QA7
1. HME HA JIEKAPCTBEHMUS ITPOAYKT "Z 2L % g
KOI'ABAHT 90 mg ¢puamupanu TadbiieTku }O,Z 36 LYWL

KOGAVANT 90 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Beska punmupana tabnerka cbabpxka 90 mg tukarpenop (ticagrelor).
[[omoHO(H) BeuecTBo(a) C H3BECTHO AEUCTBHE

To3u jiekapcTBEH NPOAYKT ChabpaKa no-Majiko oT 1 mmol Hatpuit (23 mg) Ha TabieTka, T.e. MOXe J1a ce
Ka)ke, Y€ MPaKTHYECKH HE Cbh/IbprKa HATPHH.

3a MbJIHUA CITUCHK HA MOMOIIIHUTE BELIECTBA BUXKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
duimMupaHa Tadnerka (Tabdsnerka)
Kpbriu, 1BOMHOU3ITBKHAIM, XKbJITH TADJIETKHU, C AUAMETHP 0K0JI10 9,5 mm, ¢ BabOHATO pesieHo

obo3HaueHue ,,[D5” OoT eHaTa cTpaHa M rJ1aJK4 OT Jipyrara.

4. KJIUHUYHHU JAHHH

4.1 TepaneBTHYHH NOKAZAHUS

KOI'ABAHT, npunoxeH e1HOBpeMEHHO ¢ alieTuiacaiumioBa kucesimia (ACK), e nokasaH 3a

npe/jina3BaHe OT aTePOTPOMOOTHYHHU MHLIMACHTH IPH Bb3PACTHH MALMEHTH C

- ocTbp KopoHapeH cuHapoM (OKC) unm

- aHaMHe3a 3a MuokapaeH uHdapkT (MHU) U BUCOK pUCK OT pa3BUTHE HA aTEPOTPOMOOTUUYHO CHOUTHE
(Bxk. Toukn 4.2 u 5.1).

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

[lauuenture, npuemaiy KOI'ABAHT, TpsOBa cbl110 Taka 1a npdemMaT HUCKA NOo/IbpiKallia j103a ot
75-150 mg ACK aHeBHO, OCBEH aKO TOBA € U3PUYHO MPOTUBOIOKA3aHO.

Ocmpu KOpoOHApHU CUHOPOMU
Jleuennero ¢ KOI'ABAHT tpsabea na 3anouBa ¢ eaHoOKpaTHa HatoBapBauia go3a ot 180 mg (nBe
rabnerku ot 90 mg), cien koeTo ce npoab/pkasa ¢ A03a 90 mg aBa mbTH AHEBHO. | Ipenophusa ce




neyenuero ¢ KOCABAHT 90 mg npa msTH [HEBHO Aa NPOTBIXKK 12 Mecena npu nauueHTH ¢ OKC,
OCBEH aKO HAMA KJIMHUYHH NOKAa3aHMA 3a MpeKbcBaHe HA IpreMa (Bx. Touka 3.1).

Moxe 1a ce 0OMHKCTH npeycraHopiasaHe Ha ASA cnen 3 Meceua npu nauMeHTH ¢ OKC, xouTo ca
npeTbprieNid nepKyTaHHa KopoHapHa HHTepBeHLMs (PCL) H HMaT MOBHILIEH PHCK OT KbpBeHe. B To3n
cIyuai NprUeMbT HA THKArPEJIop, KaTo eIMHMYHA AHTHArperaHTHa Tepanus, TpadBa 1a mpoab/DKK

9 Meceuia (BX. TOuka 4.4).

Anamuesa 3a muoxapoer undapxm

KOI'ABAHT 60 mg ABa ImTH AHEBHO € NpENnopbhbYHTEIHATA 40334, KOraTo € Heo0X0AUMO YOBDKEHO
JeYeHUE Ha MalLMeHTH ¢ aHamMHe3a 3a MU oT noHe eaHa roMHa v BUCOK PUCK OT aTepOTPOMOOTHUHO
crOuTHe (BXK. TOouka 5.1). JleweHueTo Moxe xa Hbae 3ano4naTo 06€3 npeKpCBaHe, KATO MpOab/KAaBalllA
Tepanud caeA HaYanHOoTO NedyeHue ot eana rogusa ¢ KOTABAHT 90 mg wnu Tepanus ¢ aApyr aneHO3UH
midocdar (AJID) penenropen uaxuburop npu nauuentu ¢ OKC u sicok puck ot areporpoMboruino
cpbuTue. JleyeHuero Moxke Aa Obae 3anouHaTO CbIO Y A0 2 roaudn ot MHA wiaM 10 eaHa roauHa cnen
cnUpaHe Ha npeauecTsauoTo jeueHue ¢ AJ@-peuenropeH nHxuburop. MMa orpaHnueH naHHH 3a
eduKacHoCTTa H 6€30MacCHOCTTa HAa YOBJDKEHO JICHCHHUE C THKArpeiop Haa 3 rOAHHA.

AKo e HeoOxoaMMa cMsHa Ha TepanusTa, mbpBara A03a KOI'ABAHT rpatea na 6wae npunoxena 24 yaca
cJIel OC/eIHATA 1033 Ha APYTrOTO AHTHTPOMOOTHYHO NIEKaPCTBO.

IIponycnama 003a

Csno Taka Tpabsa aa ce u3bsarea npomyckaneTo Ha Tabnerka. [lanueHT, KOHTO € NPOITyCHAN Aa MPHEME
no3ara cu KOI'TABAHT, tpa6sa na npueMe camo eana rabnerka {cheapalnara cH 103a) B yaca, B KodTo
obuvaiino 1 npuema.

Cneyuannu nonynayuu
Cmapuecka év3pacm

[Ipx nanpeHTH B CTapUYeCcKa BB3PACT HE € Halara KOpeKUuMs Ha 1o3ata (BxX. To4ka 3.2),

bvbpeuno yepescoane
[Tpu nanmenTH ¢ 6p6peuHO yBpEXAaHE HE € HeOOX0AMMAa KOPSKLIMS Ha A03aTa (BXK. ToYka 5.2).

Yeprodpobro yspesicoane

Tukarpenop He € Npoy4BaH MPHU MALMEHTH ¢ TEKKO YEPHOAPOOHO yBpexaaHe H Nopaau ToBa, yrnoTpedaTa
MY OT T€3H MaLUMeHTH ¢ MPOTHBONOKa3aHa (Bx. Touka 4.3). Uma camo orpaHuuyeHa HHpopMatims OpH
NalMeHTH ¢ yMEpeHO 4epHOApoOHO yBpexaane. KopurnpaHe Ha no3aTa He ce NpernopbuBa, HO
THKarpeJiop Tpsafsa ga ce U3noa3ea ¢ NOBUILEHO BHUMaHUE (BXK. TOMKH 4.4 W 5.2). [Ipu nauuenTH ¢ nexo
yepHoapoOHO yBpexxaaHe He ¢ HeobxoauMa KopeKLIUa Ha [o3aTa (BX. To4Ka 5.2).

Heouampuuna nonyaayus
besonacHocTTa U ePMKACHOCTTA HA THKArpenop NMpH aeua Ha Bb3pacT oA 18 roAuHu He € yCTaHOBEHA.
Hama crorBetrHa ynorpeba Ha THKArpenop npu Jela ¢bC ChPNoBHAHOKIeTHYHA boecT (BX. TOUKH 5.1 ¢

5.2).

Hay#uH Ha NPUIO0KEHHE

3a nepopaltHO NPUIIOKEHHE.




KOI'ABAHT moxe aa ce npueMa ¢b¢ UM Oe3 XxpaHa.

[Ipy nayMeHTHTE, KOMTO HE MOTaT Ja nperabuiaT usna(teny) tabnerka(u), Tabnerkrre Morar na 6saart
CTPHTH Ha UM fpax, Aa ce CMECAT C MOMIOBHH Yalla BOAA M Aa Ce U3nuAT BeaHara. Yamara Tpsabea na ce
M3ILUTAKHE C OLLE MTONOBMH Yaiiia BOJAa U ChAbPXKHUMOTO Aa ce u3nuve. CMecTa MoXe Ja ce NMpuiara Chilo U
ype3 Hazo-ractpanHa conga (CH8 wnk no-ronsma). BaxxHO € Hazo-racTpanHaTa COH/A Aa Ce MpOMHe C
BOAA cie] MPHIOKEHHETO Ha CMECTA.

4.3 IIporuBonoxa3’anns

. CBpbXUHyBCTBUTEIHOCT KbM &KTHBHOTO BEILIECTBO WIH KbM HAKOE OT NMOMOLLIHATE BEILIECTBA,
H30poeHH B Touka 6.1 (Bx. Touka 4.8).

. AKTHBHO IMaTOJIOTHYHO KBPBEHE.

. AHaMHe3a 3a HHTpaKpaHMalHa Xxemoparus (BX. Touka 4.8).

. Texko yepHOAPOOHO yBpexaaHe (Bk. ToukH 4.2, 4.4 4 5.2).

. CBHBMECTHOTO NPUIIOKESHHE HA TUKArpenop ¢ MouHu KHxnouropu Ha CYP3A4 (nanp.

KETOKOHA30J1, KJIApHTPOMHLIMH, Hea30Z0H, PUTOHABUP M aTa3aHaBHp), ThbH KaTO MOXE 3 JOBEAE
10 3HAYMTEJIHO MOBHLIEHHAE HA EKCNO3HLIYMATA Ha THKArpenop (BxK. Touka 4.3).

44 ChnenuanHH npeaAylpexieHHS H Npelua3HH MEPKH NpH ynoTpeba

PHCK OT KbpBEHE

[IpunoxeHHeTO Ha THKArpeNIOp NPH NALMEHTH C U3BECTEH MOBUIUIEH PHCK OT KbpBEHE Tpsabsa 1a ce

NPELIECHH CIPSAMO NOJI3aTa M0 OTHOLUCHHE Ha NPEANa3BaHeTo OT aTepOTPOMOOTHYHH HHUMAEHTH (BK.

ToukHd 4.8 4 5.1). AKO € KIHHHYHO MOKa3aH, THKArpeaop Tpsbsa na ce npwiara ¢ NOBHUUICHO BHUMAHHKE

[IPH CNEAHUTE MPYIH NALHEHTH:

. ITaiiMeHTHTE CHC CKIIOHHOCT KbM KbpBEeHE (Hanp. nNopaau CKOpOLIHA TpaBMa, onepauus,
HAPYIIEHHA B KPbBOCHCHPBAHETO, AKTUBEH WIH CKOPOLIEH CTOMALUIHO-YPEBEH KPbBOM3IHB) WK
TE3H KOMTO Ca ¢ MOBHIIEH PUCK OT TpaBMa. IIPpHIOKEHHETO HA THKArpeIOp € NPOTHBOMNOKA3AHO I1PH
NauMeHTH ¢ aKTUBHO NMAaTOJIOTHYHO KbPBEHE, NP TaKMBa ¢ aHaAMHE3a 33 HHTpaKpaHHaiHa
XEMOPpAarus  MpH NaLHeHTH ¢ TEXKO YepHOApOOHO yBpexkaaHe (BxK. Touka 4.3).

. [TatmeHTH, NpMeMally €YHOBPEMEHHO JIEKAPCTBEHH MPOAYKTH, KOUTO MOTraT Ja MOBUIUAT PHCKA OT
KbpBeHe (HAaNnp. HeCTepOuIHH npoTHUBosb3nanuTenHu cpeacrsa (HCIIBC), nepopanuu
AHTHKOAryJIaHTH W GUOPHHONMTHIIM) B pAMKHUTE Ha 24 yaca OT NpUeMa Ha THKarpeaop.

B aBe panpomMu3npaHu koHTponupanu npoyusaHus (TICO u TWILIGHT) npu nausenTd ¢ OKC,
kouTo ca npemuHand PCI npouenypa ¢ MeAUKAMEHT-H3NTbUBALL CTEHT C€ BHKA, Y€ NMPEKbCBAHETO HA
ASA cnen 3 Mecena ABOiHAa aHTHarperaHTHa Tepamnus ¢ Tukarpenop 1 ASA (dual antiplatelet therapy
with ticagrelor and ASA, DAPT), u npogsinkasaHe ¢ THKarpenop, Karo ¢IHHHYHA aHTHarperasTHa
tepanui (single antiplatelet therapy, SAPT) 3a 9 u 12 Mecelia, pecIeKTHBHO BOAH A0 HAMAJIABAHE HA
PHCKa OT KbpBeHe U He € HaONIOAaBaHO MOBMIIIARAHE Ha PUCKA OT CEPHO3HH HEXE/TaHH
copaeuHocsaoBH cubuTHA (MACE) B cpaBHenne ¢ npoasokasaHe Ha DAPT. Pewienuero 3a
npeycraHopaBaHe Ha ASA cnen 3 Mecella M NPOOBL/LKEHHE C TUKATPEIop, KATO eAMHUYHA
aHTHarperaHTHa Tepanui 3a 9 Mecewia Npy NalHEeHTH ¢ TIOBHMILIEH PHCK OT KbpPBEHE, TpsAGBa Aa ce

OCHOBABA Ha KJIHHWYHA NPELEeHKa, KATO Ce MMa MpeBH PUCKBT OT KbPBEHE CMIPAMO W—W
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TPOMOOTHUHM CBOMTHA (BXK. TOUKA 4.2).

Tpancy3unta Ha TpoMOOLMTHA Maca He o0pbila aHTHTPOMOOTHUYHHA ePeKT Ha THKArPEIop NPH 34paBy
A06pOBOILM H € MAJIKO BEPOATHO 2 MMa KIHHHYHA [0/3a [IPH NalMeHTH ¢ kspaeHe. [Tonexe
eIHOBPEMEHHOTO MPWIOXKEHHE HA THKArpeJiop ¢ AE3MOIPECHH HE CKbCABA BPEMETO HA KbPBEHE,
BEpOATHO AE3IMOTIPECHH HAMAE Na Obhlie epukaceH 3a OBNaASBaHe Ha KPbBOH3NUB (BK. ToUKa 4.5).

AnTihuOpUHONUTHYHOTO NevyeHHe (AMHHOKATIPOHOBA MITH TPAHEKCAMOBA KMCE/IHHA) M/WIH TEPAMTUATA C

pekoMmOunanTeH ¢axrop Vila Morar ga yCKOpsT KpbBOCECHPBAHETO. [IpHeMBT Ha THKArpeJIop MOKe Aa ce
Bb300HOBH CjI€Z KATO NNPUYHHATA 38 KbPBEHETO € OTKPHTA U TO € OBJIAASHO.

Onepaunu

[TaumexTrTe TPAORA A8 OBAAT MOCHBETBAHM A3 MH(POPMUPAT JIEKAPHTE H CTOMATOJIO3UTE CH, Y€ IPHEMAT
THKArpenop, npeau aa M Obe Ha3HAYCHA HAKAKBA XMPYPrUuHa UHTEPBEHIMA U MIPEAH Aa 3aM0YHAT Aa
NPHEMAT HOB JICKAPCTBEH MPOAYKT.

[Tpu naunenTyTe ot npoyuBaHeTo PLATO ¢ ranpaseH xopoHapHo-aprepuaneH Oakinac (KAB), npu
THKarpenop ce Habmoaaga noseue KbpPBEHE OTKOJIKOTO NMPH KJIOMHAOrPeE)1, KOraTo € cripgaH 1 aeH npeau
onepaLus, HO CXOAHA Y€CTOTa Ha 3HAYHTENHO KbPBEHE, B CPaBHEHUE C KIIOMUAOIPeN, clie]l ClIKpaHe Ha
JISYEHHETO 2 WM NOBeYe AHM npeaH onepauus (BxK. Touka 4.8). AKO MauMeHTHLT NOUICKH Ha TW1aHOBa
OnepaLMsi H AHTHATPEraHTHUAT €(EKT € HEXKENaH, THKAarpesop TpaoOBa aa ce cnpe 5 AHU Npeau
XUpYpPrUYHATA HHTEPBEHLMS (B, Touka 5.1).

[TaumeHTH ¢ NpealIecTBal] HCXEMHAYEH HHCYIIT

[TauuenTy ¢ OKC ¢ npegumecTsai HICXEMHUHECH HHCYIT MOrar Jia 6bAaT iekyBaHH ¢ THKarpenop B
npoabLIDKeHUe Hall-MHoro ao 12 meceua (npoyusane PLATO).

B PEGASUS nauueHTd ¢ aHamHe3a 3a MU ¢ npeawecTsany #CXeMHYEH MHCYITT HE CA BKITIOYBAHM.
[Topagu TORa, MPH JIMIICA HA JaHHM, JEYEHHE IOBEYE OT €HA NOAMHA HE CE NMPENnOpPbYBa IPH TE3H
NALMECHTH.

YepronpobHo yBpexaaHe

Vnorpebara Ha TMKArpenop € NPOTHBONOKA3aHA ITPH NALMEHTH C TEXKKO YepHOAPOOHO yBpexnaHe (BXK.
ToukH 4.2 1 4.3). Uma orpaHnyeH OnMT ¢ TUKArPeIop MPH MALMEHTH C YMEPEHO YePHOAPOOHO

YBpPCIKAAHE, NIOPAJH TOBA, NPH TE3HX NMALMEHTH CE NPENIOPLYBA NOBHILICHO BHUMaHKE (BK. TOYKHU 4.2 H
5.2).

