KPATKA XAPAKTEPHCTHKA HA IPOAYKTA A OL Y 00 /s // &

I.  HMME HA JEKAPCTBEHHS IIPOJYKT X2 /7-Y 30 -0 20

Tuxarpenop Tesa 60 mg ¢unmupanu TabseTKu
Ticagrelor Teva 60 mg film-coated tablets

Tukarpenop Tesa 90 mg ¢puamupanu TadbieTKH
Ticagrelor Teva 90 mg film-coated tablets

2. KAYECTBEH U KOJIMHECTBEH CbCTAB

Tuxkarpenop Tea 60 mg duamupanu TabJIeTKH
Beska ¢punmupana Tabsietka chabpxa 60 mg tukarpenop (ticagrelor).

Tukarpenop Tesa 90 mg ¢punmupanu TabsIeTKH
Beska dunMupana Tabnerka chabpika 90 mg Tukarpesop (ticagrelor).

3a MBbJIHKUSA CMUCHK HA NMOMOIIHUTE BELIlECTBA BUXKTE TOUKa 6.1.

3.  JIEKAPCTBEHA ®OPMA

dunmupana tabnerka (Tadbnerka)

Tukarpenop Tesa 60 mg ¢puamMupanu TabJIETKH
CBETIOPO30BH 10 pO30BH TabNeTKH ¢ Kpbria ¢opma, MapkupaHu cbe ,, 137" oT eqHaTa cTpaHa U “A°
OT Jpyrara cTpaHa, ¢ pasmep npuOausuTesHo 8§ mm.

Tukarpenop Tea 90 mg ¢punmupany TabsIeTKH
CBEeTNOXKBJITH 10 *KbJITH TabneTku ¢ Kpbria popma, Mapkupanu ¢ ,,A91" or e,uHaTa cTpaHa u 0e3

MapKHpOBKa OT JipyraTta CTpaHa, ¢ pasMep npuOIH3HTEIHO 9 mm.

4. KJIUHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

Tukarpenop TeBa npuiiokeH eHOBpeMeHHO ¢ aueTuiacanvumiosa kuceanna (ACK), e noka3sas 3a
npodMIaKTHKA Ha aTEPOTPOMOOTHYHHM MHLMAEHTH NPH BH3PACTHH MALMEHTH C
- ocTBp KopoHapeH cHHApoM (OKC) nim
- aHaMHe3a 3a Muokap/eH uHpapkT (MH) 1 BUCOK pUCK OT pa3BMTHE Ha aTEPOTPOMOOTHUHO
cpOuTHE (BXK. Touku 4.2 1 5.1).

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

Jo3upoBka
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Ocmipu XOpoHApHU CUHODOMYU
Jleuenuero ¢ Tukarpenop Tepa TpaGBa Aa 3anoyBa ¢ €IHOKpaTHA HaTosapsaula 103a oT 180 mg (age

TabaeTku ot 90 mg), cnen koeTo ce NpoAL/DKasa ¢ 103a 90 mg aBa meTH AHEBHO. IIpenopbyea ce
neyennero ¢ Tukarpenop Teea 90 mg nBa mbTH AHEBHO Aa NPOAL/LKH 12 Mecella NpH NauHEHTH C
OKC, ocBeH ako HSMa KIHHHYHH NIOKa3aHUA 38 NMPEKbCBaHe Ha NMpHeMa (BX. Touka J.1).

Moxe za ce obmucau npeyctanosapane Ha ACK cnen 3 meceua npu naumeHtH ¢ OKC, konto ca
NPeTHLPIAIN NEPKyTaHHa kopoHapHa uHTepseHUUA ([TKHA) 1 uMmar MOBHLIEH PUCK OT KbpBeKe. B To3n
cayuaii MpHeMbT Ha THKArpesiop, KaTo ¢AMHHYHA aHTHArperaHTHa Tepanud, TpA0Ba J1a NpOABL/IKHY

9 mecena (Bx. Touka 4.4).

Anamnesa 3a muoxapoen ungapxm

Tukarpenop Tesa 60 mg ABa BTH AHEBHO € NPENOPHUYMTENIHATA 1034, KOraTo € HeoOX0AUMO
YIBDKEHO JICUeHHE HA MalMeHTH ¢ aHaMHe3a 3a MU oT nole e1Ha rooMHa ¥ BUCOK PHUCK OT
areporpoMBoTHuHO chOHTHE (BXK. Touka 5.1). JleyeHnero Moke fa Obae 3anounaTo 6€3 npeknCBate,
KaTo MpOoABb/DKaBalila Tepanus ciie/l HAYaJIHOTO fIeueHHe OT eaHa roarHa ¢ Trukarpenop Teea 90 mg
WIM Tepanus ¢ apyr aneHosuH audocdar (AIP) peuenropen HHxnbuTop npu naukeHTH ¢ OKC v
BHCOK PHCK OT aTepoTpoMboTHUHO chbuTHeE. JleueHHeTo MoXe Ja O1Aae 3an0YHaTo ChIO H 10

2 roaunyn ot MM unu a0 eaHa roanHa cief CNHpaHe Ha NPEALIeCTRAOTO JeveHHe ¢ AJlP-
pelienropeH HHXHOGUTOP. UMa orpaHHyeHH AaHHH 38 €PHKACHOCTTA K 6€30MacHOCTTa Ha YABJDKEHO

NIEYCHHUE C TUKArPenop Has 3 FOAMHHY.

Ako e Heobxoauma CMAHA Ha TepanusATa, mbpBaTa fo3a Tukarpenop Tesa TpsaOpa aa Obac NpUoKEeHa
24 uaca ciep nocaenHaTa A03a Ha APYroTo aHTUTPOMOOTHYHO JIEKapCTBO.

Ilponycnama 0o3za

[TpomyckH B TepanuaTa cbiio TpabBa na ce n3bsrear. IlauyeHT, KOHTO € NpoMyCHaN Aa npueMe
no3ara cu Tukarpenop Tesa, Tps6Ba na npueme caMo eaHa tabnerka (cneapallaTa CH 03a) B
0OHUaiHOTO BpeMe.

Creyuannu nonyaayuy
Buv3pacmnu
[lpy nauMeHTH B CTApUECKa BBL3PACT HE C€ Haiara KOpeKLMs Ha 103aTa (BXK. Touka 5.2).

Bvbpeuno yepeosicoane
Npu naumenTu ¢ 6bOpeyHO YBpEXAaHE HE € HEODXO0AMMA KOPEKIMS Ha A03aTa (BXK. TOUKA 5.2).

Heproopobro yepeooane

Tuxarpenop He € Npoy4BaH MPU NALIUEHTH € TEXKKO YEPHOAPOOHO YBpexAaHe W NopajaH TOBa,
yrioTpebaTa My Mpy Te3H NaLMEeHTH € NPOTHBONOKa3aHa (Bx. Touka 4.3). Mma caMo orpanuueHa
HHOPMALHs NIPH NALIMEHTH C YMEPEHO YepHoApoOHO yBpexaaHe. KopurupaHe Ha f03aTa He ce
NpenopbUBa, HO THKarpenop TpabBa aAa ce U3MoN3Ba ¢ MOBUIICHO BHUMaHHKE (BX. TOUkH 4.4 1 3.2).
[Ipy naumeHTH C JIeKO YepHoApoOHO yBpexaaHe HE € HeoOXOMHMO KOPHTUPaHe Ha 103aTa (BXK.
TOUKA 5.2).

HHeouampuuna nonyrayus

Be3zonacHocTTa H epHMKaCHOCTTa Ha THKArpenop NpH Aelia Ha BB3pacT noj |8 roAuHu He €
yctaHoBeHa. HaMa cboTBeTHa2 ynoTpeba Ha THKArpesop npu Jela ¢bC ChbpNoBHAHOKAETYHE DonecT
(BK., TOUKH 5.1 K 5.2).

HauyuH Ha NpUIQKEHUE

3a nepopanHO NPHNOKEHHE,

Tuxarpenop Teea MoxXke J1a ce NpHEMa CbC WK Oe3 XpaHa.
TIpy nalWeHTH, KOUTO HE MOraT Ja nperasliat Tabnerkara(yre) uana (uenn),
CTPHAT Ha (PHH Npax M Ja ce CMECAT ¢ NMONOBKH Yallia BOJa H Ja C€ U3NHUAT Be
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14 ce M3IUIAKHE ¢ Olile NOIOBHH Yailla BOAA ¥ ChABPXKHMOTO Aa ce n3nue, CMecta MOXKE ia ce npuiara
ChLUO H 4Ype3 HasoracTpanHa conaa (CH8 wnun no-ronsama). BaxHo e HasoracTpaiiHaTa COHJia ia €
NpPOMHE C BOAA CJICA NpWiaraHe Ha CMecTa,

4.3 IlpornBonokazannsg

* CBpBLXYYBCTBHTEIHOCT KbM aKTHBHOTO BELIECTBO HJIIH KbM HAKOE OT MOMOLIHHTE BELICCTBR,
u3OpoeHu B Touka 6.1 (Bxk. Touka 4.8).

AKTHBHO NaTOJOrH4YHO KbPBEHE.

AHaMHe3a 33 MHTpaKpaHHanHa xeMoparusa (Bx. Touka 4.8).

Texko uepHOApOOHO yBpekaaHe (Bx. Touku 4.2, 4.4 n 5.2).

CBHBMECTHOTO NPHIOKEHHE HA THKarpenop ¢ MolHu WHxuburopu Ha CYP3A4 (Hanp.
KETOKOHA30J1, KIapUTPOMHLIMH, He(a3oa0H, pHTORABHP W aTa3aHaBHp), THH KATO MOXe Aa
[0Bee A0 3HAYMTENHO TOBHILIEHHE Ha EKCTIO3NLMATA Ha THKarpenop (BxK. Touka 4.3).

4.4 CroenHajHH npeaynpexXIeHHS H NpeINa3sHu MEPKH NpH ynoTpeda

PHCK OT KbpBEHE
[IpunoxeHHeTO Ha THKArpeaop NpH NALMEHTH C H3BECTEH NOBHULIEH PHCK OT KLPBEHE TpaAOBa 1a ce

MPELICHH CIPAMO MO/T3aTa N0 OTHOLIEHHE Ha NpPEeANna3sBaHeTO OT aTEPOTPOMOOTHYHH MHUNICHTH (BXK.
ToukH 4.8 ¥ 5.1). AKO € KIMHHUYHO MOKAa3aH, THKArpenop TpadBa 1a ce npuiara ¢ MOBHIIEHO
BHMMAHHE NPH CICAHNTE IPyNH NALHEHTH:

. [TauveHTHTE CHC CKIIOHHOCT KbM KBPBEHE (HaMp. nopaayd CKOpOlIHa TpaBMa, CKOPOLIIHA
onepauus, HapyLIeHHs B KPbBOCBCHPBAHETO, AKTHBEH WM CKOPOLLIEH CTOMALLHO-4YPCBEH
KPBHBOH3JIMEB) WIH TE3H KOHTO €a C NIOBHLUEH PHCK OT Tpasma. IIpnioxkeHHeTo Ha THKarpenop €
MPOTHBOMOKA33HO NPH MAUMEHTH € aKTHBHO ITAaTOJIOTHYHO KBPBEHE, NMPH TAKKWBA C aHAMHE3a 33
MHTPaKpaHHAIHA XEMOpArus  IpH NALHEHTH C TEXKKO YepHOAPOOHO yBpexaaHe (BXK.

