KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA
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1. UME HA JJEKAPCTBEHMUA ITPOAYKT

Tuno6pactun 90 mg punmMupanu TabaeTKH - ’2\7 7' ‘72’2 17 -12- 2025

Tilobrastil 90 mg film-coated tablets

2 KAYECTBEH U KOJIMMECTBEH CbCTAB
Beska ¢punmupana tabnerka crabpka 90 mg tukarpenop (ticagrelor).

3a MBbJIHUS CITUCHK HA MOMOIIIHUTE BEleCTBA BHXKTE TOUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

®unmupana Tabnetka (Tabnerka).

Kpbrau, 1BOHHOM3MbKHAIIM, XKBITH TaONETKH, ¢ 03Ha4YeHue ,,.90° oT eqHaTa cTpaHa U raaku OT
apyrara, ¢ ggamersp 9,6 mm £ 5 %.

4. KJIMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKa3aHHS

TunoOpacTun, nNpuioKeH €AHOBPEMEHHO ¢ aueTuicanuuuiaoBa kucenuna (ACK), e nokasaH 3a
npezana3BaHe OT aTepOTPOMOOTHYHHM CHbOUTHSA NMPU BB3PACTHH MALUEHTH C
- ocTbp KopoHapeH CHHAPOM (OKC) unu
- aHaMHe3a 3a MUHoKapaeH UHHpapkT (MHU) U BUCOK PHUCK OT pa3BUTHE Ha aTepOTPOMOOTHYHO
crOuTHe (BX. ToUukH 4.2 u 5.1).

4.2 Jlo3npoBKa H HAYHH HA NPHJIOKEHHE

Jo3upoBKa

[TaunenTure, npueMaiu TuioOpacTui, TpaOBa CHILO TaKa Ja MpUEMAT HUCKA NOAAbpKallla 403a OT
75-150 mg ACK nHeBHO, OCBEH aKO TOBa € H3PUYHO NMPOTHBOINOKA3aHO.

Ocmpu KOpOHAPHU CUHOPOMU

Jleuenuero ¢ Tunobpactun TpsadBa aa 3anoysa ¢ eJHOKpaTHa HaToBapsaiua a03a ot 180 mg (aBe
Tabnetku 90 mg), cnea koetTo ce npoab/kaea ¢ A03a 90 mg aBa mbTH AHeBHO. [Ipenopbusa ce
neyeHrero ¢ Tunobpactun 90 mg aABa nbTH AHEBHO Aa NpoaAb/KK 12 Meceua npu nauuenTH ¢ OKC,
OCBEH aKO HsMa KJIMHWYHHM MOKa3aHHUA 3a NMPEKbCBAHE HA MpUeMa (BX. Toyka S.1).

Moske na ce oomuciu npeycraHoBsiBaHe Ha ACK cnen 3 meceua npu nauuentu ¢ OKC, kouro ca
npeTbpreny nepKkyraHHa kopoHapHa uHreppeHuus (I11IKH) u umar nosuuieH puck ot kspBeHe. B To3u
clly4au NpUeMbT Ha THKarpejiop, Karo eAMHMYHA aHTHarperaHTHa reparnus, TpsaodBa 1a npoabiKy 9
Mecela (Bx. Touka 4.4).

Anamnesa 3a muokapoeH ungapkm

Tunobpacrun 60 mg aBa NbTH AHEBHO C MPENOPBUYUTEHO 103a, KOraTo € HeoOX0IUM(
JIeYeHHUE Ha MaLMEeHTH ¢ aHaMHe3a 3a MU ot noHe e1Ha roaMHa U BUCOK PUCK OT aTepOTE:
cpOuTHE (BK. TOUuKa 5.1). JleueHueTo Moxke 1a Ob/1e 3anoyHaTo 6e3 rnpeKkbCBaHe, KaTo F
Tepanus cjiel Ha4aJIHOTO JIeYeHHe OT eAHa roauHa ¢ Tunobpactun 90 mg wnu Tepanus




aneHo3uH audocdar (AJDP) peuentopen nuxudurop npu nauueHTd ¢ OKC 1 BHCOK pHCK OT
aTepoTpoMOOTHYHO csOuTHe. JledyeHneTo Moxe na 6ba€e 3aroYHATO ChILO U A0 2 roauuu ot MU win
70 eHa roJMHa cie clipaHe Ha npeamecTeamoTo nedeHue ¢ AJld-peuenropen nuuxudburop. Uma
OrpaHHYEHM JaHHH 33 ePHUKACHOCTTA H 0€30MacHOCTTA Ha YABIDKEHO JI€YE€HHEe C TUKarpesop Haa 3

rTOOJHHHA.

AKo e HeoOXxoauma cMAHA Ha TepanuATa, iTbpeara go3a Tunobpactun Tpabsa na 6bvae npunoxkeHa 24
4aca cJie]l [oc/AeHaTa 03a Ha IpyroTo aHTHTPOMOOTHYHO JIEKApCTBO.

IIponycnama 093a
Csalno Taka TpAOBa Aa ce u3bArsa npomyckaHeTo Ha Tabnetka. [TauuenT, kOHTO € MpomycHan aa

npueme ao3ara cu Tunobpactwa, Tpabsa na npHeMe caMo enHa Tabierka (cieaBauiara ¢4 103a) B
Jaca, B KoiTo 0bHuaiiHO % mpuema.

Cneyuannu nonyaayuu

Cmapuecka ev3pacm
[Ipu nanpieHTH B cTapHiecka Bb3pacT He ce Hajlara KOpeKUMs Ha 103aTa (Bx. To4ka 5.2).

bvbpeuno yepexcoane
[Tpu nauuenTH ¢ OpOpeyYHO YBpexkKaaHe He € HeoDXO0auMa KOPEKLMA Ha No3aTa (BXK. TOUKa 3.2).

Yeproopobro yepeocoane

THKarpenop He € NPOYYBaH NpPH MNALMEHTH ¢ TEXKO YePHOAPOOHO YBpEXKIaHE H MOpaaH TOBa,
yrorpebaTa My OT T€3HM MNALMEHTH € NPOTHBOMOKa3aHa (BK. Touka 4.3). UMa caMo orpaHu4eHa
UHopMaLIHA NpY NMALHEHTH C yMepeHo YepHoaApoOHO yBpekaaHne. KopurupaHe Ha go3aTa HeE ce
NpenophUBa, HO THKArpenop Tpadea a ¢e U3Moi3Ba ¢ NMOBUIIEHO BHUMaHUe (BXK. Toukd 4.4 u 5.2),
[Tpu nanueHTH ¢ N€KO HepHOAPOOHO YBpEKAaHe He € HeOOX0IMMa KOpeKHMA Ha A03aTa (BX. TOUKa
5.2).

Heouampuuna nonynayus

besonacHocTTa M €PHMKACHOCTTA HA THKAIPENOp NPH Aelia Ha BB3pacT 1noa 18 roauHu He ¢
ycTaHoBeHa. Hama cproTBeTHA ynorpeba Ha TUKarpeaop rpH AcLa ¢bC CHpNOBHAHOKIECTEYHA OoecT
(Bx. ToukH 5.1 1 5.2).

HayuH Ha NpUiIOKEHHE

3a nepopanHo MPUACKEHHE,

TunobpacTnn MoXke Ja ce mpHeMa cbe Wiu Oe3 xpaHa.

ITpn nanmMeHTH, KOWTO HE MOTaT Aa nperibiuar uana(uenu) tabnerka(u), rabnerkure morat ga 6saat
CTPHMTU Ha PHH Nnpax, na ce CMECAT ¢ MOJIOBHH Yallia BOAA M J1a ¢€ u3nuaT BeaHara. Yamara Tpabea aa
C€ M3IJIAKHE ¢ OLLE MOJOBHH Hallla BOAA M CBABPKHMMOTO Ja ce Hanue. CMecTa MOXKe Jia ¢¢ Ipujiara
ChILUO H 4pe3 Hazo-racTpaiHa coHaa (CH8 wnu no-ronama). BaxkHo e Hazo-racTpanHata coHaa aa ce
IIPOMHE ¢ BOJAA CNEA NMPWIOKEHHETO Ha CMECTA.

4.3 IIporasonokazanus

¢ CBpBXYYBCTBHTEJHOCT KbM AKTHBHOTO BELIECTBO WIH KbM HAKOE OT NIOMOUIHHUTE
BellleCTBa, H30poeHHu B Touka 6.] (Bx. Touka 4.8).

AKTHBHO NaTOJIOTHYHO KbPBEHE.

AHaMHe3a 3a UHTpaKpaHHaTHa XxeMoparus (Bx. To4ka 4.8).

Texxo uepHoApOoOHO yBpexkaAaHe (BK. TOUkH 4.2, 4.4 1 5.2).

CBBMECTHOTO NPHIOKEHHE Ha THKarpenop ¢ Mowsu uuxuburopn Ha CYP3 A4 (ranp.

KE€TOKOHA30J1, KJIApUTPOMHIIMH, He(a3040H, pHTOHABHP M aTa3aHaBHP), ThH KaTo
JOBeje 10 3HAYKUTETHO MMOBHILIEHHE HAa eKCIIO3ULIMATA HAa THKArpenop (BxkK. TOUK

4.4 CroenHaJHH NpeAyNpexiecHRsA H NpeAnaIHH MepPKH 3a ynorpeda

PHUCK OT KbpBEHE




[TpritoxeHHETO Ha THKArpeNnop MpH NaLKWEHTH ¢ H3BECTEH NMOBHIIECH PHCK OT KepBeHE TpabBa na ce
ApELIEHH CNPSIMO M0JI3aTa N0 OTHOMEHUE HA NPEANAa3BaHETO OT aTepOoTPOMOOTHUHM CHOUTHA (BXK.
ToukH 4.8 u 5.1). AKO ¢ KIHHHYHO MOKa3aH, TUKarpenop Tpabpa na ce npunara ¢ NOBHIIEHO BHHMaHHUE
Npy CNEAHHTE rpyMH NalUeHTH:

° [TalHeHTHTE CHC CKNOHHOCT XbM KBPBEHE (HANp. NMOpaaM CKOPOLHA TpaBMa, CKOPOILIHA
onepals, HapyllIeHUS B KPbBOCECHPBAHETO, AKTHBEH WIH CKOPOILIEH CTOMALIHO-YPEBEH
KPbBOM3JIMB) WIH TE€3H KOHTO Ca ¢ MOBUILIEH PUCK OT TpaBMa. [IpunokeHHeTo Ha THKarpenop
€ IPOTHBONOKA3aHO NPH MAaUHEHTH ¢ AKTUBHO NAaTOIOTHYHO KbPBEHE, IIPH TAKHBA C
aHaMHe3a 3a HHTpaKpaHHaIHa XCMOparus 1 NpH NalKeHTH ¢ TeXKKO YepHOApOoOHO
yBpexaaHe (BxX. Touka 4.3).

. [TaumenTH, NpUeMalli e THOBPEMEHHO JIEKAPCTBEHU NPOAYKTH, KOUTO MOTraT Aa NnopviiaT
pUCKa OT KbpBeHe (Hamp. HeCTepOHIHH NpOTHBOBB3NaNHTENHH cpeactea (HCIIBC),
NnepopaiHi AHTUKOATYJIAaHTH W/rnu GUOPHHOIMTHLIM) B paMKUTE Ha 24 yaca OT npHeMa Ha

THKarpeaop.

B nee panaoMusupaHd KoHTpoaupanu npoy4sanus ([1CO u TWILIGHT) npu nauuentu ¢ OKC,
xouTo ca npemusand [IKH npoueaypa ¢ MeAMKaAMEHT-H3TbYBALL CTEHT CE BIDKIA, Y€ MPEKbCBAHETO HA
ACK cnen 3 Meceua neoiiHa anTrHarperanTa tepanus ¢ Tukarpenop 4 ACK (dual antiplatelet therapy
with ticagrelor and ASA, DAPT), u npoas/okaBase ¢ THKarpeaop, KaTo eAMHUYHA aHTHarperaHTHa
Tepanus (single antiplatelet therapy, SAPT) 3a 9 u 12 Meceua, pecnekrHBHO BOAY A0 HAMATABAHE HA
PHMCKA OT KbPBEHE H He € HaO/M104aBaHO NOBUILIABAHE HA PHCKA OT CEPHO3HH HEXKEJIaHH
cepaeuHochA0BU ¢crOuTUs (CHCCC) B cpaBHeHue ¢ npoasinkasane Ha DAPT. Pemenwnero 3a
npeycraHoBaBaHe Ha ACK ciaen 3 Mecena v NpOObJDKEHKHE ¢ TUKAIPENIop, KaTo €AMHUYHA
aHTHarperaHTHa Tepanus 3a 9 Mecella NpH NaLMEHTH C MOBHIICH PHCK OT KbPBEHE, TpAOBa J1a ce
OCHOBaBa Ha KIIMHU4YHA TNPELeHKa, KaTO C€ UMa NpeJIBUT PUCKBT OT KbpBEHE CIIPAMO PHCKA OT
TpoMOOTHYHH CHOMTHA (BXK. TOuKa 4.2).

TpaHnc¢ysusTa Ha TpOMOOLIMTHA Maca He oOpbila aHTUTPOMOOTHYHHS €PEKT Ha THKArpeop NpH
3ApaBH JOOPOBOJILIM H € MATKO BEPOATHO J1a MMa KIIMHHYHA 110134 [PH NalUeHTH ¢ KbpBeHe. [loHexe
¢IHOBPEMEHHOTO NMPUIOXKEHUE Ha TUKArpenop ¢ Ae3MOIPECHH HE CKbCABA BPEMETO Ha KbPBEHE,
BEPOATHO AE3MONpPecHH HiaMa Aa Onae edukaceH 3a ORNaagABaHe Ha KpbBOM3NUB (BXK. Touka 4.5).

AHTHQUOPHHOJHTHYHOTO JICHEHHE (aMUHOKANPOHOBA WIH TPAHEKCAMOBA KHCEIHHA) W/ WIH TepanuaTa
c pekoMOHHaHTeH dakTop VIla Morar za ycKOpAT KpbBOCHCHPBAHETO. [[pHEMBT HA THKArpenop Moxe
na ¢e Bb30OHOBH clie]] KaTO NMPUYHHATA 3a KbPBEHETO € OTKPHTA U TO € OBNAJAHO.

Onepauus
[TanpuenTHTe TpaORa N2 O6BAAT NOCHBETBAHHU Aa HHYOPMHUPAT JIEKAPUTE U CTOMATONIO3UTE CH, HE NPHEMAT

THKArpenop, rpead aa M 5']:-,11'3 HasHa4YCHA HAKAKBd XHPYPIryuiHa HHTCpBCHLUHA H IIPpEAH Aa 3alIOYHAT Aa
[MPHCMAT HOB JICKAPCTBEH IMPOAYKT.

[Tpu naumenture ot npoyusaneto PLATO ¢ HanpaBen kopoHnapHo-aprepHaie Oaitnac (KAD), npu
THKarpenop ce HabmoaaBa noBede KbPBEHE OTKOAKOTO MPH KIONHAOTPES, KOraTo € capsH | aeH
Npeay onepalna, HO CXOAHA YE€CTOTa HA 3HAYMTEIIHO KbPBEHE, B CPABHCHUE C KJIOMKMAOIPEN, Clie]
CHMpaHe Ha JICUCHHETO 2 WM MOBEYE QHM IIpeau onepalms (Bxk. Touka 4.8). AKO NaLHEHTHT NOMJIEXKH
Ha TUIAHOBa ONEpalMsa U aHTHATPETAHTHUAT €(PEKT € HeXKellaH, TUkarpenop Tpadsa za ¢e cnpe 5 IHH
npead XHpyprudHaTa HHTEPBEHLMSA (BXK. TOYKA 5.1).

IHauueHTH ¢ NpeAlllecTBALl UCXEMUUECH UHCYAT
[Taunentu ¢ OKC ¢ npenwecTsam HCXEMUHEH HHCYAT MOTaT fa ObaT TEKyBaHHU ¢ THKArpenop B

Npoab/DKCHUE Hal-MHOTO A0 12 Meceua (mpoyusane PLATO).

B PEGASUS nanuveHTy ¢ aHaMHe3a 3a MU ¢ npenlecTeai HCXeMUYeH UHCYJIT He ca
[Topaau ToBa, NpH JIKIICA HA JAHHM, JIEYEHHE MTOBEYE OT eJHA F'OJAKMHA He Ce Npernopby
NaLUeHTH.

YepHoapobHO yBpeKaaHe




Ynorpebara Ha TUKArpeaop € NPOTHRONOKA3aHa MPH NaLHEHTH ¢ TeKKO YEpHOAPOOHO yBpeKaaHe
(BK. ToukH 4.2 u 4.3). UMa orpaHH4€EH ONMUT ¢ THKArpeaop MpH NMalKUeHTH C YMEPEHO YePHOAPOOHO
yBpeXJaHe, Mopaay TOBA MPH Te3H NalMEHTH ce NMPenopbyuBa NMOBHINEHO BHUMaHKE (BK. TOUKH 4.2 U

5.2).

