KPATKA XAPAKTEPUCTHUKA HA TIPOAYKTA
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2. KAYECTBEH M KOJIMYECTBEH ChCTAB | 0go6PEH Ne ooz s

[Toncap 60 mg dunmMupasu TabIETKH
Besika unmMupana tabnerka cbhabpxka 60 mg Tukarpenop (ficagrelor).

[Tosicap 90 mg punMupaHu TaONETKH
Besika dunMupana Tabnerka cpabpka 90 mg TMKarpenop (ticagrelor).

3a MBJIHUA CIIMCHK Ha MOMOILIHUTE BELECTBA BHKTE To4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnerka

[Toncap 60 mg GuIMHUpaHU TabJIETKH

P030BH, KPBIJIH ¥ ABOHHOM3MBKHATH QUAMHMpPaHn TableTKH, C BATBOHATO pesiepHO 0003HAYEHHE
,,60“ oT enHara cTpaHa, ¢ pasmepu 7,9 — 8,4 mm.

[Toncap 90 mg dpunMupaHu Ta0NETKH
CBeTIOKBITH QUIMHpPAHH TabIETKH C yMEPEH OPaHXKeB OTTEHBK, KPBIJIM U NBOMHOM3ITbKHAIH, C

pasmepu 8,9 — 9,4 mm.

4. KJUHHUYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHUS

[Tosicap, NpHIOXKEH €IHOBPEMEHHO C aLeTHICATHINIOBA KHCETHHA (ACK), e noka3saH 3a npearna3BaHe

OT aTepoTpPOMOOTUYHH HHLMACHTH NPH Bb3PACTHH NAUMCHTH C

- ocTsp KopoHapeH cuHApoM (OKC) nnu

- aHaMHe3a 3a MuokapaeH uHdapkt (MK) 1 BUCOK PUCK OT pasBHTHE Ha aTepoTPOMOOTHYHO
cpouTHe (Bx. Touku 4.2 u 5.1).

4.2 Jlo3upoBKAa H HAYHH HA NMPHJIO’KEHHE

EDBH POBKd

[MauuenTture, npuemarny [loncap, TpAdBa CHIIO Taka Aa NpUeMaT HUCKa MOJABpIKallia 103a OT 75-
150 mg ACK nHeBHO, OCBEH aKO TOBa € H3pHYHO NMPOTHBOMOKA3aHO.

OcTpu KOPOHAPHU CUHAPOMH

Jleyenuero ¢ [Mosncap TpA6Ba na 3anoysa ¢ eJHOKPaTHA HATOBApPBALL@A 1032 OT | 80 mg (aBe TabneTku
ot 90 mg), cliell KOeTo ce MpoAb/KaBa ¢ 103a 90 mg aBa MbTH IHEBHO. [TpenopbuBa ce JIEYEHHETO C
[Toncap 90 mg aBa MbTH AHEBHO Aa NPOABIIXKH 12 mecena npu nauueHTH ¢ OKC, ocBeH ako HAMA

'_,! ]

KJIMHHYHM [T0Ka3aHUA 32 NPeKbCBaHe Ha npueMa (Bx. Touka 5.1). /7 W [




AHaMHe3a 338 MHOKapIcH HHOAapKT

TMoncap 60 mg ABa ITBTH AHEBHO € NPENOPHUMTENHATE K033, KOTATO & HeoOX0AHMO YABIKCHO
edeHMe Ha MaUHeHTH ¢ aHaMHe3a 3a MU ot nmoHe eHa rofHHa H BHCOK PHCK OT aTepoTpOMOOTHYHO
cubuTHe (BXK. Touka 5.1). JledeHueTo Moxe na OBIE 3anovHaTo 6e3 npeKsCBaHe, KaTo
MPOIK/DKABALIA TePaNys ClIEA HAYATHOTO JIEYEHHE OT €iHA FOHHA C [Toncap 90 mg WiH Teparnius ¢
npyr anesosuH audocdar (AIP) peuenTopeH uexu6urop npy mauyeHTH ¢ OKC 1 BUCOK PHCK 0T
atepoTpoMBoTHIHO CHOHTHE. JIeYeHHETO MOXE Aa 6B1e 3aroyHaTo ChINO ¥ 0 2 roxuHy or MU win
0 eJHA TOMHA CJIe]l CIIMpaHe Ha NPeAlIecTBAINOTO JICHCHHE C AJ1®-peuenroper uExuburop. Uma
OTPaHHYCHH JAHHH 33 €pHKACHOCTTa H 6e30IacCHOCTTa Ha YABDKEHO JISHCHHC & THKArpesiop Hax 3
rOOMHH.

AKO € HeoGXOOUMa CMSHA Ha TepalHsTa, mbpBara 103a [Toncap TpAGsa 1a 6b0e NpunoxeHa 24 yaca
/el NoCHeIHaTa A03a Ha APYTOTO aHTHTPOMOOTHYHO JIEKapCTBO.

IIponycnama 003a
Cpmo TaKa Tpabpa ga ce H30Arsa MpoMmyCKaHeTo Ha tabnerka. [TampeHT, KOUTO € MpOoITyCHaN A&

npueMe no3ara cu [loncap, TpabBa na npHeMe camo €Ha tabnerka (creaBamara cv A03a) B 4aca, B
koilito o6udaliHo % MpHeMa.

Cneyuanru nonyaayuu
Cmapuecka ee3pacm
[Tpu NauMEHTH B CTapHecka Bh3PacT He Ce Hanara KOpeKLHA Ha 103aTa (8. TOUKA 5.2).

Bvbpeuno yspexcoane
Ipu naumenty ¢ G66pesio yBpexaaHe He e HeODXOLAMa KOPEKIHA Ha 1103aTa (mx. TOYKA 5.2).

UeproOpobHo yspescoane

THKarpeJlIop He € MpoydIBaH IPH MAIHEHTH C TEXKKO 4epHOAPOOHO YBPEXKIAHE H NOPaI TOBA
yriorpefara My OT Te3H HAIIHEHTH € IIPOTHBOMOKa3aHa (sx. Touxa 4.3). IMa caMo OrpaHyHCHa
HHGOPMALIA NPH NALMEHTH C YMEPEHO yepHOAPoOHO yBpexkaaHe. KoparnpaHe Ha J03aTa He e
TIpenoprYBa, HO THKArpenop TpAOBa 1a ce H3MOoN38a C NOBHIIICHO BHUMAHNC (K. TOUKH 4.4 n 5.2).
[Tpu NaUMEHTH ¢ JIEKO HePHOAPOOHO YBPEXKIAHE HE € HeoGXoaMMa KOPEKIIHA Ha 103aTa (BX. TOYKa
5.2).

IHeduampuuna nonyaayuA

Be30nacHOCTTa H €pHKACHOCTTAa Ha THKAIrpeJIop MpH ACUA Ha BE3PACT TI0A 18 romuHHU He €
ycraHoBeHa, HaMa chOTBETHA ynoTpeda Ha THKArpesnop IpH AL Cbe CHPIOBHAHOKIETHIHA OonecTt
(BX. TOuxkH 5.1 1 5.2).

Ha9yuH Ha npHjokeHWe
3a nepopaTHO MPAIOAKCHHE,

TToncap Moxe Ja ce IpreMa CbC WIH 0e3 XpaHa.

[Ipu naumeHTHTE, KONTO HE MOTAT Aa MPErNbILAT NAjia (uenu) Tabnerxa(u), TAOAETKHTE MOTAT 13
6BAAT CTPHTH Ha QMH 1Ipax, fa ¢ CMECAT C MOJIOBAH 9ama BOA M J1a CC M3IAAT BOAHATa. Yamara
Tps6Ba Ja ce H3UIAKHE ¢ OHIe MOJIOBHH Hallia BOJA H CBABPKUMOTO /1A CE HIIIHC, CmecTa MOXe Ja ce
PHIAra ChII0 ¥ Ype3 Ha30-racTpainHa CoHOa (CH8 win no-rosamMa). BaxkHo € Haso-racTpanHaTa
COHJA Aa ce NMPOMME C BojJa ClIeH MPHIMKEHHETO Ha CMECTA.

4.3 TlpoTHBONOKA3aHHA

. CBpPBX4YBCTBHTEIIHOCT KbM AKTHBHOTO BEILIECTBO HIIH KBM HAKOS OT [TIOMOIIIHATE BEIEeCTBAa,
u36poeHH B ToUKa 6.1 (BK. TouKa 4.8).

AKTHMBHO NATOJIOIHYHO KBPBEHE.
. AHaMHe3a 3a HHTpaKpaHHanHa XeMoparus {Bx. Touka 4.8).
* Texxo qepHoApobHO yBpexaaHe (Bx. Touky 4.2, 4.4 H 5.2).




. CHBMECTHOTO IPIIOKEHHE Ha THKArpeop ¢ MomHK uHxuburopn Ha CYP3A4 (wanp.
KETOKOHA30JI, KIAPUTPOMHLMH, He(a3010H, PHTOHABHD M aTa3aHAaBHP), ThH KaTO MOXE 1a
[OBeZe IO 3HAYHTEHO [OBHIIEHNE HA eKCIIO3UIMATA Ha THKarpenop (Bx. Touka 4.5).

4.4 CroenuaJnHu NpeayNpeRACHUS H MPEANa3HH MEPKH NpH ynoTpeba

PuUCK OT KbPBEHE
[TpuoXeHHETO Ha THKAIPEIOP NPH MALMCHTH C H3BECCTEH NOBUILIECH PHCK OT KepBeHe TpiaOBa aa ce

[MpelieHH CPAMO MOJI3aTAa 10 OTHOLICHHE Ha Npeana3BaHeTo OT aTepoTPOMOOTHYHY HHIMACHTH (BX.

ToukH 4.8 1 5.1). AKO € KIHHHMHO [I0Ka3aH, THKarpenop Tp#0OBa ja Ce npuiara ¢ NOBHUIICHO

BHHMAHHE NPH CCIHHTE rPYIH NalHeHTH:

. [TanMeHRTHTE CHC CKJIOHHOCT KBM KBPBEHE (Hanp. opany CKOpOIIHa TpaBMa, Onepalu,
HapyIEHus B KPHBOCBCHPBAHETO, AKTHBEH WIH CKOPOIICH CTOMAIIHO-IPEBCH KPBBOM3IHB) UIH
Te3W KOUTO Ca ¢ MOBHIUIEH PHCK OT TpaBma. IIpunokeHHETO Ha THKArpesrop € mpoTHBOMOKA3aHO
NpH NalMEeHTH ¢ aKTHBHO NATONOrHYHO KbPBEHE, ITPH TAKHBA ¢ AHAMHE3a 33 HHTPAKPaHHAIHA
XEMOPparus ¥ MpH NALHMEHTH C TEXKO YepHOAPOOHO yBpEXKIaHe (BX. TOUK? 4.3).

° [TauueHTH, MPHEMaIIH eJIHOBPEMEHHO JIEKApCTBEHH MTPOLYKTH, KOHTO MOraT Aa NOBHLIAT PHCKA
OT KbpBeHe (HaIp. HECTEPOHAHH IPOTHBOBB3MAIMTENHH CPEACTBA (HCIIBC), nepopajHH
aHTHKOAryJaHTH i/mmi GUGPHHONUTHULIN) B paMKHTE Ha 24 4aca OT NPHEMa Ha TUKarpesop.

TpancdysuaTa Ha TpoMGonUTHA Maca He o6pbina aHTHTPOMOOTHIHHA edeKT Ha THKArpenop IpH
3apaBH ZOOPOBOJIIM H € MAIKO BEPOATHO A& HMa KIMHHYHA I10/13a ITPH NAlMeHTH C KBPBEHE, [Tonexe
¢IHOBPEMEHHOTO MPHJIOKEHHE Ha THKarpenop ¢ A€3MOTIPECHH HE CKbCABA BPEMETO Ha KBPBCHE,
BEPOATHO AE3MONpECHH Hama Ja Gbae edHKaceH 3a OBNaABAHE Ha KPHBON3IMB (BX, TOUkA 4.5).

AHTEOROPUHOIHTHYIHOTO JIeYeHHE (AMHHOKAIPOHOBA HWIH TPaHEKCaMOBa KHCETHHA) W/ UM
TepanuaTa ¢ pekoMOuHaHTeH akTop VIla Morar na ycKopAT KpBBOCHCHPBAHETO. [TpueMsT Ha
THKArpesnop MoXe Aa ce Bb30OROBH CJIEN KATO NPHHHATA 32 KBPBEHETO € OTKPHTA H TO € OBIARAHO.

Quepaypy

[NaumuenTrTe Tpsibsa na 6bAAT NOCHBETBAHU Ja HHPOPMHPAT JICKapUTE H CTOMATOIO3UTE CH, ¢
[pMEMaT THKarpetop, peiH aa M 6bae HasHaueHa HAKaKBa XHPYPruHa HHTEPBEHLHA H IPEIH 13
3AMOYHAT N3 [IPHEMAT HOB JIEKapCTBEH NPOMYKT.

ITpu naumenTHre oT npoyusaHero PLATO ¢ HanpaBeH kOPOHapHO-apTEpPHANICH bafinac (KAB), npy
THKArpenop ce Habmoaasa nosede KbpPBCHE OTKOKOTO NPH KJIOITHAOIPEN, KOTraTo € CIipAH 1 nen
[peAH OMEPALMA, HO CXOMHA HECTOTA Ha 3HAYHTENHO KbPBEHE, B CPaBHEHHE C KIOMHAOIPEN, Cle
CIMpaHe Ha NEYEHHETO 2 WM NoBede JIHH Npely onepauu (BX. TOUKa 4.8). AXO NalMeHThT NMOMICIKH
Ha TUIAHOBA OTIEPALIMA ¥ AHTHATPEAHTHHAT e(eKT e HexkenaH, THKarpenop Tpa0sa na ce cnpe 5 nan
MpeiH XMpypruuHaTa HHTEPBEHIMA (BXK. TOYK2 5.1).

[TaipieHTH ¢ MPeNeCTBAIN HCXSMHUICH HHCYIIT
Mausenru ¢ OKC ¢ npemecTsan] UCXeMHYeH HHCYIIT MOTaT Aa ObAAT JIeKyBaHH ¢ THKArpesnop B

MpoXBDKEHHE Hali-MHOTO fo 12 Mecena (npoyqsane PLATO).

B PEGASUS nauuenTd ¢ anaMHesa 3a MH ¢ npeanlecTsail KCXEMHYSH HHCYAT HE Ca BKIKYBaHH.
Tlopamu TOBA, ITPH JIMTICA Ha JAHHH, ICYeHHE NOBeYe OT elHA NOIKHA HE C¢ IIPENOPHYBA NPH TC3H
NMalHEHTH.

YepHonpoOHO yBpexAaHe

YnorpebaTa Ha THKArpeJIop € NpOTHBOTIOKA3aHa ITPH MAalHeHTH C TEXKKO yepHOAPOOHO yBpeXIaHe
(Bxk. Touku 4.2 u 4.3). iMa OrpaHM4eH OIUT ¢ THKarpeJIop NpH NALHEHTH C YMEPCHO yepHOAPOOHO
yBPEXXAAHe, MOPaaM TOBA IIPH TE3H MALMEHTH Ce NPeNnopbYBa NOBHIICHO BHUMAHHKE (BX. TOUKN 4.2 H

5.2).




[TanueHTH, pPUCKOBH 33 Pa3BHTHE HA Opanuxapays
Xontep EKI" MOHMTOpHpaHe MoKa3pa MOBHLIEHa Y€CTOTa IPENMMHO Ha ACHMITTOMHH BEHTPUKYJIADHH

nay3H 1o BpeMe Ha JIEGeHHE C THKarpenop B CPaBHEHHE C KIOMHAOTPE. [MareHTHTE ¢ NOBHIUEH PHCK
OT pa3sBHTHe HAa GpapuKapaua (Hanp. MALHCHTH CbC CHHAPOM Ha GONHNUA CHHYCOB Bb3ell Oe3
neiicMedksp, AV-6nox II wom III crenen, wiy TakuBa CbC CBBP3aHHU © OpanukapAua CHHKOIH) ca
H3KIIIOUEHM 0T OCHOBHETE NMPOYYBAHHA 33 OLEHKa Ha G€30M1aCHOCTTA K ¢pHUKaCHOCTTA HA THKArPENOp.
Cie/I0BATEHO, ITOPAH OTpaHMYEHHs KIHHIYEH OITHT, THKArpenop Tpa0Ba /ia ce H3non3sa
NOBMIIIEHO BHUMAHKE MPH TE3H NaureHTH (BX. Touka 5.1).