PuckoBd 3a pa3BuTHE Ha Opaaukapaud NalHeHTH

Xonrep EKI” MoHUTOpHpaHe NOoKa3Ba NOBHILIEHA YECTOTA NPEAUMHO HA AaCHMITTOMHU BEHTPHKYJIAPHH
nay3u rno BpeMe Ha NI€YEHUE C TUKATPEIOp B CpaBHEHHE ¢ kKnonuaorpen. [laliueHTUTe ¢ NOBUIIICH PUCK OT
pasBUTHE Ha Opaaukapaus (Hanp. MauHeHTH Cb¢ CHHAPOM Ha OOoTHHUSA CUHYCOB Bb3eln Oe3 nedcMelkep,
AV-6onox 11 unn III cTeneH, win TAKKUBA CbC CBBP3aHHU ¢ OpaTMKapAUs CHHKOMH) Ca U3KITIOYEHU OT
OCHOBHHTE IMPOYHBaHHA 33 OLICHKA Ha 06e30NacHOCTTa ¥ €PHKACHOCTTA Ha THKarpenop. CieaoBaTenHo,
NopajgH OrpaHH4YCHHS KIMHHYEH OfHT, THKarpesnop TpabBa Ja ce U3M03Ba € [TOBHIIEHO Bﬂw
Te3W NalMeHTH (BXK. TOUKa J.1). T 0 5




OcBeH TOBA, THKArpesop TpadBa aa ¢e npuaara ¢ NoBUIIEHO BHUHMaHHE €AHOBPEMEHHO C JIEKAPCTBEHH
NMPOAYKTHM, 32 KOUTO € H3BECTHO, e HHAYUMpaT Opaaukapausa. B npoyusanero PLATO, obaue, He ce
HabmoAaBaT JOKA3aTENCTBA 33 KIMHHYHO 3HAYHMH HEXENaHH PeakLMH Clliel eAHOBPEMEHHO NPHUITOKEHHE
C €IMH WIH NoBeYe JCKAPCTBEHH TPOAYKTH, 38 KOMTO € H3BECTHO, He UHAYLMpaT Opaankapans (Hanp.
96% 6era-Onokepn, 33% Onokepy Ha KANLHEBHTE KAHAIH JWITHA3EM U BepanaMui, H 4% AUrokcun) (Bix.
Touka 4.5).

To speme Ha xonrepoBoTo noanpoy4sane B PLATO, noseye nauueHTH ca HMaiH BEHTPHKYNAPHH May3H
>3 CeKYHOHU C THKArpenop, OTKOJIKOTO ¢ KIONMaorpe, no BpeMe Ha ocrparta (paza Ha Texrus OKC.
YBeIMUEHHETO HA YCTAHOBEHHUTE ¢ XOJITEP BEHTPHKY/IaAPHH Nay3M ¢ THKArpesop € OUno mo-BHCOKO Npu
MAIHEHTH ¢ XpOHHYHA chpaeuHa HeaocTarb4HOCT ( XCH), 0TKOAKOTO B LA/IOCTHATA M3CIIEABAHA
fonyaanus no Bpeme Ha octpara ¢aza Ha OKC, HO He M Ha ITbPBUA Mecell HA JISYEHHETO € TUKArpeop
WJIM B CPABHEHHE C KJom1aorpen. B tasu nonmynauys NauMeHTH HE € HMAIO HUKAKBH CTPaHHUYHU
KJIMHHYHH TIOCJICACTBHA, CBbP3aHH ¢ TO3H aucbanaHe (BITIOUHTETHO CHHKON WIH MOCTAaBAHE HA
neiicMeKkbp) (BXK. Touka 5.1).

B nocTMapKETHHIOBHA NIEPHOM MPH MALMEHTH, MPUEMALIIH THKArpeJiop, ce chodiana 3a chOUTHA Ha
OpanuapuTMisa U AV-650K (Bx. Touka 4.8), npeaumuo npu nauuesttn ¢ OKC, npu kouTO chpaeuHata
HCXEMHA H CBHITBTCTBALLO NPHJIaraHUTe JEKapCTBa, KOMTO HAMANABAT ChpACYHATA YECTOTA WIIH 3aCArarT
ChpJEYHATA MPOBOAUMOCT CE ABABAT NOTCHUHANHK cMyLUaBally ¢akTopH. KIIMHUYHOTO ChCTOAHME Ha
MalMeHTa U CHITBTCTBALLO NpPHIAraHUTe IEKApCTBa TpAOBa fa OBAAT pa3’riexIaHu KaTo NoTeHUMAIHH
MPHYHHH 33 TE3H CHCTOAHMA, IPEAHU Ha CC KOPUIrHpa JICUEHHETO.,

ﬂﬂﬂl’l}leﬂ

JlucnHes ce choblLasa npy NauMeHTHTE, JIEKYBaHH ¢ THKarpenop. JucnHesara 0OMKHOBEHO € JieKa 10
yMEPEHA N0 HHTEH3HTET H 4ECTO OT3BY4aBa 0e3 HeoOX0AUMMOCT OT NMpeKsCBaHe Ha geueHHeTo. [Ipu
NaLHEHTHTE ¢ acTMA/XpoHHYHA o0cTpykTHBHa Oenoapobua 6onect (XOBb) Moxe na iMa noBULIEH
aOCoMOTEeH PHCK OT BR3HUKBAHE Ha JUCITHES ¢ THKarpenop. Tukarpenop Tpabea aa ce n3non3sa ¢
MOBMUIEHO BHAMAHHWE MPH MALMEHTH ¢ aHaMHe3a 3a acT™Ma W/unu XObb. MexaHu3sMbT BCe ole He €
H3SACHEH. AKO MAUMEeHTHT ChOOLUH 3a HOBOBB3IHMKHANA, NPOIBDKATEIHA WK BJIOIICHA OHCITHEA, TOBA
TpsabBa Aa ce M3CAEABa LWIOCTHO M KO HE C€ TOJIEpHUpa, JIEYEHHETO € THKArpenop Tpadsa na ce cnpe. 3a
JOITHIHUTENHA HHPOPMALIMA BIDKTE TOUKa 4.8.

LleHTpanHa chbHHA anHes

B nocTMapKeTHHrOBHA NEPHOZA NMPH NALMEHTH, MPpHEMal TUKArpenop, ce ¢»o01asa 3a USHTPAIHA ChbHHA
arHesd, BKounTenHo quade Ha Cheyne-Stokes. [Ipu chMHeHHe 3a LeHTpanHa CbHHA anHes, TpAOBa aa
ce OOMHCITH JOITLIHUTENIHA KNIMHUYHA OLICHKA.

[lopHiLIaBaHE HA KPEATHHUHA

Hupara Ha KpeaTHHHHA MOTAT Aa C€ MOBMLUAT MO BpeMe HA JIEUEHUETO ¢ THKArpeaop. MexaHusMbT Bee
olne He e U3sicHeH. brbpeunara ¢yHkuus TpsaOBa a ce NpoBepaBa ChINIACHO CTAHAaPTHATA MEAHLIMHCKA
npaxTuka. [Ipu naumpenty ¢ OKC ce npenopnusa chillo ga ce nposepH Ob0peuHaTa QyHKUMA €HH MeceLt
CJie[] 3aNOYBAHE HA JIEUEHHETO C TUKATPEIop, KaTo ce oOpbiia ocofeHo BHUMAHKE Ha 1l




>75 roavHy, NaLHEHTH ¢ YMEpeHa/TeKKa Ob0peuHa HeAOCTATHYHOCT H TAKHBA, KOMTO [OJTy4YaBar
CBHITbTCTBAIIA TEPAIMA C aHFHOTEH3HH-pelenTopHH bnokepH (APb).

VYBenuuapaHe Ha MUKQUHATA KHCE/IUHA

XunepypHKeMHa MOXeE J1a Bb3HHKHE N0 BpEME Ha fieYeHHe ¢ THKarpenop (Bx. Touka 4.8). Tpabsa na ce
BHHMABA IPH NMAlHEHTH C AHAMHE3Aa 38 XHIICPYPHKEMHUA WIH MOAArpo3eH apTpuT. Kato npeanasHa mapka
He C€ HaChpuaBa ynorpebaTa Ha THKarpelop npH NalMeHTH ¢ ypeMuyHa Hedponarus.

TpomMboTHYHA MO0 NeHUYyHa a(TTII

TpomboTiuHa TpombouuroneHnuHa mypmypa (TTI1) ce cvobiuara MHoOro paako npu ynorpeda Ha
THKarpenop. Xapakrepu3upa ce ¢ TPOMOOHMTONEHHA H MUKPORHIHOMATHHHA XEMOJIMTHYHA AHEMHS,
CBBhp3aHa ¢ HEBPOJIOrHYHHU HaXOaKH, ObOpeyHa AMChYHKLUHSA WK BUCOKa Temneparypa. TTI1 e
[MOTEHLIHATHO JIETAJIHO CHCTOSHHE, H3UCKBAILO OBp30 leyeHHe, BITIOYHMTETHO IL1azMadiepesa.

[TopnusisaHe HA TECTOBETE 3a TPOMOOUNTHA QYHKUMSA [TPU AHATHOCTULIMPAHE HA XENAPHH-HHAYLIMPAHA
TpomboimTonenus (XHUT)

[Ipu TecTa 3a XeNMapHH-HHAYLMpaHa akTuBaums Ha TpombouruTe (XUTA), usnonssaH 3a
auarHoctuuupaHe Ha XHUT, antu-tpomMOoumTeH ¢dakTop 4/xenapuH aHTHTENaTa B CepyMa Ha NaluMeHTa
aKTHBHpAT TPOMOOLIMTHTE HA 3ApaBH JOHOPH B IIPUCHCTBHETO HA XCIIAPHH.

banmmeo orpuuarenHu pesysratu 3a XHUT npu Tect 3a TpoMbonuTHa hyHK1MA (KOETO BK/IIO4BA, HO
MOJXKe /12 He ce orpaHnuasa ao tect 38 XUTA) ce cpodiaBar npu naleHTH, NpHEMALLA THKAIPENop.
ToBa e cBbLp3aHo ¢ HHXHOUpaHe Ha P2Y 2-peuenTopa BepXy TPOMOOLIMTHTE HA 3APABHTE JOHOPH OT
THKarpeaop B cepyMa/rna3mara Ha nauMeHTa npu tecra. Mugopmaums 3a cembTeTBallA TEPanus C
THKATPEJIOP C& M3UCKBA, KOraTo Ce pa3yMTar TecToBeTe 3a TpoMboLuTHaTa yHKUMA NIPH
auarHocruiMparde Ha XHUT,

[Ipu naumeHTH, KOUTO ca pa3pwid XHUT, CbOTHOLICHHETO 11013a~PHCK OT NPOABDKUTEIHO ACYEHHE C
THKArpesop TpadBa Aa ce OueHM, Karo e B3eMaT NnpeaBua U nporpoMboTHuHus cTtatyc Ha XHUT u
MOBHIIEHUS PUCK OT KbhPBEHE MPH CHLIThTCTRALIA T€panii C AHTHKOAryJiaHT U THKarpesop.

EE!I‘H

Ha 6a3a va HabmonasaHara 8 PLATO Bpw3ka mexay noaaspxkaiara ao3a ACK H orHocHTeNHaTa
e(HUKAaCHOCT Ha THKArPenop B CPABHEHUE C KIOMHAOIPEJ, HE C€ NPenopbYBa eAHOBPEMEHHOTO
NPUIOKEHUE HA TUKArpenop U sucoka noaaspxawa no3a ACK (>300 mg) (ex. Touka 5.1).

PaHHO npeycTaHOBsABAHE

PaxHOTO CiMpaHe Ha KOATO H Ja € aHTHarperaHTHa tepanus, BKoYHTenHo H ¢ KOITABAHT, moxe na
noBeAe A0 NMOBHILIABaHE HA PUCKA OT CbpacuHO-ChAoBa (CC) eMupT, MU WK HHCYNT BCEACTBHE Ha
noajexauoro 3abonasane Ha nauueHra. CneaoparenHo, Tpsabsa na ce M30Area NpexacBpeMeHHO
CMHpaHe HA TePanUsTa.

[loMOUIHH BeLECTRA




To31 neKapcTBEH NMPOAYKT ChAbprka no-Maiko ot | mmol Hatpuii (23 mg) Ha Tabnerka, T.e. MOXeE Ja ce
KaXke, 4e MPaKTHYECKH HE ChAbPXKa HATPHH.

4.5 BsaamoaelcTBRE C APYIA JEKAPCTBEHHE NPOAYKTH H ApYrd ¢opmMH HA BIAHMOAEHCTBHE
Tuxarpenop € npeau Bcu4ko cy6erpat Ha CYP3A4 1 cnab nuxuburop Ha CYP3A4. Tukarpenop e cbiio
cybcTpar Ha P-rnmukonporensa (P-gp) 4 cnab uHxuburop Ha P-gp 4 MOXe Aa NOBHULIK EKCMO3HLHATA Ha

cybctpatu Ha P-gp. Tukarpenop e HHXHOHTOp Ha MPOTEHHA Ha PE3UCTEHTHOCT Ha paK Ha IbpAaTa
(BCRP).

Edexrn Ha nekapcTBEHH H ApYI'Y HPOAYKTH BbDXY THKATDPENOD

Huxubumopu na CYP3 A4

. Mownu unxubumopu na CYP3A4 — e1HOBPEMEHHOTO NPHIOKEHHE HA KETOKOHA30/ C THKarpeaop
BOAU a0 noBuinapaHe Ha Cyax H AUC Ha THKarpenop, choTBeTHO 2,4 MbTH U 7,3 ITbTH. Cmax 1 AUC
Ha aXTUBHHKA MeTabOJIMT ce MOHWKABAT, ChOTBETHO ¢ 89% Hu 56%. OuaxBa ce H Apyrd MOLLHH
HHXHOuTOpH Ha CYP3 A4 (knaprTpoMHIIMH, Heha30A0H, PUTOHABHP H ATa3aHABMD) Aa UMAT
CXOHH e(EeKTH, H MOpaaH Ta3H MPUYHHA, CHITBTCTBALOTO MpUIoKeHHWe Ha Mo CYP3A4
MHXHOUTOPH C THKArpenop € NPOTHBONOKA3HO (BXK. TouKa 4.3).

. Vmepenu unxubumopu na CYP3A4 — eAHOBPpEMEHHOTO MPHIOKEHHE HA IWJITHA3EM C TUKArpesop
nosriuaBa Cmax Ha THKArpenop ¢ 69%, a AUC — 1o 2,7 nbTH ¥ noHHkaBa Cmax HA AKTUBHHA
metabonur ¢ 38%, aokaro AUC ocrtasa HenpoMeHeHa, Tukarpenop He 0Ka3Ba BIIUSHHE BLpPXY
I1a3MeHaTa KOHLEHTpalHs Ha quntraseM. Ouaksa ce Apyrure yMepeHH uHxuouTopu Ha CYP3A4
(anp. aMnpeHaBUp, aNPEMUTAHT, EPHTPOMHLIMH H (UIYKOHA301) A8 UMAaT CXOJEH €eKT U Chilo Ja
MOTAT Ja Ce NpUIarat €JHOBPEMEHHO ¢ TUKArpesop.

. Habaionasasa € 2 mbTH YBEIHYEHA eKCNO3HIMA HA TUKArPEnop CeA KOHCYMalUs Ha roIeMH
KONMHYECTRA COK OT rpeindpyT aHeBHO (3x200 ml). Ta3u crened Ha NOBHIIIEHA EKCIIOIHLIMA HE Ce
Ouakpa aa Ob1€ KTHHUMHO 3HAYHMA 38 TIOBEUYETO MMALMEHTH.

Huoyxmopu na CYP3A
EnHoBpeMEHHOTO NpWIoKeHHe Ha pudaMIULIMHE K TUKAIPENIOP BOAH A0 NOHWKaBaHe Ha Crax M AUC Ha

TUKArpenop ¢boTBeTHO ¢bC 73% U 86%. Cnax Ha akTHBHMA MeTabonuT He ce nmpoMeHst, a AUC ce
NOHWXKaBa CHOTBETHO ¢ 46%. Ovakpa ce apyrure HHAyKTopH Ha CYP3 A (Hanp. peHHTONH,
xapbamasenuH U peHoOapOuTan) chilO Oa NOHKWKABAT EKCMO3HLIMATA HA THKArpeJIop.
EIHOBpEeMEHHOTO NMPHIOKEHHE Ha THKArpEop ¢ MOLHH HHAYKTOpH HAa CYP3 A Moxxe Ja NOHIKH
EKCIMO3HLIHATAE K €(PHKACHOCTTA HAa THKArpesop, ¥ opaaH Ta3H rpHUHHA HE C€ HaChpuaBa TAXHOTO
CBHITBTCTBALIO NMPUIOKCHHE C THKATPEJIOP.

