KPATKA XAPAKTEPUCTHKA HA HPOI[YI{TK/ 02700 (5 // €

F43228-5 64
1. UME HA JIEKAPCTBEHUSA MNPOAYKT

Tuxarpenop Tesa 60 mg ¢punamupanu TabneTku
Ticagrelor Teva 60 mg film-coated tablets

Tuxarpenop Tera 90 mg ¢unmupanu TabneTku
Ticagrelor Teva 90 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Tukarpenop Tesa 60 mg ¢puaMupaHu TabJIETKH
Besaka ¢punmupana tabnerka cpabpka 60 mg Tukarpenop (ticagrelor).

Tukarpenop Tesa 90 mg ¢unmupanu TabsieTKH
Bcsaka dunmupana tabnerka ceabpka 90 mg Tukarpenop (ticagrelor).

3a MbJHHUSA CMTUCBK Ha NMOMOIIHUTE BEILIECTBA BHXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana tabnerka (tabnerka)

Tukarpenop Tesa 60 mg duamupanu TabjaeTKH
CBeTJIOpO30BH 10 pO30BH TabJIETKH € KpbIiia popMa, MapkupaHH cbe ,,137* ot enHara ctpaHa u “A’
OT JipyraTa cTpaHa, ¢ pa3mep npuoau3uTeHo 8§ mm.

Tukarpenop Tesa 90 mg ¢puamupanu TabneTku
CBETIOXKBJITH 10 KBJITH TabJIeTKH ¢ KpbIuia popma, Mapkupanu ¢ ,,A91* ot eaHara crpaHa u 6e3

MapKHpPOBKa OT Jpyrara CTpaHa, ¢ pa3Mep npuoiM3uresHo 9 mm.

4. KJIAHUYHU JAHHU

4.1 TepaneBTHYHH NOKA3AHHA

Tukarpenop TeBa npunoxeH eJHOBpPEMEHHO ¢ aueTuicanuuuioBa kuceauHa (ACK), e nokasas 3a
npoduiakTUka Ha aTepOTPOMOOTHYHH HHLIMAEHTH TIPH Bb3PaCcTHH MALIHEHTH C
- ocTbp KopoHapeH cuHapoM (OKC) unu
- aHaMmHe3a 3a MHOKapaeH HHpapkT (MU) U BUCOK PUCK OT pa3BUTHE HA aT€POTPOMOOTHYHO
cvOuTHe (BX. Touku 4.2 u 5.1).

4.2 Jlo3MpOBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

[TauuenTure, npuemain Tukarpenop Tesa, TpaOBa CbI1O Taka Aa NpUEMAT HUCKA MO UTbPKAEI-TO
ot 75-150 mg ACK aHeBHO, OCBEH aKO TOBA € U3PHYHO MMPOTHBOIIOKA3aHO. W
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Ocmpu KOpOHRAPHU CUHODOMU

Jleyenuero ¢ Tukarpenop Tesa Tpabpa na 3anouysa ¢ eqHOXpaTHa HaToBapBalta q03a oT 180 mg (ase
tabnerkn ot 90 mg), cnen koeTo ce npoab/Dkasa ¢ fo3a 90 mg aBa meTH AHEBHO. [Ipenopbysa ce
neyeHuero ¢ Tukarpenop Tesa 90 mg ABa MHTH AHEBHO Aa NPOABLKH 12 Mecela npy NaLUEHTH ¢
OKC, ocBeH ako HIMa KIHHHYHH OKA3aHHUA 3a NMPEKbCBaHE HA MpHeMa (B, Touka 5.1).

Moxe aa ce oOMucau npeycraHopaBane Ha ACK cnen 3 Meceua npu nauueHTd ¢ OKC, kouro ca
NpeTLPNAIY NepKyTaHHa kopoHapHa HHTepBeHIHA (ITKH) » uMaT nosMilleH pHCk OT KbpBeHe. B To3H
ClIy4ait MPHEMBT Ha THKarpesop, KaTo ¢AHHHYHA aHTHArperaHTHa Tepanus, TpsaOBa f1a NPOABIKH

O mecena (BXK. Touka 4.4).

Anamuesa 3a muokapoer ungapxm

Tukarpenop Teea 60 mg ABa MbTH AHEBHO € NPENOPBLYHTENHATA 4034, KOraTo € He0DX0AHUMO
yIOBIKEHO JISYEHHE Ha NalHeHTH ¢ aHamHe3a 3a MU o1 noHe eaHa roaMHa U BHCOK PHCK OT
aTepoTpoMBOTHUHO cLOUTHE (BXK. Touka 5.1). JleyeHnero Moxe na ObAe 3an04YHaTO O€3 NPEKLCBAHE,
KaTo MPOABJDKABAILA TEPANHUA CJie] HAYAIHOTO le4eHue OT eAHa roguHa ¢ Tukarpenop Tesa 90 mg
WIH Tepanui ¢ Apyr aaeHo3uH audocdar (AAD) peuentoper HHXxHOUTOp npH nauveHTH ¢ OKC 1
BHCOK PHCK OT aTepoTpoMBoTH4HO crburHe. JleueHueTo Moxe Aa Obp1e 3ao4HaTo ChLUI0 U 10

2 rogusd ot MU unH 1o easia roayHa cliell CMpaHe Ha NpeailecTBanoTo deuenre ¢ AJ[D-
peuenTopeH MHXuOHTOp. UMa orpaHnueHH JaHHM 3a epHKACHOCTTA H HE30MacCHOCTTa Ha YAB/DKEHO
JIeYeHHE C THKarpeJop Haa 3 roavHu.

AKoO e HeoOxoauMa CMAHA Ha TepanuATa, mbpBarta Jo3a Tukarpenop Tepa TpsabBa na Obae npumoxkeHa
24 yaca cnea nocaeaHaTa A03a HE APYroTo aHTHTPOMOOTHYHO JIEKApCTRO.

IIponycrhama doza

[Iponycky B TepanyATa Chilo TpAOBa Aa ce H3barear. [laumeHT, KOHTO € MpoIMmycHan ia NpueMe
no3ara cH Tukarpenop Tea, TpaOBa aa npueMe camo eqHa TabneTka (CieaBallara cu 103a) B
obHuaitHOTO BpeMe.

Creyuainu nonyaayuu
Bw3pacmnuu

[Ipy nauKeHTH B cCTapyecKa BH3PACT HE CE Hajlara KOpeKius Ha no3ara (Bxk. Touka 3.2).

Bbvbpeuno yepeocoane
[Tpu nauneHTH ¢ 6p6pedHo yBpeknaHe HE € HeoOX0AUMa KOPEKLIMA Ha f03aTa (BXK. Touka 5.2).

Yeprnoopobno yepecoane

Tukarpenop He € IpOY4YBaH NPHU NALMEHTH € TEXKO YEPHOAPOOHO YBPEXKIAHE W NOPaJH TOBA,
ynorpedara My MpHU Te€3H NMalUeHTH € IPOTHBONOKa3aHa (BxK. To4yka 4.3). UMa camo orpaHuyeHa
HHGOpPMALMS [IPH MALMEHTH ¢ YMEPEHO 4epHOApOoOHO yBpexaaHe. KopHrHpane Ha no3aTa He ce
NpenophYBa, HO THKArpenop Tpadpa aa ce U3Mo3Ba ¢ NOBHLICHO BHUMAaHHE (BX. TOYKH 4.4 U 5.2).
[Ipn nauueHTH ¢ IEKO YepHOAPOOHO YBpEeKAAHE HE € HEOOXONHMO KOPHIHpaHe Ha A03aTa (BX.
TOUKa 5.2).

IHeouampuuna nonyaayus

Be3onacHOCTTa M €PHKACHOCTTA Ha THKArpenop npu Aela Ha Bb3pact noj 18 roauHM He €
ycrtaHoBeHa. HAMa ¢cboTBeTHA ynotpeba Ha THKarpenop npH Aeua CbC ChPIOBHAHOKIETEYHA OonecT
(Bx. ToukM 5.1 ¥ 5.2).

HayuH Ha npuaoxKeHne
3a NepopaIHO MPHIOKECHHE.

Tukarpenop TeBa Moxe Aa ce npHeMa CbC WK De3 xpaHa.
[Ipu naumMeHTH, KOUTO HE MOTAT Aa NpernbulaT Tabnerkara(uTe) usna (uenu), Tadne
CTPHUAT Ha (PUH Npax H Aa ce CMECAT ¢ MONOBHH Yallla BOAA U J1a CE H3IIHAT BeHAara.

DE/M/7375/001-002/WS/005



1a Ce M3IUIAKHE ¢ Olile NOJIOBHH Yallla BOJAA U ChABPKUMOTO Aa ce uznue. CMecTa MOXKe A1a ¢e npunara
CbIIIO H 4pe3 HazoracTpaiHa conaa (CHS wnu no-ronama). BaxkHo € HazoracTpaiHaTa COHAA Ja ce
NpOMHe ¢ BOJa CNEI MPWIAraHe Ha CMecTa.

4.3 IIporHBOoROKA3AHHS

o CBpBbX4YBCTBHTEMHOCT KbM aKTHBHOTO BELIECTBO WIH KbM HAKOE OT MOMOLIHHTE BElleCTBa,
n30poeHH B Touka 6.1 (BK. Touka 4.8).

AKTHBHO NaTONOTHYHO KbPBEHE.

AHaMHe3a 3a MHTPAaKPaHHaIHA XeMoparus (BK. Touka 4.8).

Texxxko yepHOoApoOHO yBpexaaHe (Bx. ToukH 4.2, 4.4 1 5.2),

CBbBMECTHOTO NMPUIOKEHHE HA TUKArpenaop ¢ Mo1HH HHXuOuTopH Ha CYP3 A4 (nanp.
KE€TOKOHA30J1, K1apHTPOMHLIMH, He(da30JOH, pUTOHABHP U aTa3aHaBHpP), THH KATO MOXe Ja
NOBejie A0 3HAUMUTETHO NOBUIICHUE HA EKCMIO3MLIMATA Ha THKArpenop (BX. Touka 4.5).

44 CoenHajaHn npexynpeKaeHHs H NpeANA3HH MEPKH NpH ynorpebda

PHCK OT KbpBEHE

[IprnokeHHETO Ha THKArpesop Mpy NaMEHTH ¢ H3BECTEH NOBUILEH PUCK OT KbpBEHE TpsadBa na ce
npeleHy CITPAMO NOoJ3aTa MO OTHOLICHUE HA NPEANA3BAHETO OT aTepoTPOMOOTHYHH HHUMACHTH (BXK.
TouKH 4.8 1 5.1). AKO € KIHHHYHO NMOKa3aH, THKarpenop TpadBa Ja ce npunara ¢ nNOBULIECHO
BHMMaHHeE MPH CIIeIHUTE IPYIIH NalHEHTH:

* [lalMeHTHTE CBC CKIOHHOCT KBbM KBEPBEHE (HAMNP. NOpaju CKOPOLIHA TPaBMa, CKOPOLIHA
onepauma, HapyluleHUd B KpbBOCBCHPBAHETO, AKTUBEH MITH CKOPOLIEH CTOMALUHO-YPEBEH
KPBBOHANIMB) WM Te3d KOMUTO ca ¢ MOBHILEH PHCK OT TpaBMa. [ IpHNoxXEeRHETO HA THKarpenop €
MPOTHBOIOKA3aHO MPH MALMEHTH ¢ AKTHBHO TTATONIOrHYHO KBEPBEHE, MPH TAKHBA C aHAMHE3a 3a
HHTPaKpaHHAIHA XeMOparvs U NpH NaUMEeHTH C TeXKO YepHoApoOHO yBpexaaHe (Bx.

Touka 4.3).

. [TaumeHTH, NpreMallld €HOBPEMEHHO JIEKAPCTBEHH MPOAYKTH, KOHTO MOTAT Aa MOBHILAT PUCKA
OT KbpBeHe (Hanp. HeCTEPOUIHH MpOoTHBORB3NANKTENHH cpeacTBa (HCIIBC), nepopanuu
AHTHKOAryJaHTH HW/UNHK (UOPHHOJIUTHLM) B pAMKHWTE Ha 24 yaca OT NpHEMa Ha THKarpesop.

B nee panaoMusupanu KoHrponupanu npoyusanus (TICO u TWILIGHT) npu naunentu ¢ OKC,
koHTO ca npeMuHany I1KH npoueaypa ¢ MeaAMKaMEeHT-H3NBb4YBAL CTEHT CE€ BIDKAA, HE MPSKBCBAHETO
Ha ACK cnen 3 Meceua aBofina anTiarperaHTHa tepanus ¢ THKarpenop H ACK (dual antiplatelet
therapy with ticagrelor and ASA, DAPT), 1 npoaw/kaBaHe ¢ THKarpeiaop, KaTo eAMHUYHA
aHTHarperaHTtHa tepanus (single antiplatelet therapy, SAPT) 3a 9 u 12 mMeceua, pecneKTHBHO BOAY 110
HaMaJIABaHE Ha PHCKA OT KbPBEHE U He ¢ HabM10aaBaHO MOBUILABAHE HA PUCKA OT CEPUO3HH HEXKEAHH
ChpPAEUYHOCHAORH CHOHTHUS B CpaBHEHUE ¢ npoab/KasaHe Ha DAPT. PeumieHueTo 3a npeycraHoBsBaHe
Ha ACK cnea 3 Meceua ¥ NpoOBIIAKEHHE C THKArpenop, KaTo ¢AMHHYHA AHTHATPEraHTHa Tepallig 3a

O Mecelia NpH NMALMEHTH C NMOBHILIEH PHCK OT KbpBEHE, TpaO8a 1a ce OCHOBAaBa Ha KJIMHHYHA
npeleHKa, KaTo ceé HMa MPeABH PUCKBT OT KbPBEHE CIIPAMO PHCKA OT TPOMOOTHYHH CHONTHA (BXK.
Touka 4.2).

Tpancdyszusra Ha TpomOoLMTHA Maca He 0OpblIa aHTHTPOMOOTHYHIS edeKT Ha TUKArpenop fpH
3paBH NOOPOBOJILIM M € MAJIKO BEPOATHO Ja KMA KJIMHHYHA M0JI3a MPY NALMEHTH ¢ KbpBeHe. [loHexe
CAHOBPEMEHHOTO NMPHIOKEHHE Ha THKAIPENop ¢ AC3MONPECHHE HE CKBCABA BPEMETO HA KBPBEHE,
BEPOATHO JAE€3MONMPECHH HAMA Ja Obae ePUKACEH 3a OBNAAIBAHE HA KPBBOWINMB (BXK. TO4Ka 4.5).

AHTHOHOPHHONUTUHHOTO leueHHe (AaMHHOKAINIPOHOBA WK TpaHEKCaMOBa KHCEWHA) W WU:'H .

TepanuiaTa ¢ pekoMOUHaHTeH ¢akTop Vila Morar aa yckopaT KpeBochcupBaHeTo. [Ipue 7
THKarpeaop MOXe Aa ¢¢ Bb30OHOBM clel KaTo NMPUYMUAHATA 33 KbPBEHETO € OTKPUTA H TC
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Onepaumu
[TaumnenTHTe TpaOGBa ga 6bAAT NOCHLBETBAHH Ja HHYOPMHPAT JIEKAPUTE H CTOMATOJIO3UTE CH, Y€

NpHEMAT THKarpesop, npeaun aa uM 6b/1¢ Ha3HAYEHA KaKBATO H Ja € XHPYPIrHUYHA HHTEPBEHLUA U
Npeay Ja 3aMo4HaT Aa NpHeMAaT HOB JIEKapCTBEH MPOAYKT.

INpu nauueHTH oT npoyyBaHeTo PLATO, noanoxenu Ha kopoHapeH aprepraiieH bafinac (coronary
artery bypass grafting, CABQG), npu THkarpenop ¢ce Habn10oaBa noBe4Ye KbpPBEHE OTKONKOTO NPH
KJIOMUAOIPEI, KOraTo € CNPSH B paMKHTE Ha | O€H npeaH onepaurara, HO CXOJHa 4YeCToTa Ha
3HAYHTEJIHO KbPBEHE, B CPABHEHHE C KJIOMUAOIPEN, Cle] CIIHPAHE HA JICUCHHETO 2 WIH NOBEYE IHH
npeaH onepauMs (Bxk. Touka 4.8). AKO NauMEHTHT TPAOBa Aa ce MOAIOKH Ha [1aHOBa ONepaLks H
aHTHArPEraHTHUAT ePEKT € HEXKENIaH, TUKArpenop TpAOBa Ja ce NMpeyCTaHOBH 5 IHH Npeau
XUpYpPru4HaTa HHTEpBEeHLNA (BXK. TOUKa 5.1).

[laliMeHTH ¢ NpeAInecTBall HCXEMUYEH HHCYJIIT
Mauuentn ¢ OKC ¢ npeawecTsan “CXeMHYEH HHCYNT MOraT a ObAaT JIEKyBaHH C THKArpesop B

Npoab/DKEeHUE Haii-MHoro fo 12 meceua (nmpoyusane PLATO).

B PEGASUS naumeHTH ¢ aHamHe3a 3a MU ¢ npeauecTsai HCXeMUYEH UHCYNT HE ca OWIH
BKouBaHH. [lopaam ToBa, NpH JIMIICA HA JAaHHH, JICYEHHUE NOBEUYEC OT €/1HA rO/IHHA HE Ce NpPEenophyBa

NPH TC3H NAaUHUCHTH.