OcBeH TOBa THKarpeaop Tpabsa Aa ce npunara ¢ NOBUIEHO BHHMAHHC ¢AHOBPEMEHHO € JICKaPCTBEHH
POAYKTH, 338 KOKTO € H3BECTHO, Y& WHAYLMpaT OpamuKapans. B npoyusanero PLATO obaue He ce
HaGNIOABAT IOKA3ATEICTBA 3a KIMHHYIHO 3HEaUUMH HEeXENaHH PeakLHH ClIEA €AHOBPEMEHHO
MPWIOKEHHE C SIMH WIH [I0BeYe IEKAPCTBEHH MMPOMYKTH, 33 KOUTO € H3BECTHO, HC HHIYyLHPAT
6panukapaua (Hanp. 96 % Gera-6noxepH, 33 % ONOKEPH HA KANIHEBATE KAHAIH IHITHAICM H
BepanaMu, ¥ 4 % ZUroKCHH) (BX. To4Ka 4.5).

INo BpeMe Ha xoaTepoBoTo noanpoyysaxe 8 PLATO nosede nalMeHTH ca HMAId BEHTPHKYIapHi
may3u >3 CeKYHIH ¢ THKArpeyiop, OTKOJIKOTO ¢ KNOMHIOrped, 10 BPEME Ha 0CTpaTa ¢a3za Ha TEXHHA
OKC. YBeIU49eHHETO HA YCTAHOBEHHUTE C XOJATEP BEHTPHKYIapHH Nay3H C THKArpenop € 61O 11O0-
BHCOKO TIPH NALMEHTH C XPOHHIHA ChpAeYHa HenocTaThyHOCT (XCH), OTKOJKOTO B LIOCTHATA
M3c/IeIBAHA TIOMyJTalldA No BpeMe Ha octpara ¢asa Ha OKC, HO He ¥ HA MBPBHA MECCL] Ha JICUCHACTO
C THKArp&Iop WIH B CpaBHEHHE ¢ KIOMUAOrpeN. B Tasu NnomyIalya MalHeHTH HE € HMATO HIKAKBR
CTPAHHIHH KTHHMYHH TIOCHECTBHA, CRBP3aHH C T03U AncOaIanC (BTIOIHTENHO CHHKOI HITH
nocrasaxe Ha nelcMedikbp) (BX. TouYka 5.1).

B nocTMapKeTHHIOBHSA MTEPHOA MPH MALMEHTH, PHEMaIlH THKarpenop, ce cpo0mana 3a ceOuTHA Ha
6paguapaTMuA ¥ AV-610k (BX. ToUKa 4.8), IPEAHMHO NPU MALIACHTH C OKC, npu KOUTO CepAeTHATa
MCXEMHA M CBITPTCTBAIIO NIPWIArAHATE JICKapCTBa, KOUTO HAMAIABAT ChpACHHATA HECTOTA HITH
3acAraT ChPASYHATA MPOBOJUMOCT Ce ABABAT MOTCHUMATHN CMyIABAINH ¢axTopn. KIIHHUYHOTO
CHCTOANME HA MAIMEHTa H CBITHTCTBAMIO MpUAaraHiTe JIeKapcTa TpAOBa Aa Gbaar pasriexnaany Karo
NOTEHLMATHY [TPHYHHH 34 TE3H ChbCTOSHHA, MIPSAH Ja €€ KOPHTHPA JIEICHHUETO.

CITHEs

IucrHes ce crobiapa MpH MALKEHTHTe, JIEKyBaHH ¢ THKarpeaop. iucrxedra 0OMKHOBEHO € NIeKa J0
yMepeHa 1o HHTEH3HTET H JeCTO OT3By4aBa 6e3 HeoOX0HMOCT OT NPEKBCBAHE HA JIEICHHETO. [Ipu
NaLeHTHTE ¢ ACTMa/XpoHIIHA 06cTpyKTHBHa Genoapobua 6onect (XObb) Moxe fa MMa MOBHIICH
aGCOMOTEH PHCK OT BH3HHKBAHE HA JMCIHeA ¢ THKarpesnop. Trxarpenop TpAOBa ia ce M3MoN3Ba ¢
[IOBHIIEHO BHUMAHYE IIPH MALMEHTH ¢ aHaMHe3a 3a acTMa Wi XObb. MexaHH3MET BCE OLLE He €
ACHEH. AKO MauMeNTHT CHOOIIM 32 HOBOBB3HHKHANA, ITPOMBDKUTENHE WIH BOIICHA JUCITHEA,
ToBa TpAOBa Ja ce H3CTEABA LIIOCTHO M aKO He ce TONePHpa, JIETCHHETO ¢ THKArpeilop TpabBa 1a ce
cnpe. 3a JomBHUTEH HHGOPMAITHA BIDKTE TOUKa 4.8.

e HA ChHHA anHes

B nocrMapKeTHHroBUA NMEPHO NPH IALHEHTH, IpHeMalllH THKarpenop, ce ch00IIaBa 3a LeHTpaIHa
CBLHH4 anHes, BKmounTenHo aumade Ha Cheyne-Stokes. IIpu chMHEHME 32 HCHTPAIHA CHHHA AITHE,
TpsibBa na ce OOMUCAH NOMBJIHATENHA KIIMHHYHA OLICHKA.

[IopHImapaHe Ha KPCATHHHHA

Hupara Ha KpeaTHHHHA MOTAaT [a Ce MOBMINAT 10 BpeME Ha JIEYCHHETO C THKarpe/op. Mexauu3MbT
BCe OIe He e HaAcHeH. brOpeaHara ¢yHKmmA TpAOBa Aa CE NpOBCPABa ChrIacHO CraHNapTHATA
meguimHcKa mpakTrka. [Tpu nammenti ¢ OKC ce npenopbusa CHILO 12 CC POBEPH Os6peunara
GYHKIMA eNHH Mecell CJIS/ 3aTI0YBaHe Ha JIEYEHHETO ¢ THKArpenop, Karo ce obprina ocobeHo
BHHMAHHE Ha NANMeHTH > 75 rOJMHY, NalMeHTH ¢ yMepeHa/Texka OpOpedHa HeNoCTaTbHHOCT 1

TAKVBa, KOMTO MOMY9YaBaT CHITBTCTBALNA TEPAIHA C AHTHOTCH3HH-PELICIITOPHY 6noxepu (APB).

VBenuuaBaHe Ha MMKOYHATA KHCEITHHA




XHAnepypHKeMHa MOXe Ja Bb3HHKHE 110 BpeMe Ha JICYEHHE ¢ THKarpenop (8. Touka 4.8). Tpnbsa na
ce BHMMaBa NpY MALMEHTH C aHAMHE3a 32 XUTEPYPUKEMHA WITH TIOZArpo3eH apTPHT. Karo npenna3zna
MSPKA HE Ce HachpUaBa ynorpefara Ha TUKarpesop MpH NauNeHTH ¢ ypeMH1Ha HedpoNaTHA.

TpomboTruna TpomGounroneHyyna rypnypa (TTII

TpomGoTHaHa TpomGowmronenHHa mypnypa (TTII) ce crobmasa MHOTO PAAKO MpH ynoTpeba Ha
THKArpesop. XapakTepusupa ce ¢ TPOMOOLMTONCHHS 1 MUKPOSHT HOTIATHHA XEMOIHTHTHA AHCMHA,
CRBP3aHa ¢ HEBPOAOrHIHY HAXOAKH, 61L0peuHa A¥CHYHKIHA WIH BUCOKA TEMIIepaTypa. TTIle
NOTEHIMAHO JIETANHO CHCTOAHME, M3UCKBAMO GBP30 eueHne, BRIIOTHTETHO MnasMadepesa.

Ilo e 0o HK H OVarHOCTHLHPAHE Ha XeHapHH-

uHIyIApana TpoMGoimronenns (XUT)
IMpu TecTa 32 XemapHH-HHAYLMpaHa akTHeauka Ha TpomGouwrrte (XHTA), n3nonssan 3a

anarHocTHLHpate Ha XUT, anru-TpomGouure daxrop 4/XenapyH aHTHTEATa B CEpyMa Ha
naiuyeHTa aKTUBHpaT TPoMOOLMTHTE Ha 3ApaBH AOHOPH B NPHCECTBHETO Ha XETIapHH.

DaTLHBO OTPUUATENHH pe3yrarty 38 XHT npH TecT 3a TpoMGoLUTHA QYHKLWS (KOSTO BKITIOWBA, HO
MOJKe Jia He c& orpaHnyasa o rect 38 XUTA) ce cho0masar Iipy NauHeHTH, IPHEMAaIlli THKArperiop.
Toba e cBbP3aHO ¢ HHXUOKpaHe Ha P2Y 12-penenTopa BepXY TPOMOOLIMTHTE Ha 3APABHTE IOHOPH OT
THKarpenop B cepyMa/Tna3mMara Ha naupenTa npd tecta. MHbopMalps 3a CILTCTBALLA TCPAlHA ¢
THKATPENIOp Ce M3HCKBA, KOTaTo Ce PasuMTaT TECTOBETE 38 TPOMOOIHTHATA byHKLMA TIPU
nuarHoctuumpane Ha XHUT.

[Ipu nanueHTH, KouTO ca pa3Bwii XHUT, ChOTHOMIEHHETO [TON3a-PUCK OT MPOAB/DKHTENHO JICICHHE C
THKArpeJop TpsAOBa Jia ce OLIEHH, KATO C¢ B3EMAT NPE/BH U nporpoMOoTHYHuA cTaTyC HA XUT H
NOBUIIEHHA PHCK OT KbPBEHE NPH CHITBTCTBALIA TEPAIIHA ¢ aHTHKOATYJIAHT ¥ THKarpeyiop.

EE! '

Ha 6a3a Ha HabmonasauaTa B PLATO Bpp3ka Mexay nogaspxamara £o3a ACK v oTHocHTeTHaTa
e MKACHOCT HA THKArpeJiop B CPaBHEHHE C KIOMKIOrpeN, He ce Npenopbisa eAHOBPEMECHHOTO
[IpWICKEHHE Ha THKATPEIOp M BUCOKa nofxepalua aosa ACK (> 300 mg) (BX. TouKa 5.1).

PaHHO MPEYCTAHOBABAHE
PaHHOTO CIIMpaHe Ha KOATO H 14 € aHTHArPeraHTHa TEPaNHsA, BKIIIOIHUTEIHO H C [Toncap, Moxe

Ja ZoBeje OO MOBHMIABAaHE Ha PHCKa OT chpaetro-cbhaora (CC) emupt, MU i uHCYNT
BCJIEICTBHE HA MOAIeKaIoTo 3abonspaHe Ha MAMEHTa,
CrniepoBaTesiHO TpaOBa Aa ce H30ArBa MpeKACBPEMEHHO CIIHpaHe Ha TEPanmiTa.

To3H IEKapCTBEH IPOAYKT CHABPXA N0-MaNko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.¢. MOXE /2
ce Kaxke, 9¢ MPaKTHIEeCKU HE ChABPXKA HATPHH.

4.5 BiapmoaeHicTBHE ¢ APYTH JeKAPCTBEHN NPOAYKTH H APYrd GopmMu Ha B3anMoaelicTaue

Tukarpenop e npean Beuuko cybcrpar Ha CYP3A4 u cna6 mixuburop Ha CYP3A4. Tuxarpenop €
chulo cyberpar Ha P-rinukonporenna (P-gp) v cnab vHxuGUTOp Ha P-gp H MOXE /13 MOBHILIN

eKCrosuLMaTa Ha cybcrpatu Ha P-gp.

D€ A ICKAPDCTBECHH W IDY] POI BEPX KArpeaop
Huxubumopu na CYP3A44
. Mownu unxubumopu na CYP3A4 — enHOBPEMEHHOTO MPHIIOKCHHE HA KETOKOHA30J €
THKArpenop oM a0 nosumasane Ha Cmax 1 AUC Ha THKarpenop, CbOTBETHO 2,4 mptu K 7,3
mbTH. Cmax ¥ AUC Ha aKTHBHHS METaBOJTHT CE TIOHHXAaBaT, ChOTBETHO ¢ 89 % 1 56 %.
Ovaksa ce ¥ Apyrd MOIHH HHxuGuTopH Ha CYP3A4 (knapUTpOMULIMH, He(a30/0H,




. Vmepenu unxubumopu na CYP3A4 — epHOBPEMEHHOTO MPUIOKEHUE HA TUTTHA3EM C
rukarpenop nosumasa Cmax Ha THKArpeiop © 69 %, a AUC — 10 2,7 0bTH H NIOHIDKaBa
Cmax Ha akTuBHHA MeTaGomut ¢ 38 %, noxaro AUC ocrasa HEMPOMCHCHA. THkarpenop He
OKa3B2 BIHAHHE BHPXY IUIa3MeHaTa KOHUECHTPAIHs Ha NHITHAIEM. QOu4axsa ce Apyrure
yMepeHH HHXHOHNTOPH Ha CYP3A4 (Hanp. aMIIpeHaBHp, ANPenuTaHT, CPATPOMUIIMH
(ykoHa30.T) A2 MMAT CXOACH eheKT M CHIIO /ia MOFaT Ja C¢ MpUiIAraT eIHOBPEMCHHO C

THKarpeiop.

° Habmonasasa € 2 ITbTH YBEIHW4eHa CKCIO3HUMA Ha THKArpeJIop ciell KOHCYMAallus Ha rojIeMd
KoNMGecTBa coK oT rpeindpyr axesHo (3x200 mi). Tasu cTeneH Ha NOBHIIEHA EKCITO3HLMA
He ce ouaksa na 6pae KIHHHYHO 3Ha9KMa 34 NMOBEYCTO NaLMeHTH.

Hudyxmopu Ha CYP3A4

EXHOBPEMEHHOTO NMPAIOKCHAE Ha pHOAMITHIYH H THKArpesiop BoIH 0 noHwkapade Ha Cmax ¥
AUC Ha THKArpenop ¢OTBETHO C¢ 73 %o M 86 %. Cmax Ha aKTHBHHA MeTaOOIHT HE CE MPOMCHA,
a AUC ce MOHIDKaBa ChOTBETHO ¢ 46 %, OgakBa ce ApYrHTe HHIYKTOPH na CYP3A (Hanp.
¢enuTOMH, KapbamMa3enHH 1 dbenoGap6uTai) CHINO N2 NOHIKKABAT EKCIO3HLIMATA Ha THKArpenop.
EQHOBPEMEHHOTO TIPHIICKEHHE HA THKArpenop ¢ MOIIHH pHAykTOpH Ha CYP3A MOXeE 1a NOHHXKH
eKCTIO3MLIMATA ¥ CPMKACHOCTTA Ha THKArPEJIOp, ¥ NIOpaTH Ta3H MPHHIHHA HE ce Hachpdasa TAXHOTO
CHITBTCTBAILO MPHIOKEHHE C THKArpeNop.

Luxnocnopun (upxuGumop na P-gp u CYP3A4)

EIHOBpPEMEHHOTO NMPHIOKCHHE HA LHKNIOCTIOPHH (600 mg) ¢ THXarpeiop BoAH A0 MOBHIIABAHE
ua Cmax 1 AUC Ha THKarpeiop CbOTBETHO 2,3 ITbTH M 2.8 meTH. [IpH HAIHINETO Ha
muictocniopit, AUC Ha akTUBHHA MeTabomuT ce nosumana ¢ 32 %, a Cmax c¢ noHwkasa C 15
%.

Henma HaIMIHH JaHHH 32 eHOBpeMeHHaTa yNoTpeda Ha THKarpenop ¢ Apyra AKTWBHH BEIIECTBA,
XOUTO CHIO C& MOIIHH HHXNOWTOPH HA P-gp H yMEpPCHH pxuburopu Ha CYP3A4 (sanp. BepanaMuil,
XHWHWHH), KONTO CBHIII0 MOTaT Aa noBHInar eKCIIO3HLIMATA Ha THKArpenop. AKo KOMOHUHAIIAATA HE
MoKe Na Gbe H3bernara, TAXHOTO eIHOBPEMEHHO MPATOKCHHT Tpsi6Ba Ja ce H3BPHpLIBA C IOBHIICHO
BHHMAaHHE.

Hpyzu
K TMHMYHHTE TPOYTBaHusA 38 (apMaKOIOrHiHH B3aMMONEHCTBHUS NOKa3Bar, 9€ SAHOBPEMEHHOTO
IIPUITOMKEHHE HA THKATPENIOP C XEMApHH, CHOKCANAPHH 1 ACK i ie3sMOMNpecHH HE OKa3BaT

pR3gelicTBHE BEPXY (ApMaKOKHHETHKATA Ha THKArpesop HiH aKTHBHHA My MeTaboJIUT, WK BBPXY

AJI@-uHAyuMpasara TPOMOOLMTHA arperatus, b cpaBHeHHe ¢ THKarpeyiop, NpHIokeH
CAMOCTOSTENIHO. AKO € KIHHHIHO ITOKAa3aHO, ICKApCTBEHH PO KTH, KOMTO M3MEHAT XeMocTasata,

TpaGBa A2 c¢ M3NOIT3BAT C MOBHIICHO BHHMAHMNE B koMOUHAIMS C THKATPEJIOP.