Luxrocnopun (unxubumop na P-gp u CYP34)

EnHoBpeMEHHOTO NPHIOKEHHE Ha LHKIocopHH (600 mg) ¢ TUKarpenop BoAn A0 NOBHINABAHE HA Cmax H
AUC na Tuxarpenop cboTBeTHO 2,3 mbTH M 2,8 nuTu. [Ipr HannzueTo Ha uuknocnopud, AUC Ha
AKTUBHMA MeTabonut ce noBuilana ¢ 32%, a Cnax c€ NoHmxana ¢ 15%.

Hama HaIM4HH KaHHH 338 €THOBpPEMEHHaTa ynoTpeda Ha THKArpesnop ¢ Apyr# akTHBHH BELLECTBA, KOUTO
CBIIO ¢4 MOIHH HHXHOUTOpHK Ha P-gp U ymMepeHH HHxKuOuTOpH Ha CYP3 A4 (Hanp. Bepanammun,
XHHHANH), KOHTO ChIIO MOTAT Aa MOBHULIAT EKCIIO3ULIMATA HA THKArpeaop. AKo KOMOUH e Moxe




na 6bae u3derHara, TAXHOTO eIHOBPEMEHHO MpPHJIOXKeHHe TPAOBA [a ce M3BBPILUBA C [MOBHLLEHO
BHHMAaHHE.

,ﬂg yeu

KnHHHYHHTE Npoy4BaHUs 3a (PapMaKOIOrH4HH B3aMMOJECHCTBHA NOKA3BAT, Y€ €HOBPEMEHHOTO
NPWIOKEHHE Ha THKAIPEIOp C XenapuH, eHokcanapHH # ACK Wwid Je3MONpecHH HE OKa3BaT BL3JEHCTBHE
BbPXY (papMaKOKHHETHKATA HA THKArPENOP WM aKTHBHHA My meTabonuT, miH Bupxy AJID-
WHIyLHpaHaTta TpoMOOLIMTHA arperaus, B CPaBHEHHE C THKArPesIop, MIPUIOKEH CaMOCTOSITENTHO. AKO €
KITHHWYHO MOKA3aHO, JIEKAPCTBEHH MPOAYKTH, KOMTO H3MEHAT XeMOCTa3ara, TpsOBa Aa ce U3noa3Bar ¢
NMOBHIIECHO BHUMAaHHEe B KOMOHHALIMA ¢ THKArpenop.

HabmonasaHa e 3abaBeHa H MOHHXXEHA €KCIMO3ULIMA Ha nepopaiHy MEXHOUTOpH Ha P2Y (2, BKNIOUHMTENHO
TUKarpejaop ¥ Herosusd aktuseH MeTabonut npu naumeHTd ¢ OKC nexysanu ¢ MmopduH (35%
NOHWKABAHE HA €XCNO3ULMATA HA THKArpenop). Toea B3auMOACHCTBYE MOXKE /1a € CBbP3aHO C HAMAJICH
CTOMAIIHO-YPEBEH MOTWIHTET H 1a C€ OTHACA 3a Apyrn onuouad. KnMHMYHOTO 3HaueHUEe € HEU3BECTHO,
HO JaHHHMTE NOKAa3BAaT NOTEHLIMAJ 3a HaMaleHa ¢PHKACHOCT HA THKArPEnOop NpH NalUEeHTH ¢
eIHOBPEMEHHO NMPUIOKEHHE Ha THKarpenaop H mopduH. I1pu nauuentu ¢ OKC, npu KOUTO MOPQHUHBT He
MOXe Aa Obae crpaH H 6bp30TO HHXHOKpaHe Ha P2Y 1 € OT ChiliecTBEHO 3HAYEHHE, MOXKE Aa ce OOMUCTH
ynortpeba Ha napeHTepajieH HHXUOuTOp Ha P2Y 12,

EdekTy Ha THKArpenop BLpXy APYIH JEKAPCTBEHH NMPOAYKTH

ﬂexapcmenu npocykmu, xoumo ce memabonuzupam om CYP3IA4

Cumeacmamun — eHOBPEMEHHOTO NPHIOXKEHHE HA THKATPEIOp ChC CUMMBACTaTHH BOAH 0
noBuiuaBaHe HA Cnax H AUC Ha cuMBAcCTATHH CHOTBETHO ¢ 81% w 56%, KakTO M Ha NOBHUILIABAHE Ha
Cmax 1 AUC Ha CHMBAaCTATUHOBATA KMCEJIMHA CLOTBETHO ¢ 64% u 52%, KaTo B OTACNHH Cly4dau ¢
NOCTHTa 2-10 3-KpaTHO NoBHINnaBaHe. EQHOBPEMEHHOTO NPHWIOKECHHE HA THKArPEIop K
CHMBACTATHH B [103a, HaABH1uaBaiia 40 mg AHEBHO, MOXKE @ OBEJE A0 HEKETaHH PEaxLUK Ha
CHMBACTATHH M TpOBa na ce npeleHH CrpaMo NMOTCHUHANHHTE NoN3n. CHMBACTATHH HE OKa3Ba
BIIMAHKE BBPXY IUIA3MEHUTE KOHUEHTPALMH Ha TUKArpenop. THxarpenop Moxe fia OKa3sa CXomeH
edexT BBPXY NoBacTatuH. He ce npenopbuBa eqHOBpeMeHHATa yioTpeba Ha THKArpenop c¢ue
CHMBACTAaTHH WK JIOBaCTaTHH B 403H, HaABHIIaBamu 40 mg.

. Amopeacmamun — ¢ RHOBPEMEHHOTO NMPHIOKEHHE Ha ATOPBACTATHH H THKAIPEJIOP BOAH A0
rnoBHiLaBaHe Ha Cmax H AUC Ha aTopBACTATHHOBATA KHCEJIHHA CHOTBETHO ¢ 23% 1 36%. Cxoamo

nosumiasaHe HAa AUC u Cypax € HabmopaBaHo npy BCHYKH MeTabONHTH HAa aTOPBACTATHHOBATA
KuceHHa. Te3H NoBHILIEHH CTOMHOCTH HE C€ CYMTAT 3a KIMHWYHO 3HAYMMH.

. He moxe na ce H3kmoMH noaodeH edpexT U BhPXY APYTH cTaTHHU, MeTabonuaupauu or CYP3A4.
[TauuerTyre B npoyusaneTo PLATO, kouTO ca noayuyaBany THKATPENOp, Ca NpHEMAaH paliHiHK
CTaTHHYU 0e3 croOpaxkeHHe Mo OTHOWEHHE Ha Be3onmacHOCTTa Ha cTaTHHA NMpH 93% oT KoxopTraTa Ha
PLATO, xosaT0 € npueMana Te34 JICKAPCTBEHH ITPOXYKTH.

Tukarpenop e cnab nHxuburop Ha CYP3A4. EnHoBpeMEHHOTO NPWIOKEHHE HA THKATPENOP CbC
cybcrpat Ha CYP3 A4 ¢ TeceH TepanepTrieH HHAEKC (HAaNp. LH3AMPHI HITH €ProajIKajloun) He ce
NPenopbYBa, Thil KATO THKAIPEJOP MOXKE 14 MOBHIUM CKCMO3NLMATA HA TE3U JIEKAPCTBEHH NPOAYKTH.

P-gp cybcmpamu (sxaiouumento QU20KCUH, YUKAOCNOPDUN)
EHOBpEMEHHOTO NPHIIOKEHHE C THKArpeop BOAH A0 NOBHINABAHE HA Cmax U AUC Ha AUrOKCHH
CBOTBETHO CC 75% 1 28%. CpeanuTe Hali-HUCKH HUBA Ha IMTOKCHH Ce MOBHILABAT C Prai0,30% fiph .




eIHOBPEMEHHO MPWIOKEHHE C THKATPENOP, KATO B HAKOH OTAENIHH CTyYaH C& OTYHTAT MaKCHMYM
JABYKPATHH NMoBHiIaBaHusA. B npucscTaneTo Ha AUFOKCHH Cmax H AUC Ha THKArpenop u akTHBHHA My
meTaGonut He ce noauarar. ClIeR0BATENHO, TPH ETHOBPEMEHHO NPUIOXKECHME Ha TUKArpenop ¢
P-gp-38BHCHMH JIEKAPCTBEHH MPOLYKTU C MATBK TEpaNeBTHYCH HHAEKC KATO JIHIOKCHH, C€ Npenopbh4Ba
NOAXO0AAL KINHHYEeH WM nabopaTopeH KOHTpoa.

Tukarpenop He 0Ka3pa BAUSHUE BbPXY KOHLEHTpALMATE Ha LMK/IOCTIOPUH B KpbBTa. EQEKThT Ha
THKArpenop BePXY ApyrH cybcrparu Ha P-gp He e npoyyBaH.

Jlexapcmeenu npooykmu, koumo ce memabonuzupam om CYP2(C9

EaHOBpeMEHHOTO NPIIOXKEHWE HA TUKATPEIOp € ToNOYTaMUA HE BOAM AC NPOMSHA HA TU1a3MEHHUTE
KOHLIEHTPALIHH Ha KOUTO H Z1a € OT ABaTa MPOAYKTA, KOETO MPEANIoNnara, 4e THKarpenop He € HHXHOHTOp
Ha CYP2C9 1 € Manko BeposTHO Aa noBiHssa Meauupanus ot CYP2C9 metabonnanm Ha nexapcTBeHH

NpOAYKTH Karo BapdapHH u Tonbyramua.

Pozyeacmamun (BCRP cybcmpam)

JlokaszaHo €, 4ye THKArpenop rnoBUIlasa KOHUCHTPAIJHUTE HA PO3YBaCTaTHH, KOETO MOXeE Aa JoBede A0
[MOBUILEH PHCK OT MHUOMATHs, BKIOUATENHO pabaomuonusa. Tpabsa aa ce 0OMHUCIAT nmonauTe oT
MPEBEHLMATA HA FOJIEMH HEXeJIaAHH ChPAEYHOCHAOBH CLOMTHA upe3 yrnorpebaTa Ha po3yBacTATHH CIPAMO
PHCKOBETE OT MOBHUICHH IUTA3MEHH KOHLIEHTPAalWW Ha pO3YBaCTaTHH.

llepopananu xonmpayenmueu
EaHOBpEMEHHOTO NPWIOKEHHE HA TUKAIPEJIOP C JICBOHOPIeCTpeEN H ETHHHI €CTPaAnON BOAH 10

NMOBHILIABAHE HA EKCTIO3HLMATA KbM €TUHHJI ecTpanuon ¢ npudnusnrento 20%, Ho HE 1TOBNUABA
dapMaKOKHHETHKATA Ha NieBOHOprecTpe. [Ipy eAHOBpEMEHHO NPHUIOKEHHE HA JICBOHOPrecTpes U ETHHHI
eCTPRANOJ ¢ THKATPEIOP HE C€ OYAKBA KIMHUYHO 3HaYHM e(eKT BppXy ¢PHKACHOCTTA HA NEPOPATHHS

KOHTPALIEIITHB,

Jlexapcmeenu npooykmu, 3a KOUMO e U38eCmHo, Ye unoyyupam 6pacuxapoun

[Topaau HaOmoaaBaHe Ha MPeIMMHO aCHMITTOMHH BEHTPUKYJIapHH Nay3u U Opaaukapaus ce M3UCKBa
NOBMILIEHO BHUMAHHE, KOTaTO THKArpenop ce Npuiara €AHOBPEMEHHO ¢ IEKAPCTBEHU MPOAYKTH, 32 KOHTO
€ U3BECTHO, e HHAYUHpaT Opaaukapaua (Bxk. Touka 4.4). B npoyusanero PLATO, obaue He ce
HaOMIOAABAT JOKA3ATENCTRA 3a KIHHUYHO 3HEYHMHM HEXKENIAHH peakliyy Clied eAHOBPEMEHHO NMPUIOKEHHE
C €IMH MITM NOBEUE JIEKAPCTBEHH MPOAYKTH, 33 KOHTO € H3BECTHO, Y€ HHAYLWpAT Opagukapaus (Hamp.
96% Oeta-0sokepu, 33% BnokepH Ha KAILMEBUTE KAHANTH JUNTHA3EM U BepanaMun, H 4% NUrokcus),

Hpyza conemcemeauja mepanus

B KiIHHHYHHTE MPOYUBAHHUA THKArPENop € npuiaraH eaqHospeMeHHO ¢ ACK, uHxuburopy Ha npoToHHaTa
MOMIAa, CTATHHH, 6eTa-6nokepH, HHXHOHTOPH HA AHFHOTEH3UH-KOHBepTHpalHs eH3uM (ACE)
anruorensun-11 peuenmropru 6noxepu, HEOOXOAMMH 3a IeUeHUE Ha CHITHTCTBAIIM 3a00NABAHMA 38 TBITLI
MEPHO, 4 CHILO H XENapHH, HUICKOMOIIEKY/ISH XenapyuH U UHTpaBeHo3HH HHXubuTopu Ha Gplib/Illa 3a
kpaTko Bpeme (Bxk. Touka 5.1). He ca HanuuHu faHHH 3a HabniogaBaHu KIMHHYHO 3HAYHMH HEXKETIAHH

B3aMOACHCTBHA NMPH YIIOoTpeda Ha Te3u IEKAPCTBEHH MPOIYKTH.

EAHOBPEMEHHOTO NMPHAOXKEHHE HA TMKATPENIOP C XENnapUH, EHOKCHIIAPHH WIH AC3MONPECHH HAMA eDEeKT
BLPXY 2KTHBHPAHOTO NMapLUMaIHO TPOMOOILTACTHHOBO BpeMme (aPTT), akTHBUPAHOTO BpeMe Ha ChCHpBaHe
(ACT) win uscneasaHusTa Ha (pakrop Xa. Bee nax, nopaay noreHUHaIHUTE q;apmam,uwﬂ%‘\
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B3aMMOAEHCTBHA, €AHOBPEMEHHOTO MPHIOKEHHE HA TUKArpeaop ¢ JIeKapCTBEHH MPOAYKTH, 38 KOHTO €
M3BECTHO, Y€ MPOMCHAT XeMOCTa3aTa, Tpa0Ba 1a C¢ H3BbLPLIBA C MOBUILICHO BHHMAaHHE,

[Nopamm chobinerus 3a abHopMHO kOxHO KbpBeHe ¢ SSRI (Hanp. napokceTHH, cepTpaauH 1
LMTAIONpaM ), IIpPENopbYBa c¢ BHUMaHUE, koraTo SSRI ce npuiarar ¢ THkarpenop, TbH KaTo TOBa MOXeE

Add NMOBHIIIH PHCKA OT KbPBCHE.

4.6 PeprrINTET, OPpEMEHROCT H KLPMEHE

JeHHM ¢ AeTepoIeH NOTEHIMA

Xenu ¢ gerepoaeH noreHuMan Tpadea Ja H3Noa3BaT ePeKTHBHH KOHTPaUCITTHBHH MEPKH, 3a Ja 3bernar
3abpeMeHsABaHE N0 BPEME HA JICYCHUE C THKArpesIop.

bpeMeHHOCT

Hsama win uMa orpaHHYEHO KOJTHYECTBO JaHHH 3a ynorpebaTa Ha THKarpenop rnpH OpeMeHHH KEHH.
[TpoyuBaHusATa IPH JKHBOTHH MTOKA3BAT PENPOAYKTHBHE TOKCUUHOCT (BXK. To4ka 5.3). Tukarpenop He ce
npenopp4Ba no BpeMe Ha OpeMeHHOCT.

KnpMmene

Hanuuuure ¢papMakogHHAMMYHW/ TOKCHKONOTHYHH AAHHM MPH >KMBOTHH NOKA3BAT €KCKpPELMA Ha
THKArpeJiop M AKTUBHHA My MeTaloauT B MIAKOTO (Bx. TOUka 5.3). He Moxe Aa ce H3KITIO¥H PUCK NpH
HOBOpoAcHW/KbpMaveTa. Tpabpa na ce B3eMe pellicHHe AalIH [1a Ce CIIpe KbPMEHETO, WM Jia ce
npexkpaTH/a He ce Mpuiara Teparus ¢ THKArpesop, KaTo ce B3eMe NMpeaBy NOI3aTa OT KbpMEHETO 3a
IETETO M NOM3aTa OT TePalHATA 328 KEHATA.

QepTUIHTET

Tuxarpenop He OKa3Ba BIMAHUE BHPXY MBIKKHA M KEHCKHS QEPTHIHTET NPH IXKHBOTHH (BXK. TOuka 5.3).
4.7 Edexta BBpxy cnocobnoctTa 32 modupaHe H pabora ¢ MAIHEH

Tuxarpesnop He MOBIUSBA WIK NMOBIHABA ITpeHeOpexuMo crnocobHOCTTa 3a modupaHe 4 pabora c
mamnHu. [To BpeMe Ha eYeHNE ¢ THKArpenop ce cbodinasa 3amaiiBaHe H obbpkBane. CenoBaTenHo,
NalHEeHTH, KOUTO NOJTy4ar Te3d CUMIITTOMH TpAOBa 1a ca NpeAna3NuBy JOKaTo wodupar win paborar ¢
MAalllMHH.