YepHoapoOHo yBpexxaaHe

VrnotpebaTa Ha THKAarpeaop e MPOTHBOMNOKA3Ha MpH MALKWEHTH C TEXKO YepHOpoOHO yBpexaHe (BXK.
Touku 4.2 1 4.3). UMa orpannues onuT ¢ TUKarpesiop NMpH NalMeHTH ¢ YMEPEHO 4epHOAPOOHO
yBpEX/IaHe, NOPaJH TOBA MPH TE€3H NAUHCHTH Ce fpenopbyBa NOBULIEHO BHHMaHHeE (BX. TOYKH 4.2

H 5.2).

PHCKOBH 3a pa3BUTHE Ha Opanvkapand NalHEHTH

Xontep EKI" MoHWTOpHpaHe NOKa3pa NOBULIIEHA YeCTOTa NPEAHMHO Ha &CHMITTOMHH BEHTPHKYJIapHH
rnay3u 1o BpeMe Ha JIeYeHHE C THKArpesop B cpaBHeHHe ¢ Kionuaorpen. IlaijneHTHTE ¢ MOBHLIEH PHCK
OT pa3BuTHe Ha Opaaukapaus (Hanp. NalBEHTH ChC CHHOPOM Ha OONTHUA CHHYCOB Bh3en 6e3
neiicMelikbp, AV-6n0k I unu III creneH, win TakHBa che CBBP3aHu ¢ Opaaukapans CHHKONHK) ca
H3KIIOYEHH OT OCHOBHHTE MPOYYBAHHA 33 OUEHKA Ha 6€30MacHOCTTa M €(PUKACHOCTTA HA THKAIPEJOp.
CnenoBaTenHo, NopajH OrpaHA4MEHHA KIMHUYEH OIUT, THKarpesop Tpabea fa ce H3non3sa ¢
NOBHILIEHO BHHMAHHE TPH TE€3U NMaUKEHTH (BXK. Touka 5.1).

OcBeH ToBRa, THKarpesnop TpadBa aa ce npunara ¢ MOBHUIEHO BHHMaHHE €AHOBPEMEHHO C JIeKapCTBEHH
NPOAYKTH, 38 KOHTO € U3BECTHO, Ye HHAYLwWpaT Opanukapaua. B npoyusanero PLATO, o6aue, He ce
HabmoRaBaT 10KA3aTeNCTBA 32 KIMHHYHO 3HAYUMH HEXENaHH PEaKLMH ciel €AHOBPEMEHHO
NMPWIOKEHUE C €AHH KK TIOBEYE JIEKAPCTBECHH NPOAYKTH, 38 KOKTO € H3BECTHO, Y€ HHAYLHpAT
6paauxapaus (Hanp. 96 % Gera-6nokepH, 33 % O0KepH Ha KAILHMEBHUTE KAHAJIH QWITHA3EM H
sepanaMun, ¥ 4 % aurokcHH) (Bk. Touka 4.3).

[To Bpeme Ha xonrepoBoTo noanpoy4sane B PLATO, noseue naliyeHTH ca UMaJIH BEHTPHKYJIApHH
nay3u > 3 CEKYHIH C THKArpeaop, OTKONKOTO ¢ KJIONHIOIpeJ, Mo BpEME Ha ocTpara (pa3za Ha TEXHHA
OKC. YBeJIHYEHHETO Ha YCTAHOBECHHUTE C XONTEP BEHTPUKYIAPHH NAY3H C THKArpenop € Owio no-
BHCOKO MPH NaLHEHTH ¢ XPOHUYHA ChpacuHa HeaocTaTbyHOCT (XCH), OTKONMKOTO B HANOCTHATA
H3CJleIBaHa NOMyJIaluA rno speMe Ha octpata $aza Ha OKC, HO He ¥ Ha MBEPBHA MECELl Ha JICYEHHETO
C THKarpeaop WwiH B CpaBHeHHe ¢ Knonugorpen. B Ta3u nonynaumia NaLKEHTH HE € HMAJIO HUKAKBH
CTPAHH4YHH KIIMHHYHH NMOCAEACTBHA, CBBP3aHH € TO3H IHCOaNaHC (BKIIIOYHTEIHO CHHKOTI WK

NOCTaBAHE HA NeMcMeNKbp) (BX. Touka 5.1).

B nocTMapKeTHHrOBHA NEPHOJ NPH MALMEHTH, NPHEMALH TUKArpenop, ce ¢Lodiuaea 3a
OpaauapuTMHua U AV-0n0K (BX. Touka 4.8), npeaumyo npu nauMeHTd ¢ OKC, npu ko
MCXEMHA M CHITBTCTBALLO NPHWIATAHWTE JIEKAPCTBA, KOUTO HAMAJIABAT ChPASYHATA YeCTC
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33CAraT Cbp/YHATA IPOBOAHMOCT CE€ ABABAT MOTECHLIMANHHA CMYLUABaUIM ¢pakTopH. KIIMHHYHOTO
CbCTOSHHME Ha NMalHMeHTa H CHITETCTBALLO NIpWiaraHuTe JiekapcTea TpabBa ga 6baaT pasriexxaaHH KaTo
NOTEHLUHAJIHH NPUYKHH 32 TE3H CbCTOSHHA, MPEeaH Ja CE KOPHrUpa JieueHHeTo.

JlucnHes
JlnucnHes ce ¢hoOLiaBa NPH NALMEHTHTE, JIEKYBAHH ¢ TUKarpenop. JucnHesara OOHMKHOBEHO € NieKa A0

yMEpPEHA MO HHTCHIHTET M YECTO OT3BY4aBa 6e3 HeoOXOAMMOCT OT NpPEeKbCBaHE Ha JieueHHeTo. [IpH
nalKMeHTHTE ¢ acTMa/XpoHH4Ha obctpykTuBHa 6enoapobua 6onect (XObB) Moxe aa HMa noBuLLEeH

abCOMIOTEH PUCK OT BB3HHMKBAHE Ha JUCTiHed ¢ THKarpenop. Tukarpenop TpaOea Aa ce H3NM0.3Ba C
NOBHILIEHO BHUMAHHKE NTPH NALIMEHTH ¢ aHaMHe3a 3a actTMa W/uan XObb. MexaHH3MBT Bce Olle He €

H3ACHEH. AKO MAUHEHTHT ¢HOOLIM 32 HOBOBb3HMKHANA, MPOABL/IKMTENHA M/IH BIOUICHA AUCNHESA, TOBA
TpAOBa Aa ce H3cnenBa LAIOCTHO K aKO HE C€ TOJIEPHpA, JICYEHHETO ¢ THKarpesiop TpabBa aa ce crpe.
3a gombiHUTENHA HHbOpMALUa BHXXTe ToUKa 4.8.

uE!ﬂf!fEaJ'lHa ChHHA anHeA

B nocTMapKeTHHTOBHUA NEPHO NMPH NALMEHTH, NPUEMALLIY TUKArpeaop, ¢e choO01llaBa 3a LEHTpaHa
CbhbHHA anHes, BKMOYHTETHO Auluade Ha Cheyne-Stokes. [Ipy cbMHeHuUe 3a LieHTpaiHa CbHHA amnHed,

TpabBa Aa ce 0OMHCIH JOITBIHUTETHA KTHHUYHA OLICHKa,

[lopuinapaHe Ha KpeaTHHHHA

HuBaTa Ha KpeaTMHHMHA MOTAaT a ce MOBHULIAT N0 BpeMe Ha JIEUEHHUETO C THKarpeaop. MexaHu3MbT
BCe olle He € H3sacHeH. brbpeunaTta pyHkumus TpsOBa Aa ce npoBepaBa CLIMIACHO CTaHAAPTHATA
MeauHeKa rpaktika. [Ipu nauperTn ¢ OKC ce npenopruBa cbo aa ce nposepn OrOpeuHara
(YHKUMSA €I1H MECeL] CNIE]l 3arouBaHe Ha JIeYeHHETO C THKarpesop, kato ce obpbiua ocobeHo
BHUMAaHHE Ha NALUKHEHTH = 75 roanHuy, NaUHeHTH ¢ yMepeHa/Texkka O1OpetHa HEAOCTATBYHOCT H
TAKHBA, KOWTO MOMy4aBaT ChITbTCTBALIA TEPANH ¢ aHTHOTCH3HH-peuenTopHu Onokepu (APD).

YBenudapaHe Ha NMUKOYHATS KHCENHHA

XHNepypuKkeMus MOXe 13 Bb3HUKHE 10 BpeMe Ha JieueHUue ¢ Tukarpesnop (Bx. Touka 4.8). Tpsbsa ga
c€ BHMMABA MpH NALMEHTH ¢ AHAMHE32 3a XUTIEpPYPHKEMHA WM NMOAArpo3eH apTpur. Karo npeanasna
MsipKa He c€ Hacbp4yaBpa ynorpebara Ha THKarpenop npH NalueHTH ¢ ypeMHYHa He()pOonaTHs.

Tpombotuuna TpoMboumuTonennyHa nyprypa (TT11)

Tpombotnuna TpomMbounronenuyuna nypmypa (TTT11) ce chobuiasa MHOTO PSAKO NMPH ynoTpeOa Ha
THKarpeaop. Xapaktepuaupa ce ¢ TpoOMOOLUMTONEHHA H MUKPOAHTHOMATHYHA XEMOJIMTHYHA aHEMHH,
CBBP3aHa C HEBPOJAOrHYHH HAXOAKH, ObOpeuHa AnchyHKUUA UM BUCOKa TemnepaTtypa. TT11 ¢
MOTEHLUANHO JICTATHO ChCTOAHUE, H3UCKBAILO OBP30 NICUCHHE, BKIIIOYHTENHO M1asMagdepesa.

[losnusapaHe Ha TECTOBETE 3a TPOMOOUMTHA QYHKLINA MPH AHACHOCTHUHPAHE HA XENapHH-
uHayLpada Tpombounroneaus (XUT)

[Ipu TecTa 3a xenapHH-MHAYLMPaHa akTHBaLMA Ha TpoMboumTHTe (XHUTA), H3nonssad 3a
auardHoctuuupane Ha XHUT, antu-tpombounten dgakrop 4/xenapuH aHTHTENATa B CepyMa Ha
MauMeHTa aKTHBHPAT TPOMOOLIUTHTE Ha 3[1paBH JOHOPH B MPHCHCTBUETO HA XENAPHH.
Qanwneo orpuuateanu pesyartaru 3a XHUT npu tect 3a poMboLtdTHa GYHKUMA (KOETO BKJIIOYBA, HO
MOYKE Ra He ce orpaHHyaBa o TecT 3a XUTA) ce cprobluasaTt npu nauMeHTH, NpHEMALlH TUKArpenop.
ToBa e cBbp3aHo ¢ MHxHOHpaHe Ha P2Y z-peuenTopa BbpXY TPOMOOLIMTHTE HA 3APABUTE JOHOPH OT
THKarpenop B cepyma/miasmMara Ha naiueHTa npu Tecta. Uudopmaims 3a ChITbTCTBALIA TEPANTHA C
THKArpesop c€ H3MCKRa, KOraTo ce pa3yMTaT TECTOBETE 3a TPOMOOLMTHATa PYHKLIMA NPH
nuarHocTiunpane Ha XHUT.

[Tpu nauMeHTH, KOUTO ca pa3Buid XHUT, CLOTHOIMEHHETO MON3a-PUCK OT NPOABDKHTENHO JIeueHue ¢
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HE!I‘H

Ha 6a3a Ha HaOmionaBaHaTa B PLATO Bpb3ka mexay nopavpxatuara ao3a ACK u oTHocHTenHara
e(PMKAaCHOCT HA THKArpeJop B CpaBHEHHUE C KIIOMHUIONPEJI, HE CE NPENnopbYBa EAHOBPEMEHHOTO
MPUIOKEHKE Ha THKarpeJsiop ¥ BUcoka noaabpxkalila go3a ACK (> 300 mg) (k. Touka 5.1).

PaHHO NpEYCTAHOBABAHE
PaHHOTO CniHMpaHe Ha KOATO U J1a € aHTHarperaHTHa Tepanus, BKIIOYHTENHO U ¢ THkarpenop Teea,

MOX€ 1a AOBEIE 0 MOBHIIABAHE HA PHCKA OT ChpaeuHo-cba0Ba (CC) cMmbpT, MU Mnu uuacynt
BCJIEACTBUE Ha NMoAneXawoTo 3abonasaHe Ha naueHTa. CnegoparenHo, Tpabea na ce H3bsresa
NpeXXIeBPEMEHHO CIIHPAHE HA TEPArmaTa.

Harpui
To3Hn nekapcTBEH NPOAYKT ChALPKA Mo-Manko oT 1 mmol Hatpuit (23 mg) Ha TabneTka, T.e. MoXe Aa
C€ KaXKE, e NMPaKTUYECKH HE ChAbpHKa HATpHil.

4.5 BiaamoacHcTBHE ¢ APYrA JEKAPCTBEHH NPOAYKTH H ApYrH GOpMH HA B3aHMOJeHCTBHE

Tukarpenop e npeau scuuko cyocrpat Ha CYP3A4 u cnab uuxubdurop Ha CYP3A4. Tukarpenop e
cwlo cyberpaT Ha P-rmmkonporenna (P-glycoprotein, P-gp) 4 cnad unxuburop Ha P-gp v Moxe na
NMOBHLIK €KCNO3HLHATA Ha cyOcTpaTH Ha P-gp. Tukarpenop ¢ uHxuOHTOp Ha NPOTEUHA Ha
PE3UCTEHTHOCT Ha pak Ha rppaara (BCRP).

EdexTH Ha JIEKAPCTBEHY M APYIH NPOAYKTH BLPXY THKArpeaop

Huxubumopu na CYP3A4

o  Mownu unxubumopu na CYP3A4 — €eJHOBPEMEHHOTO MIPHIIOKEHHE Ha KETOKOHA30 €
THKarpesiop BOJAH A0 NnoBHiIaBaHe HA Cuax 1 AUC Ha THKarpenop, CbOTBETHO 2,4 MbTH H
7.3 nbTH. Cmax H AUC Ha akTHBHHA MET2DONHT Ce MOHWKABAaT, ChbOTBETHO ¢ 89% H 56%.
(Ouaksa ce ¥ Apyrd MOIHH uHXUOUTOpH Ha CYP3 A4 (knapuTpOoMHLUNH, He(a30A0H,
PUTOHABHP Y aTA3aHABUP) Aa UMAT CXOOHM eeKTH, 4 Nopaau Ta3u NPUHMUHAE, CHITBTCTBALLIOTO
npuaokeHue Ha MOIHH CYP3A4 HHXHOUTOPH C THKArpeaop € NPOTHBONOKA3HO (BXK.,
Touka 4.3).

o Vmepenu unxubumopu na CYP3A4 — eNHOBPEMEHHOTO NMPHIOKEHHE HA JUITHA3EM C
TUKarpeaop nopuuasa Cnax Ha THKArpenop ¢ 69%, a AUC — g0 2,7 nbTH H noHWKaBa Cax
Ha akTHBHHA MeTabonuT ¢ 38%, nokaro AUC ocTtaBa HenpomeHeHa. THKarpeaop He Oka3Ba
BIIMAHHE BBPXY TUIa3MEHaTa KOHLUEHTpalius Ha JHATHaseM. JyakBa ce ApYTrHTE YMEPEHH
HHXHOHTOpH Ha CYP3 A4 (Hanp. aMnpeHaBHp, anpenyTaHT, EPUTPOMHLMH H (UTyKOHAa301) Aa
HMAT CXOJIeH eeKT ¥ CBLIO Ja MOraT Aa ce Npuiarat eJHOBPEMEHHO C THKArpemnop.

e HabnwaaeaHa € 2 no-rojisMa eKCrno3uuMsa Ha TUKarpesiop ciefl KOHCyMalyds Ha rojieMu
KONH4YeCTBa COK OT rpetindpyTt aueBHo (3 X 200 ml). Tazun creneH Ha NOBHILIEHA €KCMO3ULUS
He ¢ ouakBa Aa Obae KIMHMYHO 3HAUYUMA 33 [TOBEYETO NalHUeHTH.

Hudyxkmopu na CYP3A

EaHoBpeMeHHOTO NPUIOKEHHE Ha pHOAMITHUHMH H THKArpeIop BOAM A0 NOHKWKaBaHE HAa Crax 1 AUC
HAa TUKarpenop cboTBETHO CbC 73% U 86%. Cmax Ha akTHBHHR MeTaOONHT He ce npomeHs, a AUC ce
MOHWXaBa CbOTBETHO ¢ 46%. Ouaksa ce Apyrute HHAYKTOpH Ha CYP3A (Hanp. peHHTOMH,
kapbaMasernvH 4 peHoGapOUTaN) CBLIO A2 NOHIKABAT €KCMIO3ULIMATA Ha THKarpeJop.
EnHOBpEMEHHOTO NPWIOKEHHE Ha THKATpenop ¢ MOLHHA HHAYKTOpH Ha CYP3A Moxe aa nOHWKH
€KCTO3HLHUATA U €PUKACHOCTTA Ha THKArPeaop, U NOPaaH Ta3Hu NMPHYKMHA HE C€ HachpuaBa TAXHOTO
CBNBTCTBAILO APUIOKEHHUE C TUKArPETOP.