Ha6mogasaHa e 3a6apeHa H MOHMKEHA eKCIIO3MLKA Ha MepopaTHH uuxubuTopu Ha P2Y12,
BK/TIOUMTETHO THXarpeaop H HCroBHA aKTHBEH merabonut npy naumeHTr ¢ OKC eKyBaHu ¢ MopduH
(35 % moHMKABAHE HA EKCTIO3HLMATA HA tuxarpenop). Topa B3auMOREHCTBHE MOXKE Aa € CEBP3AHO C
HaMaJIeH CTOMAIIHO-IPEBEH MOTIWIHTET K A C& OTHACA 32 APYTH OIHOKAH. KMMHAIHOTO 3HAYEHHE €
HEM3BECTHO, HO JAHHHTE MOKa3BaT MOTCHIMAN 33 HaMalleHa e(MKACHOCT Ha THKarpesnop npH
[IALMEHTH ¢ €AHOBPEMEHHO JIPWIOKEHNE HA THKArpeliop H mopdHH. [IpH namueHTH ¢ OKC, npwu
KOMTO MOPGHHBT He MOXe Aa Ob/ie CIPAH H 6Bp3oTo uHxuGHpane Ha P2Y 12 e 0T CHIICCTBEHO
sHAYEHHE, MOXeE Jia c¢ 0OMMCIIH ynoTpeba Ha MapeHTCpacH urxuburop Ha P2Y12.

EdexT_Ha THKArpenop BEpXy APYTH JIeKAPCTBEHH NDOXYKTH

JlexapcTBeHN NPOJYKTH, KOWTO €€ merabommsupar oT CYP3A4
° Cumeacmamul — 6IHOBPEMEHHOTO MPHIIOKEHHE Ha THKArpenop cet CHMBACTATHH BOZH A0
nopumasane Ba Cmax 1 AUC Ha cHMBACTaTHH CBOTBETHO € 81 % u 56 %, K HA
nopumasake Ha Cmax 1 AUC Ha CHMBaCTaTHHOBATA KMCEJINHA CHOTBETHO




B OTJEJHH CJIy4aH ce JOCTHIa 2- 10 3-KpaTHO MoBHIIABaHe. EXHOBPEMEHHOTO NPUIOKEHUE Ha
THKArpeop H CHMBACTATHH B X033, HanpHinabama 40 mg ZHEBHO, MOXeE Aa AOBCAC 10
HeXe/TaHH peaKlMHd Ha CHMBACTATHH M TPA0BA Ja ce MPCUCHN CIIPAMO NOTCHIHAIIHHTC II0JI3M.
CHMBACTATHH HE OK43Ba BIHAHHE BbPXY IUTA3MEHHTE KOHLICHTPALIMH Ha THKarpemnop.
TuKarpeJop MOXe 1a 0Ka3Ba CxofieH edekt BepXy JoBacTariH. He ce mpenopbisa
eAHOBPEMEHHATA ynoTpeda Ha THKArpenop ¢bC CUMBACTaTHH HIIH JIOBAaCTaTHH B JO3H,
Hagsumasawy 40 mg.

. Amopeacmamun — ¢ THOBPEMEHHOTO NMPUIOXKEHHe Ha aTOPBACTATHH M THKArpesiop BOAK A0
nosumasare Ha Cmax ¥ AUC Ha aTopBacTaTHHOBATA KUCEMHA CHOTBETHO ¢ 23 % 1 36 %.
Cxonaxo noprumaeaHe Ha AUC u Cmax e HabmoaaBaHO IIPH BCHIKH METa0O0/IHTH Ha
aTOPBACTATHHOBATA KHCENHMHA. Te3n NOBHIICHH CTOMHOCTH HE CC CHHMTAT 38 KITHHHIHO
3HAYHMH.

° He MOXe N1a ce M3KJIOUHN NMoRo6eH edekT H BrpXy APYTH CTATHHU, MeTabONM3HpaHu OT
CYP3A4. [Maumenture B npoy4ypaHero PLATO, xoHTO ca nory4asany THKarpeop, ca
IpHeMany pasIHyHK CTATHHH 0e3 croOpaxkeHHe 110 OTHOLIEHHE Ha 0€30MacHOCTTa Ka CTaTHHA
mpu 93 % ot xoxoprara Ha PLATO, kosTo ¢ mpueMaia Te3H JICKapCTBEHH IIPORYKTH.

Tukarpenop e cnab naxudurop Ha CYP3A4. EAHOBpEeMEHHOTO IMPHIOKEHHE HA THKArpenop Cbe
cy6ctpary Ha CYP3 A4 ¢ TeceH TepaneBTHYCH HHAEKC (HAMp. LIM3AIPHI UIH EPrOATKANONAM) HE Ce
MpenoprYBa, Thii KATO THKArpesop MoXe Ja MOBHIIH eKCIIO3MUMATA Ha Te3U NICKApCTBEHH ITPOIYKTH.

P-gp cybempamu (exriowumenno QUOKCUH, YUKAOCHODUH)

EnHOBpEMEHHOTO NPUIICKEHHE ¢ THKArpenop BogH Ao nosuwapate Ha Cmax u AUC Ha MTOKCHH
CBOTBETHO CBC 75 % 1 28 %. Cpeanure Hal-HHCKH HMBA Ha TUrOKCHH CE MOBUIIABAT ¢ OkoNo 30
% NpH €OHOBPEMEHHO MPUJIOKEHHE ¢ THKArPeNop, K4To B HAKOM OTICIHH CITydan Ce OTYNTaT
MaKCHMYM IBYKPATHH MOBHIIABAHMA. B NpHCHCTBHETO Ha AUMOKCHH Cmax H AUC na THKarpenop
M AKTUBHMA My MeTaGoNHT He ce noBnuasar. CreaosaTeHo, NpH EAHOBPEMEHHO NPHJIOKEHHE Ha
THKarpesop ¢ P-gp-3aBUCHMH NEKaPCTBEHH NMPORXYKTH ¢ MATBK TEPANCBTHYCH HHACKC KaTo
IMTOKCHH, C€ NpenophuBa NOAXONAI WIHHHYEH W/ HIH 1abopaTopeH KOHTPO.

Tuxarpenop He 0Ka3Ba BIWAHHE BEPXY KOHIIEHTPALMATA Ha MKJIOCIIOPHH B KPBHETA. EdexrsT Ha
THKarpeJop BepXy ApyTrH cyOcTpaTH Ha P-gp He € mpoy4BaH.

Jexapcmeenu npodykmu, xoumo ce memabonusupam om CYP2CI

ENHOBPEeMEHHOTO MPUAOKEHHE Ha THKArpeJiop ¢ TOMOYTaMuA He BOAH N0 MPOMSAHA HA [UTa3MEHUTE
KOHICHTPALWH Ha KOWTO U Zia € OT ABaTa NPOAYKT4, KOETO NMPCANoNara, 4¢ THKarpe/iop He €
uaxuGurop Ha CYP2C9 ¥ € MANIKO BEpOATHO Aa NnoBnusAsa Meauupanud ot CYP2CH MeTabonu3sm

Ha NEKAPCTBEHH NMPOAYKTH kaTo BapdaprH H TONOyTaMH.

Posyeacmamun

THKarpenop Moxe Aa nopiuse GrOpeuHaTa eKCKpelys Ha po3yBacTaTHH, yBE/IM4aBaAKH PHCKaA OT
KyMyJIMpaHe Ha po3yBacTaTHH. BENPEKH de TOYHHAT MEXaHHIBM HE € H3BECTCH, B HAKOH CiTyHaH
eIHOBPEMEHHOTO NPUIO)KEHHE Ha THKArpesiop H po3yBacTaTHH BOAH JI0 HAMAJINBAHE Ha 6u6peqHara
¢yuxums, nopuineHo suBo Ha CPK u pabaomuosnusa.

Ilepopannu xkonmpayenmugu

EHOBPEMEHHOTO NPHIIOKEHHE HA THUKArpelop C JICBOHOPrecTpes K €THHII €CTPAZMO]T BORH 10
NOBHINABAHE HA EKCIIO3HIMATA KbM €THHHN ecTpaauoi ¢ npubnu3urenHo 20 %, Ho He MOBIIHABA
dapMakOKHHETHKATA Ha JIEBOHOPrecTpes. [1pH eNHOBPEMEHHO NNPHIIOKEHHE Ha JIEBOHOPreCTPEN X
ETHHWI eCTPalHON ¢ THKarpelop He c& 09aKkpa KIHHHYHO 3HAUUM e(QeKT BLPXY epUKaCHOCTTa Ha

NEPOPANHHA KOHTPALISITTHB.

Jexapcmeenu npodykmy, 3@ KOUMO @ U3gecMmHKo, Ye uHQyyupam 6paduxapous
IMopaau HaGmoaBaHe Ha MPEeAMMHO ACHMITTOMHH BEHTPHKYJIAPHHM Nay3d ¥ GpanyKapiid

MOBHIIIEHO BHUMaHHe, KOIaTo THKArpelIop ce npuiara eIHOBPEMEHHO C JICKAPCTBEHH zg&l‘i#ﬁﬁf}o
KOWTO € H3BECTHO, 4e HHAyLMpaT Gpaauxapada (BX. To4ka 4.4). B npoyusaneto PL .&%Em '
e oot e
. ﬁM bl o




HabmoaaBaT MOKA3aTeJICTBA 33 KIMHNYHO 3HAYHMH HeKeJTaHH peakKliH Cliell €JHOBPEMEHHO
MpUAOKEHHE ¢ SJIYH WIH OBeYe JEKapCTBEHH ITPOIYKTH, 38 KOHTO € M3BECTHO, e MHIYLHpaT
6panuxapaus (Hamp. 96 % Geta-610kepH, 33 % OnoKepH HA KaNLUAECBATE KAHAIH IUNTHAIEM H

Bepanammuni, 1 4 % JHATOKCHH).

Lpyea cunvmemeawya mepanun

B X/TMHHYHMTE IPOYYBAHMSA THKArpesop € nmpuwiaran egHopeMeHHo ¢ ACK, nHxuburopu Ha
MPOTOHHATA [I0MITA, CTaTHHH, Oera-0okepH, HHXHOUTOPH Ha aHTHOTCH3HH-KOHBEPTHPALLMS €H3UM
(ACE) u aurnorensuH Il penerrropru 6mokepu, HeoOXOOUMH 32 JiedeHKE Ha ChITbTCTBAIUH
3a00/4BaHMA 38 ABIBI EPHOI, & CHILO H XenapKH, HHCKOMOJICKYJIEH X€MapHH H MHTPaBCHO3HH
urxuEGuropn Ha GplItvIlla 3a kparko BpeMe (Bx. T0%Ka 5.1). He ca HanwyHM JaHHH 38 HabroJaBaHH
KITHHAYHC 3HAYMMH HEXETaHH B3aiMoelicTBrS NpH yroTpeba Ha TE3H JICKaPCTBEHH NPONYKTH.

EnsoBpeMEHHOTO MPWIOKEHHE HA THKATPEJIOp ¢ XenapHH, eHOKCHIIRPHH KK AC3MOIIPECHH HAMA
edekT BBPXY aKTHBHPAHOTO NapoHaiHo TpoMGortacTHHOBO BpeMe (aPTT), akTHBHPAHOTO BpEMe Ha
cecupsade (ABC) nwiu u3cinensaHusaTa Ha gakrop Xa. Bee nak, nopany NOTeHUNATHHTE
bapMakoIHHAMMYHH B3aHMOACHCTBHA, €IHOBPEMEHHOTO NPWIOKEHHE Ha THKArpenop € JCKapCTBEHH
MPOLYKTH, 32 KOHTO € H3BECTHO, 9€ NPOMEHAT XEMOCTa3aTa, TpsiOBa Ja C¢ U3BbPLUIBA ¢ MOBHIIEHO
BHHMAHHE.

[Topaau crobmeHns 3a abHOpMHO K0xHO KbpBeHe ¢ SSRI (Harp. napokceTHH, CEPTPATHH H
HHTAIONpaM), Ipenoprasa ce BHUMaHue, koraro SSRI ce mpunarar ¢ THKarpenop, ThH KaTo ToBa
MOXXe Aa MOBUINH pUCKa OT KbEPBEHE.

4.6 @epTHNHTET, 6peMEHHOCT H KbPMEHE

XKeuy ¢ neTepolieH NoTeHIMal
JeHH ¢ AeTeposieH MOTeHIMAN TpAOBA A M3IOJI3BAT eSKTHBHH KOHTPALCIITHBHH MEPKH, 32

ia m3berHaT 3a0peMeHABAHE IO BpeMe Ha JICYEHHE ¢ THKArpesop.

BpeMeHHOCT

HaMma WM HMa OTpaHHYeHO KOTHUECTBO NAaHHH 32 YNoTpe6aTa Ha THKArpenop npH 6peMeHHH JKEeHH.
IIpoy4BaHMATA NPH XUBOTHH MTOKA3BAT PENpPOXYKTHBHA TOKCHMHOCT (BX. TOYKE 3.3).

Tuxarpenop He ¢e MPenops4Ba Mo BpeMe Ha OpeMEHHOCT.

Kbpmene
Hanuuuure dpapMaxo HBaMiHW/ TOKCHKONOTHMHH JaHHH MPH XKMBOTHH IT0Ka3BAT CKCKPCLMA HA

THKATPEJIOP H aKTHBHHA My MeTabonHT B MISAKOTO (BXK. Touka 5.3). He Moxe j1a ce H3KII0H PHUCK IIPH
HOBOpOIEeH/xbpMaeTa. TpaGBa Aa ce B3eMe pelIeHYE AaJIK jia ce CIIPe KBPMEHETO, WIH Ja Ce
MPEKPaTH/Ia He ¢ NMpHiara TeparnHs ¢ THKarpeyiop, Karo ce B3eMe NMPEeBHI I0NI3aTa OT KbpPMEHETO 33
IEeTeTo H N0J13aTa OT TEPaIATA 32 XKeHaTa.

QD epTHIHTET
THKArpenop He 0Ka3Ba BIMAHHE BEPXY MBKKHS H XXSHCKHA PEPTIUIMTET IPH XHUBOTHH (BXK. TOKA 5.3).

4.7 EdexTn BBpXY cnocofHocTTa 38 mMopHpaHe H padora ¢ MAINHHH

THKarpenop He MORIUABA WM NOB/IHABA IpeHeOpekuMo criocoSHOCTTA 3a o HpaHe U paboTa ¢
mamnay, [To BpeMe Ha JICUEHHE ¢ THKarpesop ce chobinasa 3amalipane U 00bpkBaHe. CIICIOBATENHO,
MaLMEHTH, KOKWTO MOTYYaT Te3H CHMITTOMH TpabBa fa ca NpeanavinBH AOKATO WOhHpaT uad paboTAT
C MAllIMHH,

4.8 HexeNanH JeKapCTBeHH PEaKIIHA

Pe3roMe H HA 1acH
[MpopuasT HA Ge30MMACHOCT HA THKArPENOp € OLICHABAH B BS rOEMH KIHHHTHHA U311




o oTHomenwue Ha uaxona (PLATO u PEGASUS), BKIIOUBAILH [TOBEHE OT 39 000 nmauueHTH (BX.

To4Ka 5.1).

B PLATO, npy naujieHTHTE HA THKArpeniop HMa no-Bucoka 16CToTa Ha npeycTaHOBABAHE Ha
TEpAnUATa NOPaaH HeXKeNaHH ChOUTHA, B CPABHEHHE C KIOIHAOTPEI (7,4 % cnpamo 5,4 %). B
PEGASUS naumeHTHTe, JIEKYBaHH ¢ THKATPEIOP, MMAT [10-BUCOKA YSCTOTA HA MPEYyCTAHOBABAHE Ha
TepaluATa IOPAAH HexkenaHH CHOMTHA B CPaBHEHHE C rpyniara Ha TCPAIHA CaMo ¢ ACK (16,1 % 3a
Tuxkarpenop 60 mg ¢ ACK crnpamo 8,5 % 3a Tepanis caMo © ACK). Haii-yecTo crodlapaHuTe
HesKeNIAHH PeaKLiH MK NalHEHTHTE, JEKYBAHH C THKarpeJop, ¢a KbpBeHe H JUCIIHEA (BK. TOUKa 4.4).

TalsiMtueH CIHCHK HA HEXENAHUTE PeaKIln

TTpesicTaBeHHTE NO-N0TY HEXENaHW PEaKIUH ¢a HICHTH

ITPY NOCTMAPKETHHIOB OTINT ¢ THKArpesiop (Tabnuua 1).

