KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA " |
PEPERVEY,

|, MME HA JIEKAPCTBEHUSI IPOJAYKT ' 2oy /Y 19-1- 05

[Inarerpa 90 mg ¢puamupanu TadiIeTKH

Plategra 90 mg film-coated tablets

p KAYECTBEH U KOJIMMECTBEH CbCTAB
Besika puamupana tabnerka ehaspxka 90 mg tukarpesnop (ticagrelor).

34 MBbJIHUS CIMTUCHK HA NMOMOLIHUTE BELIleCTBA BUIKTE TOUKa 6. 1.

3. JEKAPCTBEHA ®OPMA

dunamupana tabserka (Tadserka).

Kpbriu, ABORHOM3MTbKHAIN, XK bATH TaOJIETKH, ¢ BAILOHATO penedHo odo3HaueHue .90 or ejinara
cTpaHa, ¢ AMamernp 9 mm.

4. KJUMHUYHHU IAHHHU
4.1 TepaneBTHYHH NOKA3ZAHUA

[1naTerpa, npuIokKeH eIHOBpeMeHHO ¢ alleTuicanuiminopa kuceanna (ACK), e nokaszan 3a

npe/inaspaHe oT aTepoTpoMOOTHYHHM MHUIMACHTH TPU Bb3PACTHU MALIMEHTH C

- oCcTbp KopoHapeHn cunapom (OKC) nnu

- aHamHe3a 3a Muokap/ieH uHdapkT (MH) U BUCOK pHUCK OT pa3BUTHE HA ATEPOTPOMOOTHUHO
cbOHUTHE (BK. TOUKU 4.2 1 5.1).

4.2 /lo3dupoBKa H HAYHH HA NPHJIOKEHHE
do3upoBKa

[launenTure, npuemawtm [lnarerpa, TpsdBa CblLO Taka aa npUeMaT HUCKa MoUIbpKalia 103a oT
75-150 mg ACK aHeBHO, OCBEH aKo TOBA € U3PUUHO MPOTHBOMNOKA3aHO.

Ocmpu KOpoHapHu cunHopomu

Jleuenuero ¢ [Inarerpa TpsOsa j1a 3anousa ¢ e¢JIHOKpaTHa HaroBapsaula /1o3a ot 180 mg (ase tabnerku
o1 90 mg), cjea KoeTo ce npoabizkana ¢ /103a 90 mg jiBa 1mrbTH JHEeBHO. [Ipenopbusa ce JIeUeHHUETO ¢
[[narerpa 90 mg aBa nbTH AHEBHO Ja npoabiiku 12 meceua npu nauneHTy ¢ OKC, ocBeH ako Hsima
KJIMHUYHH [OKa3aHHUA 3a MPEeKbCBAHE HA npuema (Bx. Touka S.1).

Moske na ce oOmuciu npeycratossisade Ha ACK cnen 3 meceua npu naumentu ¢ OKC, kouro ca
NPEeTHLPIAJU NEPKYyTaHHA KopoHapHa uHTepBeHUMs (11KKW) u umaTt nosuiieH puck ot kbpeeHe. B To3u
CJIydaM NpUemMbT Ha TUKArpesop KaTo eJIMHUYHA aHTHarperadTHa teparnus Tpsadsa jia npoab/iku 9
mecela (Bx. Touka 4.4).




Anavnesa 3a MUOKApoeH ungapkm

*3abenexka. Cneauure 1031 oT 60 mg He Morat j1a 6bAaT ocurypeHM ¢ Tasn koHueHTpauusa (90 mg).
CrnenosaresnHo, B TO3u cayuai Tpsbsa aa ce nanonssar [lnaterpa 60 mg dpunmupanu Tabietku.

MNnarerpa 60 mg* aBa NbTH AHEBHO € NPENOPBLUUTENHA 1034, KOraTo € HeOOXOAUMO YALIIKEHO
Jle4EHME HA TTAUMEHTH ¢ aHaMHe3a 32 MU oT noHe eaHa roguMHa ¥ BUCOK PHCK OT aTepOTPOMOOTHYHO
cuOuTHe (8. Touka 5.1). Jleuenuero moxke Aa 6bae 3anovHaTo 6e3 NPeKbLCBAHE, KATO NMPOABb/Kasalla
Tepanus cliefl HaYanHOTO NeveHure oT eaHa roawHa ¢ [lnarerpa 90 mg nnu Tepanus ¢ apyr aAeHO3WH
audochar (AAD) peuentopeH HHxuOuTOp npu naumeHtH ¢ OKC U BUCOK pUCK OT
aTepoTpoMOoTHUHO cbOuTHE. JleueHneTo Moxe na Obae 3anouHaTo Cblwo K A0 2 roarnu oT MU unw
710 €1HA FOAMHA CNeJl cnHpaHe Ha npeauwecTsaio nedyesue ¢ AID-peuentoper HHxnbuTop. Mma
orpaHuyeHn AaHHU 3a ehrKacHOCTTa ¥ 6€30MaCHOCTTa HA YABLIIKEHO IEYEHHE C TUKATPENOp HaA

3 rOOUHH.

AKko e HeoOx0AHMa CMAHA HA TepanusTa, IbLpBaTa Ao3a [Inaterpa Tpabsa na Hbvie npunoxena 24 vaca
cjle[ nmoclieaHaTta /103a Ha ApyroTo aHTHTPOMOOTHYHO N1EKapCTBO.

IIponychama 0o3a
Cbwo Taka Tpabsa aa ce nadsrea nponyckaHeTo Ha Tabnerka. [lauMeHT, KOUTO € NponycHan aa
npueme jJo3ata cu [lnaterpa, Tpsdsa na npueme camo eana tabiietka (Cheasaiiara CH 103a) B 4aca, B

KOWTO 0OHYaiiHO s nNpuema.

Cneyuaanu nonysayuu
Cmapuecka 8b3pacm
[Ipy maumerTH B CTApUECKa BH3PACT HE C€ Ha/lara Kopekuus Ha ao3ara (BxK. Touka 3.2).

bvbpeuno yapeosicoarie
[Tpy nauueHTyH ¢ 6LOpeuHo yBpexKAaHe HE € HEOOX0AMMa KOpEKUMA Ha f03aTa (Bx. Touka 5.2).

Yepuoopobno yepesxcoane

Tukarpenop He € NPoyUuBaH MPH MaLKEHTH C TEXKO YepHOAPOOHO YBpEXKAaHE U NOpPaaM TOBA,
ynotpebaTa My OT Te3u nauyeHTy € npoTuaonokasada (Bx. Touxa 4.3). Mma camo orpannuena
nHdopmaLua Npu NallMeHTH C YMEPEHO YepHOAPOOHO yBpexaane. Kopurupane Ha no3ara He ce
npenopsuBa, HO TUKArpenop Tpadaa na ce U3N03Ba C NOBHUILEHO BHUMaHME (BXK. TOUkH 4.4 1 5.2).
[Ipy nauueHTH C N1eKO YePHORPOOHO yBpexaaHe He € HeoDx0aMMa KOpeKUHS Ha 103arTa (BX.
Touka 5.2).

[Teduampuuna nonyaayus

besonacHocTTa M ePMKACHOCTTA HA TUKATPENOP NMpH Jela Ha Bb3pacT noxd 18 roavHu He ¢
ycTaHOBeHa. Hama penesaHTHO NpUNOKEHWE HA TUKArpenop Nnpy Jeua Cbe ChpnoBUAHOKNETbYHA
bonect {BK. ToukH 5.1 1 5.2).

HauuH Ha NpUIoKEHUE

3a nepopanHO NPUNIOKEHUE.

[lnaTerpa Moxe na ce npuema cbe unu He3 xpaHa.

[Tpn nalLMeHTHTE, KOUTO HE MOraT Aa nperabiuat usna(uenn) radbnerka(u), rabneTkdre MOraT aa
ObaatT cTpUTH Ha HUH npax, Ja ce CMECAT ¢ NOJOBHUH Halla BOJa U Aa ¢e U3NUAT BeaHara. Yawara
TpAOBa [1a C€ M3MNNAKHE C OUIE NOJOBUH Yallla BOAA Y ChABPKUMOTO Ja ce Hinne. CMecTa MOXe na ce
rpunara ¢bulo U 4pes HazoractpanHa coHaa (CH8 uin no-ronsma). BaxxHo e HazoracTpanHaTta coHaa
Na ce MPOMHE € BOAA C1el NPUI0XKEHUETO Ha CMECTA.

4.3 IIpoTusonokaszaHus
. CBpBX4YBCTBUTE/IHOCT KbM aKTUBHOTO BELLECTBO WIH KM HAKOE OT MOMOLLL

n3bpoenu B Touka 6.1 (Bx. TO4Ka 4.8).
. AKTHBHO NATOJIOrHYHO KbpPBEHE.




. AHaMHesa 3a UHTpaKkpaHUuaiHa xemoparus (Bx. Touka 4.8).

. Texxko uepHoApoOHO yBpexaaHe (Bx. Toukn 4.2, 4.4 1 5.2).

. CBBMECTHO NPUIMKEHWE HA TUKArpenop ¢ MowHH nHxuobuTopu Ha CYP3A4 (Hanp.
KETOKOHA30.1, KNapuTPOMULIMH, Heda30A0H, PUTOHABUD M dTa3aHaBMp), ThH KATO MOXE Ja
JIOBejie A0 3HAUMUTEIHO NOBUILEHHKE HA EKCMO3UUMATA Ha THKArpenop (Bx. Touka 4.5).

4.4 Crheuuajuu apeaynpexieHusi H npeanalHin MEpKH NpH ynorpeda

PUCK OT KbpDBEHE
[TpHNOKEHUETO HA TUKATPENOP NPH NAUKEHTH C U3BECTEH NOBUILEH PUCK OT KbPBEHE TpAOBA Aa ce

npeueHyu CnpAMO NoA3aTa No OTHOLWIEHHE Ha NPeAna3BaHeTo OT aTepoTPOMOOTHYHH HHUMACHTH (BX.

Touku 4.8 ¥ 5.1). AKO e KIHHUYHO NOKa3aH, TUKarpenop Tpadsa aa ce npuliara ¢ NoBHUIEHO

BHUMAaHHUE TPH CNEAHUTE FPYTH NAUNEHTH:

. [TaLMEHTHUTE CBHC CKIOHHOCT KbM KbPBEHE (Hanp. nopaay cCKOpoLIHA TPaBMa, Olepallns,
HapPYLIEHUA B KPbBOCHCUPBAHETO, AKTHBEH MIIM CKOPOLLEH CTOMALLHO-4YPEBEH KPHBOUIJIMB) NN
T€3M KOMTO ca C NOBULUEH pUCK OT Tpasma. [ IpunoKeHneTo Ha THKarpenaop € NpoTHBONMOKAa3aHo
MPH NAUNWEHTH C aKTUBHO NMATONONHYHO KbPBEHE, NPH TAKHBA C aHAMHE3A 3a UHTPaKpaHHallHa
XEMOpAarus U NMpy AaLMEHTH C TEXKO YepHOAPOOHO yBpexkaane (BK. Touxa 4.3).

. [TaLHeHTH, NpHEMALLH eAHOBPEMEHHO JIEKAPCTBEHM NMPOAYKTH, KOWTO MOraT Ja NOBUILAT PHCKa
OT KbpBeHe (Hanp. HecTeporAHK npoTtuBossi3nanyTenHy cpeacresa (HCIIBC), nepopannm
AHTUKOATrYJaHTH U/UmKu QUOPUHOMUTULIM) B pamKuTe Ha 24 vaca OT NpUemMa Ha THKarpenop.

B nse pangomusupauu koutponupany npoyuBanus (TICO w TWILIGHT) npy naunentun ¢ OKC,
kouTo ca npemuHanu [1KH npoueaypa ¢ MeankamMeHT-M31bUBALL CTEHT C€ BUXKIA, Y€ NMPEKbCBAHETO
Ha ACK caen 3 mecena aeoiida aHtuarperanTHa tepanus c Tukarpenop 1 ACK (DAPT) u
MPO/b/NKAaBaHE C THKArPENOP KaTo eAnWKKYHA aHTHWarperadHtHa tepanus (SAPT) 3a 9 n 12 meceua,
pecneKTHBHO BOAM 0 HaMaJisiBaHE Ha pHcKa OT KbpseHe €3 HabMi0AaBaHO NOBYILIABAHE HA PUCKA OT
CEPUO3HK HEXEeNaHU cbpaeuHO-cbaA0BU cuduTus (MACE) B cpasHeHMe ¢ npoabmkasaHeTo Ha DAPT.
PelwrenueTo 3a npeycraHossiBane Ha ACK crnea 3 meceua ¥ Npoab/DKEHHE C TUKArpesiop kaTo
eA¥HHYHA aHTHarperaHTHa Teparivs 3a 9 Meceua npu NalMeHTH ¢ NOBULIEH PUCK OT KbpBEHe TpabBa
Ja ¢€ OCHOBaBA HA KIIMHUYHA NMPELEHKA, KaTO Ce UMa NMpeABU/ PUCKBT OT KbPBEHE CNIPAMO PUCKA OT
TpOMOOTHUHM CBOUTHUA (BK. TOUKa 4.2).

Tpancdy3unsata Ha TpomOourTHA Maca He 00pbla aHTUTPOMOOTHUHUA edEKT HA TUKArpenop NpH
3paBy A0OPOBO/ILK K € MaJIKO BEPORTHO Aa UMa KIIMHKWUHA NOJ13a NPH NauMenTH ¢ KbpBeHe. [lonexe
eAHOBPEMEHHOTO NPUIIOKERKE HA TUKArPENOP € AE3IMOMPECHH HE CKbCSBA BPEMETO Ha KbPBEHE,
BEPOATHO JIE3IMONpPECcHH Hiama Ja Obae edUKaceH 3a OBJ1aAABAHE HA KPBBOU3IMB (BXK. TOUKA 4.5).

AHTHOUOPUHOAUTHYHO neueHHe {AMHHOKANIPOHOBA WK TPaHEKCaMOBa KMCeNMHA) U/ Wy TepanusaTa ¢
pekoMbuHaHTeH dhakTop VIla MoraT 1a ycKOpSAT KpbBoCbCHpBaHeTO. [IpreMbT Ha THUKarpesiop Moxe
fa ce Bb30OHOBM clie/l KaTo MPHMYUHATA 33 KbPBEHETO € OTKPUTA Y TO € OBJIAAfAHO.

Onepalu

[MauneHrute Tpadea na 6baaT NOCHLBETBAHU A8 MHDOPMHUPAT JIEKAPUTE W CTOMATONO3UTE CH, Ye
IPUEMaT THKArpesaop, npean Aa uMm Oble Ha3zHaueHa HAKAKBA XMPYPryyHa MHTEPBEHUMS U NpeaH aa
3aN04HAT A4 NPUEMAT HOB NE€KAPCTBEH NPOAYKT.

[1pu nayuenTure ot npoyusanero PLATO ¢ nanpageH Oaiinac Ha kopoHapHa aprepus (HbKA), npu
TUKarpeop ce HabNioaaBa NOBEYE KbPBEHE OTKONKOTO MPH KNONUAOIPEN, KOraTo € crpsH | AeH
npeay onepauus, HO CXOQHA HECTOTA HAa 3HAYUTE/IHO KbPBEHE, B CPaBHEHWE C KNIONUAOrpeN, cnel
CMUPAHE HAa NEYEHHUETO 2 WNU NOBEYE JHU NPESN onepanus (BxX. To4Ka 4.8). AKO aUMEHTDT NOAIEXKH

npen XUPypruuHaTa UHTepBedUMs (B, Touka J.1).
[TauuMedTH ¢ npealiecTBalll HCXEMHUUEH HHCYAT

[Maumneatr ¢ OKC ¢ npealuecTBanl HCXEMUYEH MHCYT MOrarT /1a ObAaT NeKyBaHHU ¢
npoab/bkesne Ha-manko a0 12 mMeceua (npoyusane PLATO).




B PEGASUS naudenTH ¢ anamMHesa 3a MU ¢ npeauiecTBanl UCXeMHUYEH HHCYIT HE €a BKITKOUBAHH.
[Topaau TOBa, MpU JHINCa HA JAHHM, JICUEHHE MNCBEUE OT €1HA NOANHA HE Ce NPENnopbUBa NPH TE3H

NauHCHTH.

UepHoapoOHO yBpexaaHe
Vrnorpefara Ha TUKArpenop € NpoTHBOMOKA3aHa MNPH NALMEHTH C TEXKO YEPHOAPOOHO yBpexKAaHe

(Bx. ToukH 4.2 1 4.3). iMa orpaHyueH ONUT ¢ TUKArpenop NpH NaLMEHTH C YMEPEHO YepHOApPOOHO
yBpexaHe, Nopaan TOBa NP T3 MAUMEHTH Ce TTPENOPbUBA MOBHILIEHO BHUMAHUE (BX. TOUKH 4.2

HS5.2).