TouKa 4.3).

° [TaureHTH, NpUeMallld eJHOBPEMEHHO IEKapPCTBEHH NPOAYKTH, KOHTO MOTaT j1a MNOBHLIAT PHCKA
OT Kbp8eHe (Hanp. HECTEPOHAHH npoTuBosb3nanure Hy cpeactea (HCIIBC), nepopantu
aHTHKOAryJaaHTH W/nnu dubpuHoONATHIIM) B paMKHTE Ha 24 Haca OT NpHeMa Ha THKarpenop.

B nge pannomusupanu kontponupakk npoyusanns (TICO n TWILIGHT) npu naipentn ¢ OKC,
kouTo ca nmpemunand [MNKH npouenypa ¢ MmeaukaMeHT-H3TbUBAaLI CTEHT C€ BHXKIA, Y€ NPEeKbCBaHETO
na ACK cnen 3 Mecelia ABoiHa aHTHarperadTHa tepanus ¢ THKarpenop W ACK (dual antiplatelet
therapy with ticagrelor and ASA, DAPT), 1 npoawkaBaHe ¢ THKarpesiop, Karo eIMHUYHA
aHTHarperaHTHa Tepanus (single antiplatelet therapy, SAPT) 3a 9 u 12 Meceua, pecrieKTHBHO BOAH O
HaMa/IgBaHe Ha PUCKA OT KbPBEHE M He € HaO/0AaBaHO NOBMILABAHE HA PHUCKA OT CEPHO3HH HEXKETaHH
CHPACYHOCHAOBH CBOMTHA B cpaBHERHE ¢ npoAbmkapaHe Ha DAPT. Peluennero 3a npeycraHoBsBaHE
Ha ACK cnen 3 Mecelia ¥ NPOAB/DKEHHE C THKArpeaop, KaTo €AHHHYHa aHTHarperaHTHa Tepanis 3a

9 MeceLia NpU NalUeHTH ¢ MOBHIIEH PHCK OT KbpBEHE, TPAOBa /1a ce OCHOBABA HAa KJIHHHUYHA
MpeLeHKa, KaTo ¢€ MMa MPEeABH PHCKBT OT KbPBEHE CNPAMO PHCKA OT TPOMOOTHYHH CHOHTHS (BaXK.
Touka 4.2).

TpancdysusaTa Ha TPOMOOLIMTHA Maca He o0pbla AHTHTPOMOOTHUHHSA €EKT Ha THKATPEJIOp NpH
37paBy JOOPOBOJILIA M € MAIKO BEPOATHO Ja MMa KIIHHHYHA N0J13a NPH MTAUKEHTH ¢ KbpBeHe. IloHexe

€IHOBPEMEHHOTO NPWIOKEHHE Ha THKArpenop ¢ AS3MONPECHH He CKbCABA BPEMETO Ha mpneue,
BEPOATHO JIE3MOMNPECHH HAMA Aa Objae epukaceH 3a ORIaJsBaHe HA KPbBOH3NIHUB (B}K. OMEA.

AHTHOHOPHHONMTHYHOTO JieueHUe (AMHHOKANTPOHOBA MIIH TPAHEKCaMOBa Kuce
TepanusaTa ¢ pekoMOHBaHTeH ¢akrop VIla MoraTt aa yCKOpAT KPbBOCHCHPBAHE r
THUKArpeaop MOXe J1a ce Bb30DHOBH clle] KaTo NPHYHHATA 38 KbPBEHETO € OT P,
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Onepaumn
[MauuenTHTe Tpsi6Ba na 6BOAT MOCHBETBAHH Aa HHGOPMHPAT JIEKAPHTE U CTOMATONO3UTE CH, Y€
NMpHeMaT THKarpenop, npead aa uM Obie Ha3Ha4YCHa KakBaTo M Aa € XHpYpru4yHa HHTCPBEHLMSA H

NpeaM Aa 3anoYyHaT Aa PHEMAaT HOB JIEKaPCTBEH NPOIYKT.,

[py naunenTs o1 npoyusaHero PLATO, noanoxenu Ha KopoHapeH apTepHaneH Oaiinac (coronary
artery bypass grafting, CABG), npu tukarpenop ce HabnioAaBa NoBeye KbpBEHE OTKOJIKOTO NPH
KJONMOrPEst, KOTaTo € CripsH B PaMKHTE Ha 1 leH npeau onepauuaTa, HO CXOAHa YeCTOTa Ha -
3HAYHTENHO KbpBEHE, B CPaBHEHHE ¢ KJIOMMIOTPE, CNEA CNIHPAHE Ha JICYEHHETO 2 WK oBe4e AHH
npeayn onepauus (K. Touka 4.8). Ako nauueHTHT TPAOBa Na Ce NMOAT0XKH Ha FUIAHOBA ONepaLus H
aHTHarperaHTHUAT eeKT € HexenaH, THKarpenop TpsaOBa 1a ce NpeyCTAHOBH 5 JHH Npeau
XUPYpru4HaTa HHTEpBEHLIMA (BX. Touka 3.1).

[NanKueHTH ¢ APEALIECTRAI HCXEMHYEH HHCYIIT
IMaumenTtn ¢ OKC ¢ npeauiecTsam HCXeMHYeH MHCYIT MOTaT ia ObJaT JIEKYBaHH C THKArpeaop B

npoabkKeHHe Hali-mHoro Ao 12 mecenia (npoyusane PLATO).

B PEGASUS nauxeHTH ¢ aHaMHe3a 3a MU ¢ npemecTsaiy ncxeMH4eH HHCYIT He ca 6unu
BKUTIOuBaKM, [lopany TOBa, NpH HNCa Ha AaHHM, JIEYCHUE NOBEY€e OT €1HA roOAMHA He ce MpenopbyBa
[pH TE3H MMALUEHTH.

YepHoaApoOHO yBpeXkIaHE
Vnotpe6aTa Ha THKArpesop € MPOTHBONOKA3HA NPH NALUEHTH ¢ TEXKKO YepHOAPOOHO yBpexaaHe (Bx.

Touky 4.2 1 4.3). IMa orpaiuueH ONMUT ¢ THKArPENOop NPH NaLIHEHTH € YMEPEHO YepHOAPOOHO
yBpexIaHe, IOpaaH TOBA NPH TE3U MALMEHTH Ce NPENopbYBa NOBUIICHO BHHMaHKe (BXK. TOYKH 4.2

uJ.2)

PuckoBH 3a pa3BuTHE Ha Opaguxapans NailHEHTH
Xontep EKI” MOHUTOpHpaHE 110Ka3Ba MOBHILEHA Y€CTOTa NPEAUMHO HA aCUMITTOMHH BEHTPHKY/1apHH

Nay3H Mo BPEME Ha JieYeHHE ¢ THKarpeslop B CpaBHEHHE ¢ Knonuaorpe. [lauueHTHTe ¢ MOBHIIEH PHCK
OT pa3BHTHE Ha GpaarkapaAHa (Hanp. MALMEHTH CbC CHHAPOM Ha OOHHA CUHYCOB Bhb3eJ Oe3
neficmeiikbp, AV-610k 1T win I11 crenen, unu Takuea cbe CBbp3aHH ¢ 6paanKapaus CHHKOIIH) ca
M3KITIOYEHH OT OCHOBHHTE MPOYYBaHK 33 OLIeHKa Ha Oe30nacHoCTTa # €éUKACHOCTTa Ha THKArpenop.
CrneaoBarteHo, NOpaAH OrpaHHMEHHA KIMHUYEH OMMT, THKArpenop Tpsdea aa ce u3nonsea ¢
NOBHMLIEHO BHHMAHHUE MPH TE3H NALHEHTH (BXK. ToukKa 3.1).

OcBeH ToBa, THKarpenop TpadBa aa ce npuiara ¢ MOBUUIEHO BHHMAHHE €IHOBPEMEHHO C JICKapCTBEHH
MPOXYKTH, 338 KOHTO € U3BECTHO, Ye uHayumpat Gpannkapani. B npoyusanero PLATO, obaue, ve ce
HabMI0AABAT JOKA3ATENCTBA 38 KIIHHUYHO 3HAMHMH HEXCaHH PEAKIIMH clel] €AHOBPEMEHHO
NPUIOKEHHE ¢ €OHH WK NOBEYE JIEKAPCTBEHH NMPOJYKTH, 38 KOMTO € U3BECTHO, Y€ HHAYLHPAT
Opaauxkapaund (Hanp. 96 % Oera-Onoxepy, 33 % Onokepu Ha KAUTLHEBUTE KAHAM JWITHA3EM H
BepanaMui, U 4 % QUrokcHH) (Bxk. Touka 4.5).

[To rpeme Ha xonTepoBoTo noanpoyysaHe B PLATO, nmoseue naliMeHTH €2 HMaJTH BEHTPHKYJIApHH
nay3s > 3 CEeKyHIM C THKArPENiop, OTKOJIKOTO € KJIOMHAOIpeN, NO BpeME Ha ocTpara ¢a3a Ha TEXHHA
OKC. YBeqHUeHHETO Ha YCTAHOBEHHTE ¢ XONTEP BEHTPHKYIAPHH NAY3H ¢ THKarpenaop € ouno no-
BHCOKO MpPH NaLMEHTH ¢ XPOHHYHA ChpaeyHa HepoctaThyHOCT (XCH), oTKONKOTO B LsANOCTHATA
M3CJIe/IBaHa MOIynaliMg no BpeMe Ha octpata da3za Ha OKC, Ho He ¥ Ha IThPBHA Mecell Ha JICYCHUETO
¢ THKarpenop WiH B CpaBHEHHE ¢ Kionuaorpe. B raiu nomynauus NalHeHTH He € JMaEAo TaKE
CTPAHHUMHH KJIIHHHUYHH MOCIEACTBUA, CBBP3aHH € TO3H RUCOANAHC (BKIIOUHTEIHGLARR y
nocTaBsHe Ha nelcMeitknp) (BXK. Touka 3.1). '

B nocTMapkeTHHIOBHA NMEPHOJ NPH MALMEHTH, TIpHEMALH THKArpeJop, ce Cb @

GpagnapuTvusa H AV-610k (BX. TouKa 4.8), npeanmHo npu nauueHTH ¢ OKC, \nfiy

HCXEMHA H CHITETCTBALLC MPHIATaHHTE JIEKapCTBa, KOHTO HaManaBaT ChbpAeHHAY?
%

e —

DE/M/7375/001-002/WS/002




3aCATAT CHPJCYHATA POBOAMMOCT C€ ABSBAT MOTCHUHANIHH CMylIaBaiuy ¢akropu. KnHHHYHOTO
CBLCTOSIHHE Ha MALMEHTa K CBITETCTBALIO MPHWIAraHKTE JieKapcTBa TpsOBa Aa ObaaT pasriiexaaHH KaTo
NOTEHLHANIHH MPUYHHM 32 TE3U CLCTOAHUA, MPEH 1A C€ KOPHTHPa JIEUEHHETO,