$uIHMpaHH B IPOYIBAHHATA HIH Ca CHOOIICHH

HexenaHure peakldy ca H36pOeHH 0 CHCTeMO-OpraHeH Kiac (COK) no MedDRA. B paMKkuTe Ha
acexn COK HeXeNaHHuTe TeKAPCTBEHH peakimu ca u3bpoern o 4ectora. KaTteropuure rno 1€cTora ce
nedMHUPAT 110 CIeAHATA KOHBSHIMA: MHOTO YeCTH (>1/10), uectr (=1/100 to <1/10), HeGeCTH
(>1/1,000 ao <1/100), peaxu (=1/10,000 mo <1/1,000), Muoro peax# (<1/10,000), ¢ HeH3BECTHA
yecToTa (OT HAIMYHKTE NAHHH HE MOjke Aa Oblie HanpaBeHa OLICHKA).

Ta6auua 1 — HexenaHH peaklHH MO YeCTOTA H CHCTEMO-0PraHeH KAAC (COK)

COK MHoOro 4yect YecTH HevecTH C HeH3BecTHA
YECTOTA
Heonnasmu — Kwpaene ot TyMOp®
Foﬁpoxauecmseuu,
IAOKAYeCmeeru u
Heonpedenenu (6xA.
Kucmu u noauni)
Hapywernus Ha 7I(21=.[:mt:m==,. CBBP3AHO C [TpoMboTHaHA
DLema u JuMGHama HapyluIeHns Ha MOOIMTONECHHTHA
Eucmema KpBBTA’ mypa’
Hapywenus va ICBPEXYYBCTBHTEIIHOCT,|
keMynHama cucmema IBKIFOYHTEIHO
laHrnoeneM”
Hapywenus Ha Xunepypukemusit  [[Toparpa/Ilogarpo
imemabonuama u BEH apTPHT
kparnenemo
cuxuunu I06spxBase
HapywieHus
\Hapyuenus na Jr 3amaliBaHe, BTpEUEPETIEH
HepaHama cucmema HHKOM, KpBBOM3TUB
Eanoﬁomc
HaE}nuEH;a Ha T ) ) p'bno_mamm_; oKOTOR | B
louume
apyuienus Ha FBepmro IKpbBOH3IIHB B yXOTO
omo u nabupunma

bPOCYHU
apyuierus

paguapyuTMHA, AV-




ICvd08u Hapyuerus | XHITOTOHHA
[Pecnupamoptu, _L[[HCIIHGH KbpBEHE OT
epvonu U ecIiMpaTopHaTa
Meduacmunaniuy | ﬁumua’
ICmomawno-upesru OMAIITHO-9PEBEH E;ponepmneanen
HapyuieHun BOM3IHB®, BOH3THB
apus, ['anexe,
crierncus, 3anek

\Hapywenws Ha OAKOXKHO HIIH

oxcama u EPMAIHO

OOKOJCHAMA MBKAH peexe’, O6pus,

ICapbex

apyuwerus Ha IMyckynHO KepBene”

VYCKYAHO-

KenemHama

UCTNEMA U
IcbedunHumennama

bKAH
Hapyuienua na KbspBeHE OT
bvopeyume u E:Kotmme
fmxaunume nemuwa THma”
\Hapywenus na KnpBeHe OT
Bv3INpoussooumenta PENPOAYKTHBHATA
ma cucmema u cucrema®
Eeppdama
Es%zeasanua ] OBHILIECH |

peaTHHHH B
PBBTA’

\Hapanasanus, i PBLBOH3IIUE ClE

MpassHus HeAypa,

ONCHEHUA, PAaBMATHYHO
HUKXHanu 6 KbpBEHE”

pesyamam Ha
UHMEPBEHYUY

HAMP. KbPBEHE OT PaK Ha HKOYHHA MEXyD, pak Hd CTOMaxa, paKk Ha nebenoTo 4epno

HaNp, NOBHIIEHA TCHACHLMA KbM HACHHABAHE, CIOHTAHCH XEMATOM, XEMOparn'iHa Auaresa

HaeutudHuMpaHa B NOCTMAPKETHHIOB OHT

. YecTOTHTE Ca NONyueHy oT naboparopun HaGmonenua ([luko¥Ha KHCEMMHA MOBHIICHA > FOPHATA rPaHKIA
H& HOpMATA CNPAMO H3XOJHO HHBO MIOJ HITH B pedepenTrHTE rpaHulK. KpeaTHHHH NOBUILIEH > 50 %
CIPAMO H3XOAHO HUBO.), 8 HE € NPUOJIH3NTEIHA YECTOTS Ha cpOo0IIABaHe HA HeXeENaHH ChOHTHA.

& Hanp. KOHIOHKTUBAJIHO, PETHHHO, BBTPEOYHO KBPBEHE

¢ Hanp. CMHCTAKCHC, XeMONTH34a

X ganp. XbPBEHE OT BEHLHTE, KPHBOH3MHB OT PEKTYMa, KPHBOHIMHB OT CTOMAINHA A3B4

‘  Hanp. eKX¥UMo3a, KOXKeH KPLBOH3/IHB, NETCXHH

“  Hanp. XeMapTpo3a, My CKyJICEH KDBBOH3/IHB

R panp. XeMaTypHA, XeMOparuieH UHCTHT

X Hanp. BarHHaAeH KPhBOH3JIMB, XEMATOCNEPMMS, IIOCTMEHONAY3a1CH KPBBOUITIHE

A Hanp. KOHTY3Ud, TPABMATHYEH XCMATOM, TPABMATHCH KPbBOU3/IHB

. 1.e.. CIOHTAHHO, CEBP3aHO ¢ MHTEPBEHIIMA WK TPABMATHYHA HHTPAKpPaHHANHA XEMOparni

» o m

Ormucanne Ha m3OpaHy HeXKelaHn PeaKiny




Kvpeene
Haxodxu ¢ kwpeene 6 PLATO
LianocTHUTE pe3y/ITaTH 33 9YECTOTaTa Ha KbPBEHE B IPOY1BAHCTO PLATO ca noxa3zand B Tabuuua 2.

Tabanua 2 - AHAAH3 Ha o6mHETe CHLOHTHA ¢ KhpBEHe, H3THC/ICHHS 1TO Kaplan-Meier ua 12-Tn
mecen (PLATO)

) Tuxarpeaop 90 mg |Kiaonuaorpen
AB& ITbTH AHEBHO p-
N=9 235 N=9 186 |cToitsoct*

O6mo savmTenm of PLATO [ 11,6 11,2 | 04336

daramuu/xuBorosacrpamasamy or PLATO 5,8 5,8 0,6988
= - - —— - - —————— —————— — -

3uauutentn or PLATO, Hecebpianu cKAB [ 45 1 38 10,0264

3raunrentn or PLATO, Hecebp3aum C 3,1 2,3 0,0058

MHTEpBEHILIH ) . —

KoMOuHMpaxy 06mo 3HAYHTENHH + 16,1 14,6 0,0084

He3Ha PLAT | _ i )

Hecsup3aHy ¢ MHTEPBEHLMH 3HAYHTEHY + 3,9 4,3 < 0,0001
_HesHaumTenty oT PLATO

3payurenHy no TIMI 1.9 1,7 0,5669

3uaquTenHy + ResHaunTensy no TIMI —l 11,4 I 10,9 0,3272

JlehHAAIAH HA KATErOPHATE KbpBEHE:

SHAYHTENHO GATANHOAUBOTOIACTPAIMABAINO KbPBeHe: KIHHUIHO IPOABEHO C MOHIKABAHE HA
xemorsiobuna ¢ > 50 g/l niM ¢ npenuBane Ha > 4 caka epHTPOLMTHA MAca, HiH ¢aTanHo; HAH HHTPAKPAHHATHO,
WM MHTPANIEPUKAPHO CHC ChPAESYHA TAMNIOHAAA; KIIH C XHIIOBOIEMHYEH IIOK; HITH TEXK2 XHIOTOHHS,

H3UCKBAINA MIPECOPH; WIH XHPYPrHIHa HHTEPBEHLIHA.
3AAYHTENHO APYTO: KMHHHYHO TIPOSBEHO C MOHHKABAHE HA xemornoGuna ¢ 30-50 g/l unu npenHBaHe Ka 2-3

caxa CPHTPOLHTHA MACA; HJIH 3HAYHTEIHO HHBAIHAHIHPAINIO.
HeaHaMHTe/ IO KLPBeHe: H3HCKBA METHITMHCKA HAMeECa, 38 CIIMPAHE WK JICKyBAHS HA KBEPBEHETO.
InavRTOTHO KbpBene no TIMI: KTHHHYHO MPOABEHO C IORWKABAHE HA xemornoOuna c > 50 g/l unu ¢

VHTPAKPAHHATHA XEMOparusi.
HesnaurTenso kppeene oo TIMI: KTHHHYHO NPOABCHO ¢ MOHHXABAHE HA xemornoGusna ¢ 30-50 g/l.

*p- cTOHHOCT, H3UHCNEHA OT MOAE Ha TPONIOPIHOHAIHHTE PHCKOBE HA CoX, KATO rpynara Ha JICUCHHE €
eJHHCTBEHATA EKCIIaHATOPHA MPOMEHITHEBE.

THKarpenop ¥ KIOMHAPOreN HE Ce PajIUvaBaT o OTHOMIEHUE Ha JECTOTHTE Ha 3HAYUTEHO

¢ aTanHO//HBOTO3ACTPAIIABALIO KbPBEHE B PLATO, 3naunrenHo KspseHe obmo B PLATO, MacHBHO
xbpBeHe no TIMI win cnabo kspaexe no TIMI (Ta6auua 2). OGaue, nosApara Ha KOMOMHUPAHO
sHauMTeNnHOHHe3naunTenHo KspBeHe B PLATO e noseqe ¢ THKarpenop, B CpaBHEHHE C KIONHIOTrpel.
Manko naumueHTd B PLATO uMat daranuu kpssonsnusu: 20 (0,2 %) 3a THKarpenop u 23 (0,3 %) 3a
xrormaporpen (BX. Todxad.4).

Bn3pacr, Mo, TeNECHO TErNo, paca, reorpack palioH, CHIBTCTBAINH 3a0onsBanHna, CHITHTCTRALLE
Tepanus ¥ aHaMHE3a, BITIOYUTENHO IPEIX0ACH MHCYIT WIH TPAH3NTOpHA MCXeMHYHa aTaka, He ca
NpeIHKTOPH KaKTO 3a OOIIOTO, Taka U 38 HECBBP3AHOTO C MHTEPBCHIMM SHATHTEIIHO KbPBEHE IO
PLATO. Mo Ta3u NpUIHHA, HE € HACHTHQHIMpaHA KOHKPETHA pHCKOBA IPYTIa 34 KO¥TO ¥ Aa ¢ MOoATHI
KbpBEHE,

Cenpsato ¢ KAb xspBeHE:
B PLATO 42 % ot 1584-1e naumentH (12 % OT KOXOpTaTa) C HalpaseH KOPOHAPHO-apTePHAICH
Gatinac (KAB) ca nogywwm PLATO 3Ha4uTeNHO daranHo /KHBOTO3ACTPAINABANIO KBPBEHE be3
pasiiKa MEXIy TepaneBTHYHHTEC IPyNH. QartanHo KepBeHe, cBsp3aHo ¢ KADB, ce noas
NALHEHTH BbB BCAKA OT TEPANICBTHYHKTE IPYTH (BX. TOYKA 4.4).




Hecpbp3ano ¢ KAD kbpBeHe B HECBBP3aHO C UHTCPBEHIIMH KBPBEHE:

HsMa pasnska MExXIy THKAPEIOp H KJOMHAOTPel 10 OTHOWIEHHE Ha HecBbp3aHuTe ¢ KAD
TEKKH/’KHBOTO3ACTPAIIABAIH KPHBOUIHBH N0 AePUHHLIHA Ha npoyysaHeTo PLATO, Ho
SHAYHTENHHTE 00110, 3HauKTenHy o TIMI u 3HaunTenHu+He3HauuTeHE no TIMI KpBBOM3NHBH, NO
nedunmma Ha npoyuBaHeTo PLATO, ca nmo-yectu nmpH Tukarpenop. ChIo Taka, ako €& H3KII0OYaT
BCHUYKH CBBP3aHHM C HHTEPBCHLMH KPBbBOH3NHBH, TIOBEYES KPLBOWIMBH ce HAbmoaaBarT npy
THKarpeyiop, 0TKONKoTo npH xinonuporpen (Tabnuua 2). IlpexkpaTapaHe Ha JICUSCHUETO NOpaau
HECBBP3aHH C HHTEPBEHIMHM KPBBOM3IIHUBH € MO-9eCTO ¢ THKArpenop (2,9 %), oTkonkoTo ¢

xnormuporpen (1,2 %; p< 0,001).

HHTpakpaHHaIHa XeMOparus:

NHTpaxpaHUanHUTE KPbBOUIIHBY, HECBBP3aHH ¢ HHTEPBEHIIMH, Ca NI0BeYe NPH NIPWIOKESHHE Ha
THKarpenop (n=27 KpsBOH3NHNBA NpH 26 naimenTy, 0,3 %), 0TKONKOTO ¢ Knomuaorpen (n=14
KpPBBOM3IMBA, 0,2 %), or koHTO 11 KpBEBOM3NMEA C THKarpenop # 1 ¢ knormaorpen ca daranHd. Hama
pa3nuka B 00mma 6poii cmydan Ha GaTanHo XePBEHE.

Haxooku c kepaene ¢ PEGASUS
1{AnoCTHHUTE pe3yJITATH 32 HeCcTOTaTa Ha KppBeHe B npoyusaHero PEGASUS ca nokaszauu B TaOnniia
3.

Ta6anua 3 — Anaans aa ofmuTe cLONTHE ¢ KbpBeHe, H3UHCAeHHs Mo Kaplan-Meier Ha 36-TH
mecell (PEGASUS)

- 'Tmcarpenop 60 mg nBa nbTH| Camo ACK
pAesHO + ACK N=6 996
_ N=6958 | L
KpaiiHy ToukH 33 6e30IACHOCT KM % | KoeduuuexT KM% | p-crostnoct
HA PHCKA
. | ¢s5%ch i
KaTeropuu na Kppsene, cnpeaseness or TIMI
2,3 2,32 t,1 <(),0001
3xagutenso (TIMI) (1,68, 3,21) |
o o 0,3 1,00 0,3 1,06000
(0,44, 2,27) F
0,6 1,33 0,5 0,3130
BAK L | 0,77,2,31) | _
1,6 3,61 0,5 < 0,0001
HApyTo 3HH‘IH'IE.TI1H0 f(TIMI) (231,565) |
3.4 2,54 1,4 < (,0001
3HAYHTEIHO HIH HE3HAUYATENHO 1,93, 3.35)
avn | | 0933, ]
3HAUHTETHO WM He3HAYMTeHO, HIH 16,6 2,64 7,0 <(,0001
H3HCKBAIO MEAHLIHHCKA HaMeca (2,35, 2,97)
(TIMI)
KaTeropuu Ha KbpBeHe, onpejeaean B PLATO
3,5 2,57 1,4 <0,0001
3nagurenuo (PLATO) (1,95, 3,37)
(DaTanHo/SKHBOTO3aCTPANIABANIO 24 2,38 L1 <0,0001
KUBOTOIACTPAMlIABAT (1,73, 3,26)
1,1 3,37 0,3
r Hpyro Sanmnu (PLATQO) (1,95, 5,83) )




15,2 2,71 6,2 < 0,0001
(2,40, 3,08)

3HAYUTETHO HWJIH HE3HAYMTENHO
(PLATO)

HedAHEANHA HA KATCTOPHATA HA KbPBEHE:

3aaunrenno (TIMI): datanno kepeene HJIH Beaxo sprpedepento kppaene, UM KIHHHYIHO BUAHMH
NPA3HALH HA KPLBOHANKB, CBBEP3aH ChC cnal Ha xemornobuna (Hgb) ot 2 50 g/l, unn nonnkeHHe Ha
xematoxpura (Het) ot 15 %, xoraro nuncea crofisoct Ha Hgb.

@aTanno: cbOHTHE C KEPBEHE, KOETO JHPEKTHO € A0BEJO A0 CMBPT B PAMKHTE Ha 7 AHH.

BYK: peTpeuepeneH KpbBOH3IHB.

Hdpyro 3snaunteano (TIMI): Hedaranno ne-BUK 3xaunTenno kepseHe (TIMI).

Hesnaunrenno (TIMI): xIHHMYHO BUAMMO C NOHHXKeHHE Ha xemoriobuna ot 30-50 g/1.

Hincksamo meanunacka Hameca (TIMI): w3nckeamo uuTepsennus WIH Bogewo ao xocnuramsanus, UK
Ha/larauio OLEeHKa.