[TauueHTH ¢ PUCK 33 pa3BHTHE HAa Opaguxapaus
Xonrep EKI" MOHMTOpHpaHe NOKa3Ba MOBHUIUCHA Y€CTOTa NIPEAHMHO Ha aCHMITTOMHH BEHTPHKYJ1apHH

May3H N0 BPEME Ha JIeUeHHe C TUKArpeop B CpaBHEHHE C Kinonuaorpes. IlalHEHTHTE ¢ NOBHILIEH PHCK
OT pa3BHTHE Ha Opaaukapaus (Hamp. NaUMeHTH CbC CHHAPOM Ha OOJTHUA CHHYCOB BB3ea O3
nekcMelkbp, AV-6nok II-pa wnu I1-Ta cTeneH, unu TakuBa cbC CBbp3aHH ¢ OpaaHKapaHa CHHKOMH) ca
M3KITIOYEHH OT OCHOBHUTE NMPOYYBAaHHUA 3a OLIeHKa Ha De30nacHoCTTa H €()UKAaCHOCTTA Ha THKarpeaop.
CnenoBaTenHo, NOpaaH OrpaHHUEHHA KITHHHYEH OIUT, THKArpenop Tpsbsa fa ce U3Mon3ea ¢
NOBHILIEHO BHUMAHHE TIPU TE3W NALIUEHTH (BXK. TOUuKa S.1).

OcpeH TOBa, THKarpenop TpaOBa na ce npuiara ¢ NOBHIICHO BHHMAHHE €JHOBPEMEHHO C JIEKAPCTBEHHK
IMPOTYKTH, 3a KOUTO € U3BECTHO, ue HHAyLMpat Opaaukapauni. B npoyusaneto PLATO, obaue, He ce
HabMmoaasaT A0Ka3aTe/ICTBA 3a KIHHAYHO 3HaYUMH HEXEJTaHH peaKkLUU cliell €IHOBPEMEHHO
NPWIOKEHHE C IHH WM NOBEYE JICKAPCTBEHH MPOAYKTH, 32 KOHTO € H3BECTHO, Y€ HHIyLHpaT
Opanuxapaus (Hanp. 96% Oera-0mokepn, 33% 6s10kepH Ha KANLUEBUTE KAHATTA JWITHA3EM H
BepanaMii, 4 4% QUrokcHH) (BXK. Touka 4.5).

[To Bpeme Ha xonTepopoTo nmoanpoyusade B PLATO, noseuye nauueHTH ¢a MMaIM BEHTPUKYJIApHH
nay3u >3 CeKyHAH C THKarpenop, OTKOJKOTO ¢ KJIOMHAOpes1, MO BpeMe Ha ocTpaTa (asza Ha TCXHHA
OKC. YBenuueHHETO Ha YCTAHOBEHUTE C XOJITEP BEHTPHKYJIAPHH TIAY3H C THKarpesnop ¢ 6uno mno-
BHCOKO IMPH TIALIMEHTH ¢ XPOHHYHA ChpAeuHa HenocTaTbYHOCT (XCH), OTKOJIKOTO B LIAIOCTHATa
H3CJIeABaHa MOMy/1anMA No BpeMe Ha octpata ($asa Ha OKC, HO He ¥ Ha TEPBHA MECEL| Ha IEYEHHETO C
THKAarpeJjop HWiH B CpaBHEHHE ¢ Kionuaorpen. B Tazu nomynauusa NauMeHTH HE € HMAJIO HUKAKBH
CTPAHWYHH KJIMHHYHH NOCNEeACTBUA, CBBP3aHH C TO3U AHcOanaHc (BKIIOYHUTENHO CHHKON WU
NOCTaBAHE HA neicMelkbp (Bak. Touka 5.1).

B nocTMapkeTHHroBMs NEpHO MPH NALMCHTH, MPUEMALId THKArpenop, ce ¢hodllaBa 3a cyyau Ha
OpanuapuTMua 1 AV-0510K (Bk. Touka 4.8), npeaumHo nipy naumenTtd ¢ OKC, npu kouTo cepaeyHaTa
HCXEMHA M CBHITBTCTBALLO MPUNATaHHUTE 1eKaPCTBa, KOHTO HAMANISBAT ChpACYHATA YECTOTa WM 3acCArar
CbpJeYHaTa MPOBOAMMOCT C¢ ABABAT MOTCHUHA/IHM CMYLIaBalld (pakTopH. KNUHHYHOTO CBCTOSHHUE Ha
MalMeHTa H CHITTCTBALLO NPHIAraH|Te JiekapcTea TpAOBa aa 6baaT pasrnex1aHu KaTo NOTEHIHATHH
NPUYHHH 33 T€3U CHCTOAHKA, MPEAU Aa C€ KOPUrUpa JIEYEHHETO.

Jlucnnes

Mvcnxes ce crobliaBa [TPU NALMEHTUTE, JIEKYBaHH ¢ THKarpesaop. JucnHesra 0OMKHOBEHO € J1eKka A0
yMEp€EHa M0 MHTEeH3HUTET K YECTO OT3BY4YaRa 0663 HEOOXOAUMOCT OT NpEeKbCcBaHe Ha JeueHHeTo. [Ipu
NaLMEHTHTE ¢ acTMa/XpoHnaHa o6cTpykTuBHa 6enoapobua 6onect (XOBbB) Moxe na HMa NOBHIIEH
abcomoTeH pHCK OT Rb3HUKBAHE Ha AUCITHEA ¢ THKarpeaop. Tukarpesnop Tpadea aa ce H3nonsea c
NMOBUILCHO BHUMaHHUeE TIPH MAaLMeHTH ¢ aHaMHe3a 3a actMa W/iH XObb. MexaHU3MBT BCe Olile HE €
M3ACHEH. AKO MaLUEHTET ChOOLIM 32 HOBOBB3HUKHANA, IIPOABIDKUTENIHA WM BIIOLLIEHA THCITHEA, TOBA
TpsAOBa Ja ce U3cnenBa IHIOCTHO H ako HE CE TOJIEpHpa, JICYEHHETO ¢ THKarpenop Tpsabea aa ce crpe.
3a JOITBJIHHTEIHA HHPOPMALUHUA BHXKTE TOYKa 4.8.

HEEI:EMHE CbHHA aItHeA

B nocTMapkeTHHIOBHA NEPHOA NPH NALMEHTH, ITPUEMALUH THKArpenop, ce cpodiliapa 3a LieHTpaniHa
CbHHA anHed, BKIoYdTenHO aumaHe Ha Cheyne-Stokes. [Ipu ceMHeHue 3a LleHTpa/lHa CHHHA afHed,
TpaOBa na ce 0OMHCIH NOITbJIHUTENHA KITHHMYHA OLIEHKA.

TlopuinaBaHe Ha KpeaTUHHHA
HupaTa Ha KpeaTHHHHZ MOTAaT Ja C€ MOBHILAT 10 BPEME Ha JICUCHHUETO C THKArpeJIop

ollie He € u3gcHeH. brOpeuHaTa pyHKUMA TpaOBa Ja ce NpoBepABa ChIIACHO CTaHAA
MeIHUHMHCKA npakTHKa. IIpy nauxerTH ¢ OKC ce npenopnuBa ChIIO 4a CE MPOBEPH

(GyHKIMA €OUH MECEeLt CAIe/l 3aMOYBAHE Ha JICUCHHETO C TUKAIPeop, KaTo ce oOpbia\y
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BHHUMAHHWE Ha MalLUEHTH >75 roAHHH, MALHEHTH ¢ YMEpeHa/Texka OB0peuHa HeIOCTAThYHOCT H
TAKHB&, KOUTO MOMy4aBaT ChITbTCTBAILA TEPANUA ¢ AHTHOTEH3IHH-pelenTOpHH OiokepH (APb).

YBenuyapaHe Ha IHKOYHATA KMCEIHHA

XunepypyMKeMHs MOXE I3 BE3HHKHE M0 BpEeMe Ha JIeYEeHHE C THKarpenop (Bx. touka 4.8). Tpabsa na
ce BHHMaBa NpH NaliMeHTH ¢ aHaMHe3a 3a XHIIEPYPUKEMHKS WM noJarposeH apTpur. Karo npeanasHa
MSpKa He ce HachpuaBa ynoTpebara Ha TUKArpenop NpH NaUMEHTH ¢ YpeMHUYHA HeponaTHs.

TpomGoTuyna TpoMbouuToneHu4Ha myprypa (TTII)

TpomOoTruHa TpomboironeHnyHa myprypa (T TII)ce cpobmasa MHOro paako npu ynorpeba Ha
THKArpenop. XapakTepusupa ce ¢ TpoMOOLMTONEHHA ¥ MUKPOAHTHOTIATHYHA XEMOJIMTHYHA aHEMMH,
CBBP3aHA ¢ HEBPOJIOTHYHH HaXOOKH, 6b0peyHa nMCHYHKUHA UITH BUCOKA TeMmnepatypa. T1I1 e
NOTEHLMATHO JIETATHO CHCTOAHME, H3UCKBALLO OBp30 NEUEHHE, BKITIOMUTENTHO iazMadepesa.

[TonuaBaHE HAa TECTORETE 3a TPOMOOLIMTHA PYHKLMA NPH AHATHOCTHLIHpaHE HA XeNapUH-HHAYLIMpaHa
TpomMborronenus (XUT)

IIpu TecTa 3a XenapHH-WHAYLHpaHa akTuBauua Ha TpoMbouurure (XHUTA), u3nonssad 3a
muarHoctHipane Ha XHT, avturpoMbouuTen dakrop 4/xenapuH aHTHTENATa B CEpyMa Ha NaLlMEeHTa
AKTUBHpAT TPOMOOUMTHTE Ha 3ApaBH JOHOPH B MPHUCHCTBHETO HA XEMapHH.

Qanmneo oTpruatenHu pesynrard 3a XUT npu Tect 3a TpoMOOLIMTHA QYHKLMA (KOETO BKIOUBA, HO
MOJKe J1a He ce orpaHuy4aBa Ao TtecT 3a XUTA) ce chobuiaBat npu nauMeHTH, IPUEMAILIX THKArpesiop.
Togra e cebp3aHo ¢ HHxHMOHpaHe HA P2Y 12-peuenTopa BBpXy TpoMOOLMTHTE HA 3APABHTE JOHOPH OT
THKarpenop B cepyMa/IuiasmaTa Ha NauMeHTa npH tecta. IHQpOopMaLmsa 3a ChITbTCTBALIA TEPAIHA C
THKArpesiop C€ U3HCKBA, KOraro ¢¢ pa3uMuTar TeCTOBETE 3a TPOMOOLMTHATA (DYHKLMSA NPH
auarnoctuiMpane Ha XUT.

[Tpn naupeHT!H, KOUMTO ca paseunn XHUT, CbLOTHOMEHHETO MOMN3a-PHCK OT NPOABL/DKUTENHO JICYEHHE C
TUKarpesop Tpabsa aa ce OLieHU, KaTo ¢e B3eMar npeaepua M nporpomboruuHms crarycHa XHUT u
MOBHILEHHA PUCK OT KbPBEHE NPH CHITBTCTBALUA TEPANUA ¢ aHTHKOAryJIAaHT K TUKarpesnop.

ﬂp!l"ﬂ

Ha 6a3a Ha HabmropasaHara B PLATO Bpb3ka Mexay noaaspxkamara 1o3a ACK H oTHOCHTe/IHaTa
e(pMKACHOCT Ha THKarpenop B CpaBHEHME ¢ KIIOMHAOIPEN, HE C€ NMpenophiBa €IHOBPEMEHHOTO
MPWIOXKEHKE Ha TUKArpeaop M BUcoka noaaspaxkaiina no3za ACK (>300 mg) (Bx. Touka 5.1).

PaHHO nipeycTaHOBABaHE
PaHHOTO ClTHpaHE HA KOATO M Ja € AHTHArperaHTHa Tepanus, BKIIOYHTENIHO M ¢ Tuiobpactun, Moxe

7a JOBEJe N0 MOBUIIABaHE HA PUCKA OT ChpaeuHO-chaoBa (CC) eMbpT, MU HAH NHCYNT BesieacTBHE
Ha NMoISXKauIOTO 3a00/aBaHe HA NalMeHTa.,
CnenoBarenso, Tpabpa na ce u3dArea npexaeBpeMEeHHO CMHpAHE Ha TEpANHATa.

TunobpacTin CbabPKA HATPUIA
To3u nexapcTBeH NPOAYKT ChABPAKA NMO-Manko ot 1 mmol Hatpui (23 mg) Ha TabneTka, Ha NpaKTHKA
HE ChABPKA HATPHH.

4.5 BiaamoaeiicTBHE € APYTIH JIEKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3aRMOoAeHcTBHE

Tukarpenop e npeau scHuko cyberpar Ha CYP3A4 u cnabd uaxuburop Ha CYP3A4. Tukarpenop e
cbllIO cyOcTpaT Ha P-rmukonporenna (P-gp) u ciab uaxuburop Ha P-gp v Moske Ja MoBMILIM
€KCno3uLHATa Ha cybcTpaTt Ha P-gp.

EdexTy HA IeKapCTBEHU W APYTH MPOAYKTH BbPXY THKATPEIOD

Huxubumopu na CYP3A4

o Mownu unxubumopu na CYP3A4 — eqHOBPEMEHHOTO TIPIIOKEHHE HA KET
THKarpenaop BOAM A0 noBHIIaBaHe Ha Cmax H AUC Ha THKarpenop, CLOTEE
mbTH. Cmax H AUC Ha akTHBHHA MeTabOHUT ce MOHUKABAT, CHOTBETHO ¢ 86
O4aksa ce u Apyru mouHH HHxuOuTOpH Ha CYP3 A4 (knapuTpoMHLIMH, HeqRai0




PUTOHABUD M aTa3aHABUP) a UMAT CXOAHH €(PEKTH, U IOpaaH Ta3H NPHYHHA,
CBLITBTCTBAILIOTO NMPHIOKEeHHEe Ha MOIHM MHXHOHTOpH Ha CYP3 A4 ¢ THKarpenop €
NPOTHBOMNOKA3aHO (Bx. TOuka 4.3).

o Vmepenu unxubumopu va CYP3A4 — eRGHOBPEMEHHOTO NPHWIOKEHHE HAa THITHAZEM C
THKarpenop noBuiaBa Cmax ¢ 69%, a AUC oo 2,7 meTH ¥ noHmxaBa Cnax Ha THKATPENOp ¢©
38%, nokato AUC ocraBa HenpoMeHeHa. THKarpeiop He OKa3pa BIUAHHE BbPXY
IUTa3MeHaTa KOHLIEHTpala Ha AwrTHazeM. OyakBa ce APYruTe yMepeHH HHXUOUTOpH Ha
CYP3A4 (nanp. aMnpeHaBHp, aNpEeNUTAHT, EPUTPOMHLIMH U TyKOHA30.1) 1a UMAT CXOACH
e()eKT M ChILO Ja MOTaT Jia ce NMpWiarat eqHOBPEMEHHO ¢ THKarpenop.

¢ HabOmogzasaHa e 2 MbTH YBEJIMUEHA €KCMO3IUIHA Ha TUKArpesop clel KOHCyMaUus Ha
rojlieMH KOJTH4ECTRA COK OT rpendpyt aHeeHo (3x200 ml). Tasu creneH Ha MoBHIEHA
eKCITO3HLIMA He ¢¢ O4aKBa 4a O6bje KIMHUYHO 3HAaYUMa 38 MOBEUETO MALMEHTH.

Hnoyxmopu na CYP34

EnHOBpeMEHHOTO NPHIOKEHHE Ha pMdaMITULIMH H THKArpenop BOAH A0 MOHWKEHHE HA Chax H AUC
Ha THKarpejop ¢boTBETHO Che 73% U 86%. Chpax Ha akTHBHKA MeTabosuT He ce npomens, a AUC ce
NOHIKaBa ¢bOTBETHO ¢ 46%. Ouaksa ce aApyrure HHZYKTOpH Ha CYP3 A (Hanp. peHUTOMH,
kapbamMazernuH 1 ¢geHobapOduTan) CHILIO Ad NOHIDKABAT €KCIIO3ULUATA Ha TUKAIPEIOp.
EnHOBpeMEHHOTO NPHJIOKEHHE Ha THKArpenop ¢ MolHH HHAYKTopd Ha CYP3 A Moxe 1a noHmku
EKCIO3HIIMATA H €(pHKACHOCTTA Ha THKArpenop, M Nopaay TasH MpUUUHA He C€ HAChpyaBa TAXHOTO
CBITBTCTBALLO MPHIOKEHHUE C TUKArpeJiop.

Luxnocnopun (unxubumop na P-gp u CYP3A4)

EAHOBPEMEHHOTO NPWIOKEHUE Ha UUKNOCIOpHH (600 mg) ¢ TuKarpenop BOAM A0 NOBHILIABAHE Ha
Cmax H AUC Ha TuKarpenop ¢boTseTHO 2,3 nbTy ¥ 2,8 mbTH. [1pu Hanuurero Ha Mkinocnopud, AUC
Ha akTUBHMA MeTabONMUT ce noBHIIaRa ¢ 32%, a Cax ¢e noHwkasa ¢ 15%.