ﬂﬂCHHEH

TTucnHes ce cboG1IaBa MPH NALKMEHTHTE, JTEKyBaHU ¢ THKarpesop. JlucnHesta oOMKHOBEHO € Jieka [0
yMEPEHA N0 HHTEHIMTET U H4eCTO OT3BYy4aBa 6e3 HeoOXOAHMOCT OT NpeKLCBaHe Ha eueHueTo. Ipu
MaHMEHTHTE C acTMA/XpOoHH4YHa o6CTpyKTHBHA BenoapobHa bonect (XObb) Moxe na MMa noBHLICH
abCcoMOoTeH PUCK OT Bb3HHKBAHE HA UCTIHes ¢ TUKarpenop. Tukarpeaop TpsaOBa qa ce H3non3ea ¢
MOBHLIEHO BHUMAHHE TIPH MaLHEHTH ¢ aHaMHe3a 3a actMa WKWTH XObb. Mexanu3MbT BCe ollle He €
M3ACHEH. AKO NMalMEHTHT CHOOUIH 38 HOBOBBIHUKHANA, MPOJL/IKUTE/IHA WIH BJIOLICHA AUCTIHES, TOBA
TpabBa 1a ce W3CAeBa LAJIOCTHO B aKO HE Ce TOJIEpHpa, JICUCHHETO ¢ THKarpesiop TpsOea 1a ce cnpe.
3a AOMbLAHHTENHA HH(pOpMALMA BibKTe TOuKa 4.8.

ueﬂ;!;panua CBEHHA AITHCA

B nocTMapKeTHHrOBHS NEPHOA NPH NALMEHTH, MPUEMALIH THKArpeIop, ce ChodLIaBa 3a LEHTpanHa
CbHHa anHes, BKIOYHTENHO AuiuaHe Ha Cheyne-Stokes. [Ipy cbMHeHHE 3a LIEHTpaIHa CHbHHA allHes,
Tps6Ba na ce 0OMHCIH JOIMTBTHUTEIHA KIIHHHYHA OLEHKA. '

[TopMilIABAHE HA KpeaTHHHHA
HusaTa Ha KpeaTHHHHA MOTAT Aa €€ MTOBHIUAT MO BPeME Ha JIEYECHHETO C THKarpeop. MexaHU3MBT

BCE ollie He € u3acHeH. brOpeuHaTta dyHKuMA TpsOBa Aa ce NpoBepaBa CHIIACHO CTAaHAAPTHATA
Meanumncka npakTrka. [py naunentd ¢ OKC ce npenopbypa cbILo Ja ¢e nposepu 6b0peuHarTa
(GYHKLHMS €aHH MECeLl CJIEA 3aMoUuBaHe Ha JICYEHHETO ¢ THKArpesop, karo ce o6pbiua 0codeHo
BHMMaHHe Ha MALUMEHTH > 75 roJJHHH, NMALHEHTH ¢ yMepeHa/Texxka 6xOpeuHa HeAOCTATHYHOCT H
TAKHBA, KOMTO MOJTy4YaBaT ChITBTCTBALLA TEPANMA C aHTHOTEH3UH-pelenTopHH OiokepH (APB).

YBenU4aBaHe Ha NUKOYHATA KHCENHHA

XMnepypHKeMHs MOXKE Aa Bb3HHKHE 110 BpeMe Ha JiedeHne ¢ THKarpenop (Bxk. Touka 4.8). Tpabsa aa
ce BHHMABa MPH NALKEeHTH ¢ aHaMHe3a 3a XHNEepYPUKEMHUS WIH NMoAarpo3eH apTput. Kato npeanasHa
MAPKA HE C€ HachLpyasa ynorpedara Ha THKarpenop NpH NALMEHTH ¢ YpEMHYHA HeGponaTHA.

TpomboTHuHa TpoMOouuTOneHHyYHa mypmypa (TTIT)
TpomGoTruna TpoMGoimTonenyyHa mypmypa (TTIT) ce crobaBa MHOTO PAAKO NPH yrioTpeda Ha

THKarpenop. XapakrepHsupa ce ¢ TpoMOOLMTONEHHS H MHKPOAHTHOTIATHYHA XEMOJIHTHUHA 8HCMHS,
CBbP3aHa C HEBPOJIOTHYHK HaXOAKH, 6x6peuna nuchyHkuma WK BUCOKa TeMnepatypa. TTll e
MOTEHLIMATHO JICTATHO ChCTOAHKE, H3HCKBALLO Obp30 NeueHKe, BKIIOYMTENHO IUa3Madepesa.

[lornusaBaKe Ha TecToBETE 3a TpoMOOLMTHA DYHKLIWA NPH AUArHOCTULIMPAHE HA XENnapHH-
aHa TpoMOO nenus (XHUT

l'[pu TeCTa 3a XenapuH-UHIyUMpaHa akTuBauus Ha TpomboumntHTe (XU TA), H3nonssau 3a
nuarHoctuumpase Ha XHUT, antu-tpomboLnTeH dakrop 4/xenapyuH aHTHTeNATa B CepyMa Ha
MalLueHTa aKTHBUPAT TPOMOOLIUTHTE Ha 34pasH AOHOPH B NPHCHCTBHETO HA XETapHH.

danumso otpruaTentu pesyiaratd 3a XU T npu tect 3a TpoMbotTHa GYHKUMS (KOETO BKIIOUBA, HO
MOXKe J1a He ce orpanHuapa ao Tect 3a XU TA) ce cpobiasaTt npyd NauneHTH, NPHEMALH THKarpenop.
ToBa € cBbp3aHo ¢ HHXuOHpaHe Ha P2Y (2-peuenTopa BbpXy TPOMOOLIMTHTE Ha 3ApaBUTE AOHOPU OT
THKAarpesop B cepyMa/TUia3MaTa Ha MalHeHTa npy Tecta. Madopmaums 3a ChIbTCTBAILA TEPANUS C
THKATPENIOP C€ H3UCKBA, KOTATO C€ Pa3uHTaT TECTOBETE 3a TPOMOOUHTHATA QYHKLIHA NPH
auarHocTHuMpane Ha XHT.

IMpu naunenTy, kouTo ca passuwin XHUT, chOTHOLIEHHETO NOJ3a-PHCK OT NPOALIK
THKarpenop Tpsbea aa ce OLiEHH, KATO CE B3EMaT NPEABHA H NIPOTPOMOOTHYHHS
MOBHLLIEHHS PHCK OT KbPBEHE NPH CHITLTCTBALIA TEPANUA ¢ aHTUKOATYJ/1aHT H THIRIPEI)é
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Opyry
Ha 6a3a na na6moaasanara B PLATO spb3ka Mexay noaaspkaigarta 103a ACK 4 oTHOCHTEiHaTa
e(pHKaCHOCT Ha THKArPEJIOp B CPABHEHHE C KIONMIOrPEN, HE C¢ NMPENOPbYBa €AHOBPEMEHHOTO

IPUIIOIKEHHE Ha THKArpesiop M Bucoka noaxbpxaia no3a ACK (> 300 mg) (pxk. Touka 3.1).

PaHHO npeycTaHOBABAHE

PaHHOTO CIIHpaHe Ha KOSTO H [1a € aHTHArperaHTHA Tepanus, BKoYHTeNHO K ¢ Tukarpenop Tepa,
MOKe J1a AOBee A0 MOBHILABAHE Ha pUCKa OT ChpaeyHO-cbaoBa (CC) ecMbpt, MU Han nHCynT
BCIIEACTBHE Ha NOLIEKaWoTo 3a6onsaBane Ha nauueHTa. CneaosarenHo, Tpsdsa na ce H3bArea
npexaeBpPEMEHHO CTTIUpaHe Ha TepanHaTa.

Hatpuii
To3u NekapcTBeH NPOAYKT Chabpxka no-Manko ot 1 mmol Hatpuii (23 mg) Ha Tabnerka, T.e. MOXe Aa
ce KaXke, Ye MPAKTHUYECKH HE ChIIbpaKa HATPHH.

4.5 BaaumogeHcTBHe ¢ APYTH JEeKAPCTBEHHR NPOAYKTH H APYrH popME Ha B3anmMoaelicTeae
Tukarpenop e npean scHuxo cyberpar Ha CYP3A4 u cnab uuxuburop va CYP3A4. Tukarpenop e

cbIno cybeTpar Ha P-raukonporeuna (P-glycoprotein, P-gp) u cnab unxuburop na P-gp # Moxe na
NOBMILM EKCIO3HUMATA Ha cybcTpaTh Ha P-gp.

Edexrn Ha iekapcTBEHHU U IPYFH NPOAYKTH BLPXY THKAIDEJIOP

Huxubumopu na CYP3A44

o  Mownu unxubumopu na CYP3A4 — eIHOBPEMEHRHOTO NPHUNOXKEHHE HA KETOKOHA30J1 ¢
TMKarpesaop BOAH A0 NoBHIIaBaHe HA Crax H AUC Ha THKarpenop, CbOTBETHO 2,4 MbTH H
7.3 mbTH. Crax 1 AUC Ha akTHBHHA METaOOIMT Ce NOHWKABaT, ¢hoTBeTHO ¢ §9% n 56%.
Ouaxksa ce U Apyru MouHH HHxHOHuTOpH Ha CYP3A4 ()u1apHTpOMHLIMH, He(ha3oaoH,
PHTOHABHP M aTa3aHaBHp) 1a UMAT CXOAHH €DEKTH, U NOPAIH Ta3H NPHUYHHA, CHITBTCTBALOTO
nprioxeHne Ha MOIHA CYP3 A4 uHXUOHTOPH ¢ THKArpenop € NPOTHBONOKA3HO (BK.
Touka 4.3). f

o Vmepenu unxubumopu na CYP3A4 — e JHOBPEMEHHOTO NPHIOKCHHE HA TWITHAIEM C
THKarpeaop nosuimasa Cnsx Ha THKarpenop ¢ 69%, a AUC — no 2,7 neTh 1 nonmwkasa Coax
Ha akTuBHUA MeTabonuT ¢ 38%, nokato AUC ocrapa HENMpOMeHEHa, THKarpenop He OKa3Ba
BIMAHHE BLPXY IUIa3MeHaTa KOHLEHTpalus Ha JuATHaseM. OJyaksa ¢e NPYTHTe YMEPEHH
uaxubutopy Ha CYP3A4 (Hanp. aMiipeHaBup, anpenuTanT, EPUTPOMHLIMH K PIyKoHa30m) na
MMAT CXo/leH eEeKT U CBIIO Ja MOraT Ja C€ npwiaraT €AHOBPEMEHHO ¢ THKarpeJsop.

e HabmonaeaHa e 2 No-ronfMa eKCno3viis Ha THKarpesiop cie/l KOHCyMaliHd Ha rojieMH
KoJMuecTBa CoK oT rpeitngpyt adeBHo (3 x 200 ml). Ta3zu cTeneH Ha NOBHINEHA EKCMNIO3HLINA
HE ce O4aKBa Aa Obae KNMHUYHO 3HAYUMa 32a [TOBEYETO NaALHEHTH.

