[TPHJIOKEHHUE 1

KPATKA XAPAKTEPUCTHKA HA IIPOJIYKTA




Lo R o8/

1. UME HA JIJEKAPCTBEHUA ITPOAYKT
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Opeopurton 60 mg puaMupanu TadIeTKH

Orebriton 60 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika punmupana tabnerka cpabpxka 60 mg THKarpeaop (ticagrelor).
3a MbJIHUS CIMCHK HA MOMOILHUTE BEIECTBA BHKTE TOUKa 0. 1.

3. JJEKAPCTBEHA ®OPMA

dunmupana tabnerka (TadbneTka).
Kpbriu, ABOHHOM3ITBKHAIIN, PO30BH TabJIETKH, C BATBOHATO pesieHO 03HAUCHHE ,,00” oT esiHaTa cTpaHa,

C AMAMETbP 8 mm.
4. KJIMUHUYHHU JAHHH

4.1 TepaneBTHYHH NMOKA3AHUS

OpeOpHUTOH, NPUIIOKEH €IHOBPEMEHHO € alICTHIICATTMIIMIIOBA KUCE/IHMHA (ACK), e noka3saH 3a
[pe/na3BaHe oT arTepoTPOMOOTHYHH HHLHACHTH MPH Bh3PACTHH MALIMEHTH C
— ocTbp KopoHapeH cunjipoM (OKC) uiu
—  a”amue3sa 3a muokapaeH uHdapkr (MH) u BUCOK pUCK OT pa3BUTHE Ha
aTepoTpoMOOTHYHO chOuTHE (BXK. Toukn 4.2 1 5.1).
4.2 Jlo3upoBKa H HAYMHH HA NPHJIOKEHHE

Jlo3upoBka

[MaumenTture, npuemain OpedpuToH, TpAOBa CHILIO TaKa J1a IPHEMAT HUCKA NOUIbpiKallla 103a 0T 75-
150 mg ACK aHeBHO, OCBEH aKO TOBa € H3PHUYHO MPOTHBOINOKA3AHO.

Ocmpu KopoHapHu CUHOPOMU

JTeuenueto ¢ OpebpuToH TPAOBA J1a 3aM04Ba ¢ €AHOKpaTHA HaToBapBalia /103a ot 180 mg (aBe TabneTky
ot 90 mg), cie1 KOeTo ce npo/ibbkasa ¢ 103a 90 mg asa nbTH AHEBHO. [Ipenopbusa ce JIeUEHHETO ¢
OpebGpuron 90mg JBa MLTH JHEBHO Ja Mpoabky 12 meceua npu naunentu ¢ OKC, ocseH ako Hima

KIMHUYHH MOKA3aHUA 3a [IPEKbCBaHE Ha rpuema (BxkK. Touka S.1).

Mose aa ce oOMucau npeycraHossisane Ha ASA ciien 3 meceua npu nauuentd ¢ OKC, kouro ca
NpeThPIIsIN NepKyTaHHa KopoHapHa uHTepBeHuus (PCl) 1 umat noBHILIEH PUCK OT KbPBEHE. B To3m
cIIyuail IpUeMbT Ha TUKArpesIop, KaTo eIMHUYHA aHTHArperaHTHa Tepanus, TpsAdBa 1a Npoab/KHU

0 mecena (Bxk. Touka 4.4).

Anamunesa 3a MuokapoeH uH@apkm
OpeOputon 60 mg ABa MbTH JAHEBHO € NPENOpbYHTEIHATA 1034, KOraTo € HEOOXOAUMO YA




cubutue (Bx. Touka 5.1). Jleuenuero Moxe Aa 6be 3ano4HATO O3 NPEKBLCBAHE, KATO NPOAb/KABALILA
Teparus CJIeA HAYAITHOTO JIedeHue OT eAHa roauHa ¢ OpebGpuroH 90 mg win Tepanud ¢ ApyT aleHO3NH
mudocdar (AJIP) peuentoper uaxudutop npu nauueHTu ¢ OKC 1 BUCOK PUCK OT aTepOTPOMOOTHUYHO
cbbuTue. JleyeHueTo Moxke Aa 6bJe 3aMo4HaTo Chilo ¥ 10 2 roaunu ot MU wnn no eaHa roauHa cnea
cnypaHe Ha MpeAEecTBaoTo NedeHue ¢ AJIP-penentoper nuxudburop. Mma orpannueHn AaHHM 3a
edbHKkacHOCTTa ¥ 6€30MACHOCTTA HA YIBIDKEHO JIEUEHHE ¢ THKArpenop Haa 3 roanHH.

AKO € Heo6X0aMMa CMSHa Ha TepanuAaTa, mbpbara Ao3a OpebpuToH TpadBa Na 6bae npuioxeHa 24 yaca
cnel mocjaeaHaTa 803a Ha ApyroTo aHTUTPOMOOTHYHO JIEKApCTBO.

IIponycnama dosa

Chluo Taka TpabBa ga ce n3baArsa nponyckaHero Ha tabnerka. [lauuenTt, KoMTO € NPONYCHAN KA NPUEME
xo3ata cu OpeGpuToH, TpsOBa fa npHeMe caMo eHa TabneTka (Creasauiara cu 103a) B Haca, B KOHTO
oOnuaiiHO 2 NpHeMa.

Cneyuaarnu nonyiayuu
Cmapuecxa ev3pacm
[py naLUMEHTH B CTApYECKa Bb3PACT HE CE Hanara KOPeKLHs Ha 103aTa (BX. TOUKa 3.2).

Bvbpeuno yapexcoane
ITpu naunentH ¢ 6LOpeuHo YBpexaaHe He € HeoOXoauMa KOpeKLMs Ha 103aTa (BXK. TOUKA 5.2).

Yeprnoopobro yspesicoate

Tukarpenop He € OpoyyYBaH MpH MAUUEHTH € TEXKO YEPHOAPOOHO YBPEXAAHE M NOPaaH TOBA,
ynorpe6aTa My OT Te3d NalUUEeHTH € MPOTHBONOKAa3aHa (BXK. Touka 4.3). Fima caMo orpaHuueHa
nHbOpPMaLHA NP NALHEHTH C yMEPEHO YepHOAPOOHO yBpexaaHe. Kopurnpane Ha no3aTa He ce
npenopbysa, HO THKarpenop TpA6Ba Aa ce U3M0/3Ba C MOBULIEHO BHUMaHUE (BXK. TOYKH 44 u)5.2).
MMpy mauMeHTH ¢ JIeKo YepHOAPOOHO yBpeXKaaHe He e HeoOXoaMMa KOpeKLMs Ha 103aTa (BX. TOUKA
5.2).

[Teduampuuna nonyiayus
Be30nacHOCTTa U ePHKACHOCTTA HA THKArpenop Npu Jela Ha Bb3pact noa 18 roaHu He € yCTaHOBCHa.
Hsma cbOTBeTHa ynoTpe6a Ha THUKArpeiop npy AeLa ChC ChbPNOBHMIHOKIETLYHA 60ICCT (BX. TOUKH .1 1

5.2).

HayuH Ha NpUIOKEHUE

3a nepopatHO MPUIOKEHHE.

OpeOpUTOH MOXE J1a ce NpUemMa CbC WM Oe3 XpaHa.

[Tpy MauMeHTHTE, KOUTO HE MOraT 1a NpEerbLUAT uana(uenu) Tabnerka(u), Tabnetkure Morat aa oOnaar
CTPUTH Ha (HH MPax, Aa Ce CMECAT ¢ MOJIOBHH Yallla BOJAA H [ia Ce U3NUAT BeAHara. Haiara TpabBa ja ce
U3MJIAKHE C OLIE MOJIOBHH 4ailia BOAA ¥ ChABLPKMUMOTO Ja ¢€ uanue. CMeCTa MOXE J1a C€ NpuJjiara Chilio U
ype3 Hazo-racTpanHa conga (CH8 unm no-ronama). BaxHo e Ha30-raCcTpalHaTa COHAA [a C€ IPOMHE C
BOJIA Ce/l ITPUTONEHHETO Ha CMECTA.

4.3 IlporHBONOKa3aHH5A

*  CBpPBXYYBCTBUTENHOCT KbM aKTHBHOTO BELIECTBO WY KbM HAKOE OT NOMOILHHTE
u3bpoenu B Touka 6.1 (BXkK. ToUuKa 4.8).




*  AKTHBHO NMaTOJOTHYHO KbpPBEHE.

»  AHaMHe3a 3a HHTpaKpaHHalHa xemoparus (BX. Touka 4.8).

« Texko uepHoaApoOHO yBpekaaHe (Bx. Touku 4.2, 4.4 u 5.2).

»  CBBMECTHOTO MPHIOKEHHE Ha THKarpeaop ¢ MowHU uHxubuTopn Ha CYP3IA4 (Hamp.
KETOKOHA30J1, IJIAPUTPOMULIKH, HE(a30/10H, PUTOHABHP M aTa3aHABHP), ThH KaTO MOXE 13 10BEIC
710 3HAYKTEIHO MOBHILIEHHE Ha €KCIIO3HIIMATA Ha THKarpeaop (BX. Toyka 4.5).

4.4 CneuuanHH npeaynpeKIeHHA W NpeANna3’HH MepKH NpH ynorpeda

PHCK OT KBpBEHE

ITpunoXkeHHETO Ha TUKATPEOP NP NALMEHTH C H3BECTEH MOBMILIEH PUCK OT KbpBEHE TPsAbBa 1a ce

NMpeLeHH CIIPAMO MON3aTa M0 OTHOLIEHUE Ha MPEANIA3BAHETO OT aTePOTPOMOOTHHHH HHUKACHTH (BK.

ToukH 4.8 1 5.1). AKo € KIMHHYHO NOKa3aH, THKarpenop Tpsadsa aa ce npuaara ¢ MoBHILICHO BHUMaHUE

[P CJICAHUTE IPYNHM MALUEHTY:

» [lauueHTHTE CBC CKJIIOHHOCT KbM KbpPBEHE (HAIp. Mopaau CKOpOoLIHA TpaBMa, Ofepanus,

HApYLUEHHA B KPhBOCHCHPBAHETO, AKTUBEH WIIM CKOPOLLEH CTOMAIIHO-4YPEBEH KPbBOH3/IHB) MK
Te3u KOMTO Ca C MIOBHILIEH PUCK OT TpaeMa. [IpUnoKeHUeTO Ha THKarpeaop € NpoTHBOINOKA3aHO
[1pY MalMEHTH ¢ aKTHBHO MAaTOMOTMYHO KbPBEHE, MPH TaKKMBa ¢ aHAMHE3a 32 HHTPaKpaHHanHa
XeMoparus M Mpy NaLMeHTH C TEXKO 4epHOAPOOHO yBpexaaHe (BXK. TouKa 4.3).

» [lauueHTH, NpUeMalll €THOBPEMEHHO JIEKAPCTBEHU MPOAYKTH, KOUTO MOraT 1a NOBULIAT PUCKa OT
KbpBEHE (Hanp. HECTEPOUAHH NpoTHBOBB3NaanTenHu cpeactsa (HCIIBC), nepopanuu
AHTUKOATYJIaHTH W/ KUK GUOPUHOMUTHLIM) B pAMKUTE Ha 24 yaca OT MpremMa Ha THKarpesop.

B nBe panaomusupanu koutponupanu npoyusadus (TICO n TWILIGHT) npu naunenty ¢ OKC,
xouTo ca npemunanu PCI npoueaypa ¢ MeAMKaMEHT-H3NbYBALLl CTEHT CE€ BUA/A, Y€ MPEKbCBAHETO HA
ASA cnen 3 Mecela ABOMHA aHTHAarperaHTHa tepanus ¢ Tukarpejaop v ASA (dual antiplatelet therapy
with ticagrelor and ASA, DAPT), u npoasmkaBane ¢ THKarpenop, Kato €AMHUYHa aHTHarperanTHa
Tepanusg (single antiplatelet therapy, SAPT) 3a 9 u 12 Mecena, peCEKTUBHO BOAH A0 HAMATABAHE HA
PHCKa OT KbpPBEHE M HE € HaOMI0/1aBAHO MOBMILIABAHE HA PUCKA OT CEPUO3HH HEXENIAHH
cbpacutochaoBu crOuTHA (MACE) B cpaBHeHue ¢ npoabmkasaHe Ha DAPT. Pewenuero 3a

npeycraHossiBane Ha ASA cnel 3 Mecela i NpoIb/KEHNUE ¢ TUKArpenop, Kato eAMHHYHA
aHTHAarperaHTHa Tepanus 3a 9 Mecela Npu MaLHeHTH ¢ NOBHILEH PUCK OT KbPBEHe, TpsOBa Aa ce

OCHOBABa Ha KIMHHUYHA NPELEHKa, KaTO Ce MMa [IPEABHI PUCKDT OT KbPBEHE CIPAMO PUCKaA OT
TpoMOOTHYHM CBOUTHA (BXK. TOUKA 4.2).

Tpancdysuata Ha TpoMOOLMTHA Maca He 00pbila aHTUTPOMOOTHYHHUSA edeKT Ha THKArpenop NpH 31pasH
[06POBOIIIM M € MAIKO BEPOATHO 1a MMa KIMHHYHA 1T0/13a NPH MalUueHTH ¢ KbpBeHe, lIoHexe

e JHOBPEMEHHOTO NPUIOKEHUE Ha TUKArpesIop ¢ A€3MOMPECHH HE CKbCABA BPEMETO HA KbPBCHE,
BEPOATHO JE3MOTPECHH HAMA na Obae edukaceH 3a 0BNAJABAHE HA KPBBOM3IIUB (BXK. TO4YKA 4.5).

AHTHOHOPHHOMKTHYHOTO Ae4eHHEe (AMHHOKAIPOHOBA WM TPAHEKCAMOBA KHCENKHA) M/ UK TEpanuaTa C
pekomOuHaHTeH dakTop VIla morar Aa yCKOpAT KPbBOChCHPBAHETO. [IpHeMbT Ha TUKArpenop Moxe na
ce Bb300OHOBH ClIe KaTO NMPUHMMHATA 3a KbPBEHETO € OTKPHUTA K TO € OBIAJAHO.

Onepanun
[Tauuenture TpsaOBa Aa ObAAT MOCHBETBAHU Aa HHPOPMHUPAT JICKAPHTE U CTOMATOIO3HTE C
THKArpenop, npean Aa UM Obc HasHa4YeHa HAKAKBA XHPYPrH4HA HHTEPBCHUMA H MPEX

MpYMEeMaT HOB JIEKAPCTBEH NPOAYKT. _ \
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Mpu naunentute oT npoyusatero PLATO ¢ HanpaseH kopoHapHO-apTepHaneH bainac (KADB), npu
THKarpenop ce Hab/MoAaBa NoBede KbPBEHE OTKOMKOTO MPH KAOMUAOIPE, KOTaTo € CripsH 1 aeH npeay
oriepaLMs, HO CXO/IHA YECTOTA Ha 3HAYUTEIHO KBPBEHE, B CPABHEHUE C KNOMUAOIPED, ClIE/ CIUPAHE Ha
JIeYeHHeTO 2 WY noBeyde JHU Npeau onepauus (BX. Touka 4.8). AKO NAHEHTHT NOAJIEKH HA MUIaHOBA
onepailisg U AHTHArPEraHTHUAT edexT e HexelNaH, TUKarpeaop Tpadsa aa ce cnpe 5 AHU NpeH
XHpYpruuHaTa HHTEpBeHUMA (BXK. TOYKa J.1).

[TauMeHTH ¢ npealecTBalll HCXeMHYEH HHCYIT
[Mauuentu ¢ OKC ¢ npeauecTBail MCXeMHUYEH HHCYIIT MOraT Aa ObaaT ICKyBaHH C THKArpenop B
npoab/KEHHE Haii-mHoro a0 12 meceua (nmpoyusadHe PLATO).

B PEGASUS nauueHTtd ¢ aHamHe3a 3a MU ¢ npeauecTpaiy ucxeMHUYeH HHCYIT HE Ca BKJIFOYBAHM.
[Topaau ToBa, py JIUMCA HA JAHHU, JIEHEHNE fIOBEYE OT €/1Ha FOAMHA BE CE NMPENOpbYBa [IPH TE3H

MALHCHTH.