PuckoBu 3a pa3BuTHe HA OpaarKapans nauueHTH

Xonrep EKI" MoHUTOpMpaHe noka3Ba MOBMUIEHA HECTOTA MPEAMMHO HAa ACUMNTOMHN BEHTPHKYTapHH
naysu no BpeMe Ha JICHEHHE ¢ THKArpesop B CpaBHEHKE ¢ Kionuaorpen. [launeHTure ¢ NOBHULLEH PUCK
OT pa3BuTHe Ha GpaauKapaus (Hanp. NalMeHTH CbC CUHAPOM Ha OONMHHA CHHYCOB Bb3el Oe3
neiicmeiikep, AV-0110Kk 2P wian 3™ cTeneH, Uin TakMBa ChC CBBP3AHM C OpasauKapaMsA CUHKONK) ca
W3KJTKOYEHH OT OCHOBHHUTE NPOYUBaHMSA 3a OLieHKa Ha 0e30nacHOCTTa ¥ epUKACHOCTTA Ha TUKArpenop.
CnenoBarenHo, N0OPajH OrpaHHUYEHHUS KITMHUYEH OMUT, TUKarpenop TpsOBa 4a ce u3non3ea ¢
NOBHIUEHO BHHMaHKWE NpPH TE3H NallMeHTH (BXK. TOouKa 5.1).

OcBeH TOBa, THKarpesnop TpadBa 1a ce npuUaara ¢ NOBULLIEHO BHUMAHUE €JHOBPEMEHHO C JIEKAPCTBEHH
NPOAYKTH, 32 KOUTO € M3BECTHO, He UHAYuupaT Opanukapamns. B npoyusanero PLATO, obaue, He ce
Habs1K01aBaT A0KA3aTe/ICTBA 38 KIMHHYHO 3HAYMMU HEKETaHU PEaKUHK el €JHOBPEMEHHO
NPUNOKEHHE C EOMH WIIH NIOBEUE JEKAPCTBEHH MNPOAYKTH, 3@ KOUTO € HU3BECTHO, Y€ HHAYLIUpaT
Opaaukapaus (Hanp. 96% Oeta-Onokepu, 33% OnoKepHu Ha KaNUMEBATE KaHAIHN ANITHA3EM H
pepanamum, U 4% AHrokcuH) (B>. Touxa 4.5).

[To speMe Ha xonTepoBoTo noanpoy4sane 8 PLATO, noseye nauMedTH ¢a HManu BEHTPHKYNApHH
naysu >3 ceKyHAU C THKArpenop, OTKOJKOTO € KJIONWAOrPEN, N0 BPEME HA OCTpaTa (Pa3a Ha TEXHUA
OKC. YBennMuyeHHETO Ha yCTAHOBEHUTE C XONTEP BEHTPUKYJIApHA Nay3a ¢ TUKarpenop € ouno no-
BMCOKO [PH NMAUMEHTH C XPOHUUHA cbpaeuHa HegocTaTbyHOCT (XCH), oTKONKOTO B LAnoCTHATA
H3CNeJBaHa Nnonynauys no speme Ha octpara ¢aza Ha OKC, Ho He ¥ Ha NBbPBHUA MECELL HA JIEYEHHETO C
THKArpenop UK B cpaBHeHue ¢ Knonuaorpen. B Tazu nonysiauns NaUKEHTH HE € KMAI0 HUKAKBH
CTPAHHYHH KJIHHAYHU NOCASACTBUSR, CBhP3aHM C TO3M AUCOananc (BKIOUYUTENHO CHHKON UK
nocTaBAHE Ha NeHcMenkbp) (Bxk. Touka 3.1).

BpajiMapMTMHHU ¥ CHCTOAHUA Ha aTPMOBEHTPUKY./1apeH (AV) 610k ca Ounm crobulaBanu B
MOCTMaPKETUHIOBUSA NEPHUOA NMPH NALIMEHTH NPHEMALLHM TUKarpenop {Bux T. 4.8), ocodeHo npu
nauMeHTH ¢ OCThP KopoHapeH cuHapoMm (ACS), npu KoUTo ChpAeUHATE HCXEMHUA U CHIIPOBOXKAALLOTO
NPHAOXKEHHUE HA NeKapcTBa, 3a0aBaluM CbpAeyHaTa YECTOTa UK OKA3BaLLK BIIMSHHE BbPXY
CbhpJeyHaTa NPOBOAUMOCT BEPOATHO AONBIHMTENHO OKa3BaT BivaHUE. KIMHUUYUHOTO CHCTOAHHUE HA
NaLMeHTa K CHIIPOBOXKAALLATA Tepanua Tpadsa Na C€ OLUEHSAT KAaTO Bb3MOMKHU NOTEHUMANHU NPHUYKHE,
npeau aa ce moanduLKpa TepanusTa.

JncnHes
Iucnues ce ¢cbobllaBa NpH MalHMEHTUTE, NeKyBaHU ¢ THKarpenop. Jncnuesra obuKHOBEHO € jieka 110
yMeEpEeHa N0 HHTERIUTET U HECTO OT3BYUaBa Oe3 HeOOXOAMMOCT OT NPEKBCBAHE HA JleueHHeTo. [1py
nauMeHTUTe ¢ acTMa/xpoHnyHa obcTpykruBHa Oenoapobua 6onect (XObB) moxe na nma nosuweH
abCoONMIOTEH PUCK OT Bb3IHMKBAHE HA AUCTIHEA ¢ TUKArpenop. Trkarpenop TpsadBa aa ce 13non3ea ¢
MOBULLIEHO BHUMAHHE IPH NaUKMEHTH ¢ aHAMHe3a 3a actMa W/nnn XObb. MexanusMbT BCe oLue He e
H3sCHEH. AKO MaUHEHTHT ¢bOOLIM 32 HOBOBbL3IHWKHANA, MPOAB/IKUTENHA UK BIOLIIEHA QUCTIHEA, TOBA
TpabBa na ce U3CneaABa USNOCTHO U aKO HE ce TOJepUpa, JICHEHHETO ¢ THKarpenop Tpadsa A
3a JOMbAHUTENHA HHPOPMaLUA BIKTE TO4KA 4.8,

LleHTpanHa cbHHA anHes




B nocTMapKeTHHIOBHS NEPUOA MPHU NAUMEHTH, NPUEMALLIM THKATPENop, ¢e choOuIaBa 3a LEHTpaIHA
cbHHa andes, BratouuTenHo avwane Ha Cheyne-Stokes. [lpy cemHeHMe 3a ueHTpanHa CbHHa anHes,
Tpsbea aa ce oOMUCN AOMBAHUTENHA KIMHHYHA OLIEHKaA.

[loBulilaBaHE HA KpeaTHHWHA
HuBaTa Ha KpeaTHHUHA MOTaT [a € NOBULLAT 10 BPEME Ha IEYEHHUETO C TUKArpenop. MeXxaHU3IMBT

BCE OLle HE € niacHeH. bbuOpeunara gynxuuns TpaOBa aa ce NpoBepsiBa ChrlacHO CTaHAapTHaTa
meauumMHcka npakTyka. [pu nanxenty ¢ OKC ce npenopbusa cbLlo Aa ¢ nposepH ObOpeuHaTa
hYHKLUMSA eIMH MECELL CIe] 3arno4BaHe Ha IEYEHUETO ¢ THKArpesop, Kato ce 00pbila 0ocodeHo
BHHMAHMUE Ha MALMEHTH >75 roAMHU, NAaUUEHTH ¢ yMepeHa/Texka ObOpedHa HeJoCTaTLHHOCT H
TAKKMBA, KOMTO I10JY4aBaT ChITbTCTRALIA TEPANUA C AHTMOTEH3HH-pELENTOpHU Onokepy (APD).

VBejiyuapaHe Ha NUKOYHATa KHMCelnHHa
XunepypukemMus MOXKe /1a Bb3HHKHE N0 BpEME Ha JieueHue ¢ Tukarpesiop (Bx. Touxa 4.8). Tpadsa aa

ce BHMMABa MPHY NMauWEHTH ¢ aHaMHe3a 32 XUNepypPHKeMHUs UK noaarposeH aptput. Karo npeana3sna
MApPKA HE ce Hacbpuasa yroTpebarta Ha TUKarpeaop NPH NaUMEHTH ¢ YPEMUUHA HEpOnaTus.

TpomGoTryna TpomboumnTonenuyna nypnypa (T 111)

TpomborruHa TpomGouuTonenuyHa nypnypa { TTI1) ce ¢bobiuasa MHOTO pAAKO Npy ynotpeda Ha
TUKArpenop. Xapakrepuiupa ce ¢ TpoMOOLMTONEHHS H MHKPOaHrHONaTUYHA XEMOUTHYHA AaHEMHA,
CBbP3aHAa C HEBPOMOrMYHM HaxoaKH, ObOpeuHa AMChyHKUMs UK BUcoKa TeMnepatypa. TTIl e
MOTEHUMATIHO NETATHO CbCTOSHUE, H3MCKBALLO OBP30 JieueRue, BKIIOUUTENHO nia3madepesa.

[TopnvaBaHE HA TeCTOBETE 3a TpoMbouUTHA hYHKUMS NTPH AMArHOCTULIMPAHE HA XeNapuH-UHAYLUHUPAHA
TpombounTonenus (XUT)

[Tpu TecTa 3a xenapuH-uHAYUHpaHa akTuBanua Ha Tpombouuture (XHMTA), nanonssan 3a
nuarnoctiiupalde Ha XUT, autu-TpombounTen dakrop 4/ XenapuH aHTUTENATA B CEPyMaA Ha
MatMeHTa akTUBUPAT TPOMOOLIWTUTE Ha 3ApaBK AOHOPH B NPACLCTBUETO HA XenapHuH. Ganuimeo
orpyuaTennn pesyataru 3a XHUT npu tect 3a TpomOoumMTHA PYHKLMA (KOETO BIIIIOYBA, HO MOXE 1A HE
ce orpaHnuana 10 TecT 3a XM TA) ce cbobuaBat npy nauneHTH, pyueMally Tukarpenop. Tosa e
CBbpP3aHO ¢ HHXHOMpaHe Ha P2Y :-peuernropa Bbpxy TpOMOOUMTHTE HA 3APABUTE AOHOPH OT
THKArpenop B cepyma/ruiazmMara Ha nauMeHTa npy tecta. Mudopmauuns 3a cLnbTCTBaLLA TEPANUA C
TUKArpenop ¢e U3IMCKBa, KOraTo ce pa3uMuTaT TECTOBETE 3a TPOMOOLUTHATA PYHKUHKS NpPH
auarHocTuuupare Ha XHUT,

[1py nmauuenTH, KOMTO ca pazsuau XUT, CbOTHOLWEHHETO NOA3A-PUCK OT MPOABIDKHTENIHO IEYEHHE C
THKarpesjop Tpabea /1a ce OUEHH, KATO Ce B3EMAT NPeABKI M NPoTpoMOOTHUHKA cTaTyC Ha XHUT 1
MOBHUILUEHUR PHCK OT KbPBEHE MNpPH CBN'LTCTBALLA TEPANMS C AaHTHKOAryNaHT H TUKarpenop.

dpyru

Ha 6a3a na nabmozaasanata B PLATO Bpb3ka mexay noaabpskatata 103a ACK v oTHocuTenHara
e()MKACHOCT Ha THKArpe/siop B CPAaBHEHUE € KIONUAOTPeN, He Ce NpenopbyBa € 1HOBPEMEHHOTO

NpUIIOKEHHE HA TUKarpesiop ¥ Bucoka noaabpxkawa go3za ACK (>300 mg) (k. Touxa 5.1).

PaHHO npeyCcTaHOBABAHE

PaHHOTO CriMpaHe Ha KOATO W [1a € aHTHArperaHTHa TEPanys, BKIIIOYMTEHO M ¢ THKArpesop, MOXe aa
JIOBEJE /10 NOBULIABAHE HA pUCKa OT ¢bpaeyHo-cbA0Ba (CC) ecmbpT, MU unn vHCynT BesieacTBUE Ha
nojanexawoTto 3abonspane Ha nayueHra. CnepopaTenHO, TpAOBa Aa ce U3DATBA NPEeHKAEBPEMEHHO
cnypaHe Ha TeparnMsara.

[ToMOlLUHK BELLUECTBA
To3u ntekapcTBeH NPOAYKT ChAbLPAKA NO-MANKO OT | mmol HaTtphii (23 mg) Ha n03a, T.€. MO ChLIECTBO

HE ChADbPXKA HATPHHA.

4.5 BiaumoaelicTBHe ¢ APYIH 1eKAPCTBEHH NPOAYKTH U ApYTrH hOpMHU HA B3IAUM

Tukarpenop e npeay Bcuuko cyberpat Ha CYP3A4 u cnad uuxudburop Ha CYP3A4, T
cbilo cyoctpar Ha P-rnuxonpoTenta (P-gp) 1 cnab uuxuburop Ha P-gp v Moxe na no



eKCNO3HMUMATa Ha cyOcTpaTu Ha P-gp. Tukarpenop € HHXHMOUTOP Ha NPOTEHHA HA PE3UCTEHTHOCT KbM
pak Ha rbpaata (BCRP).

EdekTy Ha 1eKapCTBEHH Y APYIH NPOJAYKTH BbPXY TUKArpenop

Huxubumopu na CYP3A4
v Mownu unxubumopu na CYP3A4 — eRHOBPEMEHHOTO MPUICKEHHE HAa KETOKOHA30 ©

TUKarpeaop Boau Ao nosuiiasane Ha Crax 1 AUC Ha Tukarpenop, CbOTBETHO 2,4 MbTH U 7,3
nbTH. Cmax U AUC Ha akTUBRUA MeTabONUT Ce NOHWXKABAT, CLOTBETHO ¢ 89% 1 56%. Ouakpa ce
W Apyry moitHu HHxubutopu Ha CYP3A4 (xnapuTpoMUUKMH, HEQA30A0H, PUTOHABHD H
aTa’aHaByp) Ja UMaT CXOJAHM e(heKTH, M NoOpaau TasM [IPUYKUHA, CHITBTCTBALIOTO NPHIOXKEHHE
#a MolLHH CYP3 A4 HHXMOUTOPH ¢ TUKArpenop e NpOTHBONOKA3aHO (BX. TouKa 4.3).

. Vmepenu unxubumopu na CYP3A4 — e JHOBPEMEHHOTO NMPHIIOKEHWE HA AUJITHA3EM C
TuKarpenop nosuiuana Cna Ha TUkarpenop ¢ 69%, a AUC — 1o 2,7 nbTr n nonrxasa Cpa Ha
axTUBHUA MeTabonuT ¢ 38%, nokato AUC ocrasa HenpomeHeHa. Tuxkarpenop He oka3sa
BJIUStHUE BbPXY MNa3MeHaTa KOHUEHTPalUUs Ha auntruasem. OuyakBa ce ApYruTe yMEpPEHH
nHxuouTOopH Ha CYP3A4 (Hanp. aMnpeHaBUp, anpenuTaHT, EPUTPOMHULIMH W (PNYKOHA30:1) Ja
MMaT CXOAEH edeKT M ChLLO Ja MOraT Aa ce NpuiaraTr eJHOBPEMEHHO ¢ THKArpenop.

. HaGnioaaBaHa € 2 NbTH yBEAUYEHA €KCMO3ULIMA Ha TUKArpeaop cjiek KOHCyMauus Ha rojieMu
KOJIMYECTBA COK OT rpedndpyT AHesHO (3x200 ml). Tazun creneH Ha 1MosULLIEHA €KCNO3ZHLUA HE
ce o4aKBa ga Hbae KIMHMYHO 3HAaYMMa 3a MTOBEYETO NALMEHTH.

Huoykmopu na CYP3A

EnHoBpeMeHHOTO NMPUNOXKEHHKE HA PH(PAMITULIMH M THKArpesiop BOAY A0 rnoHwKasaHe Ha Crnax U AUC
Ha THukarpenop cu¢ 73% n 86%. Cirax HA aKTHBHUA METAbOIUT He ce npoMeHns, a AUC ce noHHKaBa
cboTBETHO ¢ 46%. Ouaksa ce apyrute nnaykropyd Ha CYP3A (Hanp. dheHUTOHH, kapbamasernuH U
¢eHobapbyuTan) cbillO 1a MOHUXKABAT EKCMO3IMLMATA HA TUKArpesop. EAHOBPEMEHHOTO NMPHIOKEHHE
Ha TUKarpenop ¢ MowHU HHaykTopu Ha CYP3A moxe Aa nOHWKKM EKCNIO3HUMATA U e HKACHOCTTA Ha
THKarpeaop, M Nopaaq Tasu NpHYMHa He C€ HacbpYaBa TAXHOTO ChITBTCTBALLO MPHITOMKEHHE C
THUKarpenop.