Huoyxmopu na CYP3A4

EZHOBpPEMEHHOTO NPHIOKEHHE HA pydaMIMLUMH U THKArPENOp BOAM A0 NOHKWKaBaHe HA Cmax 1 AUC
Ha THKarpeaop ¢»0TBeTHO ¢bC 73% M 86%. Ciax Ha akTHBHHA MeTabonuT He ce npoMens, a AUC ce
NOHWXKAaBa CHOTBETHO ¢ 46%. Ouakpa ce Apyrure HHAYKTOpH Ha CYP3A (Hanp. GeHHTOHH,
kapbamasenuH U peHoGapOuTaN) ChLIO 1a MOHKABAT EKCMIO3HUMATA HA THKarpesop.
EaHOBpEMEHHOTO NPHIOKEHHE Ha TUKarpenop ¢ MoHH HHAYKTOPH Ha CYP3A Moxke 1a NOHIDKH
eKCMNO3HLUATA ¥ €(PHKACHOCTTA Ha TUKAIpesop, H Nopaan Ta3H NMPpHYHHA HE CE HAChP4YaBa TAXHOTO
CBIBTCTBALLO MPUJIOKEHHE C THKArpesop.

LHuxrocnopun (unxubumop na P-gp u CYP3A)
EnHoBpeMEeHHOTO NMpHAcKeHHe Ha uuitocnopk (600 mg) ¢ TMkarpenop soan a4
Cmax H AUC Ha THKarpenop cborBeTHO 2,3 mbTH M 2,8 mbTH. [1pn HanuHeTO He
Ha aKTHBHMA MeTaboaHuT ce noBulaBa ¢ 32%, a Chax ce NoHWwkana ¢ 15%.
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Hsama HaNTUUHK NaHHH 3a eQHOBPeMeHHAaTa ynoTpeda Ha TUKarpenop ¢ ApyrH aKkTHBHM BeLIECTBA,
KOMTO CBLIO C& MOLIHH HHXHOUTOPK Ha P-gp v yMepenn uuxuburopn Ha CYP3A4 (Hanp. Bepanamun,
XMHHIHH), KOWTO CBLIO MOTaT Aa MOBHIIAT €KCNO3HLMATA Ha TUKArpenop. AKo KOMOMHALMATA He
Moxce a Obae u3bernaTa, TAXHOTO €AHOBPEMEHHO NPHIoKeHWE TPAOBa Na ce H3BBPILIBa C MOBUIICHO
BHHMaHHE.

ﬂQ you

KauHUUHHATE NPOYyYBAHHA 33 PAPMAKOIOrHYHH B:_;aumoneﬁcmm 10Ka3BaT, ye €AHOBPEMEHHOTO
MPUIOKEHHE Ha THKATPENop C XenapuH, eHokcanapui H ACK WiH ae3mMonpeciH He OKa3BaT
BB3/elcTBHE BBPXY (PapMAKOKMHETHKATA HA TUKArpenop Wi AKTHBHUA My META0O/IMT, WIIH BbpPXY
AJID-uHayuHpaHara TpOMOOLIMTHA arperaius, B CpaBHEHHE ¢ THKArpenop, NpHICKEH
CAMOCTOATENHO. AKO € KIMHHYHO MOKA3aHO, JEKAPCTBEHH TIPOYKTH, KOHTO HIMEHAT XEMOCTA3aTa,
TpsGBa Aa ce U3MOMN3BAT C NOBHLICHO BHUMaHHE B KOMOHHAIMUA C THKarpenop.

LI

HabnionaBana € 3a0aBeHa ¥ NOHWXKEHA eKCITO3ULIMA Ha NIEPOPaiHM UHXHOMTOPH Ha P2Y 3, |
BKJTIOYMTENIHO THUKArPEJIop M HEroBus akTHBeH MetaGonut npu nauueHTH ¢ OKC nexyBasn ¢ MOpQHH
(35% NoHWXKaBaHe HA EKCIO3HLMATA Ha TUKarpenop). ToBa B3aMMOJEHCTBHE MOXKE Ja € CBBbP3aHO C
HaMaJIeH CTOMAILHO-YPEBEH MOTHJIMTET M A1a C€ OTHACA 3a APYTH OMHOHIH. KIIWHHYHOTO 3HAYEHHE €
HEH3BECTHO, HO JAHHHTE NOKA3BAT NOTEHLIHAN 33 HamalieHa €PHKAaCHOCT Ha THKArpesxop npH
MalMEHTH ¢ eAHOBPEMEHHO NPUIIOKEHHe Ha THKarpenop H MmopduH. Ilpn naunentu ¢ OKC, npy
KOHUTO MOPOHHHBT He MOXKe Na 6bJie cripsaH K 6bp30T0 nHXHOUpaHe Ha P2Y ), € OT ChIIECTBEHO
IHAYEHHE, MOXe Aa ce 0OMUCIH yroTpeOa Ha napeHTepaleH HHXHOUTOP Ha P2Y (2.

KTH Had THK Op BBDX ' JICK HH NPOOYKTH

ﬂexapémﬁenu npodyxkmu, xoumo ce memaborusupam om CYP3A4

o Cumeacmamun — €JHOBPEMEHHOTO NPWIKECHHUE HA THKAIPEIOp ChC CHMBACTATHH BOJH JI0
nosuuiasaHe Ha Cmax H AUC Ha cHMBacTaTHH CHOTBETHO € 81% H 56%, KakTO H Ha
nosuinasaHe Ha Cmax 1 AUC Ha cMMBacTaTHHOBATA KHCENUWHA ChOTBeTHO ¢ 64% u 52%, karto
B OT/JIEJIHM CJIy4aH ¢ JOCTHra 2- A0 3-KpaTHO NOoBHuIaBaHe. EXHOBPEMEHHOTO NPHIIOKECHHE
HA TUKArpeiop 4 CHMBAcTaTHH B 1033, HaaBHliapalla 40 mg AHEBHO, MOXE a 0BEAE 110
HEXEJIAHKM PeakliMM Ha CUMBACTAaTHH M TpsaOBa Aa ce MpeLeHH CrIpAMO NOTCHLMATTHHTE MOJN3Y.
CHMBacTaTHH He OKa3Ba BIMAHHUE BbPXY IU1a3MEHHTE KOHLEHTPallMH Ha THKArpesop.
Tuxkarpenop Moxe 4a OKa3pa CXOAEH edeKT BbpXY JoBacTaTuH. He ce npenopbusa
eIHOBpeMeHHaTa ynorpeba Ha THKarpesiop ¢b¢ CHMBACTATHH WNK JIOBACTATHH B 103,
naasuinasamy 40 mg.

e Amopeacmamur — e GHOBPEMEHHOTO NPWIOKEHHE HA aTOPBACTaTHH H THKArpeyiop BOAM A0
nosuiasaHe Ha Cpax H AUC Ha aTopBacTaTHHOBATA KMCETHHA CHOTBETHO € 23% M 36%.
Cxoano nosymasade Ha AUC U Cpax € HabM101aBaHo NMPH BCHYKH METabONHTH Ha
aTOPBRACTATHHOBATA KUCEIHHA. Te3H NMOBHUWEHH CTOHHOCTH HE C€ CYHTAT 34 KIIHHHYHO
3HAYHUMH.

e He Moxe aa ce U3KMOUK noaodeH eQekT M BbpXy APYTH CTaTHHU, METAOONH3HPAHH OT
CYP3A4. ITaunenrure B npoyuBaHero PLATO, kouTo ca nonxyuyasaim THKarpenop, ca
MPUEMAIH PasiuHH CTaTHHH Ge3 crobpakeHHe No oTHOLICHKE Ha 5e30NMacHOCTTa Ha CTaTHHA
mpK 93 % ot koxoprara Ha PLATO, kosATO € npueMana Te3H JEKapCTBEHHU MPOIYKTH.

Tuxarpenop e ciad uaxudurop Ha CYP3A4. EnHOBpEMEHHOTO NPHIOKEHHE Ha THKAIPENOp CBbC
cy6cTpaTtu Ha CYP3A4 ¢ TeceH TepaneBTHYECH HHAEKC (HAMP. LIK3AMPHA HITH €proakanouk
NPENoOpPBYBRA, Thil KATO THKArpeIop MOXeE 212 NOBHIIK €KCMO3ULHUATA Ha TE3H N1EKapCTBRTI PR

}Qi:.

P-gp cybcmpamu (K104 UMEAHO OULOKCUH, YUKAOCROPUH)

EAHOBPEMEHHOTO MPUIIOKEHHE C THKArpeaop BOAM RO MOBHINABAHE HA Cpax M A
CBOTBETHO Che 75% 1 28%. Cpenrure HalR-HACKH HHBA HA AMIOKCHH CE MOBHLLAY
eHOBPEMEHHO MPHIOKEHUE C TUKArPENOP, KaTO B HAKOH OTAEIHH CITy4ay ¢ crrq
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ABYKpaTHH NOBULIABAHKA. B npuchcTBHETO Ha AUrOKCHH Crax B AUC Ha THKarpenop W aKTHBHHA MY
MeTaboNUT He ce noBaussaT. ClEeNOBATEIHO, MPHU €NHOBPEMEHHO NPWIOKEHHE Ha THKarpenop ¢ P-gp-
3aBUCHMH JIEKAPCTBEHH NMPOAYKTH ¢ MATbK TEPANCBTHUEH HHACKC KaTO JHTOKCHH, €€ NPCRopbYBa

OAXOAALL KNTHHHYER WK nabopaTopeH KOKTPOI.

THKarpeiop He Oka3Ba BIHAHHE BbPXY KOHLECHTPALMATA Ha LHKIOCNIOpHH B KpbBTa. EdekThT Ha
TUKArpenop BbpXy Apyru cybcrpary Ha P-gp He e npoyuBaH.

Jlexapcmeenu npodykmu, koumo ce memaboauzupam om CYP2C9

EAHOBpEMEHHOTO NPHIOKEHHE Ha THKArpeJop ¢ TonbyTaMua He BOAM A0 NPOMAHA HA IIA3MCHHTE
KOHUEHTPAaLMH Ha KOHTO ¥ J1a € OT ABaTa NMPOAYKTA, KOETO MPeANnoiara, 4¢ THKAIpeiop He €
unxubuTop Ha CYP2CY 1 e Manko BeposATHO Aa nopnussa Meauupanns ot CYP2C9 mMerabonusbm Ha
JeKapcTBeHH NPOAYKTH KAaTO BapdapHH U Tonbyramua.