YepuoapoOHO yBpexkaaHE

VYnotpebara Ha TUKArpenop € NpOTHBOIIOKAa3aHa NPY MaLMEHTH C TEXKO YEPHOAPOOHO YBpeKIaHe (BX.
Toukd 4.2 u 4.3). FiMa orpaHH4YeH ONHT ¢ TUKarpenop NpH MAUMEHTH C YMEPEHO UEPHOAPOOHO
yBpEXAaHe, OpaJy TOBA IPU Te3H MALMEHTH Ce NPENOophYBa NOBUUICHO BHUMaHHE (BX. TOUKH 4.2 1

5.2).

PuckoBu 3a pa3suTiie Ha Opaauxapinsd NauHeHTH
Xonrtep EKI" MOHHTOpHpaHe 1oxa3Ba MOBHILIEHA YECTOTA NPEAMMHO Ha aCUMIITOMHH BEHTPHKY1ApHH

nay3H N0 BPEME Ha JICYEHHEe C TUKArpenop B CpaBHEHUE ¢ Kiaonuaorpen. [lauueHTUTe ¢ MOBHLICH PUCK OT
pa3BuTHe Ha GpamuKapaus (Hamp. NalMeHTH ChC CHHAPOM Ha DONHUA CHHYCOB Bb3eN 0e3 NeHCMEHKBD,
AV-6nok 11 wnu 11 crenex, Y TakuBa ChC CBBP3aHHU ¢ OpaguKapausa CUHKOMN) ca H3KIIOYCHH OT
OCHOBHHMTE NPOYYBaHHUA 3a OLEHKA Ha Ge30MmacHOCTTa U eUKACHOCTTA Ha THKarpenop. CnexoBarenHo,
nopaay OrpaHKYeHHMs KIHHHYEH OMUT, TUKarpenop TpaOBa aa ce M3nomn3ea ¢ NoBUUICHO BHUMAHHUE NPH
Te3u nanueHTH (BxK. Touka 5.1).

OcBeH ToBa, THKAarpenop Tpadea Ja ce npusiara ¢ NOBHUILIEHO BHUHMAHHE €JHOBPEMEHHO C JICKAPCTBEHH
[POAYKTH, 32 KOMTO € M3BECTHO, Y€ MHAyLMpaT Opanukapans. B npoyusanero PLATO, obaue, He ce
HaOJIKO1aBaT JOKA3aTE/ICTBA 3a KIMHKYHO 3HAYMMK HEXEIaHH peaKIUH Clied €eAHOBPEMEHHO
NPUIOKEHHE C SIMH WY [IOBEYE JIeKapCTBEHH NPOLYKTH, 32 KOUTO € H3BCCTHO, Y€ HHIYLHPAT
6paaukapaua (Hanp. 96 % 6era-6iokepH, 33 % ONOKepH HA KATUMEBUTE KaHAIM AWJITHA3EM H
pepanaMui, u 4 % aurokcud) (BxX. Touka 4.3).

[To Bpeme Ha xonteposoto noanpoyusade B PLATO, noBeue nauveHTH ca HMaK BEHTPUKYIAPHH MaYy3H
> 3 CeKyHOH C THKArpesop, OTKOJIKOTO ¢ KINOMNUAO0rpe, o BpeMe Ha octparta ¢asa Ha texuusd OKC.
YBEAHYEHHETO HAa YCTAHOBEHHUTE € XOJITEP BEHTPHKYJIAPHH Nay3H ¢ TUKArpenop € 61io noBHCOKO Mpu
NalHEeHTH ¢ XPOHHYHA Chp/iedHa HeA0CTaTbYHOCT (XCH), OTKONIKOTO B LIAJIOCTHATA M3C/E/BAHA
nonynalus no BpeMe Ha ocrpata ¢asa Ha OKC, Ho He ¥ Ha MbPBHA MECEL HA JIEYCHHETO C TUKArPENnop
HAY B CPAaBHEHHE ¢ Kiomuzorpen. B Tasu nomynauus nauMeHTH He € MMAIO HUKaKBU CTPAHUYHM
KJAWHUYHU NOCTENCTBHSA, CBbP3aHH € TO3H AuchanaHc (BKIIOYUTEIHO CHHKOI WK NOCTaBAHE Ha

neicMelkbp) (BK. TOUka 5.1).

B rnocTMapKeTHHIOBHA MEPHOA NPH NAUMEHTH, NPHEMALIH THKArpenop, ce cbodILasa 3a Ch
6panuaput™us U AV-6i10k (Bx. Touka 4.8), npeaumMuo npu nauvent ¢ OKC, npu kou




HCXEMHS M ChITBTCTBALIO NPHIAraHMTE JIEKApCTBA, KOMTO HAMAIABAT ChP/ACYHATA YECTOTA UK
JACATAT CHPACYHATA IPOBOAMMOCT Ce ABABAT MNOTEHUMATHH CMYyLlaBaluy (hakTopH. KIMHHYHOTO
CBCTOSHME HA MALMEHTA H CHITBTCTBALIO NpUIaraHyTe neKapcTsa Tpadsa Ja ObaaT pasriaexaaHy KaTo
MOTEHUMATHHU MIPUYUHM 33 TE3U CHCTOAHUA, MPEIH JIa e KOPHrHpa JCYEHHETO.

JucnHes

TucrHed ce choGIaBa IPH MALUEHTUTE, TeKyBaHH C THKArpeaop. JlucnHesara 0OUKHOBEHO € I€Ka N0
yMepeHa N0 HHTEH3UTET U YECTO OT3BYy4asa Oe3 HeoOXOAMMOCT OT NPEKBCBAHE HA JICHEHHETO. [Tpu
MalMEHTHTE ¢ aCTMa/XpOHKYHA 006cTpyKTHBHA Genoapobua 6onect (XObb) Moxe 1a HMa NOBHILEH
aGCONIOTEH PHCK OT Bh3HMKBAHE Ha AUCTHEs ¢ THKarpenop. Tukarpesnop Tpsbea Aa ce M3M0/3Ba C
[OBHILEHO BHMMAHHE MPU NAaLMEHTH ¢ aHaMHe3a 3a actMa H/und XObb. Mexanu3MbT Bce oLIe HE €
U3ICcHEeH. AKO MallMEHTHT ChOOLIM 338 HOBOBBL3HUKHAMNA, MPOABIKHTEIHA UM BIIOUICHA AUCITHEA, TOBA
Tpa6Ba Aa ce U3CIEABa LATOCTHO K aKO HE CE TOJNEPHPA, JICYCHUETO € THKarpenop TpabBa na ce crpe. 3a
AOIMbIHUTENHA HHOopMalIKA BUXKTE TouKa 4.3,

[lenTpanHa cbHHA anHes

B mocTMapKEeTUHIOBHSA NEPHOA [IPH NAUKEHTH, NPHEMALIM THKArPENop, ce ChodLIABA 33 HEHTPA/HA
CBHHa anHes, BouutendHo aviuade Ha Cheyne-Stokes. [1pu chbMHenu¢ 3a HeHTpanHa CbHHA anHed,

Tpa0Ba jaa ce 0OMHCIU AOMTbJIHUTEHA KIIMHUYHE OLEHKA.

[losuiiaBaHe Ha KPpeaTHHHHA

Hupara Ha KpeaTHHHUHA MOTaT Ja Ce MOBULUIAT [0 BPEME Ha JIEYEHUETO € THKarpenaop. MexaHH3MbT BCE
ole He € u3sAcHeH. brOpeunara PyHKuMA TpaOBa Ja ce NpoBEpABa ChIVIACHO CTaHAAPTHATA MEAULIMHCKA
npakTuka. [Ipu nanuenty ¢ OKC ce npenopbusa Cbilio Aa ce NpoBepH OBOpeUHaTa (DYHKLMA €IUH MECELL
CJIe 3aMOYBAHE HA JIEUEHHETO ¢ TUKArpeaop, Kato ce obpbia ocobeHo BHUMaHHE Ha MALMEHTH 2> 75
roAvHH, MALMEHTHY ¢ YMepeHa/TexkKa Ob0peyHa HEAOCTAThYHOCT ¥ TAKMBA, KOUTO NONYy4aBat
CHITBTCTBAILA TEPAMUS ¢ AHTHOTEH3KH-peLenTopHu 6rokepu (APD).

YBenHyaBaHe Ha MUKOYHATa KMCEIHHA
XunepypHKeMus MOKe a Bh3HUKHE 110 BPEME Ha JEUCHUE C THKArpenop (Bx. Touka 4.8). Tpsabea na ce

BHHMABa NPH MaLHEHTH C AHAMHE3a 32 XHIIEPYPHKEMUA WIH nojarposen aprput. Kato npeanasia Mapka
HE Ce HachpuaBa ynoTpebara Ha THKArpeJop NPH NALKEHTH C ypeMU4HA HeponaTus.

TpombGoTuyna TpomGoumroneHnysa ypnypa (I'T11)

TpomGoTuuHa TpomGouuTonenuysa nypnypa (TTIT) ce cbobluaBa MHOTO PAAKO NPy YNoTpeda Ha
THKarpenop. Xapakrepusupa ce ¢ TpoMOOLIMTONEHHS U MUKPOAHTROMIATHYHA XEMOTUTHYHA aHEMHA,
CBBbP3AHA C HEBPOJIOrHYHH HaXOAKH, 6b6peuHa AMCHYHKUMA MM BUCOKA TEMIICPATYPaA. TTII e
[OTEHLHATHO JETANHO ChCTOAHHE, H3UCKBALLO OBP30 NeUCHHE, BIUIIOUHTENHO M1asmadepesa.

[MoBnusBaHe Ha TecTOBETE 33 TPOMOOUNTHA (YHKUHA NPHY JHArHOCTUUMPAHE HA XCTAPHHUHAYIIHDAHA
tpombouuronenus (XHT)

[pu Tecra 3a XeNapuH-UHAYUMpaHa akTuBauus Ha TpoMbouuTuTe (XUTA), n3nonssax 3a
anarHoctrurpane Ha XHUT, antu-tpombounten daktop 4/xenapiH aHTHTENAaTa B CEPYMa HA NalMeHTa
AKTHBHPAT TPOMOOLIUTHTE Ha 3APaBH JOHOPH B IPUCHCTBHETO HA XETIAPHH.

damuueo oTpunarenty pesynraru 3a XUT npu tect 3a TpombounTHA PyHKUMA (KOETO BKIHOUBA, HO




THKArpesop B CepyMa/niia3mMara Ha rnauueHTa npu tecta. Mudopmauns 3a CbbTCTBaLA TEPANHUA C
THKAarpeiop ce U3MCKBa, KOraTo Ce pa3iHTaT TECTOBETE 3a TpoMbouUTHATA BYHKLWMS ApH

nuarHoctuuupane Ha XHT.
[Tpu nauuenty, kouto ca paseund XHUT, cLOTHOLIEHHETO NON3a-PUCK OT NPOIBDKUTENHO JIEHCHHE C

THKAarpeJiop TpabBa J1a ce OLEHH, KaTo ce B3EMAaT NpeABr/l U NPOTPOMOOTHHHIA CTATYC Ha XHUT u
[TOBUILIEHHUR PUCK OT KbPBEHE IIPH ChIIbTCTBALA TEPANHA C AHTHKOAryNaHT ¥ THKarpemnop.

EQEFH

Ha 6a3a na Habmonapaunara B PLATO spbika mexay noaaspkamiata Jo3a ACK u oTHocHTeNnHarta
e(PMKAaCHOCT Ha THKATPEJIOp B CPABHEHHE € KJIOMIMAOIPEN, HE CE MPENOphiBa EAHOBPEMEHHOTO
NpUIOKEHHE HA THKArpenop ¢ Bucoka noaaspkama no3a ACK (> 300 mg) (Bx. Touka 5.1).

PaHHO MpeycTaHOBABAHE
PaHHOTO CNMpaHe Ha KOATO U JIa € aHTHArperaHTHa TEpPanus, BKIIOYHTEIHO U ¢ TUKArpeaop, Moxe fa

A0Be/le 10 MOBHILABAHE HA pUCcKa OT ¢hpaeuHo-chaoBa (CC) cMbpT, MU v MHCYNT BCIEACTBHE HA
[oUIeXalloTo 3abonasaHe Ha nauuenTa. Cnenoparento, Tpabsa ga ce M304rsa NpexaeBpPEMEHHO
CrUpaHe Ha TeparnusTa.

[ToMOoUIHK BELIECTBA
Tora nekapcTBO ChALPXKA M0-Manko ot 1 mmol HaTpuit (23 mg) Ha TabneTka, TOECT Ha NPAKTHKA He

ChAbPXKa HATPHH.

4.5 BiaumopaeiicTBHe ¢ APYTH JEKAPCTBEHH NMPOAYKTH H APYTH GOPMH HA B3aUMOJEHCTRHE

Tuxarpenop e mpeau Beuuko cyderpat Ha CYP3A4 v cnab unxuburop Ha CYP3A4. Tukarpenop € cbiuio
cybeTpat Ha P-riukonpotenHa (P-gp) u cnab unxuburop Ha P-gp ¥ MOXE J1a NOBULIH €KCIIO3ULIMATA HA
cybcTpar Ha P-gp.

EdexTn Ha nexapcTBEHH M APYIH NPOAYKTH BbPXY THKACPEIOp
Huxubumopu na CYP3A4

o Mowrnu unxubumopu va CYP3A4 — eIHOBPEMEHHOTO MPHIIOKECHUE HA KETOKOHA30]1 C THKArpemop
Boau no nosuiasane Ha Cmax 1 AUC Ha Tukarpenop, cboTBeTHO 2,4 mbTH U 7,3 mbTH. Crax it AUC
HAa aKTUBHKA MeTabOMUT ce TTOHMKABaT, ChOTBETHO ¢ 89 % u 56 %. Ouaksa ce ¥ APYTH MOLIHH
nuxuburopu Ha CYP3A4 (Kn1apuTpOMULMH, HE(a30[n0H, PHTOHABMP W aTajaHaBUp) Aa UMaT
cxonHU edexTH, B NOPaaH Ta3M NPUYHHA, CITBTCTBALIOTO NPUNOKeHHe Ha MOHK CYP3A4
HHXMOMTOPH € THKArPEop € MPOTHBOMOKA3HO (BXK. TOYKa 4.3).

¢  Vmepenu unxubumopu Ha CYP3A4 — eAHOBPEMEHHOTO NPUI0KEHNE HA JIMIITHA3EM C THKArpenop
nosuiLaBa Cmax Ha TUKArpenop ¢ 69 %, a AUC — 1o 2,7 nbTH ¥ noHHXKaBa Cmax HA AKTUBHUA
meTabomut ¢ 38 %, nokato AUC octasa HenpoMeHeHa. TyKarpenop He OKa3pa BAHAHHE BBPXY
a3MeHATa KOHLIEHTpalus Ha quntuaseM. Ouaksa ce Apyrurte ymepeHu nnxuburopu Ha CYP3A4
(Hamp. aMIIPEHABUP, ANPENMUTAHT, EPUTPOMUUMH M QIIyKOHA30J1) I3 UMAT CXOAEH e(EKT H ChLIO /A
MOTaT Ja Ce fIPHAAraT EAHOBPEMEHHO C THKarpeop.

« Ha6nionasana € 2 MbTH YBEIHYEHA EKCIIO3UIIMS HAa THKArpenop CleA KOHCyMaurs Ha rojicMH
KOJIMYecTBa coK OT rpeidndpyt aAueBHO (3x200 ml). Tasu cTeneH Ha NOBUILIEHA EKCTIO3MUUA HE CE
oyaxkBa Aa Obae KIMHMYHO 3Ha4HMa 32 MOBEYCTO MAalHEHTH.




Hnovkmopu na CYP3A

EfHOBPEMEHHOTO MPHUIOKEHHE HA PUPAMITHLKH U THKArpeiop BOAH [0 NOHKHKABAHE Ha Crax M AUC Ha
THKArpesop ChOTBETHO CbC 73 % U 86 %. Cumax Ha aKkTHBHHA MeTabonuT He ce npoMens, a AUC ce
MOHMXKaBa CbOTBETHO ¢ 46 %. Ouaksa ce apyrure uHaykropu Ha CYP3A (Hamnp. QpeHuTOUH,
kapbHamasenuH ¥ perobapbHTa) CHILO Aa MOHWKABAT EKCMNO3ULIMATA HA THKArpenop.

FIHOBPEMEHHOTO MPHJIOKEHUE Ha THKArpPeNnop ¢ MOLHK MHAYKTOpH Ha CYP3A MOKE 12 MOHHKH
EKCIO3UUMATA U ePHKACHOCTTA HAa TUKArpeaop, ¥ nopaay Tasd NpHyMHA HE CE HaCchp4asa TAXHOTO
CBLITLTCTBAILIO MTPHIIOKEHKE C THKAIPE/Iop.