Luxnocnopuy (unxubumop na P-gp u CYP3A4)
EaHOBpeMEeHHOTO NpUIoKeHHe Ha LHKIocnopHH (600 mg) ¢ Tukarpenop BOAW A0 NOB
Cimax 1 AUC Ha THKarpenop ¢b0OTBETHO 2,3 bTH ¥ 2,8 nbTU. [Ipy HATHYHETO HA LM
Ha @aKTHBHHUA MeTaloAUT ce noBHIuaea ¢ 32%, a Cnax ce moHwxkasa ¢ 15%.
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HsMa HamM4HM TaHHH 33 eAHOBpeMeHHaTa ynorpeda Ha THKarpenop ¢ ApYry akTUBHHU BELLECTBa,
KOWTO CBIIO ¢a MOLIHHY HHXHOUTOpH Ha P-gp n ymepenu nnxuburopu Ha CYP3 A4 (Hanp. sepanammn,
XUHHIHH ), KOUTO CHILIO MOTAT Jia TIOBUILAT €KCMIO3WLIMATA Ha THKArpenop. AKo KoMOHHaLHATa He
Moxe aa Oble n3berHara, TAXHOTO €AHOBPEMEHHO NPHIOXKEHHUE TPAOBa Ja ce M3BLPLLBA ¢ MOBUILIEHO

BHHMAaHHC.

QE VU

KnnHu4yHHTE npoyyYBaHHa 3a ¢GapMaKolOriuHHA B3aKMOACHCTBHSA MTOKA3BAT, Y€ €IHOBPEMEHHOTO
MPHJIOKEHNE Ha THKArpesop ¢ xenapuH, eHokcanapiHi H ACK win aesMonpecHH He okaspat
Bb3AEHCTBHE BhPXY (PapMaKOKHHETHKATA HA TUKATpENOp WK aKTUBHHA My METabOJIHT, MU BBPXY
A JID-uHayurpanaTa TpoMOOLIMTHA arperaiusa, B CPaBHEHUE ¢ THKArpesop, NpUiokeH
CAMOCTOATENHO. AKO € KJIHHMYHO NOKAa3aHo, JIEKAPCTBEHH NPOAYKTH, KOMTO U3MEHAT XEMOCTA34aTa,
TpaOBa na ce H3MO3BAT C MOBHLICHO BHUMAHHE B KOMOHHALIMA C THKArpesop.

Habnionarana e 3abapeHa ¥ NMOHIKEHA €KCIIO3HUMA Ha nepopanHu HHXUOUTOpH Ha P2Y )y,
BKJHOUYHTETHO THKArpeNop U HeroBUa akTHBReH MeTaboauT npn nauneHTH ¢ OKC nekysanu ¢ Moppun
(35% noHWwkKaBaHe Ha eKCHO3HLMATA Ha THKarpenop). Toea B3aHMOAECHCTBHE MOXKE 14 € CEBP3aHO ¢
HaMalleH CTOMALITHO-YPESBEH MOTWIMTET W Ja C€ OTHACH 3a APYTH OnvouaAu. KIIMHHUYHOTO 3HauYeHHeE e
HEH3BECTHO, HO JAHHHTE MOKa3BaT NOTEeHLHAN 3a HaMaNneHa e¢PUKACHOCT Ha THKarpeaop npu
NAalMEeHTH ¢ eAHOBPEMEHHO MPHJIOXKEHHE Ha THKarpenop H MopduH. [Ipn naumentu ¢ OKC, npu
KOHTO MOPPHHBT He MOe Aa Obae cnpsH 1 Obp3oTo uHxubUpane Ha P2Y 12 € OT ChILECTBEHO
3HaueHHe, MOXKE Ja ce oOMHCITH ynotpeba Ha napeHTepaneH HHXHOUTOp Ha P2Y ).

EdexTH Ha TMKarpenop BepXY APYrH JeKapcTBEHHU NPOOYKTH

Jlexapcmeenu npodykmu, xoumo ce memabonuzupam om CYP3A4

e Cumeacmamun — eJHOBPEMEHHOTO NMPWIOKEHHE HA THKArpenop ChC CHMBACTATHH BOAH 110
nosuinaBaHe Ha Chpax U AUC Ha cuMBacTaTHH ¢boTBeTHO ¢ 81% U 56%, KakTO U Ha
nosuiaBaHe Ha Crax H AUC Ha cMMBacTaTMHOBATA KMCEIUMHA ChOTBETHO € 64% u 52%, kaTo
B OTACAHH CIY4aH C€ JOCTHIa 2- 10 3-KpaTHO NMOBHLIABAHE. ENHOBPEMEHHOTO NMPHIIOKEHHUE
Ha THKarpefiop H CHMBacTATHH B 033, HaaBHLIuaBaia 40 mg JHEBHO, MOXKE 1a JOBEAE 40
HeXKeJIaHH peakLIHM Ha CHMBACTATHH H TPAOBa Na ce NpeLieHH CIPAMO NOTEHUHAIHHUTE NOJI3H.
CHMBACTaTHH He 0Ka3Ba BJIMAHHME BBPXY ILNA3MEHUTE KOHLEHTPAUHUH Ha THKArpenop.
Tukarpenop Moxe 1a oKa3Ba cxoaeH edekT BbpXy opacTaTHH. He ce npenopbuea
elHOBpeMeHHaTa ynorpeba Ha THKArpesiop CbC CMMBAcCTaTHH WM JIOBACTATHH B O3M,
HagsuLuaeauy 40 mg.

o Amopsacmamun — €HOBPEMEHHOTO NPHIIOKEHWE Ha aTOPBACTATHH H TUKArpenop BoaAH A0
noBHilaBaHe Ha Cpax H AUC Ha aTOpBacTaTHHOBATa KHCENMHA ¢hOTBETHO ¢ 23% 1n 36%.
Cxoano nosuinapaHe Ha AUC U Cpax € HabnoaaBaHo NpH BCHYKH MeTabOJIMTH Ha
aTOpPBACTATHHOBATA KHCE/IMHA, Te3H MOBHILIEHH CTOMHOCTH HE CE CUMTAT 3a KJIMHHYHO
3HAUUMH.

¢ He moxe 1a ce H3km0Oun noaobeH eekT H BbpXy APYrH CTAaTHHH, METAOONM3HPAHH OT
CYP3A4. Tlaupentrre B npoyusadeTto PLATOQO, koHTO ca momyyaBany TUKarpenop, ca
MpHeMaTi pa3lIiHK CTaTHHM De3 cboOpaxeHHe No OTHOLIEHHE Ha 6€30NacHOCTTa Ha CTATHHA
npu 93 % ot koxoprara Ha PLATO, koaT0 € npHeMasa Te3H JIEKapCTBEHH MPOIYKTH.

Tukarpenop e cnab uHxubuTop Ha CYP3A4. EAHOBpeMEHHOTO NPHIOKEHHE HA THKArpeaop ChC
cybctpatit Ha CYP3A4 ¢ TeceH TepaneBTHYECH HHAEKC (HANp. LM3aNpUa WIH eproaKalonIH)
MpenopsyBa, ThH KATO THKArpeJop MOXe Ja TIOBHIIHM CKCMO3HLIMATA Ha TE3H JIEKAPCTBEHH NPIAXK: "

P-gp cybempamu (8KAIONUMEAHO OULOKCUH, YUKIOCNODUN)
EnHOBpEMEHHOTO NPWIOKEHHUE ¢ TUKArpenop BoAH 10 NoBHLaBaHE Ha Cuax 1 AUC Ha aurg
chOTBEeTHO ¢bC 75% U 28%. Cpeanure Hali-HUCKH HUBA HA JHIOKCHH C€ MOBHILABAT C OKOJIC
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€HOBPEMEHHO MPHUIIOKEHHE C THKArPENOp, KaTo B HAKOH OTAEIIHH CyHaH c€ OTYHTAT MAKCUMYM
NBYKPaTHH NOBHILABaHHA. B MpUCHCTBHETO HA AUTOKCHH Chnax 1 AUC Ha THKarpenop v akTHBHHS My
MeTaboNHT He ce moBauaBar. CleJoBaTelIHO, MPH €AHOBPEMEHHO NPHIOKEHHE Ha THKarpesnop ¢ P-gp-
3aBUCHMH JIEKAPCTBEHH NMPOAYKTH C MATEK TEPaneBTHYEH HHACKC KATO QHIOKCHH, C€ MPENnopbYBa
NOAXOAALL KIHHUYEH WIH 1abopaTopeH KOHTPOJL.

Tukarpenop He okaspa BIUAHHE BbPXY KOHLECHTPALUUATA Ha LIMKJIOCIIOPUH B KPbBTA. EQekTsT Ha
THKarpenaop BupXy Apyru cydcrpartd Ha P-gp He € npoyuBaH.

Jexapcmaenu npodykmu, koumo ce Memaboauzupam om CYP2CY

ENHOBPEMEHHOTO IPIIOKEHHE HAa THKArpenop ¢ TonbyraMuj He BOAH A0 MPOMAHA Ha [U1a3MEHHTE
KOHLIEHTPaUHMK Ha KOHTO W Aa € OT JiBaTa INPOAYKTa, KOETO NPEAnoara, 4¢ THKarpeaop He €
nHxuOuTOp Ha CYP2C9 1 e Mmanko BepoaATHO Aa norinuasa MmeannpaHusa ot CYP2C9 merabonusbm Ha

JIEKAPCTBEHH MPOJYKTH KaTo BapgapHH H TONOYTaMMA.

Pozysacmamun (BCRP cybcmpam)

JloKka3aHo €, ue THKarpenop NoBUILABa KOHLUCHTPAUMMTE Ha PO3yBacTaTHH, KOETO MOXE Aa AOBEAE 10
MOBHILIEH PHCK OT MHONATHA, BKIIOUHTENHO pabaomuonusa. Tpabsa na ce oOMUCTAT NOA3HTE OT
NpeBEeHLHATa Ha FOJIEeMH HEXeJlaHH ChpAe4YHOCHAOBH ChOHTHA 4upes ynoTpebaTa Ha po3yBacTaTHH
CNPAMO PHCKOBETE OT NOBHILEHH TUTA3MEHH KOHLIEHTPaLMKM Ha pO3yBacTaTHH.

Ilepopannu xonmpayenmusu
EnHOBpEMEHHOTO NPHIOKEHHUE HA THKArPeJIop C JICBOHOPIrecTpel H €THHWIECTPAIHON BOAH 10

NOBHM1IABAHE HA €KCMO3HLMATA KBM €THHINECTpAgHon ¢ npudnusutento 20%, Ho He NMoBRNNABa
(apMaKOKHHETHKATA Ha IeBoHOprecTpen. [Ipu eaAHOBpEeMEHHO NPHIIOKEHHE Ha JIEBOHOPTECTPEN H
ETHHWIECTPAAHNOJI ¢ THKArpeJiop HE C€ OYAaKBa KITUHHYHO 3HAYHUM edeKT BHpXY e(uKacHOCTTA Ha
NePOPATHHA KOHTPALEITTHB.

Jlexapcmeernu npodyxmu, 3a KOUmMo e u3gecmno, Ye undyyupam bpaduxapous

[lopagw HabnonaBaHe Ha NpeAMMHO ACHMITTOMHH BEHTPHKYJIAPHH May34 ¥ Opaavkapans ce H3WCKBA
NOBHLIEHO BHHMaHHE, KOTATO THKArpenop ce npunara ¢AHOBPEMEHHO C IEKapCTBEHH MPOAYKTH, 38
KOHTO € W3BECTHO, Y€ HHAYLHpaT Opaankapaus (Bx. Touka 4.4). B npoyusanHero PLATO, obaue, He
ce HabaAaBaT foKa3aTeNCTRA 38 KIIHHHYHO 3HAUYHMH HEXE/IaHH peakLUH cnej eHOBPEMEHHO
MPHIOKEHHE C €AHH WK NOBEYE JIEKapCTBEHHW NPOAYKTH, 33 KOHTO € U3BECTHO, Y€ HHAYLIMpaT
Opaaukapaus (Hanp. 96% 6eta-6nokepy, 33% OnoOkepH Ha KATLHMEBHTE KAHAIH AHWITHA3EM H
Bepanamui, H 4% QUMOKCHH).

Hpyea convmemeawa mepanus

B KIMHHYHH Npoy4YBaHUA THKarpesop € npuiarad eaHospemeHHo ¢ ACK, unxuburopu Ha
NMPOTOHHATA NOMIIA, CTATHHH, OeTa-0i0KepH, UHXMOUTOPH Ha AHTHOTEH3UH-KOHBEPTHPALIMA €H3UM
(ACE) n anrnotensun 1l peuentopHu 6nokepu, HeoOXoaHMH 3a TCYEHHE HA CHITETCTRAILM
3300JIABaHHA 32 ABIBI NEPUOJ, 4 CBINO H XEMAapHH, HHCKOMOJIEKYJICH XENapHH 1 HHTPABCHO3HHU
uaxuobuTopHn Ha Gpllb/Illa 3a kpaTko Bpeme (BkK. Touka 5.1). He ca HanvyHK JaHHM 3a HaOnmoaaBaHH
KITMHHYHO 3HAYMMH HEXEJIaHM B3aUMOAENCTBUA MpU ynoTpeda Ha Te3d JIeKapCTBEHH NPOAYKTH.

EnHOBpEeMEHHOTO NPHIOAKEHHE Ha THKArpeop ¢ XenapuH, €eHOKcanapuH WiH Ae3MONPECHH HAMa
e(peKT BbpXY AKTHBHPAHOTO NapLMaiHo TpoMObonnacTuHoBO BpeMe (aPTT), akTHBUpPAHOTO BpeMe Ha
chbeupBade (ACT) unu uscneasanuara Ha akrop Xa. Bee nak, nopaa noTeHUHANTHUTE
¢dapMaKOAKHAMHYHH B3aUMOAEHCTBHUA, eAHOBPEMEHHOTO NPHIOKEHHE HA THKAIpenop ¢ JEKapCTBCHH
NPOAYKTH, 32 KOMTO € H3BECTHO, Y€ MPOMEHAT XEMOCTa3aTa, TpA0Ba Ja c€ M3BBLPIIBA C NOBHLIE
BHHMAaHHE.

[Topaau cbobeHus 3a aGHOpMHAO KOXKHO KbpBeHe ¢ SSRI (Hanp. napokceTHH, cepTp
LIMTANOMNpaM), NPENopbYBa C¢ BHUMaHKe, korato SSRI ce npunaraT ¢ THKarpenop, Tb
MOKe€ J1a TOBHIUH PHCKA OT KbPBEHE.
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4.6 @epTHanTET, OpeMERHOCT H KbPMEHE

Xenu ¢ aerepoieH NOTEeHLKA
XeHu ¢ nerepoaeH noTeHUKasn TpAOBA aa U3NOA3BaT €PEKTHBHHA KOHTPAUEITTUBHH MEPKH, 3a 14

H3bersar 336PCMGHHBRHE no BpCME Ha JICHCHHC € THRAIrpCop.

bpeMEeHHOCT

Hsama win uMa orpaHiyeHO KONHYECTBO JaHHM 3a ynoTpedara Ha THKAarpeaop npu OpeMeHHH KEHM.
[IpoyyBaHHATA NPH KUBOTHH MOKA3BAT PENIPOAYKTHBHE TOKCHHYHOCT (BXK. ToYKa J.3). Tukarpenop He
ce NpernopbyBa Mo BpeMe Ha OpEeMEHHOCT.

KipmMmeHe
Hanwuante papMakoagNHaAMHYHK/TOKCHKOJIOTHYHH JaHHH [IPH XXHBOTHH NOKA3BAT EKCKPELHs Ha

THKArpeiop H aKkTHBHHA MY MeTabonur B MIIAKOTO (BX. To4Ka 5.3). He MOkKe fa e H3K/IIOYH PHCK MpH
HoBopoaeHH/KbpMaueTa. TpabBa a ce B3eMe pellicHUe NaNiH [a ce CIpe KbPMEHETO, WIH Ja ce
NpeKkpaTh/Zia He ¢e NpUIara Tepanus ¢ TUKarpenop, Karo ce B3eMe NpeABu] NnoJi3ara OT KbPMEHETO 3a
IIeTeTO M MOJ3aTa OT TEPanuaTa 3a JKeHarTa.

OepTHINTET
Tukarpenop He OKa3Ba BIAUAHHE BbPXY MBAKKHA H XKCHCKHA PEPTHIIMTET IMPH JKHUBOTHH (B3K.

TOuKa 5.3).
4.7 EdexTn BLpXY cnocobROCTTA 33 ModHpaHe H pabora ¢ MAIIAHA

Tukarpenop He NOBJIMABA Wi MTOBNHsABA NMpeHeOpexuMo crnocodHOCTTA 3a WoduparHe n pabota ¢
malliHH. [To BpeMe Ha neyeHne ¢ THkarpenop ce cbobinasa 3amakBane ¥ oO6bpkBane. CneaoBaTenHo,
NalMeHTH, KOUTO NMOYyYaT Te3H CUMITOMY TpAOBa J1a ca Npeana3ivBH AOKATO Wodupart Wid paboTaT
C MalllUHH.