3uagnTenno daranno/xuporosacTpamasamo (PLATO): patanHo kepsere NI Bcako BETPEYEPENHO
kppnexe, LW uaTpanepukapasanto cbC chpheiHa Tamnodana, KN ¢ xunosoneMuyeH WOK I TEXKA
XHIIOTOHHS, HAJIAraula NPHJIOKEHHETO Ha NIPECOPHU/ HHOTPONHH CPEACTBa HiK onepauns, HJIW kIuHHYHO
BHAHMO ¢ > 50 g/l noHmxKeHne Ha xeMornobyHa WiIH mpesieTH = 4 eAHHHUN Y€PBCHH KPbBHH KIICTKH.
3aaunrenso Apyro (PLATO): 3uaunmo nuBarmanskpaio HIH kanHryuHO BHARMO ¢ 30-50 g/l noHmkeHHE Ha
xeMorno6buna, UJIH npenetu 2-3 eAHHHLM YEPBEHH KPLBHH KJIETKH,

Heanaunrenno (PLATO): HackBa MEJUIHHCKA HHTEPBEHIHSA 3 CIHPaHE HIIH JICYCHHE Ha KBPBEHETO.

B PEGASUS 3nagurensoro kspseHe (TIMI) mpu Tuxarpenop 60 mg Apa TETH JHEBHO € MO-CHIIHO
otkonxoTo npu nevyenye caMo ¢ ACK. He ¢ HabmoaaBaH NOBUILIEH PHCK OT QarailHoO KbpPBEHE H ce
YCTAHOBABA CAMO HE3HAYHTENHO MMOBHILICHHE HA BETPEYEPENHHUTE KPBBOH3NHBH B CPABHEHHE C
teparmara camo ¢ ACK. iMa Mako cs0uTHs Ha ¢aranHo kepBEHE B poyusasero, 11 (0,3 %) 3a
Tukarpesop 60 mg i 12 (0,3 %) 3a TepanusTa camo ¢ ACK. HabnionapaHuaT NoBUIIeH PHCK OT
sHauMTeHO kbpseHe (TIMI) ¢ Tukarpenop 60 mg ce IBDKH NpeAHMHO Ha [10-BHCOKATA 4€CTOTa Ha
Apyro 3HauuTenRo kepsexe (TIMI), cBpp3aHo cbe cOMTHA B cToMamHo-upesHud COK.

[TopymeHa 9ecToTa Ha ChOHTHA ¢ KbpBeHe, NOoNO0OHH Ha 3HauHTeNHO KbpBeHe (TIMI), e Habmonapana
B KATETOPHMHTE 3HAYHTENIHO MNY He3HATHTENHO KbpBeHe (TIMI) u 3HauuTenHo (PLATO) 1
3HAYMTENHO WK HesHauuTenHo KbpBere (PLATO) (Bx. Tabnuua 3). [IpeycraHoBsiBaHeTO Ha
JIe4eHHETO TIOpaJH KLPBEHE € M0-9eCTo B rpynara Ha Tukarpenop 60 mg B cpaBHeHHE C rpynara Ha
tepanuira camo ¢ ACK (croreeTHO 6,2 % 1 1,5 %). [ToBedeTo oT T€3H CIy4aHd Ha KbPBEHE Ca ¢ No-
MaJiKa TexxecT ()iacuHIMpaHy KaTo H3UCKBamy MeauinHcka Hameca (TIMI)), Hamp. enucTaKkCuc,
HACHHABAHE H XEMAaTOMH.

[IpodunsT Ha KEpBEHE Ha THKarpesnop 60 mg e CX0leH B MHOXKECTBOTO NPEABAPHTEITHO ONIPEICNCHH
nonrpymH (HAMp. o BB3pacT, [0, TEr0, paca, reorpa)CKH PErHoH, CHITBTCTBAILM 3800 BaHKA,
CHITBTCTBAIIA TEPAITHA W MEAMLIMHCKA aHAMHe3a) MpH csOuTHA Ha 3Ha9uTeNnHO KbpBeHe (TIMI),
3HavYMTETHO Wy HesHaunTenHo (TIMI) 4 3nauntenHo kepseHe (PLATO).

BaTpedepemHo KEpBEHE:

Cnionraniu BUK ce cpobmapat ¢ noaoOHa 9ectoTa 3a THKarpesiop 60 mg u teparmus caMo ¢ ACK
(n=13, 0,2 % B ABETE rPyTH Ha Neuenme). Habmoznasa ce HesHauuTeNHO nopumeHue Ha BUK
CBBP3aHO C TPaBMa M IPOLEAYPH NpH JieteHne ¢ Tukarpenop 60 mg, (n=15, 0,2 %) B cpaBHeHHE C
teparmsta camo ¢ ACK (n=10, 0,1 %). Crofineru ca 6 daranuu BUK ¢ Tukarpenop 60 mg u

5 daranun BUK ¢ Tepamma camo ¢ ACK. UYecrorara Ha BETpeuepetHO KEPBEHE € HHCKa B IBETE
TPYIH Ha JiYeHHe, KaTO e MMa NPESABA/ 3HaYHTeIHUTe ChnETCTBAINM 3abosuisatna B CC pHCKOBH

¢axTOpH B IMPOYIBAHATA TIOITYJIALMA.

QMHEH
IucrHes, ycemase 3a 3a1yX, ce ¢ho0IaBa OT MALMEHTHTE JieKyBaHH ¢ THkarpenop. B PLATO,

obeIHHEHNUTE KaTo TUCIHEA HOXKEIaHH NeKapCTBeHH coOUTHA (TUCITHEs, AUCIIHEA B MOKOH, AUCIIHEA




npoy4salero PLATO H3c/Iea0BaTeNINTe CHMTAT, 4€ AMCIHEATA € IPHYHHHO CBBp3aHa C NCYCHHETO U
6posT Ha ceprosHuTe CITy4au € Maek (0,14 % THKarpenop; 0,02 % knonuaorpen) (Bx. To4ka 4.4).
Ha-4ecto CHOOMABAHMTE CHMITTOMH Ha AMCIIHEA C& NEKH A0 YMEPEHH N0 HHTEH3HTET U MOBCYETO CC
ChOOIIABAT KATO eAHHMYCH EMHM30 PaHo CJIe]] 3aII04Bate Ha TEPATTHATA.

B cpaBHeHHE ¢ KIOIMANOrpes, NalHEHTHTE C acTMa/XOBB, nexyBaHH ¢ THXAIPENIOp, MOXKE Ja HMaT
MOBHILIEH PHCK OT NONMYJaBaHe HA HECCPHO3HA JHCIIHER (3,29 % THKarpenop cnpamo 0,53 %
Kormporpen) u ceprosna gucimes (0,38 % THKarpesiop CrpaMo 0,00 % xnomuaorpen). B
abCOMOTHH CTOMHOCTH TO3H PHCK € II0-BUCOK OTKONKOTO B LIASIOCTHATA NOITYIalili Ha
PLATO.Tukarpenop Tpa6sa Aa ce NpHiara ¢ NOBHUIEHO BHUMAHKE NPY NALHEHTH C AHAMHE33 34
actMa wwiH XOBb (Bx. To4Ka 4.4).

Oxono 30 % oT eru3oauTe oT3By4asar B pamkuTe Ha 7 mHH. PLATO Brno9Ba NalMEHTH, KOKTO Ha
M3IXOMHO HABO MMAT 3acToMHA ChpAedHa HenocTarbaHocT, XObb 1ty acTMa; Te3u MalneHTH U
[alHEeHTHTE B CTAPIECKa BB3PACT € NO-BEPOATHO [ CHoOmABAT IUCITHEA. 3a Tuxarpenop, 0,9 % ot
MalHeHTHTe IPEKBCBAT MPIIATAHETO Ha MMPOYYBAHOTO aKTHBHO BEILECTBO MOPAH AUCITHEA, CIPAMO
0,1 % oT Te3u, IpueMamu kiromuaorpei. [To-pucokara 4ecToTa HA AMCITHEA C THKArpesiop HE ¢e
acOLIMMpa C HOBA NOABA HJIH BJIOIIABAHE HA CHPIAEYHO MITH GenonpobHo 3abonsasate (BX. To4Ka 4.4),
Tukarpenop He nopnuspa Gemoapobuure PyHKUMOHATHA TECTOBE.

B PEGASUS mucniHes ce cpobimasa rip 14,2 % or nauveHTHTe, MPHEMAIIH THKarpeIop 60 mg aBa
I'ETH JHEBHO, H IIpH 5,5 % OT naupeHTHTe, MpueMamy Camo ACK. KakTto 8 PLATQ, nosedero
CITyqaM Ha CHOGIIEHa AUCITHES Ca JIEKH IO YMEPCHH M0 MHTEH3HTET (Bxk. TOUKa 4.4). [TamueHTHTE,
KOMTO CHOOIIABAT MUCIHEd ca OWIH mpeAUMHO MO-Bh3PACTHH H MO-Y€CTO Ca HMATH AMCIIHCH, XOBbb
MMM aCTMA Ha H3XOQHO HHBO.

Hacnegganun

[TosvmenHe Ha muKouHara kucenuHa: B PLATO e oTyercHO MOBHILIaBaHE HA CEpYMHATA TTHKOYHA
KMCEJMHA [0 CTOMHOCTH, HaBHIIABAIIH rOpHATa TPAHHLA HA HOPMATa, 1py 22 % oT noayyvaBaltiTe
THKarpenop nauMeHTy, cnpsMo 13 % ot nolryuasamuTe KIOMUAOrpeN NAIMCHTH. ChOTBETHUTE
crolisoct 8 PEGASUS ca cporserHO 9,1 %, 8,8 % 1 5,5 % 3a THXarpenop 90 mg, 60 mg u
miane6o. CpeHaTa CepyMHa [IMKOIHA KUCEIHHEA C¢ TIOBHINABA C 611130 15 % npy npuiIoKeHue Ha
THKArpenop, B CpasHeHne ¢ MpHONU3HTETHO 7,5 % NpH MPHIOKEHHE Ha KNOMKAOTPE, 8 Ci1el
CIIMpaHe Ha JICYEHHETO Ce TIOHWKaBa IMPHOIM3HTENHO 10 7 % TpH MPUIIOKEHHUE KA THKArpesIop,
JIOKATO [IpH KIOMKAOTPeN He ce Habmogasa cnan, B PEGASUS ce ycraHoBsBa obparuMo
[OBUIICHHE HA CPEAHWTE HHBA HA CepyMHa NMHKOYHA KHCE/MHA OT 6,3 Yo M 5,6 % CHOTBETHO 32
Tuxarpesniop 90 mg H 60 mg B cpaHeHue ¢ 1,5 % NOHIWKEHUE B rpymaTa ¢ nnauebo. B PLATO
4ecTOTATa HA Moaarpo3eH apTpHT € 0,2 % 3a Tukarpenop cnpamo 0,1 % 3a KWIOMAAOTPeEIL.
CoOTBETHHTE CTORHOCTH 3a mogarpa/moparposen aprpur B PEGASUS ca 1,6 %, 1,5 % 1,1 %
ChLOTBETHO 38 THKarpenop 90 mg, 60 mg 1 rauebo.

Croblasane Ha NOAO3UpAHH HEXENaHH PEAKIIWH
Cho6IaBaHeTo Ha NOA03MpaHH HexellaHH peakUdH CleX paspellapaHe 3a ynoTpefa Ha TeKapCTBEHHA

NPOAYKT € paxcHo, ToBa NO3BOIIEA Aa MPONBDKY HAOIIONCHHETO HA CHOTHOLICHHETO oJ3a/prcK 34
IeKAPCTBEHMA MPOAYKT. OT MEAHUMHCKHTE CHICLHATHCTH C¢ H3IUCKBA [1a cro0nIaBaT BCsKa

MO03MpaHa HeXKEIaHa peakld upes
H3menEATENHA areHuMd Nno JIeKapcTBaTa

yi. ,,JlaMas ['pyes® Ne 8
1303 Codusa

Ten.: +35 928903417
yebcaiiT: www.bda.bg.

4.9 IIpeno3npaHe

Tuxarpenop ce noxacs go6pe nMpH eAHOKPATHH A03H AO 900 mg. "'acTpOHHTECTHHANHATA
e Guna JO30JMMUTHPAHa B ¢HO NPOYYBaHe ¢ eMHOKPATHA HapacTealla Ao3a. Hpyru




AHANMMHA HEKEIAHH PEAKLMH, KOUTO MOTAT A3 Ce MPOSBAT NpH MpeA03HpaHe BKTIIOYBAT AUCITHESA U
BEHTPHKYJIAPHH TIay3H (BX. TOUKA 4.8).

B ciyuaii Ha Ipefo3HpaHe, MOTaT Aa ¢e NPOABAT rope CIIOMEHATHTE MOTCHIMATHH HeXenaHH
JIeKapCTBEHH PeakIlHy U TpA0Ba 1A ce uMa NpeIBua EKI" MOHUTOPHPAHE.

KM MOMEHT2 He & W3BeCTeH AHTHAOT Ha THKATPEJIOp H THKArpeyiop He o¢ IHAJTH3NpA (BXK. TO4YKA
5.2). Tipu npeno3HpaHe NeICHHETO TpatBa [1a Ce POBEXka B CHOTBETCTBAEC C MECTHATA craHfaprHa
MEIHIMHCKA MpaxTHKa. O9aKBaHUAT ePeKT 0T MPERO3HpaAHe Ha THKArpenop € yIwDkeHa
MPOXBDKUTENHOCT Ha PUCKA OT KBPBEHE, CBBP3AH C TpoMBOUMTHOTO HHXHOMpAHE. Tpancdysusra
Ha TPOMOOLIMTHA Maca € MAJTKO BEPOATHO 11a yMa KIKHUYHA O34 ITpY MalHeHTH ¢ KbPBCHE (BX.
TouKa 4.4). AKO ce nosBY KbpBeHe, Tpiba aa ce mpeanpreMar 1pyTH MOIXOIALIM MOARBPIKAIIH
MEPKH.

s  @®APMAKOJOI'MYHY CBOUCTBA
5.1 ®apmakoauHaAMH4HH cBOHCTBA

dapmakoTepanesTHYHA Ipyna. AHTHTPOMOOTHYHM ar¢HTH, MHXHONTOPH Ha arperaludra Ha
TpOMGOLMTHTE, ¢ H3KITOUCHHE HA XENApUH, ATC xon: BO1AC24

Mex: M H3 NEeHCTBH

IMoncap chABPKA THKArpenop, CheIMHeHHe OT Kaca Ha LMKIONEHTHITPHA3ONOTMPAMHIHHUTE
(CPTP), koliTo ¢ nepopaieH aHTaroHKCT ¢ AHPEXKTHO nelicteue Ha P2Y 12 penerrropa, KaTo ce CBbp3B4
¢ Hero CelleKTHBHO M 0GpaTHMO | npenoTepaTsasa AJlP-Mennupanara, sapucema ot P2Y 12
TpoMOOLMTHA AKTHBALIMA U arperamui. Tuxarpesop He NpenoTBpaTABa CBHP3BAHETO C AJID, a xoraro
ce cBbp3Ba ¢ P2Y 12 penenropa, B3NPENATCTBRA CHrHANHATA TPAHCAYKLMA, HHIYIHpaHa OT AlIO.
Tl KaTo TPOMOOLMTHTE YUACTBAT B HHHLIHHPAHETO W/WIM PA3BUTHETO HA TPOMOOTHUHHTE
yCIOXKHEHHS HAa ATEPOCKACPOTHIHATA 6onecT, € AoKa3aHo, 4e HHXHOHpaHeTo Ha TpoMOOLIHTHATA
dyHxHA HaMasiaBa pucka ot CC ChOWTHSA, KaT0 CMBPT, MU HIH HHCYIIT.

THKarpeaop ChINO yBeJINiaBa JIOKATHHTE CHIOTCHHA HHMBA Ha aZleHO3IMHA Tpe3 HHXHOHpaHe Ha
eKBUMHOpHpALIUS HyKITCO3HACH tpaHcnoprep-1 (ENT-1).

JloxyMEeHTHPAHO €, e MpH 3APaBY JHA M NTAIKEHTH ¢ OKC, THKarpenop yseauyasa CICAHUTE
edexTH, MHAYLIMPAHH OT aICHO3WH: Ba3OWIATALIA (M3MepeHa Jpe3 yBeNMUaBaHeTo Ha KOpOHAPHHA
KPBBOTOK IIpH 3IpaBH R0CGPOBOJILIH H MALHEHTH C OKC; rnaBo6onue), MHXubHpaHe Ha

TpoMGoruTHaTa hyHKIVS (B JOBEIIKA LANA KPBB in vitro) 1 qucnHes. Bpp3kaTa MEXAY
HAGITIONABAHHMTE YBETHICHHA Ha [ICHO3UH H KITMHUYHHTE Pe3yITaTH, obaue (Harmnp. 3aboneBacMOCT-

CMBPTHOCT), HE € KATerOpHIHO H3ACHCHA.