H{uxnocnopun (unxubumop na P-gp u CYP3A)

EnHOBpeMEHHOTO NpUAOKeHHEe Ha urknocnopuH (600 mg) ¢ TUkarpenop BoaM A0 NOBUILIABAHE HA
Cmax U AUC Ka THKarpenop ¢bOTBETHO 2,3 nbTH H 2,8 mbTH. [1pH HannuneTo Ha unknocnopul, AUC
H4 akTMBHUS MeTabonuT ce noBuwara ¢ 32%, a Cuax ce noHuxkasa ¢ 15%.

Hsama HanuuHyu NaHHY 3a eAHOBPEMEHHAaTa ynoTpedba Ha TUKarpenop ¢ Apyryv akTUBHM BELECTBA,
KOUTO ChLLO €& MOUIHKY MHXHOUTOPH Ha P-gp u ymepeHHn uHxudbutopn Ha CYP3 A4 (Hanp. Bepanamus,
XHHUAWH), KOUTO CbLULO MOraT Aa NOBUIUAT EKCITO3ULMATA HA THKArpeaop. AKo KoMOMHauuaTa He
Moxe aa Obae nibernara, TAXHOTO €AHOBPEMEHHO NPUIOKEHHE TpROBA 12 CE U3BDPLLBA C NOBULLEHO
BHUMaHUE.

QQI/_‘EH

KnuHuunuTe npoy4BaHms 3a PapMaKkoNOrHHHK B3aUMOAECHCTBUA NOKA3BAT, HE €AHOBPEMEHHOTO
MPUAOKEHHE HA THKArpesaop ¢ XenapuH, eHokcanapui 1 ACK uau 2e3MonpecrHH HE OKasBar
Bb3ACHCTBHE BBPXY (DAPMAKOKMHETUKATA HA TUKArpPeJOp U1K aKTUBHHA MY MeTabOUT, UK BbPXY
AJIP-vHAYyunpaHaTa TpoMOOLUMTHA arperauus, B CPaBHEHHUE ¢ TUKATPENnop, MPUJIoMKeEH
CaMOCTOATENHO. AKO € KIMHUYHO NOKa3aHo, JEKAPCTBEHHU NPOAYKTH, KOKTO U3MEHAT XEMOCTA3aTa,
TpAOBa Aa C€ MU3NON3BAT C MOBMLIEHO BHUMAaHUE B KOMOHHAUMS ¢ TUKArpenop.

Habniogasana e 3ab6aBeHa M NOHWKEHA €KCNO3ULUA HA NEePopanHU UHXHOUTOpH Ha P2Y ,,
BKJIIOUMTENHO TUKArpenop U HeroBus aktueeH Metabonut npu nauventn ¢ OKC, nexysanu ¢ MoppuH

(35% noHykaBaHe Ha €KCro3uuUvaTa Ha TUKarpenaop). ToBa B3auMOAEHCTBHE MOXKE A4a € CBD
HamasieH CTOMALIHO-YPEBEH MOTUIWTET M Aa C& OTHACA K 3a Apyrd onuouaun. Kinuunukor
HEW3BECTHO, HO JaHHHTE MOKAa3BaT MOTEHUHAN 33 HAMAJICHA ePHMKACHOCT Ha THKArpenop
MALUMEHTH C €IHOBPEMEHHO NPUIOKEHUE HA THKArpenop U MopguH. [lpu nauuenTu ¢
KOUTO MOPPHHDLT HE MOxe aa Obae cnpsiH M 0bp30TO HHXUOHpaHe HA P2Y 12 € OT Chlue
3HAYEHHUE, MOXKe 1a ce oOMucan ynorpeda Ha napeHTepaieH unxuburop Ha P2Y ..




EdexkTi Ha TMKArpenop BbPXY APYIH JIEKAPCTBEHH NPOAYKTH

Jexapcmeeny npodyxmu, koumo ce memaboausupam om CYP3A4

. Cumsacmamuy — e THOBPEMEHHOTO NPUIIOKEHUE HA TUKArPENOpP CbC CUMBACTATHH BOM /10
nopuwiaBaHe Ha Cmax U AUC Ha cumBacTatTHH ¢boTBeTHO ¢ 81% u 56%, xakTo 4 Ha
nosuilzaBaHe Ha Cmax U AUC Ha cMMBACTATHHOBA KUceNWHA CbOTBETHHU ¢ 64% n 52%, kato 8
OTAETHU CAyuaM ce AOCTUra 2- A0 3-KpaTHO noBuulasaHe. EAHOBPEMEHHOTO IMPHITOKEHHE Ha
THUKarpejaop M CUMBAcTaTUH B A03H, HaaBuwasay 40 mg AHEBHO, MOXKE /1a OBEAE 110
HE)XENaHH peakLMK Ha CHMBACTaTHH K TPsiOBA Aa C€ NIPeUEHH CNPAMO NMOTEHLUHATIHHTE NOM3HK.
CuMBACTaTHH HE 0Ka3Ba BIUAHUE BbPXY NNA3MEHUTE KOHUEHTPALUHUK HA THKarpenop.
Tukarpenop Moxe Aa oKa3pa cxojieH eeKkT BbpXY JoBacTaTHH. He ce npenoprupa
e/HOBpeMeHHaTa ynorpeba Ha TUKarpenop CbC CUMBACTaTHH WKW NOBACTATHH B A03H,
Haasuiasam 40 mg.

. Amopsacmamun — eTHOBPEMEHHOTO MPHICKEHHE HA ATOPBACTaTHH Y THKArpenop BOAM 10
nosuliasaHe Ha Cyax 1 AUC Ha aTopBacTaTMHOBATA KMCENHHA CLOTBETHO ¢ 23% n 36%.
Cxoauno nosuinaBaHe Ha AUC u Cina € Ha01I0AaBAHO NIPY BCHUKM METADOIMTYH HA
aTOpBacTaTHHOBATA KHCEIHWHA. Te3u NOBUWEHM CTOHHOCTH HE C€ CYMTAT 38 KNMHHUYHO 3HAYKMM.

. He Moxe na ce naxnouu nonoden edekT ¥ BbpXy cTaTUHU, MeTabonu3upanu ot CYP3A4.
[TauueHtuTe B npoy4eaHeTo PLATO, xouTto ca nosyuyasanu THkarpenop, ca npueMaiu
pa3IMUHM CTATHHU O€3 chobparkeHre o OTHOUleHHe Ha Oe30nacHOCTTa Ha CcTaTyHa npy 93% ot
koxoptata Ha PLLATO, kodaT0 € npuemana Te3u JJeKapCcTBEHH NMPOAYKTH.

Tukarpenop e ciad nuxudutop Ha CYP3A4. EnHOBpEMEHHOTO NPHIIOKEHHE HA THKAIPENOP Cbe
cybcTpaty Ba CYP3A4 ¢ Tecen TepaneBTHYEH HHAEKC {(HANP. LUM3ANPUA WIK €Proajkanonan) He ce
NpenopbyBa, Thit KATO TUKATPENOP MOXKE /1a NOBULUH EKCITO3UUMATA HA TE3H JIEKAPCTBEHHU NPOAYKTH.

P-gp cybcmpamu (KON UMETHO OULOKCUH, YUKIOCHOPUH)

EnHOBpeMEHHOTO NMPUNOXEHHE C THKArpeNop BOAM A0 noBuabaHe Ha Crnax M AUC Ha anrokcuy
CbOTBETHO ¢bC 75% 1 28%. CpeannTte HaH-HUCKHA HUBA HA JUIMOKCUH ce noBuluaBaT ¢ okoo 30% npu
€JHOBPEMEHHO MPHUIIOKEHNE C TUKArPENOP, KATO B HAKOW OTAE/IHHU CAyHaH C€ OTYUTAT MAKCHMYM
ABYKPATHHW NOBYIUABAHUA, B npuchcTBHeTO Ha AMMOKCHH Cirax M AUC Ha THKarpesiop u akTMBHUA My
MeTabOnUT He ce noeuaBart. CneaoBaresiHo, NMPH €IHOBPEMEHHO TIPHIIOXKEHUE Ha THKarpenop ¢ P-gp-
3aBMCUMM JIEKAPCTBEHY NTPOAYKTH ¢ MAILK TEpanesTUUEH MUHIEKC KAaTO JUMOKCHH, Ce NpenopbyBa
NOAXOAALL KIHHUYEH H/unu nabopatopeH KOHTpON.

Tukarpenop He OKa3ga BAUAHHUE BbPXY KOHTPAUENUMATE HA LIMKJOCIIOPUH B KPbBTa. EQexThT Ha
TUKArpenop Bbpxy Apyru cybcrpary Ha P-gp He e npoy4BaH.

Jexapcmaenu npodyxkmu, koumo ce memaboausupam om CYP2CY

EJHOBPEMEHHOTO NPUNOKEHHE HA THKArpenop ¢ TondyraMua He BOAH 10 NPOMAHA HA TJ1a3MEHUTE
KOHLIEHTPALIMK HA KOWTO M Ja € OT ABaTa NPOAYKTa, KOETO NPEANonara, 4e THKarpenop He e
uHXxuOnTOp Ha CYP2CY n e masiko seposTHO Aa nosavssa meaurpanus oT CYP2CY metabonusbm Ha
NeKapCTBEHW NPOAYKTH KaTo BapdapuH u Tondyramua.

Pozysacmamun (BCRP cybcmpam)

J1oxazaHo e, 4e TUKArpPeaop NoBUilaBa KOHUEHTPAUIMATE HA PO3YBACTATHH, KOETO MOXKE 13 A0BEAE A0
NOBUILEH PUCK OT MUONATHA, BIIKOUUTENHO padaomuonunsa. Tpabea aa ce B3eMaT NPEABUA OOA3UTE
OT [IPEBEHLIMATA HA FOJEMH HEXKENAHHN CbPAEHHO-CHA0BH CHOUTHUR Ype3 ynoTpeda Ha po3YBACTATHH
CHPAMO PHUCKOBETE OT MOBUUIEHUW NAA3MEHU KOHLEHTPALIUM HE PO3YBACTATHH.

llepopannu Kghmpayenmugu
EAHOBPEMEHHOTO NPUNOXKEHUE HA THKArPEOp C EBOHOPreCTPeEN U €THHUN €CTPaanOn BO

ETHHHMA ECTPAANOS C THKArpesaop He ce 04aKBa KIMHHUYHO 3HAUMM €(PEKT BbPXY ecbnnﬁc
nepopanH1s KOHTPALENTHUB.



Jlexapcmeenu RPOOYKMY, 3a KOUMQ e U3GECHHO, Ye uHoYHUpam 6paduxapous

ITopanu HabnioaeHHe Ha NPEAUMHO aCUMIITOMHH BEHTPUKYNAPHH Nnay3u U Opaankapans ce H3UCKBa
[MOBULIEHO BHUMaHHUE, KOraTo THKarpeaop ce npuiara €AHOBPEMEHHO C NEKAPCTBEHY MPOAYKTH, 34
KOMTO € U3BECTHO, Ye HHAYyLHUpaT Opaaukapans (Bx. Touka 4.4). B npoyusanero PLATO, obaue, He ce
HaONHOAABAT JOKA3ATENCTBa 38 KIIMHUUYHO 3HAUYUMM HEXENNaHWU PeaKUKH Cnell EAHOBPEMEHHO
MPHIIOIKEHHE C €AHH MITH NOBEYE JIEKAPCTBEHH NIPOAYKTH, 32 KOUTO € H3BECTHO, Y€ HHAYyLUpaT
Gpaaukapaus (Hanp. 96% Gera-bnokepu, 33% OOKepH HA KANLUWEBUTE KAHAIH MIITHA3EM ¢

Bepanamui, U 4% AMroKCUH).

Upyea cxnvmemeaiya mepanus

B KIMHMYHHTE NPOYUBAHUS THKArpesop e npunarad eaHospeMeHno ¢ ACK, Huxuburopy Ha
NPOTOHHATA NOMNA, CTaTUHH, BeTa-6rioKepH, HHXUOUTOPH HA AHTHOTEHIWH-KOHBEPTHPALLMA €H3NM
(Angiotensin-converting enzyme, ACE) n anrnotensus peuentopHu 610Kepy, Heobxoaumu 3a
NEYEHUE Ha CHITbTCTBALUM 3a00/18BaHMA 33 AbJIBI NEPHO, a CHUIO M XENAPHUH, HHCKOMONEKYNEH
XernapuH W uHTpaBeHo3HK MHXMOUTOpH Ha Gpllb/llla 3a kpaTko Bpeme (BX. Touxa 5.1). He ca
HAJTM4YHU JaHHH 32 HaO/r04aBaHy KITMHUYHO 3HaYUMHK HEXENaHU B3aUMOAERCTBUSA Npu ynotpeda Ha

Te3x NeKapCTBEHN NPOAYKTH.

EQHOBPEMEHHOTO NMPUIIOKEHME HA TUKATPENOP C XENAPHH, EHOKCANapHUH WK N€3MOMNPECHH HAMA
eEeKT BbPXY aKTUBMPAHOTO NapuuanHo TpombonnactiHoBo speme (aPTT), akTUBMPAHOTO BpeEME Ha
cbeupBare (ABC) unu nacneasanuaTa Ha ¢aktop Xa. Bee nak, nopaay noreHUNaIHUTE
¢hapMaKOAMHAMUYHH B3aUMOAEHCTBUA, EAHOBPEMECHHOTO NPHUIOHKEHHE Ha TUKATPENop C IEKAPCTBEHM
[IPOJYKTH, 38 KOUTO € U3BECTHO, HE MPOMEHAT XeMocTasara, Tpadsa a c€ W3BbPLUBA C MOBHILEHO

BHUMAHHEC,

[Topanu cboOuieHHA 32 abHOPMHO KOXKHO KbpBeHe ¢ SSRI (Hanp. 11apoKCETHH, CepTpaiMH K
LUMTaJIoNpamM), fipenopbyBa ce BHMMaHHE, korato SSRI ce npunarar ¢ Tuxarpenop, TbH Karo ToBa

MOKE J1a NOBULUK PUCKA OT KbPBEHE.
4.6 Depruanrer, 6peMEeHHOCT H KbpMeEHe
JKeHy ¢ JeTepoAeH NOTEHIINAT

XKenu ¢ netepoaeH noreHuman tpadea aa uanon3sart ePeKTUBHHA KOHTPALENTUBHY MEPKH, 33 13
uiberHar 3abpeMeHsBaHe N0 BPEME HA JICUEHUE C TUKArPenop.

bpeMeHHOCT
HsaMa nnu MMa orpaHM4EHO KOJTMYECTBO AaHHHM 3a ynoTpebara Ha THKarpenop npy OpeMeHHH HEHH.
[IpoyyBaHuATa NPH >KMBOTHM NOKA3BAT PENPOAYKTUBHA TOKCHUHHOCT (BXK. TO4KA 5.3). THKarpenop He ce

MpenopLUBAa o BpeMe Ha HpeMeHHOCT.

KbpMmeHe

Hanuuuure papmMaKOLHHAMHAYHH/TOKCUKOJOTHYHU AaHHU TIPU XXMBOTHH NMOKA3BaT €KCKPelMs Ha
TUKATPEJIOp U AKTUBHHS My META0O/IMT B MNAKOTO (BXK. Touka 3.3). He MOxe aa ce U3Kniouu puck
MpH HOBOpOAeHH/KbpmaueTa. Tpabaa 1a ce B3eME pellieHHe Aany Aa Ce CIpe KbPMEHETO, UH Ja ce
peKpaTh/aa He CE npuara Tepanus ¢ THKarpeiop, Karo ce B3eMe Nnpeasua f1on13aTta OT KbPMEHETO 3a
JE€TETO U NOJ3aTa OT TepanyaTa 3a XeHara.

DepTHAUTET
Tukarpenop He OKa3sa BAIUAHMUE BbPXY MBHKKHUA M XKEHCKUA PEPTHAKTET NPHU X XMBOTHH (BXK.
TO4Ka J5.3).




4,7 Edextn BppXy cnocobnocrTa 32 wodupane u padora ¢ MAlIMHH

TuUKarpenop He NOBAMsBA UM NOBUABA NpeHedpexumo cnocobHocTTa 32 WodHpare 1 padora ¢
mauidHu. [To BpeMe Ha neueHue ¢ THKarpenop ce cbobiuasa 3amaiisane u 00bpkBaHe. CnefoBareliHo,

NalMeRTH, KOWTO NOAYHAT TE3H CHMNITOMM TpsGBa Aa ca npeanas/iMB{ A0KATO WOQUPAT HIAH PaboTAT
C MALIWHH.