HsaMa HanmHYHY JaHHH 332 €IHOBpPEMEHHATa ynoTpeda Ha THKarpenop ¢ Apyru akTUBHHM BEILCCTBA,
KOHTO CBILO ¢a MOILLIHH UHXHOUTOPH HA P-gp ¥ yMepenu naxuburopu Ha CYP3 A4 (Hanp.
BEparnaMWil, XMHUAMH), KOHTO CBIIO MOraT fa OBUHIAT €KCIIOIULIMATA HE TUKArpenop. Ako
KOMOHHALMATA HE MOX¢E Aa Obae n30erdara, TAXHOTO €AHOBPEMEHHO NPHIOKEHNE TpAOBa Ja ce
H3BBPIIRA C MOBHIIEHO BHAMAHHE.

pyau

KinMHMYHMTE Npoy4BaHHA 3a GapMaKONOTHYHH B3aHMOACHCTBHA [TOKA3BaT, Y€ ¢AHOBPEMEHHOTO
MPUIOXKEHHE Ha THKATPENop ¢ XenapHH, eHokcanapyH 1 ACK wiu n1e3MonpecuH He Oka3Bar
Bb3AeHCTBHE BLPXY (PapMaKOKMHETHKATA HA TUKArpejlop WiH aKTHBHUA My MeTabOJIUT, WY BBPXY
AJl®-uHgyurpanara TpoMOOLMTHA arperaums, B CPABHEHHE C TUKATPEJIOP, NPWIOXKEH
CAMOCTOATENHO. AKO € KITHHHYHO [TOKA3aHO, NIEKAPCTBEHH MPOAYKTH, KOHTO H3MEHAT XeMOCTa3ara,
TPsAOBa Ja ce U3MOJI3BAT ¢ NOBHILEHO BHUMaHHE B KOMOHMHALMA ¢ THKArpenop.

Habnronasana € 3abaBeHa M [TOHIKEHA eKCNO3ULUA Ha nepopanHy uHxuburopn Ha P2Y 1,
BKJIIOYMTEAHO TUKATrPEJIOp H HEMrOBUA aKTHBEH MeTabonuT npH nauueHTn ¢ OKC, nexkysaHu ¢ MopduH
(35% noHwxapaHe Ha €KCNO3ULIMATA HA TUKarpenaop). ToBa B3aUMOIEHCTBHE MOXe JIa € CBBP3aHO C
HaMalieH CTOMAUIHO-YPEBEH MOTUWIHTET U 1a ¢eé OTHACA 33 APYTrd ONMHOoUAH. KNTUHHYHOTO 3HAYEHHE €
HEU3BECTHO, HO JAHHHTE MOKAa3BaT MOTEHLHAN 32 HaMaJICHa €(PUKACHOCT Ha THKArpesop MpH NalHEeHTH
¢ €IHOBPEMEHHO NPUWIOKeHKEe Ha THKarpeaop v Mmopdui. [Ipu mauuentn ¢ OKC, npu kouto
MOPQHHDLT He MOXKe aa 6bae cnpaH M Obp30TO HHXHOHpaHe Ha P2Y 12 e OT ChlleCTBEHO 3HAYEHHE,
MOKe Na ce oOMHCH ynoTpeba Ha napeHTepaneH HHXMOUTOp Ha P2Y 3.

EQeKxTH Ha THK CJ10D BbPX ' JCKADCTBCHH TPDOAVKTH

Jlexapcmeenu npodykmu, xkoumo ce memaboruzupam om CYP3A4 . "ﬁﬂw nolkfto
¢ Cumeacmamur — ¢ AHOBPEMEHHOTO MPHIIOKEHHE HAa THKArpesop Cbe CHMBa ‘W) _n N " ‘ ; "
noBHINaBaHE HA Cmax M AUC Ha cuMBacTaTHH CBOTBETHA € 81% U 56%, K2 L

nopuiiaBaHe Ha Cmax W AUC Ha cMMBacTaTHHOBAaTa KMCEJIHHA CHOTBETHO C

B OTACHHH CJIy4YaH CE€ NOCTHra 2- 1o 3-KpaTHO [TIOBHHIABAHC. EHHOBPBMGHH
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Ha THKArpeJiop H CHMBAaCTaTHH B 1033, HaJABHIIaBauia 40 mg THEBHO, MOXE Ja A0BeAe A0
HEeXXENaHK peaKl|ii Ha CUMBACTATHH U TPAOBa Ja C¢ NPEUCHH CIIPAMO MTOTEHLMATHHTE MOJ3H.
CHMBacTaTHH HE OKa3Ba BIIWHHE BbPXY IU1a3MEHUTE KOHXEHTPALIMH Ha THKArpenop.
Tukarpenop Moxke 1a 0Ka3Ba CX0JeH eeKT BbpXy noBacTaTuH. He ce mpernopruBa

e JHOBpEMEHHATa YIIOoTpeDa Ha THKArpenop ¢b¢ CUMMBACTaTHH WIH JIOBACTATHH B JO3H,
HaasuasaiH 40 mg.

» Amopsacmamun — €THOBPEMEHHOTO NPWIOKEHHE HA aTOpBACTATHH M THKArpenop BOAM 1O
nosHiaBaHe Ha Cmax H AUC Ha aTOpBacTaTUHOBA KUCEHHA CHOTBETHO ¢ 23% 1 36%. CxoaHo
noeHillaBaHe Ha AUC H Cyax € Ha0mogaBaHo np4 BCUYKHA METaOOIMTH Ha aTOPBAaCTaTHHOBATA
KMceNHHA. Te3u NOBUIIEHHd CTOMHOCTH He C€ CUMTAT 3a KIIMHUYHO 3HAYUMMHU.

e He Moxe aa ce H3KTIOUH NTOAOOEH €EKT U BLPXY APYIH CTATHHHM, MeTaDONH3IHPAHH OT
CYP3AA4. INaumenture B npoyusaneTro PLATO, konTo ca nonyvyaBaniy THKarpenop, ca
NpUeMalii pa3/IndHH CTATHHH 03 ChboOpaKeHHUE 10 OTHOLICHHE HA 6€30MMacHOCTTa Ha
craTHHa npH 93% ot xoxoprara Ha PLATO, xoa10 € npueMana Te3H JIeKapCTBEHH MPOAYKTH.

Tukarpenop e cnab unxudurop Ha CYP3A4. EnHOBPEMEHHOTO NIPUIOKEHHUE HA THKATPENOP ChC
cybcTpati Ha CYP3A4 ¢ TeceH TepaneBTHUYEH HHAEKC (HANp. UH3AIPUI HIIH EProalIKallOBAN) He ¢e
NpernopsUBa, ThH KATO TUKArpeop MOKeE 1a IOBMIIN €KCMO3ULIMATA Ha TE3HU JICKAPCTBEHH TIPOLYKTH.

P-gp cybcmpamu (6KAIOYUMENHO QUSOKCUH, YUKAOCRODUH)

EOHOBpeMEHHOTO NPUWIOKEHUE ¢ TUKArpenop BOAH 40 noBHinaBaHe Ha Cmax U AUC Ha JUroKCUH
CBHOTBETHO ¢bC 75% M 28%. CpegHute Hal-HHCKHM HUBA Ha JHFOKCKH ce nmosMIaear ¢ okono 30% npu
eJHOBPEMEHHO MPUWIOKEHHE C TUKArpeop, KaTO B HIKOH OTACHM CIY4YaH C€ OTYUTAT MAKCHMYM
IBYKpATHH MOBUINARAHKA. B mpUCBECTBUETO HA TUTOKCUH Crax H AUC Ha THKarpenop ¥ akTHBHHA MYy
MeTabonut He ce noeaHABar. CleR0BaTe/HO, MIPH SAHOBPEMEHHO MPUIOXKEHUE HA THKarpenop ¢ P-gp-
3aBUCHMH JICKAPCTBCHU NMPOAYKTH ¢ MATHK T€paNeBTHYEH MHACKC KaTO AUTOKCHH, C€ NPENnopbYBa
NOAXOAALL KITHHHYEH W/ UK TabopaTopeH KOHTPOII.

Tukarpenop He Oka3Ba BIMSHHE BBPXY KOHUCHTPALMATA HA LIMKIOCMOPHUH B KpBbBTa. EQeKTsT Ha
THKATPENop BbPXY APYru cyOcrparu Ha P-gp He e nmpoyusaH.

Jexapcmeenu npodyxmu, xoumo ce memaboruzupam om CYP2C9

EAaHOBpEMEHHOTO NMPUIIOKEHUE HA THKArpeaop ¢ ToadbyraMua He BOAW A0 NPOMAHA HA IUTA3MEHHTE
KOHLIEHTpALMM Ha KOUTO M J1a € OT ABaTa NPOAYKTA, KOEeTO Apeanoaara, 4¢ THKarpejaop He €
uHXHOMTOp Ha CYP2C9 1 e Manko BepodaTHO aa noenuasa MeauupaHusa ot CYP2C9 Metabonu3zem Ha
NEKAPCTBEHH MPOAYKTH KATO Bap(gapHH H TonOyTaMHuI.

Poszyeacmamun

Tukarpenop Moxe aa nopnuac 0r0peunaTa eKCkpelrd Ha po3yBacTATHH, YBe/IMMaBaliky pHCKa OT
KyMYJIHpaHe Ha pO3yBacTaTUH. Bbpeku ye TOUHMAT MEXAHU3bM He € U3BECTEH, B HAKOH ClTy4au
SAHOBPEMEHHOTO NPUACKEHHE Ha TUKArpeEop H po3yBacTaTHH BOAMW IO HaMmalsBaHe Ha ObOpeuHara
¢yukumg, nopuieHo HUBO Ha CPK n padooMuonnia.

Ilepopannu koumpayenmueu

EnHOBpeMEHHOTO NPWIOKEHUE Ha THKArpenop ¢ IEBOHOPrecTpea U €THHWI €CTPAAHOI BOOH IO
MOBHILIABAHE Ha €KCMO3ULMATA KBM €THHHII ecTpaauon ¢ ripubanzuresndo 20 %, Ho He noBnuABa
¢apMaKOKMHETHKATA Ha JieBOHoprecTpe. [Ipy eAHOBPEMEHHO NPUIIOKEHHE Ha JIEBOHOPrecTpell U
€THHWI €CTPAJHOJ C THKArpeaop He CE OYaKBa KIIMHHYHO 3HAYHM e(ekT BbpXy edUKACHOCTTa Ha
NIEPOPAITHUA KOHTPALICITTHB.

Jexapcmeaeenu npooykmu, 3a Koumag € U3GeCMHO, Ye UHOYyupam bpaguxapoun

[Topaagu HabmoaaBaHe Ha NPEeAMMHO ACUMIITOMHH BEHTPHKY/TapHHU nay3u U Opaaukapa
MOBHIIICHO BHUMAaHHE, KOTaTO THKArpe/iop ¢¢ Npuara eAHOBPEMEHHO C JIEKapCTBEHH TIPORY w-
KOHMTO € H3BECTHO, Y€ HHAYUMpaT Opagukapaus (Bx. Touka 4.4). B npoyuBaHeTo PLAN (3 00¢ el
Ha0JI0aBaT JOKA3aTe/ICTRA 3a KIMHHYHO 3HaYHMHK HEXKENaHH peakiiMH Cliell €THOBPEHE .
MPWIOXKEHHE C AHH WIH NOBEYe JIEKaPCTBEHH NPOAYKTH, 38 KOMTO € U3BECTHO, Y¢ HHAYEHDENER
Opanukapaua (Hamnp. 96 % Oera-6nokepH, 33 % OnOKepH HA KAILUEBUTE KAHATH AW k” i




BepanaMul, ¥ 4 % AUroKCHH).

Hpyza cenvmecmeawia mepanus

B KIMHHYHMTE NPOYYBAHHA THKArpenop e npuiaarad eqHospeMeHHo ¢ ACK, vHxuOuTopu Ha
MPOTOHHATA IOMITa, CTATHHHU, OeTa-Onokepy, HHXUOMTOPH Ha aHTHOTEH3UH-KOHBEPTHPALLKA €H3UM
(ACE) n anrnorensuH Il peuenroprau 6nokepu, HeoOX0AMMH 3a JIEUeHHE Ha CBITbTCTBALLH
3a00JIABaHMUA 34 ABJIBI IEPHOJ, @ CBIIC U XEMapHH, HUCKOMOEKYJICH XeMapyH U MHTPABEHO3HH
uaxuburopu Ha Gpllb/llla 3a kparko Bpeme (Bx. Touka 5.1). He ca HanuyHu aHHu 3a HabnoaaBaHu
KIHHHYHO 3HAaYHMH HEXeNaHH B3aUMOZeACTBHA NPH yrioTpeda Ha TE3U NEKapCTBEHH MPOAYKTH.

EnHOBpEeMEHHOTO NPWIOKEHHE Ha THKArPEJIOp C XeNapHH, €eHOKCHIIAPHH HITH e3MOIPECHH HAMA
e(eKT BbpXy aKTHBHPAaHOTO MapLHaaHo TpoMOonmIacTHHOBO BpeMe (aPTT), akTuBHpaHOTO BpeMe Ha
cbeHpBane (ACT) win u3cneasaHuaTa Ha pakTop Xa. Bee nak, nopaau noTeHIMaIHHATE
dapMakoAMHAMHYHH B3aWMOACHCTBUS, €HOBPEMEHHOTO MPUIOKEHHE HAa THKATPEJIOp C JIEKAPCTBEHH
NMPOAYKTH, 32 KOUTO € H3BECTHO, H€ MPOMEHAT XeMOCTa3aTa, TpAOBa a ce U3BLPLIBA C NMOBUILCHO
BHHMaHHe.

[Topanu crobieHns 3a abHOpMHO KOXKHO KbpBeHe ¢bC SSRI (Hamp. napokceTHH, CeprpaivH U
LMTANONpaMm), [penopeyuBa ce BHUMaHue, Korato SSRI ¢e npunarart ¢ THKarpenop, T KaTo TOBa
MOK€ /12 MOBHIIHK PUCKA OT KbpBEHE.

4.6 QepraanTeT, OpEeMEHBOCT H KbpMeHe

XKenu ¢ gerepoieH MOTEHIHA
Xenu ¢ gerepoaeH noreHuKan TpAOBa na U3NON3BAT €(PEKTHBHU KOHTPALICNITHBHHA MEPKH, 3a Aa

H30ErHaTt SEGPEMGHHBaHe o BpCME HA JICHCHHE C THKAIPEJ10p.

bpeMeHHOCT

Hsama unu MMa orpaHMYEHO KOJIHYECTBO JaHHH 3a yrioTpedaTa Ha THKarpesaop npd OpeMeHHH JKeHH.
[TpoyuBaHMsATa IIPH )KUBOTHH NOKA3BaT PEIIPOAYKTUBHA TOKCHYHOCT (BK. To4Ka 5.3 ). Tukarpemop He
ce NMpenopnUBa [0 BpeMe Ha OpeMeHHOCT.

KbpMeHe
Hanuunure QapMakoIMHAMUYHU/TOKCUKOIOTHYHM JAHHH NPH XKHBOTHH 1IOKA3BaT €KCKPELMs Ha

TUKArpenop M akTUBHHA MY METabOUT B MIIIKOTO (BX. TouKa 5.3). He Moxke a ce M3KII04HH PUCK NPH
HOBOpOACHH/KbpMaueTa. TpabBa na ce B3cMe pelieHHE Ja/lK Aa C€ Cnpe KbPMEHETO, WM A ce
IpeKpaTH/Ia HE ce MIpUara Tepanusa ¢ THKarpenop, Karo ce BieMe npeaBu oias3ara OT KbpMEHETO 33
AETETO U NOJI3aTa OT TEParMUATa 3a XKeHaTa.

QEepTUINTET
Tuxarpenop He oka3Ba BIIMAHHE BbPXY MBXKHA U >KEHCKHA QEepTUIMTET MPH XKUBOTHM (BK. TOUKA

5.3).

4.7 EdexTn BLpXY cnocobBocTTa 32 Modapane A pabora ¢ MAIHEH

Tukarpenop He NoOBNKABA WK NOBAUABA NPEeHEOpekUMO cnocOOHOCTTa 3a WodupaHe H padora ¢
MaiMHU. [To BpeMe Ha JieyeHHe ¢ THKarpenop ce cso01aBa 3aMasHoCcT H 00BpkBane. Crieq0BaTeHO,
NaLMEeHTH, KOUTO MOJYYaT Te3H CUMOTOMM TPsAOBa /14 ¢a ¢ MOBUIUCHO BHUMAHKE MPH WopHpaHe WIH
pabora ¢ MalIMHH.

4.8 Hexenann JEKAPCTBEHH PEAKIHA

PeztoMme Ha npodunia Ha 6e30nacHOCT
[IpodrreT Ha 6€30MACHOCT HA THKArpeaop € OUCHABAH B ABE FOJEMH KITHHHYHH K3 R
no orHomieHne Ha w3xoaa (PLATO u PEGASUS), sxmousaiiu noeeue ot 39 000 na
To4Ka 5.1).