DapmMakoIHHAMAYHH eeKTH

Hauano Ha delicmauemo

IpH HalLKEeHTH ChC CTAOH/IHA HCXEMH'HA Gonect Ha cepuero (UBC), npueMaiy ACK, THKarpenop
roka3Ba G5p30 HACTHIIBAHE Ha (apMaKONOrHieH edexT, KOWTO C€ IEMOHCTPHPA OT CPEAHOTO
uHXHOupaHe Ha TpoMOOLIATHATE Arperalus (UTA) okonio 41 % 0,5 gaca criell TPHIOKEHHE Ha 180 mg
HATOBApBAIa 10338 THKArpe/iop, ¢ MaKCHMaNCH edekt BEpXy UTA 89 % 2-4 gaca cnefl NPATIOKCHKETO
Ha [03aTa, KOlTo ce 3aabpka MexXIy 2 ¥ § Jaca. TIpu 90 % OT MALKMEHTHTE 2 Yaca CIiel
MPHAOKEHHETO Ha J038Ta TEPMHHATTHOTO MKKOBO UTA e > 70 %.

Kpaii na deuicmeuemo
Axo e mnanupana KAB mpoliexypa, pHCKBT OT KbpBeHE CBBP3aH ¢ THKArpesop € MOBUILIEH B
CpaBHEHME C KIOHAOIPell, KOTaTo TCpanuira € fIpeKpaTeHa Nno-Manko ot 96 Jaca -

NnpoLeaypaTa.




CMana Ha rexapemeama
[IpeMHHaBaHETO OT JIeGCHHE C KIOMHAOrPeN 75 mg Ha JIEYEHHE ¢ THKarpesop 90 mg nea METH AHEBHO

BoaM Do abcomorHo nosumasane Ha UTA ¢ 26,4 %, a mpeMHHABAHETO OT JICUCHHE C THKArpeJiop Ha
JIeYeHse ¢ KNOMAorpea Boau o abcomoTHo noHmwkasane Ha HTA ¢ 24.5 %. [TaupeHTHTE MOTAT N4
IIPEMMHABAT OT KUIOMHAOIPES] Ha THKATPENIop 6e3 MpeKhCBaHe Ha AHTHATPETAHTHOTO NEACTBHE (BX.
TOuKA 4.2).

KIHHWIH HOCT ¥ [TACHOCT
Knunuynure nauuy 3a ebakacHocTTa B 6€30MaCHOCTTA HA THKArpesIop ca noTy4eHd OT ABS KIHHHYHH
w3nuTBaHus dasza 3:

° Ipoyusanero PLATO [PLATelet Inhibition and Patient Qutcomes (TpomGoTH4HO uHxXHOHpaHe
H KIMHWYEH W3XO0]l HA NAallHeRTa)], CpaBHECHHE Ha THKArPENop ¢ KIOMMAOIPeN, H IBaTa
npunarany B xoMOuHaims ¢ ACK, ¥ apyra craHIapTHA Tepalnui.

. Ipoyunanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IipepeHims ¢ THKarpenop Ha
BTOPMYHY TPOMOOTHYHHA CEOUTHS TPH BUCOKOPHCKOBH MAIHCHTH € OCTHP KOPOHApEH
curapoM)], cpaBHeHHe Ha THkarpesiop, komburnpan ¢ ACK, ¢ repamua camo ¢ ACK.

I e PLATO (ocmpu KODORGDHY CUHODOMYU

INpoyusarero PLATO Bxmousa 18 624 manueHTH, KOWTO ca B 24-4acOBHA NEPHOA OT HAYAJIOTO HA
CHMITTOMH Ha HecTaGminHa creHokapaus [UA), mndapkt na Muokapaa 6e3 ST-enesauus [NSTEMI])
wnn ¢ uadapkT Ha MUokapaa cb¢ ST-enesaius [STEMI], ¥ KOoHTO ITEPBOHAYANHO €A JIEKYBaHH
MeBKAMEHTO3HO, HIH 49pe3 NMepKyTaHHa KOpoHapHa nHTepBseHLs (PCI), Hin 9pe3 nocTasdaHe Ha
KADB.

Knunuyna egpuxacrnocm

Ha ¢doHa Ha exxeaneBHo npuwoxerue Ha ACK, takarpesnop 90 mg nBa METH AHEBHO AEMOHCTPHPA
NPEBB3XOACTBO COPAMO 75 mg AHEBHO KIOMHAOIPeN NO OTHOMCHHE HA MPEBCHIIMA Ha CBCTABHATA
xpafira Touka 3a CC cMbpT, MU WM HHCYT, ¢ pa3nka, npouxnusama oT CC CMBpT U MH.
MaimenTuTe nonygasar 300 mg HaToBapBalla J03a KIonuaorpen (B3MoxkHo ¢ 600 mg, aKo HMAT

ITKH) nm 180 mg THKarpenop.

PesynraThT ce noABABa paHo (abcomorHa penykiwma Ha pucka [APP] 0,6 % 1 0THOCHTEIHA PERYKIIHA
Ha prcka [OPP] 12 % na 30-1 zieH) ¢ HOCTOAHEH €(eKT OT JCYCHNETO 110 BpeMe Ha LeHA 12 MeceueH
nepuoa, fasam ARR 1,9 % na roxuna ¢ OPP 16 %. Tosa npexnonara, u¢ € MOAXOAAMO NalMCHTHTE
IIa ce JIEKYBaT ¢ THKarpesop 90 mg ABa ITbTH THEBHO 33 12 Mecena (BXk. TodKa 4.2). JleucHHeTO Ha 54
namsenTs ¢ OKC ¢ THRArpenop BMECTO C KIOMAAOIPE NpeAoTBpaTaea 1 aTepoTpoMOoTHIHO
cuBuTHe; NedenveTo Ha 91 maupentH npenorsparasa 1 CC cmupr (px. ®urypa 1 u Tabmuua 4).

TepaneBTHYHHAT €QeKT Ha THKarpeaop, HATXBBPNAL TO3M Ha KJIONHNOTPEN, H3IJieK A CXO/ICH B
MHOT'O MOJTPYIH, BKIOYATENHO TErNO, 0N, aHaMHe3a 3a 3axapeH AuadeT, TpaH3UTOPHA HCXEMUYHA
aTaKa WM HEXEMOpParHieH HHCYJIT, WiIH PEBACKY/IapH3alMs, NPH CHITBTCTBAIO JICYCHHE BKILIOYBAINO
xenapus, GplIb/Illa HEXuOGKTOPH X MEXHOHTODH Ha MPOTOHHATA NOMNA (BAK.TOYKa 4.5); NpH
OKOHUYATETHATA IUArHo3a Ha nokasarenHo cxburne (STEMI, NSTEMI unu UA); ¥ pH [UiaHHpaHKA
IIpH PAHIOMH3ALHATA NeuebeH NOMXoN (HHBA3HBEH WITH MEIMKAMEHTO3EH).

Veranoseno e ¢1abo cHrHndHKaHTHO TEPanePTHYHO B3auMOAeHCTBHE B 3aBHCHMOCT OT PerHoHa,
CBIVIACHO K0eTO KoeduiueHTsT Ha pricka (HR) 3a mbpBHYHATA KpaliHa TOYKa € B M0J132 Ha
THKarpeaop 3a ocTaHanara 9acT Ha CBETa, HO € B I10/13a Ha KIOMHAOrpe 3a CepepHa AMEpHKa, KOATO
cheTapmBa MpuGmmnTenHo 10 % or wianaTa Mpoy4YsaHa MoImyJIalya (p-CTORHOCT Ha
Biaumonacticrene=0,045). ExcruropaTopHHTE aHamH3H MPEeAIonarar BEPOATHA BPb3Ka C
ACK, xaro ¢ ysesmdaBane Ha Jo3ara Ha ACK ce Habmonasa HaMajieHa edHKacHOCT B
Xpouuunara aueBHa n03a8 ACK, KoATO [ia ChITBTCTBA THKArpesop, Tpatea Aa 6uae 7
ToukH 4.2 u 4.4).




durypa | noka3pa O4aKBaHHA PHCK 32 HACTBIIBAHE HA MbPBH HHLHACHT, BKJIIOHCH B koMOMHHMpaHaTa
KpaiiHa To4ka Ha e()UKaCHOCT.

®urypa 1 — AHaJM3 Ha MbPBHYHATA KJIHHHYHA CHCTABHA kpaiina rouka oT CC embpT, MU H
uHeyar (PLATO)

13- Tuxarpenop (T) [864/9333]
7Y Knonuaorpen (C) [1014/9291]
1 e T1BT%

11-
. il 9,80 %
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1+ HR 95% ClI D-CTOWHOCT
0- TcpewyC 094 077,092 < 0,001
1 | | | | I I
0 60 120 180 240 300 360
[1H1 cnen paHaoMusauua
bpoi 3acTpalleHu
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 cpaBHEHHE ¢ KJIOMUAOrpeN, THKArpesaop Hamanspa 4ecToTaTa Ha HaCTBIBAHC HA MHIMACHTHTC,
B/IM3ALIM B ChCTABA HA MbPBUYHATA CHCTABHA KpalHa TOYKA — KAKTO B MOIMy1allHATa € UA/NSTEMI,
raka u B nonynauusra ¢ STEMI (Tabnuua 4). Cnenosarento, [loncap 90 mg ABa MNBTH JAHEBHO
3aenHO ¢ Hucka no3a ACK moske na ce uznonssa npu nauuenT ¢ OKC (HecTaOunHa CTEHOKapAHA,
muokapaeH nHdapkt 6e3 ST-enesauus [NSTEMI] ninn MuokapzeH nHdapkT cbe ST eneBanus
[STEMI]); BKJIIOYHUTETHO MALIMEHTH, JIEKY BAHH MEAMKaMEHTO3HO, H MaLMEHTH, JIEKYBAHH C
nepkyTaHHa kopoHapHa uaTepseHuns ([TKH) nim Gaiinac Ha kopoHapHa aprepus (KAB).

Ta6auua 4 — AHAJIH3 HAa NBPBHYHATA H BTOPHYHHTE KPAalHH TOYKH 32 epukacHoct (PLATO)

Tukarpeaop |Kaonuaorpe .
-CTOHHOCT
90 mg aBa (7S mg BE,EII:‘I:.H{ APP® OPP* (%) p-CTO
MbTH JHeBHO | AHeBHO (%o %/ o
(% NaUHEHTH |MALHEHTH CbC (%lyr) 95 % Cl)
CbC CbOHTHE)| CBOHTHE)
N=9 333 N=9 291

CC cmbp1/MHU (C

u3Ki1. Ha ,,Tux" MH) 9,3 10,9 1,9 16 (8, 23) 0,0003
HJIH HHCYJIT -
Hamepenne 32 8,5 10,0 1,7 16 (6,25) |/0,0025
WHBa3HBHA Teparnus A/ &) /

17, 15



HamepeHue 32 11,3 13,2 2,3 15 (0,3, 27) 0,0444"
NIEKAPCTBEHA Teparus | |
CC cMBpT 3,8 4.8 1,1 21 (9,31) 0,0013
MU (c m3Kn. Ha ,,THX" 5,4 6,4 1,1 16 (5, 25) 0,0045
MH)" J i T
Mucynr 1,3 1,1 0,2 | -17(-52, 9)
CumupT Oe3 3Hat:ennj
na npuannata, MU (
m3Kn. Ha ,THx“ MH)
WIH MHC
CC cMBpT, 06110
MMU, uncynt, CPH, 13,8 15,7 2,1 12 (5, 19) 0,0006
PH, ITHMK, wnu
Apyra ATC? |
CMBpT 0€3 3HAUCHHE 4,3 5,4 1,4 22 (11, 31) 0,0003"
HA IPHYHHATA |

f:o‘bmﬂamm 1,2 1,7 0,6 32(8,49) | 0,0123°

0,2249

9.7 11,5 2.1 16(8,23) | 0,0001

- I— — - — — — !
+  APP=a6COMOTHA PELYKIHs Ha prcka; OPP=0THOCHTE/HA PEAYXIINA ua pucka=(1-KoepHIMEHT HA
puck) X 100 %. OTpunareida OPP o3HauaBa NOBHIIABaHE HA OTHOCHTEHHA PHCK.
6. ¢ wuakmoveHue na ,,tHx” MU,
. CPH=cepHO3Ha PEKYPEHTHA HCXEMHUI, PH=peKypeHTHA HCXEMHA, THUA=npexoAHO HapyLLCHHE
Ha MOYbUHOTO KphBooGpamienne; ATC=aprepraito rpomGoTryHo cpbuTHE. OG0 MH
BKILIONBE ., THX" MM, Aata Ha cpbuTHeTo ¢ aTaTa Ha HEroBOTO yCTaHOBSBAHE.
. HOMHHAIHE CTONHOCT Ha CHTHHQHKAHTHOCT; BCHUKH OCTAHATH €4 GOpMaNHO CTATHCTHYECKH
curHHHKAHTHY NO Ipe- ASPHUHUPAHO jtepapxHU4HO TECTBAHE.

———

PLATO 2enemudHOo noONpOy46ane

Onpenensnero Ha CYP2C19 1 ABCBI renoruna Ha 10 285 nmaumeHTH B PLATOQO nasa BE3MOXHOCT 32
ACOLIMALIMA HA FeHOTHITHKWTE TPYNH C PE3YITATHIC OT PLATO. IIpepb3X0ACTBOTO Ha THKArpenop Haii
KIONMAAOrPEN 10 OTHOMIEHHE HA PEAYKLWATA Ha 3HAUMTCIHA CC ch6HTHA He € CUrHUGHKAHTHO
nopnusHo or CYP2C19 unu ABCBI1 reHoTuIa Ha nauieHTHTe. [MTono6HO Ha WAIOCTHOTO NPOYyYBAHE
PLATO, HaMa pa3nKa MeIy THKarpeiop 4 Kionoaorpel npx 06110 3HAYHTETHHTE XeMOpariiHK
ymmmnenTy B PLATO, perpekd NreHOTHIIA CYP2C19 w ABCB1, Hecsrp3aHoTo ¢ KAD 3HaTHTEITHO
xspeere B PLATO ce noBHInAaBa ¢ THKarpesop b cpaBHEHHE ¢ KITOTHAOIPESi IPH MAIHCHTH C SuH
umy Tosetde CYP2C19 anenu cuc 3aryba Ha GYHKLWSA, HO € CXOITHO Ha KITOMAAOTPEN MPH NMAUHCHTH C
aJiei, KOWTOo HAMa 3ary0a Ha QYHKIHA.

KombBunupan noxasamen 3a eQuxacrocm u 6ezonacrocm

KoMOUHMpPaHHAT noKa3aTed 3a eduxacHocT H O€30MacHOCT (CC cmbpt, MM, UHCYT WK om0
3HAYMTENHO KBPBEHE MO0 JeHUHULIUATA Ha PLATO) noka3pa, 9e noj3ara OT MPAJI0KCHHCTO Ha
THKArpeaop o OTHOWIEHHUE Ha e(hHKaCHOCT B CPaBHEHHE ¢ KIONMHUAOTPE He C& KOMIIEHCHpaA OT
C/TyYauTe Ha 3HAUHTETHO KbPBEHE (APP 1,4 %, OPP 8 %, KP 0,92; p=0,0257), 12 Meceia ciiel OKC.

KnunuyHa be3onacrocm

XonrepoBo NOANPOYUBaHE.
3a 7ja ce OLEHH YECTOTATA HA BEHTPMKYNaDHUTE Nay3y ¥ ApyrH enr30aM Ha apHTMHA IO BPEME Ha
npoyusaero PLATO, € oCBIIECTBEHO XOJTEP-MOHKTOPUPAHe Ha noarpyna oT 6nuzo 3 000

naueHTH, mpubmisuTento 2 000 OT KOMTO HMAT 3AMACH, KAKTO B octpara ¢a3a Ha OKC, Taka v

mecel] no-KbcHO. [TbpBUYHATA POCNEAABAHA IPOMEHIINBA © yecTOTaTA Ha BEHTPHKYIApHH NAY3H C
IPOXBIDKHTENHOCT 2> 3 CeKYHIH. BeHTpUKY/IapHH 11ay3H pa3BHBaT NOBCHE NAIMEHTH Ha JEYCHHE C
raxarpenop (6,0 %), OTKOJIKOTO TaKuBa Ha JICHCHHE xnormporpen (3,5 %) B ocTpara dasa U
cBOTBETHO 2,2 % 1 1,6 % cnen 1 Mecell (BX. ToUKa 4.4). YpenHueHHeTo Ha BEeHTPUKYIApHHTE I1ay3i B
octpara dasa Ha OKC e no-u3pa3eHo NPH MALMEHTHTE Ha THKArpenop ¢ aHaMmHesa 33 yLI -z?;?“?‘"‘*\
anaMuesa 32 XCH cripamo 5,4 % npH naumeHTH 6e3 aHamHesa 3a XCH; 3a mauue -,
kiomaporpen, 4,0 % npH Te3H CC CpPAMO 3,6 % npu Te3u 6e3 aHAMHE3a 34 XC




ce nposBsaBa 3a equH Mecell: 2,0 % crnpsmo 2,1 % 32 nalMEeHTUTE Ha THKArpejaop, CbOTBETHO, CbC U
6e3 anamHesa 3a XCH: u 3,8 % cnpsamo 1,4 % 3a konuaorpen. Tasu pasnuka HE € CBbp3aHa C
HEeXeTaH! KIMHHUYHM Nocieanuy (BKIIOUMTEIHO U MOCTaBsHE Ha NECMEHKbp) BbB BbIIPOCHATA
MonyJjauus NauueHTH.