Hurxnocnopun (unxubumop na P-gp u CYP34)

E1HOBPEMEHHOTO MPUIOKEHHE Ha MKIOCTIOPHH (600 mg) ¢ THKArpeaop BOAK 10 MOBHIIABAHE HA Crax M
AUC Ha THKarpenop cboTBeTHO 2,3 nbTH 1 2,8 mbu. IIpr HanuuueTo Ha unktocrnoput, AUC Ha
AKTUBHUA MeTabonuT ce nosuiasa ¢ 32 %, a Cmax ce nonvxkasa ¢ 13 %.

Hama Halu4yHU JaHHU 33 eAHOBpEMEHHaTa ynorpebda Ha TUKArpeJsiop ¢ Apyry akTHBHK BELICCTBA, KOUTO
CBILIO Ca MOLHU MHXUOUTOPH Ha P-gp n ymepenn unxuburopu Ha CYP3A4 (nanp. BepanaMul,
XMHUANH), KOUTO ChLIO MOraT Aa MOBULIAT EKCIIO3ULMATA HAa TUKArpe1op. AKO KOMOHHALHUATA HE MOXKE
na 6bae u30eryara, TAXHOTO €AHOBPEMEHHO APUNOKEHUE TpsOBa Ja ce H3BBPLUIBA C MOBHILCHO
BHUMaHUE.

U

Knunuuuute npoyusanus 3a GpapMakonord4Hy B3aMMOIeHCTBHA NIOKA3BaT, Y€ €HOBPEMEHHOTO
[IPUACKEHHUE HA TUKATPEJIOP C XenapuH, eHokcanapuH H ACK unu ne3mMonpecuH He OKaspaT
Bb3aelicTBHE BbPXY PAapMAKOKHHETHKATA HA THUKArpesop WK aKTHBHHA My META0OMT, UK BbPXY
AJ1d-vHayuupanaTa TpoMOOUMTHA arperauus, B CPaBHEHHE C TUKArpenop, MPHA0KEH CaMOCTOATEIHO.
AKO € KIIHHHYHO MOKa3aHo, TeKapCTBEHH MPOAYKTH, KOUTO M3MEHAT XEMOCTa3ara, Tpabsa aa ce
M3M10JI3BAT C MOBULIEHO BHUMaHUE B KOMOMHAUKWA ¢ THKArpenop.

Ha6nionasana e 3a0aBeHa ¥ MOHMKEHA EKCIIOSHLHS Ha MEPOpaATHA MHXHOMTOPH Ha P2Y (2, BKITIOUMHTENHO
TUKArpesIop M HEroBusa akTveeH MeTabonut npu nauuenty ¢ OKC nexysanu ¢ MopduH (35%
MOHMIKABAHE HAa EKCMO3HLMATA Ha THKarpenop). Tosa B3auMOAEHCTBHE MOXE /1a € CBbP3aHO C HAMaJIeH

CTOMALLHO-YPEBEH MOTH/IMTET H Aa C€ OTHACA 3a APYrd ondouau. KIMHHYHOTO 3HAUEHUE € HEU3BECTHO,
HO JaHHHTE MOKA3BAT MOTEHIHAN 34 HAaMAJICHA €(PUKACHOCT Ha TUKArpesop NPy MauHeHTH C

e THOBPEMEHHO IpHJIoKeHHE Ha THKarpenop u mopdun. ITpu nauuentn ¢ OKC, npu KOHTO MOPPUHBT HE
MOXe J1a b€ crpsH M 6bp30To uHxKOUpaHe Ha P2Y) 2 € OT CBIIECTBEHO 3HAYEHUE, MOXKE J1a € 0OMUCIH
ynorpeba Ha napeHTepaneH HHXHOUTOp Ha P2Y (5,

EdexTy Ha THKArpeaop BbpXY APYI'H A€KAPCTBEHH IPORYKTH

Jexapcmeenu npodykmu, koumo ce memaboauzupam om CYP3A4
e Cumsacmamuin — eJHOBPEMEHHOTO ITPUTOKEHHUE HAa TUKAIPEJIOPp ChC CMMBACTATUH BOOH /10
noeuiuaBaue 4a Cmax 1 AUC Ha cumsacTaThH ¢hoTBeTHO ¢ 81 % 1 56 %, KaKkTO H HA NOBHLIABaHE
Ha Coay M AUC Ha cUMBacTaTMHOBATA KMCEIHHA CbOTBETHO € 64 % 1 52 %, KaTO B OTAENHH
cIy4au ce JOCTHra 2- 10 3-KpaTHO MoByiiaBaHe. EAHOBPEMEHHOTO NPHIOKEHHE HA THKArpelop M
CHMBACTATHH B A03a, HaABulapaima 40 mg 1HeBHO, MOXE [a JOBECAC A0 HEXKENAHU PEaKLIMH Ha
CHMBAcCTaTHH M TpAGBa Aa Ce MpeueHH CpAMO NOTEHUMANIHUTE To3H. CHMBACTAaTHH HE OKa3Ba

_--..._'._




edbext BBbPXyY JoBacTaTid. He ce npenopbisa eAHOBPEMEHHATA YIOTPeDa HAa THKArPENOP ChC
CUMBACTATHH WIH JOBACTATHH B /1034, HaaBMIuaBauy 40 mg.

»  Amopsacmamun — eAHOBPEMEHHOTO NPUNOKEHHE HA aTOPBACTATHH Y THKArpesaop BOIH A0
noBuiasaHe Ha Cmax H AUC Ha aTopBacTaTHHOBATa KMCENMHA ChOTBETHO ¢ 23 % 1 36 %. CxoxHo
nosutiasate Ha AUC ¥ Chax € Ha0101aBaHO 1IPH BCHYKK METabONMTH Ha aTOPBAaCTaTMHOBATA
kucenuHa. Te3y MOBHIUEHU CTOHHOCTH HE CE CHHTAT 33 KAIMHUYHO 3HAYUMH.

» He mMoxe aa ce H3KII04H nojodeH edeKT U BBPXY ApYrH cTaTHHH, MeTabonu3upanu oT CYP3A4.
[MTauwenTtute B npoyuBaHeTo PLATO, kouro ca nojiyyasani TUKarpenop, ¢a NpueMaiy pasniiHy
cTatvHu 6e3 ChoOpaXeHHeE Mo OTHOUIEHHE Ha He30MacHOCTTa Ha CTaTHHA NpH 93 % OT KoxopTarta
Ha PLATO, KoATO € npueMana Te3n NeKapCTBCHHU NMPOAYKTH.

Tuxarpenop e crabd nuxubutop Ha CYP3A4. ExHOBpEMEHHOTO fIPUIOKEHHE HA TUKArpeIop Cbe
cyGerpati Ha CYP3A4 ¢ TeceH TepaneBTUYEH MHAEKC (HAMp. UA3ANPHI UK eproalkalonin) HE e
PEnOpbYBa, Thil KATO THKATPEJIOP MOXKE /12 MOBHIUH €KCIIO3MIIUATA HA TE3M JICKAPCTBECHH NMPOAYKTH.

P-gp cybempamu (BkaoHumenno OUSOKCUH, YUKAOCNOPUH)

EHOBPEMEHHOTO MPHIICKEHHE C TUKArpeIop BOAM 0 MOBHIUABAHE HA Cmax ¥ AUC Ha AHTOKCHH
CHOTBETHO ¢bC 75 % 1 28 %. CpenHute Hal-HHCKH HHBA Ha AMIOKCHH CE N0BHIIABAT ¢ 0k010 30 % npH
e JHOBPEMEKHO IPUIOKEHHUE C TUKArpeIop, KATo B HAKOM OTAENHM ClTy4aH €€ OTHUTAT MAKCUMyM
NBYKpPAaTHH NOBUILABaHUA. B nprucbcTBHETO HA AUTOKCHH Cmax U AUC Ha TUKarpeiop 1 aKTUBHHUS My
meTabonuT He ce nopausear. ClienoBarenHo, Npy eJHOBPEMEHHO NPUIIOKEHHE Ha THKArpeaop ¢ P-gp-
3aBMCHMH JIEKAPCTBEHH MPOAYKTH ¢ MATbK TEPAIIEBTHYEH HHACKC KAaTO AUMOKCHH, CE€ MPENOpBUBA
TOAXOAS LI KIMHHYEH H/UY 1abopaTOpeH KOHTPO.

TUKAarpenop HE OKa3Ba BAUAHME BhPXY KOHUEHTPALMATA HAa UMKIIOCNOPUH B KpbBTa. EQEKTHT Ha
TUKArpenop BbPXY Apyru cyobcTpaty Ha P-gp HE € poy4BaH.

Jexapcmeenu npodyxmu, koumo ce memabonuzupam om CYP2C'Y

EHOBPEMEHHOTO MPHUIIOKEHHE HA TUKArpesop ¢ ToAOyTaMu1a He BOAM A0 NPOMAHA Ha M/1a3MECHHTE
KOHIIEHTPaLMY Ha KOHTO Y 1a € OT ABaTa NpoAyKTa, KOETO Npe/noara, 4e THKarpenop He € HHXHOUTOP
Ha CYP2C9 u € Manko BepoAaTHO Ja nosnuasa meauupanua ot CYP2CY meTabonu3bM Ha JIEKAPCTBEHH
MPOYKTH KaTo Bap§apuH H TonOyTamua.

Po3ysacmamu

Tukarpenop Moxe Aa nopause 6b0peyHaTa EXCKpeLMa Ha po3yBacTaTHH, YBEIMUABaHKH PUCKA OT
KyMy/HpaHe Ha pO3yBacTaTHH. Bbnpeky Y€ TOUHHAT MEXaHUIBM HE € U3BECTEH, B HAKOH Clly4au
eIHOBPEMEHHOTO MPUIOKEHHE Ha TUKArpellop H po3yBacTaTHUH BOAX A0 HamaniBaHe Ha ObOpeyHaTa
dyuxums, nopuiueHo Hueo Ha CPK u pabaomuonusa.

[lepopannu konmpayenmugu

EAHOBpPEMEHHOTO MPUIIOKEHHUE HA THKArPENop C JICBOHOPrecTpesl ¥ €THHUA €CTPAAHON BOIH 10
MOBHIIABAHE HA EKCMO3ULIMATE KbM ETHHUI ecTpanyon ¢ npubnusutento 20 %, HO He MOB/IMABA
(papMakOKHHETHKATa Ha eBoHoprecTped. [Ipy eaHOBpeMEHHO NPHIOKEHHE HA JIEBOHOPreCTpE U
eTHHU ECTPAAHOI C TUKArpesiop He Ce OYaksa KIHHUYHO 3HAYHMM €(EKT BbPXYy eMKaCHOCTTA Ha
[IEPOPATHUS KOHTPALIENTHB.




Jlexapcmeenu npodykmuy, 3a KOUMo € U3BECIMHO, He uHOYyupdm 6padukapous

[Mopaau HabniogaBaHe Ha NPEAUMHO aCUMITOMHH BEHTPUKYJIAPHH Nay3u H Opanukapaus ce U3UCKBA
NOBUILEHO BHUMAHHE, KOTaTO THKATPEIop ¢€ Npuiara € JHOBpEMEHHO C 1E€KapCTBEHHU MPOAYKTH, 32
KOHTO € U3BECTHO, Y€ KHAYLUpaT Opaaukapaua (Bx. Touka 4.4). B npoyusadeTo PLATO, obaue, He ce
HabonaBaT A0Ka3aTeNCTBa 3a KIMHUYHO 3HAaYMMHU HEXKENaHH PEaKIIUU ciie] €IHOBPEMEHHO
[PHIOKEHHE C EIMH WX NOBEUE JIEKAPCTBEHH IIPOAYKTH, 32 KOUTO € U3BECTHO, 1€ HHAYLHpAT
6panuxapaua (Hanp. 96 % 6era-6nokepy, 33 % OnoKepH Ha KaNLMEBUTE KaHAJIN AUNITHA3EM H
BeparmaMui, U 4 % QUroxCHH).

lpyea convmemsaua mepanus

B KIMHMYHMTE NPOYYBAHHA THKAIPENOp € npunarad eaHospemeHHo ¢ ACK, HHXHOMTOpH Ha NpOTOHHATA
[OMIIa, CTAaTHHH, GeTa-GIoKepy, MHXUOUTOPH Ha aHrHOTEH3HH-KoHBepTHpauus eusum (ACE) u
anryoTeH3uH Il perenTopHy 610KepH, HEOOXOAUMH 3a JICYEHHE Ha CBITETCTBALLH 3a00J1BAHNA 33 ABITbT
[EpUOL, a ChIIO U XEMapHH, HHCKOMOJICKYJIEH XENapUH U MHTPABEHO3HM HHXMOMTOPH Ha Gpllb/Illa 3a
KpaTko Bpeme (Bxk. Touka 5.1). He ca Hanuuru naHuu 3a HabmofaBaHy KIMHAYHO 3HAYMMH HEXeEJIaHH
B3aMMOJEHCTBHUA MPH YIIoTpeda HA TE€3W JIEKAPCTBEHH NMPOAYKTH.

EnHOBPEMEHHOTO NPHAOKEHHE HA THKArPEAOP C XErNapHH, CHOKCHMAPHH WUITH NE3MONPECHH HAMA eekT
BBPXY aKTHBUPaHOTO NapuunanHo TpombornactuHoso Bpeme (aPTT), akTHBHPAHOTO BpEME Ha ChCHPBAHE
(ACT) unu nacneapanuara Ha dpaxrop Xa. Bece nak, nopaad noTeHUHaNHHATE chapMaKoAMHAMUYHH
R3AMMOJEHCTBYSA, €JHOBPEMEHHOTO [IPHIIOKEHHUE HA THKArpenop C JICKapCTBEHH NPOAYKTH, 33 KOHUTO €
H3BECTHO, Y€ NPOMEHAT XEMOCTa3aTa, TpAOBA 14 C€ H3BBPILBA ¢ MOBHIICHO BHHUMAHME.

[Mopazau cLobiieHus 3a abHOPMHO KOXHO KbpBeHE ¢ SSRI (Hanp. NapoKCeTHH, CEPTPANUH U
HUTAJIONPaM), IPENopbYBa ce BHUMaHHe, korato SSRI ce npunarat ¢ THKarpesop, ThH KaTo TOBA MOXE

1a IOBKILKM PUCKa OT KbpBEHE.

4.6 @DepTHnUTeT, GPEeMEHHOCT H KbpMeEHe

JKeHu ¢ gerepoeH moTeHIHAN
KeHH ¢ aerepoaeH noTeHuran Tpabea Aa M3Mo3BaT ePeKTHBHU KOHTPALICNITUBHY MEPKH, 32 Ad n30erHaT
3a0peMeHABaHE MO BPEME Ha JICYEHHE C TUKArPenop.

bpeMEHHOCT
Hama iy uMa orpaHuueHo KONMYECTBO JAaHHU 3a ynoTpebara Ha THKarpenop rnpi OpeMeHH! XKEHH.

IpoyuBaHUATA IIPH XMUBOTHH OKA3BaT PENPOAYKTHBHA TOKCHHHOCT (BXK. TOHKA 5.3). Tukarpenop
He ce MpEernopbhbyBa Mo BpeMe Ha OPEMEHHOCT.

KbpMeEHE

Hanuynure papMakoAMHaMUYHW/ TOKCHKOJOTHYHH AaHHH MPY XKUBOTHH I10Ka3BAT CKCKPELMA HA
THUKArpeaop U aKTHBHMA My MeTabonuT B MISKOTO (BX. To4Ka 5.3). He Moxke na ce M3K/I104H PHCK TIPH
HOBOPOAEHKW/ KbpMaueTa. TpabBa aa ce B3eMe pelleH e Aany 1a ce Cnpe KbPMEHETO, UITH J1a Ce
MpeKpaTH/aa He ¢e MpUIara Tepanys ¢ TUKArpenop, Karo ce BieMe NPEABUA MON3aTa OT KbPMEHETO 32
AETETO M NM0J13aTa OT TepanuATa 3a XKeHara,

QepTHAUTET
THKarpenop He 0Ka3pa BAMAHHE BbPXY MBbXKKHA H XKEHCKUS (PEPTHIHTET NPH JXHBOTHHU (B

To4yka 3.3).