4.8 Hexenann JeKAPCTBEHH peakniHH

Pe3oMe Ha npoduna Ha 6e30nacBocT

[Tpo¢durbT Ha 6€30MaCHOCT Ha THKArpesop € OLCHABAH B IBE OIEMH KIMHHYHH U3NHUTBaHKA da3a 3
no orsoirenue Ha u3xoqa (PLATO n PEGASUS), sniouBaiu noseye ot 39 000 nannernru (Bx.
TOUKA 3.1).

B PLATO, npH nauHeHTHTE Ha TUKarpesop HMa N0-BHCOKA YECTOTA Ha MPEyCTaHOBABaHE Ha
TepanuaTa Nopagd Hexxenanu ¢e0UTHS, B cpaBHeHHe ¢ kionuaorpen (7,4% cnipamo 5,4%). B
PEGASUS naiipeHTHTE, NIEKYBAHH ¢ TUKArpenop, MMaT Mo-BHCOKAa YECTOTA Ha MPEyCTAHOBRABAHE Ha
TeparnuaTa nopaad HexeslaHH CLOMTHA B CpaBHEHHe ¢ rpynara Ha Tepanus caMo ¢ ACK (16,1% 3a
tukarpesop 60 mg ¢ ACK cnpamo 8,5% 3a repanus camo ¢ ACK). Haii-uecto crobmaBanure
HEXXEJTAaHH PEaKLIHK NPH NALHEHTHTE, JIEKYBaHH ¢ THKArpeaop, ¢a KbpBEHE W UCTIHeR (BXK. TouKa 4.4).

TabniyueH CIIHCHK HA HEXENAHUTE peakLMH
[IpeacraBeHHTE NO-A01Y HEXKENAHM peaklUU ca HOEHTH(DHLHPAHH B IPOYYBAHMATA WIH ¢a ¢hObILeHH
MpH NOCT-MAPKETHHIOB ONKUT ¢ Tukarpenop (Tabnuua 1).

HexenaHure peakuMu ca H3bpoeun no cucreMo-opratdet knac (COK) no MedDRA. B pamkuTe Ha

scexn COK HexenaHuTe nekapcTaeHH peakuuM ca H3bpoeHH no dectora. Kareropunre no yecrora ce
Ae@HHHpAT NO CNeAHaTa KOHBeHLHMA: MHOro 9ectu (=1/10), yectu (=1/100 no <1/10), He
(=1/1 000 po <1/100), peaxn (=1/10 000 oo <1/t 000), mroro peaxu (<1/10 000), ¢ Hen3s

yecToTa (OT HAJIMYHUTE JaHHHU He MOxKe Aa Obje HanpaBeHa OLIEHKA).
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Tabauna 1 — HeXxenana peaKnHH [0 YMeCTOTA H cHcTeMo-opranen Kiac (COK)

COK Mauoro Yecrn HeuectH C nen3secTRa
| wecTH 9€CTOTA
Heonnaszmu — Kbpeene ot Tymop?
oobpoxawecmeeniu,
310KaYecCmsenu u
Heonpeoenenu
(6xA. KUCMU U
noaunu)
Hapywenua na KupBene, TpoMboTiuHa
Xpbema u CBBP3aHO C TPOMOOLIUTONEHHUY-
aumprnama HapylieHUA Ha Imypirypa®
cucmema Ha KpbBTa®
Hapyruenun na CBpBX4YBCTBHUTEH
UMyHHamMa OCT, BKITHOYHUTENHO
cucmema aHruoegem”
Hapywenun na Xunepypuke- | Ilogarpa/
Memabonuzma u Mus" [Tomarpo3eH
xpaxexnemo ApTPHT
Icuxuwunu O6bpkBaHe
| HapyuweHun
Hapywenus na 3aMaiiBaHe, BrTpeuepencH
HepsHama CuHKo, KpBbBOH3ITHB
cucmema | I'naBobosne
Hapywenua na Kpbeouinus B
ouume OKOTO"
Hapyrwenun na Bepturo KpbBOH3NKE B
yxomo u YXOTO
aabupurnma |
Copoeuriu bpanuapuT™Mus,
HApYueHus AV- 6nok®
Cvoosu XHUNOTOHHA
HapyueHus
Pecnupamopnuy, HucnHes KbpBeHe ot
2PLOHU U pecnypaTopHa
MEOUQCMUHATHU Ta CHCTEMA®
| HAPYUERUA |
Cmomauino- CToMallHO- Perponeputoncane
YpeaHU HapyUeHUs JYpeBEH H KPbBOKIIHE
KPbBOH3NHBY,
Hnapus,
I'apene,
Iucnencus,
3anex
Hapywenus na [ToakoxxHo
Koodlcama u HJTH ASPMAIHO
nOOKoOXCHaMQ KbpBEHE',
MbKAH Obpus,
Copbex
Hapywenua na MyckynHo
MYCKYIHO- KbpBeHe"
cKelemnama
cucmema u
10
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cveounumeniama
MBKAH
Hapywenun na KspreHe ot
6vOpeyume u MUKOYHHUTE
NUKOYHUME neTHLAR
nvmuwya _
Hapywenusa na KupseRre ot
8b3INPOUIEOOUMETH penpoOayYKTHBHATA
a ma cucmema u cucTema®
_2vpoama
Hzcneosanun IloBuien
KPEATUHHH B
KpbBTA' _
COK Mmuoro YecTn HeuecTn C HeR3BecTHA
YecTH | uecTOTA
Hapanseanus, KpbBOU3NIHE
OMpasAHUR U cnen
YCAONCHEHUR, npoueaypa,
BbIHUKHAAU 8 TpasMaTuuHO
pe3yamam Ha KbpBeHe”
uHmepseHyuu

* Hanp. KbPBEHE OT paK Ha MHKOYHHA MEXYP, PaK Ha CTOMaxa, pak Ha 1e0enoTo 4epBo

S Hanp. NOBMIIIEHA TEHAEHIIMA KbM HaCHHABAHE, CIIOHTAHEH XeMaTOM, XeMOparuiHa anaresa

* UneHTudHuMpaHa B NOCTMAPKETUHIOB ONUT

"'YecTOTHTE Ca nOMYUeHH OT NabopaTopHH HabmoaeHKA ([1KKOYHa KHCENHHA NOBHUILEHA > ropHaTa rpaHHLa Ha
HOpMara CHpsAMO H3XOAHO HHBO NOJ WIH B pedepeHTHHTE rpaHuud. KpeatnHHH nosuumeH > 50% cripsaMo
M3XO0JHO HUBO.), 2 He € MpHONHU3UTENHA Y€CTOTa HA ChOOIIABAHE HA HEXECTAHH CHOHTHA.

1 Hallp. KOHIOHKTHBAJIHO, PETHHHO, BbTPEOYHO KbPBEHE

¢ Hamp. €NMHCTAKCHC, XEMOIITH3a

* HaIp. KbPBEHE OT BEHUUTE, KPRBOM3JIMB OT PEKTYMa, KPbBOH3INHUB OT CTOMAIIIHA A3BA

* Hamp. €eKXHM03a, KOXKEH KPbBOH3NIHE, NNETEXHH

" Hammp. XeMapTpo3a, MyCKYJIEH KPbBOH3INHB

® Hamp. XeMaTypHuA, XeMOParH4eH LMCTHT

* HaImp. BArMHANICH KPbBOM3NHUB, XEMATOCNIEPMHS, TOCTMEHONAY3AIEH KPhBOH3JIHB

" Hamp. KOHTY3Us, TPABMATHYEH X€MATOM, TPAaBMATHYEH KPBbBOHTHB

“ T.€. CIIOHTAHHO, CEBLP3aHO ¢ HHTEPBEHLUMA MW TPABMaTHYIHA HHTPAKPAHHANHA XEMOparus

OnuncaHue Ha H36PHHH HEXKCJIaHH pCaKUHH

Kvpeene
Haxooxu ¢ kvpeene ¢ PLATO

LianocTHHUTE Pe3yNTaTH 32 4MECTOTATA HA KbpBeHe B NpoyusBaHeTo PLATO ca nokasanu B Tabnuua 2.

Tabanna 2 — Ananns aa obmure cLOHTHSA ¢ KbpBeHe, H3uHCAeHAR N0 Kaplan-Meier ua 12-Tn
mecen, (PLATO)

Takarpeaop 90 mg |Knonaanorpen P-

ABA NbTH AHEBHO CIMOUROCM
N=9 235
060110 3HauuTeNHH oT PLATO 11,6
DaTanuu/kusorozacrpamwasaiu oT PLATO 5,8
BHauuTenuy oT PLATO, necebpianu ¢ CABG 4.5
Buauntentu or PLATO, HecBBbp3aHH C 3,1
HHTEPBECHUMH
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KomOuHHpaHu 0010 3HauMTenHy + 16,1 14,6 0,0084
HesHauuTeaHd oT PLATO

HecBrp3aHH ¢ UHTEPBEHLIMH 3HAYMTENTHH + 5,9 4,3 <0,0001
He3HauuTenHu ot PLATO

BHauuTeaHd no TIMI 7.9 7,7 0,5669
BHAuYMTEeNHH + HesHauuTeHu no TIMI 11,4 10,9 0,3272

JdedprnHlIHA HA KATETOPHHTE KbpBEHE!

3HauHTeTHO PATAJTHO/KHBOTO3ACTPAIUABALIO KbpBeHe: KIIMHHYHO MPOSBEHO ¢ NOHHKABaHE Ha
xeMornobHHa ¢ > 50 g/l WK ¢ npennuBaHe Ha > 4 caka epUTPOLIMTHA Maca; WM ¢aTanHo; WIH HHTPAKPAHHAIHO,
WM HHTPANEPHKAPAHO CbC ChpACUHA TAMIIOHAa,; HIH C XHIIOBOJIEMHUEH LHIOK; WIH TEXKa XHMOTOHHA,
M3UCKBALA MPECOPH; MK XHPYpPruuHa HHTEPBEHUHA.

3HauHTeNaHO APYro: KIIMHNYHO NPOABEHO € MOHMXKaBaHe Ha XeMoriobuna ¢ 30-50 g/l win npenuBane Ha 2-3
caKa epUTPOLINTHA Maca, WIH 3HAYHTEIHO HHBANHAHIHPALLLO.

He3nauutenno KkbpBene: M3uckpa MeaHLIMHCKA HaMeca, 3a CIMpaHe HIH JIEKYBaHE Ha KbPBEHETO.
3uaunTeaR0 KppBene mo TIMI: KnnHiiHO MpoABEHO ¢ NOHHXKAaBaHE HAa XeMOrIobKHa ¢ > 50 g/l miH ¢
MHTpPaKpaHHalHa XeMOparus.

Hesnauntenno kepeene no TIMI: KnuHuiHO posseHo ¢ NoHmwxaraHe Ha xemornoduna ¢ 30-50 g/l.
*p-CTOHHOCT, H3YHCIICHA OT MOJEA HA MPOMOPUUOHATIHUTE pHCKOBE Ha COX, KATO rpynara Ha JIEIEHHE €
eIMHCTBEHATA EKCIUTAHATOPHA NPOMEH/IHBA.

Tukarpenop U KNONMUAOrpeN He ce Pa3NUYABAT M0 OTHOLICHHE HA YECTOTHTE HA 3HAYHTEITHO
¢daranHo/kHrOoTO3acTpalnasailo Kepeese B PLATO, 3HaunrenHo xppBeHe oo B PLATO, machuBHo
xkepBeHe no TIMI wnu cnabo kepeene no TIMI (Tabnuua 2). Obave, nosBaTta Ha KOMOMHUpAHO
3HAYMTENHO + He3HauuTeHO KbpBeHe B PLATO e noseue ¢ THkarpenop, B CpaBHEHHUE ¢
kionugorpen. Manko nauventu B PLATO umat ¢arannu kpeBonanuss: 20 (0,2 %) 3a Tukarpesop H
23 (0,3 %) 3a knonuporpen (Bx. Touka 4.4).

Bx3pact, non, TenecHo Terno, paca, reorpa¢gcki paiioH, ChITbTCTBALM 3a001BaAHKMA, CHITBTCTBALLA
Tepanuda 1 aHaMHEe3a, BKJIOUHUTENHO NPEAXOACH HHCYT WIIH TPAH3UTOPHA HCXEMHYHA aTaKa, HE ¢a
[MPEAMKTOPH KaKTo 3a 0010TO, TAKA U 33 HECBbP3aHOTO C UHTEPBEHLIMH 3HAYKUTEITHO KBPBEHE 10
PLATO. Ilo Ta3u npHuKHa, He € uAeHTH(HLKHpPpaHa KOHKPETHA PHCKOBA IPyIa 3a KOHTO U Ja € NOATHI

KbPBEHE.

Cebp3aHo ¢ CABG kbpBeHe

B PLLATO 42 % ot 1584-1e nauuerTH (12% 0T KOXOpTaTa) C HaNpapeH KOPOHAPHO-APTEPUATICH
6afinac (CABG) ca nonyunnu PLATO 3HaunTenHo garaiHO/>KMBOTO3aCTpailaBalio KepBeHe 6e3
pa3MKa MEXIY TepaneBTHYHUTE rpynH. ®atanHo kbvpseHe, cBbp3aHo ¢ CABG, ce nogssea npu 6
NalMeHTH BB BCAKA OT TEPANECBTUHUHHUTE MPpYNH (BxX. Touka 4.4).

Hecsbp3aHo ¢ CABG kbpBeHe H HECBBP3aHO C HHTEPBEHLIMH KBPBEHE

Hsama paznuka MexIay THKArpenop ¥ Knonuaorpen no otHouieHue Ha Hecebp3anuTe ¢ CABG
TEXKH/)KHBOTO3aCTpallaBalllH KPBbBOM3NKBH NnO AehUHHLMA Ha npoyusaHeTo PLATO, Ho
3HAYUTENTHHTE 00Wo, 3HauYuTeNHH o TIMI 4 3HaunTenHH + HeaHauntTenuu no TIMI kpLBONUanusH, no
aepuHuLMs Ha npoyuBaHeTro PLATO, ca no-yectu npy THKarpenop. Chillo TaKa, 8KO C€ H3KII0YaT
BCHYKH CBbP3aHH C HHTEPBEHIIKH KPBBOU3NIUBH, NOBEYE KPHBON3JIMBH C¢ Habnoaaear npu
THKArpenop, orkoakoro npu kionuaorpen (Tabnuua 2). IlpekparapaHe Ha neyeHHETO TIOpaaH
HECBbP3aHU ¢ HHTEPBEHUHH KPBBOM3JIUBH € N0-4ecTo ¢ TuKarpenop (2,9 %), OTKONKoTO ¢
xaonuaorpen (1,2%; p<0,001).

HuTpakpaHHaliHa XeMoparus
HHTpakpaH#anHHUTE KPHBOHITHBH, HECBBP3aHW C HHTEPBEHLIMH, Ca MOBEUE MPH NPUJI
THKarpenop (n=27 xpbBOH3KBA pU 26 nauMeHTH, ,3%), OTKONKOTO C KIAOMHAOTpe
KpBbBOU3IUEA, 0,2%), oT KouTO 11 KpBBOMH3IMBA ¢ THKArpenop U 1 ¢ kionuaorpen ¢
pa3nuka B 061uMa Opoit cnyvan Ha GaTanHo KbpBeHe.
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Haxooxu ¢ xvpsene 6 PEGASUS
LlsocTHHTE pe3ynTaTH 3a 4eCTOTaTa Ha KbpBeHe B npoy4yBaneT0o PEGASUS ca nokasaHu B

Tabnuua 3.

Ta6auua 3 - Anaans ua o6IHTe CHOHTHA ¢ KbpBeHe, H3uHcAeHHs no Kaplan-Meier na 36-Tu
mecen (PEGASUS)

Tuxarpeaop 60 mg asa Camo ACK
nbTH AHeBHO + ACK N=6 N=6 996
958
KoedpnnaenT na
pHCKa p-
Kpaiina To4kH 3a fe3omacnoct KM% (95 % CI) KM% cmoiinocm
Kareroprn Ha KppBene, onpesenenn or TIMI
2,3 2,32 1,1 <(,0001
3nayureano (TIMI) (1,68, 3,21)
0,3 1,00 0,3 1,0000
QartanHo (0,44, 2,27)
0,6 1,33 0,5 0,3130
BUYK (0,77, 2,31)
1,6 3,61 0,5 <0,0001
Hpyro 3naunrenHo (TIMI) (2,31, 5,65)
34 2,54 1,4 <(,0001
3xauuTenHo wn HesrauurenHo (TIMI) (1,93, 3,35)
3HAYHTEAHO HIH HE3HAYHTETHO, HIH 16,6 2,64 7.0 <(0,0001
H3KCKBALIC MeaAuLMHCKa HaMeca ( TIMI) (2,35, 2,97)
KaTteropan Ha KppBeHe, onpeaenern B PLATO
3,5 2,57 1,4 <0,0001
3HauntenHo (PLATO) (1,95, 3,37)
2,4 2,38 1,1 <0,0001
daTanHO XKHBOTO3ACTpALIABALIO (1,73, 3,26)
1,1 3,37 0,3 <0,0001
Apyro 3nauurenHo (PLATO) (1,95, 5,83)
15,2 2,71 6,2 - <0,0001
3HayrTeENHO WIH HesHauuTeHO (PLATO) (2,40, 3,08)

HethHHHIINN HE KATETOPHATA HA KbpBeHe:

3naunTtenno (TIMI): ®aranno kepeeHe HJIH Bcako pbTpeuepento kbxpsene, MIH knMHH4HO BHANMH
MpH3HALK HA KPBBOK3NHB, CEBP3aH ChC ¢naa Ha xemornobuxa (Hgb) ot >50 g/l, win nonmkeHue Ha
xematokpura (Het) ot 15%, xoraro nuncea ctofHocT Ha Hgb.

dataano: CrOuTHE C KbpBEHE, KOETO AMPEKTHO € AOBEIO A0 CMBPT B PaMKHUTE Ha 7 IHH.

