHABA 061K PEPTUIHTET NPH MBXKKH W XXEHCKH NTbXOBE.
DapMaKOKHHETHYHH NMPOYYBAHHA ¢ PAIHOAKTUBHO MAPKHPaH THKArpeaop NOKa3BaT, 4¢ OCHOBHOTO
BELIECTBO U HErOBHTE METAOONIMTH CE EKCKPETHPAT B MIIAKOTO MPH IIBXOBE (BX. ToYka 4.6).

6. GOAPMAIIEBTHYHH JAHHHU

6.1 Chnucebk Ha NOMOIHHTE BellleCTBA

Aapo Ha rabneTkara

Manuton (E421)

Kasuues xuaporengocdar auxuapar (E341)
HaTtpueB HHlIeCTEH rNHUKONAT

XHRIpomenosa

Marnesues creapar (E470b)

Tabnerna oOBHBKA
XunpoMenosa

Twranos anokcua (E171)
Makporon

XKeneizen okcua, xbiat (E172)
Tank (E553b)

6.2 HecbBMeCTHMOCTH

Henpunoxumo
6.3 Cpox na roanocrt
3 roJMHH

6.4 Cnenraaum yc/I0BHN HA ChXPRHEHHE

To3n nekapcTBeH NPOAYKT He HIHCKBA CMELHATHH YCIOBHA 34 ChbXPaHEHHE.




6.5 Baau cLABPKAHHE HA ONAKOBKATA

KaproHeHa kyTHs, chabpaauia npospaded PVC-PVDC/Al OGauctep ot 10 unu 14 punmupann tabnerky.

Onakoska ot 10, 14, 28, 30, 56, 60, 100 unn 168 punmupanu tabnerkn.

He BCHYKH BHAOBE ONAKOBKH MOrar jaa 0bjar [MyCHATH B IIPO,!I&JKG&.

6.6 ChnennanHu npeanains MEpPKH NPH H3IXBLPASHE

HeunsnonisaHuAT JEKAPCTBEH MPOAYKT HJIK OTIIAABYHHUTC MATCPHAIIH OT HEIO 'rpﬂﬁna Aa CC H3XBBPJIAT B
CbOTBCTCTBHE C MECTHHUTC H3HCKBAHHA.

7. INNPHTEXATEJ/ HA PASPELIEHUETO 3A YIIOTPEBA

Zentiva, k.s.
U kabelovny 130,

Dolni Mécholupy,
102 37 Praha 10,

Yewuka penybnuka
8. HOMEP(A) HA PAZPEUIEHHUETO 3A YIIOTPEBA
Per. Ne 20220282

9. JATA HA ITBbPBO PAIPEIIABAHE/TIOAHOBABAHE HA PAZPEIHEHHETO 3A
YNIOTPEBA

Jara Ha nbpBO pa3peiuasase: 11.10.2022
JaTa Ha nocAeaHO NOAHOBSBaHE:!

10. JATA HA AKTYAJIHIUPAHE HA TEKCTA

03.07.2025 .