4.8. Hexe/aHH jJleKAPCTBEHH PeAKHHH

Pestome Ha npodusa Ha 6€30MacHOCT

MpodunbT HA 6E30NACHOCT Ha TUKArpesiop € OLEHABAH B JBE KIIMHUYHM W3NKHTBaHWA (a3a 3 no
otHolueHue Ha uixoaa (PLATO v PEGASUS), sxmousauin noseue ot 39 000 naumerTy (Bx.

To4YKa J.1).

B PLATO, npy nauneHTUTE Ha TUKArpesop uMa Nno-BUCoOKa 4ecToTa Ha NMpeyCcTaHOBABAHE Ha
TepanusTa Nopanu Hexenanu chOUTHS, B cpaBHeRME ¢ Knonugorpen (7,4% cnpsmo 5,4%). B
PEGASUS nauveHTHTE, IEKYBAHU C THKATPENAOP, UMAT IO-BUCOKA YECTOTA HA NPEYCTAHOBABAHE Ha
TepanusaTa NOpPaau Hexxenawn cOUTHA B cpaBHEHWE ¢ rpynaTa Ha Ttepanus camo ¢ ACK (16,1% 3a
tukarpesnop 60 mg ¢ ACK cnpamo 8,5% 3a Tepanus camo ¢ ACK). Hafi-uecto cbobuiasanure
HEXKENAHH PEAKLMK NPH MaLMEHTHTE, JEKYBAHU C TUKArpenop, ca KbPBEHe U AMCTHEs (BXK. TOUKA 4.4).

TabspuueH CIKCHK HA HEXENAHWTE peaKlivu
[IpeacraBeHUTE NO-A0NY HEXENAHU PEAKLIMH CA UAEHTUPHULIMPAHH B NPOYUBAHUATA UK Ca CbODLLEHN
[py NOCT-MapKeTUHIoB ONMMUT ¢ Tukarpenop (Tabauua 1).

Hesxenanute peakiunu ca nzbpoenu no cucreMo-opranen knac (COK) no MedDRA. B pamkuTe Ha
scekd COK HexenaHuTe TEKApCTBEHU PeaKlMK ca WibpoeHu no yectota. Kareropuure no yectora ce
nAehUHUPAT NO ClieHATa KOHBEHUMA: MHOTrO YecTH (>1/10), uectn (=1/100 no <1/10), Heuectn

(>1/1 000 go <1/100), peaxu (=1/10 000 no <1/1 000), mHoro peaku (<1/10 000), ¢ HeusBecTHa
4yecTOTa (OT HANMYHHUTE JaHHH HE MOXe Aa Obe HanpaBeHa OLEHKa).

Tadbanua 1 Hexenanun peakuuH no 4ecrora v cucremo-opraten kiaac (COK)

C HeHn3BecTHA

COK MHuoro vecTH Yectn HeuecTn
4eCTOTA
Heonnasmu — KbpBeHe OT
noOpOKaYECTBEHH, TyMop®
3/I0KA4YECTBEHHU U
Heonpeae/ieH!U
{ BKJIIOMUTEIHO
KHCTH U NOJIUEY)
Hapylienus Ha KbpBeHe, TpomboTH4HA
KPBBTa W JIMM{$pHATA | CBBP3AHO C TpomMGouHTOmE-
cucTema HapyLlueHUs Ha HH4YHa mypnypa’
KpbBTa®

Hapylwenund Ha CBpBbX4yBCTH-
MMYHHATa CACTEMA TEMHOCT,

BKIKOYHTEHO

aHIrnoeseM”
Hapylenns Ha Xunepypukemus | [Togarpa/nogarposen
mMeTabonunima APTPUT
XPaHEHETO
[TcuxmnuHu ObbpkBaHe
HapYLEHUS




C ueniBecTHA

COK MHOro YecTH HecTn Heuecrn
_ 4eCTOTA

HapyweHnsa Ha 3amaiipaHe, cuHKon, | BvrpeuepeneH
HEpBHATA CHCTEMA rnasodonune KpbBOU3IHB"
HapyweHus Ha KpbBOH3INKE B
ouuTe OKOTO"
Hapyuienuns Ha Bepturo KpbBOU3IHUB B
YXOTO ¥ NaDUpUHTA yXO0TO
CbpaeuHu bpaagvapurmus,
HapyLIEeHHA AV-Bnok®
C110BH HapyLLIEHUS XAMOTOHHUSA
Pecriupatophm, JncnHes Kbpsene ot
rPBAHU H pecnypaTopHaTa
M€ANWACTHHANHH cucrema’
HapyLUEHHS
CTOMALLIHO-YpEBHH CtoMawHo-ypeBeH | PerponepuTo-
HapylUEHHUS KPbBOW3JIUB", HeaNeH

nHapus, raaeHe, KPbBOU3IUB

AMCHENCHS, 3arex
HapylweHnus Ha [ToaKOXHO UK
Ko>KaTa ¢ JEPMANHO KbpBEHE’,
MOAKOXKHATA ThKaH 06pHB, cbhphex
Hapylenus Ha MycKynHO
MYCKYJIHO- KbpBeHe"
CKeJIeTHaTa CHCTEMA,
CbhbeAUHUTE/IHATA
TbKaH U KOCTHTE
HapyuieHus Ha KbpBeHe oT
6u6peLmTE U NMMKOUHHUTE MbTHLLA"
NHKOUYHHTE ITbTHULLA
HapyuieHusa na KbpeeHe oT
Bb3NPOH3BOAUTEN- penpoAyKTHBHATA
HaTa cucTeMa M cuctema’
repaara
Macnensanus [TosuleH KpeaTUHHH

B KpBbBTA'
HapaHsBaxus, KpbBOM3AKB cnea
OTPaBgHUA U npoueaypa,
YCROXHEHHUS, TPABMATHYHO
Bb3HUKHANU B KbpBEHE'
pe3ynrar
HHTEpPBEHLHNH

g Hafp. KbpBEHE OT paK Ha NMUKOYHUA MEXYP, PaK Ha CTOMaxa, pak Ha 2e6enoTo 4epeo

B M aeHTudHuMpana B NOCTMAPKETHHIOBHMA OMUT
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Halp. NOBULUICHA TCHACHUHA KbM HACHHABAHC, CIIOHTAHCH XEMATOM, XEMOPpArH4Ha i




YectoTuTe ca nonyuenu ot naboparopHu Habmoaenus (ITMkouHa xucenHa nosuileHa > ropHara

rpaHyL@a Ha HopMarTa CIpsAIMO M3XOQHO HUBO NMOA WK B pedepeHTHHUTE rpaHUUl. KpeaTUHHH NOBUILEH
>50% cnpAMO U3XOAHO HMBO.), 2 He € NpuOIH3UTENIHA YeCTOTa Ha CboOlaBaHe Ha HeXeNaHH CbOUTUA.

A Hafp. KOHOHKTUBANHO, PETUHANHO, BbTPEOUHO KbPBEHE

€ HAMP. e[IUCTAKCHC, XEMOMNTH3A

x Hamp. KbPBEHE OT BEHUMTE, KPbBOH3INHMB OT PEKTYMA, KPbBOM3IIMB OT CTOMAIlIHA A3Ba
3 HAmnp. €KXKMO3d, KOXKEH KPbBO3HIUE, NETEXUN

H HaNp. XeMapTpo3a, MYCKYeH KphBOW3HB

Z Hamnp. XeMaTypHs, XeMOparuyeH UHCTUT

K HAMNp. BArMHAIEH KPbBOUIIHUE, XEMATOCNEPMHSA, NOCTMEHONAY3AIEH KPbBOM3NHB

Il HAmnp. KOHTY3Hs, TPABMATHYEH XEMaTOM, TPaBMaTHYEH KPLBOH3IUE

M

Hanp. CNOHTAHHO, CBBP32HO € HHTCPBCHUKWA HIIU TpaBMATHYHA HHTpAKpPaHHa/lHAa XEMOparus

QOnucaHue Ha n30paHu HEXKENaHU pPeakLIMy

Kvpeene

Haxooku ¢ kvpeerne ¢ PLATO
LlsnocTHUTE pe3ynTaTH 3a yecToTara Ha KbpBeHe B npoyusaHeTo PLATO ca noka3zaru B Tabauua 2.

Tatanua 2 AnaJjin3 Ha odmHTe CLONTHA ¢ KbpBeHe, n3uncaennn no Kaplan-Meier na 12-tn

mecen (PLATO)
Tuxarpenop 90 mg
ABa NbTH AHeBHo | K1omuaorpen P-
N=9235§ N=9186 CTOHHOCT*
Oob1uy 3HaueHus ot PLATO 11,6 11,2 0,4336
barTanHu/ xuBoTO3acTpawasawiu or PLATO >,8 5,8 0,6988
3HadutenHu ot PLATO, necsbpsand ¢ HKAD 4,5 3.8 0,0264
3naunrentn o PLATO, HecBbp3aHu ¢ 3,1 2,3 0,0058
HHTEPBEHLUM
KombBuHupanu o6wo 3uaunrensy + 16,1 14,6 0,0084
HezHaunTeaHH oT PLATO _
Hecsbp3aHH ¢ MHTEPBEHUMH 3HAUMTENHY + 5,9 4,3 <0,000]
He3HnauduTeN iy oT PLATO
3HauuTenHu no TIMI 1.9 7,7 0,5669
3HAUYMTENHHU + He3HauuTenHHu no TIMI 11,4 10,9 0,3272

xemornobuna c >30 g/l

JdedUHHUMHN HA KaTeropuuTe KbpBeHe:
3HauuTenHo (aTaATHO/AKHMBOTO3ACTPALIABALIO KbpPBEHE:
WAKM ¢ TMpenuBaHe Ha >4 caka EpPUTPOLMUTHA MAcCa;

KJIMHUYHO TMPOABEHO C TOHMXABAHE Ha
UK daranHa, WM

MHTpaKpaHHa/NHA, WIH UHTPaNEpHKapaHO CbC CHhpACUHA TAMIIOHAAA, WK ¢ XUIIOBONEMHYEH 1UOK HAH TEXKa
XUMOTOHHA, U3UCKBALLA NPECOPH; UAK XUPYPrUYHA HHTEPBEHLHS.
3HauuTeHO ApYro: KIMHUYHO NPOABEHO ¢ NOHWxapaHe Ha xemornoburHa ¢ 30-50 g/l unu

npenuBaHe Ha 2-3 caKa epUTPOLMTHA Maca; WIH 3HAYHTEAHO HHBANUIW3IHPALLO.
He3nauuTenHo kppBeHe: M3nckna MeanuMHCKa Hameca, 3a CIIKPAHE WK NeKyBaHE Ha KbpPBEHETO.

3uaunrenno xnpaene no TIMI: KanHUUKHO NposBEHO ¢ NOHMKAaBaHe HA xeMornobuHa ¢ >33 g/l unu ¢
WHTPaKpaHHAIH& XeMOparus.
Hesnaunreano kopeene no TIMI: KnuHuuHo nposBeHo ¢ noRmwkaBake Ha xemornobuna ¢ 30-50 g/l.

¥p-CTOMHOCT, U3UHUC/IEHA OT MOAEN HA NPONOPLUMOHANHUTE pUcKoBe Ha COX, KaTo [pynara Ha JieyeHH e e
€AMHCTBEHATA EKCIIaHATOPHA NPOMEHRJIMBA.

Tuxarpenop 1 KJIONUAOrpeN HE C& pa3UHaBAT 110 OTHOUIEHHWE HAa YECTOTHTE HA 3HAUMTEN
thaTanHo/KUBOTO3aCTpaluaBawo KepBeHe B PLATO, sHauuTenHo kbpBeHe obtio 8 PLA
kbpBeHe no TIMI unu cnabo xvppene no TIMI (Tabnuua 2). Obave, nossara Ha KOMO
3HAYUTENHO + Be3HavuTeHO KbpBeHe B PLATO e noseuye ¢ Tukarpenop, B CpaBHEeHHE
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Manko nanyentyd B PLATO umat datanun xpbvsousnueu: 20 (0,2%) 3a Tukarpenop n 23 (0,3%) 3a
Konuaorpen (Bx. Touka 4.4).

Bb3pacT, non, TenecHo Terno, paca, reorpaCKu paioH, CbNbTCTBALLM 3a00NgBaHM, ChIBTCTBALLA
Tepanud ¥ aHaMHeE3a, BKIIOUYUTENHO NPEOXOREH HHCYAT WK TPAaH3UTOPHA UCXEMHWYHA ATaKa, He ca
NPEeANKTOPH KaKTO 3a 0OLLOTO, TaKa K 38 HECBbP3aHOTO ¢ HHTEPBEHUHMH 3HAUUTENHO KhPBEHE NO
PLATO. Ilo Tazu npuunHa, He e uaeHTUdUIIMPaHa KOHKPETHA PUCKOBA I'Pyna 3a KOWTO M 1a € NOATHN
KbpBEHE,

Cebp3aHo ¢ HKAD kbpBene:

B PLATO 42% ot | 584-te nauuenTu (12% oT KOXopTaTa) ¢ HaNnpaBeH KOPOHAPHO-apTepUaneH
6aiinac (HKAB) ca nonyunnu PLATO 3HauuTenHo ¢aranHo/KUBOTO3ACTPALLIABANLIO KbpBEHE He3
passinKa MEXAy TepaneBTUYHUTE rpynu. PaTtanHa KbpBeHe, cBbp3aHo ¢ HKAD, ce nossasa npu
6 naUMEeHTH BBLB BCAKA OT TEPAnNeBTUUHHUTE IPyIM (BxXK. TOuKa 4.4).

Hecebp3aHo ¢ HKAD kbpseHe M HECBLP3aHO ¢ HHTEPBERLUK KbpPBEHE!

Hsama pasznuka mexay TUKarpenop u KJIonuaorpen no OTHolEHWe Ha HecBbp3aHuTe ¢ HKAD
TE)XXKH/KHUBOTO3aCTpaliaBally KpbBOU3NUBK No AcdUuHULKg HA npoyuBadeTo PLATO, Ho
3HauMTENHUTE 0010, 3HaunTeNHy 1o TIMI W 3HaunTenHy + HesHaunTenuy no TIMI kpbBOH3NNBK, NO
nedbuHnuma Ha rnpoyusadeto PLATO, ca no-yectu npd tukarpenop. Cbwo Taka, ako ¢€ U3knouar
BCHUYKH CBBHP3aHU C MHTEPBEHLIMH KPbBOH3MHUBH, TOBEUE KPHBOU3NUBYK ce HADMKOaaBaT npH
THKArpenop, OTKOJAKOTO npu knonuporpen {(Tabiuua 2). flpekparsapaHe Ha nevyeHUeTO NopaaH
HECBBbP3aHM ¢ MHTEPBEHUMHU KPBHBOU3IUBH € NMO-4eCTO ¢ TUKarpenop (2,9%), oTkonkoTo ¢
knonuaorpen (1,2%; p<0,001).

MUuTpakpaH1anHa xemoparus:

HUHTpakpannanHnTe KpbBOU3NHUBH, HECBBP3aHH C MHTEPBEHLMH, Ca NMOBEYE NPH NPHUIIOKEHUE Ha
TUKarpenop (n=27 KkpbBOH3NMBa npu 26 nauumedTH, 0,3%), oTkonkoTo ¢ knonugorpen (n=14
KpbBOnznuea, 0,2%), ot kouto || KpbBOM3AKBA C TUKArpenop v 1 ¢ knonuaorpen ca daranuu. Hama
pasnuka B oOmus 6poit cnyqan Ha QaTanHO KbPBEHE.

Haxooku ¢ xvpeene 6 PEGASUS
LlsnocTHHTE pe3ylTaTH 3a 4yecToTaTa Ha KbpBeHe B npoyuBaHeTo PEGASUS ca nokaszauu B

Tabnuua 3.