B PLATO, npu nauyeHTHTE Ha TUKArpeaop HMa Mo-BHCOKA YECTOTa Ha MpeyCTaHOBABAHE Ha
TepanuATa Mopaigu HexenaHu cbOUTHA, B cpaBHEeHHe ¢ Knonuaorpen (7,4 % cnpamo 5,4 %). B
PEGASUS nanmneHTHUTE, NeKyBaHH ¢ THKArpenop, MMar ro-BHCOKA YECTOTa Ha MPEyCTaHOBABAHE Ha
TepanuATa NMopajH HeXkENaHH cbOUTHA B CpaBHEHHE ¢ rpyrnaTta Ha Tepanua caMo ¢ ACK (16,1 % 3a
tukarpenaop 60 mg ¢ ACK cnpsamo 8,5 % 3a repanus camo ¢ ACK). Hafi-yecto crobmiaBanure
HEXENaHH peakLldy MPpH [TALMEHTHTE, JEKYBAHU € THKArpeyaop, ca KbPBEHE U IUCITHEA (BXK. TOYKa 4.4).

TabnuueH CMMCHK HA HEXXEIAHUTE PEaKLIMK

[pencrapeHuTe NO-A0My HEXENAHH PeaKiMM ca HACHTH(HLMPAHM B NIPOYYBAHUATA UIIH Ca CHODLICHH
MpH NOCT-MapKETHHTOB OMMT ¢ THKarpesop (Tabauua 1).

Hexenanure peakuus ca m3dpoenu no cucreMo-oprane kinac (COK) no MedDRA. B pamkute Ha
BcekH COK HexenaHWTE JIEKAPCTBEHH PeaKLMHU Ca U30poeHH Mo YecToTa. KaTeropuure 1o 4ecToTa ce
nedHHUpAT MO cleAHaTa KOHBEHLMA: MHOro yectd (>1/10), yectu (>1/100 mo < 1/10), neuectn (>1/1
000 no <1/100), peaxu <1/10 000 ao <1/1 000), mHoro peakn (<1/10 000), ¢ HeusBecTHA YecTOTA (OT
HATHYHUTE JaHHW HE MOXe Ja Obe HanpaBeHa OLIEHKaA).

Tabanoa 1 — Hexxes1aHH peakilAH N0 9ecTOTA H cHcTeMo-opranen kaac (COK)

COK

MHoro secrn

YecTH

HevecTn

C HeH3BeCTHA
qeCTOTA

HeonazmMe —
n00poKadecTBeHH,
3JI0KRYECTBEeHH H
HeonpeneieHH (BKJI.
KHCTH H IOJHNH

KbpBeHe oT TyMop®

HapymeHnus Ha
KPbBTa H
JAMQHATA CRCTEMA

KbpBene, cBbp3aHo
C HapyLleHHd Ha
KpbBTA®

TpomboTHuHa
TpOMOOLIMTONEHHUYHA

mypiypa”

HapymeHns
HA HMYHHATA
CHCTEMA

CBpBbXYYBCTBHTEITHOCT,
BKJTFOMHUTEJTHO
AHrHOeaeM"

HapymieHus na
MeTabomr3Ma H
XPAHEHETO

XUNIEPYpHKEMHA'

[lonarpa/
noaarpo3cH

ApTPHT

Iepxpunn
HaApYIIeHHUNA

OOBpKaHOCT

Hapymenns
HA HEPBHATA
CHCTEMA

3aMasHOCT,
CHHKON,
rrnapodonme

Bv1peuepeneH
KPBEBOU3IHB"

HapymenHs Ha 0UHTE

KpBBOM3NHBE B OKOTO"

Hapymenns na
YXOTO H
JA0HpHHETA

Bepturo

KpbBOH3NUB B yXOTO

Cropaeann
HApYDICHUS

bpaguaputMus, AV-
bsok®

Cba0BR RapymeHHs

XHUIIOTOHUA

Pecnupatopnn,
rpLAHA H
ME¢IHACTHHAIHH
HapyumeHHus

JlHcnHes

KspBeHe oT
pecuparopHaTa
cHcTeMa’®




Cromamnuo- Cromauso- PerponiepuroHeaneH
YpEeBHHA ypeBeH KPBBOH3/IMB
HAPYICHHS KpPBbBOH3IIIUB™,

ouapus,

raJicHe,

oucniencus,

3areK
Hapymenns Ha [ToakoXHO MK
KOXATA H AEPMATHO
NOAKOKHATA ThKAH KbPBEHE,

obpuB, cepbex

Hapymenns Ha

MycKyJHO KbpBeHe"

MYCKYJIHO-
CKeJIeTHaTa
cHCTEMA H
ChLEIHHHETEIHATA
THKAaH
Hapymenns na KtpseHe ot
OnLOpenuTe K MHKOYHHTE
DAKOYHHATE nbTUIa?
NHLTHING
Hapymenns Ba KbpBene ot
B3I POU3IBOAHTEH peNpOaYKTHBHATA
aTa CHCTEMA H cHCcTEMA"
ILpAATA
HicnenBanus [Torumen
KpEaTHHHUH B
KpbBTa
HapansaBaHus, KpsBOM3NHUB Cef
OTPABAHHS H npoueaypa,
yCJI0KHEHHS, TPaBMaTU4YHO
BhL3IHHKHAIIH B KbpBEHE”
pe3yJiTaT Ha
HETCPBCHIBH

* HAaOp. KLPBEHE OT Pak Ha MMKOYHUA MEXYD, pak Ha CTOMAXa, pak Ha Je0enoTo 4epBo

® Hamp. noBUIleHA TeHISHUNA KbM HaCHHABAHE, CIIOHTAHEH XEMAaTOM, XeMOparHiHa Juare3a

® HaeHTUhHUMPAHA B TOCTMAPKETHHIOB OITUT

" YecToTHTE ca nmomy4eHn OT naboparopHu HabmoaeHuA (MOBUILEHA MHKOYHA KMCEJIMHA >TOPHATA rpaHHLIA Ha
HOpMaTa CIpAMO H3XOAHO HHBO IOA WIH B pedepeHTHHTE rpaHuuy. [lopumen xpeatuHuH >50% cnpamo
H3XQIHO HUBO. ), 4 HE € MpUONIH3UTEIHA YECTOTa Ha ChOOINABaHe Ha HeXeJIaHW ChOMTHA.

! Hafnmp, KOHIOKTUBATHO, PETHHHO, BRTPEOYHO KbPBEHE

° Hanp. enNMCTAKCHUC, XEMOITH3A

* HAanp. KbpBEHE OT BEHILIUTE, KPbBOM3NHB OT PEKTyMa, KpbBOH3JIHB OT CTOMAIIIHA 13BA

' Hanp. €KXHMO033a, KOXKEH KpbBOH3IIMB, ETEXUH

" Hamp. XxeMapTpo3a, MYCKYJIEH KpbBOK3IIHB

A Hamp. XeMaTypHs, XeMOparu4ieH IHUCTHT

* HAMp. BArHHAJACH KPbBOU3IHUB, XEMATOCNICPMHA, NMTOCTMEHOIAY3a/1€H KPbBOH3/IHB

" HAIp. KOHTY3HA, TPaBMaTHY€H X€MATOM, TPaBMaTHY€H KPbhBOMINTHB

™ T.€. CIMIOHTAHHO, CRBP3aHO C UHTEPREHLIUA UK TPaBMaTHYHA HHTPaKpaHHANHA XeMOparua

OnuxcaHue Ha H3OpaHU HEXKEIAHU peaKlUH

Kvpeene
Haxooxu ¢ kvpeerne 6 PLATO
LIanocTHUTE pe3yaTaTH 3a 4eCTOTaTa Ha KbpBeHE B npoy4yBaHeTo PLATO ca nokasa

Tabnuna 2 — Anaaui ga obmuTe ¢HOUTHR ¢ KbpBeHE, H3UHCIeHAA N0 Kaplan-
meceny (PLATO)
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Tuxarpesop Knonugorpen
90 mg asa p-croinocT*
NLTH JHEBHO N=9186
N=9235

O6mwo 3#aunTens ot PLATO 11,6 11,2 0,4336
®aranHu/kusorosactpawiapainy or PLATO 5,8 5,8 0,6988
3uauntennu ot PLATO, Hecrpp3anu ¢ KAb 4.5 3.8 0,0264
3HaudTennu ot PLATO, HecBbp3aHH € 3,1 2.3 0,0058
HHTCPBEHLIHH
KombOunmnpanu o010 - 3Ha4MTEIHH + 16,1 14,6 0,0084
He3HauuTeaHu oT PLATO
HecpbpzaHu ¢ HHTEpBEHLIMH — SHAYMTEIHH + 5,9 4.3 <0,0001
He3HaunTenaHuu or PLATO
3HaunTenuu no TIMI 7,9 7,7 0,5669
3HauynTeHY + HesHauuTesTHH o TIMI 11,4 10,9 0,3272

HedHHHUHH HA KATErTOPHHTE KbpBEHE:

3HAUHTENHO PATAIHO AKHBOTO3ACTPAILIABALO KbpBEHE: KIHHHYHO NMPOSBEHO C NOHIKaBaHe Ha XxeMornoOuHa
¢ >50 g/l vnu ¢ npenHBaHe Ha >4 Caka epMTPOLIMTHA Maca, MNH ¢aTajHO, WIHM HHTpaKpaHHalHO; HIH
HMHTpANEepHKapAHO ChC ChPACYHA TAMIOHANA; WIH C XMUIOBONEMHYEH LIOK WIH TEXKa XHNOTOHHS, H3IUCKBAILa
NpECOPH WM XMPYPrUYHA MHTEPBEHLIHAA.

Jpyro 3HAMATENHO: KIMHHYHO IIPOABEHO C NOHMWKaBaHe Ha XxemorsiobuHa ¢ 30-50 g/l mwnu npenusase Ha 2-3
caKa CpHTPOLIMTHA Maca; MM 3HAYUTETHO HHBATHAWIHPALIO.
He3nauHTe/IHO KhPBEeHe: H3IUCKBa MEIMLMHCKA HaMeca, 3a CIMpaHe HIH JIEKyBaHe Ha KbPBEHETO.
3uauntenno kppBede no TIMI: KNIHHHYHO NMPOSBEHO ¢ NOHW)KaBaHe Ha xeMornoobuxa ¢ >50 g/l nmu ¢
HHTpaKpaHHaIHa XeMOparus,

He3nauynTenHo kbpseHe no TIMI: k1MHUYHO NPOABECHO € TOHMXXaBaHe Ha XxeMornoOuna ¢ 30-50 g/l.
*p-CTORHOCT, M3YKCIIEHa OT MOJXEN Ha NMPOINOPLIHOHAIHUTE PUCKOBE Ha COX, KaTo Ipynara Ha JICYEHHE €
eAMHCTBEHATA EKCIUTAHATOPHA MPOMEHINBA.

Trkarpenop 1 KIONUAOrPEN HE CE Ppa3jIMYABAT MO OTHOLIEHHUE HA YECTOTHTE HA 3HAYKUTENTHO
¢daTanHo/ KHUBOTO3acTpallaBailo kepseHe B PLATO, 3nauuTenHo knpBeHe obmo 8 PLATO, MacuBHO
xbpBeHe no TIMI (Thrombolysis In Myocardial Infarction — Tpombonusa npun Muokapaen Hugapkr)
unu ¢nabo kepBere no TIMI (Tabnuua 2). Obaue, noasara Ha KOMOMHHUPAHO 3SHAYHTEHO +
He3HauuTenHO KbpBeHe B PLATO e noeede ¢ THKarpenop, B CpaBHEHME ¢ Kionuaorpes. Maiko
naupeHTd B PLATO uMat ¢patanuu kppeousnusu: 20 (0,2 %) 3a Tukarpenop u 23 (0,3 %) 3a
KIonuaorpe (Bx. Touka 4.4).

Bb3pact, non, TenecHo Terno, paca, reorpadCKy paioH, CbITETCTBALLH 3a00I1BaHAsA, CHITBTCTBALIA
Tepanusa U aHaMHE3&, BKTIOYHTEIHO MPEeIX0A€H HHCYNIT WM TPaH3UTOPHA HCXEMHUYHA aTaKa, He ca
NpeJUKTOPH KakTo 3a 00110TO, TaKa H 33 HECBLP3aHOTO C HHTEPBEHLIMHM 3HAYHTEIHO KbPBEHE TI0
PLATO. [To Tazn npruHHa, He € HaeHTUDUIHpaHa KOHKpPETHA PUCKOBA IPyna 3a KO#TO U Aa € MTOIATHI
KbPBEHE.

Ceep3aHo ¢ KAD kbpBeHe:

B PLATO 42% ot 1584-T¢ nauneHTH (12% OT KOXOpTaTa) ¢ HAaNpaBeH KOPOHAPHO-apTepHalieH bakinac
(KADB) ca nomyunnu PLATO 3HaunTenHO daTatHOAKHBOTO3ACTPAILABALLIC KBpBEHE 6€3 pa3iinka
MeKAY TepaneBTHYHHUTE rpynd. ParanHo kbpBeHe, cBbp3aHo ¢ KAD, ce nogs4asa npu 6 NalueHTH BLB
BCAKA OT TE¢paneBTUUHHUTE I'PYNH (BXK. TOUka 4.4).

Hecpup3ano ¢ KAb kbpBeHe U HECBBP3aHO C HHTCPBEHLIMH KbPBEHE:
Hama padiika Mexay THKarpenop ¥ KIONHAOTPE Mo OTHOLIEHHE HA HECBBP3AHHUTE ¢ KA DL Wi g
daTanHW/ KMBOTO3ACTPAIIARAIIH KPbBOH3NMBHU O AeduHMIMA HA npoyuBaHeTO PLAT RN

3HAYMUTEJIHUTE 001110, 3HayuTe/IHH 1o TIMI u sHauuTenHn + He3zHaunTenHH no TIM
IeduHULMA Ha npoyuBaHeTo PLATO, ca no-yecTH npu TUKarpenop. Collo Taka, akl} &
BCUYKH CBBpP3aHH C HHTEPBEHLIMH KPBBOM3IUBH, IOBEYE KPBLBOUINHUBHU Ce Habroaarg

\ ”

THKarpenop, OTKOJAKOTO Mpu Kinonuaorpesn (Tabauua 2). IlpexkpaTtapade Ha TeueHHETY

N

N
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HECBBP3aHH C HHTEPBEHLIMM KPBBOU3IMBH € T10-4ECTO C THKArpenop (2,9 %), OTKOAKOTO ¢
ionuaorpen (1,2 %; p< 0,001).

HMHuTpakpaHHanHa XeMoparus:

HHTpakpaHHATHUTE KPBBOM3/IMBM, HECBBP3aHH ¢ WHTEPBEHIHH, Ca MOBEYEC NPH NPUIOKEHHE Ha
ukarpenop (n=27 kpbBousnuea npu 26 natmentd, 0,3 %), oTkonkoro ¢ Kinonuaorpen (n=14
KpBBOH3IHBA, 0,2 %), oT KoHTO 11 KpbBOH3NHBA C THKarpenop M |1 ¢ knonuaorpen ca garanuy. Hama
pa3iMka B ob1ius 6poii ciydyad Ha (aTalHO KbpPBEHE.

Haxooxu ¢ xvpaene 6 PEGASUS
[{anocTHHTE pe3y/ITaTH 3a YecToTaTa Ha KbpBeHe B npoyuBaHeTo PEGASUS ca noka3sanu 8 Tabnuua
3.

Tabanoa 3 — AHaNH3 HA 00mMATE CHOHTHA ¢ KbpBeHE, Hiuncaenns no Kaplan-Meier na 36-th
mecen (PEGASUS)

Trkarpenop 60 mg Camo
ABa NbTH AHEBHO + ACK
ACK N=6996
N=6958
Koednnaenr
Kpaiinan To4dkH 3a Oezonacnoct KM ' HA pHCKA KM p-
% (95% CI) Y% CTOHHOCT
KaTeropun Ha KbpBeHe, onpeaenenn ot TIMI
3HauuTenHo - TIMI 2.3 2,32 1,1 <0,0001
(1,68; 3,21)
datalHo 0,3 1,00 0,3 1,0000
(0,44; 2,27)
BKY 0,6 1,33 0,5 0,3130
(0,77; 2,31)
Hpyro 3naunrenHo -TIMI 1,6 3,61 0,5 <0,0001
(2,31; 5,65)
3HAUMTETHO WIH He3HauyuTeHO - TIMI 3,4 2,54 1,4 <(,0001
(1,93; 3,35)
3HAYMTE/IHO WIH HE3HAUYHUTENHO, WIH 16,6 2,64 7.0 <0,0001
H3HCKBAIO MEAHLIMHCKA HaMeca - (2,35; 2,97)
TIMI
Kareropuu Ha KbpBeHe, onpeneieHd B PLATO
3HauuTenHo - PLATO 3,5 2,57 1,4 <0,0001
(1,95; 3,37)
DaTaNHO/ KHBOTO3ACTpAlLABAILIO 2.4 2,38 1,1 <0,0001
(1,73; 3,26)
Hpyro 3nauurento - PLATO 1,1 3,37 0,3 <0,0001
(1,95; 5,83)
3HAYUTETHO UK HE3HAYHTEIIHO - 15,2 2,71 6,2 <(,0001
PLATO (2,40; 3,08)

HedHHHLUHA HA KATEropHATA HA KbPBEHE:
3uauntenno - TIMI: paranno kspeeHe, LI Bcako BbTpevepensHo kppBeHe, I xnnHuq Y gy iy
NMPH3HALIH HA KPBBOM3JIHMB, CBBP3aH cbe cnan Ha xemornobuna (Hgb) ot 250 g/l, unu noHmxoHg
xeMarokpHTa (Het) or 15%, korarto nuncsa ctoifHocT Ha Hgb.