Pozysacmamun
Tukarpenop moxe aAa nopiuse 6xbpeyHaTa eKCKpelHa Ha po3yBacTaTHH, yBEAHYABAHKH PHCKa OT

KYMY/IHPAHE Ha po3yBacTaTHH. BbnpekH e TOUHHAT MEXAHH3bM HE € H3BECTEH, B HAKOH ClTy4aH
eHOBPEMEHHOTO MPWIOKEHHE HA THKArpeNop W po3yBacTaTHH BOAH 0 HaMansBaHe Ha OnOpeuHara
¢yHk1Ha, nopuiieRo HHBO Ha CPK u pabaomuonn3sa. |

Ilepopannu konmpayenmusy
ENHOBpEeMEHHOTO NPWIOKEHHE Ha TUKArpesiop ¢ JIEBOHOPreCTpEN W ETHHUACCTPAAHON BOAH 10

NMOBHUILABAHE HA €KCTMO3HIIHATA KbM €THHWIecTpaguon ¢ npuoausurento 20%, HoO He NOBNHABA
dapMakOKMHETHKATA Ha JeBoHoprecTpen. [1pu eAHOBpeMEHHO NPHUIIOXKEHHE Ha JIEBOHOPrecTpen H
ETHHHIIECTPAAHOI ¢ THKArPEJIOp He Ce 04aKBa KIMHHYHO 3HAYHM €(eKT BBPXY e(pHKaCHOCTTa Ha

nepopanHia KOHTPALEITTHS,

Jlexapcmeenu npodykmuy, 3a KOUMo e u3eecmno, e undyyupam bpaouxapous

[Mopanu HaGmoaaBaHe Ha NpeAMMHO ACHMITTOMHH BEHTPHUKYJIAPHH Nay3H U OpaJIHKapInd Ce H3UCKBA
MOBUILEHO BHUMAHHE, KOTraTO THKArpeaop ¢¢ Npuaara eJHOBPEMEHHO C IEKAPCTBEHH NMPOIYKTH, 34
KOUTO € M3BECTHO, Ue HHAYLHpaT Opanukapaus (Bx. Touka 4.4). B npoyusanero PLATO, obaue, He
ce HabmoaaBar JOKA3aTeNICTBA 338 KTHHHYHO 3HAYHMH HEKENAHH PEaKLHH CJIe] €IHOBPEMEHHO
NPHIOKEHHE C €AHH WK TIOBEYE NEKapCTBEHH MPOLYKTH, 32 KOMTO € H3BECTHO, Y€ HHIAYyUMpar
6paaukapaus (Hanp. 96% O6eta-6nokepH, 33% Os10kepH Ha KAJILIHEBHTE KAHAITH JHITHA3EM H
BepanaMun, H 4% OUrOKCUH).

pyza convmcmeaia mepanus

B KIMHMYHH NpOYYBaHUA THKarpeaop e npwiaras easospemeHHo ¢ ACK, nuxuburopu Ha
NpOTOHHATA FIOMNA, CTATHHM, DeTa-6nokepH, HHXHOMTOPH HAa AHTHOTEH3HH-KOHBEPTHPALLHA €H3UM
(ACE) u anrnorensuH Il penentopiu Gnoxeps, He0GX0AMMH 3a NEUYCHHE HA CLITBTCTBALLH
3a00A9BaHNSA 38 AWTBI NIEPHO, & CLILO H XENapHH, HHCKOMOJIEKYJIEH XeNMapHH H HHTPAaBCHO3HH
nuxuburopu Ha Gpllb/llla 3a kpaTko BpeMe (Bxk. Touka 5.1). He ca nannwuHu nanHuM 33 HaOMOAaBaHH

KJIMHHYHO 3HAYMMH HE)KeJIaHHW B3aUMOACHCTBHA NpH ynoTpeda Ha Te3d IEKapCTBEHH NPOIYKTH.

EQHOBPEMEHHOTO MPUIOKEHUE HA THKArPENop C XernapuH, €HOKCanapuH WiH A€3MONPECHH HAMA
e(eKT BbPXY aKTHBMPAHOTO napuuanto rpombonnactuioso speme (aPTT), akTHBHpaHOTO BpeMe Ha
cecuppane (ACT) win uscnensanusara Ha ¢paktop Xa. Bee nak, mopaau noTeHIMANIHHTE
dpapMaKoAMHAMMYHH B3aWMOAEHCTBHA, €AHOBPEMCHHOTO MPHJIOXKEHHE HA THKArpesiop ¢ JA€KapCTBeHH
[MPOXYKTH, 338 KOUTO € W3BECTHO, Y€ NPOMEHAT XEMOCTA3aTa, TPAOBA 1a ce M3BBPILBA ¢ NOBHIIGHS-— ~
BHHUMaHHE.

Mopaan crobuieHuns 3a abBOPMHO KOXKHO KbpBeHe ¢ SSRI (Hanp. mapoKceTHH, cepTpé s 3
LIMTAJIONpaM ), IPENopbUBa ce BHHMaHue, korato SSRI ce npunarar ¢ THKarpenop, THY i
MOe€ Ja MOBHULIH PUCKA OT KbPBEHE.
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4.6 PeprannTeT, OpeMEHHOCT H KbPMEHE

JeHM ¢ neTepoeH NOTEHIHUA
YKeHu ¢ feTepoeH NoTeHuHan TpaGBa Aa H3non3Bat ePeKTHBHH KOHTPALIENTHBHU MEPKH, 3a Jia
u3bernat 3abpeMeHABaHe M0 BpeMe Ha JIEHMEHHE C THKarpeaop.

bpemenHocT
Hsama win 1Ma OrpaHMYEHO KOJIHYECTRO AaHHH 3a ynoTpebaTa Ha THKarpenaop npu OpeMeHHH XKEHH.

MpoyusaHHATA NPH KUBOTHH NOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BXK. TO4ka 5.3). Tukarpeaop He
ce npenopbyYBa No BpeMe Ha GpeMEeHHOCT.

KspMeHe
Hanuunure ¢papMakoAMHAMUYHH/ TOKCHKOJIOrHYHH JaHHH MPH JKHBOTHH MOKA3BaT €KCKpeLMA Ha

THKarpesop M akTHBHHA My MeTabonuT B MASKOTO (Bx. Touka 5.3). He Moxe Aa ce H3KITHOUH PHCK NPH
HOBOpOACHH/KEpMaveTa. TpabBa Aa ce B3eMe pelIeHHE AallH a C€ CIpe KbPMEHETO, WiH Aa C¢
npeKpaTH/Aa He ce Mpuara Tepanusa ¢ THKarpeaop, KaTo ce B3eMe NMpeABHJ 1oJ3aTa OT KbPMEHETO 3a
NETETO H MO3aTa OT TepanusTa 3a JKeHaTa.

DepTUIUTEeT
THkarpesop He 0ka3ea BAHAHNE BBPXY MBXKKHA H )KEHCKUS (DEPTHANTET NPH XKHUBOTHH (BXK.

To4ka 5.3).

4.7 EdexTn BLpXy cnoco0HOCTTA 32 modupane B paboTa ¢ MAHIHHH

THKarpenop He MOANMABA HIH NORIMABA MPeHEOPEKUMO CTIOCODHOCTTA 38 WwodupaHe U pabora ¢
mawnsK. ITo Bpeme Ha eueHHe ¢ THKarpenop ce chodllaBa 3amaliBane h o0bpkBaHe. CniejtoBaTeNHo,
MALMEHTH, KOMUTO NONYYaT TE3M CUMITOMM TpAOBa 1a ca npeanasnuBM A0KaTo wWodHpat wik paboTat
¢ MALIMHH.

4.8 Hexenaun JJeKapcTBeHH PeAKIHH

PesioMme Ha npoduna Ha Ge3onacHoCT

MpodwreT Ha 6e30NaCHOCT HA THUKArpeNnop € OLeHABaH B JBE FONEMH KIMHUYHM U3NUTBaHHA da3za 3
no otHolteHne Ha w3xoaa (PLATO u PEGASUS), sxmoupamu noseye ot 39 000 naumenTy (BXK.

Touka 5.1).

B PLATO, npH naliyeHTHTE Ha TUKarpejop WMa No-BHCOKa Y€CTOTa Ha NIPEYCTAHOBABAHE Ha
TepanuaTa Nopanu HexeNaHH CEOUTHS, B cpaBHeHHe ¢ kionuaorpen (7,4% cnpsamo 5,4%). B
PEGASUS nauueHTHTe, JEKYBAaHK C THKArPEJIOp, HMAT NO-BHCOKA YECTOTA Ha NMPEYCTAHOBABAHE HA
TepanHuaTa opaaH HexenaHy chOUTHA B cpaBHeHHe ¢ rpynaTa Ha Tepanus camo ¢ ACK (16,1% 3a
tukarpenop 60 mg ¢ ACK cnpamo 8,5% 3a repanus camo ¢ ACK). Hafi-uecro ¢boOluaBaHuTe
HEXXEJIAHH PeaKliMK NPH MALMEHTUTE, JIEKYBAHH C THKArpesop, ca KbPBCHE H AMCHIHed (BXK. To4Ka 4.4).

TabnuueH CHUCHK HA HEXENAHHTE PEAKLIHH
[pencTaBeHUTE NO-A0Y HEXEIAHH PEaKLMK ca KACHTHULIMPAHH B NPOYYBAHMATA WIH Ca ChOOLIEHH

[IpH MOCT-MAaPKETUHIOB OMNHT ¢ THKarpenaop (Tabnuua 1).

Hexxenanure peakuuy ca u3bpoeHu no cucremo-opradeH kinac (COK) no MedDRA. B pa
scekd COK HexenaHHTe NeKkapCcTBEHH peakuyy ca H3bpoeHH no yecrorta. Kateropu
AeHHHPAT N0 CNEAHATA KOHBEHLHA: MHOTO YectH (=1/10), yectu (=1/100 po <1/10
(=>1/1 000 mo <1/100), peaxs (=1/10 000 go <1/1 000), maoro peaxu (<1/10 000), g
yecToTa (OT HAJTMYHMTE JAHHH HE MOXKe Ja Obae HanpaBeHa OLEHKA).
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Ta6anna 1 — Hexxenann peaknnn no 9ecToTa H cucTemo-opranen kiaac (COK)