4.8 Hexenasn JeKADCTBEHH PEAKIHHA

Pe3ioMe Ha npoduna Ha 6e30nacHOCT

[TpodwnsT Ha 6€30MACHOCT HAa THKArPE/IOp € OLEHABaH B BE MOIEMH KIIMHHYMHH H3NMUTBaHuA ¢a3a 3 no
orHomexue Ha u3xozna (PLATO u PEGASUS), skmousany mosede ot 39 000 naumeHTH (BXK. TOuka 5.1).

B PLATO nauueHTHTE HA THKArPEIOpP HMAT MO-BHCOKA YECTOTA Ha NMPEYyCTAHOBABAHE HA Tepanum

nopajgy HeXXellaHH cuOUTHA oTKONKOTO MpH KaonHaorpesn (7,4% crnpamo 5,4%). B PEGAM
e
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MAIHEHTHTE, JIEKYBAHH ¢ TUKArpenop, UMAT MO-BUCOKA YECTOTA Ha NTPECYCTAHOBABAHE HA TEpanuATa
nopaay HexeNlaHd chOUTHA B cpaBHEHHE ¢ rpynaTa Ha Tepanus camo ¢ ACK (16,1% 3a THkarpenop

60 mg ¢ ACK cnpsamo 8,5% 3a repanua camo ¢ ACK). Haii-yecto chobiuapanuTe HexeNnaHH peakLHH NPpU
NalHEHTHTE, JCKYBAHH C THKArpeJiop, ¢a KbPBEHE U AMCIHea (BXK. Touka 4.4).

TabnuueH cNUCHK HA HEXKETAHHTE PEaKLUH

[IpencraseHHTE NO-A0JY HEXEAHY PEaKLMH C&8 HACHTUDHLIMPAHU B MPOYYBAHMATE WU ca CHOOIICHH
NpH NOCT-MapKeTUHIOB ONMT ¢ THKarpenop (Tabnnua 1).

Hexenanure peaximy ca H3dpoenu no cucremo-oprade knac (COK) no MedDRA. B pamkure Ha Bceku
COK HexenaHHUTE JTEKAPCTBEHHU peakiuu ca H3bpoeHH no yecToTa. Kareropusre no 4ecTora ce
nedHHUPAT No c/eaHaTa KOHBeHLusA: MHoro vecty (=1/10), wectu (>1/100 ao <1/10), Heuectu (=1/1 000
no <1/100), peaxu (=1/10 000 go <1/1 000), muoro penxu (<1/10 000), c HeussecTHa yecTora (OT
HATHYHHUTE JaHHH He MOXxe Aa Obae HanpaBeHa OLICHKA).

Tabanna 1 — Hexenauu peakmuu no 9ecTora M cucremo-opranen kiaac (COK)

COK Msuoro yectn YecTH Hewecrn C nmem3BecTHA
qecTOTA

Heonnazmu — Knpsene or Tymop®
dobpoxauecmeenu,
3ROKAYECNECHU U
HeonpeoeaeH (6KA,
Kucmu u noauny)

Hapywenua na Kspsene, TpomboTuna
Kpvema u CBBP3aHO C TpoMOOUMTONEHH
rumprnama HapyHeHUA Ha 4yHa mypmypa®
cucmema KpbBTa®

Hapywenua na CBpBXUYYBCTBUTENH
uUMyHHama cucmema OCT, BKJIIOUMTEJIHO
aHrHoegeM"®

Hapywenus na XunepypukeM | Ilogarpa/Tloparpo
memabonuzma u ua' 3€H apTPMT

XPAHEHeEMO

ITcuxwuunu O6npkBane

| Hapyuwienus

Hapywenus na 3aMmaiiBaHe, BxTpeuepeneH
HepeHama cucmema CuHkon, KpbBOH3THB"
I"'nanobosime

Hapywenus na KpbBOH3/1MB B
ovume OKOTO"
Hapywenun na Bepruro KpbBou3anus 8
yxomo u YXOTO
rabupurma

CovpOoeuru bpanuapuTMus,
Hapyuenua | AV-6brox®

Cv0o6u Hapywerus XHNOTOHHSA
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Pecnupamopnu, Hucnues KnpBeHe ot
SPHOHU U pecnpaTopHaTa
MeQuUACmutainu cucTeMa®
_HapyweHua
Cmomawmno-upesnu CromautHo- PerponepuroHeaneH
RAPYUWICHUA YpeBEH KPBBOH3/IHB
KPbBOHIIIUB",
Huapus, 'anene,
Iucnencusa, 3anex
Hapywenus na [ToaxoxHo WK
xoxcama u OePMATHO
nOOKoOXNCHAMA kbpBeHe®, O6pus,
MYKaH Copbex
Hapywenun na MyCKyJTHO
MYCKYAHO- KbpBeHe"
cxeaemuama
cucmema u
Cheourumennama
mMyKaH
Hapywenun na KspBene ot
OvOpeyume u NMHKOYHHTE
nUKOYHUME mbTHINA"
nemuwya |
Hapywenus na KopBene ot
8B3NPoUICO0UMENH pernpoRyKTUBHATa
ama cucmema u cucTeMa®
2bpoama
H3acneoesanus [ToBuieH
KPEATHHHH B
KPbLBTA®
Hapannsanun, KpbBou3nus cneg
OMPABAHUA U npoueaypa,
YCROJICHEHUR, TpapMaTH4YHO
8bIHUKHATU 6 KbpBEHE"
pe3yamam Ha
UnmepeeHyuu

® HANp. KbPBEHE OT PAK Ha MMKOYHUA MEXYP, paKk Ha CTOMaxa, paKk Ha J1e0enoTo Yepso

6 Hanp. NOBHLICHA TCHACHIIMA KbM HAaCHUHABAHC, CITOHTAHCH XCMATOM, XEeMOparvuHa JUaTe3a

* UnesTnduumpaHa B NOCTMAPKETHHIOB ONHT

" YecToTUTe ca nosyueHd ot naboparopHu HabmoaeHns (IIukoyHa KucennHa NOBULUECHA >TOpHATA
rpaHMlia Ha HOpMAaTa CIIPAMO M3XOAHO HHUBO NOA WK B pedepeHTHHTE rpanuuid. KpeaTHHHH NOBHLIEH
>50% cnpaMo H3XOOHO HMBO.), & HE € NPUOIHIHTENHA YECTOTa Ha ChOOLABAHE HA HEXKEJIAHH CLOUTHAL.

A Hanp. KOHIOHKTUBAIHO, PETUHHO, BHTPEOYHO KbPBCHE
° Hanmp. ENUCTAKCHUC, XEMOITTH3A

* Harp. KbPBEHE OT BEHUWTE, KPbBOU3IIMB OT PEKTYMA, KPbBOH3IIHB OT CTOMALIHA A3Ba

* Hanp. eKXHMO03a, KOXKEH KPbBOMU3NUB, NIETEXHH
" Harp. XxeMapTpo3a, MYCKYJICH KPEBOHITHB

R Hanp. xeMaTypHs, XeMOparHyeH 1{HCTHT

* HArp. BArHHAJICH KPBBOKIIHB, XeMATOCIIEPMHS, NOCTMEHONAY3AIEH KPLBOU3ITUB
" Hanp. KOHTY3HA, TPABMATUMEH XEMATOM, TPABMAaTHYEH KPBBOHU3IIHB
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“ T.€. CIOHTAHHO, CBBP3aHO ¢ UHTEPBEHLIMA WIH TpPaBMAaTHUHA HHTPAKpPaHHAIHA XEMOparus

Onucauue Ha M3OpaHH HexeaHU peakiuy
Kvpsene
Haxooxu ¢ xvpsene 6 PLATO

LissnocTHHTE pe3yITaTH 33 YeCTOTaTa Ha KbpBeHe B npoyuysaHeTo PLATO ca nokasanu B Tabnuua 2.

Tabauna 2 — Anann3 HA OOMATE CHLONTHA ¢ KhpBene, n3unciacHun no Kaplan-Meier ra 12-Ti Mecen

(PLATO)
Taxarpenop | Knonmporpea | p-croi
90 mg nBa N=9 186 HOCT
OLTH JHEBHO
N=9 235

O6u1o 3naunrenyu ot PLATO 11,6 11,2 0,4336
Mdaranau/kuporo3acTpamasauiyd or PLATO 3,8 5,8 0,6988
3nauurennu or PLATO, Hecenp3anu ¢ KAD 4,5 3,8 0,0264
3naurTenyu or PLATO, HecBbp3aHH ¢ MHTEPBEHLIHH 3,1 2,3 0,0058
Kombunupauu obLuo 16,1 14,6 0,0084
3HayHuTeNHH + HezHayuTeaHu ot PLATO
Hecabp3aHu ¢ MHTEPBEHIIUH 5,9 4,3 | <0,0001
3HaYuTEeHM + HesHaunTenHu or PLATO |
3uaunTennu no TIMI 1,9 1,7 0,5669
3naunTenHy + HesHauHTeHH 1o TIMI 11,4 10,9 0,3272

JdepHHOHH HA KATETOPHHTE KbpPBEHE:

3HauNTENHO PATAAHO/KHBOTOIACTPALIABAING KbpBeHe: KNHHWYHO MPOABEHO ¢ NMOHWKABAHE HA XeMornobuHa ¢
>50 g/] wnu ¢ NpenMBaHe HA >4 caKa EpUTPOLMTHA Maca; WIM (PATATHO; KN HHTPAKPAHHAIHO, HIIH
MHTpanepUKapIHO ChC ChPACYHA TAMNOHAAA; WIH C XMITOBOJIEMHYEH ILIOK; HAH TEXKKA XMIIOTOHHS, H3WCKBAILa

MPECOPH; WK XHPYPrHYHA HHTEPBEHLHA.

3uauntenno Apyro: KNMHHYHO NMPOABEHO ¢ NoHIKaBaHe Ha XeMornobuHa ¢ 30-50 g/l wnu npenusaxe Ha 2-3 caka
EpUTPOLMTHA MACA; WIH 3HAUHUTETHO HHBATHAH3HUPALLLO.

HesnaynTenno knpeene: N3uckpa MEIHLKHCKE HAMECA, 33 CIIpUpaHe WIH JIEKYBAHE HA KbPBEHETO.

3nayuTenno KepeeHe no TIMI: KinHHYHO nposeeHO ¢ MoHMKaBaHe Ha xemorsioGuna ¢ >50 g/ win ¢

HHTpaKpaHHanHa XeMoparus.
HesnauurenHo kupaene no TIMI: KnuanuHo NposBeHO ¢ NOHWKAaBAHE HA xemornobuna ¢ 30-50 g/l.

*p-CTORHOCT, H3UHCIICHa OT MOZEN Ha NMPOMOPLHMOHATHHTE puckoBe Ha COX, KaTo rpynara Ha JiCHeHHe €
e JMHCTBEHATA EKCILIAHATOPHA MPOMEHIMBA

Tuxarpeaop ¥ KJIOMKHAPOTEN HE C& paTHHABAT MO OTHOLIEHHE HA YECTOTHTE HA 3HAYHTENTHO
daranHo/kuBoTO3acTpaluaBaiio KepeeHe B PLATO, anauurento kppBene o610 8 PLATO, 3naunrento
kbpBeHe no TIMI unu cnabo kupeene no TIMI (Tabnuua 2). Obaue, nosasata Ha KOMOHHHPAHO
3HAYMTEAHOHEe3HauHTeNHO KbpBeHe B PLATO e noseue ¢ TUXarpesiop, B CpaBHEHHE C KJIOMUAOTPE.
Manko nauueHTH B PLATO umar daranuu kpweousnueu: 20 (0,2%) 3a Tukarpenop u 23 (0,3%) 3a
Knonuaorpen (Bx. To4ka 4.4).

Bh3pacT, noJ, TeJIECHO Terio, paca, reorpadcku palioH, ChITBTCTBALIM 3a00/ABaAHYS, CHITHTCTBALIA
TEPAINHA H aHAMHE3a, BXTIOUMTETHO NPEAXOAECH HHCYIIT HIIH TPAH3UTOPHA HCXEMHUYHA aTaka, He ca
NpeAMKTOPH KAKTO 3a 001110TO, Taka 1 38 HECBLP3AHOTO C HHTEPBEHLWH 3HAYHUTEIHO KbPBEHE 10 PLATO
[To Ta3u NpuyKHA, HE € HASHTHOHLMpPaHA KOHKPETHA PHCKOBA rpyna 3a KOHTO K 11a € non'gmﬁ.ﬂpqrﬁ.
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CenpzaHo ¢ KAb xbpBeHe:

B PLATO 42% ot 1 584-te nauuenTn (12% OT K0X0pTaTa) C HaNpaBeH KOpoHapHO-apTepraieH Ganac
(KAB) ca nonyuunyu PLATO 3HauuTenHO(MATATHOAKKHBOTO3aCTpAINABALUO KbpBEHE 0€3 pazinuka MEXIY
TepanesTHUHUTE rpynu. MaranHo kbpBeHe, CBbP3aHO ¢ KAD, ce nossspa npH 6 MauMeHTH BB BCAKA OT
TepaneBTHYHUTE rpynH (BxK. Touka 4.4).

Hecpbp3aso ¢ KAD kbpseHe B HECBBP3aHO C HHTEPBEHIMH KbPBECHE:!

Hsama pasnuxa MexXay TUKArpenop M KIomMaorpen 110 OTHOLleHHe Ha HecBbp3aHuTe ¢ KAD

TEKKU KHBOTOACTPAILIABALIM KPBOMIIHBH N0 ASQUHHLIMA Ha npoyuBaHeTo PLATO, HO 3HaYMTEHHUTE
o610, 3HauuTesnHu Mo TIMI u 3HaunTennu+uesnauutenHu no TIMI kprBouznuBH, Mo pepuHHLIMA HA
npoyuBaHeTo PLATO, ca no-uyects npu THkarpeaop. ChlIo TakKa, aKo ¢€ H3KITIOYAT BCHYKH CBBP38aHH ©
MHTEPBEHLMHA KPLBOH3/IMBH, MOBE4E KPBEBOMITHBH ¢e HabJII01aBaT [pH THKAIPEIop, OTKOIKOTO MpH
knonugorpen (Tabnuua 2). [IpekparaBaHe Ha JICUECHHETO NMOPAAH HECBBP3aHH ¢ HHTEPBEHLIUH
KPLBOMINIUBH € T10-4ecTO ¢ THKarpenop (2,9%), orkonkoto ¢ knonuaorpen (1,2%; p<0,001).

HurpakpannaniHa XEMOparus:

HHTpakpaHHaTHHUTE KPLBOW3IHBH, HECBLP3aHH ¢ UHTEPBEHLIMM, CA NOBEYE [TPH MPHIOKCHHUE HA
THKarpesop (n=27 kpeBOoU3KBa NnpH 26 naumeHTH, 0,3%), otkoakoro ¢ kronmwaorpen (n=14
kpeBouanuea, 0,2%), or KouTo 11 KppBOH3NHKBA ¢ THKArpesop ¥ 1 ¢ kionuaorpen ca gartanuu. Hama
pa3nuka B obuusn 6poit cnyyau Ha GaTanHo KbpBeHE.

Haxooxu ¢ xepeene e PEGASUS
L{anocTHUTE pe3ysTaTH 38 YyecToTaTa Ha kbpBeHe B npoyusaHeTo PEGASUS ca nokaszanu B Tabnuua 3.

Tabaana 3 — Ananau3 5a o6MHETe CLOETHS ¢ KbpBeHe, H3uRc/AeHHg N0 Kaplan-Meier ra 36-TR mecen
(PEGASUS)

Tuxarpesop 60 mg apa oot | Camo ACK
nuesno + ACK N=6 996
N=6 958 *
Kpaitanr T04KH 3a Oe3onacHocT KM % Koedunnent KM % p-CTORROCT
HA PHCKA
(95% CI)
Kateropun Ha KbpBene, onpeaesienn or TIMI
3HaunTenHo (TIMI) 2.3 2,32 1,1 <(,0001
(1,68, 3.21)
®atanHo 0.3 1,00 0,3 1,0000
| (0,44, 2,27)
BUK 0,6 1,33 0,5 0,3130
(0,77, 2,31)
Hpyro 3naunrenqo (TIMI) 1,6 3,61 0,5 <0,0001
(2,31, 5,65)
3HAYUTETHO WIH HE3HAUUTEIIHO 3.4 2,54 1,4 <0,0001
(TIMI) (1,93, 3,35) il
IHAYMTEITHO UWTH HE3HAUUTEIIHO, HIH 16,6 2,64 7,0 <(,0001
H3HCKBALIO MEeIHIIHHCKa HaMeca (2,35, 2,97)
(TIMI)
Kateropan Ha KbpBene, onpeaesiers B PLATO
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3uauurento (PLATO) 3,5 2,57 1,4 <0,0001
(1,95, 3,37) J

QaTanHo/KHBOTO3aCTPALIABALIO 2,4 2,38 1,1 <0,0001
[ (1,73, 3,26)

Hpyro snauurenno (PLATO) 1,1 3,37 0,3 <0,0001
1 (1,95, 5,83)

FHAUYMTENHO WIH HEZHAYHTEITHO 15,2 2,71 6,2 <0,0001
(PLATO) (2,40, 3,08)

JdePpHHHIHH HA KATErOpHSTA HA KbEpPBEHE:

3uauurenHo (TIMI): ®aranHo kepsene UJIH seako sbTpedepento kppsene, WM knuaryHO BUANMMHA NpU3HALM Ha
KPbBOM3JIMB, CBBP3aH CbC criax Ka xemornobuna (Hgb) ot >50 g/l, unu nonwkenue Ha xemarokpurta (Hct) ot 15%,
KOTaTo JHncBa cToMHOCT Ha Hgb.