Tabaunua 3 AHanui va obuinre ¢LONTHA ¢ KLpBEHe, H3UHCIeHHA no Kaplan-Meier na 36-1n

mecen (PEGASUS)
T 60
ukarpenop 60 mg Camo ACK
NbLTH AHEBHO +
ACK
N=6 996
N=6 958

KM | Koedpuuuent ua | KM

puck (95% CI) o/ P-CTOMHOCT

Kpaituu Toukn 3a De30nacHocTt

KaTteropuu Ha KnpBeHe, onpeaeaeny ot TIMI

3rauntenso (TIMI) 2,3 2,32 (1,68,3,21) | 1,1
DaranHo 0,3 1,00(0,44, 2,27) | 0,3
BUK 0,6 1,33 (0,77,2,31) [ 0,5
Apyro 3nauutenano (TIMI) 1,6 3,61(2,31,5,65) [ 0,5
3HaYMTENHO MK He3HaunTenHo (TIMI) 34 2,54 (1,93,3,35) ] 1,4
3HAYUTETHO HJIHY HE3ZHAUYHUTEHO, UK 16,6 2,64 (2,35,2,97) [ 7,0
M3KCKBAaLLLO MeauLIMHCKa HaMeca (TIMI)
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Tukarpenop 60 mg

Camo ACK
MbLTH JHEBHO +
ALK N=6 996
N=6 958

Koepuunent na | KM
puck (95% Ch) |

Kpaiind Toukn 3a f0e3onacHocT KM% pP-CTOHHOCT

Karteropnu Ha KbpBene, onpenenenn 8 PLATO

3daurtendHo PLATO 3,5 2,57(1,95,337) | 14 <(,0001
MdaranHo/uBoTo3zacTpaliasawo | 2.4 2,38 (1,73,3,26) | 1,1 <(0,000]
Hpyro 3naudtenHo (PLATO) |, | 3,37 (1,95,5,83) 1 0,3 <0,000
3HaunTeNHO UK HesHayuTenHo (PLATO) 15,2 2,71(2,40,3,08) | 6,2 <0,000]

JedpuHuuN HA KATErOPHHTA HA KbpBeEHE:

3uauntenno (TIMI): datanno kvpsene UJIH sBeako sbTpeuepenHo kbpeHe, MU k4 HO Buanmu
MPU3HALK HA KPBBOMINMB, CBBP3aH CbC cnajs Ha xemornobuna (Hgb) ot >50 g/l, nnu noHnxkerne Ha
xematokpura (Hct) ot 15%, korato nuncea croiHocT Ha Hgb.

MaTanno: CubHTHE C KbPBEHE, KOETO AHPEKTHO € J0BENIO A0 CMBPT B PAMKHTE Ha 7 IHM.

BUK: BurpeuepeneH KpbBOK3JINB.

Jpyro suauntento (TIMI): Hedatanno He-BYK 3kauunTenno kopsene (TIMI).

Hesunauutenno (TIMI): KnnuuuHo BuaAKMMO ¢ noHWkeHWe Ha xemornobuHa ot 30-50 g/l.

MNiuckBamo meanunncka Hameca (TIMI): HMauncksawo unrepseruns MW sogewo 2o xocnuranusauuns, UJIH
Hanarauo oueHka.

3nauunTento gpatanno/muporosacrpawaraumo (PLATO): @atando kbpeene UJIN BCcako BbTpeyepenHo
kbpeeHe, UK nrTpanepukapaHo cbe cbpaeuHa tamnoHana, MK ¢ xunosonemMuuen WOk, WK Texka
XMNOTOHMA, HANArailia NPUI0KEHUETO Ha MPECOPHU/ MHOTPOMNHHU cpeacTsa unu onepauus, MJIH c
XHUMOBONEMHUUYEH WOK WK TEXKKA XMNOTOHYKSA, HANAarauia NpuNoXEeHHETO Ha NPEeCOPHU/MHOTPONHU CPEACTBA UNU
onepauusa, HJIM knuununo suarmo ¢ >50 g/l noHmxeHre Ha XeMornodvHa yad NPensaTH >4 eAHHULIM YEPBEHU
KPbhBHU KJIETKH.

Apyro 3nauntendo (PLATO): 3nauumo unsanuaniupawo MJIU knnauyuko suanmo ¢ 30-50 g/l noumxenne Ha
xemornobuna, MJIN npenaru 2-3 eaMHUUM YepBEeHH KPBBHH KNETKH.

He3naunrtenno (PLATO): M3nucksa MeAMIUIMHCKA MHTEPBEHUIMSA 3a CNUPAHE UK TEYEHHUE HA KbPBEHETO.

B PEGASUS 3nauntentoto xbpeeHe (TIMI) npu tukarpenop 60 mg n8a fibTH AHEBHO € NO-CHIHO

OTKOJAKOTO 1pu ieuedue camo ¢ ACK. He e HabnronaBaH noBuiLeH pHCK OT haTAIHO KbPBEHE U CE
YCTAHOBABA CAMO HE3HAYMTENHO NOBUUIEHHE HA BbTPeUepenHUTEe KPbBOU3IUEN B CPABHEHME C

TepanuaTa camo ¢ ACK. Mma manko ctbuTHa Ha ¢aTanHO KbpBeHe B npoyusaneTo, 11 (0,3%) 3a
Tukarpenop 60 mg u 12 (0,3%) 3a repanusTta camo ¢ ACK. HabnionaBaHusT MOBULUEH PUCK OT
3HauyuTenHo KbpBeHe (TIMI) ¢ Tukarpenop 60 mg ce ALK NpeaAXMMHO HA NO-BUCOKATA YE€CTOTA Ha
Apyro 3HaunTenHo KbpBene { TIMI), cpbp3aHo cbe cbbuTHs B cTomatHo-upesHrs COK.

[TosHuIeHa YyecTOTa HAa CHOUTUA ¢ KbpBEHE, NOAOOHM HA 3HauuTeENnHO KbpBeHe (TIMI), e HabnionaBana
‘B KATErOPUHTE 3HAYUTEIHO UM HezHauuTeaHo kbpeeHe (TIMI) n znauntenuo (PLATO) u
IHAUUTETHO UK HesHaunTenHo KepBeHe (PLATO) (Bxk. Tabnuua 3). [1peycTanosasaHeTo Ha
JEYEHUETO NMopaaH KbPBEHE € MO-4EeCTO B I'pynara Ha Tukarpenop 60 mg B cpaBHEHME ¢ rpynara Ha
Tepanusata camo ¢ ACK (cboreeTHo 6,2% u 1,5%). [ToBeyeTo OT T€3M cnyyau Ha KbPBEHE €a ¢ Mo-
MasIKa TexkecT (knacudHUKpaHK KaTo U3UCKBallK MeaMLMHCKa HaMmeca (TIMI)), Hanp. enucTakcuc,
HACHHABAHE U XEMATOMM.

[TpounbT Ha KbpBEHE Ha THKarpeaop 60 mg € ¢XO0AeH B MHOXKECTBOTO MPEABAPUTENHO ONpPEAETEeHH

3HAYUTEITHO HWNH HeaHauyuTenHo (TIMI) n 3HaunTenHo kvpeeHe (PLATO).
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BbTpeuepenHo KbpBEHE:

Cnontannun BYK ce cphobiasart ¢ nonoOHa sectora 3a Tukarpenop 60 mg v tepanus camo ¢ ACK
(n=13, 0,2% B nBeTe rpynu Ha jedcHue). Habnonara ce HesHaunmTenHo nosuiuerne Ha BUK cpbp3aHo
¢ TpaBMa M NpoLeaypy npu jgevenue ¢ Tukarpenop 60 mg (n=13, 0,2%) B cpaBHeHue ¢ TepanusTa
camo ¢ ACK (n=10, 0,1%). Cxob1enu ca 6 datannu BUK ¢ Tukarpenop 60 mg u 5 datanuu BHK ¢
Tepanus camo ¢ ACK. Hecrorara Ha BbTpeUuepento KbpBEHE € HUCKA B JIBETE I'PYNH HA JIEHEHHUE, KaTo
ce MMa npeABMI 3HAUYUTENHUTE cbibTcTBaLLK 3a00naBaHus M CC puckoBH (PakTopy B NpoyuBaHaTa

MOIyAa1lKA.

Hucnues
JlncnHes, ycelliane 3a 3adyx, ce ¢bo0lansa oT NaUKeHTHTE, JeKyBaHu ¢ Thkarpenop. B PLATO,

obeMHEHHTE KAaTO JHUCIHES HEXEIaHU IeKapCTBEHU CbOUTHA (AKMCNHES, AMCIIHEA B NNOKOH, AUCNHES
NpH yCHIIKeE, NapoOKCH3MallHA HOLHA AUCHHES W HOWIHA AucnHes) ce cvobwasar ot 13,8% ot
NauMeHTUTE, NEKYBAHHU C TUKarpenop, u 3a 7,8% oT nauueHTUTe, NekyBsaHu ¢ xionuaorpen. [pu 2,2%
OT MaUKUEHTHUTE, NpUemMaLiy THKarpenop, 1 npu 0,6% ot nauneHTHTe, NPUEMALLH KAONUAOTPE, B
npoyuBaHeTo B npoyusaHeto PLATO uicnenoBaTenuTe CUMTAT, HE JACNHEATA € NPUYHHHO CBBP3aHa
¢ leqeHHeTo M OposT Ha ceprosHuTe ciydan € mansk (0, 14% tuxarpenop; 0,02% xnonunorpen), (Bx.
Touka 4.4). Hali-uecTo choOLwaBaHUTEe CUMNTOMU Ha JUCITHES €A JIEKU A0 YMEPEHH NO UHTEH3UTET U
NOBEYETO C& CHOOARAT KAaTO EAMHUYEH ENKU30 PAHO CJI€/l 3aN0YBaHE HA TEPANUATA.

B cpaBHenue ¢ kionuaorpes, nauveHture ¢ actma/XObb, nexkysaHu ¢ THKarpenop, MoXe 1a UMaT
NOBMULLEH PUCK OT MOTyvyaBaHe Ha Hecepro3Ha auciiHes (3,29% tukarpenop cnipamo 0,53%
knonuaorpen) U cepuosna aucnues (0,38% Tukarpenop cnpamo 0,00% wionuzorpen). B abconoThm
CTOMHOCTH TO3H PHCK € [10-BUCOK OTKOAKOTO B uanoctHata nonynauus Ha PLATQO. Tukarpenop
TpaOBa na ce npuara ¢ NOBKIIEHO BHUMAaHUE NPH NaLMEHTH C aHaMHe3a 3a acTMa u/unu XObb (Bx.

Touka 4.4).

Oxkono 30% or ennzoanTe OT3RYYaBaT B pamKuTe Ha 7 IHU. PLATO Brarousa nauMeHsTH, KOUTO Ha
H3XOOHO HUBO MMAT 3aCTONHA CbhpAeuHa HeaocTtaTbYHOCT, XObb nnan actma; Te3n nauneHT H
NaUKEHTHTE B CTApHECKa Bb3pacT € Mo-BEpOATHO /1a choOLaBaT AUCHEA. 3a TuKarpenop, 0,9% ot
NAUUEHTHATE FIPEKDBCBAT NPHNAraHeToO Ha NPOYHBAHOTO aKTUBHO BEILECTBO NMOPAaAM AUCTIHEA, CIPAMO
0,1% ot Te3n, npruemawy knonuaorpen. [lo-sucokara yectrora Ha AUCMHEA € TUKArpesop He ce
acOLIMKpa ¢ HOBA 11OABa KM BJOLLaBaHEe Ha chpAcdHO unk benoapobHo 3abonspaHe (BXK. Touka 4.4).
Tukarpenop He nosnauasa 6enogpodbuHTe QBYHKUMOHAIHN TECTOBE.

B PEGASUS aucnnes ce cwbobwana npu 14,2% ot nauuedTyre, npuemMawny tikarpenop 60 mg asa
NbTH AHEBHO, U nipH 5,3% oT naunenTuTe, npuemawn camo ACK. Kakro 8 PLATO, noseueTo ciiywau
Ha ¢bHOOLEeHA AUCTIHES Ca JIEKKU A0 YMEDPEHHU N0 UHTEH3UTET (BXK. TouKa 4.4). [launenture, KoUTo
cboO1aBaT AMCTIHEN ca DMK NIPEeIMMHO NMO-Bb3PACTHHU U MO-4yecTo ca umanu aucnHes, XObb unv
acTMa Ha HU3XOJHO HHUBO.

Hzcreosanus

[ToBnmeHne Ha nMKouHaTa kuceauHa: B PLATO e oTueTeHO noBHlLaBaHe Ha cepyMHaTa NHKO4YHa
KMCENKHA 10 CTOMHOCTH, HaJIBHILUABRALLMY rOpHATA IPaHMALA HA HOpMAaTa, NpH 22% OT nonyuaBatuTe
THKArpenop nauxeHTu, cnpamo [3% ot nonyuasauinre kionuAaorpen naunedTu. CbOTBETHUTE
croiHocTH B PEGASUS ca cvoreetHo 9,1%, 8,8% 1 5,5% 3a Tukarpenop 90 mg, 60 mg u nnauebo.
CpenHata cepyMHa NUKOYHa KMCeNWHa ce noBrwara ¢ 6iun3o 15% npu npunoxeHue Ha THKarpenop, B
cpaBHeHMe ¢ npudbnuszutento 7,5% npu NpUAOKEHUE HA KIIONKWAOIPEN, & CNe] CNHUpPaHe Ha EYEHHETO
ce MOoHWXaBa NpUOAH3IUTENnHO A0 7% NpH NPUNOKEHKHE HA THKArpeaop, AOKaTO NPH KJIONUACTPEN He
ce HaOsmonaea cnaa. B PEGASUS ce ycTaHoBsABa 0OpaTMMO MOBHLLIEHHE Ha CPE/IHATE HHUBA Ha
CEpYMHa MUKO4YHA KricesinHa oT 6,3% u 5,6% cboTBeTHO 3a THKarpesop 90 mg u 60 mg, B cpaBHeHHe

THKarpenaop crupiamo 0,1% 3a knonuaorpen. ChOTBETHHTE CTOMHOCTH 3a nojarpa/nojaarp
PEGASUS ca 1,6%, 1,5% n 1,1% cwoTBeTHO 3a TUKarpenaop 90 mg, 60 mg u nnaiebo.
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CpobulaBaHe Ha MOAO3IUPAHH HEXKETAHU PEAKLIMH

C1o6L1aBaHETO HA NOAOIMPAHK HEXENAHH peaKLMK cllejl paspellaBaHe 3a ynotpeda Ha NeKapCTBEHUS
NPOAYKT € BaXkHO. TOBa Mo3BoOABA Ja NPOABIKH HAOHIOAEHHETO HA CHOTHOWEHUETO NOA3a/PUCK 34
nexapcTBeHUs NpoaykT. OT MEAMLMHCKHTE CIICLIMATUCTH C€ U3MUCKBA Aa CbOoOLaBaT BCiaKa
NoJ03UpaHa HeXeNMaHa peakuys 4pe3 HauMOHaIHa CUCTEMA 3a cbobuiasaHe B M3nbaHWTENHA areHUMA
no nekapcraata ya. ,.Jlaman I'pyes” Ne 8, 1303 Codmus, Ten.: +35 928903417, yebcant: www.bda.bg.

4.9 Ilpenozupane

Tukarpenop ce noxwacs nobpe npu enHokpaTHu A03u 2o 900 mg. [TacTpoHMHTECTHHANHATA TOKCHYHOCT
e Ouna 1030tMMUTHPAHA B €1HO NMpOoyUuBaHe ¢ €AHOKpaTHa HapacTBalla 103a. Jpyru KIMHWYHO
3HAUUMH HEXKeEJIaHHU peaKLIMK, KOUTO MOraT Aa ce NpoasaT NPH Npeao3npaHe BKAKYBAT AUCNHES H
BEHTPUKYJAPHY nay3u (BxK. ToUka 4.8).

B cnyuait HA npeao3rpaHe, MOTaT [a ce MPOSBAT rOPECNOMEHATUTE MNOTEHUHAIIHA HEXETaHH
jleKapCTBEHH peakuuny u Tpadea ga ce uma npeasua EKI MonuTopupane.

KbM MOMEHTA HE € U3BECTEH aHTUAOT HA TUKATPENop ¥ TUKArpenop He ce AuManuinpa {BK. Touka 5.2).
[Tpu npenozupane neueHueTo TpAbOBa Aa ce NPOBEKIA B CLOTBETCTBUME C MECTHATa CTaHAapTHA
MeIHLHUHCKA npakTHka. OuakBaHUAT ehexT OT Npeao3npaHe HA TUKArPeEsIop € YAL/DKEHa
NMPOABLIKUTENHOCT Ha PUCKA OT KbpPBEHE, CBbP3aH ¢ TpPOMOOUMTHOTO HHXHUDUpaHe. TpaHchy3HuaTa Ha
TpoMOOLIMTHA MaCa € MANTKO BEPOATHO [1a MMa KJIMHUYHA NO/3a MPU MALMEHTH C KbPBEHE (BXK.,

Touka 4.4). AKO Ce NOKBYU KbpBeHe, Tpabpa Ja ce npeanpueMar aApyru NoaAxXoaauly NoALbLPIKaLLH
MEPKH.