4.7 EdexTn BbpXy cnocofHocTTa 332 WopHpaHe H paboTa ¢ MALTHHY

Tukarpeaop He NOBJIHABA HIH OBIMABA MPEHEOPEKUMO C1IOCOOHOCTTA 32 mwodupaHe u padborta ¢
maunu. [To BpeMe Ha neyeHue ¢ TUKAarpesop ce chobliasa 3amaiiBate 1 obbpkBatie. Cl1e10BaTENHO,
NALMEHTH, KOMTO MOAyYaT TE3H CUMITTOMHM TpiabBa fa ca NpeAnasIuBH JOKATO Wodupat Niu padoTaT ¢
MAaLIHHH.

4.8 Hexenanu JeKAPCTBEHH PCaKLHH

PestoMe Ha npoduna Ha 6e301acHOCT

[TpodunsT Ha G€30NaCHOCT HA THKArpenIop € OlIeHABaH B JBE IO/IEMH KIHHUYHH U3MIUTBaHUA ¢asa 3 no
oTHoleHue Ha usxona (PLATO u PEGASUS), sxmousamy nosedye oT 39 000 nauueHTH (BX. TOUKa

3.1).

B PLATO, npu naiideHTUTE Ha TUKArpesaop MMa Mo-BHCOKa HeCTOTa Ha NNPEYCTaHOBABAHE HA TEpaNUATa
nopaay HexenaHu chOuTHs, B cpaBHenue ¢ kionuaorpen (7,4 % cnpamo 5,4 %). B PEGASUS
MALHEHTUTE, IEKYBAaHHU ¢ THKarpesnop, UMaT Mo-BHCoKa 4€CTOTa Ha NPEYCTAaHOBABAHE HA T€panyiTa
MOPAAN HeXeJIaHH chOUTHA B CPaBHEHME C rpynara Ha Tepamnus camo ¢ ACK (16,1 % 3a THKarpenop

60 mg ¢ ACK cnpamo 8,5 % 3a Tepanua camo ¢ ACK). Haii-yecTo cbo01uaBaHUTE HEXERAHH PEAKUMH
NpU MALMEHTHUTE, TEKYBAHU C THKArPeJIop, €& KbPBCHE H ANCTIHES (BX. TOYKA 4.4).

TabanueH CIACHK HA HEXENAHUTE peaKluy
[IpeacTaBeHUTE [10-A0/y HEXENAHK PEAKLMH Ca HAEHTHPHULMPAHH B MPOY4BAHHMATA MM Ca CbOOLUEHH

NpK NOCT-MAPKETUHIOB ONUT ¢ THKarpenop (Tadnuua 1).

Hesxenanute peakunu ca n3bpoenu no cucremo-oprater knac (COK) no MedDRA. B paMkuTe Ha BCEKH
COK HexeNlaHWTE JIEKAPCTBEHH peakLMu ca u30poeHHu no yectora. Kareropuure no 4ecrora ce
neUHUpPAT NO CAEQHATA KOHBEHLMA: MHOro 4ectH (= 1/10), vectu (2 1/100 no 1/10), veuects (= 1/1 000
no 1/100), peaxu (= 1/10 000 no 1/1 000), muoro peaku (< 1/10 000), c Hen3BeCTHa 4ECTOTA (oT
HaJIMYHHTE JAaHHU He MOXke Aa Ob/e HalmpaBeHa OlIEHKa).

Tatanua 1 — Hexenann peakumuH no yectora u cucremo-opranen wiac (COK)

COK MHoro 4ecTH Yectn HeuecTH C HeHn3BecTHA
YecToTAa
Heonnasmu — KbpBeHe OoT TYMOp®
oobporavecmaeny,

310KAYECMEenu u
HeonpeoeReruU (K.
Kucmu U noaunu)

Hapywenusa na KbpBeHe, TpomboTu4Ha
xpvema u aumMgprama | CBbP3aHO C TPOMOOUUTONEHHYHA
cucmema HapyLIEHUA Ha nyprypa’

kpbBTa’®
Hapywenua na CBpBLXUYBCTBHTEIIHOC
UMYHHAMA cucmema T, BKJTIOYUTEIIHO

aHruoegem®




Hapywenus Ha Xunepypukemus | [logarpa/llonarpose
memaboruma u r H ApTPHUT
XPAHEeHemo
Hcuxuunu napywenus OO0BpKBaHE
Hapyvwenwn na 3amaiiBaHe, BhTpeuepenex
HepeHama CUCmemda Cunkon, KpbBOU3IHUB"
I'maBobonue
Hapywenus na onume KpbBOU3IUB B OKOTO"
Hapywenusa na yxomo Bepturo KpLBOM3NUB B YXOTO
u Aabupunma
Covpoeuru bpaauaputMus, AV-
HApYWEeH W 6110K"
Cvoosu HapyuwieHus XHUMOTOHUA
Pecnupamopnu, JucnHes KbpBeHe oT
CPBOHU U pecnupaTopHaTa
MEOUACMURARHU cucTeMa’
HAPYULEHUR

Cmomawno-upesru CromauiHo-4ypeBeH | PerponepuroHeaneH
HapyueHus KPBHBOU3IHB*, KpPbBOU3IUB
Hunapus, ["agene,
IIncnencus, 3anex
Hapywenus na [ToakoXHO UK
Koxcama U AEPMATHO KbPBEHE’,

ROOKONCHAMA MbKAH

Ob6pus, Cbhpbex

Hapywenus na
MYCKYIHOCKERemHama
cucmema u
CveQUurHUmeHama
MBKAH

MyCKyIHO KbpBEHE"

Hapywenus na
Ovbpeyume u
RUKOYHUME NbMua

KbpBene ot
MUKOYHUTE TbTHILE"

Hapywenus va KbpeeHe ot
8b3NPOUIBOOUMENHA PENPONYKTHBHATA
ma cucmema u CUCTEMA"
Ebpdama

Hzecneosanun [ToBuUllEH

KpeaTUHHUH B EpLBTa‘"




Hapanseanus, KpbBouinus ciexn
OMpassaHUuA u npoueaypa,
YCRONCHEHUA, TpaBMaTHYHO
8b3HUKHANU 8 KbpBEHE"
peyamam Ha

unmepseH Uy

3 Hanp. KsPBEHE OT PaK HA MHKOYHHA MEXYP, PaK Ha CTOMaxa, pak Ha Aebenoro uepso

® yamp. MOBHILEHA TEHACHUHA KBM HACHHABAHE, CIIOHTAHEH XEMATOM, XEMOpAru'iHa nHaresa

* UoenTuduuKpada B MOCTMAPKETHHIOB ONHUT

' YecTOTUTE Ca MOAydYeRn o1 NabopaTtopHi Habmonenus (flMkoyHa kucenMHa MOBHINEHA ~ TOPHATa rpaHHila Ha HOpMAaTa
CIIPAMO W3XOQHO HHBO MO/ MK B pedepeHTHHTE rpaHuliH. KpeaTHHHH MOBHIIEH = 50 % cripamo M3XOAHO HUBO.}, 4 HEe €
npubIH3IHTEHA YecTOoTa Ha cbobmasatie Ha HEXeNaH! CLOHTHA.

AHanp. KOHIOHKTUBANHO, PETHHHO, BLTPEOYHO KbpBEHE

° HAMp. EMHCTAKCHC, XEMOTITH3A

* Halp. KbPBEHE OT BEHLHUTE, KPBBOM3/IHB OT PEKTYMa, KPBHBOH3IHE OT CTOMAIIHA A3Ba *HaNp.

eKXHMO3a, KOXKEH KPHBOMIIUB, NETEXHH

" Hanp. XeMapTpo3a, MYCKYJIEH KPbBOHIJTHB

i ganp. XeMaTypHa, XeMOparHyeH HACTUT

X Harp. BATHHAJIEH KPRBOUIIUR, XEMATOCMIEPMHES, TOCTMEHONAY3&IeH KPBBOH3IUB ' HATIP.

KOHTY3H, TPABMATHHEH XCMATOM, TPABMATHYEH KPBBOU3IHB

MT.€.. CIOHTAHHO, CBhDP3AHO ¢ HHTEPBEHUMA UTH TPaBMAaTHYHA HHTPAKpaHHaIHa XeMoparis

OnucaHue Ha u30paHy HEXETaHH PEeaKUHH

Kwpgene

Haxooxu ¢ kepeerne 6 PLATO

LIsnoCTHUTE pe3yaTaTH 3a 4ECTOTAaTa Ha KbpaeHe B npoyuBaHeTo PLATO ca mokasaxyu B Tabnuua 2.

Ta6auua 2 — AHaau3 Ha ofmHTe chiuTNA ¢ KbpBeHe, H3uncaeHns no Kaplan-Meier Ha
12-Tu meceu (PLATO)

Tuxarpeaop | Knonuaorpen
90 mg N=9 186
ABA IbTH
JHEBHO pP-CTOH
N=9 235 HOCT
O6uio 3vauurenuy ot PLATO 11,6 11,2 0.4336
datanun/ xusotosactpawapauin ot PLATO
5,8 5,8 0,6988
3Hauutenuu oT PLATO, HeCBBLp3aHHU C 4.5 3.8 0,0264
CABG
3uauutreaHu ot PLATO, Hecpsp3aHu € 3,1 2,3 0,0058
MHTEPBEHLIMH
Kombunupanu  obmo  3HauuTenHn  + 16,1 14,6 0,0084
He3nayurendu ot PLATO
HecBbp3aHH ¢ MHTEPBECHLUHH 3HAYHMTENHH + 5,9 4,3 < 0,000
He3Hauntenudy ot PLATO 1
3HauuTenuu rio TIMI 7.9 1,7
3HAUUTENHU + HesHaunTeHH mo TIMI 11.4 10,9

JebHHHOHM HA KATErOPHMTE KbpPBEHE!




IHaYHTEAHO GATANTHOHKHBOTOZACTPAINABAING KbpReHe: KITHANYHO NPOABEHO C TOHHKABAHE Ha xemorobuHa ¢ > 50 g/l nnu
¢ TipeMBaKe Ha > 4 caka EPUTPOLIMTHA Maca; WM GaTalio; UNKM HHTPAaKPaHHANHO, HIIA HHTPaNepHKapaHO ChC ChPACHHA
TAMMOHAaa;, MY C XKIMOBOMEMHMUEH ILOK; HIIH TEXKKa XHITOTOHKA, MIHCKBALA MPECOPH; MK XHPYPrUdHa HHTEPBEHLHA.
3uaunTenne Apyro: KInHUUHO NPOsSBEHO ¢ MOHMKaBaHe Ha XxeMoriobura ¢ 30-50 g/l nnu npesusate Ha 2-3 caka epUTPOLIHTHA

Maca; UaM 3HAYHTENHO HHBAJIHAH3IHPALlO.
HeznauuTte Mo KbpBene: Hancksa MEAHIHHCKA HaMeca, 3a CIIPHPaHE HIIH NEKYBAHE HA KhPBEHETO.
Inauurenno kepeene no TIMI: Knunvaxo nposBeHO ¢ HOHMKABaHE Ha XeMoraobuna ¢ > 50 g/l Hnu ¢ HHTpaxkpan#anHa

XeMmoparus.
Henaunreano kbpeene no TIMI: Kiunuuno nposbeHo ¢ MoHwkasane Ha xemornobuha ¢ 30-50 g/l.

*p-CTOWHOCT, H3UNCTEHA OT MOZE Ha NPONIOPLNCHANHUTE pHCKoBe HA CoX, KaTo rpynara Ha AcHEHHE € CQMHCTBCHATA
eKCTIIaHaTOPHa NMPOMEnIHBa

THKarpesop ¥ KIOIIHAPOres HE Ce palIM4aBaT Mo OTHOLIEHHE HA YECTOTHTE Ha 3HAYMTENIHO
¢atanno/xuBoTo3acTpawuasaito kepsene B PLATO, 3HauuTenHo KbLpBeHe o000 B PLATO, macuBHO
kbpeeHe no TIMI unu cnabo kbpsere no TIMI (Tabnuua 2). Obaue, nossata Ha KOMOMHHPAHO
3HaYUTeHO+HEe3HaunTeHO KbpBeHe B PLATO e noseue ¢ THKarpenop, B CPaBHEHUE C KJIOMIHAOTPEL.
Manko nausentn 8 PLATO umat dartanuu xpbponanusu: 20 (0,2 %) 3a Tukarpenop u 23 (0,3 %) 3a
K1onyaorpen (Bx. Touka 4.4).

Bb3pacT, NoJ, TENECHO TErI0, paca, reorpadCcku paioH, ChIbTCTBAIUM 3a00IABaHAA, ChITBTCTBALLA
Tepan1a ¥ aHaMHesa, BKIIYUTENHO NPEAXOAEH MHCYNT WK TPAaH3UTOPHA HCXEMHYHA aTaKa, He Ca
[IPEAMKTOPH KakTO 32 OBILIOTO, TaKa K 38 HECBbP3AHOTO C MHTEPBEHLMH 3HAYUTENHO KbPBECHE [10 PLATO.
[To Ta3 NpHYMHA, HE € HAEHTH(HLMPaHa KOHKPETHA PUCKOBA MPyNa 3a KOUTO Y 1 € NOATHIL KbPBEHE.

Cebp3ano ¢ KADb knpseHe:

B PLATO 42 % ot | 584-1e nauuesTn (12 % ot KOX0opTaTa) C HanpaBeH KOPOHapHO-apTepHaleH
6aitnac (KAB) ca noayunmu PLATO 3naunTenHo ¢gaTarHo/’KHBOTO3acTpallaBallo KbpBeHe Oes3
pa3yKa MeXAy TepaneBTHYHHTE rpynu. daTanHo KbpBeHe, CBbp3aHo ¢ KAD, ce nossasa npu 6
MalMeHTH BB BCAKA OT TEPaneBTUYHUTE rpynH (BXkK. To4Ka 4.4).

Hecsbp3ano ¢ KAD kbpBeHe U HECBBP3aHO C HHTEPBEHUMH KLPBEHE:

Hsama pa3nuka Mexcay THKarpenop ¥ KIONHAOrpen 110 OTHOWEHHE Ha HecBbp3aHuTe ¢ KAD

TeXKW KHBOTO3ACTPALLIABAIIMN KPBBOU3IHBH 1O AePHHULIUA Ha npoyuBaHeTo PLATO, HO 3HAUYNTENHUTE
o610, 3HauuTenHu no TIMI v 3nauutennu-+uesnauntennu no TIMI kpwnBousnusy, no AepUHULMS Ha
npoyuBaneTo PLATO, ca no-yectd npy THkarpenop. Chliio Taka, ako ce M3KII04aT BCHUKU CBBP3aHH C
MHTEPBEHIUK KPbBOU3IHBY, MOBEYE KPBBOM3IUBU C€ HA0/I0AaBaT NIPY THKArpes1op, OTKOIKOTO MpH
knonuaorpen (Tadbnuua 2). [IpekpaTasaHe Ha TEYCHHETO NOPASH HECBBP3aHH C HHTEPBCHLHH
KPbBOM3JIMBH € [10-4eCTO C TUKarpenop (2,9 %), orkonkoro ¢ knonuaorpen (1,2 %; p< 0,001).

HMHTpakpaHHATHA XeMOparus.

UxTpakpaHHAIHUTE KPBBOU3/IHBY, HECBLP3aHH C HHTEPBEHLINH, Ca [IOBCYE [IPH NPHIOKCHUE HA
Tukarpenop (n=27 kpbBoH3nHBa NpH 26 nauueHTy, 0,3 %), OTKOAKOTO € KAOMHAOTPEN

(n=14 kpbeousinupa, 0,2 %), or kouto 11 KpbLBOM3NIMBA C TUKArpenop U 1 ¢ konuaerpen ca QpaTanHu.
Hsma pasnuka B 061uus Opo#t cinyvaH Ha paTalHo KbpPBEHE,

Haxooxu ¢ kvpeene 6 PEGASUS
[[470CTHHTE PE3y/TATH 33 HECTOTATA Ha KbpBeHe B npoyysaHero PEGASUS ca nokaszanu B Tabiuua 3.