®aranuno: CrbuTHe ¢ KbPBEHE, KOETO AUPEKTHO € AOBENO J0 CMBLPT B PAMKHTE Ha 7 AHH.

BYK: BrtpeuepencH KpLBOU3IIMB.

Apyro 3uaunTeano (TIMI): Hedaranno ne-BUK 3nauntenno kopaene (TIMI).

Hesnaunrenano (TIMI): KnuaraHO BHAMMO € NoHwmKeHde Ha xeMornoduHa ot 30-50 g/l.

HUiuncksamo MeanunHcka Hameca (TIMI): Hanckeatno unrepseHums WIH sogemo go xocnuranuzauusa, HJIN
HANAralo OLEHKA.

3navuTenno paTannoskuBorozacrpamasaulo (PLATO): ®aranHo kbpeene UJIH seako BbTpedepenHo KbpBeHe,
AJIA uHTpanepukapInantio Cbe ChpAcuHa TaMnoHana, MM ¢ xunoBoseMHYEH OK KK TEXKA XHTIOTOHHA,
HaJIaraila NPUACKEHHETO HA MPECOPHI/ HHOTPONHH CpeacTsa Wik onepauus, WIH knnauaHo Buaumo ¢ >50 g/l
NOHHXEHHE HA XeMOrNoOHHA UM NPENATH >4 eIMHHLM YEPBECHH KPbBHH KICTKH.

3nagyurenuo apyro (PLATO): 3nauumo uaBanuansupaino UM kmunuuso suaumMo ¢ 30-50 g/l noHmxkenue Ha
xemornobuna, LJIH npensti 2-3 e AHHALIM Y€PBEHH KPhBHH KIICTKH.

Heanauurenno (PLATO): N3ucksa MEAUIIHHCKA HHTEPBCHLIMA 32 CIIUPAHE WM JIeUeHHE HA KbDBEHETO.

B PEGASUS 3naunrensoro kbpeene (TIMI) npu Tukarpenop 60 mg ABa meTH AHEBHO € NO-BHCOKO
oTkonkoTto npu jJeueHue camo ¢ ACK. He e nabnionaBar noBuIeH puck oT QaTanHoO KbpBeHE U ce
YCTAHOBABA CAMO HE3HAYUTEIIHO NOBHIIEHHE HA BLTPEYEPENTHHTE KPbBOHAIMBY B CPaBHEHHE C TEpAIUATa
caMo ¢ ACK. Uma manko cubuTia Ha paTanHo KbpBeHe B rpoyuBaHeto, 11 (0,3%) 3a tukarpenop 60 mg
1 12 (0,3%) 3a TepanusTa camo ¢ ACK. HabmonasaHHAT NOBHILIEH PHCK OT 3HAUUTENHO KbpBeHe (TIMI)
¢ TKarpenaop 60 mg c¢ Ib/KH NPeIUMHO Ha NO-BUCOKATA YECTOTa Ha APYro 3HAYHTETHO KbpBEHE
(TIMI), cebp3ano cbe ¢hburna B cromamo-upesHus COK.

[ToBuimena yecToTa Ha CHbOMTHA ¢ KBpBEHE, NOACOHHU HA 3HaunTeNHO KbpBeHe (TIMI), e HabmoaasaHa B
KATErOPUHTE 3HAUUTENIHO WM He3Ha4YUTeHO kbpBeHe (TIMI) u 3nauutenno (PLATO) v 3HauuTenHo unu
HesHaunTenHO KbpBeHe (PLATO) (Bx. Tabnuua 3). [IpeycraHopsBaHEeTO Ha NEYEHHETO NMOPAAH KbPBEHE €
[IO-4ecTO B Ipyrata Ha TUKarpenop 60 mg B cpaBHeHHe ¢ rpynara Ha Tepanuara camMo ¢ ACK (cvoTBeTHO
6,2% u 1,5%). TloBe4eTO OT TE3H CIIYHaH HA KLPBEHE €a ¢ NMO-MAJKA TexXecT (KnacHpHUMpaHu KaTO
H3KUCKBaINK MeaHUMHCcKa HaMmeca (TIMI)), sanp. enucrakcuc, HaCHHABAHE H XEMATOMM.

[IpoduasT Ha KppBEeHE Ha THKarpeaop 60 mg e cxoaeH B MHOXKECTBOTO NPEJABAPHTEHO ONpeneeHU
MOArpYIH (HAnp. No BL3PACT, MO, TErio, paca, reorpadck pervoH, CHITbTCTBAaLLM 3ab0naBanus,
CBHITHTCTBALLA TEpPAIUA U MEeJULIMHCKA AHAMHE3a) NpH CLOMTHA Ha 3HAYHTENHO KbpBeHe (TIMI),
3HauYUTEIHO Wiy HesHauuTeaHo (TIMI) v sHauuTenHo kbppeeHe (PLATO).

BbTpeucpenHo KbpBEHE:

Cnonrannu BUK ce cnobuiaBar ¢ mogo6Ha uectora 3a Tukarpenop 60 mg » repamus camo ¢ ACK (n=13,
0,2% B aBere rpyny Ha nedeHue). Habmogasa ce HesnauntenHo nosuuenue Ha BUK cabp
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M NpoLeaypH NpH JieueHue ¢ THkarpenop 60 mg, (n=13, 0,2%) B cpasHeHHe ¢ Tepanuara camo ¢ ACK
(n=10, 0,1 %). Crobwwenu ca 6 ¢paranuu BUK ¢ Tukarpenop 60 mg u 5 darannu BUK ¢ Tepanus camo ¢
ACK. YecroTtara Ha BLTpeUuepernHo KbpBeHe € HUCKA B JIBETE IPyNH Ha JeUeHHe, KATO C€ HMa MpPEIBUA
3HAYMTENIHUTE CHITbTCTBaUM 3a6onasanud H CC puckoBHM (PaKTOPH B NpOY4YBAaHATA MOMYJIaluA,

Lucnnes

Hucnses, ycelaHe 3a 3a1yX, ce cbo01iaBa OT NAlMEHTHTE JIeKyBaHH ¢ THkarpeaop. B PLATO,
o0eMHEHHTE KATO AUCIIHEA HeXKeJIaHH JIEKAPCTBEHH ChbOMTUS (AMCIIHEs, JUCITHES B ITOKOH, JUCITHEed NMpU
yCHJIME, MAPOKCH3MAIHA HOLHA QUCITHES M HOUIHA AWCITHEN) ce cpodiuasar ot 13,8% ot naunentwHre,
NIEKyBaHH C TUKarpenop, 4 3a 7,8% ot nauueHTre, neKyBaHH ¢ kionuaorpen. Ilpu 2,2% ot nauneHTHre,
MpHEMALLIM THKArpesiop, K npu 0,6% ot naumeHTHTe, NpHEMAIM KToMmuaorpe, B npoy4saHeto PLATO
M3CNIEAOBATE/IMTE CHMUTAT, Y€ AUCITHEATA € NPHYMHHO CEbP3aHA C JIEYEHHETO U OPOAT HA CEPUHOIHUTE
cayuau € Marbk (0,14% Tukarpenop; 0,02% xnonuaorpen) (Bx. Touka 4.4). Hali-uecto cnobinaranure
CHUMITTOMH Ha JHUCIIHEA Ca JIEKH A0 YMEPEHHK N0 HHTEH3HUTET M NOBEYETO ce ChOOLIABAT KATO eAHHHYEH
eIKM30/1 paHoO C/eA 3al0YBaAHE Ha TEPAITUATA.

B cpaeHenue ¢ knonuaorpen, nauueHture ¢ actMa/X0Obb, nekyBaHu ¢ THkarpesop, MoxXe 1a umar
NOBKIIIEH PUCK OT MONy4YaBaHe Ha HecepuosHa aucnHed (3,29% tukarpenop cnpamo 0,53% kronmaorpen)
u cepro3Ha aucnnes (0,38% tukarpenop copamo 0,00% wnonugorpen). B abconoriy cTrolHOCTH TO3H
PHCK € MO-BHCOK OTKOAKOTO B ustnocTHaTa nomyauusa Ha PLATO. Tuxarpenop tpabsa aa ce npuwnara c
MOBHIIEHO BHUMaHHeE TIPH MallMEHTH ¢ aHaMHe3a 3a actMa W/unu XOBD (8xk. Touka 4.4).

Oxkono 30% or enu3oanTe OT3ByuaBaT B paMKuTe Ha 7 AHH. PLATO Bkiro4Ba maiueHTH, KOUTO Ha
M3XOAHO HHBO HMAT 3aCTo#Ha chpAeuHA HeaocTaTbyHOCT, XObb nnu acT™ma; Te3u rnauueHTy u
nauyHeHTHTE B CTApYEeCKa BL3PACT € NO-BepOATHO Aa choliuaBaT AvcniHes. 3a THKarpenop, 0,9% or
NaUHEHTHTE NPEKBCBAT MPHIAraHeTO Ha NPOYYBAHOTO AKTUBHO BELISCTBO Nopany aucmHed, cnpamo 0,1%
OT Te3HW, NpHeMallM Knonuaorpei. [To-BMcokaTa 4ecToTa Ha AMCITHES ¢ THKArpEop He ¢€ acoLHHpa ¢
HOBA MOSBa WIH BIOILIABAHE HA ChpAevHO Wik OenoapobHo 3abongsaHe (Rx. Touka 4.4). Tukarpenop He
nosJugaBa GenopoOHUTE GYHKLHORAIHH TECTOBE.

B PEGASUS aucnues ce cpobmasa npu 14,2% or naudeHTHTe, NpreMally Tukarpenop 60 mg asa netu
IHEBHO, H NipH 5,5% ot mauuenTUTe, Mpuemainy caMo ACK. Kakro B PLATO, nosevero ciryvyau Ha
cbOOLIEeHa NUCITHES CA JIEKM 10 YMEPEHH 0 HHTEH3UTET (BXK. Touka 4.4). [NauneHrure, KOUTO CHOOIIABAT
AxcnHes ca 6K NpeaAHMHO NMO-Bb3PacTHH M NMO-4ecTo ca UMank aucrHes, XObb wiu actMa Ha H3IXOHO
HUBO.

Hicnedeanun

[Tosuierue Ha nukouHata kucernuHa: B PLATO e otieTeHO NOBUIIABAHE HA CEPYMHATA NTHKOYHA
KHCETHHA 0 CTOHHOCTH, HAABHIIIABAIIM NOPHATa MPAHULIA HA HOpMaTa, ITPH 22% OT nojTy4aBalHTe
THKArpeJop naudeHTH, cnpamo 13% ot nomyuasamure wiondaorpen nauneHTd. CrOTBETHUTE CTORHOCTH
B PEGASUS ca crhoretHO 9,1%, 8,8% u 5,5% 3a THkarpenop 90 mg, 60 mg u mnauebo. Cpenuara
cepyMHa MHKOYHA KHCEJIMHA ce NOBHLIABa ¢ 6nu30 15% npH nprunokeHHe Ha TUKATPEJIOp, B CPaBHEHKE C
npubamuTenHo 7,5% npu NpwiokeHUe Ha KIONKAorpen, a cliell CIMpaHe Ha JISUEHHETO ce MOHKKaBa
nNpuOIM3KHTETHO A0 7% NPH NMPUIKEHHUE HA THKAIPEIOp, A0KATO NPH KIONKAOrpel He ce HabntozaBa
cnag. B PEGASUS ce ycraropaBa 00paTHMO MOBHILECHHME Ha CPEIAHUTE HHBA HA CEpYMHA NUKOYHA
kucenuHa ot 6,3 % un 5,6 % cpoTBeTHO 32 THKarpesop 90 mg 1 60 mg B cpaBHeHue ¢ 1,5% noHwkeHHe B

rpynara ¢ mnauebo. B PLATO uyecrorara Ha noaarposeH apTpur e 0,2% 3a Tukarpenop crps 1% 3.
AR B NI
- T """-..,\ e
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knonuaorpen. ChOTBETHTE CTOMHOCTH 3a nojarpa/nofarposet apTput B PEGASUS ca 1,6%, 1,5% u
1,1% cwoTBeTHO 3a THKarpenop 90 mg, 60 mg v nnauebo.

CrobuiasaHe Ha OA03UPAHH HEXKEJIAHH PEAKLIHH

Crno0maBaHeTo Ha rMoI0O3UPaHH HeXeNaHHu peakLidi e/l paspeluasaHe 3a ynoTpeba Ha JIeKApCTBEHHUS
MPOAYXT € BakHO. TOBa NoO3BoJIABA A NPOABL/DKH HAbNOAEHHETO Ha CHOTHOLLIEHHETO MON3a/PUCK 38
neKapcTBeHHs npoAyKT. OT MEIMUMHCKUTE CHELMATMCTH CE H3UCKBA ]a ChoOIlaBaT BCAka
MOAO3UPaHA HEXENIaHA PeaKiiug ype3 HalHoHaHa CUCTEMA 3a ChoOLasaHe keM HM3nnanuTenHara
areHuMA 1O JIeKapcTRaTa, yi. ,,Jlamax I'pyes” Ne 8, 1303 Codus, Ten.: +35928903417, yebcaiit:
www.bda.bg.

4.9 Ilpeno3npane

Tukarpenop ce noHacs ao0pe npu egHokpaTHy no3u 10 900 mg. ['acTpOMHTECTHHANHATA TOKCHYHOCT €
O1ia JO30JIHMHTHPAHA B €0HO MPOYHBAHE ¢ €AHOKPATHA HapacTeaiua qo34a. J{pyrH KIHHUYHO 3HAYUMH
HEXEIAHK PeaKLIMKH, KOUTO MOTaT Aa CE MPOABAT MPH NPEAO3UPAHE BKIIOYBAT JUCIIHEA H BEHTPUKYapHH
naysu (Bx. Touka 4.8).

B ciayuaif Ha npenosupaHe, MOraT Aa ce MPOABAT I'Ope CIIOMEHATUTE MOTEHLIMAIHN HEXKeNaHH
nexapcTBeHM peakiyM H Tpabsa aa ce uma npeasun EKI™ MonuTopupase.

KbM MOMEHTa He € H3BECTEH aHTHIOT HA THKArPeJIOp H THKAIPENop He ce AHANTH3Upa (BXK. TouKa 5.2).
[Tpu npeno3upane neveHueTo TpabBa 1a ce NpoBek/a B CbOTBETCTBHE C MECTHATA CTAHAAPTHA
MEIHULIHHCKA NMpaKTHKa. QUakBaHUAT edekT OT NpeAO3UPAHE HA THKArpenop € yabbkeHa
MPOABDKHTETHOCT Ha PHCKa OT KbpBeHe, CBbpP3aH ¢ TPOMOOLIMTHOTO HHXHOHpaHe. TpaHcy3uaTa Ha
TpoMOOLIMTHA Maca € MallkO BEPOATHO 1a UMa KITHHMYHA 10138 MTPH MalMEeHTH ¢ KbpBEHE (Bik. Touka 4.4).
AKO ce NMosSBH KbpBeHe, TpA0Ba /ia ce npeanpueMaT APYTrH NOAXOAAINYA NOAABPXKALN MEPKH.

5. ®APMAKOJIOrHYHHM CBOHCTBA

5.1 dPapmaxkoaHEAMEYAHE CBOHCTBA

(dapMaxoTepaneBTH4YHa rpyna: AHTUTPOMOOTWYHH CpeACcTBa, MHHXMOWTOPH Ha arperaiusTa Ha
TpoMOOLIMTHTE, ¢ H3KMo4eHHe Ha XenapuH, ATC xon; BO1AC24.