5. GAPMAKOJOI'TYHU CBOUCTBA

5.1 PapmMakoanHAMHYHH CBOHCTBA

QapmaxorepaneBTiiHa rpyna:. MHxubOuTOopn Ha arperauusita Ha TpoMOOUMTUTE, C MUIKIIOHMEHUE HA
xenapuH, ATC koa: BO1AC24.

MexaHHU3BM Ha JEHCTBUE

[lharerpa cobabp)ka TUKarpenop, Cb€IMHEHNE OT Kj1aca Ha UMKNONMEHTUITPHUA30NONMUPUMUIUHUTE
(CPTP), KOHTO € nepopaneH aRTAroHKUCT ¢ AMPEKTHO AeHCTBUE HA P2Y (2 peuenTopa, KaTo ce CBLP3Ba
C HErQ CEAEKTUBHO K 00paTnmMo K npeaoTspaTasa AJlD-meaunpanara, 3askcewa ot P2Y
TpoMOOLMTHA aKTUBALMA M arperauma. Tukarpesop He npeaorspatasa ¢csbpi3saHeTo ¢ AJIM, a koraTto
ce cebp3ra ¢ P2Y; peuentopa, Bb3npensTCTBA CUMHANHATA TPAHCAYKUMSA, HHAYUHpaHa oT AJlD, Tuii
KaTO TPOMOOUIUTUTE YHACTBAT B MHULIMKUPAHETO U/ UK Pa3BUTHETO HA TPOMOOTHUHHMTE YCITO)KHEHHA HA
aTepOCKIepoOTHYHATa O0M€eCT, € 10Ka3aHo, e UHXHOMpaHeTo Ha TpoMbOUMTHATAE DYHKIIMS HAMAIRBA
prcka ot CC cvbutua, kato cMepT, MU Hnu uHCcynT.

Tukarpenop cbL10 YBENUYABA JOKATHATE EHJAONeHHH HHBa Ha aJIeHO3HHA upe3 HHXHOUpate Ha
ekBUNMOpUpalLMA HyKneo3uaeH TpaHcnoptep-1 (Equilibrative nucleoside transporter-1, ENT-1).

JIOKYMEHTUPAHO €, ue NpH 3apaey nvua u naukeHT™ ¢ OKC, Tukarpenop yeenu4yasa cieaHUuTe
eheKTH, HHAYUMPaHK OT aA€HO3UH: Bazoaunarauma (M3MepeHa 4ype3 yBeJMYaBaHeTO Ha KOPOHAPHHUA
KpBBOTOK NpH 3apasu A06posonun n nauuenTH ¢ OKC,; rnapobonune), nHxnbupane Ha
TpomOouMTHaTa PYHKUMA (B YOBELLUKA LANA KPBB in Vilra) U qucnnes. Bpb3kara mexay
HabnionaBaHUTE YBENHYEHHS HA AA€HO3UH Y KITMHUYHHUTE pe3yaTarH, obade (Hanp. 3abonesaemMocT-
CMDBPTHOCT), HE € KATErOPUYHO U3ACHEHA.

(DEHMHKOQHHEIMH‘{HH E@E]{TH

Hauano na oeticmguemo
[Ipy nauueHTU cbe cTabunHa ucxemuuda donecr Ha cspuero (MbC), npuemainn ACK
noka3sa Obp30 HACTbNBaHe HAa (PapMaKoNornveH eheKT, KONTO ce AeMOHCTPUpa OT Cp
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nHxubupane Ha TpombounTHarta arperauns (UTA) okono 41% 0,5 yaca cnea npunoxenue Ha 180 mg
HaTOBapBalila 103a THKarpeaop, ¢ makcumanHa croifHocT Ha UTA 8%9% 2-4 yaca cnea npuaoKeHUeTo
Ha 103aTa, KOKTO ce 3aabpaxka mexay 2-8 uaca. I1pn 90% oT naumenTHTe 2 Haca el NPUIIOKEHHETO

Ha fo3ara TepmMuHanHoTo nukoBo UTA e >70%.

Kpau na deticmeuemo
Ako ¢ nnaHupanHa HKAD npoueaypa, pHCKBLT OT KbpBEHE CBbP3aH C THKArpenop € NoBHLIEH B
CpaBHEHHE C KIOMNMAOTPEJI, KOraTo TepanusaTa € NpekpaTeHa no-Majko ot 96 yaca npeau

npoueaypara.

Cmara Ha aexapcmeana
[TpeMuHaBaHe OT nedeHHe ¢ Kionuaorpen 75 mg Ha neveHune ¢ Tukarpesiop 90 mg aga nbTy AHEBHO

Boau Ao abconoTHO nosuwnapane Ha MTA ¢ 26,4%, a npeMHUHBaBaHETO OT JiEUEHHWE C THKArpenop Ha
JeyeHure ¢ Knonuaorpen Boau Ao abconroTHo rnodMkasaHe Ha UTA ¢ 24,5%. IlauneHTuTe morar aa

[IpeMHHABAT OT KIOMKUAOrpen Ha TUKarpesop 0e3 NpeKkbCcBaHe Ha aHTUArpEraHTHOTO AEHCTBUE (BXK.
Touka 4.2),

KnnuHuuHa edykacHOCT M 6€3011aCHOCT
KnuHuusu 1aHHA 3a eMKacHOCTTa M 0e30nacHOCTTa Ha TUKArpeop €a Noay4eHy OT ABe KIMHUYHH

W3nuTBaHua (aza 3:
. [TIpoyusaneTo PLATO [PLATelet Inhibition and Patient Qutcomes (TpomMO0OTHUHO KHXHOUpaHE

W KIMHWYEH M3XO0/ Ha NauMeHTa)], cpaBHEHWE Ha THKArpenop ¢ KIONMWAOrpen, 4 aABara
npunaraHy B koMbuHauma ¢ ACK, u apyra ctaHaapTHa Teparms.

’ [TpoyusaHeto PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (ITpeeeHuUNs ¢ THKarpenop Ha
BTOPUUHHN TPOMBOTHUHUHU CHONTHS NPH BUCOKOPUCKOBH NAUHEHTH C OCTBLP KOPOHApPEH
CHUHAPOM)], cpaBHEHHUE Ha THKarpenop, komouuupad ¢ ACK, ¢ tepanusa camo ¢ ACK.

IIpoyusane PLATO (ocmpu koponapru cuHopomi)

INpoyusaneto PLATO srtousa 18 624 nauneHTuy, KOMTO ca B 24-4aCOBHs NEPUOA OT HAYAJIOTO Ha
CUMITTOMMU Ha HecTabunHa creHokapaus (HC), nudapkr na muoxkapaa 6e3 ST-enesauus (MMOST-e)
MK ¢ MHPAPKT Ha MHOKapaa ¢be ST-enesaumnsn (MMcST-e), U KOUTO MBPBOHAYANHO €A JIEKYBaHM
MEAMKAMEHTO3HO, WM Ype3 nepKyTaHHa kopoHapHa untepeedumns (I[TKH), unu upes nocrapsHe Ha
HKAB.

Knunuuna egpuxacrocm

Ha dona Ha exeaHeBHO npunoxkenne Ha ACK, Tukarpenop 90 mg aBa mbTH AHEBHO AEMOHCTPHPA
NPERBL3IXOACTBO COPAMO 75 Mg AHEBHO KJIONKUAOIPE N0 OTHOWEHHE HA NPEBEHUMS Ha CbCTaBHATA
kpailHa To4ka 3a CC cMbpT, MH nau uHcyaT, ¢ painuka, npousnusawua ot CC ecmepT 1 MHU.
[Taunenture nonyuasar 300 mg narosapsalia no3a Kronuaorpen (BbamoxHo e 600 mg, ako umar
[TKHA) unn 180 mg Tuxkarpenop.

PesynratsT ce noasasa paHo (abconorHa peaykuus Ha pucka [APP] 0,6% u oTHoCHTENHA peayKLus
Ha pucka [OPP] 12% na 30-ust neH) c nocTosiHeH edeKT OT /IEYEHHUETO O BpEMe Ha uenus |2 MeceueH
nepvoa, pasaw; APP 1,9% wa roanna ¢ OPP 16%. Toea npennonara, 4ye € noaAxoafLl0o NalMEHTHTE /a
ce JleKyBaT ¢ Tikarpenop 90 mg npa nbuTH AHEBHO 12 Meceua (BxK. Touka 4.2). JleuenueTo Ha

54 nayuerTd ¢ OKC ¢ Tkarpenop BMeECTO ¢ KNOMUAOrpPeE NpeaoTepaTssa | arepoTpoMOOTHUHO
cvbure; neyenuero Ha 91 naumedtu npenoreparasa | CC cMbpT (BK. Purypa | v Tabauua 4).

TEPHHEBTHHHHHT E(IJEKT Hd TUKAIrpCeJiop, HAAXBLPJIAUL TO3W HA KIAOITHAOTPEN, H3rNeExaa CX04€H B
MHOTO MNOArpynHy, BXJIKOYHHUTENHO TCrAC, NoJ, dHadMHE34d 3d 3aXapCH ,D,HEGET, TPAH3UTOPpHA UCXCEMHUYHAE

dTakda WINHN HC-XCMOPAIrHHCH HHCYAT, Wi PCBACKYJIAPHU3dLHUA, I1PHU CHITBTCTBALLO JTIEUECHHC BKMTHOYBALLLO




YeraHoBeHo € ¢1ab0 CUrHU(MKAHTHO TepaneBTUYHO B3aUMO/IEUCTBHUE B 3aBUCUMOCT OT PEruoHa,
CbIUIACHO KoeTo koeduuneHTsT Ha pucka (Hazard ratio, HR) 3a nbpBuyuHaTa KpalHa TO4Ka € B 110J13a
Ha TUKArpeJ/jop 3a OCTaHajaTa 4acT Ha CBeTa, HO € B 110/13a Ha kjonuaorpe 3a CesepHa AMepuka,
KOSITO cheTaBisBa npuonusuTesno 10% ot usiara npoyusata nonyJiamus (p-CTOMHOCT Ha
g3aumoercTene=0,045). EkcriopaTopHUTE aHaJIM3M Tpe/arnoJiaraT BEposTHa Bpb3Ka ¢ jl03arTa Ha
ACK, kato ¢ yBeanuaBaHe Ha ao3ara Ha ACK ce Ha0110/1aBa HamasieHa e(PUKACHOCT Ha THKarpesop.
XponuuHara jHeBHa j103a ACK, kosto aa Obae 75-150 mg (Bxk. Toukn 4.2 n 4.4).

durypa | nokassa 0O4aKBaHUS PUCK 3@ HACTBIIBAHE HA MbPBU MHLMJICHT, BKJIKOYEH B KOMOMHHMpaHaTa
KpaiiHa TOuKa Ha e(hMKaCHOCT.

Ourypna 1 AHaju3 HA IbPBUYHATA KJAMHMYHA ¢hbeTaBHa Kpaina Touka ot CC embpr, MU 1

uncyar (PLATO)

. Tukarpenop (T) [864/9333]
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B cpaBHeHME ¢ KJIOMKUIA0IPell, TUKArpesop HaMallsiBa yecToTaTa Ha HaCThIIBAHE Ha MHLIM/IEHTHUTE,
BJIM3ALIM B CbCTABA HA MbpBUYHATA KpaiHa Touka — KakTo B nonyjaaumsta ¢ HC/UMOST-e, taka u B
nonyJjauuara ¢ UMcST-e (Tadsmua 4). Canenoparesino, Tukarpesaop 90 mg jiBa nbTH JIHEBHO 3a€/1HO C
HUCcKa 103a ACK Moxke 1a ce usnodssa rpu naumeHTy ¢ OKC (HecTabuiiHa cteHOKap/us, MMOKap/1eH
uHdapkr 0e3 ST enesaumns [MUMOST-e| unn muokapaen uudapkr ecbe ST enesauns [MMcST-e));
BKJIKOUMTETHO NALMEHTH, JIEKYBAHH ME/IMKAMEHTO3HO, U MallMEHTH, JIEKYBAHHU C NMEepKyTaHHA
kopoHapHa uHTepseHuus (ITKHW) uamn Gaitnac na koponapua aprepus (HKAD).

Tabauna 4 AHaju3 HA NLPBHYHATA H BTOPHUHHTE Kpalinu Toukn 3a epuxkacuoct (PLATO)

P-CTOHHOCT

HJIK HHCYJT'T

Tuxkarpenop | Kinonuaorpe.
90 mg nBa 7S mg BeAHbK
II'bTH JIHEBHO JIHEBHO APP? OPP?* (%)
(% nmaumentn | (% nanmeHTH (% /ron) (95% CI)
CbC CLOHTHE) | CBbC CHLOMTHE)
N=9333 N=9291
CC embpT, MH (C
M3KJ1. Ha ..Tux"* M) 9.3 10.9 1.9

¢




Tuxarpenop | Knonungorpen
90 mgaBa | 75 mgBeaHBK
N'TH RHEBHO JAHEBHO APP* OPP? (%) o
(% naunentn | (% nauueHTH (% /ron) (95% CI) p-CTOMHOET
¢be CbONTHE) | CbC CLOMTHE)
N=9333 N=9291
Hamepenue 32 8,5 10,0 1,7 16 (6,25) | 0,0025
WHBA3HBHA Tepanus
Hamepenue 3a
fieKapcTBeHa 11,3 13,2 2,3 15(0,3,27) 0,0444'
Tepanus
CC cMbpT 3.8 4.8 [,1 21 (9,31) 0,0013
MMH (¢ n3Kkn. Ha
- lel)5 3,4 6,4 [,1 16 (5, 25) 0,0045
MHcynT 1,3 1,1 -0,2 -17(-52,9) 0,2249
CmbpT De3
3HAYEHUE Ha
npuunHaTa, MU (c 9,7 11,5 2,1 16 (8, 23) 0,0001
W3k, Ha ,,Tux" MH)
WY HHCYJIT
CC cMmbpT, 00110
MU, uucynr, CPH,
PU, THA wnu apyra [3,8 15,7 2,1 12 (5, 19) 0,0006
ATC®
CmbpT O€3
3HAYEHHE HA 4.3 5.4 1.4 22 (11, 31) 0,0003"
npU4yHaTa
Jleputntupia 1,2 1,7 0,6 32(8.49) | 0,0123"
TpomOO3a Ha CTEHTA
| APP = abconoTHa peayxuua Ha pucka OPP = oTHocuTeNHa peaykuus Ha pucka = (1-KoeuuHeHT Ha
puck) x 100%. Orpyuartenda OPP o3nauaBa noBHiLaBaHe HA OTHOCUTETHHA PUCK.
6 ¢ U3IKNKYEHUe Ha ,, THX" MU.
® CPH = cepuo3Ha pexkypeHTHa ucxeMua, PY = pekypenTHa ucxemusa; THA = TpaH3UTOpHA UCXEMHYHA

ataka; ATC = aprepranto TpoMbOTHYHO chOuTHE. O0WO MKW BKAKOYBA ,,THX" MU, naTta Ha CLOUTHETO €
[ATaTa Ha HErOBOTO YCTAHOBABAHE.
" HOMHHAaNHa CTOAHOCT HA CHTHU(PHKAHTHOCT; BCUUKH OCTaHany ca popMaHO CTaTUCTHUECKU
CUTHUPUKAHTHY NO NpeaepHHUPaAHO HepapXHUUHO TeCTBAHE.

PLATO 2enemuuno noonpoyyeare
Onpenenadero Ha CYP2C19 v ABCBI1 renoruna na 10 285 nauveHty 8 PLATO nasa Bb3MOXHOCT 3a

acoudauns Ha reHoTunHute rpynu ¢ pesyarature ot PLATO. Tlpesb3xoacTsoro Ha THKarpenop Haa
KJIONMAOTPEN MO OTHOLUEHHUE HA peayKuuaTa Ha 3HauuTenaHun CC cbOUTHA He € CUrHUPUKAHTHO
noBaHAHO oT CYP2CI19 nnn ABCBI1 renortuna Ha naumenTture. [10400HO Ha UANOCTHOTO NPOYYBaHE
PLATQO, HAMa pasfinKa MEXAYy TUKArpenop U Knonuaorpes npy oduio sHauuTeIHUTE XeMoparmyHy
HHuuaeHt B PLATO, sbnpexn renotruna CYP2CI19 unn ABCBI1. Hecebpaanoro ¢ HKAD
3HaunTenHO KbpBeHe B PLATO ce noBuwasa ¢ THKarpeaop B CpaBHEHUE ¢ KJOMMAOIPEN pH
nauueHT ¢ eauH ik nopede CYP2C19 anenu ¢ue 3aryba Ha QyHKLMR, HO € CXOAHO Ha KJIONUAOrpen
MNpH MALKMEHTH C aNeNl, KOWTO HAMA 3aryba Ha G yHKLHMA.