Tadamua 3 — AHAIM3 Ha 061IHTE cHLONTHA ¢ KbpBeHe, H3UnCcaeHHs no Kaplan-Meier Ha
36-ti Mecenl (PEGASUS)

Tuxkarpenop 60 mg asa Camo ACK
nuTH AHeBHO + ACK N=6 996
N=6 958
KoedhuuueHr
Kpaiinu Touku 3a 6e30nacHoOCT KM % HA PHCKA KM % P-CTOMHOCT
(95 % CI)
Kateropuu Ha KbpBeHe, onpeaenens ot TIMI
TIMI 3HAHTENHO 2,3 2,32 (1,68, 1,1 < (3,0001
3,21)

O 0,3 1,00 (0,44, 0,3 1,0000

aTAITHO 2.27)

0,6 1,33 (0,77, 0,5 0,3130

BUK 2.31)

Ipyro 3Haunteano (TIMI) 1,6 3’651 ((%)3 g 0.5 < 0,0001
3HAYNUTEIHO UIH HE3HAYUTENHO 34 2,54 (1,93, 1.4 < 00,0001
(TIMI) 3,35)

JHAYMTEIHO WM HE3HAYHUTEIIHO, HIIH 16,6 2.64 (2,35, 7.0 < 0,0001
M3NCKBALLIO MeAMLIHHCKA HAMECA 2,97)
(TIMI)
Kareropun Ha kbpBeHe, onpeaejaein B PLATO
PLATO 3uHauuTtenHo 3, 2,57(1,95, L4 < 0,0001
3,37)
2.4 2,38 (1,73, 1,1 < 00,0001

MdataHo/MKUBOTO3aCTPALLIABALLIO 3.26)

Hpyro suauurenso (PLATO) L1 3’3; é:l),,)%, 0.3 < 0,0001
3HAYUTETHO UK HEe3HAUYHTEIIHO 15,2 2,71 (2,40, 6,2 < (,0001
(PLATO) 3,08)

dehHHULUHNY HA KATETOPHATA HA KbpBeHe:
Inaunteao (TIMI); dartanio kupsere WJIH seako swrpeyependo kupsere, MJ1M knuauyHO BuAMMK MPU3IHAUM HA
KPBBOWIIUE, CBBP3aK CbC criajl Ha Xxemornobuua (Hgb) ot > 50 g/l, unu nonmxkenne Ha xematokpura (Hct) ot 15 %, korato
nuncea cToRHOCT Ha Hgb.

M@aranno: CrbuTHE C KbpBEHE, KOETO AHPEKTHO € J0BENO A0 CMBPT B PAMKHUTE Ha 7 [HH.

BYK: Brrpeyepered KpbBOHINB.

Apyro 3HauuTteano (TIMI): Hedaranno ne-BUK snaynrenno xepaene (TIMI).

HesnaunTeano (TIMI): Knuuuuno BUAMMO ¢ TOHMXKeHHe Ha XemornobHHa ot 30-50 g/l.

Hiucksauoe Meauuuucxa nameca (TIMI): Usuckeawmo unrepseruys WKW sogewmo oo xocnuranusaund, HJIH nanaramo
OLCHKA.

3uaunTenHo paTaano xusorosacrpamapauo (PLATO): ®aranso kspeere MJIN Besxo BLTpeyepento kepeene, HJin
MHTpanepuKapAUAaIto cbe ChpaeyHa Tammonaaa, MK ¢ xunosonemu4eH Mok 1M TEKKa XUMOTOHHA, HANAralla NPHIOKEHHETO
Ha MPecOPRI/MHOTPONHH cpencTaa My onepaums, UJIH knnnnuno sranumo ¢ > 50 g/l noHmkenne Ha XeMOorno0uHa Wiy
npensiTy = 4 eAHHULIK YEPBEHH KPBBHH KIETKH.

Buaguteano apyro (PLATO): 3naunmo uasanupusvupawo WIH wimanuro snaumo ¢ 30-30 g/l noHukeHne Ha xeM
HJIN npenaty 2-3 eAMHHUH YepBEHH KPBBHH KJICTKH.

Henaunteano (PLATO): U3ucksa MERHUMHCKA UHTEPBEHIIHA 32 CTTHPAaHE HIIH JIEYEHHE HA KbPBEHETO.




B PEGASUS 3uausurtensoto kepeene (TIMI) npu tukarpenop 60 mg aABa 1bTH AHEBHO € M10-CHJIHO
oTkonkoTo npH seuenue camo ¢ ACK. He ¢ HabGmonapaH MoBULICH PUCK OT aTaNHO KBPBEHE M CE
YCTAHOBSIBA CAMO HE3HAYMTEHO NOBHIIEHUE HA BLTPEUCPENHUTE KPHBOUWIMBHY B CPABHEHUE C TEpANMATa
camo ¢ ACK. Uma Manko cwbutHs Ha (atanHo KbpBeHe B mpoyuBaHero, 11 (0,3 %) 3a Tukarpenop 60 mg
n 12 (0,3 %) 3a Tepanusta camo ¢ ACK. Ha6mozapaHuAT NoBUIIEH PUCK OT 3HauuTenHo KkepaeHe (TIMI)
¢ TuKarpenop 60 mg ce AB/DKU IPEAUMHO Ha [O-BUCOKATA YECTOTA HA APYTO 3HAUYUTEIIHO KbPBEHE
(TIMI), cebp3ato cbe chOUTHR B cromatHo-upeBRuA COK.

MoBKLIEHa YECTOTA Ha CHOMTHA ¢ KbpBEHe, MoJ0OHH Ha 3HauuTenHO KbpseHe (TIMI), e HabnoaaBana B
KaTeropuUTE 3HAUMTENHO Wik HesHauutenHo kbpeeHe (TIMI) u snauutento (PLATO) n sHauuTeHO
win BezHauuTenHo kbpBeHe (PLATO) (Bxk. Tabnuua 3). IlpeycTaHOBABaHETO HA JECUEHUETO NOPAAU
KbPBEHE € [0-4€CTO B rPyNarta Ha THKarpeaop 60 mg B cpaBHeHue C rpynara Ha Tepanusra camo ¢ ACK
(cvotBeTHO 6,2 % M 1,5 %). [ToBeyeTo OT Te3u c1yuan Ha KbPBEHE €a C NOMAIKa TEXECT
(knacupUIMpaHH KaTo U3MCKBaWM MeauLHcKa Hameca (TIMI)), Hanp. enucrakcuc, HaCUHABAHE
XEeMaTOMH.

[podunsT Ha KbPBEHE Ha THKarpenop 60 mg € CXOAECH B MHOKECTBOTO NPEABAPHTENIHO ONPEAEIEHH
noarpynd (Hamp. o Bb3PacT, NOJ, TErN0, paca, reorpadcKy PEruoH, ChITHTCTBAILM 3200/15BaHM,
CBITBTCTBALIA TEPAMUA ¥ MEJMLMHCKA aHaAMHe3a) pH chOMTHA Ha 3Ha4uTenHO KbpBeHe (TIMI),
1HauuTenHo UM HeznauuteaHo (TIMI) u sHauuTenno kspBeue (PLATO).

BbTpedeperiHo KbpPBEHE:

Cnoutanun BUK ce cho6inaBaT ¢ nogobHa yecToTa 3a THkarpenop 60 mg 1 repanus camo ¢ ACK
(n=13, 0,2 % B aBeTe rpyny Ha neydenue). Habmonasa ce HesnayutenHo nopuiuenne Ha BUK cebp3aHo ¢
TpaBMa ¥ NPOLEAYPH NpK JedeHue ¢ Tukarpenop 60 mg, (n=15, 0,2 %) B cpaBHEHHE € TEPANMHATA CAMO ¢
ACK (n=10, 0,1 %). Cvrobiienu ca 6 patanun BUK ¢ Tukarpenop 60 mg u 5 ¢aranun BUK ¢ tepanus
camo ¢ ACK. YectotaTa Ha BBTPEUYEPEMHO KbPBEHE € HUCKA B JIBETE IPYIH HA IE€YCHUE, KATO C€ UMa
NpeaBU] 3HAYKTETHUTE ChNbTCTBALLM 3a00naBanua M CC puCKOBH (aKTOpH B MPOY4BAHATa MOMYJIALIHS.

Hucnues

JucnHes, yceluade 3a 3aayX, ce ¢boblaBa oT MallMeHTUTe IeKyBaHH ¢ Tikarpenop. B PLATO,
obeMHEHUTE KaTO AUCIIHEA HEXEJIaHH JIEKapCTBEHU CHOUTHUA (QHCITHEA, IUCIIHES B NOKOH, JMCITHES NPH
YCHNUE, MAPOKCH3MAIHA HOLIHA IMCITHEN M HOLL(HA AUCIIHER) CE cprobwmasar ot 13,8 % oT nauHeHTHUTE,
NeKyBaHH ¢ THKarpesop, u 3a 7,8 % OT nauveHTuTe, neKyBanH ¢ knonuaorpen. Ilpu 2,2 % or
MalMeHTHTE, NPUEMALLM TUKArpenop, H npu 0,6 % oT nauMeHTHTE, MpUeMally KIonuaorpes, b
npoy4eaHeTo PLATO u3cnegoBaTesnTe CUMTaT, Y€ RUCAHEATA € NPUYNHHO CBBP3aHa C JICHCHHUETO U
6poAT Ha cepro3HUTE caydau ¢ Maabk (0,14 % tukarpenop; 0,02 % knonuaorpen) (Bx. Touka 4.4). Han-
YecTO ChOOIIABAHUTE CUMITTOMY Ha JUCITHER Ca JEKH JO YMEPEHH 110 HHTEH3UTET Y MOBEYETO CE
¢HOOIIABAT KATO €AMHHYEH €MU30[ PAHO CIIEA 3af04BaHe Ha TEpanUAaTa.

B cpaBHeHue ¢ kaonuaorpen, nagueHTaTe ¢ actMa/ XObb, nekyBann ¢ TUKarpenop, MoXxe Ja uMaT
MOBHILEH PUCK OT MoJy4aBaHe Ha Hecepro3Ha aucinHes (3,29 % Tukarpenop cnpsamo 0,53 %
kaonuaorpesn) u cepuosHa aucndes (0,38 % tuxarpenop cnpsamo 0,00 % kaonuaorpen). B abcontoTH
CTOMHOCTH TO3H PHCK € MO-BUCOK OTKOJIKOTO B UsnocTHaTa nonmynauus Ha PLATO. Tukarpenop TpsOea
N3 ce MPUIAara ¢ MOBHIIEHO BHUMaHUE NPH aUMEHTH ¢ aHaMHe3a 3a acTma wunu XOBb (Bx. Touka 4.4).




Oxkono 30 % ot enuzoaute oT3ByYaBaT B pamkute Ha 7 aHU. PLATO Bxnioypa naluUeHTH, KOUTO Ha
U3XOAHO HMBO HMaT 3aCTOiHa cbpaeyHa Heaoctatb4yHocT, XObb niu actMa; te3u naumeHTy U
NaLHEeHTHUTE B CTapYecka Bb3pacT € MO-BEPOATHO Aa CboOLUaBaT AUCHes. 3a THKarpenop, 0,9 % ot
NalMEeHTHUTE IIPEKLCBAT NIPUNATAHETO HAa NPOYYBAHOTO AKTUBHO BELUECTBO nopaay aucnyes, cnpamo 0,1
% OT Te3u, npueMalny kinonuaorpes. Ilo-sucokara yecToTa Ha JMCIIHER C THKArpeaop HE Ce€ acCOLIMHpa ¢
HOBA NMOSBA WIIH BJIOLIABAHE Ha ChPAEYHO HIIKM OenoapodHo 3abonapane (BK. Touxa 4.4). Tukarpenop He
noenuaBa OenoapodHuTe PyHKUHOHAIHU TECTOBE.

B PEGASUS aucnues ce chobuasa npy 14,2 % ot nauueHTHTE, IpUeMailiv THKarpenop 60 mg asa mbtu
JAHEBHO, U TipH 5,5 % ot nauueHTute, npueMainu camo ACK. Kakro B PLATO, noseuero cinyuau Ha
choOLUEeHa JUCHES Ca JIEKH 10 YMEPEHH 110 HHTEH3UTeT (BXK. To4Ka 4.4). [Taunenrure, KOUTO cpoOLWaBaT
TUCIHes ca OUIKM NpeAUMHO [10-Bb3PAaCTHH W MO-4€CTO ca UManu aucnHes, XObb win actma Ha n3xoaHo
HHUBO.

Hzcreodganus

[TosuuieHre Ha nukouHata kucenuHa: B PLATO e oT4yeTeHO NOBHILABAHE HA CEPYMHATA [TUKOYHA
KHCEIHHA 40 CTORHOCTH, HaABUILIABALIW rOpHaTa PaHKLa HA HOpMaTa, MpH 22 % oT noay4asallluTe
THKarpenop nauueHTH, cnpamo 13 % ot nonyuapaiure Knonuaorpes nauueHTH. ChHOTBETHUTE
croiittocT B PEGASUS ca cwoTBeTtHO 9,1 %, 8,8 % 1 5,5 % 3a Tuxarpenop 90 mg, 60 mg u nnauebdo.
Cpeanara cepyMHa NMUKOYHA KUCENKHA ce noBuilana ¢ Omso 15 Y% npH rpunoxeHue Ha TUKArpenop, B
cpaBHeHUe ¢ npubausurenHo 7,5 % npu npruaocxKeHHe Ha KIONUAOIPeN, a ClIe/ CIMpaHe Ha JISUEHHUETO ce
MOHMXKABA MPUONU3UTENTHO A0 7 % NpU NPUIOKEHHUE Ha TUKArPesop, AOKATO [pH KIIOMUAOTPEN HE Ce
Habnonasa cnaa. B PEGASUS ce ycranoesba o0paTUMO [TOBHILEHUE HA CPEAHUTE HUBA HA CEPYMHA
IMMKOYHA KHcenHHa oT 6,3 % u 5,6 % crorBeTHO 3a THKarpeop 90 mg u 60 mg B cpasienue ¢ 1,5 %
noHmwxeHue B rpynara ¢ mnauedo. B PLATO uecrotata Ha noaarposen aptpur € 0,2 % 3a TMkarpenop
cupamo 0,1 % 3a knonugorpen. CbOTBETHTE CTOHHOCTH 3a nogarpa/noaarposcH apTput 8 PEGASUS ca
1,6 %, 1,5 % u 1,1 % cworBeTHO 32 THKarpenop 90 mg, 60 mg u nnauebo.

CpobuiaBaHe HA MOJAO3HUPAHH HEXKEIAHY PEAKLIMH

CpofiasaHeTo Ha MNOAQ3MPAHH HEXKEIIAHM PeakLiuy clie]l pa3peluaBaHe 3a ynotpeda Ha TeKapCTBEHMS
NPOAYKT € BaXKHO. ToBa NMo3BOJIABA Aa NPOALIIKH HabDRIOAEHUETO HA ChOTHOWIECHHUETO NON3A/PUCK 32
JIEKapcTBEHHA NMPoAYKT. OT MEAULMHCKUTE CHELUATIUCTH ce U3UCKBA Ja ChOoOLLIaBaT BCAKa MOJ03MpaHa

HEXeNaHa peakLHs Ype3 HallHOHaJIHA CUCTeMa 33 cboOmaBane B M3nbnuuTesnna areHuMa 1o jexkapcraara
yi1. ,,Jlaman I'pyes” Ne 8, 1303 Codus, Ten.: +35928903417, yebecaiiT: www.bda.bg.

4.9 IIpeno3upane

Tukarpenop ce nonaca nodpe npu eqHokpaTHH 1031 10 900 mg. ['acTpouHTECTUHANIHATA TOKCHYHOCT €
Ouna 1030NMHMUTHPAHA B €HO [IPOYYBAHE C €AHOKPATHA HapacTaalla go3a. Jpyru KIHHUYHO 3HAYUMH
HEKE/aHHU peakLiiy, KOMTO MOTAT /ia C¢ MPOABAT NPH NPeA03UpaHe BKIIOUBAT JUCITHES K BEHTPUKYIapHH
nay3u (Bx. Touka 4.8).

B cnyua#i Ha npefo3upaHe, MOraT Aa ce MposSBAT rope CNOMEHaTUTE NMOTEHUMUATHA HEXKEAHU
NeKapCTBEHU peakuuM U TpsiOBa aa ce uma npeasuy EKI MoHuTOpHpaHe.




MeOMUHHCKa NpakTHka. OyakBaHUAT edeKT OT NPEAO3IHPAHE HA TUKArPENOp € yAbIDKEHA
[MPOABMKUTENHOCT HA PUCKA OT KbpBEHE, CBhP3aH ¢ TpoMOoUMTHOTO HHXHOHpate. Tpadcdy3usra Ha
TPOMOOLIMTHA Maca € MAJIKO BEPOATHO Aa UMa KJIMHHYHA 1107132 MPH NALMEHTH ¢ KbPBEHE (BX. TOMKA
4.4). AKko ce nosiB4 KbpBeHe, TpAOBa Aa ce npeanpueMar 2pyryu NoAXO AWM NOAIbPXKaLH MEPKH.