MexaHnybM Ha JeHCTBHE

KOI'ABAHT cvabpxa THKArpenop, CheAHHEHHE OT Kilaca Ha LHKIONEHTHITPHA30MONMHPHMHIAHHATE
(CPTP), koiiTo € nepopajieH aHTarOHUCT ¢ AMPEKTHO AckcTBHe HA P2Y 12 peuenropa, KaTo ¢e CBbP3Ba C
Hero cefieKTUBHO U obpaTumo u npenorapataa AJIdD-mMeanupanara, 3asucemia ot P2Y 2 rpomboumnrHa
AKTHBALIKA W arperauua. Tukarpenop He nNpegorsparssa cBLp3BaHeTo ¢ AJ{(D, a koraTo ce cBnp3Ba ¢
P2Y; peuernropa, Bb3NpenaTCTBa CHTHATHATA TPAHCAYKLMA, HHAYLiMpaHa oT AJlD. Trit kato
TpoMOOLIMTATE yUacTBAT B HHULIMMPAHETO W/ MITH pa3BUTHETO HA TPOMOOTHUHMTE YCIOKHEHUS HA
aTepocKiIepoTHuHara bonecrt, e AoKa3aHo, ve HHXHOHpaHeTO Ha TpomboLMTHaATA (PYHKLIMA HAManABa
pucka ot CC crbutus, kato cMbpt, MM nnu HHCyIT.
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THKarpeaop cblIO YBEIHYaBa JOKATHHTE €HAOMCHHH HHBa HAa aCHO3MHA Ype3 HHXHOMpaHe Ha
exBUNUOpUpamus HykieosugeH tpaHcnoprep-1 (ENT-1).

JlokyMeHTHpaHO €, Ye npu 3apasu nuua u nauueHTH ¢ OKC, THkarpenop ysenu4asa cneqHHTe ePekTH,
KHAYLUHPAHH OT 8ACHO3HH: BazoaWNaTauus (M3MepeHa Ype3 YBEIHYABAHETO Ha KOPOHAPHHA KPBLBOTOK
npH 3apasu goSposonuu U nauuentH ¢ OKC; rnasobonue), nnxubupate Ha TpoMbounTHaTa PyHKLMA (B
YOBEIUKA LA1a KPBB in vitro) u aucnHes. Bpbikara mexxay HabnogaBaHHTE YBETHUYEHHS HA AJJ€HO3HH H
KUTHHUYHUTE pe3ynTaTi, ofaue (Hanp. 3a60/1eBaeMOCT-CMBPTHOCT), HE € KATEMOPUYHO H3SCHEHA.

MdapmakogHHAMHYIHY EPEKTH

Hauano na deiicmeuemo

[Tpu manuenTH cbe cTabunHa ucxemuyHa donect Ha cepuero (MbC), mpuemaiu ACK, trhkarpenop
noka3pa OBP30 HACTBNBAHE HA hapMaKoIoruyueH egeKT, KOHTO ce AEMOHCTPHpA OT CPEAHOTO HHXHOHpaHe
na tTpomboumTHata arperaumsa (MTA) okono 41% 0,5 waca cnen mpunoxenne Ha 180 mg Harosapsawa
J103a THKarpenop, ¢ MmakcumasieH edexr Bxpxy UTA 89% 2-4 gaca cnen npunoxxeHueTo Ha n03aTa, KOHTO
ce 3aaspika Mexay 2 1 8 uaca. [Ipu 90% ot naumenTuTe 2 yaca cien NPHACKEHHETO HA 103aTa
TepMHHANTHOTO MUKOBO UTA e >70%.

Kpaii na oeticmeuemo
Axo e nnanupana KAB npoueaypa, puckbT OT KbPBEHE CBLP3aH C TUKATPENOP € [TOBHUIIEH B CPABHEHHE C
KJIOMMOTPEJI, KOraTe TEpanuaTa € npekpareHa no-Maako or 96 yaca npeau npoueaypara.

Cmana Ha aexapcmeama
[IpeMHHABAHETO OT JIeUSHME C KJIOMUAOrpen 75 mg Ha neueHMe ¢ Tukarpesop 90 mg aApa MbTH JHEBHO

oAy Ao abcomoTHo nopuuiaraHe Ha UTA ¢ 26,4%, a npeMHUHABAaHETO OT JIEYEHHE C THKArpenop Ha
JeyeHHe ¢ Kionuaorpea Boau ao abcomorHo nonwkasade Ha UTA c 24,5%. IlauuedTrTe Morar aa

NPEeMHHABAT OT KJIONMMAOIPeN Ha THKarpenop 6e3 npekbcpaHe Ha aHTHAMPETAHTHOTO AeHicTBHE (BX. TOUKA
4.2).

KnuyuyHa e(HKacHOCT ¥ 6e30nacHOCT

KnuHuuHuTe JaHHH 32 eHKACHOCTTA U 6e30TMacCHOCTTA HA TUKArpeop ca MOJMy4YeHU OT ABe KIHHHYHY

HM3NKHTBaHuA (aza 3:

. [Tpoyusanero PLATO [PLATelet Inhibition and Patient Outcomes ( TpomMboTuuHO HHXHOHpaHE K
KIMHHUYECH U3XOJ Ha NMAalMEeHTa)], CpaBHEHHE HA THKArpeJop ¢ KIONWAOTpeN, M ABaTa MPWIAraHy B
koMmbuHaums ¢ ACK, u apyra cradgaprHa Tepanus.

. [Npoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events
in High-PUSk AcUte Coronary Syndrome Patients ([IpeBenipa ¢ THKarpesiop Ha BTOpHYHH
TpOoMOOTHYHH CHOMTHUS TIPH BUCOKOPHUCKOBH MMALHEHTH C OCTHP KOPOHAPEH CHRAPOM)], CpaBHEHHE
Ha THKarpenop, kombuHupau ¢ ACK, ¢ Tepanns camo ¢ ACK.

Ipoyusane PLATO (ocmpu xoporapru cunopomu)

I[IpoyuBanero PLATO sxmousa 18 624 nauueHTH, KOMTO ca B 24-yacoBHA NEPUOA OT HAYAIOTO HA
cuMIToMH Ha HecTabunHa cteHokapaua [HC), undapkr Ha Muokapaa 6e3 ST-enesaus [NSTEMI] unu ¢
rHGApKT HAa MHOKapaa ¢be ST-enepauus [STEMI], u xonTo mspeoHauanHo ca 1eKyBaHH

MEeAHKAMEHTO3HO, WK upe3 nepkyTaHHa KopoHapHa uHrepseHuus (I1IKH), wiu upea noc}agmua\KAE.
A T
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Knunuuna egpuxacnocm

Ha dona Ha exxenuesro npuaoxenue Ha ACK, Tuxarpenop 90 mg asa mbTH AHEBHO JEMOHCTpHpa
MPeBb3XOACTBO CIIPAMO 75 mg AHEBHO KIIOMHAOTPe N0 OTHOWIEHHE HA NMPEBCHLIMA Ha ChCTaBHATA KpaWHa
Touka 3a CC cMbpT, MH Mnu uHcynT, © paznuka, npouanu3aiga ot CC cMbpt 1 MHU. [latmentrre
noayuasat 300 mg HaToBapBaina go3a kionuaorpen (8x3MoxkHO € 600 mg, ako umMat I1KH) nnn 180 mg

THKArpesiop.

PesynraThT ce nossara paHo (abcomoTHa pegykums Ha pucka [APP] 0,6% u otHocHTenHa peaykums Ha
pucka [OPP] 12% Ha 30-1 aen) c nocTosHeH edeKT OT JICUCHHETO NO BpeMe Ha Lesusa 12 MeceueH
nepuon, napait APP 1,9% na ronuna ¢ OPP 16%. Tosa npenmnosniara, 4e € noAXoAfillo NalIMEHTHTE /1a CC
neKysar ¢ Tukarpenop 90 mg aBa muTH iHEBHO 3a 12 Meceua (BXk. Touka 4.2). Jleuenueto Ha 54 nauueHTH
¢ OKC ¢ THkarpenop BMECTO ¢ KJIONMAOIrpeNn NpeRoTBpaTaBa 1 atepoTpoMOOTHYHO CHOHUTHE; TEUEHHETO
Ha 91 naumenTtu npeporBparaBa | CC cmbpr (Bk. @urypa |1 u Tadbnuua 4).

TepaneBTHUYHHSAT eheKT Ha THKATPEIOp, HAAXBBPASALL TO3M HA KIIOMHUAOTPEl, H3rJIEX1a CXOIEH B MHOIO
MOArPYIM, BKIIOUHTENHO TEIJI0, I10J1, aHaMHe3a 3a 3aXapeH AHadeT, TPAHIHTOPHA HCXEMHYHA ATAKA WM
He-XeMOpardieH HHCYIT, Wik peBacKy/1apH3alius; MMPH CBITBTCTBALIO JCYEHHE BKTIOYBAIID XCNAPHH,
Gpllb/Illa HHXHOHTOPH ¥ HHXMOWTOPH Ha NPOTOHHATA NMoMIIa (BX.To4ka 4.5); Npy OKOHYaTE/IHATA
AMarHo3a Ha nokasareyHo csourie (STEMI, NSTEMI, wiu HC); v npu nnavupanns npu
paHaoMH3aLUATa neyedeH noaxon (MHBa3UBEH WIH MEIAHKAMEHTO3EH).

YcraHoBeHO e ¢1ab0 CHrHUGMKAHTHO TEpaneBTHUHO B3aUMOJEHCTBHE B 3aBUCHMOCT OT PErHOHa,
CBHIMIACHO KoeTo KoeduuueHTsT Ha pHcka (Hazard ratio, HR) 3a msprUuHAaTA KpaiiHa TOUYKA € B 110134 Ha
TUKarpenop 3a OCTaHANAaTa YacT Ha CBETa, HO € B 110/13a Ha kionugorpes 3a CesepHa AMepHKa, KOATO
cheTaBngBa npuOnu3uTeHo 10 % ot wanata npoyysaHa nomynauus (p-cTOKHOCT Ha
gzauMoeiicrene=0,045). ExcnnopaTopHUTe aHaNH3H MPEANONAaraT BEpOSTHA Bph3Ka ¢ ao3ata Ha ACK,
KaTo ¢ yBenuuaBaHe Ha no3ata Ha ACK ce HaOmoaasa HamManeHa e(pHKACHOCT HA THKarpesop.

Xpounuxara axesHa a03a ACK, kosTo aa cenbTeTBa THKArpenop, Tpabsa aa 6vae 75-150 mg (Bx. Touku
4.2 u4.4).

durypa 1 noka3sa O4aKBaHHA PUCK 32 HACTLIBaHE Ha ITLPBY MHLIMOEHT, BIUIIOYEH B KOMOHHMpaHaTa
KpaiiHa Touka Ha ePUKACHOCT.

®urypa 1 — Asa/ N3 H8 TLPBHYHATA KINHHEYHA CbCTABHA Kpaiina Touka oT CC embpr, MU u
nacyaT (PLATO)
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B cpaBHeHHE C KJIONMUAOIPE/l, THKArpe/J0p HaMajisiBa YecToTara Ha HaCThITBAHE HA HHIIW/IEHTHTE,
BJIM3Alll4 B ChCTaBa Ha MbpBUYHATA ChCTaBHA KpakHa Touka — KakTo B nonyJsauusra ¢ UA/NSTEMI, Taka
u B nonyjauusTta ¢ STEMI (Tabauua 4). Cneposarenino, KOCABAHT 90 mg aBa mbTH AHEBHO 3a€/1HO €
nucka j103a ACK moxe na ce uznosszsa npu nauueHTd ¢ OKC (HecTabuiiHa cTeHOKap/ s, MHOKap/1eH
undapkr 6e3 ST enesauus [NSTEMI] wiaun muokapaen undapkr cue ST enesauus [STEMI]):

BKJIIOYMTETHO MALMEHTH, JIEKYBAHU ME/IMKAMEHTO3HO, W MallMEHTH, JIEKYBaHHU C M€PKyTaHHA KOpOHApHa
uurepeHuus (ITIKH) unm 6aiinac Ha kopoHapha aprepus (KADb).

Tabauna 4 — AHAJIN3 HA MbPBHYHATA H BTOPHYHHTE KPaHHHU TOYKH 3a epukacnocrt (PLATO)

Tukarpesop | Kiaonunaorpea APP? OPP? (%) P-CTOHHOCT
90 mg aBa 75 mg (%/yr) (95% CI)
NbLTH IHEBHO BeAHbXK
(% manueHTH AHeBHO (%
ChC CHOHTHE) | MANHEHTH ChC
N=9 333 chOHTHE)
N=9 291
' CC embpt/MU 9.3 10.9 1,9 16 (8, 23) 0,0003
(C U3KJI. HA
., Tux” MH)
WJIK UHCYJIT
Hamepenue 3a 8.5 10,0 1,7 16 (6, 25) 0,0025
MHBA3MBHA
Tepanus
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HamepeHue 3a 11,3 13,2 2,3 15 (0.3, 27) 0,0444"
JIEKapCTBEeHa

Tepanus

CC cMbpT 3,8 | 4.8 21 (9, 31) 0,0013

LY
ek ] f—

MU (c u3K. 5,4 6.4
Ha ,,THx"” MHU)S

16 ( S, 25) 0,0045

Wl

WncynT 1,3 1,1 | 0,2 | -17(-52,9) 0,2249

CmbpT 663 9,7 11,5 2,1 16 ( 8, 23) 0,0001
3HAYEHHE Ha

MPHUYKMHATA,
MH (¢ u3ki.

Ha ,,Tux” MH)
WK UHCYAT

CC cMbprT, 13,8 15,7 2,1 12 (5, 19) 0,0006
obimo MH,
uHcynt, CPU,
PH, TUA, unu
apyra ATC®

Cwbpr 663 | 43 5,4 1,4 22 (11, 31) 0,0003"
JHAYUSHHC HA
HRH‘IHH&T&

HedHHUTHBHA 1,2 1,7 0,6 32 (8, 49) 0,0123°
TpombO3a Ha
CTeHTA

sAPP=abcomoTHa penykius Ha pucka; OPP=orHocHTeNHa peqykuus Ha pucka=(1-KoepuuueHT Ha puck) x 100%.
Orpuuarenda OPP o3navaBa noBHILIaABaHE HA OTHOCHTENHHSA PHCK.

S¢ m3kmoueHue Ha ,, THx” MH.

"*CPH=cepro3Ha peKypeHTHa Hcxemus; PU=pexypeHTHa HCxeMusd; THA=TpaH3UTOpHA HCXEMI4HA aTaKa;
ATC=aprepuanio TpombotrnuHo crbuTne. O0mo MH Bxmousa ,,Tux” MU, rata Ha cebuTHETO € faTaTa Ha

HErOROTO YCTaHOBABAHE.
"THOMHMHATHA CTOWHOCT Ha CHrHUGHKAHTHOCT; BCHYKH OCTAHANH ¢a GOopMaNHO CTATHCTHYECKY CHTHUDUKAHTHH 110

mpe-nedHHHpaHO RepapXHIHO TECTBAHE.

PLATO 2enemuuno noonpoyusarie

OnpeaensHero Ha CYP2C19 u ABCB1 renoruna Ha 10 285 naunentu B PLATO nasa Bb3MOXKHOCT 38
acolMalivg Ha reHoTunHKTe rpyny ¢ peayirature or PLATO. [IpeBb3xoacTBOTO HA THKArPENOp HaA
KJIOTMAOTPEJ NO OTHOLIEHUE Ha peayKuuaTa Ha 3HauMTeIHU CC cbOuTHA HE € CHTHU(PHKAHTHO MOBIMAHO
or CYP2C19 unu ABCBI1 renoruna Ha maueHTre. [lono6Ho Ha wsnoctHoTo npoyuBaHe PLATO, Hama
pa3nMKa MEeXAY THKArPeop H KIONOAOrpen npH oO10 3HAYHTETHHTE XEMOPArHYHH HHLUMACHTH B
PLATO, sunpexu reHotuna CYP2C19 unu ABCB1. Hecsbp3anoro ¢ KAD 3HauMTenHO KEpBEHE B
PLATO ce noBuiuaBa ¢ TUKArpeOp B CpaBHEHHE C KIOMMAOTPEN NPH NAUHMEHTH ¢ €AKH WK/ ITOBEYE
CYP2C19 anenu cbe 3aryba Ha QYHKIMA, HO € CXOAHO HA KIOMHUAOTPE NPK NALMEHTH ¢ anes, KORTo
HAMa 3aryba Ha QyHKLMA.

Kombunupan noxazamen 3a egpuxacnocm u bezonacnocm

KomOuHHpaHuaT nokasaren 3a eukacHoct 1 6e3onacHoct (CC cmbpT, MH, HHCY AT Ml 0610
JHAYMTENHO KbpBeHe no AedunuimsaTa Ha PLATO) noka3ea, ye nonsarta oT NPHIIOKEHHUETO Ha
THKArpeJop Mo OTHOLICHHE Ha eHUKACHOCT B CpPaBHEHHE C KIOMUAOIPE He Ce KOMIEHCHPA OT Cy4anTe

- o
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Ha 3Ha4uTenHO KbpBeHe (APP 1,4%, OPP 8%, KP 0,92; p=0,0257),12 meceua cneq OKC.

Knunuuna 6esonacrocm

XO0TepoOBO NOANMPOYUBAHE:!