BYK: BrTpeuepencH KphbBOHIIHE,

Apyro 3Hauynteano (TIMI): HeparanHo He-BUK 3xaunrenHo kvpeene (TIMI).

He3nauutenno (TIMI): KnunuvHo BHAMMO ¢ NoHWKeHUe Ha xeMornobrHa ot 30-50 g/l.

H3nckpamo Meauunncka Hameca (TIMI): Maucksamo wHrepsenuna WIH ponewo no xocnuranuzauui, HJINA
Hajlaraio OLICHKA.

3navnTeano paTanno/xusorozacTpamanaulo (PLATO): ®aranio kepsene HJIH acsako BETPeIEpI
kbpBeHe, WIH uatpanepukapauanto cbe chpacyHa TamnoHana, HJIH ¢ xunosoneMHueH Lok i KNl
XHNOTOHWA, HATAralna mMpHIOKEHHETO HA NPECOPHH/ HHOTPOIHH CpeaAcTBa unM onepauus, AN o Y HC

7
pHANMO ¢ > 50 g/l noHmkeHHe Ha XeMOraoOMHa WiIH OpensTH >4 eAHHHLN YepBEeHH KPbBHH KNSYKIR

3uauntenno Apyro (PLATO): 3Haunmo vupanuansupamo UK knunuuno suaumo ¢ 30-50 g
xemornobuna, WIH npensatu 2-3 eAMHALM YEPBEHH KPbBHH KIETKH.

Uld »

o

ok 3
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He3snauurenno (PLATO): Uancksa MeIULMHCKA HHTEPBEHLIMA 34 CIMPAHE HIH JICYEHHE HA KbPBEHETO.

B PEGASUS 3nauntennoro kbpsere (TIMI) npu Tekarpenop 60 mg nega nbTH AHEBHO € NO-CWIHO
oTKONKOTO NnpH Neyerue caMo ¢ ACK. He e HaOnlonaBaH NoBHIIEH PHCK OT GaTajHO KbPBEHE U CE
YCTAaHOBABA CAMO HE3HAYHTEHO MTOBHLIECHHUE HA BHTPEUYEPENHHTE KPbBOHIIHBH B CPaBHEHHE C
tepanuaTa camo ¢ ACK. Uma manko cbOHTHA Ha ¢daTanHO KepBEHE B npoyuBaHeTo, 11 (0,3%) 3a
tukarpenop 60 mg n 12 (0,3%) 3a repanusta camo ¢ ACK. HabmonasauuaT noBHIIEH PUCK OT
3HauKTenHO KbpBeHe (TIMI) ¢ Tukarpenop 60 mg ce ALIKKH NPEAUMHO Ha 10-BHCOKATa YeCTOTa Ha
npyro 3HauntenHo kepBeHe (TIMI), cebp3ano cbe crbuTHA B cToMatnHo-4upeBHHUA COK.

[TosuilieHa 4ecTOTa Ha CHOUTHA ¢ KbpBeHe, NoAoOHU Ha 3HauuTenHo KbpBeHe (TIMI), e Habmonarana
B KATErOPUHUTE 3HAUMTENHO WIH He3HauuTenHO KbpBeHe (TIMI) u 3Hauurenno (PLATO) u
3HAYMUTESTHO WK He3HaunTeaHo kbpBeHe (PLATO) (k. Tabimua 3). [IpeycraHoBaBaneTo Ha
NEYSHHETO MOPaJM KbPBEHE € NO-4eCTO B rpynara Ha Tukarpenop 60 mg B cpasHeHHe ¢ rpynara Ha
TepanuaTa camo ¢ ACK (cworBetHO 6,2 % 1 1,5 %). IloBeueTo ot Te3u cayyaH Ha KbpBEHE Ca ¢ 1o-
Mallka TexecT (KnacupuuvpaHH KaTo H3UCKBALUM MEAHLIMHCKa HaMeca (TIMI)), vanp. enucrakcuc,
HACHHABAHE H XeMAaTOMH.

[IpodunbT Ha KbpBeHE Ha THKarpenop 60 mg e cxoaeH B MHOMXKECTBOTO IIPEABAPHTENIHO ONpeacieHH
NOArpynH (Hanp. no B3PacT, NOJ, TEMIO, paca, reorpadcku peruoH, CHLIIbTCTBALLM 3abongBaHus,
CBHITBTCTRAILA TEpanHa H MEAHULIMHCKA aHAMHE3a) NpH CHOUTHA Ha 3HAUMTENHO KbpBeHe (TIMI),
3HAUYHMTETHO WiIN HesHauuTenHo (TIMI) 4 3HauynTenno kppBeHe (PLATO).

BrbTpeuepentHo KbpBeHe

Cnonranun BYK ce cvobuiaeat ¢ noaobHa yecrora 3a Tukarpesop 60 mg u tepanusa camo ¢ ACK
(n=13, 0,2% B nBere rpynu Ha neuenue). Habmonasa ce HeanauuTenHo nopKuieHHe Ha BHK,
CBBP3aHO C TPaBMa M NMPOLCAYPH NpH neueHue ¢ THKarpenop 60 mg, (n=15, 0,2%) B cpaBHEHHe C
tepanuara caMo ¢ ACK (n=10, 0,1%). CpobmeHu ca 6 ¢paranuu BUK ¢ tukarpenop 60 mg u 5
¢darannu BUK c repanus camo ¢ ACK. Hectorara Ha BeTPEYEPENHO KbPBEHE € HHCKA B ABETE I'PYNH
Ha JIeYeHHEe, KaTO C€ HMa MPEaBH/ 3HAYUTENHHTE ChITbTCTRAIIM 3ab0naBaHug U CC pUCKOBH QakTOpH

B [IPOYYBAHATA NOMYJalUMA.

ﬂHCHHE?H

JlicnHes, ycelliaHe 3a 3aayX, ¢e ¢bobilaBa OT MAUMEHTHTE NEKYBaHH ¢ TUKarpenop. B PLATO,
oOeJUHEHHUTE KaTo JAHCITHEA HEXXENTaHHU eKapCcTBeHH ChOUTHA (IMCNBENA, AUCTTHES B NOKOM, IHCITHES
NpH YCHJIHE, MAPOKCH3MAIHA HOLHA AKCIIHES W HOLHA AUCITHESA) ce crobiasar ot 13,8% or
NalKHeHTHTE, JICKYBAHH C THKarpenop, 4 3a 7,8% ot nauuenture, aexkyBan ¢ kionuaorpen. Ipu 2,2%
OT NAUMEHTHTE, NpHeMalli THKarpenop, 1 npy (0,6% ot naudeHTHTE, NPUEMALLIH KNONMUAOTPES, B
npoyuBaHeTo PLATO nacnenosarenure cuuTar, 4e JUCNHEATa € NPUUHHHO CBBP3aHa C JICYEHHETO H
OpoAaT Ha cepHo3HUTe ciy4aH € MameK (0,14% tukarpenop; 0,02% xnonuporpen) (Bxk. Touka 4.4).
Hait-yecTo cpobliaBaHHTE CHMITTOMK Ha JUCTTHESA €A NICKH A0 YMEPEHH NO HHTEH3UTET W MOBEYETO Ce
CHOOLUABAT KATO €AHHHUYEH €MU30 PAHO CJIE] 3aNOUYBaHE HA TEpanuATa.

B cparnenne ¢ knonuaorpen, naudeHTHTe ¢ actMa/ XOBb, neKyBaHH ¢ TUKarpenop, MOXe /1a UMaT
MOBMILEH PUCK OT MO/y4YaBaHe Ha HecepHo3Ha AUcnHea (3,29% tukarpenop cripamo 0,53%
KIonugorpen) H ceprosHa aucnHed (0,38% tukarpenop cnpsamo 0,00% xnonuporpen). B abGcomoTHn
CTOMHOCTH TO3H PHCK € MO-BHCOK OTKONKOTO B LstocTHaTa nonynauus Ha PLATO. Tuxarpenop
TpAOBa J1a ce Npuiara ¢ NNOBHIIE€HO BHHMAHKE NPH NaLMEeHTH ¢ aHaMHe3a 3a acTMa W/win XOBb (Bx.
TO4YKa 4.4).

Oxono 30% ot enuzoauTe oT3BY4YaBarT B paMKHTe Ha 7 fHH. PLATO Bxmousa nauueHT JHTR
H3XOJHO HHBO MMAT 3aCTOMHA chbpiaeuHa HeagocTaTbyHocT, XObb unm actMma; tez3u na i H
NalHEeHTHTE B CTAPYECKA BL3IPACT € M0-BepOATHO Ja ChoOLaBaT AHCTIHES. 3a THKArp fﬂ A0,9%al

HA,

MalHEHTUTE NPEKbCBAT NPUIAraHETO Ha MPOYYBAHOTO AKTHBHO BELLECTBO NOpaaH JuE
0,1% ot Te3u, npueMalnn Kaonnaorpen. [lo-sucokara yecToTa Ha AUCITHEA C THKE
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acoLMMpa C HOBA MOSARA WIM BJIOLIABAHE HA Chpae4HO WiIH Oenoapodno 3abongasane (BXx. Touka 4.4).
Tukarpesiop He noenuasa 6enoapobHuTe QyHKLIMOHATHH TECTOBE.

B PEGASUS ancnnes ce cpobiara npu 14,2% ot nauueHTUTE, NpHeMaluy Tukarpenop 60 mg nsa
ITbTH AHEBHO, 4 fipH 5,5% o1 naunenTure, npueMawu caMo ACK. Kakro B PLATO, noseuero cinyuan

Ha choOllleHa INCTIHESA ¢a JIEKH IO YMEPEHH MO HHTEH3UTET (BXK. Touka 4.4). [laupeHTHTe, KOUTO
chOOLIABAT JHCIHEN ¢a OWIK MpeJUMHO NMO-Bb3PACTHHU U NO-4eCTO ¢a UManH AucnHes, XObb wnu
acTMa Ha H3XOIHO HHBO.

Hacnedeanus
[ToBuuieHue Ha nukoyHaTa kuceanHa: B PLATO e otyeTeHO NOBHILIABAHE HA CEpYMHATa MMUKOYHA

KUCEIWHA 0 CTOMHOCTH, HaJlBULIABAllH FOPHATA PAHULIA HA HOpMATA, NpH 22 % OT nony4asalluTe
THKarpeaop nauMeHTy, cnpamo 13% ot nonyyaBaliure KIONHAOTPEN NauueHTH. CbOTBETHHTE
croiinoctH B PEGASUS ca cvorBeTHo 9,1%, 8,8% U 5,5% 3a Tukarpenop 90 mg, 60 mg u niauebdo.
CpeaHara cepyMHa NMHMKOYHA KHCEJIMHA € MoBullaBa ¢ 6nu3o 15% npu npunoxeHue Ha TUKarpenop, B
cpaBHeHMe ¢ npuOnuauTenHo 7,5% npu npunoxkeHue Ha KNONUAOTPEN, a Clel CNUPAHE Ha JICUCHHETO
ce NMOHWXaBa MpudU3IUTENHO 10 7% NMPH NPHUNOKEHHE HA TUKArPENop, A0KATO MPH KIOMUIAOTPEa He
ce Habmonasa cnaa. B PEGASUS ce ycrarnoBsaBa 00paTimMo MOBHLICHHE HA CPCAHMTE HUBA HA
cepyMHa MMHKO4YHA KHcennHa oT 6,3% u 5,6% croTBeTHO 3a THKarpenop 90 mg U 60 mg B cpaBHEHHE C
1,5% noHmxkeHue B rpynara ¢ riauebo. B PLATO 4decrorara Ha noaarposeH aprpur e (0,2% 3a
THKarpenop cnopamo 0,1% 3a knonuaorpen. CboTBETHUTE CTOHHOCTH 3a NOAArpa/noAarpo3cH apTpUT
B PEGASUS ca 1,6%, 1,5% u 1,1% cwoTtBeTHO 3a THKarpenop 90 mg, 60 mg u mauebo.

Crobiuiapane Ha NONO3UPAHK HEXENAHH PEakLHH
ChoOuiaBaHeTO Ha MOJO3MPAHH HEXKENAHH PEaKLIMHK Cliell paspeiaBaHe 3a ynorpeba Ha NeKapcTBEHHA

NPOAYKT € BAXHO. ToBa no3poasBa na NMpOADBJLKH HaOMOAEHHETO HAa ChOTHOLLIEHUETO n0n3a/puc1c 3a
JNeKapCTBCHHA ITPOAYKT, OT MeAHLIMHCKHTE CMNELHAIKUCTH Ce H3MCKBAa Ja ChoOIaBaT BCAKa

NOJO3HPaAHa HEXKEIaHa peakums upe3 M3nbiIHUTEIHA areHUHs 110 JIeKapcTBaTa, yi. ,,Jlaman [ pyes”
Ne 8, 1303 Codnus, Ten.: 02 8903417, yebeaiiT: www.bda.bg.

4.9 Ilpenosnpane

Tuxarpenop ce noHacsa 100pe nNpH eAHOKpaTHH 1034 10 900 mg. I'acTponHTECTHHANIHATA TOKCHYHOCT
e Ou1a RO30JMMUTHpAHA B €IHO NPOYYBaHE ¢ €AHOKpAaTHA HapacTBalwa a03a. JIpyru KIMHAYHO
3HAYMMH HeKeJlaHHU peakliMi, KOUTO MOTaT [a ¢ce MPOABSAT PH NPEAO03HPAHE BIIKOUBAT AUCTIHES H
BEHTPUKYJIAPHHU Nay3¥ (BXK. TOuka 4.8).

B cnyuait Ha npexo3upaHe, MOTAT 1A €€ MPOSABAT rOPE CIIOMEHATHTE NMOTEHLMATHI HEXEJIAHHU
JIEKApPCTBEHH PEaKLMK K TpsOBa na ce uMa npeasua EKI™ MonuTropupane.

KbM MOMEHTA HE € H3BECTEH aHTHIOT Ha THKATPEJIOP H THKArPENOp He ¢ AHanu3upa (B, To4YKa 5.2).
IIpu npengosupane neuernHeTo TpAOBa Ja ce NPoOBEka B ChOTBETCTBUE C MECTHATA CTAHAAPTHA
MEAMIIMHCKA NpaKTHKa. O4YakBaHUAT €PEKT OT NPEeAO3HPAHE HA THKArPEAOp € YAb/DKEHA
MPOAB/DKHTENHOCT Ha PHCKA OT KbpPBEHE, CBbP3aH ¢ TpoMOOLUMTHOTO HHXHOUpane. TpaHcdy3naTa Ha
TpoMOOLIMTHA Maca € MaJTKO BepOATHO Ja HMa KJIWHHYHA T0J13a TIPH MallHEHTH ¢ KbPBEHE (BiXK.

Touka 4.4). Ako ce nossH KbpBeHe, TpAOBa Aa Ce NPEANpHEMAT APYTH MOAXOAAWM MOALXbPKALUH
MEPKH.

5. ©®APMAKOJOIMYHU CBOUCTBA

5.1 @apMaKoJHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHa rpyna: MHXHOMTOPH Ha arperaiuaTa Ha TPOMOOLIMTHTE, € M3l
xernapuH, ATC koa: BO1AC24
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. [TpoyuBanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry

MexaHv3bM Ha JeHCTBHE

Tukarpenop Tesa chabpxka THKarpeaop, CbeAHHEHHe OT Ki1aca Ha
LIMKJIONIEHTUITpHA30NoNMMpHMHAKHHKTE (cyclopentyltriazolopyrimidines, CPTP), xoiTo € nepopanen
AHTArOHHCT ¢ AUPEKTHO AciicTBHE Ha P2Y 1> peuenTopa, KaTo ce CBbLP3Ba ¢ HETO CENEKTHBHO H
obpatumo u npeporeparasa A Jld-Meauupanara, 3asucewa ot P2Y ;> TpoMOOLIMTHA aKTHBALIUA H
arperauusa. Tukarpenop He npeaoTBpaTaBa cBbp3BaHeTo ¢ AJIMD, a xorarto ce cpbp3Ba ¢ P2Y
pelienTopa, BL3NPEeNATCTBA CUTHAIHATA TpaHCAYKUUA, HHaynupana oT AJID. Twi kato
TpoMOOLIMTHTE YHACTBAT B HHHLIMUPAHETO H/WIH Pa3BHTHETO Ha TPOMOOTHYHHTE YCIOKHEHHA HA
aTEpOCKIEPOTHYHATA OOJecT, € 10Ka3aHo, ue MHXHOUpaHeTo Ha TpoMOOLMTHATA GYHKLIMA HAMAallABa
pucka oT CC ¢bOuTHs, kato cMbpT, MU 1t nHCyT.