5. GOAPMAKOJOINYHU CBONUCTBA

5.1 apmakoAMHAMHYHH CBOHCTRBA

dapmakoTepaneBTHYHA IPyNa: AKTUTPOMOOTHYRH CPEJCTBA, HHXUOUTOPH Ha arperaluaTa Ha
tpoMGouutute 6e3 xenapun, ATC xoa: BOIAC24.

MexaHH3IBM Ha JEHCTBHE

OpeOpUToH ChABPKA THKAIPENOP, CheAHHEHUE OT KI1aca Ha IHIIONMEeHTHIITPHA30JONMPHMHANHHUTE
(Cyclopentyltriazolopyramidines, CPTP), ko#iTo € nepopaneH aHTaroHUCT C AMPEKTHO ACHCTBHE HA
P2Y 2 pelienTopa, KaTo ¢ CBbP3Ba C HEro CENEKTUBHO M 00paTUMO H npenoTeparasa AD-
MeIMMpaHaTa, 3aBucema ot P2Y > TpoMOOLIMTHA aKTHBaLIMA 1 arperauus. THKarpenop He rnpeJoTBparsBa
cebp3BaHeTo ¢ AJIP, a korarto ce cepp3Ba ¢ P2Y ; peuentopa, Bb3NpENATCTBA CUTHANHATA TPAHCAYKLIHA,
unayurpana ot AJP. Trii kaTo TPOMOOLMTHTE Y4acTBaT B HHKHUMKPARETO H/UITH PA3BUTHETO HA
TPoMOOTUYHMTE YCIOKHEHHSA HA aTepoCKnepoTHyHara Gonect, € 10Ka3aHO, Y€ HHXHONPAHETO Ha
rpombouuTHaTa hyHKUKA Hamanasa pucka oT CC cubutus, Kato cMbpT, MU nnmu HHCYIT.

Tukarpenop cblilo yBelnyasa JOKaTHUTE €eHAOTeHHH HHBA Ha aICHO3MHA Ype3 HHXMOnpaHe Ha
exBUAMOpHpawug HykIeosuaeH TpaHcnoprep-1 (Equilibrative nucleozyde transporter-1, ENT-1).

JIOKYMEHTHMpPaHO €, ue npH 3apasH nyua u nauneHTd ¢ OKC, Tukarpenop ysennuasa cieauute edexry,
MHAYLUHPAHH OT afieHO3NH: Ba3oguiaTaums (M3MepeHa Ypes3 yBENM41aBaHETO Ha KOPOHAPHUA KPbBOTOK
npu 3apasu nobpososuu u naumentu ¢ OKC; rnasobonue), HHxubUpane Ha TpPOMOOUMTHATA QYyHKLMSA (B
yOBELIKA LiAf1a KPBB in vifro) U avcnHes. Bph3kaTta Mexay HaOMoOAaBaAHUTE YBENMUEHHSA HA AE€HO3HH H
KJIMHUYHUTE pe3ynTarH, odave (Hanp. 3a601€eBaeMOCTCMBPTHOCT), HE € KATErOpUYHO U3IACHEHA.

PapMakoIRHAMHUYHK €DEKTH

Hauano na deacmeuemao

[Mpu naumeHTH cbe cTabunHa Hexemuyda Gonect Ha cupueto (MBC), npuemamu ACK, tukarpenop
[MoKa3sa ObP30 HACTBIIBAHE HA (PapMaKoNnoru4eH ePexT, KOUTO C& REMOHCTPHPA OT CPEAHOTO
uHxubupane Ha TpoMbGouuTHata arperauus (UTA) okono 41 % 0,5 uaca cnen npunoxende Ha 180 mg
HATOBAPBAllla 1033 THKarpenop, ¢ MakcumaneH edekt Bopxy UTA 89 % 2-4 yaca cnen npuiioxeHHUETO Ha
n03aTa, KOHTO ce 3aabpxa Mexay 2-8 uaca. [Tpu 90 % ot nauuenTUTE 2 Uaca cief NPUIOKECHHUETO HA
nosata TepMHHaITHOTO koo UTA e > 70 %.

Kpau na deucmauemo
Axo e nnanupada KADB npouenypa, pUCKBT OT KbPBEHE CBbP3aH ¢ TUKarpeaop € NOBUILEH B CPABHEHHE C
KIIOMUAOIPEN, KOraTo TEPANUATA € IPEKPATEHa 10-MaJIKo OT 96 yaca npeau npoueaypara.

Cmana nHa aekapcmeama
[IpeMHHAaBaHETO OT JledeHHE ¢ KIonuaorpen 75 mg Ha neyeHue ¢ THkarpenop 90 m
poau A0 abcomoTtHo nosuiasaHe Ha UTA c 26,4 %, a NpeMHHABAHETO OT JIEUe




neveHre ¢ Knomuaorpesa soad a¢ abcomotHo nmoHwxkaBaHe Ha UTA ¢ 24,5 %. IlauuenTtute Morat na
[IpEMHHABAT OT KJIOMHAOIPEN Ha THKarpeaop 6e3 NPeKbCBAaHE HAa AHTHATPEraHTHOTO IeHCTBHE (BX. TOUKA

4.2).

KnnuyyHa edUKacHOCT ¥ 6e30MacHoCT
KoiHyuRKMTE AaHHM 3a eHKacHOCTTa M O€301acHOCTTa Ha TUKArpesiop ca foay4eHu OT ABE€ KITHHUYHH

M3IMTBaHHUA (a3a 3.

« [Ipoyusanero PLATO [PLATelet Inhibition and Patient Qutcomes (TpomGoTuyno HHXHOMpaHEe 1
KAMHUYEH U3XO0[ Ha NalMeHTa)), CpaBHEHHE HA TUKArpesop ¢ KIOMWAOrpen, H ABATa MpUJIaraHy B
koMOMHauus ¢ ASA, 1 Apyra CTaHAApTHa Teparusa.

« TIpoyusaneto PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events
in High-RiSk AcUte Coronary Syndrome Patients (IIlpeseHLHs ¢ THKarpenop Ha BTOpHYHK
TPOMOOTHYHH CHOUTHA NPU BUCOKOPUCKOBH [TALIMEHTH C OCTHP KOPOHAPEH CMHAPOM)], CpaBHEHHE
Ha THKarpenop, komGunupan ¢ ACK, ¢ tepanus camo ¢ ACK.

IIpoyysare PLATO (ocmpu xopoHapHiy CUHOPOMU)

[Tpoyusaneto PLATO Bxmousa 18 624 nauueHTH, KOMTO €a B 24 4acOBHA NEpUOA 0T HAYaNOTO Ha
CUMNTOMK Ha HecTabunHa creHoxapaus [Unstable angina, UA], undapkr Ha muokapaa 0e3 ST-enepatiud
[NSTEMI] unu ¢ uadapkr Ha Muokapia cbe ST-enepauns [STEMI], u kouto mbpeoHa4anHo ca
NeKyBaHU MEAMKAMEHTO3HO, UM Ype3 NepKyTaHHA KopoHapHa uHTepseHuua (ITKH), unun upes
nocrapsaHe Ha KAD.

Knunuuna egpuxacrocm

Ha ¢oua Ha exeauesHo npunoxenue Ha ACK, tukarpenop 90 mg nsa nbTe JHEBHO AEMOHCTPHPA
IPEBBIXOACTBO COPAMO 75 mg AHEBHO KIOMWAOIPES 10 OTHOLICHHE HA MPEBEHLIMA HA ChCTaBHATA
xpaitHa Touka 3a CC embpt, MU unu uncynr, ¢ pasnuka, npousiusama or CC cmbpt 1 M. ITaumenture
nonydasaT 300 mg HaTroBapealla fo03a Knonugorpen (BbaMoxuo € 600 mg, ako umat [IKH) nnu 180 mg

THKarpeiop.

PezyntaThT ce nosisaBa paHo (abconotHa pegykuus Ha pucka [APP] 0,6 % u orHocuTenHa peaykuus Ha
pucka [OPP] 12 % na 30-1 aeH) ¢ moctosHeH edexT OT NeYEHHETO NO BpeMe Ha uenus 12 meceyeH
nepuoz, nasaul ARR 1,9 % Ha roguna ¢ OPP 16 %. Tosa npeamnonara, 4e € NoAXoAALI0 NaLUEHTHUTE Aa
ce fekyBat ¢ Tukarpenop 90 mg ABa nbTH AHEBHO 3a 12 meceua (BXK. Touka 4.2). JleueHneTo Ha 54
nayguentd ¢ OKC ¢ TUKarpenop BMECTO ¢ KJIONMUAOIrPpeN npeaoTspaTasa | atepoTpoMOOTHUHO CHOUTHE;
neyeHunero Ha 91 nauuent npeaorspataBa | CC cmupt (Bk. Gurypa | v Tabnuua 4).

TepaneBTHUHUAT edeKT HA TUKATPEIIOP, HAAXBBPJIALL TO3H HA KIOMUAOrPEN, H3rEKAa CX0AEH B MHOTO
[OArPyIH, BKIIOUUTENHO TEMNO, N10J1, aHAMHE3a 3a 3axapeH AHaleT, TPaH3HTOPHA HCXEMHUYHA aTaKa HIIH
He-XeMOoparuyeH HHCYJIT, MM PEBACKYNapH3aUMs; IPH ChITBTCTBALLO JIEHEHHE BKIIIOYBALIO XEMTAPHH,
GplIb/Illa uaxuburopy U MHXUOUTOPU HA IIPOTOHHATA NoMna (BX.TOYKa 4.5); Npy OKOHYaTeIHAaTa
aMartosa Ha nokaszateaHo ceOuTHe (STEMI, NSTEMI unu UA); 1 nipr nnaHupaHus MpH
paHI0MH3aUUATa NedebeH noaxXo (MHBA3UBEH MITH MEAUKAMEHTO3EH).

VcranoBeHO e ¢1a00 CHrHU(HKAHTHO TEpaneBTHYHO B3aMMOAECHCTBHE B 3aBUCHMOCT OT PErHUOHa,
CBITIAaCHO KoeTo KoedulHeHThT Ha pucka (HR) 3a mppBvyHaTa KpaiHa TOYKA € B M0JI332 HAa TUKArpesop 3a
OcTaHaIaTa YacT Ha CBeTa, HO € B Nof13a Ha knonuaorpen 3a CesepHa AMEPHKA, KOATO CHCT
npubnusurento 10 % oT usnaTa npoy4saHa nomnyaauusa (p-cTOMHOCT Ha B3aUMOAEHCTB
ExcriopaTopHuTe aHanu3u NpeAnonaraT BepoaTHa Bpb3ka ¢ fo3aTa Ha ACK, katocy




nosata Ha ACK ce HaGmoaBa HaManeHa e)MKacHOCT Ha THKarpenop. XpoHuyHara aHeBHa n03a ACK,
KOSITO J1a ChITbTCTBA THKArpesop, Tpsadsa aa 6bae 75-150 mg (Bk. Touku 4.2 u 4.4).

durypa | noka3pa ouaKBaHUs PUCK 3@ HACTBIIBAHE HA MbPBU MHLM/IEHT, BKIIOYEH B KOMOMHHpaHaTa
KpaiHa TOYKa Ha €(PUKACHOCT.

®urypa 1 — AHAJIM3 HA MbPBHYHATA KJIMHHYHA CbCTaBHA Kpaiina Touka o1 CC embpT, MU 1
uHCcyaT (PLATO)

13 Tuxarpetop (T) (864/9333]
------- Krommaorpen (C)  [10149291]
14 - 11,67%
114 =T
. T B . — 9,80%
:?“t g | - il —
S - 5
> 7 e E
e 5.
s 1 7
- = 2. r’:
; 2 - l | HR —__95% Cl T P-CTOWHOCT
he I 14 | T cpewy C 0,84 0,77,0,92 < 0,001
—— 0 - i
0 60 120 180 240 300 360
bpou 3acTpaleHU
T 9 333 8 628 8 460 8 219 6 743 5161 4 147
C 9 291 8 521 8 362 8 124 6 650 5 096 4 047

B cpaBHeHME ¢ KJIONMUAOIPell, TUKArpesop HaMaJlsiBa 4eCTOTaTa Ha HACThIIBAHE HA MHLIHACHTHTE,
BJIM3AllM B ChCTABa HA MbPBUYHATA ChCTABHA KpaiiHa Touka — KakTo B nonynauusra ¢ UA/NSTEMI, Taka
u B nonynauuara ¢ STEMI (Tabnuua 4). Cnenoparenno, Tukarpenaop 90 mg asa mbTH JHEBHO 3a€1HO C
nucka no03a ACK moxe aa ce usnonssa npu naupeHTy ¢ OKC (Hectabuiina cteHoKapausi, MUOKap/ieH
urdapkr 6e3 ST enepauus [NSTEMI] unu muokapaen undapkr cbe ST enepauus [STEMI]);
BKJIIOUMTEIHO NALMEHTH, JIEKYBAHU MEJIMKAMEHTO3HO, U MALMEHTH, JICKYBaHH C NEPKYyTaHHA KOPOHApHa
unrepseHuus (ITKH) niu Gaitnac Ha koponapHa aprepus (KAD).

Tabauua 4 — AHAJIM3 HA NBPBHYHATA M BTOPUYHHTE KPaWHH TOYKH 3a epuxkacHoct (PLATO)




Tuxkarpenop Knaonuaorpen

90 mg nBa IbTH | 75 Mg BeAHBK

AHEBHO anesHo (% APP* OPP* (%)

(o nanueHTH NAUHAEHTH ChC (Y/yr) | (95 % CI)
ChC CHLOUTHE) cubnTHE)
N=9 333 N=9 291 p-CTOHHOCT

CC cMbp1/MH 9.3 10,9 1,9 16 (8, 23) (0,0003
{c 3K, Ka
THx" MH)
WUIW MHCYJIIT
Hamepenue 2a 8,5 10,0 1,7 16 (6, 25) 0,0025
HHB33UBHA
Tepanus
HamepeHue 3a 11,3 13,2 2.3 15(0.3,27) 0,0444"
JIEKapCTBEHA
Tepanus
CC cmbpT 3,8 4 8 i,1 21 (9, 31) 0,0013
MU (¢ m3k. 54 6,4 1,1 16 (5, 25) 0,0045
Ha ,,THX"
MH)®
Hucynr 1,3 1,1 -0,2 -17 (-52,9) 0,2249
CMbpT Oe3 9,7 11,5 2.1 16 (8, 23) 0,0001
3HAYCHHE Ha
NMPHYHHATA,
MH (c n3xn.
Ha ,,THX
MH) unu
UHCYIIT
CC cmbpT,
oowo MU,
uncynrt, CPH, 13,8 15,7 2,1 12 (5, 19) 0,0006
PH, THA, unp
apyra ATC?
CMbpT Oe3
JHAYEHHE HA 4.3 5,4 1.4 22(11,31) 0,0003"
PUYHHATA
HeduauTUBHA
TpoM0O3a Ha 1,2 1,7 0,6 32 (8,49) 0,0123F
CTCHTA

1APP=abcontoTHa peaykuHug Ha pucka; OPP=oTnocurenna peykuug Ha pucka=(1-Koeduuuenrt ra puck) x 100 %.

Ortpuuatenda OPP o3HayaBa nopHUIaRane Ha OTHOCHUTETHHA PHCK.

S¢c naknouenne Ha , THX” MH.

sCPU=ceproina pekypeHTHa HcXeMuA; PU=pekypeutna ucxemus; TUA=TpaniHTopHa HCXxeMUUHa aTaka; ATC=apTeprnanHo

TpoMboTHYHO chbuTHe. Obmo MH BrmovRa . Tux"” MH, nata Ha cuOHTUHETO € faTaTa Ha HEMOBOTO YCTAHOBABAHE.

" HOMHHANHA CTORHOCT Ha CHTHHOHMKAHTHOCT; BCHYKH OCTAHATH ca GOpMAaIHO CTAaTHCTUYECKU CHTHHPHKAHTHH 11O

npeneguHpano fepapxXHuHO TECTBAHE.