®aTanHo: cxbuTHE C KBPBCHE, KOETO JUPEKTHO € AOBENIO A0 CMBPT B PAMKHTE Ha 7 JHH,
BYK: BpTpevepencH KpLBOU3MUB.

Apyro snauntesino - TIMI: nedaranio He-BUK 3nauutenHo kspBede TIMI.
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Hesnaunreano - TIMI: KIHHHYHO BHAMMO ¢ NOHWKEHHE Ha xeMornobuHa ot 30-50 g/l.
H3ncxksamo MeannMHcka Hameca - TIMI: mucksaio HHTepseHuua MJIH Boneno 10 xocnHTanM3amusg,

NN Hanaramno oLeHKa.

3naunTteano paTannoxKusorozacTpawasaio = PLATO: datanHo kspsene UK BcAko BbTpeYepenHo
kbpeeHe, LW nHTpaneprkapaHaiHo Che ChpAeuHa TamnoHana, NJIH ¢ xunoponeMudeH MOK WIH TEXKa
XHIIOTOHHMS, HANAraina MpHIOKEHHETO Ha MPECOPHU/HHOTPOIHH cpeacTBa WiH onepaitnd UJIM knuHuaHO
BHAMMO ¢ >50 g/l noHwkKeHrne Ha XxeMornoOHHa WIK ¢ npenuBaHe Ha >4 caka epUTPOLIMTHA Maca.

3naunreano apyro - PLATO: 3naunmo uHpanuax3upamo HJIH knnauuHo suaumMo ¢ 30-50 g/] noHwkeHu#e Ha
xemornoduna, HJIH ¢ npenneane Ha 2-3 caka epUTPOLIMTHA Maca.

Hesnauunteano - PLATO: m31cKBa MEIHLMHCKAa HHTEPBCHLMA 32 CIIHPAHE HIIH JIEYUECHHE HA KEPBEHETO.

B PEGASUS 3HaunTenso kspeeHe { TIMI) npu Tukarpenop 60 mg asa mbTH JHEBHO € IO-CHIIHO
oTkonkoTo rpu JeueHue camo ¢ ACK. He e HabnronaBan noBHIIEH pHCK OT PaTAIHO KbPBEHE H CE
YCTAHOBABA CAMO HE3HAYUTEIIHO NOBHILEHHE HA BETPEUCPENIHHTE KPHBOUINMBH B CPABHEHHE C
tepanusaTa camo ¢ ACK. MMa manko ¢e6utHs Ha daTanHo KbpBEHE B npoy4saneTo, 11 (0,3 %) 3a
THKarpesop 60 mg u 12 (0,3 %) 3a Tepammara camo ¢ ACK. HabnonaBaHUAT MOBUILIEH PHCK OT
3HauuTenHo KppeHe (TIMI) ¢ Tukarpenop 60 mg ce AB/DKH MpeAMMHO Ha [O-BHCOKATA YECTOTA HA
apyro 3HaduTesIHO KbpBeHe (TIMI), cebp3aHO cbe crOMTHA B cTOMamHo-ypeBHHa COK.

[ToruIIEHa YecTOTa Ha ChOMTHA ¢ KbhpBeHe, MoAcOHH Ha 3Ha4MTENHO KepBeHe (TIMI), e HabmoaasaHa
B KATETOPUMTE 3HAYMTENHO WK He3HauuTeNnHO KbpBeHe (TIMI) u 3HauntenHo (PLATO) u 3HaunTenHo
Wiy HesHauyuTellHo KepBeHe (PLATO) (Bx. Tabnuua 3). IlpeycraHoBsaBaHeToO Ha JIeUeHHETO Nopanu
KbPBEHE € [10-4eCTO B rpynara Ha Tukarpesaop 60 mg B cpaBHEHHE ¢ rpyrnara Ha TEpanuaTa caMo ¢
ACK (crotBetHO 6,2 % 1 1,5 %). TloBedeTo OT Te3U CiTydad Ha KbPBEHE €a C MO-MAJIKa TEXKECT
(xnacupHUMpaHHU KAaTO H3HCKBANIKM MeaHUMHCKa Hameca (TIMI)), Hanp. enucTakcHe, HACHHABAHE H
XEeMaTOMH.

[IpodunsT Ha KbpBEHE HA THKarpesiop 60 mg e cXoAeH B MHOXXECTBOTO APEABAPHTEIIHO ONMpPEAEIEHH
noArpynu (Hamp. Io Bb3pPacT, NoJI, TEro, paca, reorpa)CKM peruoH, ChITbTCTBAIUM 3ab0/1sBaHuS,
CHITETCTBALLA TepanHid H MEAHLIMHCKA aHaMHe3a) NpH ChOUTHA Ha 3HauHTenHo KbpBeHe (TIMI),
3HauuTeNHO WiH HesHaurTenHo (TIMI) u 3HauuTenHo kepBese (PLATO).

BrTpeuepenHo KbpBeHeE:

Cnorranan BUK ce cbofmaBar ¢ noao6Ha dectora 3a Tukarpenop 60 mg u repanug camo ¢ ACK
(n=13, 0,2 % B aBeTe rpynu Ha neueHue). Habmoaasa ce He3HauuTeTHO nopuieHHe Ha BUK
CBBP3aHO C TPaBMa M MpOoLIeAYPH NpH JeueHHe ¢ Tukarpenop 60 mg, (n=13, 0,2 %) B cpaBHeHHe ¢
TepanunaTa caMo ¢ ACK (n=10, 0,1 %). Crobmenn ca 6 paramau BUK ¢ tuxarpenop 60 mg u 5
¢aranun BUK ¢ Tepanus camo ¢ ACK. Yectorata Ha BbTpPeYEpENHO KbPBEHE € HUCKA B IBETE IPYMNH
Ha JIeUeHHe, KaToO ¢€ UMa NpeaABH 3HAYUTEIHUTE ChITbTCTBAIIH 3a0onaBanua U CC pHCKOBH (akTopH

B MPOY4BaHATA NOITYIaLMA.

Jlucnnesn

JicnHed, ycelllaHe 3a 3a0yX, ce cho0IaBa oT mauMeHTUTe NekyBaHH ¢ Tukarpenop. B PLATO,
obeAMHEHYTe KaTO JUCIIHEA HEXKETaHH JICKAPCTBCHU ChOMTHA (RHMCIHEsA, AUCIHEA B TOKOH, JUCITHES
NPH YCHIIHE, NAPOKCH3MAIHA HOIHA JUCITHEA M HOLIHA AMCNHESA) ce chodianar ot 13,8 % ot
NMaLWCHTHTE, IKYBaBU ¢ THKarpenop, u 3a 7,8 % OT nauuMeHTHTE, JieKyBaHM ¢ kionuaorpen. [Ipu 2,2
% OT NalMeHTHTE, MpUeMaliy THKarpenop, ¥ npu 0,6 % ot nauueHTHTe, NpUEMAall KIIONMHAOIPE, B
npoyuBaHeTo PLATO u3cneposarenure CUMTAT, e JUCITHEATA € NPHYHHHO CBBP3aHAa C ICUCHHETO H
OposAT Ha cepuHo3HHUTE Ciryuan ¢ Markk (0,14 % Ttukarpenop; 0,02 % xionugorpesn) (Bx. Touka 4.4).
Ha#fi-yecTo ¢choOMaBaHHTE CHMITTOMH Ha JUCITHES €A JIEKU A0 YMEPEHU MO UHTCH3UTET U MOBEUETO CE
ch00IABAT KaTO e JHHHYEH EMMH30 PaHo CJie] 3aNO4YBaAHE HA TCPANHATA.

B cpaBHeHHe ¢ kyionuaorpe, naudeHTHTe ¢ actMa/XOBb, nexysaHu ¢ THKarpenop, .,- 17
MOBUILIEH PHCK OT MOJIy4aBaHe HA HecepHo3Ha aucnHes (3,29 % Tukarpenop crnpamMo Jo3wWi
knomuaocrpen) U cepuosHa aucnyed (0,38 % ruxarpenop cnpamo 0,00 % knonunorpénss 13 a0k

CTOMHOCTH TO3H PUCK € MO-BUCOK OTKOJIKOTO B LIAJIOCTHATa nomynanus Ha PLATO
TpAOBa Aa ce npuiara ¢ NoBUIlIeHO BHUMaHHE TP NALMEHTH ¢ aHAMHE3a 33 aCTMa
Touka 4.4).
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Oxono 30 % ot enu3zoaAuTe 0T3BYYaBaT B paMkuTe Ha 7 AHU. PLATO BiiiouBa NalMeHTH, KOHTO Ha
M3XOQHO HUBO HMAT 3aCTOMHA ChpAevHa HeaocTaTp4HOCT, XObb Hnu acT™Ma; Te€3u nalMeHTH U
NALHEHTHTE B CTAPUECKA BB3PacT € MO-BePOATHO Ja chobluaBaT AucnHes. 3a THKarpenop, 0,9 % ot
MALHEHTHTE NIPEKHCBAT MPHIAraHETO Ha NMPOYYBaHOTO AKTHBHO BEILECTBO MOpajMN AUCNHEN, CIPAMO
0,1 % ot Te3u, npueMaluu Knomuaorpen. Ilo-sucokara 4eCTOTa Ha TUCIHEA ¢ THKArpeaop He ce
acoLMMpa ¢ HOBA NOABA WM BIIOLIAaBaHe Ha ChpAe4HO WK OenoapodHo 3abonaBaHe (Bx. Touka 4.4).
Tukarpenop He noBnuaBa 6en0apoOHUTE QYHKIHOHATHH TECTOBE.

B PEGASUS aucnHes ce cwyobiana npy 14,2 % ot nauueHTUTe, Npuemaiuy tTukarpenop 60 mg nsa
ITLTH OHEBHO, U 1K 5,5 % ot naumeHture, npyeMaiud camo ACK. Kakro 8 PLATO, noseueto ciyyan
Ha CLOOIIEHA JUCTIHES Ca JIEKHM [0 YMEPEeHH 10 UHTeH3UTET (BXK. ToukKa 4.4).]launeHTiTe, KOUTO
cBOOIABAT AUCTHER ca OWIH NMpeAMMHO MO-BB3PaCcTHH M MO-4€CTO ca MMand AucnHed, XObb nnu

acT™Ma Ha U3XOJHO HUBO.

Hzcreosanun

[ToBuieHue Ha NMHKOYHATa KucenuHa: B PLATO e oTueTeHo NoBHIIABaHE HA CepyMHATa MHKOYHA
KHCeNHHa A0 CTOHHOCTH, HaJBUILABAILM FOpHATa I'PaHULIAa HAa HOpMaTa, npH 22 % OT Nomy4aBaIuTe
TMKAarpenop mauMeHTH, crpaMo 13 % oT nomy4aBamMTe KIOMMAOTPeN NauMeHTH. ChOTBETHHTE
croiiHocT B PEGASUS ca crorBerno 9,1 %, 8,8 % u 5,5 % 3a Tukarpenop 90 mg, 60 mg u mnauebo.
CpenHaTa cepyMHa NMHKOYHA KHCEMHHA C€ NOBHILUABA ¢ 01130 15 % npH NPUIOKEeHHe Ha THKarpeop, B
cpaBHeHHe ¢ npubau3uTenHo 7,5 % MpH NprIoKEeHHE Ha KIOMKAOIpeEN, a Ciiea CMUPAHe Ha JICYCHHETO
ce NIOHKKaBa NPHOIM3KTENHO A0 7 % npH NpUIOKEHHE HA THKArpenop, AI0KaTo IpH KIOMKUAOrpen He
ce Habmoaasa cnag. B PEGASUS ce ycraHoBssa 00paTHMO NMOBHILCHHE HA CPEIHHTE HHBA HA
CepyMHa [MUKO4Ha KHCeaHHa oT 6,3 % u 5,6 % croTBeTHO 3a THKarpenop 90 mg 1 60 mg B cpaBHeHMHe
¢ 1,5 % noHmwxkenune B rpynata ¢ wiauebo. B PLATO uyecrorara Ha noaarposeH aptpHr € 0,2 % 3a
tukarpenop crpamo 0,1 % 3a kionuoorpen. CbOTBETHHTE CTOMHOCTH 3a M04arpa/nogarpo3eH apTpuT
B PEGASUS ca 1,6 %, 1,5 % u 1,1 % crorBetHo 3a THKarpenop 90 mg, 60 mg u ruanebo.

CroflaBaHe Ha MOAQO3UPAHU HEXKENTaHW peaKLUy
Cpo6IaBaHeTo Ha NOI03UPAHH HeXKETaHH PeaKiliu clie]] pa3pellaBaHe 3a ynoTpeOa Ha

NEKapCTBEHUA MPOAYKT € BakHO. TOBa NO3B0ABA 1a NPOABL/DKH HabMOIEHHETO Ha
CBHOTHOLIEHHUETO T10J138/PUCK 3a JIEKAPCTBEHHA NPOAYKT. OT MEAMLIMHCKHTE CIIELIMATHCTH Ce
H3UCKBA J]a CHOOIIABAT BCIKA NMOAO3HMpaHa HexkellaHa peakiius upes YUsmbaHuTenHa areHums no
nekapcTBata yi. ,,JlamaH ['pyes” Ne 8, 1303 Codwus, Ten.: +35 928903417, yebeanr:
www,bda.bg.

4.9 IIpexosapane

Tuxarpenop ce noHacs gobpe npu exHokpatau Ao3M g0 900 mg. [acTpouHTEeCTHHANIHATA
TOKCHYHOCT € OWia JO30JHMHTHPAHA B €JHO NpOYyUYBaHe ¢ €AHOKPATHA HapacTBaila ao3a. Jpyru
KJIHHWYHO 3HAYHMHU HEXKEJIaHH peakiiH, KOMTO MOraT Ja C€ NPOABAT NPH NpeAo3HpaHe BKIOYBAT
AUCIHES W BEHTPUKYJIAPHH Nay3H (BxK. TO4Ka 4.3).

B ciyuait Ha nipego3upaHe, MOTAT Ja ce NPOABAT rope CNOMEHATHTE [TOTCHLMAIITHH HeXellaHH!
NeKapCTBEHH peakuMH U TpsabBa aa ce uma npeasuy EKI° MornTOopHpane.

KM MOMEHTA He € M3BECTEH AHTHAOT HAa THKArpeJop U THKarpejop He ce AHaln3upa (BxK. Touka 5.2).
[Ipu npeao3upaHe JieueHUeTo TpAOBa 1a ce MpOBEXAa B CbOTBETCTBHE ¢ MECTHATA CTaHAAPTHa
MeJHLIMHCKA NpakTHKa. OYaKBaHUAT €(EKT OT NMPEAO3HpaHe Ha THKArpelop € yIWDKEHa
NPOABIDKHTETHOCT Ha PHCKA OT KbPBEHE, CBbp3aH ¢ TpOMOOLIMTHOTO HHXHOHpaHe, TpaHCdy

TpoMOOLIMTHA Maca € MAJIKO BEPOATHO Aa HMa KIIMHHYHA M10J13a MPH NalMEHTH C KbPBE /A’ A$
Py

4.4). Ako ce NosABH KbpBeHe, TpAOBa na ce rpeanpyueMar ApPYry MoaXoJdiy NOoTbpkE

5. GOAPMAKOJOI'NMYHH CBOHCTBA
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5.1 ®apMaKoIHHAMHYHH CBOHCTBA

dapmakoTepaneBTHUHA FPyna: KpbB ¥ KpPbBOTBOPHH OPraHH, aHTHTPOMOOTHYHU CPEACTRa,
HuXUOHTOpH Ha arperalpaTa Ha TpOMOOLIMTHTE, ¢ H3KItoYeHHe Ha xenapuH, ATC xoa: BO1AC24

MexaHH3BM Ha NeHCTBHE
TunobpacTin cbabpPIKA THKATPENOP, ChEIHHEHHE OT Kaca Ha UHKJIONICHTHITPHA3OONMHPUMHAHHHTE

(CPTP), xo#iTo € nepopalieH aHTaroHUCT ¢ JHPEKTHO AeHCTBHE Ha P2Y); peuenTopa, kaTo ce CBBp3Ba
C HETO CeNIEKTHBHO H 0OpaTuMoO W npeaoTepatasa A JJM-meauupanara, 3asucelta ot P2Y;
TPOMGOLMTHA aKTHBALIMA H arperauus. TUKarpenop He NpeaOTBpaTABa CBLp3BaHeTOo ¢ AJID, a Korarto
ce ceup3Ba ¢ P2Y); peuientopa, B3NPENATCTBA CUTHAIHATaA TPAHCOYKUMA, HHAyLHpasa ot AJID. T
KaTO TPOMOOLIMTHTE YYacTBAaT B UHULIMHPAHETO W/WIH PA3BHTHETO Ha TPOMOOTHUHHTE YCIOKHEHHS Ha
aTepocKiepoTHuHaTa bonect, € AoKa3aHo, ye HHXMOHpaHeTo Ha TpoMbouMTHaTa hyHKIIMA HaMalIABa
pucka ot CC cpburni, xaro cMbpt, MU Wiy uHCYyIIT.