Tuxarpenop CblLLIO YBETHYaBa NOKATHMTE eHIONeHHH HHBA Ha aiCHO3WHA Ype3 UHXUOHpaHe Ha
eKBWIHOpHpallisg Hykiieo3uaeH Tpancnoprep-1 (equilibrative nucleoside transporter -1, ENT-1).

JloKyMeHTHpaHO €, 4e IpH 3apaek JHua U naneHTH ¢ OKC, THKarpenop yBenn4asa ClIeAHHTE
edexTH, MHAYLMPAHH OT aACHO3HH: Ba30UAATaALMA (M3MEPEHA HUpe3 YBENHYABAHETO Ha KOPOHAPHHA
KPBBOTOK MpH 3apaBH AoOposonuy 1 naumeHTH ¢ OKC; rnasobonue), unxubnpane Ha
TpoMOoUMTHaTa (DyHKI{MA (B YOBELLIKA Us/Ia KPBB in vitro) M nucnued. BpbikaTa Mexay
HaOMoAaBaHMTE YBEIMUECHHUA Ha aIeHO3HH M KIHHUYHHTE pesynraTh, odade (Hamp. 3aboneBaeMoCT-
CMBPTHOCT), HE € KAaTErOpHYHO H3ACHEHA.

dapmMakoNHHAMHYHH edeKTH

Hauano na oesicmeuemo

[Ipu nauueHTH che cTabunHa HcxeMHyHa Oonect Ha cbpleto (MbC), npuemartnu ACK, Tukarpenop
noka3pa Obp30 HacTeNBaHe Ha papMaKonorRYeH €eKT, KOUTO C€ AEMOHCTPHUPA OT CPEAHOTO
uaxubupane Ha TpombouMTHaTa arperauna (UTA) okono 41% 0,5 yaca cnen npunoxkenue Ha 180 mg
HaTOBapBallla 4033 TUKarpenop, ¢ MakcumaneH edekrt Bopxy UTA 89% 2-4 uaca cien npunoxkeHHeTo
Ha 103aTa, KOHTO ce 3aabpxa Mexay 2 U 8 yaca. Ilpu 90% ot mauuenTure 2 yaca cneq NpwioKeHUETO
Ha J03aTa TepMHHANHOTO NMHKoBO UTA ¢ > 70%.

Kpaii na devicmeuemo
Axo e nnaiupaHa CABG npoueaypa, puCKLT OT KbPBEHE CBBLP3aH C TUKArPENop € MOBHILEH B
CPaBHEHHE C KJIOMUAOrpel, KOraTo TepanuiaTa € NPEeKpaTeHa no-Maiko ot 96 vaca npeau

npouexyparTa.

Cmana na gexapemeama
[IpeMHHABAHETO OT JIEYEHHE C Kaonuaorpen 75 mg Ha neveHue ¢ THKarpenop 90 mg nsa MbTH ZHEBHO

BoZM N0 abconoTHo noeuiaBake Ha UTA ¢ 26,4%, a npeMHHaBaHETO OT JICUCHHE ¢ THKArpeIop Ha
JIeYeHHRE ¢ Konuaorpen Boay ao abcomotHo noHwkapaHe Ha HTA ¢ 24,5%. Ilaumenrure morar aa
NPeMHHABAT OT KJIIOMHACTPEN Ha TUKArpenop 0e3 npexbcpaHe Ha aHTHATPEraHTHOTO ACHCTBHE (BXK.

Touka 4.2).

KnnunyHa epHkacHOCT H 6€30MacHOCT

KnunuvHMTe NaHHH 3a ePHKACHOCTTA H H€30TIaCHOCTTa Ha THKArpenop ca NoJYYeHH OT ABE KIIMHHYHHU
H3NTBaHUA (a3a 3:

. [TpoyuBanero PLATO [PLATelet Inhibition and Patient Qutcomes (TpoMboTHUHO UHXUOUpaHE

M KJIHHHYEH U3XO0JX Ha NMaLMEHTa)], CPABHCHUE HA TUKAIPENOp ¢ KIOMKUAOTPEN, M ABaTa
npwiaraHd B koMOuHauma ¢ ACK, 4 apyra cTaHaapTHa Tepanus.

ThromboticEvents in High-RiSk AcUte Coronary Syndrome Patients (ITpepeHums / A
Ha BTOPHYHH TPOMOOTHYHY CHOUTHA NPH BHCOKOPHCKOBH NALMEHTH ¢ OCTBHP KOpOifag -
CHHAPOM)], CpaBHEHHE Ha TuKarpenop, koMbunupaH ¢ ACK, ¢ Tepanus camo ¢ AQJKS
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IIpoyusane PLATO (ocmpu KopoHapHu CUHOPOMU)

IpoyuBanero PLATO BxkmouBa 18 624 nauueHTH, KOHTO ca B 24-4aCOBHA NEPHOA OT HA4aJI0TO Ha
CUMIMTOMH Ha HecTaOWIHA CTeHOKapaHs, HHPapKT Ha mHokapaa 6e3 ST-enesauus [non ST elevation
myocardial infarction, NSTEMI] win ¢ nudapkt Ha Muokapaa csc ST-eneBauus [STEMI], u kouro
MbPBOHAYAJTHO Ca JIeKYBaHH MEJUKAMEHTO3HO, HITH 4Ype3 NepKyTaHHa kKopoHapHa uHtepseHuus (PCI),
M upe3 nocraBsHe Ha CABG.

Knunuuna egpuxacrnocm

Ha ¢ona Ha exxeaHeBHo mpuwiokeHre Ha ACK, Tukarpenop 90 mg ABa MbTH ZHEBHO JEMOHCTpUpA
NPEBL3XOACTBO CIIPAMO 75 mg AHEBHO KJIONUAOrPeN MO OTHOLLEHHE Ha MPEeBEeHLMA Ha ChCTABHATA
kpa#ua Touka 3a CC cMbpT, MU Hnu uucynT, ¢ pasnuka, npousmmsawa ot CC cmbpt u MU,
IMayuenTre nosyyapat 300 mg HaToBapBalua A03a Knonugorpen (Bb3MoxHo € 600 mg, ako uMmar
PCI) vnu 180 mg tHkarpenop.

PeaynraTsT ce nosaeasa paHo (abcomoTtHa peaykuus Ha pucka [APP] 0,6% u otHocHTeNHa peayKkuma
Ha pucka [OPP] 12% Ha 30-1 aeH) ¢ nocTosHeH e()EKT OT ICYEHHUETO N0 BPEME Ha Lenua 12 MecedeH
nepuon, gasaui ARR 1,9% xa roguna ¢ OPP 16%. Tosa npeanonara, ye € noaxoasuio nauyueHTUTe aa
ce neKyBar ¢ Txarpenop 90 mg asa npTH AHEBHO 3a 12 Mecena (BxK. Touka 4.2). Jleyenuero Ha 54
nauueHTH ¢ OKC c THKarpenop BMecTo C KIONHAOTpEN NpeaoTeparaea 1 arepoTpoMOOTHYHO
cuOuTHE; neueHHeTo Ha 91 nauueHTy npenorepatasa | CC cmupT (BK. @Hrypa | u Tabnuua 4).

TepaneBTHUHHUAT €(PeKT Ha THKArpeJop, HAAXBLP/ALL TO3H HA KJIOMUAOrPeN, U3IIIeKAa CXOACH B
MHOTrO NIOATPYIH, BKIFOUHTETHO TETJIO, MO/, aHAMHE3a 34 3axapeH AHaleT, TpAH3IUTOPHA UCXEMHYHA
aTaKa Wid He-XxeMoparu4eH HHCYNT, WIH PeBaCKyNapH3al|a; MPH ChITbTCTBALLO JEYCHHE BKITIOYBALIO
xenapuH, GplIb/llla unxubutopu H HHXUOHUTOPH Ha MPOTOHHATA MOMINA (BXK. TOYKa 4.5); nNpH
OKOHUATENHaTa AMarHo3a Ha nokaszareaHo cudurne (STEMI, NSTEMI, UA); u npu nnanupanus npu
pPaHAOMM3aLHATA eueOeH Noaxoa (MHBA3HBEH HIIH MEAUKAMEHTO3€eH).

YcTaHOBEHO € ¢1abo CHrHUPHKAHTHO TEPANEBTUYHO B3aUMOACHCTBHE B 3aBHCUMOCT OT PETHOHA,
CBINIAcHO KoeTo KoedhuimeHRThT Ha pucka (HR) 3a mbpBuuHaTa kpaitHa TOUYKa € B 10132 Ha
THKArpeIop 3a OCTAHANIATA 4acT HA CBETA, HO € B NOJ13a Ha Kionuaorpen 3a CerepHa AMEPHKE, KOATO
cheTaBasBa mpubausurenHo 10% ot uanara npoy4Basa nomyJjauus (p-CTORHOCT Ha
p3aumonerctaue=0,045). ExcriopaToOpHHTE aHAIM3H NMpEANONaratT BEpoOsTHa Bpb3Ka ¢ 103aTa Ha
ACK, karo ¢ yBenvuaBane Ha no3ara Ha ACK ce HabaronaBa HaManeHa e(pMKaCHOCT Ha TUKArpenop.

XpoHvuHnarta nHeBHa ao3a ACK, kosarto ga cbbTCeTBa THKarpenaop, Tpadbea ga 6bae 75-150 mg (Bx.
TOUKH 4.2 U 4.4).

®urypa 1 nokassa ouakBaH{A PUCK 3a HACTBIIBAHE HA TbPBU HHLUMOEHT, BKIKOYEH B KOMOHHHMpaHaTa
KpaiHa Touka Ha €QHUKACHOCT.
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®urypa 1 —~AHa/ I3 HA NbPBHYHATA KJIHHHYHA CbecTaBHA Kpaiina Touka ot CC embpt, MU 1
nucyart (PLATO)

13 | ———Tuxarpenop (T) [864/9333]
T Kaommzorpex (C)  [1014/9291] |
14 | - 11,67%
L -
., 10 g — 9,80%
} 9 J #-."_____. i —
b o~
e 8 4 o aaa P
= [ -~ ™
5 E J ;-‘_J'Jf /
-ﬁ* 5. - //’/
4
)
< ] .
= —
g 2 HR 95% Cl D-CTORHOCT
o 1- T cpeugy C 0.84 0.77,0,92 < 0,001
. |
0 60 120 180 240 300 160
bpon 3ac TpaleHm
T 9 333 8 628 8 460 8219 6 743 5161 4147
C 9 291 8 521 8 362 8 124 6 650 5 096 4 047

B cpaBHeHMe ¢ KONUAOrpen, THKArpeaop Hamajissa YeCTOTaTa Ha HaCTbIIBAHE HA HHLIMAEHTHTE,
BJIM3AllM B CbCTaBa Ha MbPBHYHATA ChCTaBHA KpakHa Touka — kakTo B nonyyauusata ¢ UA/NSTEMI,
taka ¥ B nonyjauusara ¢ STEMI (Tabnuua 4). Cnenosarenno, Tukarpenop Tesa 90 mg aBa nbTH
JHEBHO 3aeHo ¢ HHUcKa no3a ACK moxe na ce u3nonssa npu naureHT ¢ OKC (HectabunHa
creHoKapaus, MuokapaeH HHpapkT 6e3 ST enepauus [NSTEMI] wan muokapaen uudapkr cbe ST
eneals [STEMI]); BKIIOYMTENTHO NALIMEHTH, JIEKYBAHH MEIMKAMEHTO3HO, H MALUEHTH, JIEKYBaHH C
nepKyTaHHa KOpoHapHa MHTepBeHLHUA (percutaneous coronary intervention, PCI) unu Gaiinac Ha
KOopoHapHa aptepus (coronary artery by-pass grafting, CABG).

Tabauna 4 — AHAJIH3 HA THPBHYHATA H BTOPHYHHTE KpaliHH TouKH 32 epukacHocT (PLATO)

Tuxarpeaop |[Kionnaorpen
90 mg aBa 7S mg BeAHDBXK|
nbTH AHeBHO |1HeBHO (% APP® OPP* (%)
(% nmanuenTH manHeHTH cbe (%/yr) [(95% CI) p-cTOHHOCT]
ChC cCHLOHTHE) |cCHLOHTHE)
N=9 333 N=9 291
ICC embp1/MHU (€ H3KIIL.
Ha ,.,TuX MMH) unm 9,3 10,9 1,9 16 (8, 23) 10,0003
UHCYJIT
HamepeHnue 3a 8,5 10,0 1./ 16 (6, 25) 10,0025
MHBA3UBHA TEepalus
Hamepenue 3a 11,3 13,2 223 15 (0,3, 27) 0,0444"
JIeKapCTBEHa Tepanus
ICC cmbpT 3,8 4,8 1,1 21 (9, 31) 10,0013
MMH (¢ m3kn. Ha ,,Tux" 5,4 6,4 L] 16 (5, 25) 10,0045
MHU)°
Mucynr 1,3 1,1 -0,2 -17 (-52, 9) 10,2249
ICmbpT O€3 3Ha4YeHHE
Ha npuuuHata, MU (¢ 9,7 11,5 2,1 16 (8, 23)
H3KJ. Ha .. Tux MH)
WJIH HHCYAT
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ICC cMmbpT, 06110 MU,
uHeyar, CPH, Rl, TIA, (13,8 15,7 ,1 12 (5, 19) K,0006
uny apyra ATC?
ICMbpT 63 3HaueHHe 4,3 5.4 1,4 22 (11, 31) 00003
[HAa NpHYNHATA
e(pUHUTHUBHA 1,2 1,7 0,6 32 (8, 49) 0,0123"

M003a Ha cTeHTA
*APP=abcomoTHa peaykius Ha pucka; OPP=oTHocHuTenHa pexyxuus Ha pucka=(1-KoeduumeHT Ha pHUCK) X

100%. Otpuuatenna OPP o3Hayara nOpHiIaBaHe HA OTHOCHTENIHUSA PHCK.

°C w3kmouenue Ha ,,THX” MH.
®CPU = cepno3na pexkypeHTHa ucxemus;, PHU=pekypentHa ucxemus; THA=TpaH3uTOpHa HCXEMHYHA aTaKa,

ATC=aprepranno TpoMboTHuHO ¢bbuTHe. OO0 MU Bkmoura ,,Tux” MU, nata Ha cxOuTHETO € NaTaTa Ha

HErOBOTO YCTAHOBABAHE.
"HoMHHaNHA CTORHOCT HAa CUTHA(PHUKAHTHOCT; BCHIKH OCTAHANM ¢a (POPMAJIHO CTATUCTUHECKH CUTHH(UKAHTHH
no npeaehrUHUpaHo lepapXU4HO TECTBAaHE. -

PLATQO 2enemuyuno noonpoyyeane

Onpenenssero Ha CYP2C19 u ABCB1 renoruna na 10 285 nauveHrnn B PLATO naBa s8b3MOXHOCT 32
acoOLMAaLMA Ha reHOTUNTHHTE rpynu ¢ pesyaratute ot PLATO. [1peBs3xoacTrOTO HA THKArpeaop Hax
KJ1OMUAOrPeN No OTHOLUEHHUE HA peIyKLUMATa Ha 3HaYHTEIHH CC chOUTHA HE € CHTHH(UKAHTHO
noeausaHo oT CYP2C19 unn ABCB1 renoruna Ha nauuenTture. IToao0HO Ha Hsa0CTHOTO NMpOy4YBaHe
PLATO, HaMa pa3ndKa MeXAy THKArpEnop U KIOMHIAOrpes npy od110 3HAYHTETHHTE XEMOPArn4HH
nHuaeHTH B PLATO, Benpeku renoruna CYP2C19 win ABCB1. Hecsbp3anoro ¢ CABG
3HaAYUTEJHO KbpBeHe B PLATO ce nosuiuasa ¢ TMxarpenop 8 cpaBHeHHe ¢ KIONMUAOrpen npu
NauHEHTH ¢ eduH WK noeeue CYP2C19 anenu cbe 3aryda Ha pyHKLHSA, HO € CXOAHO Ha KIIONUorpen
Npy NALMEHTH C ajes, KOHTO HMa 3aryda Ha GyHKLIMSL.

Kombunupan noxazamen 3a egpuxacnocm u bezonacrocm
KomOuHupaHusaT nokasaren 3a edpukacHoct M 6ezonacHocT (CC embpt, MU, uncyaT wnu obio
3HAYHTEIHO KbpBeHe no aepurnumnaTa Ha PLATO) noka3sa, ye non3ara OT OPHIOKEHHETO HA

THKArpenop no OTHOLEHHE Ha €PUKACHOCT B CpaBHEHHE C KJIIOMMROrPeN He CE KOMIIEHCHpa OT
cAY4YanTe Ha 3HauMTeNHO Kbpeene (APP 1,4%, OPP 8%, KP 0,92; p=0,0257),12 meceua cnea OKC.