COK Muoro YecTH HeuecTH C Hen3BecTHA
YeCTH 4ecTOTA
Heonnasmu — KvpseHe or Tymop®
oobpoxavecmseru,
OKaUecmeeHu u
Heonpeoenexu
(6K, Kucmu u
noaunu) |
Hapywenun na KbpBeke, TpomboTHuHa
Kpbema u CBBP3aHO C TpoMOOUMTONEHHY-
aumgrama HapYLUCHHA HA nyprypa®
cucmema | Ha KpbBTA® _
Hapywenuwi na CBpBLXYYBCTBHTE/IH
UMYHHAamMA OCT, BKJIKOMUTENHO
cucmema aHTHOeAEM”
Hapywenun na Xunepypuxe- | Ilogarpa/
memabonusma u MU' [lonarposen
xpanernemo apTPHT
IHeuxuunu O6bpKkBaHe
| Hapywienus
Hapywenus na 3amafiBaHe, BrTpeuepeneH
HepeHama ‘ CuHkon, KPbBOH3IHB"
| cucmema ['naBobonue |
Hapywenun na KpbBOM3/IMB B
ouume | | okoTO”
Hapywenun na Bepruro KpbBOW3NHB B
yxomo u YXOTO
Aabupunma
| Copoeunu bpaauapurmug,
| Hapywenus AV- 6aok®
Cv006u XUIOTOHKA
HapywieHus
Pecnupamopnu, JMcrHes KepseHe ot
2PBOHU U peClIMpaTopHa
MeOQUACMUHanHy Ta CHCTEeMa®
HapyuieHus
Cmomawuno- CromaiHo- Perponepuroneane
UPEBHU HAPYIUCHUA ypeBeH H KPbBOH3/IUB
KPBbBOHM3IUBY,
Hnapns,
['apene,
Tucnencua,
3anex
Hapywenus na [loakoxHoO
xoxcama u WITH ACPMAJTHO -
ROOKONCHAMAQ KbpBEHE?,
MuKaH Obpus,
| Cnpbex S
Hapywenus na MycKyJTHO S [ ghray Y
MYCKYAHO- KbpBEHE" { " s Vg
cKkenemuama | i
cucmemd u
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creounumeHama
IMbKAH
Hapywenun na KbpBeHe oT
bvbpeyume u NMUKOUYHHUTE
nUKOYHUMe neTyIa’
nemuwa |
Hapywenusa na KbpBeHe oT
8b3NPOUIBOOUMERH pENPOIyKTHBHATA
a ma cucmema u ' cHcTEMA"
zvpoama |
Hzcnedeanun [MoBuweH
KPCATHHHH B
KpBBTa'
COK Muoro Yectn HevecTn C seniBecTHa
Ye¢CTH . 9eCTOTA
Hapanseanus, KpbBonanus
OMpasAnUA U cnen
YCAOJICHEHUA, Mpoueaypa,
BL3HUKHAIU 8 TpaBMaTH4HO
pe3yamam Ha | KbpBEHe"
UHmepeeHyuu

2 Hanp. KbPBEHE OT PaK Ha IHKOUHHUA MEXYp, PaK Ha CTOMaxa, paK Ha Ae0el0To YepBo

® yanp. NOBHILEHA TEHACHUMA KbM HaCHHsBAHE, CIIOHTAHEH XEeMaTOM, XeMOparyiHa Jnaresa

* UnenTHduuupana B NOCTMAPKETHHIOB OITHT

" YecTOTHTE Ca noayuyeHH ot saboparopHn HabmoaeHusa (I1MKkoYHa KHCEIMHA NMOBHILEHA > TOPHATA FPAHUL Ha
HOpMAaTa CIIPAMO W3XOJAHO HHBO NMOA WM B pedepeHTHHTE rpaHulM. KpeaTnnuH nosuiieH > 50% cnpmo
M3XOIHO HUBO.), a HE € MPHOIU3MTENHA YeCTOTa Ha ChoO1UABAHE HA HEKEIAHH ChOUTHA.

A Hafp. KOHIOHKTHBA/THO, PETHHHO, BbTPEOUHO x'hpﬂeue

° Hamp. €NHCTAKCHC, XEMONTH3a

* Harp. KbPBEHE OT BEHLIMTE, KPbBOH3NHB OT PEKTYMa, KPLBOH3NHB OT CTOMAIHa A3Ba

! Hanp. €KXHUMO033a, KOXKEH KPBBOH3NNB, NCTCXHM

“ Hamp. XeMapTpo3a, MYCKY/JIEH KPbBOH3HB

1 Hamp. XeMaTypHa, XeMOparHieH HHUCTHT

* Hamp. BarMHAJICH KPbBOH3IUB, XeMaTOCHEPMHA, TOCTMEHONAY3a/ICH KPBBOH3ITHB

T Hamp. KOHTY3HA, TPABMaTHYCH XEMaTOM, TPABMATHYECH KPbBOU3JIHB

“ T.6. CTIONTAHHO, CBBP3aHO C HRTEPBEHLIMA HNH TPaBMAaTHYHAa HHTPAKpaHHATHA XeMOparni

.1l.

Onucanve Ha U3GpaHK HeXxelaHW peakiiHi

Kwbpeene

Haxooxu ¢ kepeene ¢ PLATO
LianiocTHHTE pe3yJsiTaTh 3a YeCTOTaTa Ha KbpBeHe B npoyusaHeTo PLATO ca noka3anu B Tabnuua 2.

Tabnuna 2 - AHajan3 Ha o0HTE CHLONTHA ¢ KLpBeHe, R3uncaeHHn no Kaplan-Meier s1a 12-Tn
mMecel (PLATO)

Taxarpeaop 90 mg | Knonaaorpen p-
ABA UhLTH AHEBHO cmoinocm
N=9 235 N=9 186 *
0610 3HaunTenH ot PLATO 11,6 11,2

batanHp/kuoTo3acrpaiwasaii ot PLATO 5,8 5.8

BuauuTennu ot PLATO, Hechup3anu ¢ CABG 45 38 /4
Brauutennu oT PLATO, HECBBP3aHH ¢ 3.1 2.3
MHTEPBEHLIHH
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KombuHupanu obuio 3Haunrennn + 16,1 14,6 0,0084
HesHauuTenHu ot PLATO -

HecBbp3aHK ¢ HHTEPBCHLIHH 3HAYUTERH + 5,9 | 4,3 <0,0001
HezHauuTeNHH oT PLATO

Brauutenu no TIMI | 79 7.7 0,5669
BHauMTENHY + He3HAUMTeHH no TIMI ' 11,4 10,9 0,3272

HeHHHAINH HA KATETOPHHTE KbpPBeHeE:
3HayHTeNHO DA TAAHOAKHBOTOIRCTPALUABAMO KbpBeHe: KITHHHYHO POABEHO ¢ MOHKKABAHE HA

xemornofuna ¢ > 50 g/l unH ¢ npennBaHe HAa > 4 caka EpHTPOLIMTHA Maca, WIH gaTanHo; HLIH HHTPAKPAHHATHO,
WY HHTPANEPHKAPAHO CbC ChPJeYHa TAMIIOHA/A; HIH ¢ XHITOBOJIEMHYEH LIOK; WIH TeXKa XHIIOTOHMNA,

H3UCKBAlla MPECOPH; WIH XMPYPrUyHa HHTEPBECHLIMA.
IHauMTeHO APYro: KNHHHYHO NposBeHO ¢ NOHWXKaBaHe Ha xemornobuHa ¢ 30-50 g/l win npenusane Ha 2-3

cakKa epUTPOLITHA Maca; WIH 3HaAYHTEIHO HHBATHIAWIHPALLO.
He3nauntenuo knpBene: M3uckpa MeANLIMHCKE HAMECA, 33 CITUPaHE WIH JIEKyBaHe Ha KbPBEHETO.
3uaunTenno kppuene no TIMI: KiHuaHO NpoABeHO ¢ NOHIDKaBaHe Ha xeMoraobuHa ¢ > 50 g/l win ¢

MHTPAKpAHHAJIHA XeMOparua.
HesnaunTteano kppaene no TIMI: KnuniuHo iposseHo ¢ NOHMXaBaHe Ha xeMornobuna ¢ 30-50 g/l.

*p-CTORHOCT, H3UHCEHA OT MOJIEN HA NPOTIOPLMOHANTHHTE PUCKOBE Ha COX, KaTo rpynara Ha NedeHHe €
eIMHCTBEHATA €KCIIAHATOPHA MPOMEHITHBA.

THKarpenop B KNOMKACTPe/l HE CE PasfiiyaBaT 10 OTHOLICHHE HAa Y€CTOTHTE Ha 3HAYHTEITHO
dbaTanHo KUBOTO3ACTpaLIABAIO KbpBeHe B PLATO, sHaunTenno kbpeHe o6uwo B PLATO, macusno
kbpeeHe no TIMI unm cnabo xbpaeHe no TIMI (Tabmmua 2). OBaue, nossata Ha KOMOHHHUPAHO
3HAYUTEIHO + HesHaunTenHo KepBeHe B PLATO e noseue ¢ THKarpenop, B CpaBHEHHE C
knonuaorpen. Manko nauneHtd B PLATO nmar dartaniun kpesonanusi: 20 (0,2 %) 3a Tuxarpenop u
23 (0,3 %) 3a xnonuaorpen (Bx. Touxa 4.4).

Bwapacr, non, TeleCHO Terno, paca, reorpapcky pakoH, ChITbTCTBALLH 3a00/19BaHHA, CHITBTCTBALIA
Tepanus ¥ aHaMHe3a, BKJIKUHTENHO NPEIXOAECH HHCYNIT WK TPAH3UTOPHA HCXEMHYHA aTaKa, HE ca
NpeAUKTOPH KaKTO 3a 00110TO, TAKa H 33 HECEBP3aHOTO C HHTEPBEHLIMM 3HAYHTE/IHO KbPBEHE 1O
PLATO. [To Ta3u NpH4YHHA, He € WIeHTH)HLIAPaHa KOHKPETHE PUCKOBA Irpyna 3a KOHTO M J1a € MOATHII
KbpPBEHE.

Cebpiano ¢ CABG kepBeHe

B PLATO 42 % ot 1584-1e naupenru (12% oT Koxoprara) ¢ HAaNpar€H KOPOHAPHO-apTePHAJICH
6atinac (CABG) ca nonyunni PLATO 3naunTenHo daTanHo/KHBOTO3ACTpaLIaBallo KbpBeHe Oe3
pa3fiMka MexIy TepaneBTHuHUTe rpynu. DatanHo kepBeHe, cBbp3aHo ¢ CABG, ce mosABsABa MpH 6
nalLyeHTH BbB BCAKa OT TEpaneBTHUYHHTE rpynH (BXK. Touka 4.4).

Hecsspaato ¢ CABG xbpBeHe 1 HECBBP3aHO C HHTEPBCHUHH KbpPBEHE
Hama painnka Mexay THKarpenop ¥ KIonuaorpes no oTHolleHHe Ha Hecsbp3anute ¢ CABG

TEXXKH/ KHMBOTO3aCTpallaBaulM KpsBOUINIHBH Mo Ae(pHHHLMA Ha npoy4eaHeTo PLATO, Ho
JHAUMTENHHTE 00LLO, 3HAYHTEeNHU o TIMI 1 3HauurenHu + HeaHaYuTenHy no TIMI KpLBOH3IMBH, IO
nedrHuuMa Ha npoyusaHeTo PLATO, ca no-yecti npH THKarpenop. ChiLo Taka, aKo € H3KTouaT
BCHYKH CBBP3aHH C HHTEPBEHLIMH KPbBOHIHBY, NOBEYE KPLBOUIIHBY ce HaOmoaaRaT npy
THKarpenop, OTKOAKOTO npu knomugorpen (Tabnuua 2). [1pekpaTaBane Ha eueHHETO NOpaaH
HECBBP3aHH C HHTEPBEHLIMH KPBBOMTHBH € NO-4eCTO ¢ THKarpenop (2,9 %), otkonkoro ¢
ionuaorpen (1,2%; p<0,001).