3a 1a ce OLIEHM YeCTOTAaTa Ha BEHTPHKY/APHUTE Nay3u U APYIrd enH304U Ha apUTMHA 110 BpeMe Ha
npoy4BaHeTo PLATO, e ochiiecTseHO X0NTEp-MOHHTOPHpaHe Ha noarpyna ot bnu3o 3 000 nauueHTH,
npubmuarresino 2 000 or kouTO MMAT 3aIHCH, KakTo B ocTparta ¢a3a Ha OKC, Taka u Mecel no-KbCHO.
[TspBUuHaTa NpOCeasBaHa MPOMCH/IMBA € YECTOTaTa HA BEHTPHKYJIAPHH 1aY3H C NPOXB/DKHUTEIHOCT
>3 cexyHOH. BeHTpHKynapHH nay3u pa3BHBAT MOBEYE MNALMCHTH HA JieueHHUE ¢ TUKarpenop (6,0%),
OTKOJIKOTO TAKHBa Ha JieueHHe ¢ knonuaorpen (3,5%) B octpara ¢asa u crorsetrHo 2,2% u 1,6% cnen

1 Mecelr (Bx. Touka 4.4). YReIHueHHETO HA BEHTPUKYJIApHHUTE nay3# B octpara ¢aza Ha OKC e no-
M3pa3eHo NpH NALMEHTHTE Ha THKarpenop ¢ aHamHesa 3a XCH (9,2% ¢ anamuesa 3a XCH cnpsamo 5,4%
npH naimeHTH 6e3 anamuesa 3a XCH; 3a nauuenTrTe Ha wionunorpen, 4,0% npu te3u cue cnpamo 3,6%
mpH Te3u Gez anamue3sa 3a XCH). Ta3su pazninka He ce nposiBsisa 3a eauH Mecen: 2,0% cnpamo 2,1% 3a
MaLHeHTHTE Ha THKArpesiop, ChOTBETHO, Cbe K Oe3 aHamMue3a 3a XCH; u 3,8% cnpamo 1,4% 3a
xnonuaorpen. Tasu pa3sinka He € CBLP3aHa C HeXeJlaHH KIHHHUYHY MOCTeAUUM (BITIOYHTETHO U
[NOCTaBAHE HA NEHCMEHKBP) BbB BHIIPOCHATA NOIMYJIALMA NALIHEHTH.

IIpoyusane PEGASUS (anamnesza 3a muoxapoen ungapkm)
PEGASUS TIMI-54 e npoyuBane ¢ 21 162 nauueHTH, ¢ Au3aiH 3aBHcell] OT HaCThIBALHTE CHOUTHL,

PAHAOMH3HPaHO, ABOHHO-CIIAND, IUaLebo-KOHTPONIMPaHO, MEKIYHAPOAHO MHOTOLEHTPOBO NPOYUBAHE C
apayiesiHy rPYTIM 3a OLIEHKA Ha NMPEBSHLIUATA HA aTepoTPOMOOTHYHM CHOUTHS C THKArpenop, NpuiaraH B
2 no3u (90 mg nsa rbTH AHeBHO WM 60 mg ABa MbTHU AHEBHO) B KOMOMHaLMs ¢ HKcKa a03a ACK
(75-150 mg), B cpaBHeHHE ¢ Tepanusa caMo ¢ ACK npu naumeHTH ¢ anHaMHe3a 3a MU ¥ gonmennuTensy
PHCKOBH (PAKTOPM 3a aTepoTpoMO03a.

ITaipeHTH, NOAXOAAILM 32 BKAIOYBAHE B NMPOYYBAHETO Ca OMNH TaKUBA Ha BB3pacT Ha WK Hald 50 roanHwu,
HaIMYKe Ha aHaMHe3a 3a MU (1 a0 3 roauHH npeau paHaAOMH3HPAHETO) U HAJTMUYHME HA MOHE CAHH OT
clIeJHUTE PHCKOBH (pakTOpH 3a aTeporpoM003a: BL3pacT 65 roavHM, 3axapeH aAuader, Hajtaraml
MEAMKAMEHTO3HO JIeYeHHE, BTOpH npealtecTraly MU, nanHu 3a mHorocsroBa UbC unu xpoHuuHa
6b0peuHa nMCHYHKLUMA U3BBLH KpaifiHUA CTaaui.

[TauueHTHTE HE ca OWIM MOAXOAALLHM 33 BKIIOUBAHE B MPOYUBAHETO, KO €a UMAJIM MaHMpaHa ynoTpeba
Ha P2Y 12-peuernTopeH aHTArOHMCT, AUNHPHAAMOJT, WHIOCTA301 WIK aHTHKOArylaHTHa Teparus 3a
NnepHOAA Ha MPOYYBAHETO; HApYLIEHHE, CBBP3aHO C KbPBEHE WIIH aHAMHE3a 38 HCXCMHYEH HHCYIIT WK
BLTPEYEPENNHO KbPBEHE, TYMOP Ha LIEHTPATHATA HEPBHA CHCTEMA MITH BbTPEUCPENHA ChA0Ba AHOMAIIUA;
NalMeHTH CbC CTOMAILHO-YPEBHO KBPBEHE Mpe3 MPeAIlSCTBALMTE 6 Mecela WK rojiaMa Orepaums mpe3
npeAlecTBalinTe 30 AHU.

Knunuuna edpuxacrnocm

Ourypa 2 - AHAAH3 HA THPBHYHATA KANHRHYHA CheTABHA Kpaina Touka oT CC cmbpr, M n
macyar (PEGASUS)
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11 :
Tukarpenop 60 mg ----I1nauedo |} s

10 ABA MBTH JIHCBHO , pr=""
g | bpoi 7045 7067 . T
[TaumeHTH cbe cuOMTHEe 487 (6.9%) 578 (8.2%) t L ~
8 KM% na 36-tH mecell 7.8% 9.0% _e”’
CBOTHOLICHHE HA PHUCKA =~ =
7 (Hazard Ratio)(95% C1) 0.84 (0.74, 0.95) T o

P-ctofiHOCT

0.0043 —

KvmvnatuBHo %
n

I |

0 120 240 360 480 720 840 960 1080 1200 1320
BpOV NauMeHTU B PUCK AHu cnep paHAOMU3ALNA
Ti 60 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 5 - AHAIM3 HA NBPBHYHATA H BTOPHYHHTE KPAaHHH TOYKH 32 epukacHoct (PEGASUS)

Tukarpesop 60 mg a1Ba nbTH Camo ACK
JTHEBHO N=7 067
+ACK
N=7 045 p-CTOHHOCT
Xapakrtepucruka | [launentn | KM % HR Mauuwen™a | KM %
ChC (95 % CI) | ebe cLOUTHS
CHOMTHS
| IbpBHYHA KpaHHaA TOYKA
CowcraBHa ot CC | 487 (6,9%) 7,8% 0,84 578 (8,2%) 9,0% 0,0043 (s)
cMbpT/MHU (0,74, 0,95)
/AHCYT
CC cmbpT 174 (2,5%) 2,9% 0,83 210 (3,0%) 3,4% 0,0676
(0,68, 1,01)
MU 285 (4,0%) 4,5% 0,84 338 (4,8%) 5,2% 0,0314
(0,72, 0,98)
Uncynr 91 (1,3%) 1,5% 0,75 122 (1,7%) 1,9 % 0,0337
(0,57, 0,98)
BropuyHa KpaiiHa TOYKa
CC cmbpT 174 (2,5%) 2,.9% 0,83 210 (3,0%) 3,4% -
(0,68, 1,01)
CMBpT 1O 289 (4,1%) 4,7% 0,89 326 (4,6%) 3,2% -
BCAKaKBa (0,76, 1,04)
MPUYUHA
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KoedHriMEeHTbT Ha PHCKA M p-CTOMHOCTHTE ¢a H3YHCIIEHH OTACNEO 3a THKArpesiop cnp. Tepanus camo ¢ ACK or
MOJIEN Ha MPONOPUMOHANHATE pUcKkoBe Ha Cox, KaTo rpynaTa Ha JEeUeHHe € CAMHCTBEHATa eKCIIaHATOPHA
MPOMEHNHUBA.

KM npotieHT, 434HUCIEH HA 36-TH Mecell.

Benexxka: 6poaT Ha mepauTe chOUTHA 32 KomnoHeHTHTe CC cMBbpT, MU 1 MHCYIIT € aeficTBHTEIHMAT Gpoit Ha MbPBHY
c»OUTHA 38 BCEKH KOMIIOHEHT H He ¢e nobassa kbM Oposa Ha cpONTHATA B CheTABHATA KpaliHa TOUKA.

(s) IToka3Ba CTATHCTHYECKA IHAMUMOCT.

CI=losepurencH untepsan; CC=CovpaeuHo-cbioB; HR=KoeduuueHt Ha pucka; KM=Kaplan-Meier;
MHW=Mnokapaen undapxr; N=bpoit naumesTn.

JiBeTe cXeMH Ha JieyeHHe ¢ Tukarpenop 60 mg apa meTH AHEBHO U ¢ 90 mg ABa TETH JHEBHO B
komMOuHanusa ¢ ACK npepn3xoxaar caMocTosTeaHoTo JeueHue ¢ ACK no oTHolweHne Ha npepeHLMATa
Ha aTepoTpoMOoTHUHMTE CHOMTHA (cbeTaBHA kpaiHa Touka: CC cMbpT, MUY 1 uHCyIIT), © mocTosHeH
eeKT OT JIeYEHUETO MpE3 LISNUK NepUOoA Ha npoy4saHeTo, Boaeil a0 16% OPP u 1,27% APP 3a
THKarpeiop 60 mg u 15% OPP u 1,19% APP 3a tuxarpenop 90 mg.

Brnpekn ue npodunure Ha epuxacHocT Ha 90 mg u 60 mg ca nofoOHHK, HMa JaHHH, Y€ MO-HHUCKATA 1034
e ¢ mo-100sp Npodui Ha MOHOCHMOCT U DE30MAaCHOCT MO OTHOLIEHUE HA PUCKA OT KbPBEHE M TUCITHES.
Cnenosarento, camc KOTABAHT 60 mg nsa mbTH aHEBHO, npuitoxkeH eaHoBpeMeHHO ¢ ACK, ce
npenopbysa 3a npeseHUuA Ha atepoTpoMboTHUHH crbuTHA (CC cMBPT, MH H HHCYNT) MIPH NALMEHTY C
aHaMHe3a 3a MH #1 BHCOK pHCK OT pa3BUTHE Ha aTepoTpoMOOTHYHO ChOMTHE.

B cpaBHeHHe ¢bC caMOCTOATENHOTO JedeHue ¢ ACK, tukarpesop 60 mg nBa mhTH JHEBHO 3HAYHMO
NOHW)KaBA ITbPBHYHATA CHECTABKA kpaiiHa Touka ot CC cmbpT, MH M HHCYT. BCekH OT kOMIIOHEHTHTE
JOMPHHAcH 38 NOHIKEHHETO Ha TbpBUYHATA cheTaBHa kpaitHa Touxa (CC cmbpr 17% OPP, MH 16%

OPP u uncynT 25% OPP).

OPP 3a ¢cbetaBHaTa kpadida Touka ot 1 ao 360 guu (17% OPP) u ot 361 nuu Hatatek (16% OPP) ¢
nogo6Ho. iMa orpaHMueHHn AaHHH 3a e(pUKacHOCTTa K 6e30MacHOCTTa Ha YAB/DKSHO EYEHHE C

THKArpenop Haj 3 I'OAHHU.

JIunicear goka3aTencTsa 3a 1nos3a (He ce HabaloaaBa pegyKLMsA Ha YeCTOTaTa Ha ITbpBUYHATA
npocneassaHa kpaiHa Touxa ot CC cmbpt, MU M uHCYNT, HO HMa NOBHINABAHE HA YECTOTATA Ha
3HAYMTENIHO KbPBEHE), Korato Tukarpenop 60 mg nea IMbTH AHEBHO € MPHIOKEH NPH KITHHHYHO CTaOWIHH
MALMEHTH ¢ JABHOCT Ha MHDAPKTA >2 rOAWHM WIM NOBEYe OT €IHA rOANHA ClIe] CIIHPAHE Ha NPEeaIX0JAHOTO
nevenue ¢ AJld-perenrroper HHXHOHTOP (BXK. TO4Ka 4.2).

Knunuuna bezonacnocm

YecToTara Ha npeyCTaHOBABAHE HA TEPANHATA € THKarpeJop 60 mg nopaju KbpBEHE U AHCITHES € 10~
BUCOKA MpH naieHTy >75 roaunu (42%) B cpaBHeHue ¢ no-Muaau naumeHTy (uHreppan: 23-31%), ¢
pasuKa crnpsmo mianebo rpynara no-ronsama ot 10% (42% cipamo 29%) npu nauuenTu >75 roauHu.

[TeapaTpydHa NOMyIaLIHA
B panaomu3upaHo, asoiHocnsno npoy4ysate @asa Il ¢ napanennu rpynu (HESTIA 3), 193

neaUaTpUYHU NauueHTH (Ha Bu3pact or 2 1o noa |8 roauHM) cbe chpnoBHAHOKIETEYHA OoNecT ca
PaHAOMM3HPAHH a4 MOy4aT WiK iiauedo, uiu THKarpesop B 2034 ot 15 mg 1o 45 mg ABa ITbTH JHEBHO
B 3aBHCHMOCT OT TEAECHOTO Terno. Tukarpenop Boau A0 MeaHaHa Ha TpomOouwTHaTa HHXHOHULIMA 35%
Mpeaun NpHeM Ha fo3arta U 56% 2 yaca cnej npueM Ha A03aTa IPH CTALHOHAPHO ChbCTOAHYR.— |, ™~
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B cpaBHeHne ¢ miauebo HAMA MOJ3a OT JIEHEHUETO C THKArPEIOP 110 OTHOLIEHHE HA YECTOTaTa Ha
Ba30OKITY3HBHHUTE KPH3H.

EBponeiickaTa arcHLMg 10 IEKapcTBaTa 0CBOD0XKAABa OT 3a/R/DKEHHETO 32 MPEIoCTaBAHE Ha
pe3YJTATHTE OT MPOYYBAHMATE C petepeHTeH NPOAYKT, ChALPXKALL TUKATPEIOP BbB BCHUKH MOArPYNHU Ha
MeA4aTPHUHATA MONMynalMs 3a ocTpu KopoHapHH cuHApoMH (OKC) v aHamHe3a 3a MHOK2pAEH HHPaPKT
(MH) (8. Touka 4.2 38 nHpOpMALIMA OTHOCHO yNioTpeba B NEAHATPHATA).

52 @apMAKOKEHETHYHH CBOlicTBa

Tuxarpenop uMa adHeHHa PapMaKOKMHETHKA, 4 EKCNIO3HUIMHTE KbM THKArpe/lop H aKTHBHUA MY
meTabosut (AR-C124910XX) ca npuOnusnTeIHO NpONOpLMOHANIHY Ha no3ara a0 1 260 mg.

AGcopOima

AbcopOuusTa Ha THKarpenop € 6sp3a, ¢ MeauaHa Ha tnex MpubnusuTenno 1,5 yaca. llpespoiianero Ha
THKarpeaop B ocHoBHUs LupKyaupain Metabonut AR-C124910XX (cbino akruseH) € 6bp3o, c MeauaHa
HA tmax MPUOAM3INTENHO 2,5 vaca. Cnea nepopaTHO MPUIOKEHHE Ha EeAMHUYHA K034 TUKarpesop ot 90 mg
HA M1aaHO npH 3apaBH JULA, Cuax € 529 ng/ml u AUC e 3 451 ng*h/ml.

CroTHolIeHHATA MeTabonuT/0cHOBHO BellecTBO ca (0,28 3a Chra 1 0,42 33 AUC. dDapMakokuHeTHKaTa Ha
tukarpenop u AR-C124910XX npu nauuenTt ¢ aHamuesa 3a MU obukHoBeHo e moqobHa Ha Ta3u B
nonynauusaTa ¢ OKC. B3 ocHoBa Ha eiuH nomnyaauroHeH papMakOKHHETHYCH aHa/IU3 Ha MPOYYBaHETO
PEGASUS meauanata Ha Cpax Ha THKarpesaop € 391 ng/mil u AUC e 3 801 ng*h/ml B craunonapxo
cbLCTOSAHME 3a THKarpenop 60 mg. 3a Tukarpenop 90 mg Cuax € 627 ng/m! u AUC e 6 255 ng*h/ml B
CTAUHOHAPHO CHCTOAHHE.

Cpeanara abcomoTHa GHOHANMYHOCT Ha THKarpenaop ¢ u3uucneHa Ha 36%. [NpuembT Ha HoraTa Ha
Ma3HWHY XpaHa BoaH A0 noBumasaHe ¢ 21% na AUC Ha THkarpenop u a0 noHmwkasaHe ¢ 22% Ha Crpax Ha
AKTHBHUA MYy METab0INUT, HO HE MOBIUABA MO HAKAKLB HAYHH Cpyy Ha THKArpenop win AUC Ha aKkTHBHHSA
My MeTtabonuT. CMATa ce, Y€ TE€3H MAIKH MPOMEHH €a C MUHMMAITHO KITMHUYHO 3HA4EHHE; NOpaJy TOBa
THKarpenop MoXe ia ce npueMa cb¢ wim 63 xpaHa. THKarpeiop H aKTUBHMAT My METabouT ca
cyberpati Ha P-gp.