Knunuuna bezonacnocm

XOJTEPOBO NOANPOYUYBAHE:

3a [Aa ce OLICHH 4YeCTOTATa HA BEHTPHKYJIAPHHUTE Nay3H H APYTH €MH30H Ha apUTMHA 110 BpeMe Ha
npoyusaneTo PLATO, e ochliecTBeHO X0NTep-MOHHTOPHpaHE Ha noarpyna ot 6imso 3 000
nauveHTH, npubauszurento 2 000 or kOUTO UMAT 3aMKCH, KaKTO B ocTpara (pasza Ha OKC, Taka u
Mecell No-KbeHo. ITbpBUYHATA NpociensBaHa MPOMEHIHBA € YECTOTATa HA BEHTPHKYJIapHHK Nay3H ¢
NPOABDKHTENHOCT >3 CeKyHIU. BeHTpUKYIapHU Nay3u pa3BUBAT MNOBeUe NALMEHTH Ha JIEUEHHE C
THKarpenop (6,0%), oTKONKOTO TakKKBa Ha NeveHue ¢ Kinonuaorpen (3,5%) B octpata ¢asa u
CcbOTBETHO 2,2% 1 1,6% cien 1 mecent (BXk. Touka 4.4). YBENTHYEHHETO HA BEHTPUKYIAPHUTE Nay3H B
octpara ¢a3a Ha OKC ¢ no-u3paseHo npu nauMeHTHTE Ha THKarpenop ¢ aHamuesa 3a XCH (9,2% ¢
aHamHeza 3a XCH cnpamo 5,4% npu naumenTH 6¢3 anamuesa 3a XCH; 3a nauMeHTUTE Ha
onuaorpe, 4,0% npu te3un cue cnpamo 3,6% npu Te3u 6e3 anamHesa 3a XCH). Ta3su paznuxa He ce
npospaBa 3a eavH Mecell: 2,0% cnpamo 2,1% 3a nauMeHTUTE Ha TUKArpenop, CeOTBETHO, CbC U Oe3
anamuesa 3a XCH; v 3,8% cnpamo 1,4% 3a knonuaorpen. Ta3u pa3nuka He € CBbP3aHa C HeXKelaHH
KIMHMYHH NOCASAULH (BIUTIOYHTENHO U NOCTaBAHEe Ha MEHCMERKDBP) BLE BLITPOCHATA MOMyIalus

NMalUHEHTA,

IHlpoyusane PEGASUS (anamuesza 3a muoxkapden unapxm)

PEGASUS TIMI-54 ¢ npoyusane ¢ 21 162 nauneHTH, ¢ AW3aiiH 3aBUCEL OT HACTHLNBAIYHEPE
PAHAOMM3KPAHO, ABOKHO-CNANO, MNaleb0-KOHTPOTHPAHO, MEXIYHAPOAHO MHOTOLEHTPOR
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MPOYYBaHE ¢ Napalie/IHK rPYNH 32 OLEHKA Ha NPEBEHLHATE Ha aTepOTPOMOOTHYHH CHOMTHA C
THKarpesnop, npuiarat 8 2 2031 (90 mg asa nbTH AHeBHO WM 60 mg ABa MbTH AHEBHO) B
xoMOuHauus ¢ HHcka no3a ACK (75-150 mg), B cpaBHenHe ¢ Tepanus camo ¢ ACK nipu naunenTu ¢
aHaMHe3a 3a MU u nombJIHUTENHU PUCKOBH (PAKTOPH 3a arepoTpombO3a.

[TauMieHTH, MOAXOAMIH 38 BKIIOUBaHe B MPOYYBAHETO ca OMIY TAaKHBa HA BB3PACT Ha WIM Han

50 roquunl, HATMYKME Ha aHaMHe3a 3a MU (1 no 3 roanHu npeay paHAOMH3UPAHETO) U HATTHYHE Ha
NOHE €AMH OT CJEAHUTE PUCKOBH (aKTOPH 3a aTepoTpoMbo3a: Bb3pacT 265 roauHy, 3axapeH nuader,
Ha/laral MEAMKaAMEHTO3HO JieueHHe, BTopH npeawecteail MU, nanuu 3a MHorocsaosa UbC wnm
XpoHH4YHa 6sOpeyuHa AUCYHKIHA H3BBH KpaHHHA CTaaMH.

[TauuenTHTe He ca 6N NOAXOAALIH 32 BKIIKOYBAHE B POYYBAHETO, aKO ¢a HMAaJIH [UIaHHpaHa
ynotpeba Ha P2Y ;-penienTopeH aHTaroHHCT, AMMHPHAAMOI, LIKIOCTA30/1 WK aHTHKOAryJIaHTHA
Tepanus 3a NepHOAa Ha NPOYYBAHETO; HAPYLLIEHHE, CBbP3aHO C KbPBEHE HIIK AHAMHE3a 334 HCXEMUUEH
MHCYJIT WK BbTPEHEPENHO KbpBEHE, TYMOP Ha LICHTpalHaTa HEPBHA CHCTEMA HIIH BETPEYEPEITHA
ChI0BA AHOMAJTHA; NALUWEHTH CHC CTOMAUIHO-YPEBHO KbPBEHE IPe3 NMPEALIECTBAIINTE 6 Mecella Wil
rojsaMa onepauua npe3 npeauecteawmre 30 AHK.

Knunuuna ejpuxacrnocm

Purypa 2 - AHAJIM3 HA THPBHYHATA KJHHHYHA CHCTABHA Kpaiina Touka o1 CC cMmupr, MU H
arcyar (PEGASUS)

Tuxarpeacp 6 mg - - - - Mraumbo -
10 - AR LT AHEBHD pr""
Bpow 7045 2067 _”,,--'r
9 | nayuerwm cuc cubme M7 (69%) S7B(8.2%) i
KM% 18 36-TH Mecey, T.8% 9.0% ,r
8 Coomoitrse Ha .-r"'r

7 - pcka i
(Hllﬂ"d Ratio} (95% Ci ) 0.B4{0.74,0.95%5) .

prerofnecT o

Kvmvmariano %
o

‘ -
3
2 —
1 —
0 Y T 1 T T T Y T | T
0 120 240 360 480 8600 740 840 080 1080 1200 1320
Aun onag pangommaauiin
Bpoi naupenT: B prox

TigO mg 7045 8948 8857 8784 6711 8357 5004 4928 3898 2055 710
Placebo 7087 8950 86842 8761 6858 8315 Sars 4399 3646 4028 714

Tabauna 5 - AnaiH3 Ha NHLPBHYHATA H BTOPHYHHTe KpadkHH TouKkH 32 ePpukacuocT (PEGASUS)

Tuxarpenop 60 mg 82 LT Camo ACK
aneBHo + ACK N=7 067
N=7 045 P-CTOHROC

Haunelrr? HR. ' IlanHenTH

Xapaktepuctaka [che cubuTHE| KM % [ (95% CI)  cne cuouTRa | KM %

[TspBUYHa KpaiHa TOYKA
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kil L L . i — _ el

CancrasHa or CC 0,84
cMbpT/MW/nncynt | 487 (6,9%) | 7,8% | (0,74,0,95) | 578 (8,2%) 9,0% 0,0043 (s)
0,83
CC cMBpT 174 (2,5%) | 2,9% | (0,68, 1,01) | 210 (3,0%) 3,4% 0,0676
| 0.84 - 1
MH 285(4,0%) | 4,5% | (0,72,0,98) | 338 (4,8%) 5,2% 0,0314
1T . 0,75 - [ 1 ]
Hucynr 91 (1,3%) 1,5% | (0,57,0,98) | 122 (1,7%) 1,9% 0,0337
BtopuyHa KpaiHa Touka
] 083 |
CC cmbpT 174 (2,5%) | 2,9% | (0,68,1,01) | 210 (3,0%) 3,4% -
CMBEPT 110 BCAKaKBa | . 0,89 -
NpHYKHA 289(4,1%) | 4,7% | (0,76, 1,04) | 326 (4,6%) 5,2% -

KoepHLHEeHTHT HAa PHUCKA U p-CTORHOCTHTE Ca U3UMCIIEHH OTIOEITHO 3a THKarpeaop cnp. Tepanud camo ¢ ACK ot
MOJIEJI Ha TIPONOPLIAOHAIHKTE pHCKOBE Ha COX, KaTo rpynara Ha JieueHHe € €ANHCTBEHAaTa eKCIIaHaTOpHA

MPOMEHJTUBA.
KM npoueHT, K3YACIEH Ha 30-TH MeceL.

Benexka: OpoaT Ha mbpBUTE CHOMTHA 33 KOMNIOHEHTHTE CC cMbpT, MU ¥ HuCynT e gefictBUTEITHHAT Opoit Ha
ITbPBH CHOHTHA 32 BCEKH KOMMOHEHT H He ce nobaes kbM Opos Ha CHOMTHAITA B CbCTABHATA KpalHa TOYKa

(s) [Toka3Ba CTATHCTHYECKA 3HAYHMOCT.

Cl=JTosepurencH uurepsan; CC=Copacuro-cbaoB;, HR=Koepuumenr Ha pucka; KM=Kaplan-Meier;
MHW=MuoxapaeH HpapkT; N=bpoii nauueHTH.

JlBeTe cxeMM Ha neueHue ¢ THkarpenop 60 mg aga mbTH AHEBHO U ¢ 90 mg ABa NBTU AHEBHO B
koMOuHaLug ¢ ACK npesbaxoxaar camocTostenHoTo nedeHne ¢ ACK no oTHoweHyue Ha
NpeBeHHATA Ha aTePOTPOMOOTHYHHTE cbOMTHS (CbeTaBHA KpaiiHa Touka: CC cmbpT, MH 1 uHCynT),
C MOCTOAHEH e(EeKT OT JISYCHHETO Npe3 LiesuA NepHo Ha npoy4yBaHeTo, Bojewn A0 16% RRR u 1,27%
ARR 3a tHkarpenop 60 mg n 15% RRR u 1,19% ARR 3a tuxarpenop 90 mg.

Bunpexy ye npodunnre Ha epukacHocT Ha 90 mg M 60 mg ca noaoOHHU, HMa NaHHHU, Ye MO-HUCKATa
[103a € ¢ No-100bp Npodua Ha NOHOCHMOCT # 6€30MaCHOCT NO OTHOLLEHHE HA pUCKa OT KbpBEHE H
nucnHes. CnenosareiHo, camo Tukarpenop Tesa 60 mg Asa MbTH AHEBHO, NPWIOCKEH €AHOBPEMEHHO
¢ ACK, ce npenopbuBa 3a NpeBEHUMA Ha aTepoTpoMOOTHYHH cBOUTHA (CC cMmbpT, MU M uHCYNT) Npu
MalMeHTH ¢ aHamHe3a 3a MU v BUCOK pHCK OT pa3sBUTHE Ha aTEPOTPOMOOTHYIHO CHOHTHE.

B cpaBHeHue cbe camocToATeHOTO JieueHUe ¢ ACK, Tukarpenop 60 mg asa mbTH AHEBHO 3HAYHMO
MOHHXXABa IThPBHYHATA ChCTaBHa kpaiHa Touka oT CC cMbpT, MU M HHCYAT. Beekn ot
KOMNOHEHTHTE ACTIPHHACSH 3a MOHIKEHHETO Ha NbPBUYHATA ChCTaBHA KpadHa Touka (CC cMbpT 17%

RRR, MU 16% RRR u uucyar 25% RRR).

RRR 3a cwcraBHata kparina Touka ot 1 o 360 aum (17% RRR) n ot 361 anu HataTek (16% RRR) e
noaodHo. MMa orpaHryenH AaHHH 3a e(pMKaCHOCTTa U De3011aCHOCTTAa Ha YARIKEHO JIeYeHHE C
THKarpeaop Hax 3 rogquHH.

JlumicBaT AoKa3aTencTsa 3a nonsa (He ce Habaonapa peaAyKUHs HAa YECTOTATa HA MbpPBHYHATA
npocneasBaHa KpaiiHa Touka ot CC cMbpt, MH W MHCYAT, HO HMa NOBHILIABAHE HAa Y€CTOTATa Ha
3HAYMTENIHO KbPBEHE), KOraro Tuxarpenop 60 mg Asa mbTH AHEBHO € NPHITOKEH IPH ..;
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Krunuyna 6ezonacrocm

YecToTaTa Ha NPEYCTAHOBABaHE Ha TepanuarTa ¢ Tukarpenop 60 mg nopaau KbpeeHe M JUCNHEA € N0-
BHCOKa NpH NauueHTH >75 rogurH (42%) B cpaBHeHHe ¢ MO-muaau naureHTH (uarepsan: 23-31%), ¢
paziHka crpamo Itauebo rpynara no-ronsma ot 10% (42% cnpamo 29%) npu nauueHTH

>75 roagHu,

[leauaTpUyHa NOIMyJ/iaLMs
B panaoMusupaHo, agoiHocaano npoyysaxe a3za Il ¢ napanennu rpynn (HESTIA 3),

193 neauaTpuuHK NauMeHTH (Ha BB3pacT oT 2 4o nox 18 roauHu) cbe CHLpHOBHAHOKIETHYHA OoNecT
ca paHAOMH3HpPaHH a Noay4aT WM 1iauebo, Wi THKarpenop B 034 OT 15 mg 1o 45 mg Apa MbTH
JAHEBHO B 3aBHCHMOCT OT TEJICCHOTO TerJ10. THKarpenop BOAH 40 MeAHaHa Ha TPOMOOLMTHATA
HHxuOHLUMA 35% npeau npreM Ha ao3zarta U 56% 2 vaca cnen npueM Ha A03aTa NPH CTALHOHAPHO

CBCTOAHHC.

B cpaBHeHHe ¢ ru1auedo, HAMa Moni3a OT JICHEHUETO ¢ THKarpeaop Nno OTHOWEHHE HA YECTOTATa Ha
Ba300KTY3HBHUTE KPH3H.

EBponeiickaTa areHUHs no JieKapcTBaTa 0CBOOOXAaBa OT 3aABJDKEHHETO 33 NPEAOCTABAHE HA
pe3yaATaTHTE OT Npoy4BaHuATa ¢ THKarpenop TeBa BbB BCHUKHM MOArpyIH HA NEAHATPHYHATA
MOMyaaLus 3a ocTpy KopoHapHu cHHapoMH (OKC) u aHaMHe3a 3a muokapaeH HHpapkt (MHA) (pk.
Touka 4.2 3a HHQOpMaLHsA OTHOCHO ynoTpeda B neqHATPHATA).

5.2 DapMaKOKHHETHYHH CBOHCTBA

Tuxarpenop uMa NUHeHHa PapMaKOKHHETHKA, 8 EKCMO3HLIMHHTE KbM THKArpeaop H aKTHBHHA My
meTabonuT (AR-C124910XX) ca npubnu3uTenHO NponOpLUMOHAJIHY Ha fo3aTa a0 1 260 mg.

AbcopbLus

Ab6copbumaTa Ha THKarpenop € Oup3a, ¢ MeAHaHa Ha tn.x MpHONU3HTENHO 1,5 yaca. [IpeBprLuaHeTo Ha
THKarpeaop B OCHOBHMA uMpKynupaiy Metabonut AR-C124910XX (cbio akTHBEH) € OBp30, €
MEAHMAaHA Ha tmax NMPHOH3UTENHO 2,5 yaca. Cniel nepopanHo NpUIokKeHHe Ha e AMHHYHA 1032
THKarpenaop ot 90 mg Ha rnagHo npu 3apaBy nMLa, Crax € 529 ng/ml 1 AUC e 3 451 ng*h/ml.
CroTHoLeHnATa MeTaboNUT/0CHOBHO BellecTBO ¢a (0,28 3a Chax ¥ 0,42 33 AUC. MapMakoKkuBeTHKATA
Ha THKarpenop 1 AR-C124910XX npu nauueHTd ¢ anamuesa 3a MU obukHoseno € nogobna Ha tasu
B nomyaauuaTa ¢ OKC. Bb3 ocHOBa Ha eQUH NoimylaltuoHeH GapMakOKUHETHUEH aHAJIH3 Ha
npoyuBaHero PEGASUS Meananara Ha Cpax Ha THKarpenop € 391 ng/ml u AUC € 3 801 ng*h/ml 8
CTALIMOHAPHO CBLCTOAHMKE 33 THKarpenop 60 mg. 3a Tukarpenop 90 mg Cuax € 627 ng/mln AUC e

6 255 ng*h/ml B cTaLlMOHAPHO CHCTOAHHE.

CpenHara aGcomioTHa OMOHANTHYHOCT HA THKArpenop € u3uucneHa Ha 36%. [IpuembT Ha Oorara Ha
Ma3HMHK XpaHa BoAu A0 nosHinansaHe ¢ 21% Ha AUC Ha Tukarpenop u 10 noHiwkaBaHe ¢ 22% Ha
Ciex HA aKTHBHHA MY METAabONNT, HO HE MOBIHABA MO HUKAKBLB HAYHH Chrax Ha THKarpenop win AUC
HAa aKTHBHHMA MY MeTaboauT. CMATA ce, Ye Te3H MaJIKH NMPOMEHH ¢a ¢ MUHHMAJTHO KIIHHHYHO
3HAYECHME, MOPAAH TOBa THKAIPEIOp MoxXe Ja ce NpHEMa CcbC WM H¢3 Xpana. Tukarpenop #
aKTHBHHAT My MeTabouHT ca cybcTpatu Ha P-gp.