[Ipoyysane PEGASUS (anamuesa 3a muoxapdeH undapkm)

PEGASUS TIMI-54 e npoyuBane ¢ 21 162 nauueHTH, ¢ AM3aiH 3aBUCEL] OT HACTBHIBALLHTC cbOUTHS,
paHIOMH3HPAHO, ABOHHOCIAMNO, MIaleb0-KOHTPOIHPAHO, MEX1YyHAPOAHO MHOTOLIEHTPOBO POy 4BAHE
C mapasieIHy Py 3a OLEHKa Ha MPEBEHUMATA Ha aTepOTPOMOOTHYHH CbOUTHA C THKArpenop,
npunaras B 2 103 (90 mg ABa MbTH AHEBHO Hix 60 mg 1Ba NBETH JHEBHO) B KOMOMHALIUA C HUCKA
no3a ACK (75-150 mg), B cpaBHenue ¢ Tepanus camo ¢ ACK npu nauuMeHTH ¢ aHaMHesa 3a MU u
[OTIBJIHUTENHN PHCKOBH (AKTOPH 3a aTepoTpomMbo3a.

[TauMeHTH, MOAXOMAIIM 3a BKJIIOYBAHE B MPOYYBAHETO ca OMJIM TaKHBA HA BB3PACT Ha WIIH Hall 50
CONMHM, HalM4Ke Ha aHaMHe3a 3a MU (1 10 3 roauHu npeay paHaOMU3MPAHETO) U HATMYKUE Ha MOHEe
eJlAH OT CIIEHUTE PUCKOBHU (aKTOPH 3a aTepoTpoMb03a: BB3pacT = 65 roarHU, 3aXapeH nuaber,
Hanarail MeaIMKaMeHTO3HO JiedyeHue, BTOpH npeawecrsail MUY, 1aHHHA 32 MHOIOCB10Ba HUBC unu
XpOHHYHa ObOpeuHa TUCHYHKLMSA H3BBH KpaifHUA CTaauH.

[TaumeHTUTe He ca 6Uau MOAXOAAIIM 3a BKJIOYBAHE B IPOYYBAHETO, aKO Ca HMaJIK MIaHMpaHa
yrnorpe6a Ha P2Y 1 2-perienTopeH aHTaroHUCT, AUMUPUIAMOJT, IHJIOCTa30]1 WM aHTHKOAryJIaHTHa
Tepanus 3a Nepyojia Ha NMpOy4YBaHeTo; HapyLIEHHe, CBbP3aHO C KbPBEHE MM aHaMHe3a 332 HCXCMHUCH
HHCYNIT WY BbTPEUYEPENHO KbPBEHE, TYMOP Ha LIEHTPAIHATA HEPBHA CHCTEMa MIIH BRTPEHEPEIIHA
CBIOBA AHOMAJIHS; MALIMEHTH ChC CTOMALIHO-YPEBHO KbPBEHE Mpe3 MpeIIecTBaluTe 6 Mecela uiu
rojsiMa onepauus npe3 npeawecrsamure 30 QHHU.

Knunuuna egpuxacnocm

durypa 2 - AHaJIM3 Ha MbPBHYHATA KJAHHHYHA CbCTABHA KPAHHA TOYKA OT CC embpT, MU H
uHcyart (PEGASUS)

1

Tuxkarpenop 60 mg - - - - Nnauebo e
10 = AB2 MBHTH AHEBHO pr=—"
Bpoit 7045 7067 =T
9 1| naumeru coc cubuTue 487 (6.9%) 578 (8.2%) g
o KM% Ha 36-Tv mecey 7.8% 9.0% . -~

ChOTHOLIEHHE Ha
7 pUCKa

p-CTOWHOCT

(Hazard Ratio) (95% Cl) 0.84 (0.74, 0.95)

Kvmvnatueno %
n
1

4 —
3 -
2 —
1 =
0 | T 8 r 1 1 1 T l &
0 120 240 360 480 600 720 840 060 1080 1200 1320
Ann cnep PaHZOMHUIALNA
Bpoi nayneHTH B PUCK
Ti60 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710
Placebo 7067 6950 6842 6761 6658 6315 5876 4899 3646

2028 714

| 19



Tabanua 5 - AHAIN3 HY THPBAYHATA H BTOPHYHKTE KPAHHA TOWKH 33 eQHKACHOCT (PEGASUS)

Tuxarpesop 60 mg 1Ba M-TH AHEBHO Camo ACK p-cTORHOCT
B +ACK N =7 045 1 N =7067

| MannenTn 0 HR ManuenTH o ]
Xapakrepucraica| o o mal KM% | 9504, CD) |cvecroumun| N 7
I — — — — - —_—

[ITspBHYHA KpaiiHa TOYKA
|Tuxarpeaop 60 mg n8a MbTH AHEBHO Camo ACK p-cTolHOCT
+ACK N=7 045 N=7067
IMauneHTH ° HR HauuenTH o
XapakTepHcTH cbe chluTHS KM % (95% CI) |cnbe cbOuTHSA KM %

0,84
(0,74, 0,95)

487(6,9%)| 7,8% 578 (8,2%) 9,0% 0,0043 (s)

— N R —
0,83
Q 0 ] 0 0
: 131 (2,5%) i 2,9% | (0,68, 1,01 !_2_10 (3,0 /i)_ 3,_4 Z 3,06‘76
MU 285 (4.0%) | 4,5% 0,34 138(4.8%) | 52% | 00314

| 0,75
0 0 y 0 0
HUHcynT 91 (1,3%) 1,5% (0,57, 0,98) 122 (1,7%) 1,9% I} 0,0337

BropHuHa xpaiHa TouKa

il iy e L | I-_ " il i

CComspr | 174(2,5%) | 2,9% 0,83 210(3,0%) | 3,4% :

N | (0,68,1,01) | I - —
MBPT N0 BCAKAKBA | 589 (4.1%) | 4,7% 0,89 326 (4,6%) | 5.2% -
MpHHHA |. | (0,76, 1,04) |

KoedHLHEHTET Ha PHCKa H p-CTORHOCTHTE Ca H3YHCJIEHH OTAGIHO 32 THKATrPENOp CIIp. TEpals caMo ¢ ACK ot
MO/ Ha MPONOpUHOHANHUTE pHckoBe Ha COX, KaTO rpynaTa Ha JIEUEHHe ¢ CAWHCTBEHATA EKCIIAHATOPHA
NPOMEHIIHBA.
KM npoueHT, H3uHcIeH Ha 36-TH Mecell.
Benexxa: 6posr Ha mppauTe chOHTHS 38 KoMnoneHTHTe CC eMEpT, MM 1 BECyaT € OeACTBUTETHUAT Gpolt Ha
ITBPBH CLOUTHA 38 BCEKM KOMIIOHEHT H He c¢ 100aBA KbM Opos Ha CHOMTHATA B ChCTABHATA KpalHa TouKa
(s) IToka3pa CTATUCTHYECKA SHAYHMOCT.
Cl=Jlosepurenen unTepsai; CC=CupAeTHO-CHIOB, HR=Koeduuueut na pucka; KM=Kaplan-Meier;
MH=MuokapaeH HHPapKT,

=bpo#i nanuenTH.

JIpeTe CXeMH Ha NedeHUe ¢ TUKarpenop 60 mg nBa IMbTH AHEBHO U € 90 mg ABa IMHTH JHEBHO B
xom6uHaImMA ¢ ACK npeBB3X0XAAT caMocToATeNHOTO NederHe ¢ ACK no oTHOmeHHe Ha
NpeBeHUKsTa Ha aTepoTpoMEoTHuHKTe ChOUTHA (CheTaBHA kpaitHa Todka: CC CMBDT, MU u uuCcynT),
¢ TIOCTOAHEH eeXT OT JICYESHHETO NPe3 LEJIMs NEPHOA Ha MPOYUBAHETO, BOXEI 10 16 % OTHOCHTE/HO
HamansBeHa Ha pucka (OHP) u 1,27 % a6comoTHo HamansBane Ha pucka (AHP) 3a Tuxarpenop 60
mg u 15 % RRR u 1,19 % ARR 3a tuxarpenop 90 mg.

BsnpekH ye npodunre Ha eduxacHocT Ha 90 mg 1 60 mg ca nofo6HY, HMa NAaHHM, Y€ M0-HUCKATa
n03a e ¢ no-no6ep npodun Ha moHocHMOCT ¥ 6€301aCHOCT 110 OTHOINEHHE HA PHCKa OT KhPBCHE 1

nucnHes. CnemosarenHo, camo Iloncap 60 mg asa MBTH AHEBHO, MPHIOKEH €AHOBPECMCHH
NperophiBa 3a MpeBeHLMA Ha aTepoTpoMboTiinK ¢chbuTHA (CC cMbpT, MA M HHCYIIT)
¢ aHamue3a 3a MU M BHCOK PHCK OT pa3sBHTHE Ha aTepoTpOMOOTHYHO CHOUTHE,




B cpaBHEHHE CHC CAMOCTOSTEIHOTO JICHEHHE C ACK, Tukarpeaop 60 mg Asa MbTH AHEBHO IHATHMO
OHIDKaBa [ThPBHYHATA ChCTABHA KpaiHa TOYKA OT CC cmppt, MU H HHCYNIT. BCEKH 0T
KOMIIOHEHTHTE JAOTPHHACA 32 MOHMAKEHHUETO HA ITbpBHYHATA ChCTABHA xpaitna Touxa (CC cmbpT 17 %
OHP, MU 16 % OHP u uncynr 25 % OHP).

OHP 3a cherapHaTa KpalfHa Todka ot 1 go 360 mau (17 % OHP) u ot 361 auu Hatatek (16 % OHP) e
nono6Ho, iMa orpaHMueHy aHHH 3a epHKacHOCTTa K 6e30I1aCHOCTTA Ha YARIKEHO JIEYCHHE C

THKATPENOP HAX 3 TOOHHH.

JIpncear HOKa3aTesICTBa 3a NoJiza (He ce Habmonasa pellyKUps Ha 1€CTOTaTa Ha ITHPBUMHATA
npocaengBasa kpaitHa Toqka ot CC cMBPT, MU u HHCYNT, HO HMa NOBHIIABAHE Ha YCCTOTATA HA
SHAYHTEJIHO KbpPBEHe), KOraTo THKarpesop 60 mg aBa THTH AHEBHO € NPHIIOHKEH NpY KNHHHYHO
cTaGYIHH NAlMeHTH ¢ AABHOCT Ha uH(apkTa > 2 FOAMHY WY II0BEHE OT €NHA roHa CIICA CITHpaHe
HA MPEeAXOAHOTO JedeHue ¢ AJID-penenTopeH uEXxubuTOp (BXK. TOUKA 4.2).

Knunuuna besonacHocm

YecTOTATA HA MPEYCTAHOBABAHE HA TEPAITUATA C THKArpeJiop 60 mg mopagu KbpPBEHE K IUCIIHER € No-
BHCOKA TIPH NALHEHTHA > 75 ronuaH (42 %), B CpaBHEHHE C NO-MNIaH NAHEHTH (urrepBan: 23-31 %),
¢ pa3IMKa CIpAMO MUiauebo rpynaTa no-rojiaMa ot 10 % (42 % cripsamo 29 %) NpH MaHeHTH > 75
TOJHHY.

[leapaTpAIHa NOMYNALNA
B paHAoMU3HPaHO, JBOMHOCIIAMNO IIPOYYBAHE ®asa 111 ¢ mapanensu rpyma (HESTIA 3), 193

MeaUATPHIHH NALMEHTH (Ha BE3pacT OT 2 50 Mo 18 roauHH) ChC CHPTIIOBHAHOKETRYHA GonecT ca
PAHIOMM3HpPAHY JIa MONy4aT WK mnaue6o, WK THKArpenop B 4034 oT 15 mg fo 45 mg ABa THTH
JIHEBHO B 3aBHCHMOCT OT TENIECHOTO Terno. THKarpesiop BOAH [0 ME/HAHA Ha TpoMOOLINTHATA
wHxuGHIMs 35% npeqy npueM Ha no3ata ¥ 56% 2 qaca Ciie[l NpHEM Ha f03aTa NPy CTALMOHAPHO
CBCTOAHME.

B cpasHeHuUe ¢ IU1aueso HAMa [OJ3a OT JIeYEHHETO ¢ THKArpeop no OTHOLLEHHE Ha YecToTara Ha
Ba3OOKITY3HBHUTE KPH3H.

EpponelickaTa ar¢HLH [0 JIEKapCTBaTa ocB000XKIaBa OT 3aIBIDKCHUETO 32 IPeJoCTaBAHE Ha
pe3yNTATHTE OT HPOYIBAHUATA C THKArpenop BbB BCHHIKH MOATPYLE Ha neAvaTpHUIHATA NOITyNalmA 38
ocTpu KopoHapHu cunapomu (OKC) n aHaMHe3a 3a MHOKApIICH uadapkt (MH) (8x. Touka 4.2 32
uR(pOpMalHA OTHOCHO yNoTpeda B NeINaTpUATa).

5.2 dapMaKOKHHETHYHH CBOACTBA

Tuxarpenop HMa JTHHeHHA GpapMakOKHHETHKA, 8 EKCIIOUIHUTE KbM TUKArpenop U aKTHBHUA MY
merabomut (AR-C124910XX) ca mpHONH3HTENHO MPONOPIHOHANHH Ha 103414 A0 1 260 mg.

Abcopbums

A6copbimaTa Ha THKarpesop ¢ 65p3a, ¢ MeiMaa Ha tmax npubnuanrento 1,5 qaca. [TpesprilianeTo
Ha TMXArpe/op B OCHOBHHA LIUPKYTHPAIl merabonut AR-C124910XX (chio akTupeH) € 65p3o, ¢
MeIuaHa Ha tmax npubnmsirenHo 2,5 vaca. Cnel NEpOPATHO NPHIIOKCHHE Ha eaUHHYHA J03a
THKarpeaop 90 mg Ha rIAHO MPH 31paBH JIHIE, Cmax e 529 ng/ml 1 AUC e 3 451 ng*h/ml.
C1OTHOMIEHHAT2 MeTAGOINT/0CHOBHO BemecTso ¢a 0,28 3a Cmax u 0,42 3a AUC.
dapMaKkOKHHETHKATA Ha THKarpesop H AR-C124910XX npu nauseHTH ¢ aHamHesa 3a MH
OGHKHOBEHO € NOoKoGHA Ha Ta3u B nomynatwara ¢ OKC. B3 ocHOBA Ha €11H MOy AlHOHEH
dbapMaxOKHHETHYEH aHAIM3 Ha NMPOYIBAHETO PEGASUS menuanata Ha Cmax na Tukarpenop e 391
ng/ml u AUC e 3 801 ng*h/ml B cTaiHOHAPHO CHCTOAHHE 32 THKATPEIOP 60 mg. 3a THkarpenop 90
mg Cmax e 627 ng/ml 1 AUC e 6 255 ng*h/ml B cCTAIMOHAPHO CBCTOAHME.

CpenHara abcomoTHa GHOHANHYHOCT HA THKArpenop ¢ M3UCIcHa Ha 36 %. [IpuemMsb
Ma3HHHH XpaHa BoIM Ao nosHiasane ¢ 21 % Ha AUC Ha THKarpejaop H o NMOHUXK



Cmax Ha aKTHBHHS My MeTaGOJIHT, HO HE NOBJMABA N0 HMKAKEB HATHH CMax Ha TUKArpenop HiH
AUC Ha axTHBHHA My MeTabomut. CMATa Ce, Ye Te3H MAKH NIPOMEHH ¢a ¢ MPHAMATHO KITHHHTHO
3HaYeHUE, MOPagy TOBA THKArPEIOop MOXe Aa C& MPHEMa ChC HIIH 6e3 xpaHa. THkarpesiop H
aKTHBHRHAT My MeTaonuT ca cyberparu Ha P-gp.