Tukarpenop CBLIO YBeTH4YaBa JOKAJIHHTE €HAOIN¢HHH HHBA HAa alCHO3HHA 4Ype3 HHXHOMpaHe Ha
eKkBIIHOpHpaluma HykineosuaeH TpaHcnoprep-1 (ENT-1).

JoKyMEHTHPAHO €, 4e NpH 3apaek Juua ¥ naudeHTH ¢ OKC, THKarpenop ysejiHiasa Clie/HATE
eheKTH, MHIYLIMPAaHH OT aACHO3HH: BA30JWIaTalusA (M3MEPEHa Ype3 yBeIHYaBaHETO Ha KOpOHapHHUA
KpPbBOTOK npM 3apaBu nobpoponun 1 naunent ¢ OKC; rnasobonue), nnxubrupane Ha tpombouuTHaTa
dyHKLMA (B YOBELIKA L& KPBB in vitro) U aucnHes. Bpbikata Mexxay HabmonaBaHHTE yBETHUCHUA
Ha aIcHO3HH H KJIMHMYHHTE pe3ynTaTH, obave (Hanp. 3a0051eBaeMOCT-CMBPTHOCT), HE € KATErOPHIHO
U3ACHEHA.

(dapmakoauHaMHUYHK €DEKTH

Havano na deucmeuemo

[Tpu nameHTH cbe cTabunHa ucxemuuHa 6onect Ha cppueTo (UBC), npuemaiu ACK, Tukarpenop
NnokKa3pa OBP30 HACTHIBAHE HA HAapMaKONOTHUYEH eEKT, KOHTO C€ JTEMOHCTpUPA OT CPEAHOTO
UHXHOHMpaHe Ha TpoMOoMTHATa arperauus (MTA) okono 41 % 0,5 yaca cnen npuinoxenne Ha 180 mg
HATOBApPBalLla /034 THKArpenop, ¢ MakcumaincH edgexrt supxy MTA 89 % 2-4 vaca crnex npunoxkeHHeTo
Ha J03aTa, KOWTO ce 3aabppka Mexxay 2 U 8 yaca. [Ipu 90 % ot nauwenrure 2 yaca cnen
NPUJIOKEHHUETO Ha A03aTa TepMHHATHOTO nukoso UTA e >70 %.

Kpau na oeucmsguemo
AKo e rnmanupana KAD npouenypa, puckbT OT KbPBEHE CBBP3aH ¢ TUKATPEIOP € MOBUILECH B

CpPaBHEHHE ¢ KJIONMMAOIPEJ, KOraTo TEPAnUATA € NPEKPATeHa Mo-Majko oT 96 yaca npeau
npoueaypara.

Cmana na 1exapcmeama

[TpeMHHAaBaHETO OT ICUCHHE ¢ KNONUAOrpeNn 75 mg Ha leyeHue ¢ THKarpeaop 90 mg asa ITbTH AHEBHO
BoAM A0 abcomoTHO noBulitasade Ha UTA ¢ 26,4 %, a npeMHHABaHETO OT JIEYEHHE C THKarpesnop Ha
JeueHHe ¢ KIOMUAOTPea BoAN Ao abcomoTHO noHwkaBaHe Ha UTA ¢ 24,5 %. [laupeHTuTe Morar aa
NpeMHHABAT OT KIOMHAOIPeNa Ha THKArpenop 6€3 npexbCBaHe Ha aHTHATPEraHTHOTO AEHCTBHE (BiXK.
TOYKa 4.2).

Kanpnyna epukacHOCT U 6€30MacHOCT

KniumyHHTEe AaHHK 32 e(PUKACHOCTTA ¥ 0€30MacHOCTTa Ha THKArpelop ca MOJY4EHH OT ABE KIHHUYHH
M3MHUTBaHUA (a3a 3:

¢ [Ipoyusaneto PLATO [PLATelet Inhibition and Patient Outcomes (TpomMGoTH4YHO HHXHOBpa:
KIMHHYEH B3X0/1 Ha MallMeHTa)], CpaBHEHHE Ha THKArpesop ¢ KIOIKHOOrpel, H ABaTa gPraeyes
xomOuHaunsa ¢ ACK, u npyra cranaapTHa Tepanus. '

in High-RiSk AcUte Coronary Syndrome Patients (IIpeseHLus ¢ THKarpeaop Ha e
TPpOMOOTUYHHM CHOUTHA NPH BHCOKOPMCKOBH MALHEHTH C OCTBP KOPOHAPEH CHHAD
Ha THKarpenop, kombunupad ¢ ACK, ¢ repanus camo ¢ ACK.
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IIpoyweane PLATQ (ocmpu xoponapru cunopomu)

[IpoyusaHero PLATO BmouBa 18 624 naumeHTH, KOUTO ca B 24-4aCOBHA MEPHO OT HAYAJIOTO Ha
CHMNTOMM Ha HecTabunHa creHokapausa (HC), muokapaeH ungapkr 6e3 ST-enesauns (MHUb ST-FE)
Wik ¢ MuokapaeH uHpapkT csc ST-enepaunsa (MUC ST-E), v kouTo nepBOHavaiHO ca JeKyBaHH

MeJAMKAMEHTO3HO, WIH dpe3 NepKyTaHHa kopoHapHa uHtepseHuus (I1KH), win upes nocraBsHe Ha
KAD.

Knunuuna egpuxacrnocm

Ha ¢ona Ha exxenneBro npwioxenue Ha ACK, Tukarpesop 90 mg aABa 1r.TH AHEBHO A€MOHCTpHpa
NpEBB3XOACTBO COPAMO 75 mg AHEBHO KJIOMKUAOTPEN [0 OTHOIICHHE HA NPEBEHIIMA HA ChCTABHATA
kpaifHa Touka 3a CC cmbpT, MU wnm uncynrt, ¢ paziuka, npousnusaia ot CC cmept 1 M.
[MTarwenture noay4asar 300 mg naroeapeaia go3a Knornuaorpen (Bb3moxkHo e 600 mg, ako uMar
IIKH) unu 180 mg Tuxarpenop.

PeayaTaTsT ce noaBaBa paHo (abcomoTHa peaykuma Ha pucka [APP] 0,6 % u otHocHTeHa peaykums
Ha pucka [OPP] 12 % na 30-1 aeH) ¢ nocTosHEH e(eKT OT JIeYEHHETO N0 BpeMe Ha Lenus 12 meceuen
nepuol, gaBam APP 1,9 % ua roguna ¢ OPP 16 %. Tosa npeanosiara, ye € NogxoAdilo NalHEHTHTE
ia ce NeKyBar ¢ Tukarpenop 90 mg asa mxTH AHEBHO 3a 12 Meceua (Bxk. Touka 4.2). JleueHueTo Ha 54
nateHTH ¢ OKC ¢ THKarpenop BMecTo ¢ KIONMAOTpes NpeaoTBpaTaBa | ateporpoMOOTHYHO
crbuTHe, neueHuero Ha 91 nauuentn npenorsparasa 1 CC cmbpt (3. Purypa 1 u Tabnuua 4).

TepaneBTHURUAT eEKT HA THKATPEJIOP, HAAXBBPIIALL TO3H Ha KIOTTHIOIPEII, H3rTIeKAa CXOIEH B
MHOTO MOATPYITH, BKJIOYUTEIHO TEIrJ10, NOJI, aHAMHE3a 3a 3axapeH AMabeT, TPaH3UTOPHA HCXEMHYHA
aTaKa WK He-XeMOParHYeH HHCYJIT, WM PEBacKy1apy3alys; NIPH CHITBTCTBALLO JICYEHHE BKIIOYBAILO
xenapuH, Gpllb/Illa unxuburopn v HHXHOHTOPU HA MPOTOHHATA NMOMIA (BXK. TOUKA 4.5); IIpH
OKOHYATE/IHATA AHarHo3a Ha nokasarenHo ceburue (MUAC ST-E, MUDb ST-E nnu HC); u npu
MJIAHKUPAHUA NPH PaHIOMH3ALMATA Je4ebeH noaxoa (MHBa3HBEH WIH MEIMKAMEHTO3ECH).

YceraHoBeHo € cnabo cHriupHUKaHTHO TEpPaneBTHUHO B3aUMOIEHCTBHE B 3aBUCHMOCT OT PErdoHa,
chrnacHo koero KoeduiueHTHT Ha pucka (Hazard ratio, HR) 3a mopBHYHaTa kpaiiHa TOYKa € B non3a
Ha THKarpesjop 3a OCTaHa/IaTa 4acT Ha CBETa, HO € B 110J13a Ha Kionuaorpen 3a CesepHa AMepHKa,
KOSTO CheTaBlaBa npubnuznrenHo 10 % oT uaiarta npoyypaHa noryalms (p-CTOMHOCT Ha
B3anMoaelicTere=0,045). ExcruiopaTopHiTe aHAIM3H NPEANOIaraT BEpoATHA BPB3Ka ¢ A03aTa Ha
ACK, kaTto ¢ yeennyaBane Ha go3ata Ha ACK ce Habmonasa HaMalleHa ePUKACHOCT HA TUKArpesop.

Xpoununara aHeBHa go3a ACK, koaTo 1a ceIBTCTBA THKArpenop, Tpadea ga 6vae 75-150 mg (Bxk.
Touku 4.2 U 4.4).

@urypa | noka3Ba o4aKBaHWA PHUCK 3@ HACTBIIBAHE HA MbPBH HHUMJCHT, BKJIIOUEH B KOMOMHMpaHaTa
KpaiiHa TOUKa Ha e(PUKACHOCT.

@arypa 1 —- AHAJIH3 HA NbPBAYHATA KIHHHYHA CHCTABAA Kpaiina Touka oTr CC
cMBpT, MHA 1 BECYJT (PLATO)
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B cpaBHeHHE ¢ KJIONMUAOIPe/I, TUKArpeJop HaMasisBa 4eCToTara Ha HaCTbhIIBAHE HA HHLIMECHTHTE,
BJIM3allM B ChCTaBa Ha MbpPBHYHATa ChCTaBHA KpaiHa Touka— kakTo B nomyJauusta ¢ HC/MHUB ST-E,
taka 1 B nonynauusata ¢ MUC ST-E (Tabauua 4). Cnepoarenno, Tuwiodpactun 90 mg asa nbTH
JIHEBHO 3aeHO ¢ HUcKa no3a ACK moxke na ce uanon3ea npu nauueHTd ¢ OKC (HectaOuiHa
creHoKapaus, MHokapaeH uHdapkt 6e3 ST-enesauus [MUDB ST-E| unu Muokapaes HHpapkT cbe
ST-enesauus [MUC ST-E]); BKAOUHTETHO NALMEHTH, JIEKYBAaHH MEIMKAMEHTO3HO, M MallUeHTH,
JIeKyBaHHU ¢ nepkyTaHHa kopoHapHa uHTepBeHuMs (ITKHW) unu 6akinac Ha kopoHapHa aprepus (KAD).

Tabauna 4 — AHa/IM3 HA NbPBHYHATA H BTOPHYHHTE KpaiiHH TOYKH 3a epukacHoct (PLATO)

Tuxkarpeaop | Kiaonuaorpea
90 mg aBa 7S mg APP*
NbLTH IHEBHO Be/IHBXK (%/r) OPP? (%) P-CTOHHOCT]
(% aueBHO (% (95% CI)
NAlHEHTH NANHEHTH ChC
CbhC cCHOHMTHE) chbOHMTHE)
N=9333 N=9291

CC cmbpT, MU (C 9.3 10,9 1.9 16 (8; 23) 0,0003
M3KJI1. Ha ,,TuX “MH)
WJIH HHCYJIT
Hamepenue 3a 8,5 10,0 1,7 16 (6; 25)
WHBa3WBHA Teparms
HamepeHnue 3a 11,3 13,2 2,3 [15(0,3;27)
JIEKapCTBEHA Teparus
CC cmbpT 3.8 4,8 1,1 21 (9;31)
MM (¢ u3KJ1. Ha ,,THX 5.4 6.4 1,1 16 (5; 25)
uMH)ﬁ
Hucynr 1,3 1,1 -0,2 | -17(-52:9)
CmbpT 0€3 3Ha4YeHHE
Ha NMpUYHHaTa, 9.7 11,5 2.1 16 (8; 23)
MM (¢ u3ki. Ha ,, THX
“MMH) wnu uHCYAT
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CC embpr, 00110
MM, uncynt, CPH, 13,8 15,7 2,1 12 (5; 19) 0,0006
PH, ITHMK,

i apyru ATC®
CMbpT O3 3HaueHHE 4,3 5,4 1,4 22 (11, 31) 0,0003°

OT MPHYHHATA

HepHuHUTHBHA 1,2 1,7 0,6 32 (8; 49) 0,0123F
TpoM003a Ha CTEHTa

4APP = abcomoTHa peaykuna Ha pucka; OPP = oTHocHTENnHa peayKupa Ha pucka = (1-Koe(UIIMEHT Ha PHCKa) X
100%. Otpuuarenta OPP o3HayaBa noBHmaBaHe Ha OTHOCHTEITHHS PHCK.

6:: H3KTIOUeHUe Ha ,, THx" MH.

BCPU = cepuozna pexypenTHa ucxemus; PU = pekypenTtra ucxemus; [THMK = npexoaHH HapyuIeHHe Ha
MO3BYHOTO KpbBooOpamenue; ATC = aprepuanto tpomboTrano cpburne. Odmo MU ermousa ,,Tux“ MH, nara
Ha CBOMTHETO € JaTaTa Ha HETOBOTO YCTAHOBABAHE.

"HOMHHATHA CTOMHOCT HAa CHTHH()HKAKTHOCT; BCHYKH OCTAHANH €A (JOPMANIHO CTATHCTHYECKH CHTHH(HKAHTHH
no npeaedHHUpPaHo HepapXd4HO TECTBAHE,

PLATO zenemuuno noonpoyueane

Onpeaenanero Ha CYP2C19 u ABCBI renotuna Ha 10 285 naumentn B PLATO nasa Bu3MOXHOCT 3a
acolMalyst Ha reHOTHUITHHTE rpynu ¢ pesynrature ot PLATO. Ilpesn3xoacTBoTo Ha THKArpeaop Haj
KIONHAOTPEN MO OTHOWEHHE Ha peaykuMaTa Ha 3HaYMTeTHU CC chOHTHA HE € CHTHUHKAHTHO
noBnuAHO 0T CYP2C19 unu ABCBI1 redoruna Ha naideHTHre. [TonobHO Ha UAI0CTHOTO Npoy4YBaHe
PLATO, HaMa pa3iHKa MEXIY TUKArpenop ¥ KIOMHAOrPea MpH o010 3HAYHTETHHTE XEMOpParHyHH
unuuaeHTtd B PLATO, penpexu reHotuna CYP2C19 unu ABCB1. Heceopzanoro ¢ KAB 3HauuTento
kepBeHe B PLATO ce nopuiasa ¢ TUKarpenop B CpaBHEHHE ¢ KIONMAOIPEN MPH MNallMeHTH ¢ €IHH WIH
noseue CYP2C19 anenu cbc 3ary6a Ha QyHKLHSA, HO € CXOAHO Ha KJIOMHAOTpeN MpH NalUeHTH ¢ ae,
KOWTO HAMA 3aryba Ha QyHKLMS.

Kombunupan noxaszamen 3a egpuxacnocm u 6ezonacrocm

KoMOuHMpaHUAT NOKa3aTen 3a epHKacHoCT U OeszonacHocT (CC embpt, MH, HHCYNT MM 001110
3HAYWTEIHO KbpBEHE 10 AcpuHHImMATA Ha PLATO) nokaspa, ye nonsara OT NPpHIOKEHHETO Ha
THKArpesop Mo OTHOIIECHHE HAa €(pMKACHOCT B CPABHEHHE C KJIONUAOTPE HE C& KOMIIEHCHPA OT
cJIydauTe Ha 3HaudTenHO KbpBeHe (APP 1,4 %, OPP 8 %, KP 0,92; p=0,0257), 12 mecena cnea OKC.