Tukarpenop BbB BUJ Ha CTPHTH TAOJIETKH, CMECEHU C BOJA, MPUJIAraH NEpOPATHO UITH Ype3 Ha3o-
racTpajiHa COHAa B CTOMaxa, HMa CpaBHHMa OuOHATHYHOCT ¢ uenure Tabnetku no oTHoweHne Ha AUC u
Cmax Ha THKarpenop ¥ akrupHus Metabonur. Havanuara excniosuums (0,5 u 1 yac cnen npuiokeHue) oT
CTPUTHTE TaONETKH THKArPEIOp, CMECEHH C BOJia, € MO-BUCOKA B CPABHEHHME ¢ HenUTE TabneTkn, ¢ KaTo
LAJIO HAEHTHYEH Npo¢ w1 Ha KOHLIEHTpauMA ciie Tora (2 no 48 yaca).

Pasnpeaenenune

B craumMonapHo cheTosiHME 00eMBT Ha pasnpeencHue Ha THkarpenop € 87,5 |. Tukarpenop ¥ akTHBHHAT
MYy MeTaOO/TUT Ce CBBLP3BAT C YOBELLKHTE IUTa3MEHH MPOTEHHHU BHE BUCOKA cTerneH (>99,0%).
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CYP3 A4 € OCHOBHHAT €H3HM, OTTOBOPEH 3a MeTaOOIM3NPAHETO HA THKArpe/op H 00pa3yBaHeTO Ha
AKTHBHHA MYy METa0ONIHT, KATO TEXHUTE B3aumoaelicTer ¢ Apyru cydcTpatu Ha CYP3 A sapupar ot
AKTUBHpAHE 10 HHXHOUpaHe.

OcHosHHAT MeTabosuT Ha TUKarpenop € AR-C124910XX, KOHTO CBILO € AKTHBEH — KOSTO C€ OLCHABA
upe3 in vitro cebp3BaHe ¢ TpoMbouuTHus P2Y 12 A/ID penenrrop. CucreMHaTa eKCNO3HLHA HA AKTHBHHA
merabonut e npubnmsuTenHo 30-40% ot Ta3u Ha THKarpesop.

EnumuHupane

OCHOBHHST ITHT 32 EIMMHHUPAHE HA THKArpeJIop € upes yepHoapodbHa TpaHchopMmauus. [Ipu npunarase
Ha PaJMOAKTHBHO MAapKHpaH THKarpelop CPEeAHOTO Bh3CTAHOBABAHE HA PAIHOAKTHBHOCTTA €
npuonmurenHo 84% (57,8% swB deueca, 26,5% B ypuHaTta). KOnM4eCTROTO HA TUKATPENOP H AKTHBHMSA
My MeTaOOIHT, KOHTO CE€ OTKpHMBAT B YPHHATA, ca nog 1% or npuerara Ao3a. BEpOATHO OCHOBHHAT LT Ha
eNMMMHHUpaHe Ha aKTHBHUA METaOOIHT e upe3 eKCKpeLUs B durbHKaTa. CpeIHUST t12 HA TUKArpesnop e
npuONu3uTENHO 7 Yaca, a HA aKTHBHMA My MeTtabonur — 8,5 1aca.

Cne HHY OOMVIAIIUH

Cmapuecka ev3pacm

[To-BHCOKM €KCIO3ULIMH Ha THKarpeaop (Mpubiau3uTenHo 25% u 3a Cuax, # 38 AUC) ¥ Ha aKTUBHHA MYy
meTaboaur npy naupedTH ¢ OKC B cTapyecka Bb3pacT (275 roavHu) B CPABHEHHUE C MI0-MJIAAH NTALMEHTH
ca HabnoAaBaHM NPH MOMyNaLMOHHHA (apMaKOKHHETHYCH aHATH3. Te3H pa3niHKK He Ce CMATAT 33
KIHHHYHO 3HAYMMHM (BXK. TOUKA 4.2).

Ileduampuyna nonyaayus
Hanuuxu ca OrpaHHYEHH JaHHH NPH A€1a CbC ChPIOBHAHOKNETHYHA fonecT (BX. Touku 4.2 1 5.1).

B npoyusaxero HESTIA 3 npu nauueHTd Ha Bb3pacT ot 2 Ao noa 18 ronunu ¢ terno >12 po <24 kg, >24
1o <48 kg u >48 kg, € npunarax TMKarpenop Karo NeAWATPUYHHK JUcHeprypaiu ce Tabnetku 15 mg B
n03M ¢bOTBETHO 15, 30 1 45 mg aBa nbTH AHECBHO. BB3 OCHOBA Ha NoOMyaguOHEH (papMaKOKHHETHYCH
aHanu3 cpeasata AUC sapupa or 1 095 ng*h/ml no 1 458 ng*h/ml, a cpeanara Cyax Bapupa ot 143 ng/ml
no 206 ng/ml npu ctaMOBApPHO CHCTOAHHUE.

Ilon
B cpaBHeHHe ¢ MBbXKe, MPH KEHH ca HA0MOAABAHHM NMO-BUCOKH EKCTIO3KHLMHA HA THKAIPEIOP H HA AKTUBHHA
My MeTaboauT. PaznukuTe He ce CMATAT 3a KJIHHUYMHO 3HAYUMH.

bvbpeuno yepexcoane
B cpasHeHHe ¢ xopa ¢ HopManHa Ob0peuHa (PyHKLMSA, TP NAIHEHTH ¢ TEXKO ObOpedHO yBpexaaHe

(kpeaTHHHHOB KHpBHC < 30 ml/min) ekcno3uLMATA HA THKArPENOp € no-HucKa ¢ npubansurento 20%, a
eKCIIO3KLIMATA Ha aKTHBHKA MeTabOoINT € no-BHCcoKa rpubnuzurento ¢ue 17% .

[Ipu naipeHTH C TepMHHANCH cTaaui Ha 0B0pedHo 3abonsBane Ha xemoauanuia AUC U Cpa Ha
Tukarpenop 90 mg npunaran B aeH 6e3 quanuza ca ¢ 38% u 51% no-BHCOKHM B CPABHEHHE C XOpa C
HopmasiHa 6b0peura Pyukumsa. [TogobHO nosuilieHWe B eKCNIO3MLMATA ce HaOmoaaBa, Korato THKArpesop




He ce Avaau3Mpa. Excnosuuuara Ha akTuBHMA MeTtabonuT ce nosuLIasa B no-Maska crened (AUC
13-14% ¥ Cuax 17-36%). EdbexThT HA HHXHOHpaHe HAa TpoMOouuTHaTa arperauus (UTA) e HezaBrucHM OT
AMANIM3aTa MPH NAlMEHTH C TepMUHAIEH cTanii Ha 6B0peuno 3abonsBane U € NOoAO0OEH 1pH xopa ¢

HopManHa Ob0peuHa PyHkuuMa (Bk. Touka 4.2).

Heproopobro yepexcoane

B cpaBHeHHKe Che 3ApaBH AOOPOBOLUH, IPH NALKEHTH C JIeko YepHOAPOOHO yBpexaaHe Cnax ¥ AUC Ha
THKAIPeJIop ¢a No-BHCOKH ChOTBETHO ¢ 12% 1 23% obaue UTA edexThT Ha TUKArpenop € nogobeH B
aAsete rpynH. He e Heo6x0aUMO KOpHIHpaHe Ha 03aTa [MpPH NALHEHTH C JIEKO YepHOAPOoOHO yBpexaaHe.,
Hsima npoyuBaHHs ¢ THKArpeop MPH MALHEHTH C TEXKKO YSPHOAPOOHO YBpEKAAHE M JIMNCBA
tapMakokuHeTHYHA HH(OPMALIMA NTPH MALKHEHTH C YMEPEHO YepHOAPOOHO yBpexkaaHe. [1pu nauwmerTH ©
YMEPEHO WY TEXKKO MOBULICHHUE HA €JMH WIH NOBEYE YCPHOAPOOHHU QyHKLIMOHATHY NOKA3aTe/In Ha
M3XOJ[HO HMBO, IUTIa3MEHUTE KOHLEHTPALMH Ha TUKarpenop ca oOMKHOBEeHO NOJOOHH WU MAJKO Mo-
BHCOKM B CpABHEHHME ¢ nauneHTuTe 6e3 u3xoaHo nosHuieHne. He ce nmpenopbuBa KOpHrupaHe Ha 103aTa
[PH NALMEHRTH C YMEPEHO Y4EPpHOAPOOHO yBpexxaaHe (BK. ToukH 4.2 U 4.4).

Emnuvecka npunaonexcuocm

B cpaBHeHHE ¢ NALIMEHTHTE OT €BpOINEHAHATA paca, MIAUMCHTHTE OT A3HATCKHM NMPONU3XO0I HMAT MO-BACOKA C
39% cpenHa 6MOHAMTHYHOCT. B cpaBHeHUe ¢ NALIMEHTUTE OT €BPONCHAHATA paca, PH CaMOOTIPEAEIIALLMTE
Ce KATO YEPHOKOXH NauMeHTH, OHOHAIMYHOCTTA Ha THKarpenop e no-uucka ¢ 18%. B winnuko-
¢apMaKkoIOrHyHiu npoyupaHus eKCro3HUHMATA (Cmax H AUC) Ha THKArpeop OpH SMOHLHM € NMO-BHCOKA C
npubnusutento 40% (20% cnen kKopexuus CcnpsaMo TEIECHOTO TEMN0), OTKOIKOTO MPU XOpa OT
eBporeHaHaTa paca. EKCnosnuusaTa npy NauMeHTH, KOMTO € CAMOONPEAEAT KATO UCAHO UM JATHHO
THII, € NoZ00HA Ha Ta3l NMpH MALUHEHTHTE OT €BPONEKHAHATA paca.

53 IlpeaknnnuyHH JAHHR 3a OezouacHoOCT

[IpeAKNHHHYHUTE JAHHHU 32 THKArPEIOP B OCHOBHHA MY METabO/IUT HE MOKA3BAT HEMPUEMIMB PHCK 34
pa3BUTHE HA HEXKEJIaHM PEaKkLMH NMpH Xopa Ha 6a3aTa Ha KOHBEHLMOHANHWUTE PapMaKONOrH4HH
H3MHUTBAaHHA 38 6€30MaCHOCT, TOKCHYHOCT NPH €IHOKPATHO U MHOTOKPATHO IPWIaraHe ¥ re HOTOKCHUEH
MOTEHLHAJ.

[Tpu HAKONKO XKMBOTHHCKH BHJA € Hab/0AaBAHO CTOMAILHO-YPEBHO APA3HCHE MPH KITHHUYHO 3HAYHMH
HHUBA HA EKCO3HLMA (BXK. TOUKA 4.8).

[Tpu XKEeHCKH TUTHXOBE, THKArpeaop BbB BUCOKM A03M JIEMOHCTPHpa MOBUILIEHA YECTOTA HA TYMODPH Ha
MaTKaTa (AICHOKapIMHOMM) H TIOBHMIIEHA YECTOTA Ha aJCHOM Ha YepHud Apod. MexaHHW3MbT 3a NosBa Ha
TYMOPH Ha MaTKaTa BEPOATHO € XOPMOHaleH AuchanaHe, KOKTO MOXKe & AOBEAE /10 MOSBa HA TYMOpPH
NpH [UTbX0Be. MeXaHH3MBT 38 N09Ba Ha YEPHOAPOOHH aJcHOMH BEPOSTHO € cneLndH4Ha 3a rpU3ayurTe
CH3MMHA HHAYKLMA B uepHHa apo0. [lopany ToBa ce CUKTA, 4€ € MAJIKO BEPOATHO KAPUHHOTCHHUTE
HaXOJKM A8 UMaT 3HaYSHHME 3a Xopara.

[Tpx nabxoBe ca HabMOJaBAHM MHHHUMAIHH @HOMAJIMH Ha PA3BUTHETO MPH 034, TOKCHYHA 3a MalkaTa
(rpanuua Ha 6e3zonacHoct 5.1). Ipu 3aiiun ce Habmonasa neko 3abassiHe Ha YepHOAPOOHOTO CHL3PABAHE K
CKEJICTHOTO pa3BHTHE Ha eTycHTE NpH Malkd HA BUCOKa no3a 6e3 aa ce HabmoaaBa TOKCHYHOCT 38
Maiikara (rpaHiua Ha OGe3zonacHocT 4.5).
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[IpoyuBaHua NpH IUTEXOBE M 3aMil{M NMOKA3BAT PENpOAYKTHBHA TOKCHYHOCT C JIEKO MOHIDKABaHE Ha
HAAABAHETO HA TErJIO P MakKaTa H HAMAJIIEHA HCOHATAIHA JKH3HECTIOCOOHOCT H TErJi0 NPH PAXAAHETO,
chbC 3a0aBAHe HA pacTexka. TUKarpesop BOAU A0 HepeNOBEH LIMKDI (OCHOBHO YAB/DKEH LHKDBJ) [IPH
’KEHCKH ILTBXOBE, HO HE NMOBAUABA OOLIMA PEPTHIATET NPH MBKKH U KEHCKH ILTHXOBE.
(DapMakKOKHHECTHYHH NPOYYBaHHA ¢ PaAHOAKTHBHO MapKHPaH THKArpeaop nokaspar, Y€ OCHOBHOTO
BELLIECTBO U HETOBHTE MeTaOOIHTH C€ eKCKPETHPAT B MIIAKOTO [PH ILUTEXOBE (BXK. TOYKA 4.6).

6. OAPMAIEBTUYHM JAHHM

6.1 Couchbk HA NOMOINANATE BEMICCTBA

Anpo Ha Tabnerkara

ManuTon

[lesrynosa, MukpokpucTansa, tTam 102
IToBupon K-25

Kpockapmenosa HaTpHi

MarHe3uen creapar

TabaeTHa oOBHBKa
Xunpomenosza 6 mPas (E464)
Turanos auoxkcna (E171)
Makporon 400 (E1521)
Kenaezed okcug, #wir (E172)
Tanx (E553b)

6.2 HecbBMeCTHMOCTH

HenpunoxHmo

6.3 Cpox Ha rognocr

4 roqUHN

6.4 ChnexuanHH YUJIOBHEA HA ChHXPAHCHHE

To3un nekapcrBeH MPOAYKT HE M3UCKBA CMCLIMAJIHA YCITOBHUA 34 ChXPaHEHHE.

6.5 BHaH chAbLPKAHEE HA OOAKOBKATA

° PVC-PVDC/6e3uBeren anymunuen dnucrep (¢bc cHMBOIM CirbHLE/TyHAa) OT 10 Tabnerku;

KApPTOHeHH onakoBkH oT 60 TabneTku (6 6nucrepa) U 120 Tabnerku (12 6amcrepa).

. PVC-PVDC/6e3ueren anymuHues nepdopHpaH baucrep (ChC CHMBOJM CiTbHLE/TyHa) oT 10
TabNeTKH, KapToHEeHH onakoBKH oT 60 Tabnerku (6 6aucrepa) u 120 Tabnerku (12 6aucrepa).

. PVC-PVDC/6e31peTeH anyMHHHEB KaneHnaapeH 6aucTep (CbC CUMBOJIM CTbHLE/ TyHa) oT 14
TabJIeTKH; KapTOHEHH OMaKoBKH oT 56 Tabnerkn (4 Onucrepa), 112 rabnerku (8 Snucrepa) u 168

Tabnerku (12 6nuctepa). AT
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o PVC-PVDC/6e3uBereH amyMMHUEB KaneHaapeH nepdopupaH Omucrep (Cbec CHMBOIH CITBHIIE/ TyHA)
ot 14 TabGneTkH; KapTOHEHH OMaKoBKH OT 56 TabneTku (4 6nuctepa), 112 Tabnerku (8 Onucrepa) u
168 Tabnerkn (12 6aucrepa).

He BcHuku BHOOBE ONAKOBKM MOraT Aa ObAaT mycHaTH B nponaxoa.
6.6 Crpenunannm npeAnazHEHE MEPKH NPH HIXBLJISHE H paboTa

HeW3no3BaHuAT NEKAPCTBEH NPOAYKT WIHM OTNATBYHHUTE MaTePHANH OT HEro TpaOBa Ja ce U3XBLPJIAT B
CHOTBETCTBHE C MECTHHTE H3HCKBAHUS.

7. TPHTEXATEJI HA PAJPERNIEHHUETO 3A YIIOTPEBA
Gedeon Richter Plc.
Gydmréi at 19-21.

1103 Budapest
YHrapus

8. HOMEP(A) HA PASPEIIIEHHETO 3A YIIOTPEBA

Per. Ne 20230118

9. JATA HA ITBPBO PAZPEHNIABAHE/TIOJHOBSIBAHE HA PASPEHIEHHMETO 3A
YIIOTPEBA

Hara Ha mepeo paspeiuaBaHe: 09.06.2023
Jara Ha nmocacaHoO NOAHOBABAHE:

10. HJATA HA AKTYAJINIAPAHE HA TEKCTA

25.09.2025
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