TuKarpenop BbB BHJ Ha CTPUTH TabneTky, CMECEHH C BOJIA, MPUIIAraH NepopalHO MM 9pe3 Ha30-
racTpalHA COHJA B CTOMAaxa, HMa CPaBHHMA OHOHAHYHOCT C LieNHTe TabNeTKH 110 OTHOIEHHE Ha
AUC 1 Cmax Ha THKarpeyiop 4 akTHeHus Metabonut. HauanHara eKCro3uiys (0,5 u 1 gac cnen
NPUIOKEHHE) OT CTPHTUTE TAGNETKH THKArPeNop, CMECEHH C BOJA, € I10-BUCOKA B CPaBHEHKE C
LeMTe TabNeTKH, ¢ KaTo LAN0 HASHTHYEH Npod K Ha KOHUCHTPAIMA ClIE] TOBA (2 no 48 qaca).

PasripecICHHE
B cTAIMOHAPHO CHCTOAHKE OGEMBT Ha pasnpe/ieneHHe Ha THKarpenop € 87,5 1. Tuxarpenop "
AKTHBHMSAT MYy MeTal0MMT Ce CBBP3BAT C YOBEIIKHTE IUIa3MEHH MPOTEHHH BbB BHCOKA CTCIICH (> 99,0

%).

bu chopMmanus

CYP3A4 e OCHOBHHST €H3HM, OTTOBOPEH 3a METAGOIM3NPaHETO HA THKArpenop U 00pasyBaHETO Ha
aKTUBHUA MY MeTabONIUT, KETO TEXHHTE B3aHMORCHCTBHA C IPYTH cyOctpati Ha CYP3A Bapupat ot
aKTHBHpaHe 10 HHXHOHpaHe.

OcHOBHMAT MeTabonuT Ha Tukarpenop ¢ AR-C124910XX, KOHTO cBIIO € AKTHBEH — KOCTO CC OLICHABA
upes in vitro cebp3BaHe ¢ TpomGoumTHuA P2Y12 AZIP peuenTop. CucreMHaTa eXCIIO3HIAA Ha
akTuBHHuA MeTabonut e npubnuznrenHo 30-40 % oT Ta3u Ha THKArpesop.

EnuMHUHUpaHE

OCHOBHMAT ITHT 32 ETHMHHMpaHEe Ha THKAIPENOp € upe3 YepHoapoOHa TparcdopMaims. [1pn
pHiaraHe Ha PaHOAKTHBHO MapKHpaH THKArpeNnop CPeHOTO BH3CTAHOBABAHE HA PaftHOAKTUBHOCTTA
e mpubnuauTento 84 % (57,8 % BuB deueca, 26,5 % B ypHHaTa). Konmu4aecTsoTo Ha THKarpenop U
aKTHBHHMS My MeTaGOIHT, KOMTO C& OTKPHBAT B yPHHATa, ¢a 1oX 1 % oT mpHeTaTa K03a. BeposTHO
OCHOBHMAT ITHT HA ETHMUHMPaHE Ha AKTHBHHA META0OIHT € upe3 eKCKPEIUA B JTbHKaTa. Cpeanusr
t1/2 Ha THKarpesop e npuSiaN3UTenHO 7 Yaca, a Ha aKTHBHWA MYy Metabonut — 8,5 yaca,

Crennanuy nonyaaiyy

Cmgpuecka gv3pacm
[To-BHCOKH €KCIIO3MIUMK Ha THKarpesop (mpubaumsnrento 25 % u 3a Cmax, 1 38 AUC) # Ha aKTUBHUA

my metabonut npu mamuentu ¢ OKC B cTapdecka Bb3pacT (> 75 roIMHH) B CpaBHEHHE C MO-MAaaH
[ALMEHTH ca Hab/I0KABaHH TIPH NOMyNAMOHHNS HapMaKOKHHETHYeH aHam3. Te3u pasiiuKH He ¢
CMSTAT 33 KJIMHUYHO 3HAYHMH (BK. TO4KA 4.2).

Ileduampuuna nonyna

HagqHu ca orpaHuvIeHH AaHHU [IPH LA CbC ChPIOBHAHOKICThYHA Gonect (BX. ToukH 4.2 1 5.1).

B npoyusasero HESTIA 3 npu naupeHTH Ha BE3pacT OT 2 K0 MOX 18 ropuHu ¢ Terno = 12 go <24 kg,
> 24 no <48 kg u > 48 kg, e npuaarad THKArpeiop Karo NeAMATPHYHHE AXCNICprHpaiiy Ce TabneTKn

15 mg B n03u ceoTBeTHO 15, 30 11 45 mg ABa TBTH KHEBHO. B13 0CHOBA Ha MOIMyIaLHOHEH
hapmakoxnHeTHYeH aHanys cpennara AUC sapupa oT 1 095 ng*h/ml no 1 458 ng*h/ml, a cpennara
Cumax Bapupa or 143 ng/ml 1o 206 ng/ml npH CTAIMOHAPHO CHCTOAHHC.

ITon
B cpaBHEHME ¢ MBXKE, IPH XEHH ca Habmo#aBaHH 110-BUCOKH EKCTIO3HIMH Ha THKArpesiop 1 Ha
aKTHBHMA My MeTabonuT. PaiMKHTE HE Ce CMATAT 3a KIIHHHYHO 3HAYHMH.

Bvbpeuno vepexcoane




B cpasHeHuUe ¢ X0opa ¢ HOpMaJIHa 6uOpeyna QyHKLM, TPH NAUMCHTH € TEXKO GBpOpEUHO YBPEXKIAHE
(KpeaTHHHHOB KIHPBHC < 30 ml/min) eXCIIO3HIMATA HA THKATPE/IOp € [O-HHUCKa ¢ npUOIH3HTENHO
20 %, a eKCIIO3UUHATA Ha aKTUBHUA MeTabOoIUT € MO-BUCOKA MPUOIH3UTENHO ¢bC 17 %.

[Ipu mauMeHT! ¢ TEPMUHANCH cTanuii Ha 656peuno 3abonaBaHe Ha XeMOaUaTH3a AUC n Cmax Ha
Tuxarpenop 90 mg nmpunaras 8 I€H 6e3 nuanmsa ca ¢ 38% u 51% ro-BHCOKH B CPABHCHHE C XOPA €
HopMaJHa 6p0peuna GyHKIHA. [Tono6HO HOBHINEHHE B €KCIIO3HLUATA CC Habmopasa, KOrato
THKArpeNnop ce MPHIAra HETIOCPEACTBEHO NPeId HaTM3ATa (cworBeTHO 49% H 61%), KOETO NOKA3BA,
ge THKArpesop He ce AHanm3upa. EkCno3HUMATa Ha AKTHBHHA MeTaboIMT ce NOBHINAaBA B N0-MAJIKa
crenen (AUC 13-14% u Cmax 17-3 6%). EdexThT Ha HHXuONpaHe Ha TpoMOOLMTHATA arperauns
(UTA) e HE3aBHCHM OT JHAIIH3aTa ITPH TAIHEHTH ¢ TepMHUHANEH CTafuH Ha 6EOpeHO 3a0ongpaHe H €
rionobeH NpH xopa ¢ HopManHa 6p0petHa dyHKLUHS (BXK. TOUKa 4.2).

HepH HO HE

B cpaBHEHHNE CBC 3APaBH 106 POBONLIM, IPH MALMEHTH € JICKO yepHOAPOGHO yBpekaane Cmax H AUC
Ha THKArpeJiop ca ro-BHCOKH CHOTBETHO C 12 % u 23 %, ofage UTA edekTsT Ha THKArpeJop €
nonobeH B Apere rpyni. He e HeoOxoaMMo KOpHrupaHe Ha 1103aTa HpH MaMeHTH C JIEKO
qepHOApoGHO yBpeknaHe. HamMa mpoyuBaHHi ¢ THKATPENIOP NPH MALHEHTH C TEXKKO qepHOApOoOHO
yBpexaHe 1 JHNCBa GpapMakOKHHETHIHA uH(OpMALMA TIPH MMALHEHTH C YMEPEHO qepHOLPOOHO
yBpexaane. [IpH NalyeHTH ¢ YMEPCHO HITH TEXKO HOBMILICHHE Ha €UH WIH NoBede YePHOAPOOHH
HYHKIHOHATHH TIOKA3ATEIM HA M3XO0NHO HUBO, [UIa3MeHHMTe KOHLIICHTpalliy Ha TUKarpeaop ca

OB HKHOBEHO MOAOGHH WIH MANKO NO-BHCOKY B CPABHEHHE C NMALMEHTHTC 6e3 H3XO0AHO NOBUIIEHHE.
He ce mpenopbyBa KOPHTHPaHe Ha 403aTa NpH NALMEHTH ¢ yMEpEHO YepHONPOOHO YBpEXIaHe (BXK.
TOYKH 4.2 4 4.4).

Emnuueckad npURGOREICHOCTN
B cpaBHeHU€ ¢ MALHCHTHTE OT eBpONEeHIHATA Paca, MAMEHTHTE OT a3UATCKH MMPOM3XO0] HMAT T10-

BHcOKa ¢ 39 % cpenHa 6MOHANMYHOCT. B cpapHeHKe C NAUMEHTHTE OT eBpOMEeHIHATA paca, npH
CaMOOTIPEEAIIHTE C& KATO YePHOKOKH NAleHTH, SHOHATHYHOCTTA HAa THKArpeJIop € no-Hucka ¢ 18
%. B xTMHuKO-GapMakOOrydHH MpOYyYBaHHU eKCIO3HIIHATA (Cmax 1 AUC) Ha THKarpesop npH
STIOHIM € To-BHCOKa ¢ npubnusurento 40 % (20 % crnen kopeKUps CTIpAMO TENEeCHOTO TEro),
OTKOJKOTO TIpH XOpa OT €BpONCHAHATA paca. EXCIIO3MLIMATA [TpH MALHEHTH, KOMTO €€ CaMOOTIPEACIIAT
KaTo MCITAHO FUIH JIRTHHO THTI, € oA00HA Ha Ta3H NPH MAIHEHTHTS 0T eBpOTICUIHATE paca.

53 TIpeAKATHHUYHH AAHHH 33 0€30MACHOCT

ITpeaKIHHHYHUTE JAHHH 3@ THKArPENop ¥ OCHOBHUA My MeTaGOoJHT He NTOKa3BaT HENMPHEMJIINB PHCK 34
pa3sBHTHE Ha He)KeJIaHH PeakIlMH MpH XOpa Ha 6azaTa Ha KOHBECHIUKOHAIHHTE hapMakonorniHy
M3MATBAHMS 32 6€30MacHOCT, TOKCHYHOCT NPH EXHOKPATHO H MHOTOKPATHO npuiarase u
reHOTOKCHYEH MMOTEHUHA.

[Ipu HAKOJIKO XHBOTHHCKH BHAA € HabMOAaBaHO CTOMAITHO-YPEBHO APa3sHEHE NMPH KITMHAHHO
AHAUMMH HHBA Ha eKCIO3HIIHA (BX. ToIka 4.8).

[IpM KEHCKH TUTEXOBE, THKArpenop BbB BHCOKH NO3H IEMOHCTPHpA NOBHIIEHA YeCTOTA HAa TYMOPH Ha
MaTKaTa (aiCHOKapLMHOMH) H MOBHINEHA MECTOTA HA AlICHOM Ha uepHus Apod. MexaHH3IMBT 3a N0ABA
Ha TYMODH HA MATKATA BEPOATHO € XOPMOHAICH nuchanaHc, KoiTo MoXKe A3 A0BEAE A0 NOABA HA
TyMODH [PH ILThX0BE. MEXaHH3MBT 3a N0:1B3 Ha yepHOAPOGHH aJIECHOMH BEPOATHO € crielipuyHa 32
rpU3aYMTe EH3HMHA HHIYKIHA B 1CPHHA npo6. [opaau TOBa Ce CYMTA, Y€ € MAIKO BEPOATHO
KapIMHONeHHUTE HAXOAKM 12 HMAT 3HAUCHHE 32 XopaTa.

I1pu rIsXxoBe, ca HabmofapaHd MUHUMAIHA AHOMATHH Ha Pa3BUTHETO MPH 033, TOKCH'HA 32
malixaTa (rpanuna Ha 6esonacHoct 5.1). Tlpu 3aiiu ce Habmopasa Jeko 3adapsHe Ha Y
CH3pABAHE M CKEJIETHOTO PA3BHTHE Ha derycuTe Npy Maliky Ha BHCOKa 2032 6e3 na
TOKCHIHOCT 3a Malikara (rpaHHIA Ha 6e30MacHoCT 4.5).




T[IpoyuBaHMs IpH IUTBXOBE H 3aAIIH NOKA3BaT PeNPOAYKTHBHA TOKCHIHOCT C JIEKO NMOHIDKABAHC Ha
HaNJaBaHETO HA TErNIo MpH MalikaTa H HAMANeHa HEOHATAIHA XH3IHECTIOCOOHOCT H TETJIO NPK
pRKAAHEeTO, ChC 3a0aBsHe Ha pacTexa. TUkarpesiop BOAH A0 HEPEAOBCH LUHKE] (OCHOBHO YABDKCH
UMKBIT) TPH XKEHCKH ILTBX0BE, HO HE MOBNHsABA OOLIMs (PEPTHIHTET NPH MBXKKH H XKCHCKH ILTEXOBE.
DapMaKOKUHETHYHH IPOYYBAHHSA C PANMOAKTHBHO MAaPKHPAH THKArpesiop nokasear, ¢ OCHOBHOTO
BEILleCTBO H HErOBHTE METAGONHTH C& EKCKPETHPAT B MITAKOTO ITPH [UTEXOBE (BiXK. TOHKA 4.6).

6. GAPMAUEBTHYHH JAHHH

6.1 CnucbpK H2 NOMOIIHHTE BelMIeCcTBa

SAnpo Ha TabneTkara:

Manuron

Kannues xuaporeHdocdar AHXHADAT
Xunpomenosa 2910

HarpueB HAIECTEH FIINKOIAT THIT A
MarsesueB CTeapat

duimoBa OOBHBKA

Ba OOBHBKA:
[oncap, 60 mg, duiMupany TabneTku
XunpoMenosa 2910
Turasos auokcun (E171)
Tank
Makporon 8000
JKenezen okcup, uepseH (E172)

[Moncap, 90 mg, punMuApaHy TaONETKH
Xunpomenosa 2910

Twranos poxcun (E171)

Tank

Makporon 8000

XeneseH oxcug, KT (E172)

6.2 HecbBMECTHMOCTH

Henpuiio)XxuMo.

6.3 Cpox HA rogHoOCT

3 roguHu

6.4 CrelHa/IHH YCJOBHA HA ChbXPaHeHHE
To3u nexapcTBeH NPONYKT HE M3UCKBA CHELIHAIHY YCIOBHA 33 ChXPaHEHHC.
6.5 BHA H chABPKAHHE HA ONIAKOBKATA

Anymmnuesw/PVC/PVDC bnucrepu.

Ioncap 60 mg puiMupany TabnerkH
OnakoBKH oT 14, 56, 60, 168, 180 ¢uiMHpanu TabNeTKH.

Honcap 90 mg dunMupany TabneTky
OnaxoBku oT 14, 56, 60, 100, 168, 180 ¢pmuimMupany Tabnerku.




He BcHuxy BHIOBE ONAKOBKH MOrar aa ObaT IMyCHATH Ha nasapa,
6.6 CrnenHaJHH NMpeANa3ZHH MEPKH MPH HIXBBLPAAHE

Hen3non3BaumAT NeKapcTReH MPONYKT WIHM OTTIATEYHHTE MATEPHAIK OT HEro TpAOBa 1a ce H3XBBPJIIAT
B CHOTBETCTBHE C MECTHHTE W3HCKBaHHMA.

7. TPATEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA
Zaklady Farmaceutyczne POLPHARMA S A,

ul. Pelplifiska 19, 83-200 Starogard Gdafiski
[Tonma

8. HOMEP(A) HA PAZPEIIEHHETO 3A YHOTPEBA

Honcap 60 mg dunmupanu Tabnerkn
Per. Ne 20200124

Honcap 90 mg duaMupany TabiieTku
Per. Ne 20200125

9, JATA HA ITBPBO PAZPEHIABAHE/TIOMHOBABAHE HA PASPEUIEHHETO 3A
YIIOTPEBA

IlaTa Ha IMbpBO paspemasane: 22.07.2020
IlaTa Ha nOCNeAHO NOJHOBABAHE:

16. JATA HA AKTYAJIMINPAHE HA TEKCTA