HarpolieHn TabneTkute THKarpenop, CMeCeHy BbB BOAA, MPHIIOKEHH NEPOPATHO WIH NPHITOKEHH
npe3 HA30racTpajiHa COHIa B CTOMaxa, MMaT CpaBHUMa OHOHANMMUYHOCT ¢ Liead TabneTkH no
oTHolleHHue Ha AUC H Cunax 33 THKArpenop v aktusHUS Metabonut. I1spBoHauyanHaTa eKCno3uiug

(0,5 n 1 yac cnea no3aTa) OoT HaTPOLUEHH TaONETKH THKArpesop, CMECEHN BbB BOJA, € MO-B
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PaznpeaencHue
B cranMoHapHo ¢heTOSHHE 00€MBT Ha pasripenesicHUe Ha TUKarpenop € 87,5 1. Tukarpenop H

AKTHBHHAT My METHGOHHT cC CB'bpSBﬂT C HOBCUIKHTC ILNA3MCHH [IPOTCHHHA BbB BHCOKA CTCIICH
(>99,0%).

buoTtpanchopmalius
CYP3A4 e OCHOBHHAT €H3UM, OTTOBOPEH 3a METAaDONU3IUPAHETO HA THKArpenop U obpazyBaHETO Ha
aKTUBHUA MY MeTa0OIKT, KATO TEXHUTE B3aHMOACHCTBHA ¢ Apyru cyberpaty Ha CYP3A Bapupar ot

aKTHBHpaHe 10 HHXuOHupaHe.

OcHoBHHAT MeTaboNHT Ha THKarpenop € AR-C124910XX, KOHTO IO € aKTUBEH — KOETO CE OLICHABA
upes in vitro cBup3Bane ¢ TpoMOouuTHHA P2Y 12 AJI® peuenrop. CHcTeMHATa €KCMIO3HIHA HA
aKTUBHUA MeTabonuT e npudbnusutentHo 30-40% ot Ta3u Ha TMKarpenaop.

EnumuHupade

OCHOBHHAT NBT 3a CJIMMHHHPAHE HA THKArpenop e upes yepHoapobHa tpancdopmanus. [Ipu
NpujiaraHe Ha paaHOaKTHBHO MAPKUPaH TUKarpenop CpeAHOTO Bb3CTAHOBABAHE HA PANHOAKTHBHOCTTA
e npubausutentHo 84% (57,8% BB deueca, 26,5% B ypunara). KonuuecTBoTO Ha THKarpenop
aKTHBHHA MY MeTabOIUT, KOMTO C€ OTKpHBAT B ypHHaTa, ca noa 1% or npuetata fo3a. BepogTHo
OCHOBHHAT ITbT HA €NHMHUHUPAHE Ha AKTUBHUA METAOO/IHT € Ype3 EKCKpeLMS B XJITbuKaTa. CpeaHMAT
ti2 Ha THKarpenop ¢ npudansuTenHo 7 uaca, a Ha aKTUBHUA My MeTtabosnut — 8,5 yaca.

CneuyanHH NOMyJaiuy

Iayuenmu 6 cmapyecka ev3pacm
[To-BHCOKM €KCNO3ULIMK HA THKarpeaop (MpHOau3uTeHo 25% u 3a Cpax, 4 32 AUC) H Ha akTUBHHUS

My MetaGonur npu nauxeHTH ¢ OKC B cTtapyecka Bu3pacT (275 roaMHu) B CpaBHEHHE € I1O-MJ1aau
nauydeHTH ca HabnaaBaHy Npy NOMyNalHOHHNSA (apMaKOKHHETHUYEH aHaNK3. Te3H pa3iuku HE C€
CMATAT 3a KIMHHYHO 3HA4YMMH (BXK. TOuKa 4.2).

Ileduampuuna nonyaayus

HanuuHuTe naHHH ca OrpaHHYeHH NMPH A€La ChC ChbPNOBUAHO-KIECThYHA AHEMHA (BXK. TOUKH 4.2
HS.1).

B nipoyuBaHero HESTIA 3 Ha nauseHTH Ha BB3pacT oT 2 10 noa 18 roawnu ¢ terno =12 no <24 kg,
>24 no <48 kg n >48 kg, e npunarad THKarpenop Kato neJHaTpvuHyd Jucnepryupaiiy ce TabneTku ot
15 mg B no3u ceorBeTHO 15, 30 M 45 mg aea mbTH AHEBHO. Bb3 OCHOBA Ha MOMYNALUUOHEH
¢apMakokHHeTHYeH aHanu3 cpeanara AUC papupa ot 1095 ng*h/ml no 1458 ng*h/ml, a cpenHara
Cnax BapHpa oT 143 ng/ml no 206 ng/m! B cTalldOHapHO CHCTOAHME.

Ilon
B cpaBHeHHe ¢ MBXKE, NPH XXEHHU ¢a HaGMmoAaBaHU NO-BUCOKH €KCITO3ULIMHM Ha THKArpesop U Ha
AKTHBHUA My MeTabonuT. Pa3nHKHUTE HE C& CMATAT 34 KIIHHHYHO 3HAYMMU.

bvbpeuno yapescoane
ExcnosuuusaTa Ha THKarpeaop € npubanzurento 20% no-HUCKa, a eKCNo3WLMATA HA aKTUBHHA

MeTaboHT € NnpubausuTenHo 17% no-BHCOKa NpH NALMEHTH ¢ TEXKKO OBOpedHO yBpexxaaHe
(xpeaTHHHHOB KITUpBHC <30 ml/min), B cpaBHeHHe ¢ MalMeHTH ¢ HopmaiHa O6s6peyHa GpyHKLUMA.

[Ipu nanMeHTH ¢ TepMUHaiHa 6B0peuHa HegocTaThUHOCT Ha XeMoauanu3a AUC u Cp,, Ha
TuKarpenop 90 mg, NnpunoXKeH B €uH AcH 6e3 nuanu3a, ca ¢ 38% u 51% no-BUCOKH B cpR#
nuLa ¢ HopManHa 6x0peuna pyHxuma. [lonobHo yBenuueHHe Ha eKCNO3ULHKATA € HAOJI A,
KOraToO THKarpeyop € NpuioXeH HeNnocpeacTBEHO npean auanusa (CroTBeTHO 49% U 6 P4
NOKa3Ba, Y€ THKArpesop He ce auanu3vpa. EkcnosuuuaTra Ha akTHBHHA MeTabonuT ce W7
no-maika crerned (AUC 13-14% U Cuax 17-36%). EdextbT Ha unxubupane Ha TpoMGoL\yY
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arperaumd (inhibition of platelet aggregation, IPA) Ha THKarpenop € He3aBHCHM OT JMANU3AaTa MpH
nauueHTH ¢ 0bOpeuHo 3a00N9BaHe B KpaeH cTaaMit m nogodeH Npy axua ¢ HopMajHa Ox0peyHa
¢yHxumusa (BxK. TOuka 4.2).

Yepnoopobno yepescoane

Cmax H AUC 3a THKarpenop ¢a ¢boT8eTHO € 12% M 23% 1n0-BHCOKH 1IPH NMALMEHTH € JIEKO
yepHOAPOOHO YBpeXKIaHe B CPaBHEHHE CbC CHOTBETHHTE 3/IpaBH HHAUBHAM, HO edeKThT Ha IPA Ha
THKarpeJop € ¢xXoAeH Mexxay Asere rpyny. He e HeoOXoauMo Kopurupase Ha 1o3ata npy NMaLuHeHTH ¢
JIEKO YEPHOAPOOHO yBpexKaaHe. THKArpenop He € Mpoy4YBaH NMPH MALHEHTH C TEXKO YEPHOAPOOHO
YBpeXKJAaHe U HAMa (apMaKOKHHETHYHAa HH(pOPMaLIMa NPH NALUEHTH ¢ YMEPEHO YepHOAPOOHO
yBpexaaHe. [IpH nauyeHTH, KOMTO ca HMATTH YMEPECHO WM TEKKO MOBUILCHHUE HA €1HH UITH TIOBEUE
YyepHOAPOOHH (PYHKLUHOHAIHA TECTOBE HA H3XOAHO HUBO, IUIA3MEHUTE KOHLIEHTPALIMK Ha THKarpeaop
ca OMIM cpeaHO NMOJOOHH WIH MAJIKO NO-BUCOKH B CpaBHEeHHeE ¢ Te3u Oe3 u3xoanu nosuienus. He ce
MpenopbrYBa KOPHrHpaHe Ha 03aTa MpU NaUMEHTH C YMEPEHO YEPHOAPOOHO yBpexaaHe (Bx.

TOUKH 4.2 v 4.4).

Emnuvuecka npunaoiexcuocm

B cpasHeHHe C MALIMEHTHTE OT EBPONEHAHATA paca, MALMEHTHTE OT a3HATCKH [POH3XOA UMAT NOo-
BHcoKa ¢ 39% cpeaHa OMOHANMYHOCT. B cpaBHEHUE C NTAUHEHTUTE OT €BPOTICHAHATA paca, Ipu
CaMOOTIPEACIIALLMTE CE KaTO YEPHOKOXKHM NaLdeHTH, OHOHANHYHOCTTA Ha TUKArpesop € Nno-HUCKa ¢
18%. B xnMHHKO-(papMaKOJOrK4YHH NPOy4BaHHA €KCNo3UUMATA (Crax U AUC) Ha TUKarpenop npu
STIOHLM € no-BHUcoka ¢ npubnusurenHo 40% (20% cnen xopexuus cnpaMo TENECHOTO TEr10),
OTKOJIKOTO MPH XOpa OT eBpoNneraHaTa paca. EKCNIO3MLMATA NPH NAUKECHTH, KOUTO CE CAMOOTIPEACTIAT
KaTO UCTMAaHLUH WM NaTHHOAMEPUKAHLIY, € NOJ0OHA Ha Te3H OT eBporenaHaTa.

5.3 Ilpeaxk/IHHHYHH JAHHH 32 (GE30HACHOCT

[IpeAKNHHUYHATE AAHHH 32 THKArpeJop H OCHOBHHA My MeTaOOIHT HE NOKA3BaT HENPUEMITUB PHCK 34
pa3sBUTHE HA HEXXEIAHM PeaKkLud NpH xopa Ha 6a3aTa HA KOHBEHLHOHAIHUTE (PapMaKOJIOTMYHH
H3MHTBaHKA 3a 6€30MacHOCT, TOKCHYHOCT MPH €ZHOKPATHO H MHOMOKPATHO NPHIAraHe H
reHOTOKCHYEH MOTCHLHA.

[1p1 HAKONKO XKHBOTHHCKH BHIA € HAOMOAaBAHO CTOMALIIHO-YPEBHO Apa3HEHE MPH KIHHHYHO
3HAYMMH HHBA Ha eKCcro3uuMa (BX. ToYka 4.8).

[Ipu >KxeHCKH TUTBXOBE, THKArPEJIOP BB BUCOKH JO3H JIEMOHCTPHPA NMOBHIUEHA YECTOTa HA TYMOPH Ha
MaTKaTa (a1CcHOKApUHHOMH) M MOBHLLIEHA YeCTOTa Ha aICHOM Ha YepHHA Apo0. MexaHHu3MbT 3a nosasa
Ha TYMOPH Ha MaTKaTa BEPOATHO € XOpPMOHa/eH aucdanane, KOWTO MOXKE Aa A0oBEAe A0 NMoABa Ha
TYMOPH NPH IUTBX0BE. MexaHH3MBT 3a NosBa Ha YepHOAPOOHH aJeHOMU BEPOATHO € crieliidHUHa 3a
rpH3auMTe €H3UMHA HHAYKUHMA B yepHus Apod. [lopaau ToBa ce cuuTa, ye e MaIKo BEPOATHO
KapLUMHOMeHHUTE HAXOAKH Ja UMAT 3Ha4YEHHUE 3a XOopara.

[Ipu naexose ca HabmoaaBaHM MUHUMAITHH AHOMAIHH Ha pa3BHTUETO TMPH A03a, TOKCHYHA 3a
MakKkaTta (rpaHuua Ha 6esonacHoct 5.1). Ilpn 3aitun ce Habmopaea neko 3adaraHe Ha YepHOAPOOHOTO
Ch3pABAHE U CKEJIETHOTO pa3BHTHE Ha (PETYCHTE NIPH MANKM Ha BHCOKa A03a 6e3 na ce Habnronasa
TOKCUYHOCT 3a MaiikaTa (rpanvua Ha 6e3onacHocT 4.5).

[IpoyuBaHua NPH IUIBXOBE M 3aHLM NOKA3BaT PENPOAYKTHBHA TOKCHYHOCT € JIEKO NOHWKABAHE HA

HaANABE&HETO HA TETJO NPH MalKaTa ¥ HAMANEHA HEeOHATANIHA XKU3HECNTOCOOHOCT M Teryio Nnpu

paXkaaHeTo, Che 3a0aBsiHe Ha pacTexa. THUkarpenop BOAW A0 HEPEAOBEH LUMKBJ (OCHOBHO Y bAMees

LMKBJT) NPH )KEHCKH TUTBXOBE, HO HE MOBJIMABA 00IHMA QEPTUIIHTET NPU MBKKH U }er n
.,

PapMaKOKHHETHYHH INTPOYYBAHHA C PARHOAKTHBHO MapKHpaH THKArpesop NoKas3sar,
BELIECTBO M HErOBUTE METAbONUTH Ce eKCKpeTUpaT B MIIAKOTO MPH TLUTbXO0BE (BXK. TOffii?
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6. ©OAPMAIUEBTHYHH JAHHH

6.1 Chnucpbk Ha NOMOIIHHTE BEIUECTBA

Anpo Ha Tabnerkara

ManuTon (E421)

Kanuues xuaporendocar
IloBuaoOH

Maruesunes creapat (E470b)
HaTpues HALIECTEH MNIHKOJAT T A

ITokpytHe Ha TabneTkata

Tuxarpenop Tesa 60 mg dpunmupanu TabneTku
Xunpomenosa (E464)

Turanos anokcua (E171)
Maxkporon 4000 (E1521)

Tank (E553b)
YepreH xkeneseH okenp (E172)

Tukarpenop Tepa 90 mg ¢unMupanu TabneTku
Xunpomenosa (E464)

TuranoB anokcua (E171)
Makporon 4000 (E1521)

Tank (E553b)

AKwnrt xenesed okeua (E172)
YepeeH xenesen okena (E172)

6.2 HecnBMeCTHMOCTH
Henpunoxumo
6.3 Cpok Ha roanoct

3 roauHH

6.4 ChHenHa/IHH YCJIOBHR HA CHXPAHCHHE
To3u nekapcTBER NPOAYKT HE H3HCKBA CNELIMAIHH YCNOBUA 38 ChXPAHCHHE.

6.5 BaaH cLALPXKAHHE HA ONAKOBKATA

e OPA/AVPVC-Al u PVC/PVDC-AI 6aKcTep cbC CHMBOJM CBHLE/TTYHa.
Bunose onakosku: 10, 30, 60, 100, 120 u 180 TabneTkn

e OPA/AI/PVC-Al u PVC/PVDC-ALI kaneHaapen 6aucTep ¢b¢ CHMBONU CABHLE/TYHA.
Bunose onakoBkM: 14, 56, 168 u 196 TabneTku

e QOPA/AI/PVC-Al u PVC/PVDC-AI nepdopupan bnucrep ¢ eAMHUMHH JO3H CHC CUMBO

CJYbHLIE/NYHa.
Bupose onakoBku: 10x1, 30x1, 60x1, 90x1, n 180x1 Tabnerku

¢ OPA/AI/PVC-Al u PVC/PVDC-AI kanenpapen, nepdoprpaH OJIHCTEP € €OHH

CHMBOJIH CJTBHLE/ITYHA.
Bunose onakoBku: 14x1, 56x1, 168x1 u 196x1 Tabnerku
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e HDPE 6yTiika cbC 3alUMTEHA OT AeLa Kanavka H CYLUHTE)
Bunore onakosxu: 60, 100 u 180 tabnerku

He BcHukn BHAOBe onakoBKH Morar ga §baaT IMycHaTH Ha nasapa.
6.6 Cneunnajinu npeana’HH MepPKH NPH H3XBLPJasHe B paboTa

Heu3nonpauMAT TEKapCTBeH NPOAYKT WIH OTNAIbYHHTE MaTepHalii OT HEro TpaOBa Aa ce U3XBBPIAT
B CHOTBETCTBHE C MECTHUTE M3UCKBAHUA.

7. TNPHUTEXATEJ HA PAZPEILIEHHETO 3A YIIOTPEBA

Teva B.V.

Swensweg 5

2031 GA Haarlem

Hunepnanaus

8. HOMEPA HA PAZPEUIEHWSITA 3A YIIOTPEBA

Tuxarpenop Tesa 60 mg - Per.Ne 20240015

Tuxarpenop Tesa 90 mg - Per.Ne 20240016

9. JATA HA ITBPBO PAZPEINABAHE/MMOJHOBABAHE HA PAZPEIIEHUHETO 3A
YIIOTPEBA

IaTa Ha mbppBO paspewnaBade: 12.01.2024

10. JATA HA AKTYAJIMZHPAHE HA TEKCTA
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