HUnTpakpaHunaiHa xeMoparts

HHTpakpaHHAIHHTE KPBBOH3IUBH, HECBLP3aHU ¢ HHTCPBEHLIMH, Ca [TOBEYE APU Npui
Tukarpenop (n=27 KpbBOK3IHBA NpH 26 nauueHTH, 0,3%), OTKONKOTO C Konuaorpen
KpBHBOM3NHBA, 0,2%), OT KoWTo 11 KpEBOMAKBa ¢ TMKArpesop W 1 ¢ kionugorpen ca ¢
pa3/jiuKa B obuus Opoit ciyuan Ha GaTaHO KbPBEHE.

é
%

1
%
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Haxooxu ¢ kvpeerne 8 PEGASUS
LISOCTHHTE Pe3yJ ITaTH 3a YECTOTATa Ha KbpeeHe B npoyueaHeTo PEGASUS ca nokasauu B

Tabnuua 3.

Tabauna 3 — AHaAA3 HA o6mMHuTe cLONTHA ¢ KLpBeue, H3uncaenns no Kaplan-Meier ua 36-tn
mecell (PEGASUS)

Tuxarpeaop 60 mg n8a Camo ACK
nbTH AaesHo + ACK N=6 N=6 996
958 |
KoednnnenT Ha
pHCcKa ] p-
Kpaiian Touks 3a 6e300aCHOCT | KM% (95 % CI) KM% cmoiinocm
KaTeropnn Ha KLpBeRe, onpeaeienu or TIMI |
2,3 2,32 1,1 <0,0001
3xaunrenso (TIMI) | (1,68, 3,21) |
' 0,3 1,00 0,3 1,0000
daranHo (0,44, 2,27)
| 0,6 1,33 . 0,5 0,3130
BUK (0,77, 2,31)
1,6 3,61 0,5 <0,0001
Hpyro 3nauurenso (TIMI) (2,31, 5,65)
| | 3,4 2,54 1,4 <(,0001
3HaunTeAHO WK HesHauHTeaHo ( TIMI) (1,93, 3,35)
IHAUHTETHO HIH HE3HAUWTETHO, WIH 16,6 2,64 7.0 <0,0001
M3UCKBALOO MequLMHCKa Hameca (TIMI) (2,35, 2,97)
|KaTeropas Ha KbpBeHe, ONpeJe/ICHH B PLATO 1 |
3,5 2,57 1.4 <(,0001
3naunrenso (PLATO) (1,95, 3,37)
' 2.4 2,38 1,1 <(,0001
QDaTanHo/KMBOTO3aCTpAaLLABALLO (1,73, 3,26) |
| 1,1 3,37 0,3 <0,0001
Hpyro 3sauutenno (PLATO) | (1,95, 5,83)
15,2 2,71 62 | <0,0001
3HauuTenHo wiu HesHauuTenHo (PLATO) (2,40, 3,08)

HAe(pHHHINHN HA KATErOPHATA HA KbpBeHe:
3naunreano (TIMI): ®aranno kbpeeHe UJIH Bcako ppTpedepento KbpBeHe, HITH knnHM4YHO BUIMMH
MPH3HALM Ha KPHBOMW3IMB, CBbP3aH ChC cnaa Ha xemornobuxa (Hgb) ot >50 g/l, mau nonmkenne Ha
xemarokphTa (Het) ot 15%, xorato nuncea croiinocT Ha Hgb.

®aTanno: CrOHTHE ¢ KbPBEHE, KOETO AUPEKTHO € NOBENO A0 CMBPT B PAMKHTE Ha 7 AHM.

BUK: BbhTpeuepencH KpbLBOH3IIHBE.

Jpyro suauurenno (TIMI): Hedaranno He-BUK 3nauntenno xbpsene (TIMI).

Hesnauurenano (TIMI): KnHHHYHO BUIUMO ¢ MOHWXEHNE Ha Xemornobuna ot 30-50 g/l.
Hancxpamo Meauunncka Hameca (TIMI): H3ucksaino unarepseniina HJIH Bogeino a0 xocnuraiu

Hanarauo OLeHKa. / \mﬂ ng

Juaunrento aTaanoKupoTodacTpainaeawo (PLATO): ®aranso kepsene UIH Besko BE n o

kbpeene, HJIH untpanepukapaInaiHo ¢be chpieyHa Tamnosana, LWIH ¢ xunosoneMuticH mo : ;ﬂ » 2 \

-

XHMMOTOHHA, HaNlaramga NMPUIOKEHHETO HA MPECOPHH/HHOTPONHH CPEACTBA HNH ONEpalis, ;, 4 Er AR
BHANMO ¢ > 50 g/l noHmwxkeHHe Ha XeMOrnodMHa WIH NPEJATH 24 eAHHHLIH Y€PBEHH KPbBHH ﬁ g ‘f' : Zﬁ? ) > i
3uaunvenno apyro (PLATO): 3nauumo uusanumusspaimo WIW knuxmuso Buaumo c 30-50

! e "
_ ,,..ﬂﬁ ¥ § /
xemornobuna, UJIU npensatH 2-3 eAMHHUIM YepBeHH KPbBHHA KIETKH. |
%w** /
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Hesnaunteano (PLATO): H3rckBa MEAHLIMHCKA HHTEPBEHLIHA 38 CNIHPAHE HITH JICHEHHE HA KbPBEHETO.

B PEGASUS 3xauurentoto kepsete (TIMI) npu tukarpenop 60 mg asa msTH AHEBHO € NO-CHIIHO
oTkonxoTo npH neuenne camo ¢ ACK. He e HaGnionaan nosullleH puck OT GaTanHo KbpBeHe U ce
YCTAHOBSBA CaMO HE3HAUMTEITHO NOBHLICHHE HA BHTPEUEPEITHUTE KPbBOHINIHBY B CPABHEHHE C
repanuaTa camo ¢ ACK. iMa manko cb6HTHA Ha daTanHo KepBeHe B Npoy4BaHeTo, 11 (0,3%) 3a
tuxarpenop 60 mg u 12 (0,3%) 3a tepanuara camo ¢ ACK. HabmonapaHusT nOBHLLIEH DHCK OT
3HaumTenHO Kbpeere (TIMI) ¢ THkarpenop 60 mg ce Tb/KH NPEAHMHO Ha NO-BHCOKATa H€CTOTa Ha
apyro 3HauuTenHo kbpeeHe (TIMI), cBbp3aHo cbe chOHTHA B cToMawHo-upesHus COK.

[oBHiIeHa YecTOTa Ha CHOMTHSA C KbpBEHE, NOAOOHH Ha 3HauuTeNnHO KbpeeHe (TIMI), e HabnmonaBaHa
B KATErOPHHTE 3HAYMTEHO WIH He3HauuTenHO KbpseHe (TIMI) u snauurento (PLATO)
IHAUHTENTHO WM HesHayuTeaHo KbpBeHe (PLATO) (Bxk. Tabnuua 3). [IpeycraHoBaBaHeTO Ha
IeUeHHETO NOpajH KbpBeHe € M0-4ecTo B rpynaTa Ha THKarpesaop 60 mg B cpaBHeHHe C rpynara Ha
tepanusaTa camo ¢ ACK (cvorBetHO 6,2 % 1 1,5 %). IloBeueTo OT T€3H Ciy4aH Ha KBPBEHE Ca C NOo-
MaJIKa TeXeCT (KnacHPHUMPaHHU KATO H3HCKBaLM MeIHLHHCKA Hameca (TIMI)), Hanp. enucTakcuc,
HACHHABAHE U XEMATOMM.

[TpodwrbT Ha KepBeHe Ha THKarpeaop 60 mg e cXoleH B MHOXKECTBOTO NPEJBAPHTETHO OMNpENE/IeHH
NoArpymnH (Hamp. MO BB3IPACT, MOA, TN, paca, reorpad)cKH PerHoH, ChITBTCTBAIIM 3a00nsBanus,
CHITHTCTBALLA TEPANTHA M MEIHLIMHCKA aHAMHe3a) NpH cbOMTHA Ha 3HauuTenHo xbpeeHe (TIMI),
3HAUUTENHO WM HedHayuTesHo (TIMI) u 3naunTenso kbpseHe (PLATO).

BbTpeuepenHo KbpBEHE

Crnionrannu BUK ce cpobmasat ¢ nogobHa yecrora 3a THKarpeaop 60 mg u tepanua camo ¢ ACK
(n=13, 0,2% B nBeTe rpynH Ha neueHue). Habnioxasa ce He3HauHTENHO nosHeHue Ha BUK,
CBBP3aHO ¢ TPABMa U MpOLIEXYPH NPH eueHHe ¢ THKarpeaop 60 mg, (n=15, 0,2%) B cpasHeHHE C
tepamusTta camo ¢ ACK (n=10, 0,1%). Cprobienn ca 6 daranuu BUK ¢ tukarpenop 60 mg u 5
daranuu BUK ¢ Tepanusa camo ¢ ACK. Hecrorara Ha BBTPE4CPENHO KbPBEHE € HACKA B 1BETE MPYIIH
Ha JIeYeHHne, KaTo ce UMA fPeiBUA 3HaAYMTENHUTe ChIbTCTBALIM 3abonasanusa U CC pHCKOBH (aKkTOpH

B MPOYYBAHATA MOy NaLKA.

Lucnues

IucrHes, ycemane 3a 3a1yX, ce cbo0liasa OT NalHeHTHTE JICKyBaHH ¢ THkarpenop. B PLATO,
obeIMHEHUTE KaTO AUCTIHES HEXeNaHH eKapCTBeHH chOUTHA (ancnHed, JUCITHEA B IOKOH, AUCTIHE
MPH YCHUIIHE, NAPOKCH3MAJTHA HOWHA JUCITHES M HOLHA JHCNHes ) ce cbhodwasar ot 13,8% ot
NaLUEHTHTE, JEKYBAHH ¢ THKarpenop, 4 3a 7,8% or nauueHTHTE, NeKyBaHM ¢ knonugorpen. Ilpu 2,2%
OT MAaLHEHTHTE, MPHEMALIIA THKarpenop, U npu 0,6% ot nalMeHTHTE, MPHEMaLW KJIOTIHAOrpe, B
npoyusaHeTo PLATO u3cie10BaTENHTE CUHTAT, Y€ AMCMHEATA € NPUIMHHO CBbP3aHa C JICUCHHETO H
6posAT Ha cepuo3HMTe cryyan € Mambk (0,14% Thxarpenop; 0,02% xnonunorpen) (Bx. Touka 4.4).
Haii-qyecTo ¢boOLIaBaHHTE CUMITTOMH Ha JAMCHHEA ca JIEKH A0 YMEPEHH MO HHTEH3HTET H NOBCUETO CC
¢cbOOIIABAT KATO €AHHHYEH EMK30/ paHO CJIE] 3aloYBaHe Ha TepanMsTa.