Kombunupan noxazamea 3a epuxacrocm u bezonaciocm
KombunuupanpaT noxazare 3a epukacHocT ¥ bezonacHocT (CC cmbpT, MU, HHcynT Mau ob
IHAUMTENHO KbpBeHE N0 aeduurumata Ha PLATO) noka3sea, ye noszara oT NpUIOKeHHE

TUKArpenop no oTHOlEHHE Ha e()UKACHOCT B CPABHEHUE C KJIOMUAOPEN HE CE KOMNEH
cnydyaute Ha 3HauynTenHo KbpeeHe (APP 1,4%, OPP 8%, KP 0,92; p=0,0257), 12 mece
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Knunuuna bezonacrnocm

XOonTeposo NOARpOyHBaHE:

3a a Ce OLEHH HeCTOTaTa Ha BEHTPUKYIapHUTE Nay3u Y APYry eNH3041 Ha apuTMHUS 110 BPEME Ha
npoyuBaHeTo PLATQO, e 0CbluecTBEHO XOATEP-MOHUTOPHpaHe Ha rnoarpyna ot 6sim3o 3 000 naumenTH,
npubnunznrento 2 000 ot KOMTO UMAT 3aNUCH, KaKTo B ocTpaTa (a3a Ha OKC, taka 1 Mecel NO-KbCHO.
[[bpBUUHATA NpOCNENaBaHA TPOMEHIMBA € HeCTOTATa Ha BEHTPHUKYJIAPHH MAY3M C MPOAbIXKHTENHOCT
>3 cexkyHau. BeHTpukynapHy nay3u pa3BUBaT NOBEUE NaLMEHTH Ha feueHUe ¢ THKarpenop (6,0%),
OTKOJKOTO TAKMBa Ha JieueHKe ¢ knonujorpen (3,5%) 8 ocTpara ¢aza u cboTBeTHo 2,2% u 1,6% cnen
| mecew (Bx. Touka 4.4). YBenMUeHHETO HA BEHTPUKYJAPHUTE nay3u B octpara hasza Ha OKC e no-
H3pa3eKo NpH NaUMCHTUTE Ha TUKarpenop ¢ aHamuesa 3a XCH (9,2% c aHamuesa 3a XCH cnpsamo 5,4%
npu nauneHTh 6e3 aHamHeza 3a XCH; 3a naunenTure na knonunaorpen, 4,0% npu tezn ¢be cnpamo
3,6% npd Tte3u Oe3 anamuesa 3a XCH). Ta3n paznuka ne ce nposesBa 3a eaqun Mecell: 2,0% cnpsamo
2,1% 3a nauMeHTUTE Ha TUKArpenop, CbOTBETHO, CbC U 6e3 aHaMHe3sa 3a XCH; n 3,8% cnpamo 1,4% 3a
knonuaorpen. Tazu paiiMka He e CBbP3aHa ¢ HEXeJIaHW KITMHUYHY NOCNEeANUM {BKIOUHUTENHO U
MOCTABAHE Ha NEHCMENKBP) BbB BLIIPOCHATA NOMyaUuns NalueHTH,

IIpoyusane PEGASUS (anamuesa 3a MuoxkapoeH ungapkm)

PEGASUS TIMI-54 e npoyuBade ¢ 21 162 nauuenTH, ¢ A43aiH 3aBUCELL OT HaCTBIBAUINTE CHLOUTUA,
paHAOMH3IHPAHO, ABOHHO-CAAMNO, NNalebo-KOHTPONUPEHO, MEXAYHAPOAHO MHOIOLIEHTPOBO
MPOYUBAHE ¢ NapaNe/iHy rPpyny 3a OLeHKa Ha NPEBeHUXATA Ha aTepOTPOMOOTHYHM CHOUTUS C
THKarpenop, npunaraH B 2 1031 (90 mg aBa nbTv AHERHO WK 60 mg ABa NbTH AHEBHO) B
kombuHauusa ¢ Hucka ao3a ACK (75-150 mg), B cpaBHenue ¢ Tepanua camo ¢ ACK npu naumenTu ¢
aHamHe3a 3a MU n gonbadutentn puckoBH hakTopH 3a areporpombo3a.

[lalMeHTH, NOAXOAALLY 32 BKNHOYBAHE B MPOYHBAHETO ca DWW TAKMBA HA Bb3PacT Ha WK Hall

50 roavHu, Hannumre Ha aHamue3a 3a MU (1 no 3 roaunu npean paHAOMM3UPAHETO) U HATUUME HA
MOHE EANH OT CNSAHHTE PUCKOBH (GaKTOPH 3a aTepoTpombo3a: Br3pacT =65 roanHy, 3axapen amader,
Hanaraiy, MEAMKaMEHTO3HO NeyueHune, BTopH npeawectsaw, MU, nannu 3a muorocwaosa MbC vnu
xpoHuuHa 6b6peyna AUChYHKUMA U3BbH KPaHUA CTaaui.

[TaunenTuTe HE ca OusKM NoAXoAAILM 38 BKIKOUMBAHE B MPOYYBAHETO, aKO ¢4 MMAJTK NlaHHWpaHa
ynorpeda va P2Y; penlenTtopeH aHTaroHUCT, AMOHMPKUAAMOII, LIMIOCTA3KI UITH AHTHKOATYTaHTHA
TEpanus 3a NEpPUOAA Ha MPOYUYBAHETO; HAPYLUEHHE, CBbP3aHO C KbPBEHE MIIM aHAMHE34d 33 UCXEMUHYEH
WUHCYJIT WK BLTPEUEPEINMHO KbpPBEHE, TYMOP Ha LUEHTpa/IHATA HEPBHA CUCTEMA WiIW BbTpeveEpenHa
CbA0BA AHOMaJHS, MalMEHTH CbC CTOMAUIHO-YPEBHO KbPBEHE Npe3 NMpeallecTBaluTe 6 Mecella Uiu
rojisMa onepauusa npes npeawectaaiute 30 auHu.

Knunuuna edhuxacrnocm

Ourypa 2 AHann3 HA NHLPBAYHATA KJAMEHYHA CbCTAaBHA KpaitHa Touka o1 CC embpt, MU 1

nucyar (PEGASUS)

——Tuxarpenop 60 mg ---- Ilaauebo
bpof 7045 7067
IMauneHTH CBe 487 (6,9%) 578 (8,2%)
cuOUTHE
KM% na 36-TH 7.8% 9.0%
MCCCH
CrworHoweHne Ha pucka 0.84 (0,74, 0.95)
(95% CI) 0.0043

| p-CTOMHOCT
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Tabsimna S A”a/iM3 HA NBPBHYHATA U BTOPHYHHTE KpaiiHH TOUKH 3a epurkacnoct (PEGASUS)

Tukarpesop 60 mg 1Ba 'bTH IHEBHO Camo ACK
+ACK N=7 045 N=7 067 |
[lanuenTn HR [TauuenTn p-ﬂﬂ““ﬂm]
XHpalfTepHCTHHH ChC KM lyu (9q[y CI) ChLC C1 ﬁHTHH KM ‘yﬂ
CLOMTHN =70 ’
- [TupBUUHA KpaifHa TOUKA
| ; |
CRCTURROTLL | o000 | 78% L 578 (8.2%) | 9.0% |0.0043 (s)
cmbpT/MHW/nHCyI (0.74, 0.95)
CC cMbpT eI | 29% | 6{;*35’ oy | 2106.0%) | 3.4% | 00676
MH 285 0 0 0‘84 0 0
(4,0%) | 4.5% (0.72. 0.98) 338 (4.8%) | 5.2% 0,0314
HUucyar 0.75
01 (1.3%) | 1.5% (0.57. 0.98) 122 (1,7%) | 1,9% 0,0337
Bropuuna kpaiHa Touka
CC cmbpT 174 (2,5%) | 2,9% 0,83 210 (3.,0%)
| (0.68, 1,01) |
CMBPT 110 BCAKAKBa 0,89
p 289 (4,1%) | 4,7% 326 (4.6%)
[NpUYUHA (0,76, 1,04)
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KoeULMEBTHT Ha PHCKa M p-CTORHOCTHTE Ca W3YKMC/IEHH OT/AENHO 3a THKarpenop cnpamo tepanus camo ¢ ACK
OT MOJIe]1 HA NPOMOLIKOHANHUTE pUckoBe HA CoX, KaTo rpynara Ha JieyeHue € eAMHCTBEHATA eKCIIaHaTOPHA

npoMCHIIUBA.

KM npoueHT, #3uucneH Ha 36-ua mecell.
benexcka: OpoaT Ha mbpBUTE CHOMTHA 3a KOMITOHEHTHHUTE CC cMbpT, MU M MHCYNT € ReicTBUTEIHUAT OpOA Ha

MbpBH CHOUTHA 38 BCEKU KOMITOHEHT M HE ¢e 100aBs KbM Opod Ha CbOUTHATA B ChCTaBHATa KpaidHa TOYKa

(s) IToka3Ba CTATHCTHUECKA 3HAYMMOCT.
C! = Hoeeputenen untepsan; CC = CvpaeuHo-craos; HR = KoeduuuenT Ha pucka, KM = Kaplan-Meier; MU
= MuokapaeH HHpapkT; N = bpoit maumeHTy.

JiBeTe cxeMu Ha neyeHue ¢ THkarpenop 60 mg aABa NbTW AHEBHO W ¢ 90 mg aBa NMbTH AHEBHO B
komOuHaumna ¢ ACK npepb3xoxaat camoctosTenHoTo Nedenne ¢ ACK no otHoweHune Ha
NpeBeHUUATa Ha aTepoTpoMOOTHUHKMTE cbOUTUS (CheTaBHA KpakiHa Touka: CC embpT, MU ¢ uHcynT),
¢ NOCTOAHEH eheKT OT JICHCHMETO Npe3 LKA NepUoa Ha npoy4HeaHeTo, sogewl 40 16% OPP u 1,27%
APP 3a Tukarpenop 60 mg v 15% OPP u 1,19% APP 3a tukarpenop 90 mg.

Bbnpeku ue npodgunute Ha epukacHocT Ha 90 mg v 60 mg ca nogobHK, MMa AAHHH, Y€ NO-HUCKATA
A03a € ¢ no-a06bp npodH Ha NOHOCKUMOCT M Be30NaCHOCT MO OTHOLIEHHUE HA PUCKA OT KbPBEHE U
aucrnnesn. CneaosartesHo, camMo Tukarpenop 60 mg ABa MbTH AHEBHO, MPHJICIKEH €HOBPEMEHHO C
ACK, ce npenopbusa 3a npeBeHuus Ha arepoTpomboTruny cbbutus (CC cmbpT, MU 1 uHCynT) npu
nauyeHTn ¢ anaMHeza 3a MY u Bucox puck ot pazpuTue Ha aTepoTpomOOTHHHO cHhuUTHE.

B cpasHeHue cbe camocToATeNHOTO JeveHune ¢ ACK, tukarpenop 60 mg ara nbTH AHEBHO 3HAYMMO
NOHWXaBa MbPBUYHATA CbCTaBHA KparHa Todka o1 CC cMmbpT, MU w1 nHcynT. Beeku ot
KOMIMOHEHTHTE AONPHHACA 33 MOHUXKXaBaHETO Ha MbPBUMYHATA CbCTaBHa KpakiHa Touka (CC cMupT 17%

OPP, MU 16% OPP u uncynr 25% OPP).

OPP 3a cbweraBHata kpaida Touka ot | ao 360 auu (17% OPP) v ot 361 anwn Hatatbk (16% OPP) €
nonobHo. Uma orpaHHyeHH AaHHU 32 eUKACHOCTTA W DE30NAaCHOCTTA Ha YABIKEHO JIEUEHHE C
THKArpenop Haa 3 roAMHu.

JInncsar aokazatenctsa 3a nonsa (He ce HabniofaBa peAyKUHMA Ha YecToTaTa Ha IbpBUYHATA
npocnenssaHa kpaiHa Touxka ot CC ecmbpT, MW 1 MHCYAT, HO ¥MMa roBULIABAHE HA YeCTOTATA Ha
3HA4YMTE/IHO KbPBEHE), KOrato Tukarpenop 60 mg asa NbTH AHEBHO € MPHUIOKEH NPH KITMHUYHO
CTabUIHK NAUMEHTH C JaBHOCT HAa MH(papKTa >2 roarHu Wik MoBeye OT €Ha FOAUHA Chel CUPpAHe Ha
npeaxoaHoTo jteuerune ¢ AJD-peuentoped HHXUOUTOD (BAK. CbULO TO4KA 4.2).

Krunuuna b6ezonacvocm

HecToTaTa Ha MpeycTaHOBABaHe Ha TepanuiaTa ¢ Tukarpenop 60 mg nopaam KbpBeHe U AUCTIHES € No-

BUCOKA Mpy naudeHTH >75 roauHu (42%), B cpaBHeHme ¢ no-Mnaau naunenTu (uurepsan: 23-31%), c
pasnuka cripamo rauebo rpynara no-roaama ot 10% (42% cnpamo 29%) npu naumenT >75 roguum.

[legaTpuyHa ronyaaums

B panaomMusupaHo, ABoHHO-ciiano npoyuBaHe ¢ha3za 111 ¢ napanennu rpynn (HESTIA 3),

193 neanaTpuuHu nauneHTH (Ha Bb3pacT oT 2 Ao noa 18 roguHM) cke chpnoBuaHOKIETHYHE DonecT
ca paHAOMMU3UPAHH Aa NOJydaT Uiv riauedo, HITu TUKarpenop B 1031 oT 15 mg a0 45 mg npa nbTH
AHEBHO B 3aBUCUMOCT OT TEJIECHOTO TErno. TrKarpesop s0an A0 Me€anaHa Ha TpomOounTHaTa
HHXHOnLMA 35% npeam npueM Ha no3ata M 56% 2 vaca cied npuem Ha Jo3arta MpH CTalMOHAPHO
CBCTOAHHE.

B cpaBHeHue ¢ mnauebo HAMA NON3a OT JIEYEHUETO C THKarpelop Mo OTHOLIEHKWE Ha YeCTOTaTa Ha
BA300KY3UBHHUTE KPH3H.

EBponeiickaTa areHUMsA MO A€KapcTraTa ocBoOOXK/AaBa OT 3a4bAMEHKETO 3a NPESOCTAB
pe3yNTaTHTE OT NPOYYBAHHATA C peQEPEHTHHUS ICKAPCTBEH NPOAYKT, ChAbPaKALL THK
BCHUKH NOATPYNH Ha NeAUaTpPHUHATa NONYauuns 3a OCTPHU KOpoHapHH cuHapomu (O,
3a MuokapaeH uHpapkt (MH) (Bxk. Touxa 4.2 3a uHpopMaLUs OTHOCHO ynoTpeda B r[é

\
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5.2 (@apMaKOKMHETHYHH CBOicTBA

Tuxarpenop UMa siMHenHa GapMaKOKMHETHUKA, @ EKCNO3HLUHTE KbM THKArPENIop H aKTHBHUA MY
MeTaboauT (AR-C124910XX) ca npubiunsntenHo NponopunoHanty Ha nosara zo | 260 mg.

Abcopbuus

AbcopbLunaTa Ha THKarpenop € Obp3a, ¢ MeMaHa Ha ty, npubnusurento 1,5 yaca. [lpespbliarHeTo Ha
TUKArpeaop B8 0CHOBHMS uMpKyupat Metabonut AR-C124910XX (cvulo akTuBeH) € 6bp30, ©
MeIMaHa tmax MpubausurenHo 2,5 vaca. Cnen nepopanHo NpUNokKeEHHe HA eAMHUYHA 0032 THKArpenop
90 mg Ha rnaaHo np 3apasu nuua, Crax € 529 ng/ml u AUC e 3 451 ng*h/ml. CroTHOWEHNsTA
mMeTabonnT/0cHOBHO BellecTBO ca 0,28 3a Chax 1 0,42 3a AUC. dapmMakokHHEeTHKATA HA TUKArpEIOp ¥
AR-C124910XX npy naumeHTH ¢ aHamHesa 32 MU obukaoBeHo e noaobna Ha Tazu B NoNynauMsaTa ¢
OKC. Bb3 ocHOBa Ha €aHH nionynauuoHed GapMakoOKUHEeTHUEH aHanu3 Ha npoyuBaHeTto PEGASUS
meauaHaTa Ha Cuax € 391 ng/ml u AUC e 3 80! ng*h/ml 8 craunonapHo chcTosHue 3a THKarpenop

60 mg. 3a Tukarpenop 90 mg Chmax € 627 ng/ml u AUC e 6 255 ng*h/ml B ctaunoHapHo cbeTosHKE.