Knunuuna bezonacrnocm

XOITepOBO NMOANPOYYBaHE:
3a 1a ce OUCHM YEeCTOTaTa Ha BEHTPUKYIApHHTE May3H ¥ APYTd €NU304H Ha apUTMHA MO BpEMeE Ha
npoyuBaHeTo PLATO, e ochiuecTBeHO XONnTep-MOBHTOpHpaHe Ha noarpyna ot 6auzo 3 000 nauueHTy,
npubnusurenso 2 000 ot kOMTO UMAT 3anKCcH, KakTo B ocTpaTta ¢a3a Ha OKC, taka u Mecel] ro-KbCHO.
[TbpBHuHATA NMpOCeASIBAHA NPOMEHJIMBA € MeCTOTATa HA BEHTPHKYJIAPHH NMay3H C MPOIB/DKUTETHOCT =
3 cexyHan. BeHTpUKYyIapHH Nay3u pa3BUBAT NOBEUE MALIMEHTH Ha 1eyeHHe ¢ THKarpemnop (6,0 %),
OTKOJIKOTO TakK¥Ba Ha JieueHHue ¢ kiaonuaorpen (3,5 %) B octpara ¢pa3a v cpoTBeTHO 2,2 % 1 1,6 %
cnen 1 Mecell (Bxk. Touka 4.4). YBenuueHUeTO Ha BEHTPHKYJIapHUTE May3H B ocrpara (paiza Ha OKC e
NO-K3pa3eHo MpH MAUKECHTHTE Ha THKarpenop ¢ aHamuesa 3a XCH (9,2% ¢ anamnueza 3a XCH cnpamo
5,4 % npu naupeHTH 6e3 aHamHe3a 3a XCH; 3a nauuenTure Ha kionuaorpel, 4,0 % npu Te3u cue
cripamo 3,6 % npu re3u 6e3 aHamuesa 3a XCH). Tasu paznuka He ce npospaBa 3a eAUH Mecell: 2,0 %
crpsaMo 2,1 % 3a mauueHTHTE Ha THKarpeaop, CbOTBETHO, CbC M 6e3 aHamHe3a 3a XCH; u 3,8 %
cripaMo 1,4 % 3a knormmaorpen. Tasu pa3nuka He € CBbp3aHa ¢ HeXKENAHH KTHHHYHH NOGHTIME
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paHAOMM3HPaHO, ABOHHOCIAIO, [J1aLEe00-KOHTPOJIHPAHO, MEXAYHAPOAHO MHOTOLIEHTPOBO MPOYYBaHE
C MapaJieJIHHA I'pyIH 3a OLIEHKA Ha NMPeBeHUHUATa Ha aTepOTPOMOOTHYHHU CHOMTHS C THKarpesop,
npuiarad B 2 103 (90 mg nBa mbTH AHeBHO WM 60 mg 1Ba MbTH JHEBHO) B KOMOMHALUA C HUCKA
no3a ACK (75-150 mg), B cpaBHeHue ¢ Tepanus camo ¢ ACK npu nauueHTy ¢ aHamHesa 3a MU u
NOITBJIHUTEIHH PUCKOBH (PAKTOPH 3a aTepoTpoM0O03a.

[TauMeHTH, MOAXOASIIHM 3a BKJIFOYBAHE B MPOYYBAHETO ca OMJIM TaKMBaA HA Bb3pacT Ha WM Haj S0
roJWHH, HaJIMYMe Ha aHaMmHe3a 3a MU (1 10 3 roauMHu npeay paHAOMHU3UPAHETO) U HAJIMYUE HA MOHE
eJMH OT CJIEJIHUTE PUCKOBHU (aKTOpH 3a aTepoTpoMOO3a: Bb3pacT > 65 roJiMHH, 3axapeH auader,
HaJlarai MeIMKaMeHTO3HO JieueHue, BTopH npeawectsail MH, nanuu 3a mHorocsaosa UbC nnu
XpoHH4Ha 6bOpeuHa AUChYHKIMA U3BBH KPaiHHUA CTaJuH.

[TanpeHTHTE HE Ca OMJIM NOAXOAAIIM 3a BKJIKOYBAHE B [TPOYYBAHETO, KO Ca UMAJIH IJIaHUpaHAa
ynorpeba Ha P2Y 12-peuentopeH aHTaroHUCT, AUITUPHAAMOJT, LIMJIOCTA30J1 MJIM aHTUKOAryJIaHTHa
Tepanus 3a repuo/ia Ha Mpoy4BaHETO; HapyILIEHHE, CBbP3aHO ¢ KbpBEHE HJIM aHAMHEe3a 3a HCXEMHUYEH
HHCYJIT WK BbTPEUYEPENHO KbPBEHE, TYMOP Ha LIEHTpAJIHATA HEPBHA CUCTEMA WJIH BbTpPEYEPEIHa
ChJ0Ba AHOMAJIMSA, MALMEHTH ChC CTOMAIIHO-YPEBHO KbPBEHE Ipe3 Mnpe/liecTBaluuTe 6 Meceua Wiu
rosisiMa oriepauus npe3 npeawecreamure 30 qHH.

Knunuuna eghuxacnocm

@urypa 2 - AHA/IN3 HAa IbPBHYHATA KJIHHAYHA ChcTaBHA KpaiiHa Touka oT CC embpT, MU 1
nucyat (PEGASUS)
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Bpoii B puck JlHH cJiel paHIOMH3aUus

Tuk. 60 mg 7045 6048 6857 6764 6711 6357 5904 4926 3698 2055 710
[Tnaue6o 7067 6950 6842 6761 6658 6315 58786 4899 3646 2028 714

Tabauna S - AHAIM3 HA NLPBHYHATA H BTOPHYHHTE KPaHHH TOYKH 32 e(pHKACHOC

Tukarpenop 60 mg nBa nbTH Camo ACK
aHeBHo +ACK N =7067
N = 7045
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ITanHeHTH 0 HR [NanprenTH o
XapakTepHcTHia ¢bC¢ ChluTHA KM % (95% CI) | cbe chOHTHSA KM %
M | | MM 1
[IbpBMYHa KpaHHa TOYKA
CscragHa or CC | 487(69%) | 7.8% | 0,84 578 (8,2%) 9,0% 0,0043 (s)
cMbpT/MH /uHCynT (0,74; 0,95)
CC cMBpT | 174 2,5%) | 2,9% 0,83 | 210(3,0%) 3,4% 0,0676
(0,68; 1,01)
MU | 285 4,0%) | 4,5% 0,84 338 (4,8%) | 5.2% 0,0314
(0,72; 0,98)
Aucyrt | 91(1,3%) | 1,5% | 075 | 122(1,7%) | 1,9% 0,0337
(0,57; 0,98)
BropuuHa KpaHHa TO4Ka o
CC cMBpT T 17425%) | 29% 0,83 | 2103,0%) | 3.4% R
(0,68; 1,01)
CwmupT 1o BesKaksa | 289 (4,1%) | 4,7% 0,89 326 (4,6%) 52% | .
MpHHHHA (0,76; 1,04) |

KoepuumeHTLT Ha pUCKa M P~CTOHHOCTHTE Ca H3UHCIIEHH OTACIHO 3a THKArpeJiop CnpsAMO Tepanus
camo ¢ ACK ot Mozen Ha nponoplLiHOHaNTHHTE puckoBe Ha CoX, KaTo rpymnara Ha JIEYEHHE €

eIMHCTBEHATA €KCIU1aHaTOpHa npomeHnnBa. KM npoueHT, n3uucieH Ha 36-TH Mecell.
Benexka: 6post Ha mbpBuTE CHOMTHA 3a KoMnioHeHTHTe CC cMBpT, MU M HHCYNT € ReACTBHTENHHAT Opoit Ha
ITHPBH CHOHTHA 32 BCEKM KOMIMOHEHT U He ce 1obang xbM Opos Ha CbOHTHATA B ChCTaBHATa KpalHa TO4YKa

(s) noKasBa CTaTUCTHYECKA SHAYUMOCT.,
CI = zosepurenen uutepsan;, CC = cbpaedHo-cba08; HR = koepuunenT Ha pucka, KM = Kaplan-Meier, MU =
MHOKapacH HHGapkT; N = Opoli nalMeHTH.

JIBeTe cXeMH Ha JeUeHHe ¢ THKarpenop 60 mg aBa ImbTH AHEBHO K ¢ 90 mg nBa NBbTH JHEBHO B
koMOHHalLHa ¢ ACK nperb3xoxaaT caMocTOATENHOTO JeueHHE ¢ ACK no oTHoLeHUe Ha
NpeBEHIMATA Ha aTepoTpoMOoTHUHHTE CHOMTHA (cheTaBHA KpaiHa Touka: CC cMbpT, MH H uHCyIT),
C MOCTOSHEH e(eKT OT JIEeHeHHETO Mpe3 Lie/IMA NEPHO Ha mpoyuBaHeTo, Boaell 10 16 % OPP u 1,27 %
APP 3a tukarpenop 60 mgu 15 % OPP u 1,19 % APP 3a Tuxarpenop 90 mg.

Benpeku ue npodunure Ha epukacHocT Ha 90 mg 1 60 mg ca mogoOHH, HMa JaHHH, Y€ MMO-HUCKATA
no03a € ¢ no-xobsp npodun Ha NOHOCHMOCT U 6€30MacHOCT MO OTHOLUEHHUE Ha PHCKA OT KbPBEHE H
nucnHesn. Cnenoparenno, camo TunobpacTiit 60 mg 1Ba NBTH JHEBHO, IIPUIIOKEH €JTHOBPEMEHHO C
ACK, ce npenoprs4Ba 3a NpeBeHIMs Ha areporpoMbotnyuHu crbutus (CC cmbpt, MU u HHCYNT) NpH
naluueHTH ¢ aHaMHe3a 3a MM 1 BHCOK pHCK OT pa3BUTHE Ha aTepoTpoMOOTUYHO crOHTHE.

B cpaBHeHue cbec camocTosTenHoTo aeveHue ¢ ACK, tukarpenop 60 mg nsa mbTH JHEBHO 3HAYHMO
MOHWKaBa TbPBHYHATA ChCTaBHA KpaiiHa Touka oT CC cMbpT, MU 1 sHCYNT. BCEKH OT KOMIIOKEHTHTE
DOMPHHACK 3a MOHIYKEHHETO HA MBpPBUYHATA CbeTaBHA KpaiHa Touka (CC cmbpT 17 % OPP, MU 16 %

OPP u unHcyat 25 % OPP).

OPP 3a cpcTaBHara kpaiiHa Touka ot 1 go 360 guu (17 % OPP) 4 or 361 auu HataTek (16 % OPP) ¢
nogobuo. UMa orpaHu4eHH Na8HHH 32 €PHKAaCHOCTTA H 0€30MacHOCTTa HA YABDKEHO JICYEHHE C

TUKarpenop Haja 3 roauHM.

JIumceaT fOKa3aTeNCTRa 3a Non3a (He ce Habmonasa peyKiUd Ha YecTOTaTa Ha IIbPB
npocneasasada kparina Touka ot CC cmepT, MU M MHCYAT, HO MMa NOBHIIABAHE HA g

npeaxoaHoTo JeueHue ¢ AJ/D-peuenropeH HHXUOUTOP (BXK. TOuka 4.2).

Kaunuuna bezonacrocm
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YecToTaTa Ha MpeyCcTaHOBABAHE HA TEpANMATA C TUKarpenop 60 mg nopaau KbpBEHE H AHCIIHEA € T10-
BHCOKA NMPH NAUHeHTH > 75 roauns (42 %), B CpaBHEHHE C MO-MIaix NAaLHeHTH (MHTEpBAN: 23-31 %),
¢ pa3nKKa crpaMo mnauebo rpynara no-ronsMa ot 10 % (42 % copamo 29 %) npu nauunentu > 75
rOIMHH.

IlenuaTpu4yHa NOMyJIaitHa

B paHaoMu3HpaHo, ABoitHocnAno npoy4yrase ®aza Il ¢ napanenuu rpynu (HESTIA 3),

193 neguaTpuyHH NanueHTH (Ha BB3pacT oT 2 o nof 18 roguHn) ¢ue ChprioBUAHOKIETHYHA Donect ca
paHIOMM3HPaHH Ja MOAYyYaT WM 1wianebo, Wil THKarpeaop B 1o3M ot 15 mg 1o 45 mg aBa IbTH
JHEBHO B 3aBUCHUMOCT OT TEJECHOTO Terao, THkarpenop BOAM A0 MeANaHa Ha TPOMOOLIMTHATa
HaxubuLmg 35% npenu npueM Ha go3arta U 56% 2 yaca ci1eR NpHEM Ha 03aTa IIPH CTallMOHAPHO
CBCTOSHME.

B cpasHeHHe ¢ u1anefo HAMa noi3a OT JIEYEHHETO C THKATPeiop MO OTHOLLIEHHE Ha YECTOTaTa Ha
BA300KITY3MBHUTE KPH3H.

EppomneiickaTa areHLus 110 JeKapcTBaTa 0CBOD0KIaBa OT 3a1b/LKEHHUETO 32 NMPEAOCTaBAHE Ha
pe3yJTaTHTE OT HPOYUBAHUATA C THKArpeJop BB BCHUKH MOATPYNH Ha MEJHaTPHYHATa [OMyJIalka 3a
ocTpH xopoHapHH cuHaApoMH (OKC) u anamHesa 3a muokapeH HHQapkT (MH) (k. Touka 4.2 3a
HHGOpMaLMA OTHOCHO yrioTpeda B neuaTpuaTa).

3.2 PDapMAKOKHHETHYHH CBOHCTBA

Tukarpenop uMa JuHeliHa papMaKOKMHETHKE, a EKCITO3HLIMUTE KbM THKArpeaop U aKTHBHHA MY
mMeTabonuT (AR-C124910XX) ca npHOIM3MTEIHO NPONOPLUMOHAIIHA Ha A03aTa 0 1 260 mg.

Abcopbuua

AGcopOLpaTa Ha TUKArpenop € 6np3a, ¢ MeuaHa Ha tmax MpHOAM3KHTENHO 1,5 Yaca. [IpespbinianeTo Ha
THKarpenop B ocHoBHMA Lupkynupail Merabonutr AR-C124910XX (cbumio aktuBeH) € 66p30, C
MeHaHa Ha tnax MpUOAM3UTENHO 2,5 vaca, Cliell nepopaHO NPUIOKEHHE HA eAMHUYHA 1034
THKarpenop 90 mg Ha rnagHo npu 3apaBy IMUA, Cmex € 529 ng/ml u AUC e 3451 ng*h/ml.
CroTHomeHHATa MeTabonuT/ocHOBHO BelllecTBO ca (0,28 3a Cnax ¥ 0,42 32 AUC. dapMakoknHeTHKATA
Ha THkarpenop 1 AR-C124910XX npu nauuenT ¢ aHamHe3sa 3a MH obukHoeeHo € nogoOHa Ha Ta3u B
nonynaiuara ¢ OKC. Bs3 ocHOBa Ha €uH nonmynalHOHEeH PapMakOKMHETHYEH aHAIM3 Ha
npoyusaHero PEGASUS MeananaTa Ha Cnax Ha THKRarpenop e 391 ng/ml 1 AUC e 3 801 ng*h/mi B
CTALHOHAPHO ChCTOAHHE 3a THKarpesop 60 mg. 3a Tukarpenop 90 mg Cnax € 627 ng/ml u AUC e 6 255
ng*h/ml B craunoHapHO CHCTOAHHE.

CpenHaTa aGconmorHa OMOHATMYHOCT HAa THKarpenop € u3uncieHa Ha 36 %. [IpuemsT Ha Oorara Ha
MasHHMHH XpaHa BoaM A0 nosuwasaHe ¢ 21% Ha AUC Ha THKarpenop M 10 noHwkaraHe ¢ 22% Ha Chpax
Ha AKTHBHHA MY MeTadoauT, HO HE MOBAMABA MO HUKAKBB HAYMH Chrax Ha THKarpesnop unu AUC Ha
aKTHBHHA Metabomur. CMATa Ce, Ye Te3r MANKH MPOMEHH Ca ¢ MUHUMAITHO KJIHHHYHO 3Ha4Y€HHe;
nopajH TOBa THKArpeaop MOXKe a ¢e mpHeMa ¢bC WiH 6e3 XpaHa. TUkarpenop U akTHBHHUAT My
meTabonuT ca cyberpatn Ha P-gp.

Tukarpenop BEB BHJ HAa CTPUTH TabJIETKH, CMECEHH C BOAAQ, pH/IaraH NepopajHo UM Ype3 Ha30-
racTpajiHa COHZa B CTOMaxa, MMa CpaBHHMAa OMOHAIMUHOCT C LienUTe TabNeTKH Mo OTHOLICHUE Ha
AUC u Cpnax Ha TMKarpenop M aktuBHuAa merabonur. Hadanuara excnosuuua(0,5 u 1 gac cien
NPWICXKEHHE) OT CTPUTHTE TabJIETKH THKArpeIop, CMECEHHU € BOJia, € [I0-BUCOKA B CPABHEHHE C LIE/IUTE
TabJIeTKH, ¢ KaTo LI0 UASHTHYEH npodun Ha KOHLUEHTpaluAa crnela Toea (2 go 48 yaca).