PLATO cenemuuno noonpoyugane
Onpeaenanero Ha CYP2C19 u ABCBI renoruna Ha 10 285 nauventu 8 PLATO nasa Bb
acoLMallig Ha reHOTHNHUTE rpynH ¢ pesyntatute oT PLATO. I1peB13Xx0ACTBOTO Ha THK




KJTOMUAOrPEN MO OTHOLIGHHE Ha peAyKuusTa Ha 3HaunTenu CC chOUTHA HE € CUTHUPHKAHTHO
noenusHe ot CYP2C19 unu ABCBI rerotvna Ha nauueHTdTe. Ilogo6HO Ha UATOCTHOTO MPOY4BaHE
PLATO, nama pa3iuKa MeXay THKarpenop u K1onoaorpen npu oo1o 3Ha4uTeTHUTE XEMOparuyHu
unnmaenty B PLATO, sbnpeku redotuna CYP2C19 unu ABCB1. Hecsbpsanorto ¢ KAb 3HaUUMTERHO
xbpBeHe B PLATO ce noBuiIaBa C TUKarpenop B CPaBHEHUE € KIOMKUAOrPES] MPH HALKMEHTH C €AHH HIIY
noseue CYP2C19 anenu cue 3aryda Ha GyHKLMA, HO € CXOZHO HA KIONHAOTPE NPH NalHEHTH C anell,
KOITO HAMA 3ary0a Ha QyHKUHA,

Kombunupan noxaszamen 3a egpuxacnocm u 6e30nacrocm

KoMOuHHpaHHAT DoKasaTen 3a edukacHocT U GezonacHocT (CC cmbpt, MH, HHCYNT Mnu 001110
3HaYMTENHO KbpaeHe 1o AedpuHulysTa Ha PLATO) nokaspa, |€ no/a3ara OT NPHIGKEHHETO Ha

TUKArpesop no OTHOLIeHHE HAa ePUKACHOCT B CPABHEHHE C KJIOMHUAOIPEN HE CE KOMIICHCHPA OT CllyHaHuTe
Ha 3HauMTenHo kbpeeHe (APP 1,4 %, OPP 8 %, KP 0,92; p=0,0257), 12 meceua cnenq OKC.

Knrunuuna beszonacnocm

XoATepOBO NOANPOYYBAHE:

3a /12 ce OLEHM YECTOTAaTa Ha BEHTPUKYJIaAPHUTE [1ay3H U ApYrH €MU3041 Ha apuTMUA N0 BpEME Ha
npoyusaHeto PLATO, € OCBIIECTBEHO XONTEP-MOHUTOPHPAHE Ha MOArpymna oT 6130

3 000 nauuenTy, npubausuTenHo 2 000 oT KOUTO MMAT 3aMUcH, KakTo B ocTpara dasa Ha OKC, Taka n
Mecel, Mo-KbCHO. ITbpBHYHATA [POCIEAABAHA [IPOMEH/IMBA € Y€CTOTATA Ha BEHTPHKY/IAPHH TaYy3H C
NPOAB/DKUTENHOCT > 3 ceKyHAU. BeHTpUKYNapHH nay3y pa3BMBaT NOBEYE MMALIMEHTH Ha NIEYCHHUE C
TrKarpenop (6,0 %), OTKOJIKOTO TaKMBa Ha levyeHue ¢ Knonujorpen (3,5 %) 8 ocTpata da3a H CLOTBETHO
2.2 % u 1,6 % cnex | Mecew (Bxk. Touka 4.4). YBenuueHHETO Ha BEHTPUKYIapHHUTE Nay3u B OCTpaTa da3a
na OKC e mo-u3pa3seHo NpH NalMeHTHTE Ha TUKarpenop ¢ aHamue3a 3a XCH (9,2 % c asvamne3a 3a XCH
cnpsamo 5,4 % npu nauneHTH 6€3 aHamue3a 3a XCH; 3a nauneHTHTE Ha KI0MUA0rped, 4,0 % npu Te3u
¢be capamo 3,6 % mpu Te3u Ge3 aHamHesa 3a XCH). Tazu pasnuka He ce nposiBsABa 32 eauH Mecel: 2,0 %
cnpsimo 2,1 % 3a MalUeHTUTE HA THKArpesaop, CbOTBETHO, CbC U Oe3 anamuesa 3a XCH; u 3,8 % cnpamo
1,4 % 3a knonuporpen. Tasu painuka He € CBbP3aHa C HEXENAHH KIHHUYHA 110CIEULM (BKIIOYHTETHO H
NOCTaBsAHE Ha fMeiicMeiKbp) BbB BLIIPOCHATA IIOMYIALMA NAIUEHTH,

Ipoyueane PEGASUS (anamresa 3a Mugkapoen ungapxm)

PEGASUS TIMI-54 e npoyusane ¢ 21 162 nauueHTty, ¢ AM3aitH 3aBHCEUI OT HACTHNBAWMTE CHOUTH,
PaHIOMHU3HPAHO, JBOHHOCIAINO, [11ale00-KOHTPONHPAHO, MEXAYHAPOAHO MHOTOLCHTPOBO NPOyHBaHE C
Mapajie/IH{ PYIH 33 OLUEHKA HA NMPEBEHLUATa Ha aTepoTPOMOOTHYHH CHOUTHA C THKArpesIop, Mpu/arax B
2 103k (90 mg nBa MbTH AHEBHO WK 60 Mg ABa NbTH AHEBHO) B KOMOHMHAUMA C HHCKa 1033 ACK (75-150
mg), B cpaBHeHHe ¢ Tepanus camo ¢ ACK npu naunenty ¢ asamuesa 3a MH 1 10MbAHHTETHH PUCKOBH

¢daxTopH 3a arepoTpombo3a.

[MaupeHTH, TOAXOAAILM 32 BKIIOUBAHE B IPOY4BaHeTO ca Ouiiy TakuBa Ha BB3pacT Ha Wi Han 50
roauHH, HaNH4YKMe Ha aHamue3a 3a MU (1 1o 3 roguHy npean paHAOMU3UPAHETO) ¥ HAJTH4YE HA [TOHE
e/IMH OT CJIEAHUTE PUCKOBY (haKTOPH 3a aTepoTpoMb03a: Bb3PacT > 65 roavHy, 3axapeH auader,
HaJIarall MeJUMKaMeHTO3HO jieueHue, Bropy npemuecrpau] MU, nannu 3a Muorocsaosa UbC unu
XpOHHYHA OBOpeuHa ANChYHKLUA U3BBH KPAlHHUA CTaluH.

[lauMeHTUTE HE ca OWIH MOIXOAALIM 332 BKJIIOYBAHE B IPOYYBAHETO, aKO Ca MMAJIH M1aHHpaHa ynorpeba




BbTPEUEPENHO KbPBEHE, TYMOP Ha LIEHTpajlHaTa HEpBHA CHCTEMa MJIM BBTPEUEPENHA ChA0BA aHOMATIHS;
MalMEHTH CbC CTOMAILIHO-YPEBHO KbPBEHE Mpe3 MpeaiecTaiuTe 6 Mecela uiM rojisiMa onepauus rnpes
npeawecrsaure 30 aHu.

Knunuuna epukacrnocm

®urypa 2 - AHAJIM3 HAa ILPBHYHATA KJIMHHYHA CheTaBHa KpaiHa Touka o1 CC embpT, MU M
uucyar (PEGASUS)

11
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Ta6anua 5 - AHAIN3 HA MbPBHYHATA W BTOPHYHHTE KPAHHM TOYKH 32 ePHKACHOCT (PEGASUS)

- Tukarpeaop 60 mg 1Ba NbTH THEBHO |
| +ACK Camo ACK N=7 067 |
| N=7 043 .
| [Manuentn e S
- XapakTepHCTHKA ChC KM % 05 “:’“:31 E““:;::: KM % |
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|
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Bropuuna KkpaHHa TOUYKa
| CC 174 (2,5 %) 2,9 % 0,85 210 (3.0 %) 3.4 % -
CMBPT . 0 . 0 (0,68, 1,01) ) 0 . 0
CMBpT N0 0,89 (0,76,
BCIKAKBA HPH‘{HHa 289 (4,‘ %) 4,7 VD 1!04) 326 (4,6 %) 5,2 ﬂA] -

KoeduUHEHTBT Ha pUCKa KU p-CTOHHOCTHTE ¢a W3UHCICHU OTAENHO 33 THKArpenop CNpAaMo Tepamia caMo ¢ ASA 0T Moz€en Ha
nponopLUHoRanuTe puckose Ha Cox, KaTo rpynarta Ha JedeHHe ¢ eIHHCTBEHATA €KCMAaHaTOpHA NPOMEHITHBA.

KM mpoueHT, H3uucleH Ha 36-TH Mecell.

Benexxka: 6poaT Ha mbpsuTe chOuTHA 32 KoMmoneHTHTE CC cMbpT, MH 1 MHCYAT € AEHCTBHTCIHIAT Opoit Ha MbpBH CHOUTHA 32
BCEKH KOMITOHEHT B He ce 1o6ass kbM Opos Ha cHOMTHATA B CLCTABHATa KPaHHA TOYKa

(s) [loxaiea cTaTUCTHYECKA IHAYUMOCT.
Cl=[oseputenen untepsan; CC=Cupaeuno-cuaos; HR=Koepuument Ha pucka; KM=Kaplan-Meier; MHU=Mmnoxapaen
nHdapit; N=bpoi# nauneHTH.

JBeTe cXeMHM Ha NIEUEHHe ¢ THKarpeaop 60 mg apa mbTH AHEBHO M ¢ 90 mg ABa NBTU AHEBHO B
kombGuHaug ¢ ACK npesb3xoxaar camocTosrenHoro Jeuenue ¢ ACK no oTHOLIEHHE HAa NPEBEHIMATA
Ha aTepoTpoMOOTHYHHTE CLOUTHA (ChcTaBHa KkpaiiHa Touka: CC cmbpT, MH 1 MHCYNT), € NOCTOAHEH
edeKT OT JIeYEHHETO [IPe3 LENM MEPHO Ha NPOYYBaHETO, Boaew 10 16 % PPP u 1,27 % APP 3a
ruxarpenop 60 mg u 15 % PPP u 1,19 % APP 3a tukarpenop 90 mg.

Bbnpeku ye npoduanTe Ka epukacHocT Ha 90 mg u 60mg ca noaobHy, UMa AaHHU, Y€ NO-HHUCKATA 1033
e ¢ Mo-100BpP Npo¢ Ul Ha MOHOCUMOCT U 6€e30NacHOCT MO OTHOlIEHHE HA PHCKA OT KbPBEHE U IHCTIHES.
CnefoBareno, camo THKarpenop 60 mg asa rbTH AHEBHO, NpunoxeH eaHospemenHo ¢ ACK, ce
[IpenopLYBa 33 NpeBeHIHA Ha ateporpomboTHaHM cbOuTUA (CC cMbpT, MH H HHCYNT) NpH NALMEHTH C
aHaMHe3a 3a MU M BHCOK PHCK OT pa3BHTHE Ha aTepoTpoMOOTUYHO ChOUTHE.

B cpaBHeHHe Cbe camocToaTenHoto eyenue ¢ ACK, Tuxarpenop 60 mg nBa mbTH THEBHO 3HAYNMO
[OHMWKABA [TbPBHYHATA ChCTaBHa kpaiiHa Touka oT CC cmepT, MU ¥ HHCYnT. BCEKM OT KOMIIOHEHTHTE
JONPUHACA 3a NIOHIDKEHHETO Ha ITbPBUYHATA ChCTaBHa kpaiina Touka (CC cmbpt 17 % PPP, MH 16 %

PPP u uncyar 25 % PPP).

PPP 3a chcTaBHaTa KpaiiHa Touka oT 1 1o 360 xuu (17 % PPP) u ot 361 nuu Hatathk (16 % PPP) e
nogobHo. Ma orpaHMveHd OaHHU 32 edukacHOCTTa H 0€30MaCHOCTTa Ha YAB/DKEHO JIEYCHHE C

THKArpenop Haa 3 roavHH.

JlunceaT AoKa3aTencTBa 3a noiia (He ce HabaoaaBa peaAyKUHs Ha Y€CTOTATa HA MbPBHYHATA
npocnenasana kpaiina Todka ot CC cmbpt, MM 1 uHcynT, HO nMa MOBHINABAHE HA YECTOTATA HA
3HAYUTENHO KbPBEHE), Koraro Tukarpesiop 60 mg nsa mbTH AHEBHO € MPWIOKEH NPH KITHHAYHO
CTAOWIHM NallUEHTH ¢ JABHOCT Ha WH$ApKTa > 2 rOJUHH UNH NOBEYE OT €/1Ha rojiMHa clel| CHpaHe Ha
npeaxojHoTo nedenue ¢ AJP-peuentopeH HHXUOUTOD (BXK. TOUKA 4.2).

Knunuuna 6ezonacnocm
UYecToTaTa Ha NPEYCTAHOBABAHE HA TepanuATa ¢ THKarpenop 60 mg nopaiy KbpBEHE WU JUCMHER €
[NOBMCOKA MPH MALMEHTH > 75 roaunu (42 %), B CPaBHEHHE C MO-MNAHK NaUMEHTH (MHTEpBAL: 23-31 %),

¢ pasnuKa cnpsmo aue6o rpynara no-roaima ot 10 % (42 % cupamo 29 %) npy naiyeHT 2

WA o
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[leanaTpuysa nonyaauus

B panaomusnpano, asoitHocnano npoyusase ®asa Il ¢ napanentu rpynu (HESTIA 3),

193 meauaTpUYHH HalMeHTH (Ha Bb3pact oT 2 A0 noA 18 roguHu) ChC ChPNOBUAHOKICTHYHA bonect ca
paHIOMUM3HPAHH Aa 101y4aT WM mnanebo, Wik THKarpenop B 1034 o1 15 mg Ao 45 mg aBa MbTU JHEBHO
B 3aBUCHMOCT OT TeJlecHOoTO Terno. Tukarpenop Boau 10 MeauaHa Ha TpomboLKTHaTa HHXHOULUA 35%
npean NpyUeM Ha ao3ata v 56% 2 waca ciel npueM Ha 103aTa NP CTAMOHAPHO CHCTOAHHE.

B cpaBHeHHe ¢ mauefo HAMA N013a OT NEYEHUETO C THKArpeaop Mo OTHOMICHUE HA HECTOTATa Ha
BA300KJIY3UBHUTE KPH3H.

Esponeiickara areHuMa 110 JIEKapcTBaTa 0CBOOOXK1aBa OT 3aAB/KEHHETO 33 IPEAOCTABAHE Ha
pe3yJITaTHTE OT MPOYYBaHHATA C pehepEeHTHHA TEKAPCTBEH NPOAYKT, ChABPXKALL TUKArPEop, BCUYKH
MOATPYIM HA NeJMaTpHUHATA MOMYyIauHMs 33 OCTPU KopoHapHu cuuapomu (OKC) u aHamHesa 3a
MuokapaeH uadapkt (MH) (Bx. Touxa 4.2 32 HRPOPMALUA OTHOCHO ynoTpeda B neguaTpuATa).

5.2 dapMaKoKHHETHYHH CBOHCTBA

Tuxarpenop WMa nuHefiHa GapMakOKMHETHKA, 8 EKCTIO3ULIMUTE KbM THKArpeaop ¥ akTUBHUA My
metabonut (AR-C124910XX) ca npubnn3uTenHo nponopLUHoHanHy Ha fo3aTa go 1 260 mg.

Abcopbums

AGcopGuuaTa Ha THKarpenop e 6bp3a, ¢ MEJHAHA Ha tmax MpUOIM3UTENHO 1,5 Yaca. IlpeBpbilaHeTo Ha
THKArpenop B OCHOBHUA uupKynupam MeTabomut AR-C124910XX (chuio aktueeH) e 6bp30, ¢ MEAMAHA
HA tmex IPMGIH3MTENHO 2,5 yaca. Crea nepopaiHo NPHIOKEHHE HA EIMHHYHA 1032 TUKarpenop 90 mg Ha
rragHo npu 3apasu muua, Crax € 529 ng/ml u AUC ¢ 3 451 ng*h/ml.

CHOTHOLLIEHKsTa MeTabonuT/ocHoBHO BewecTBO ¢a 0,28 3a Crax 1 0,42 3a AUC. dapMakoKMHETHKATA Ha
ruxarpenop 1 AR-C124910XX npu nauuentu ¢ anamMHesa 3a MH o6ukHOBeHO € noaobHa Ha Ta3u B
nonynauuaTta ¢ OKC. Bb3 0CHOBa Ha eIMH NONYyJalHOHEH PAPMAKOKHHETHYEH AHAJIM3 HA MPOYYBAHETO
PEGASUS mennanata Ha Cmex Ha THKarpenop e 391 ng/ml u AUC e 3 801 ng*h/ml B crannoHapHo
cheTOAHME 3a THKarpenop 60 mg. 3a Tukarpencp 90 mg Craxe 627 ng/ml u AUC e 6255 ng*h/ml B
CTALlHOHAPHO ChLCTOSHHE.