Cpenxara abcontoTHa OMOHANTMUYHOCT Ha TUKarpenop e u3ducnena Ha 36%. [1puemMsbT Ha Oorata Ha
Ma3HWHK XpaHa BoaH 10 nosvaeaHe ¢ 21% Ha AUC Ha Trkarpenop W 10 noumxasane ¢ 22% Ha Ciax

Ha aKTUBHUA My MeTabONUT, HO He NMOBNMUABA I10 HUKAKBB HauHH Cnay Ha THKArpenop uan AUC na
akTUBHUA MYy MeTabonut. CMsaTa ce, 4e Te3U MalKK rPOMEHHU Ca ¢ MUHUMATHO KITMHUYHO 3HAYEHUE;

nopagy TOBAa THKArpesop Moxe a ce rpuema cbe Wiin 0e3 XpaHa. Trkarpenop ¥ akTHBHUAT My
metabonuT ca cyGeTpaTd Ha P-gp.

Tuxarpenop 8bB B Ha CTPUTH TabNETKH, CMECEHU C BOJA, MPUIAraH NEpPopasiHO WK Ypes
HA30racTpaiiHa COHAA B CTOMaxa, uMa cpaBHUMa ODMOHATMUHOCT ¢ LeJIuTe TabNeTKH 110 OTHOLIEHME Ha
AUC n Cuax Ha THKarpenop v akrusuusl metabonut. Havanna excnoavumsa (0,5 n | yac cnen

NPUIOKEHNE) OT CTPUTHUTE TaOJIETKU THKArPesiop, CMECEHH C BOAA, € NO-BUCOKA B CPABHEHUE C LETHTE
TabJIETKH, € KaTO UAJI0 WAEHTHYEH IPOMUN HA KOHUEHTpaLHs cied Tosa (2 ao 48 yaca).

Pasnpenenenue
B craunonapro cbCTOSHKE 00eMBT Ha paznpeneneHue Ha Tukarpenop e 87,5 nutpa. Tukarpenop u
AKTUBHHUAT My METaDONHUT ce CBBP3BAT C YOBELIKHUTE M1a3MEHHU NPOTEHHU BbB BUCOKA CTEMNEH

(>99,0%).

buotpaHcdopmaLms
CYP3A4 e OCHOBHHUAT €H3WM, OTrOBOpeH 32 MeTabonuiupaHeTo Ha TUKarpenop v obpasysaHe Ha
AKTHBHUA MYy MeTabonuT, KaTo TexHuTe B3auMoaeicTaua ¢ apyru cybcrpatu Ha CYP3A Bapupar or

dKTHBHpAaHC OO HHXHGHPHHE.

OcHoBruaT MeTabonut Ha Tukarpenop € AR-C124910X X, KORTO CBLIO € AKTHBEH, KOETO CE OLIEHARA
ypes (n vitro CBbP3BaHH ¢ TpomOounTHUA P2Y 2 AJldD-peuenTtop. CucTemHaTa eKCno3nums Ha
akTHBHUA MeTabonuT e npubausnrenno 30-40% ot Ta3n Ha TMKarpenop.

EnuMHHUpaHe

OCHOBHMAT N'BT 38 €IMMUHHUPAHE HA TUKArpenop € upes yepHoapodbHa TpaHchopmaumna. [pu
npujiarade Ha pagvoakTHBHO MAPKUPAaH THKATPEIop CPEAHOTO Bh3CTAHOBSABAHE HA PAAHOAKTHBHOCTTA
e npubnusntenHo 84% (57,8% 8bB (eueca, 26,5% B ypruHara). KonuyecTBOTO Ha TUKArpesop 1
aKTHBHHUA MY MeTaDONUT, KOUTO ce OTKPUBAT B YpHHaTa, ca noa 1% ot npuerata nosa. BeposTHo
OCHOBHHMAT NbT Ha €TUMMUHUPAHE HA aKTHBHUA METADONUT € upes ekCKpeuus B xabukara. CpeaHUaT
ti;2 HA THKArpenop € npudbau3uTeNnHo 7 Haca, a Ha akTHBHUA My meTabonaut — 8,5 uaca.

CrieyManHy nonynauuy

Cmapuecka ab3pacm

[lo-BUcoKH exciio3uumu Ha THkarpenop {(nprubnuszurento 25% u 3a Cpax ¥ 328 AUC
meTabonut npu nauueHTy ¢ OKC B cTapuecka Bb3pacT (275 roquHu) B CpaBHEHHE |
MaLreHTH ca HabaaaBaHu Npy NONYAaUMOHHUA (hapMaKOKMHETHUYEH aHanuz. Te3
CMATAT 32 KTMHUYHO 3HAYUMHU (BXK. Touka 4.2).

Smr”’
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[leQuampuura nonyiayus
HanuuBM ca orpaHy4eHH JaHHK NPH Qela CbC ChbPNOBUAHOKIIETbYHA DonecT (Bx. Touku 4.2 1 5.1).

B npoyusaHeTo HESTIA 3 npu naumenTH Ha Bb3pact ot 2 10 noa 18 rogunu ¢ rerno 212 no <24 kg,
>24 no <48 kg 1 >48 kg, e npuaaraH TUKarpenop Kato neAMaTpuuHu AMCNEeprupauii ce TabneTku

15 mg B 1034 cboTBeTHO 15, 30 M 45 mg a8a nbTA AHEBHO. Bb3 OCHOBA HA NONyJlaUMOHEH
bapMakokuHeTHuYeH aHanm3 cpeanara AUC sapupa ot | 095 ng*h/ml no 1 458 ng*h/ml, a cpennara
Cmax Bapupa oT 143 ng/ml 0o 206 ng/ml npu cTauMoHapHO CbCTOSHHUE,

[ion
B cpaBHeHHe ¢ MbKe, MTPH XKeHU ca HabNro1aBaHW NO-BUCOKH EKCITO3ULUMU HAa TUKArpeaop M Ha
AKTUBHUA MY MeTabONHUT. PaznuUKUTE He Ce CMATAT 38 KNUHHYUHO 3HAYMMMU.

bvbpeuno ygpeoicoae

B cpasHeHuMe ¢ xopa ¢ HopManHa 6b6peuna dyHKUMA, NPH NALMEHTH ¢ TEXKKO DBLOpeUHo yBpexaaHe
(KpeaTHHMHOB KIMpBHC <30 ml/min) ekcno3numaTa Ha THKArpenop € no-HUCKa ¢ NpUdJIN3UTENHO
20%, a excno3uLMATa HAa aKTHBHUS MeTabONUT e no-Bucoka npubnausntenHo cue 17%.

[Ip1 nauneHTH ¢ TepMUHANEH cTaani Ha Ob0OpeuHo 3abonasaHe Ha xemoauanuniza AUC u Chay Ha
Tukarpenop 90 mg npunarad B aeH 6e3 ananmia ca ¢ 38% v 51% no-B1McoKMn B cpaBHEHME C XOpa ¢
HopmasiHa 6b0peuHa pyHkuus. [logoOHO rnoBUiLIeHME B eKCNO3MUMATA ce Habo/1aBa, KOraTo
THKAarpenop ce npujara HernocpeaAcTBeHO npean avanuiara (CboTBeTHO 49% u 61%), koeTo nokassa,
TUKarpesop He ce aManuiupa. EXCrno3mumsaTa Ha akTHBHHAA MeTabosiuT ¢e NoBuilasa B No-Manka
crened (AUC 13-14% u Chax 17-36%). EdexrbT Ha vHXubHpaHe Ha TpomBouUTHATE arperalms
(MTA) e He3aBHCHUM OT AKanNU3aTa NPH NMALUMEHTH C TEPMHUHIIEH CTadni Ha OBOpeuno 3abongsale u e
noaobeH npu xopa ¢ HopManHa 6b0peuHa hyHkUUA (BX. Touka 4.2).

HYeprodpobro yepexcoane

B cpaBHeHnune cbe 3paey A00POBOJILH, MPU NALUMEHTH € J1E€KO YepHOAPOOHO yBpexaaHe Cuax 1 AUC
Ha TUKarpenop ca no-sUcoKK CbOoTBETHO ¢ 12% u 23%, obaue UTA edekTsbT Ha THKarpenop e
nozoben B aAsere rpyny. He e HeoOXxo0aMMO KOpUrupaHe Ha A03aTa [pu NauMeRTH C JIEKO
yepHoApoOHO yepexaane. [1py nauMeHTH ¢ YMEPEHO UIM TEXKO MOBUUIEHUE Ha €UH WY noBeYe
YEPHOAPOOHH (PYHKUMOHANHHW NOKA3ATE/IHM HA M3XOAHO HMBO, MJ1A3MEHHUTE KOHUEHTpAUUU Ha
TUKArpenop ca 0OMKHOBEHO MNoAOOHH WM MANKO NO-BUCOKK B CPABHEHHE C NaUMUEHTHTE 0€3 U3X0aHH
HUBOQ, MJIA3MEHUTE KOHUEHTpAaLMKM HA TUKArpesop ca 0OMKHOBEHO NMOACOHY WY MANKO NO-BHCOKH B
CpaBHEHME ¢ NallMeRTUTE Oe3 u3xoaHo nosuuweHue. He ce npenopsysa KOpUrupaHe Ha no3aTa npu
MalMEHTH C YMEPEHO YepHOAPOOHO yBpexxaaHe (Bxk. Touku 4.2 u 4.4).

Emnuvnecka npunaonedcHocm

B cpaBHeHue ¢ MallMEHTUTE OT eBpOneraHara paca, NaUHEHTHUTE OT a3HATCKH NPOMU3X0J UMAT No-
BUCOKa ¢ 39% cpenna OuoHanruuHoCT. B cpaBHeHHe ¢ naUMEHTUTE OT EBPONEUAHATA paca, NnpH
CAMOONpPeAESALLMTE CE KATO YEPHOKOKH MALMEHTH, BMOHANKMUYHOCTTA HAa THKACPESIOpP € NMO-HUCKA C

| 8%, B KnHHH4HO-daPMAKOAOrHUHH NpoyuBaHUA ekcno3nuuaTa (Cpax 1 AUC) Ha THKarpenop npu
ANOHUM € NO-BUCOKa ¢ npubnusnrento 40% (20% ciel kopekuus cnpsaMo TeIeCHOTO TEMNo),
OTKOJIKOTO MPKW XOpa OT eBpornieyaHaTa paca. Excno3nuunara npy nauyeHTy, KOUTO C€ CaMOoonpeaensT
KaTo UCMAaHO KJIM NATHHO THI, € nogoOHa Ha Ta3u NpW NaUKEHTHUTE OT EBPOMNEUAHATA paca.

5.3 IlpeaknuHMYHN JaHHH 32 0e30MACHOCT

FlpeAKsIMHUYHKA AaHHM 38 TUKArPEIOp U OCHOBHUS MY METaDONUT HE MOXa3BaT HENPUEMJITHR PHCK 3a
PA3BUTHUE HA HEXENAHWU peakUMMn NPy Xopa Ha 0a3aTa Ha KOHBEHUMOHATHUTE (PapMaKkosor
M3MUTBAHUA 38 0€30MaCHOCT, TOKCHUHOCT NPX €AHOKPATHO U MHOTOKPATHO NpUNaraHe
FEHOTOKCHYEH NOTEHLHAI.

[1pH1 HEKOKO XXMBOTHHCKHK BXAA € HADNOAaRaAHO CTOMALIHO-YPEBHO Apa3HEHE NPH lqullé
3HAYMMM HHBA HA €KCNO3ULMUA (BXK. TouKa 4.8).
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[Tpu EeHCKH NIBXOBE, THKATPENOP BB BUCOKH A034 NEMOHCTPHpPa NOBHLIEHA YECTOTA HA TYMOPH Ha
MaTKaTa (a/IeHOKAPUKMHOMH) W NMOBHUILIEHA YeCTOTa Ha aleHOM Ha YepHus Apodh. MexaHU3MbT 32 nosBa
Ha TYMOPM Ha MATKaTa BEPOSTHO € XOpMoHaneH AucbanaHc, KOWTO MOXKE Aa A0BEJE 10 MOsABa Ha
TYMOPH NPH MIbXOBE. MexaHu3MbT 32 N0sABa HA YEPHOAPOOHH AAEHOMU BEPOATHO € CreUnPHyHa 32
rpU3auMTe €HIUMHA HHAYKLMUS B uepHUa ApoD. [lopanu ToBa ce cumrTa, e € ManKo BEPOATHO
KaplUMHOrEHHMTE HAXOAKH 1a uMaT 3Hau€HHUE 3a Xxopara.

[Ipn nnbxose, ca HabaogaBaHU MHHMUMATIHA @aHOMaJIMU Ha pa3BUTHETO NMPH 103a, TOKCHYHA 3a
MmaikaTa (rpanyua Ha 6esonacHoct 5.1). [1pu 3aiium ce nabmopasa nexo 3abaBsHe Ha 4epHOAPOOHOTO
Cb3PABAHE W CKENETHOTO pa3BUTHE Ha (PeTycUTe NpH Malky Ha BMcOKa no3a 0e3 aa ce Habnoaaea
TOKCHUYHOCT 3a Maikara (rpaHuua Ha 6e3onacHocT 4.5).

[fpoyuBanus nNpu NAbLXOBE W 3aHLM MOKA3BAT PENPOAYKTURHA TOKCHUYHOCT € JIEKO NOHUXKABAHE Ha
HaJlaBaHe Ha TerjIo0 NPy MaiKaTa U HAManeHa HEOHATATHA XKUIHEHOCTTIOCODHOCT M TEINO NpH
pa)kIaHeTo, Che 3abapsiHe Ha pacTexka. Tukarpenop BOAH 10 HepeAOBEeH UHMKBI {OCHOBHO YAbKEH
LHKBJT) NPH KEHCKH MTBX0BE, HO HE NOBAUsiBa OOLNS QEPTUANTET NPU MBKKH H KEHCKH NAbXOBE.
dapmMakOKMHETHUHHW MPOYUYBAHHKA C PaAHOaKTHBHO MapKUpaH THUKarpeaop nokaspar, 4€ OCHOBHOTO
BELLECTBO ¥ HEFOBUTE METADONHUTH C€ €KCKPETUPAT B MIISKOTO NPH NIbXoBe (BX. TOUkd 4.6).

0. DOPAPMAUEBTHYHH TAHHU
6.1 Cnnucbk HA NIOMOIHHTE BeleCTBA

CobpueBuHa Ha TabneTkaTa

Mauuton (E421)

Kanuues xuaporendocdar auxuapar (E341)
Hatpues HuwecTeH rnukonar

XHnpomenosa

Marnesuep creapart (£470b)

(ObBHBKa Ha TabneTkara
XuUnpoMenosa

TuranoB auokcupn (E171)
Makporon

Kenesen okcua, wunt (E172)
Tank (E553b)

6.2 HecbBMeCcTHMOCTH

Henpunoxumo.

6.3 Cpok ua roanocr

3 roanHwm.

6.4 Cneunajiiu YCI0BHA HA CHXPAHEHHE

Tosu JICKAPCTBEH MPOAYKT HC H3UCKBA CIICHHATHHA YCJIOBHUA 34 CbXPAHCHHE.

6.5 BnaucbabpKanHe HA ONAKOBKATA / R WJ}";G

‘1/ Jwﬂ{n

KaproHeHa KyTHs, cbAbpkaula npozpaden dSnuctep ot PVC-PVDC/Al ¢ 14 c})unmu

OnakoBkH OT 56 PuaMupaHu TaONETKH.
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6.6 ChneuxaaHHu npeanazHH MEPKH H3XBBLPJIAHE

Heusnon3BaHHUAT NekapcTBEH NPOAYKT MM OTNaAbYHHTE MATEPUANM OT Hero TpsadBa na ce H3XBLPAAT
B ChOTBETCTBHE C MECTHUTE U3HUCKBAHHMA.

7. IIPUTEXATEJI HA PAZPEIHIEHUETO 3A YIIOTPEBA

Egis Pharmaceuticals PLC
1106 Budapest, Kereszturi Gt 30-38.
YHrapus

8. HOMEP(A) HA PA3PEIIEHUETO 3A YIIOTPEBA

[Inaterpa 90 mg ¢ounmupanu tabnerku: Per. Ne: 20220131

9. JATA HA ITBPBO PA3PEINABAHE/TIOAHOBABAHE HA PABPEINEHHMETO 3A
YIIOTPEBA

JaTta Ha mbpBO paszpewaBane: 27.04.2022 r.
JlaTa Ha nociegHO NORHOBSIBAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
Asryct, 2025 r.
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