PasnpenencHue
B cTauHOHApHO ChCTOAHME OOEMBT Ha pasnpeaencHue Ha THKarpenop € 87,5 |. Tukarpé

dKTHBHHUAT MY MCTaﬁﬁ.TlHT CC CBBP3BAT C HOBCIIKHTE IUVIA3MCHH TIPOTEHHH BBB BHCOKS
%).

buotpancpopManus
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CYP3A4 e oCHOBHHUAT €H3MM, OTTOBOpEH 3a MeTabONIM3UpPAHETO HA THKArpenop H o0pa3yBaHeTo Ha
aKTHBHHA My MeTabO/IHT, KATO TEXHHTe B3auMoaeHcTBHA ¢ apyrH cybctpatn Ha CYP3A sapupar ot
aKTHUBHpaHe A0 HHXUOHpaHe.

OcHoBHHAT MeTa00HT Ha THKarpenop € AR-C124910X X, KOHTO CBILIO € aKTHBEH — KOETO Ce OLIEHABA
4pe3 in vitro cBbp3BaHe ¢ TpoMbouuTHHA P2Y 12 AJI® peuentop. CUCTEMHATA EKCIIOHIIMA Ha
akTuBHHA MeTtabonuT e npubauzureaHo 30-40 % ot Ta3u Ha THKarpesop.

EnuMHHMpaHe

OCHOBHHAT ITBT 3a EIMMHUHMPAHE HA THKArpenop € upe3 yepHoApoOHa TpaHcopmaums. Ipn
npwiaraLe Ha paJlHOaKTHBHO MApPKHPaH THKarpeaop CpeAHOTO BE3CTAHOBABAHE Ha PaJHOAKTHBHOCTTA
e npubausurenHo 84 % (57,8 % BuB Peueca, 26,5 % B ypunara). KonHuecTBOTO Ha THKArpesnop H
AKTUBHUSA My MeTabOIIMT, KOUTO C€ OTKPHBAT B ypuUHaTa, ca noA 1 % ot npuerara no3a. BeposaTHo
OCHOBHHAT IThT Ha CIMMHHHUPAHE HA AKTUBHHUA METaOOMHUT e upes eKCKpeLHA B dUrb4kaTa. CpeaHHAT
t12 HAa THKArpenop € NpuOIN3UTENHO 7 vaca, a Ha akTUBHHs My MeTabonur — 8,5 vaca.

CneunanHy nomyjianyy

Cmapuecka év3pacm
[To-BHCOKH eKcno3uLiMd Ha TUKarpesop (nmpubnusurentHo 25% u 3a Cpax 132 AUC) K Ha aKTHBHUA MY

meTabonut npu nanuenTd ¢ OKC B cTapuecka Bb3pacT (75 roiMHH) B CpaBHEHHE C MO-MJIaH
NALUEHTH ¢a HAOMIOIaBaHy NPH MONYJIALMOHHUA (PapMaKOKMHETHYEH aHanu3. Te3u pa3IMKy He ce
CMATAT 3a KJIMHHYHO 3Ha4YMMH (BXK. TOUKA 4.2).

Ileduampuurna nonyrauus
HanuuHK ca orpaHM4eHH JaHHH MPH Jelia ChC ChPIIOBUAHOKNETbYHA OonecT (BxK. ToUkH 4.2 K 5.1).

B npoyusanero HESTIA 3 npu nauseHTH Ha BB3pacT oT 2 a0 noA 18 roauuHu ¢ terno > 12 no <24 kg,
> 24 no <48 kg u > 48 kg, e npunaraH TUKarpenop Karo neaHaTpHYHH

Aucneprypaily ce Tabnerky 15 mg B 1034 cvoTBeTHO 15, 30 M 45 mg aBa meTH AHEBHO. BB3 0CHOBA
Ha nonyalMoHeH gapMakokuHeTH4eH aHanus cpeaHata AUC sapupa ot 1095 ng*h/ml no 1458
ng*h/ml, a cpenxara Cmax Bapupa ot 143 ng/ml o 206 ng/ml npu crauMoHapHO CBCTOSHHE,

Ion
B cpaBHeHHE ¢ MBXe, IPH JKEHH ca HAOMOAARAHH 110-BUCOKU €KCIO3HLIMH Ha THKArpeop H Ha
aKTHBHHUA MY METaOONUT. Pa3iukuTe He ce cMATAT 3a KIIHHHYHO 3HAYHUMH.

bvbpeuno yspescoane

B cpasHeHue ¢ Xopa ¢ HopManHa OpOpeyHa ¢pyHKLUMSA, NPU NALUEHTH C TeKKO OBOpeyHO yBpekaaHe
(kpeaTHHHHOB KIUpBHC <30 ml/min) eKCMO3HIMATA HA TUKArpeaop € no-Hucka ¢ npubnmsurento 20
%, a eKCMO3HLMATA HA aKTUBHHA MeTaboIUT € no-BHCOKa NpubnusurenHo cue 17%.

[Ipu maupeHTH ¢ TepMHHAIEH cTanudid Ha OB0peuHo 3abonapane Ha xemonuanuza AUC U Cpax Ha
tHKarpenop 90 mg npunaraH B aeH 6e3 auanusa ca ¢ 38 % 1 51 % no-BUCOKH B CpaBHEHHE € X0pa €
HopManHa O6n6peuHa @yHkiMA. [TogoOHO NOBHIIEHUE B EKCNO3ULMATA C¢ HaGmoaaBsa, KOraro
THKArpeJiop Ce Mpwiara HeMoCPEACTBEHO Npeau auanusarta (CboTBeTHO 49 % u 61 %), koero
MOKA3Ba, Ye THKArpeaop He ¢¢ guau3upa. Excno3viMaTa Ha akTUBHHA MeTaOOMUT C€ MIOBHILIABA B T10-
mManika creneH (AUC 13-14% u Crax 17-36%). EdexTsT Ha uHxubupaHe Ha TpoMOOLIMTHATA arperaLus
(MTA) e He3aBHCHM OT AWAIM3aTa NPH MALHEHTH ¢ TePMHHANEH cTaaui Ha OBOpeuHo 3abonsBaHe U e
nopoGeH npH xopa ¢ HopManHa 6p0peuna pyHkuMa (Bxk. Touka 4.2).

Yeproopobro yspeoicdane
B cpaBHEHHE ChC 3APABH JOOPOBOIIILH, IIPH TNALIMEHTH C JIEKO YEPHOAPOGHO yRpeKaany/ L oS4
Ha THKArpeJsop ¢a rno-BHCOKH croTBeTHO ¢ 12 % H 23 % obaue UTA edexTrT Ha THKE :
nogoGeH B aABete rpynu. He e Heobxoaumo xopurupaHe Ha 403aTa NpH MALHEHTH C
yBpexaaHe. HamMa npoyyBaHus ¢ THKArPenop IpH NMAlUeHTH C TEKKO YepHOAPoOHO Ve .
nuncea hapMaKoKHHETHYHA HH(GOPMALHS NPH NALMEHTH ¢ YMEPEHO YepHOAPOOHO s. Sxxed
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MalMEeHTH ¢ YMEPEHO WIH TEXKO MOBHIIECHHE Ha ¢IMH WIK NOBeYe YepHOApOoOHH PyHKUHOHATHH
MOKa3aTeNM Ha U3XOJHO HHUBO, IUIa3MEHUTE KOHLIEHTPAaLMHA Ha THKArpeaop ca 0OMKHOBEHO NMOACOHH
MJIM MAJIKO [O-BHCOKH B CpaBHEHHE ¢ MAaLMEHTUTE 0e3 U3XxoaHo nosuueHHe. He ce npenopryna
KOPHIHpPAHEe Ha JA03aTa IIPH NaLUeHTH ¢ YMEPEHO YepHOAPOOHO yBpekaaHe (BiK. TOUKH 4.2 1 4.4).

Emnuuecka npunaonedcHocm
B cpaBHeHHE C MALMEHTHTE OT €BPOINEHIHATA paca, MAlHEHTHTE OT a3MaTCKH MPOH3X0A UMAT Mo-

BHCOKaA ¢ 39 % cpenHa 6noHanu4HOCT. B cpaBHeHHE ¢ NAllMEHTUTE OT €BPOTIEUIHATA paca, NpH
CaMOOTIpEAEIALMTE C€ KATO YePHOKOXKH NMalueHTH, OHOHATMYIHOCTTA HA THUKAarpesiop € no-HKUcKa ¢ 18
%. B knMHHHKO-(hapMaKONOrHYHHU NMpoy4YBaHus eKcrno3uumsaTa (Crax U AUC) Ha THKarpenop rpH
ATIOHLM € No-BHcOoKa ¢ npubimautenHo 40 % (20 % cnea xopekuMs CIpAMO TENECHOTO TEIJIO),
OTKOJIKOTO TIPH XOpa OT eBponeuaHaTa paca. EKCriosyumaTa npH nayHeHTH, KOUTO C€ CaMOOTpeaeNsT
KaTO HCMaHOo WIH IATHHO THII, € NoA0OHa Ha Ta3K NPH NALMEHTHTE OT €BPONCHIHATa paca.

5.3 IIpeaxkIRHEAYHE JaHHH 32 He3onacHOCT

HPBI[I{IIHHH‘IHHTE AdHHH 34 THKarpeaop H OCHOBHHA MY MeTAa0OIUT He NMOKa3BaT HCIIPHCMIIUB PHCK 34
Pa3BUTHC HAa HEXKC/IAHH PEaKlMA ITPH XO0P4d Ha OazaTa Ha KOHBEHLIMOHAJTHUTE ¢apma1<o.rlomqﬂn
H3IIUTBAHHA 3a 6330HRCHOCT, TOKCHYHOCT NPpH CAHOKPAaTHO H MHOTOKPATHO ITPHJIAIaHEC H
FCHOTOKCHYCH IMOTCHLIIHMA.

ITpH HAKONKO KMBOTHHCKH BHA € HAOMOAaBAHO CTOMALIHO-YPEBHO Jpa3HEHE MPH KIHHHYHO
3HA4YHMMH HHBA Ha eKCTOo3HLHA (BXK. To4YKa 4.8).

[TpH xeHCKM ITbXOBE, THKATPEJIOP BLB BUCOKH JO3H JEMOHCTPHPaA MOBHIIECHA YeCTOTa HA TYMOPH Ha
MaTKaTa (aAcHOKApLIHHOMH) H MOBHUICHA YECTOTA HA aI€HOM Ha YepHHS Apo0. MexaHH3IMBT 3a NOABA
Ha TYMOPH Ha MaTKaTa BEPOATHO € XOPMOHANEH AUCOanaHc, KOHTO MOXe [a AOBEAE AO 109Ba Ha
TYMOPH IIPH IIBXOBE. MeXaHM3MBT 3a NOABA HA YEPHOAPOOHHU aleHOMH BEPOATHO € clielU(pUYHA 32
rpyu3adyHTe €H3HMHA HHAYKLMUA B yepHus apod. [lopaau ToBa ce cuuTa, Ye € MaAIKO BEPOATHO
KapLIHHONeHHUTE HAXOAKH 04 UMAT 3HaYeHUeE 3a Xopara.

ITpu mbxose ca HabmogaBaHH MHHHMMATHH aHOMAITHH HA Pa3BUTHETO MpH 1034, TOKCHYHA 3a MaiKaTa
(rpanmua Ha 6e3onacHoct 5.1). Ilpy 3aiium ce Habmoaasa neko 3abaBsHe Ha YepHOAPOOHOTO
Ch3PABAHE M CKEJIETHOTO pa3sBUTHE Ha ¢eTycuTe Npy MaiKkH Ha BUCOKa A03a Oe3 na ce Habmoasa
TOKCHUYHOCT 3a MaikaTa (rpaHuLa Ha 6e30macHOCT 4.5).

[TpoyusaHHs NPH ITBXOBE M 3aHLIM MOKA3BAT PENPOJIYKTHBHA TOKCHYHOCT € J€KO [TOHW)KaBaHe Ha
HaJ/IaBaHETO Ha Terjo MpH MalKaTa U HaMaJleHa HEOHATATHA XKUBHECTIOCOOHOCT H TETJIO NPH
paXKIaHETO, Ch¢ 3abaBdHe Ha pactexa. THKarpesop BOAM A0 HEPEIOBEH LHMKEJT (OCHOBHO YIB/IXKEH
IHK'BJT) TIPH XKEHCKH TUTBXOBE, HO HE TOBIHARA 00N PepTHIMTET NpY MBXKKH H JKEHCKH ITBXOBE.
DapMaKOKMHETHYHH NMPOYyYBAHUA ¢ PAJHOAKTHBHO MAPKHPaH THKArpeaop HOKa3BaT, Y€ OCHOBHOTO
BEUIECTBO H HErOBHTE METABOIMTH ce eKCKPETHPAT B MIIAKOTO MPH IUTLXOBE (BX. TO4Ka 4.6).

6. ®APMAIEBTUYHHA JAHHHA

6.1 CnuchbKk R DIOMOIMANATE BEeMIeCTBA

Anpo Ha TabneTkara

Manuron (E421)

Kanmumer xuaporeHgocdar AMXUApAT
LlapeBHYHO HHUILLIECTE

HumiecTe, npexeaaTUHH3IUPAHO (LIapEBHUYHO)

Tank (E553b)
Hartpues creapun ¢pymapar

OUIMOBO MOKPUTHE
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[Tonu (BuHIIOB ankoxomn) (E1203)
Tank (E553b)

Turanos auokcun (E171)

[ nHLepOoNnoB MOHOKAIIpHIOKanpaT
Harpuer naypuncyndar

Kenezen okcua, xKenrt (E172)

6.2

HechBMEeCTHMOCTH

Henpuioxumo.,

6.3

Cpok Ba rogHocr

3 roauHH

6.4

ConenuanHH YCJIOBES HA ChXPAHEHHE

To3n nekapCTBEH NPOAYKT HE U3UCKBA CNIELMATHH YCIOBHs Ha ChbXPaHEHHE.

6.5

Bux B cHLABPKAHHE HA OMAKOBKATA

Bnucrtep ot AnymMuanit-OPA/Alu/PVC win Anymunuii-PVC/PE/PVDC (¢be mnu 6e3 cumeonu
CJIBHLIE/TyHA ), B KAPTOHERH ONaKoBKH oT 56, 60 u 168 TabneTku

Kanenpapen 6aucrep ot AmrymuHuid-OPA/AlW/PVC win Anymunnid-PVC/PE/PVDC (cbe unm
6e3 CHMBOJIM CTBHLIE/ITYHA), B KAPTOHEHU ONakoBKHU oT 14, 56 u 168 tabnerku

['pynosa onakoeka, ceabpxkaiua 180 (3 onakosku no 60) Tabnerku B bnucrep 0T AIyMUHHMN-
OPA/AIWPVC win Anymunuuii-PVC/PE/PVDC (crxc wiu 6e3 CHMBOJH CIbHLE/JTYHA)
["'pynoBa onakoBka, ceabpxaiia 168 (3 onakoBku no 56) Tabnerku B kaneHapeH OaucTep or
Anymunnii-OPA/Alw/PVC unn Anymunnit-PVC/PE/PVDC (cne wiun 6e3 cumeonm
CIBHLE/TYHa)

[lepdopupan eqHoxo30B Gnncrep ot AnyMHHHR-OPA/AIW/PVC unu AnyMHHUII-
PVC/PE/PVDC, B kapToHenu onakoeku ot 100x1 rabnerka

ByTunku or nonvetunen ¢ Bucoka rwibTHOCT (High Density Polyethylene (HDPE)), zaTropenn
¢ MOJIMNPOTIUIIeHOBA Kanayuka (PP), saluuTeHa cpelly OTBapsaHe OT aela, cpabpxamu 30, 60
win 250 Tabnerku.

He BcHUYKH BHOBE ONAKOBKH MoraT Aa 6bJaT mycHaTd B npoaaxda.

6.6

Cnenna/HH OpeAna3sHH MEPKH NPH H3XBhPJISHE

Hen3non3paHHUAT J1eKAPCTBEH NMPOLYKT WIH OTTIAAbYHUTE MATEPHAIH OT HEro Tpabpa na ce
M3XBLPJAT B CHOTBETCTBHUE C MECTHHTE H3UCKBaHHUA.

7.

Sandoz d.d.
Verovskova 57, 1000 Ljubljana
CnoseHusn

Per.Ne: 20210038

MIPHTEXATEJI HA PAPEINIEHHUETO 3A YIIOTPEBA

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
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9. IATA HA ITBPBO PAZPEIHNABAHE/TIOAHOBABAHE HA PAPEHIEHUETO 3A
YINOTPEBA

JlaTa Ha MBPBO pa3peLiaraHe 3a ynorpeda: 12.02.2021
HaTa Ha NOC/IERHO NMOJHOBABAHE:

10.  JATA HA AKTYAJIM3APAHE HA TEKCTA

0172025
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