Cpeauata abcomoTHa GHOHATMYHOCT Ha TUKArpeaop e uivucnena Ha 36 %. [IpuembT Ha Dorara Ha
MA3HHHM XpaHa BoAu Ao nosuinasate ¢ 21 % na AUC Ha Tukarpenop u 10 noHmwkasaHe ¢ 22 Yo Ha Cmax
HAa aKTMBHUSA MYy METAa00IUT, HO HE MMOBIMABA [0 HUKaKbB HaUMH Cmax Ha THKArpenop unu AUC Ha
aKTUBHUA My MeTabonut. CMsaTa ce, Y€ Te3H MaJIKH MPOMEHH ca ¢ MUHUMAITHO KIMHUYHO 3HAYEHHUE;
[IOpaAn TOBa THKAIrpe/Iop MOXE Jia ce MPUEMa CbC MM 0€3 XpaHa, Tukarpenop v akTHBHUAT My
meTabonuT ca cybcrpatu Ha P-gp.

Tukarpeaop BbB BH/ Ha CTPMTH TabIeTKH, CMECEHH C BOAA, MPHUJAraH NEPOPAITHO HIIH UPE3
HA30TacTpaiHa COHJa B CTOMaXa, KMa CPaBHUMA OHOHAIMYHOCT ¢ LeauTe TabIeTKH Mo OTHOUICHUE Ha
AUC ¥ Crmax Ha THKarpenop ¥ aktusaua Metabonur. Hayanuara excnosuuus (0,5 n 1 yac caen
PUIOKEHKE) OT CTPUTHTE TaOJIEeTKH TUKArpeaop, CMECEHH € BOJIa, € NMO-BHCOKA B CPABHEHHE C LICIUTE
TabIeTKH, ¢ KaTo U410 HASHTHYEH NMpodun Ha KOHLIEHTpauusa ciea Tosa (2 no 48 yaca).




PasnpeneneHue
B crauMoHapHo cbcTosHHe 00eMBT Ha pasnpesencHue Ha THKarpenop e 87,5 1. Tukarpenop u
AKTUBHUAT My MeTabOIMT ce CBBP3BAT C YOBELIKHTE NIa3MEHH IPOTENHH BbB BUCOKA CTEMNeH (>

99,0 %).

buotpatcdopmalius

CYP3A4 e OCHOBHHUAT €H3UM, OTTOBOPEH 3a MeTabonu3upaHeTo Ha THKarpeaop u obpasyBaHeTO Ha
aKTHBHHUS MY MeTaboJIuT, KATO TEXHUTE B3auMoAeHcTBHA ¢ Apyru cyberpatu Ha CYP3A papupat o1
axTHBUpaHe 10 HHXUOHUpaHe.

OcHoBaMaT MeTadonut Ha THkarpesop € AR-C124910XX, KOHTO CBUIO € AKTUBEH — KOETO CE OLICHABA
ype3 in vitro cebp3sade ¢ TpombouuTHUA P2Y 12 AZI® peuentop. CucTeMHaTa EKCNO3HLMA HA AKTHBHHS
MeTaboauT e npudausutenso 30-40 % ot Ta3u Ha THKarpenop.

EnumuHnpaHe

OCHOBHHAT [THT 3a SIUMHHKMpPaHE Ha THKarpenop e upes yepHoapobna rpancgopmanus. lpu npunaraue
Ha PaJlMOAKTHBHO MapKHpaH TUKarpejaop CpeAHOTO Bb3CTaHOBABAHE HA PAIHOAKTHBHOCTTA €
npubnusurenno 84 % (57,8 % BwB deueca, 26,5 % B ypuHata). KonuuecTBOTO Ha TUKArpeiop U
AKTHBHUA My MeTabOIMT, KOMTO ce OTKPUBAT B YpHHaTa, ca noj 1 % ot npuerara fo3a. BepoaTHo
OCHOBHMAT BT Ha ETMMMHHPAHE Ha AKTHBHUSA META0ONUT € upe3 eKCKpPEUMa B XrbukaTa. CpeHusT ¢
Ha THKarpesnop e npubiusuTenHo 7 yaca, a Ha aKTUBHMA My MeTabonuT — 8,5 vaca.

CneuuanHu ronynany
Cmapuecka gv3pacm

[T0-BHCOKHM €KCIIO3MUHMH Ha TUKarpenop (npubnusurento 25 % u 3a Cmax, u 3a AUC) 4 Ha aKTUBHHA
My metabonaut npu nauueHtn ¢ OKC B crapuecka Bu3pacT (= 75 roanHH) B CpaBHEHHKE C N10-MJIA0H
[alMeHTH ca HaONKaaBaHM [IPH NONYyIaUMOHHuA (apMaKOKMHETHYEH aHaju3. Te3n pasnukH He ce
CMATAT 34 KJIHHUYHO 3Ha4YyuMH (BX. Touka 4.2).

Heduampuyna nonyaayus

HajinuHH ca OrpaHNYEHH JaHHH NPH JeUa CbC ChpnoBuaHOKIeThYHA bonect (Bx. Touku 4.2 1 5.1). B
npoyuBaHeto HESTIA 3 npu nauueHTH Ha Bb3pacT oT 2 10 nox 18 roaunu ¢ Terno 2 12 no < 24 kg, >
24 1o < 48 kg u > 48 kg, e nnpHaaraH THKarpeJop KaTo NeAHaTpH4HH AHCNeprupaiuy ce Tabnerky 15
mg B 1034 choTBeTHO 15, 30 1 45 mg ABa NbTH AHEBHO. Bb3 OCHOBA Ha NOMYJIALHOHEH
dhapMakokuHeTHueH aHanus cpeasarta AUC eapupa ot 1 095 ng*h/ml no | 458 ng™h/ml, a cpeanara
Cmax Bapupa ot 143 ng/ml a0 206 ng/ml npu cTaunoHapHO CHCTOSHUE.

Ilon
B cpaBHeHMe ¢ MBbX€, IPH KEHHU ca HabNI01aBaHy MO-BUCOKH €KCIIO3HLIMK HA THKArpeaop U Ha aKTUBHUA
My Metabonut. Pa3nukuTe He €€ CMATAT 332 KNMHUYHO 3HaYHMH.

bvbpeuno ygpeooane
B cpaBHeHHe ¢ xopa ¢ HOpManHa GbOpeyHa PyHKLHA, IPY NALMEHTH C TEXKO 6L0peyHO yBpEKIaHE
(KpeaTHHHUHOB KIMpbHC < 30 ml/min) eKcno3uuuaTa Ha TUKArpenop € no-HHUCKa ¢ npubiausurenHo 20
%, a eKCIIO3ULIMATA Ha aKTHBHUA META0OIUT € MO-BUCOKA NPHOIU3UTENHO ¢be 17 Y% . —~




[pu nauMeHTH ¢ TepMHUHANEH cTaauit Ha 6b0peyHo 3abonaBade Ha xemoauanusza AUC u Crax Ha
Thkarpenop 90 mg npunaraH B aeH 6e3 quannsa ca ¢ 38% u 51% no-BHCOKH B CpaBHEHHE € XOpa C
HopMasiHa 6B6peuna ¢pyHkumna. [logobuo noBHLLEHHE B EKCNO3HLKATA C¢ HAa0MOAaBa, KOraTo
THKArpesiop ¢€ MpH/ara HemocpeACTBCHO NMpean Auanu3ara (ChoTBeTHO 49% 1 61%), koero nokassa, ue
TUKArpesop He ce auanusupa. Excriosuuusata Ha akTUBHUS META00MT CC NOBMLILIABA B [10-MAJIKA CTEMNEH
(AUC 13-14% 1 Crax 17-36%). EdexrsT Ha nHxubupaHe Ha TpombountHara arperauusa (MTA) e
HE3aBMCHM OT AManK3aTa Apy MauveHTH ¢ TEPMUHAIEH cTaAuil Ha 6b6peyno 3abonasane 1 € noaodbeH
pH xopa ¢ HopMmanHua 6nOpeuna GpyHxuus (Bx. Touka 4.2).

Yeproopobro yepesicoane

B cpaBHeHue cbe 3ApaBH A0GPOBONLM, NIPH NALMEHTH C JIEKO YEPHOAPOORO yBpexAaHe Cmax i AUC Ha
THKarpenop ca no-BUCOKH CHOTBETHO ¢ 12 % u 23 %, obaye UTA edexTsT Ha THKArpesop € nogobex s
asete rpyny. He e Heo6X0auMO KOpHIypaHe Ha A03aTa 1P [ALHEHTH C JIEKO YEPHOAPOOHO yBpexaaHe.
HsamMa npoyusaHus C THKarpeaop NpH MatMeHTH C TEXKO YEPHOAPOOHO YBPEKAAHE U THIICBA
dapMakoKMHeTHYHA MH(OpPMALIUA NPU NAUKMEHTH C YMepeHO YepHoapobHo yBpexaaue. I1pu nanueHTy ¢
YMEPEHO WM TEXKO MMOBULLIEHHUE HA €AMH MM NOBEYE HEPHOAPOOHH PyHKLIMOHAIHU MOKA3aTeNH Ha
M3XOAHO HUBO, [IJ1a3MEHHUTE KOHIEHTPALMH HA THKArpeaop ca 0OMKHOBEHO NO0OHH HIM MAJIKO IOo-
BMCOKH B CpaBHEHHE ¢ maueHTHTe 6€3 n3xoano nopuiieHre. He ce npenopbysa kopurupaHe Ha Ao3ara
MpH MALKMEHTH ¢ YMEPEHO 4epHOAPOOHO yBpeKaaHe (BXK. Touku 4.2 n 4.4).

Emnuyecka npunadnexcHocm

B cpaBHeHMEe ¢ MALMEHTUTE OT €BPONEUHATA paca, MalMEHTUTE OT a3HaTCKU MPOU3X0J HMAT I10-BUCOKa
¢ 39 % cpenHa OMoHAIMYHOCT. B cpaBHeHHE ¢ MaUUEHTUTE OT €BPOINCHIHATA paca, MpH
CaMOONpPeACIALIUTE Ce KaTO YEPHOKOXKM NMalMeHTy, OHOHATMYHOCTTa Ha TUKArpenop € no-HuceKa ¢ 18
%. B xiuHuko-papmakonoruynu npoyusaHus excrio3uuuaTa (Crmax 1 AUC) Ha THKarpesop npH snoHuu
e no-sucoxa ¢ npudbnuautenHo 40 % (20 % cnen kopekLusa CIPAMO TEAECHOTO TETIO), OTKOJIKOTO MpPH
X0pa OT eBponenaHara paca. Excrosnuusara npy nayyeHTH, KOMTO €€ CAMOONPENENAT KaTo UCIaHO HITH
NaTHHO THM, € MoaoOHa Ha Ta3H NPHU NALUMEHTUTE OT EBPONEHIHATA paca.

5.3 TlpeaxIuBKYHH JAHHH 3a Ge30NMaCHOCT

[MpeaxUHNYHKTE JaHHKU 33 THKArpenop 4 OCHOBHUA My METa00/IHT HE MOKA3BaT HENPHEMJIHB PHCK 32
pa3BMUTHUE HA HEXENAHH PEaKLMM ITPYU Xopa Ha 6a3aTa HA KOHBEHUHOHAIHUTE GapMaKoJOrH4YHH
U3MUTBAHHUA 3a 6€30MacCHOCT, TOKCHYHOCT NPY €AHOKPATHO M MHOTOKPaTHO NpUIaraHe H reHOTOKCHYEH

NOTCHLIHMA.

[Mpu HAKONKO KXUBOTHHCKH BHAA € HADM0AaBAHO CTOMAIIHO-YPEBHO Apa3HeHe NPH KIHHHYHO 3HAYKUMH
HKBA Ha eKCo3uLug (BX. To4Ka 4.8).

[Ipy )eHCKM MIBLXOBE, THKAMPENOP BbB BUCOKH 03U I€MOHCTPHPA IIOBHILICHA Y€CTOTA HA TYMOPH Ha
MaTKaTa (afA€HOKapPLIMHOMM) ¥ MOBHILIEHa YECTOTa Ha aJ€HOM Ha YEpHHUA Ap00. MexaHH3MbT 32 N0sBa Ha
TYMOpPH Ha MaTKaTa BEPOATHO € XOPMOHAJIEH AUCOaTaHC, KOHTO MOXKE J1a AOBEJE A0 MOsABa HA TYMOPH
Ipy IbX0BE. MeXaHK3MBT 32 NOABa Ha uepHOAPOOHH aIEHOMHU BEPOATHO € CricLMbHYHA 32 TPU3AYHTE
eH3MMHA HHIYKUuA B uepHus Apod. [lopaau Tosa ce cyuTa, Ye € Malko BEPOATHO KApLIHHOT€HHHUTE
HaXOAKY 13 UMaT 3HAa4YEHHUE 3a Xopara.




H CKENEeTHOTO pasBUTHE Ha (JETYCHTE MPH MaHKH Ha BUCOKa 11032 0e3 Ja ce HabIoAaBa TOKCHIHOCT 3a
MaifkaTa (rpaHuia Ha Oe3omacHocCT 4.5).

[poyuBaHKs NpH IBXOBE H 3allM I0Ka3BAT PENPOYKTHBHA TOKCHYHOCT C JICKO MOHWKABAHE HA
HaJJABaHETO HA TErNO NMPHU MAMKATa ¥ HaMaleHa HEOHATAIIHA JKW3HECMIOCOOHOCT U TEINO NPH PaXAAHETO,
che 3a6aBsHe Ha pacTexa. THKArpenop BOAH KO HEPENOBEH LMK/ (OCHOBHO YAb/DKEH LIMKBII) NIPH
KEHCKH TUTLXORE, HO HE MOBNHARA 00LIMA QEPTH/IMTET NPHU MBXKKH H ¥KEHCKH MITLXOBE.
bapMaKOKMHETHYHH POYYBAHHSA C PAAHOAKTHBHO MapKHpaH THKarpenop roKaspar, 4¢ 0CHOBHOTO
BEILECTBO W HErOBHTE MeTAabONNUTH CE EKCKPETHPAT B MISAKOTO MPH IbXoBE (BX. Touka 4.6).

6. ®APMAIIEBTHUYHU JAHHU

6.1 CnHCBLK HA ITOMOLIHHUTE BEIleCTBA

SAnpo nva tabnerkara

Masxuton (E421)

Kanuues xuaporengocdar auxuapar (E341)
HaTtpueB HULIECTEH ITIKKOJAT

XUIpoMenosa

Marue3ues creapat (E470b)

TabnerHa oOBHUBKA
XHnpoMenosa

Tutanos auokcua (E171)
Makporomn

XKenezen okcua, uepsen (E172)
Keneizen okcua, uepeH (E172)

6.2 HecLBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha roasocrt

3 roauHn

6.4 CneunanHi yCJIOBHSA Ha CbXPaHEHHe

To3M neKapCTBEH NMPOAYKT HE U3HCKBA CNECUHATIHH YCIIOBHA 3a CbXPaHCHHE.
6.5 Buau cbabpikaHHe Ha ONMAKOBKATA

KapToneHa KyTus, chabpKaiua npospaded PVC-PVDC/Al 6aucrtep ot 10 unm 14 ¢punmupan
Onaxoska ot 10, 14, 28, 30, 56, 60, 100 unu 168 duaMupanu TabneTku.

He BcuukM BUAOBE ONAKOBKM MOrar Ja ObJaT mycHaTH B poaaxoa.



6.6 ChneuHaJIHK NpeaNasHH MEPKH NPH HIXBLPJIAHE

Hen3non3BaHUAT NEKAPCTBEH MPOAYKT UM OTIIAABYHHTE MATEPHAIH OT HETO TPAOBa /1a Ce H3XBLPJIAT B
CHOTBETCTBHE ¢ MECTHHUTE U3UCKBAHHA.

7. ITPUTEXXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

Zentiva, k.s.
U kabelovny 130,
Dolni Mécholupy,

102 37 Praha 10,
Yeuka penybnuka

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA
Per. Noe 20220281

9, JIATA HA ITBPBO PASPEUIABAHE/TIOJHOBABAHE HA PASPEIHEHHETO 3A
YIIOTPEBA

Jlata Ha mepBo paspewasane: 11.10.2022
10. JATA HA AKTYAJIN3UPAHE HA TEKCTA
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