B cpasHenne ¢ kionuaorpen, naudeHTyre ¢ actMa/XObb, nekyBan ¢ THKarpeaop, MOXe 1a UMat
MOBHILIEH PHCK OT MOJyYaBaHe Ha Hecepro3Ha aucnHes (3,29% tHkarpenop cnpamo 0,53%
knonugorpen) u cepnosua aucnHes (0,38% tuxarpenop cnpamo 0,00% xionuporpen). B abcomoTHH
CTOMHOCTH TO3H PHCK € MO-BHCOK OTKOJIKOTO B 1su1ocTHaTa nomyiauud Ha PLATO. Tukarpenop
TpaGBa Aa ce NpuUAAra C NOBHUilleHO BHHMaHHE TIpY NMALHEHTH ¢ aBaMHe3a 3a acTMa w/unn XObb (Baxk.

TouKka 4.4). -—-\
g ”’\
Oxono 30% OT enu3oAMTE OT3BYHYaBaT B pamMKuTe Ha 7 AHH. PLATO BimouBa naumepffuys :

M3XOAHO HUBO MMAT 3acTolHA chpAeyHa HeaocTaTb4HOCcT, XObb nnu acTMa; Te3d NMIMEUT ..-:1 o
NALHEHTHTE B CTAPYECKA BL3PACT € MO-BEPOATHO J1a choOIaBaT AucnHes. 3a tukarpdidpy 4 M
'ﬁ *

l.q' .. 1
. .
. 1= "
LAY A
2 a3 - ot

NALMEHTHTE NPEKbCBAT NPHIATAHETO Ha NPOYUYBAHOTO AKTUBHO BEILECTBO NOPpany ARCTBIEs, CRPANL

0,1% ot Te3u, npremaiy knonuaorpe. [o-BicoKaTa YECTOTa Ha AMCTIHES ¢ TUKArPEAORRe ce — 7.8

W\ ¥
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ACOUMMPA C HOBA NOABA WM BIIOLIABAHE HA CHPACYHO WiIH GenonpobHo 3abonseaHe (BXK. Touka 4.4).
Tukarpenop He noBnHABa 6enoapobHHTE PYHRKIHOHATHH TECTOBE.

B PEGASUS aucnHes ce ¢cbobiuasa nipu 14,2% ot naimeHTHTe, npueMamy Tukarpenop 60 mg asa
ITbTH AHEBHO, K NpH 5,5% oT nauxenture, npuemairy camo ACK. Kakro B PLATO, noseueto ciy4an
Ha CLOOILIEHA IUCTIHES €A JIEKM A0 YMEPEHH N0 HHTEH3UTET (BiK. Touka 4.4). [launenTure, Kouro
cH00IIaBaT AMCNHes ca 6UNM NMpeIHMHO NO-Bh3PACTHH M NO-4ecTo ca MantH aucnHea, XObb win
acTMa Ha U3XOAHO HUBO.

Hzcredearua
[MopuuieHHe Ha nuKkoyHaTa KucenuHa: B PLATO e oTyereHO NOBMINABAHE HA CepyMHaTa NMUKOYHA

KHCENIMHA N0 CTOMHOCTH, HAAABHILIABAINM FOPHATA IPaHXLIA Ha HOpMaTa, NpH 22 % OT NoJTy4YaBallHTe
THKArpeJiop NaMeHTH, cnpaMo 13% oT nosyyasalMTe KIONKAOrpen nauneHTH. ChLOTBETHHTE
crotiocT B PEGASUS ca croreetHo 9,1%, 8,8% 1 5,5% 3a THkarpenop 90 mg, 60 mg u ruiauebo.
Cpennara cepyMHa NMKOYHa KHCEJIMHA ce NnoBHilaBa ¢ 6au3o 15% npu npuiokeHHe Ha THKarpenop, B
cpaBHeHHe ¢ MpUOAN3UTENHO 7,5% NMpH MPHIOKEHHE HA KIOMHIAOTPEN, a Clie/l CNHpaHe Ha IEYCHHETO
ce NOoHMKaBa MpHOU3NTENHO A0 7% NpH NPWIOKEHHE HA THKArPEJIOp, A0KATO MPH KIOTIHIOTPEN He
ce nabmogasa cnaa. B PEGASUS ce ycraHoBsBa 0GpaTHMO MOBHLIEHHE HA CpeIHATE HHBA Ha
cEepyMHa MHKOYHA KKCe/THHa oT 6,3% 1 5,6% cboTBeTHO 3a THKarpenop 90 mg u 60 mg B cpaBHeHHe ¢
1,5% noHwkenHe B rpynaTta ¢ wiaue6o. B PLATO uectoraTta Ha nogarposen aptpur € 0,2% 3a
Tukarpenop crpamo 0,1% 3a kionuaorpen. CrOTBETHHTE CTOHHOCTH 33 NOAArPa/MOJarpo3cH apTpyT
B PEGASUS ca 1,6%, 1,5% u 1,1% choTBeTHO 32 THKarpenop 90 mg, 60 mg u nnanedo.

CpobuiaBase Ha MOJO3MPAHH HEXENIAHU Peakiiui
C1o6LAaBaRETO HA MOJO3HPAHH HEXENIaHHN PCaKUKH Clie/l pa3peLlaBaHe 3a ynoTpeda Ha IeKapCTBEHHUS

NPOAYKT € BakHO. ToBa No3Bonsea /1a NpOab/DKH HabMOAEHHETO Ha CHOTHOLICHKETO MON3a/PHCK 32
JeKapCTBEeHHA MpoAYKT. OT MEAMLIMHCKUTE CIIELIHANINCTH CE€ H3UCKBA Ja ChODIIABAT BCAKA
NOAO3HpaHa HeXXelaHa peaklns 4ypes ManbiHUTEHA ares1Ms o 1eKapcTeara, yi. ,.Jlamau ['pyes”
Ne 8, 1303 Codus, Ten.: 02 8903417, yebcait: www.bda.bg.

4.9 Ilpexosnpane

Tuxarpenop ce noHaca fodpe npu eqHOKpaTHH 2034 10 900 mg. I'aCTPOMHTECTHHAIHATA TOKCHHHOCT

e Ouna 1030JIMMMTHpAaHA B €1HO NMPOYYBaHe C €AHOKPAaTHA HapacTBama 403a. Jlpyru KIKHH4YHO
3HAYHMMH HEXKeNaHH peakiMi, KOHTO MOraT Ja ¢ NPoaBAT NPH NMpeao3MpaHe BKIKOYBAT AUCTIHEA H
BEHTPHKYJIAPHH nay3H (Bx. To4ka 4.8).

B cayuaii Ha npego3npaHe, MOTaT Ja C€ MPOABAT rope CNOMEHATHTE NOTEHHANIHH HEXEJIaHH
JIEKAPCTBEHH peakLMH M TpabBa za ce uma npeasua EKI monuTopHpane.

KM MOMEHTA He € H3BECTEH aHTHAOT Ha TMKArpe/op ¥ TUKArpenop He ce AMain3ypa (BX. Touka 3.2).
I[1pu npeno3upane neueHHeTo TpAGBA fa c€ MPOBEKAA B CHOTBETCTBHE C MECTHATA CTAHAAPTHA
MEAHIIHHCKA NMPaKTHKA..OuakBaHHUAT eexT OT NpeAO3IHPaHE Ha THKATPENOP € YALKEHA
NPOIL/DKMTENHOCT Ha PHCKA OT KbpBeHe, CBBp3aH ¢ TpoMOoIMTHOTO MHXHOKHpaHe. TpaHcdysusTa Ha
TpoMOOLIMTHA Maca € MaKO BEPOATHO J1a HMAa KJIHHHYHA NON3a NMPHU NALMEHTH C KbpPBEHE (BXK.

Touka 4.4). AKo ce NnosABH KbpBEHE, TPAOBA f1a ce npeanpueMar Apyry noaxoAdliy noaabpxaiiH
MEPKH.

5. ®APMAKOJIOrMYHH CBOMCTBA
5.1 ®apmakoaHRAMHYHH CBOHCTBA

dapmakoTepaneBTH4Ha rpyna: MHxu6utopu Ha arperaumsta Ha TpoMGoLMTHTE,
xenapui, ATC kon: BO1AC24

15
DEM/7375/001-002/WS/002




MexaHH3bM Ha JSHCTBUE |
Tukarpenop Tesa cbaAbp)Ka THKAarpenop, Cb¢IHHEHHE OT KJjlaca Ha

LMKJIONIEHTHITPpHAasononupuMHanHnTe {cyclopentyltriazolopyrimidines, CPTP), ko#To e nepopanen
AHTArOHHCT ¢ AMPEKTHO AeciicTBHe Ha P2Y); penienTopa, KaTo ce CBbP3Ba ¢ HEro CEJIEKTHBHO H
o6paTtuMo u npeaoTeparssa AJJd-MequHpaHara, 3aBucemma ot P2Y 2 TpoMbouHTHA akTHBALUS H
arperatms. Tukarpenop He npenotspataea cebp3saHeTo ¢ AJID, a korato ce ¢Bbp3sa ¢ P2Y);
PELENTOPA, BLINPENSTCTBA CHIHAJIHATA TPAHCAYKIKA, HHIyLmMpaHa oT AJID. Trii kato
TpOMBOLMTHTE Y4acTBaT B HHULIMMPAHETO /WK Pa3BHTHETO HA TPOMOOTHYHHTE YCOKHEHHA Ha
aTEPOCKAEPOTHUHATA BONECT, € A0KA3aHO, Ye HHXHOHpaHeTO Ha TPOMOOLMTHATa QYHKLIMI HaMallsiBa
pucka ot CC cubuTHA, KaTo CMBPT, MU WIH HHCYAT.

THKarpenop chlIo YBeIHYaBa NOKATHUTE CHIOTCHHH HMBA HA aNIeHO3HHA Ype3 HHXHOupaHe Ha
eKBIIMOpHpatius HyKkneosnaeH Tpancnoprep-1 (equilibrative nucleoside transporter -1, ENT-1).

JIOKYMEHTHPAHO €, ue NpH 3ApaeH nuua U naumeHTd ¢ OKC, Tukarpenop yBenn4ana c/eHHTE
edeKTH, HHAYLHPAHH OT AICHO3HH: Ba30AKNAaTalHA (H3MEPEHA Ype3 YBEIHYABAHETO HA KOPOHApHHS
KPBBOTOK NpH 3apaBu 1o6poeonun 1 nauneHTH ¢ OKC; rnasobonue), Hixubupate Ha
TpoMBoLUTHATa PYHKLIHA (B HOBELIKA LANa KPBB in vitro) n aucnHed. Bpbikara mexay
HaGAIOfaBAHHUTE YBEIHUEHHS Ha 8[ICHO3HH U KIIMHHYHUTE pe3ynTaTH, obaue (Hanp. 3aboneBaeMoCT-
CMBPTHOCT), HE € KATErOpHYHO H3ACHEHA.

QapMaKOAHHAMHYHH edeKTH

Hauano na oeticmeuemo

IMpu naumenTH che crabunHa nexemuyna Sonect Ha cepuero (MBC), npuemauy ACK, Tukarpenop
nokassa 6bp30 HacTBIBaHE Ha (apMaKOIOTH4YEH €(EKT, KOHTO € AEMOHCTPHpPa OT CPEAHOTO
uHxHOHpaHe Ha TpomGouuTHaTa arperauus (MTA) okono 41% 0,5 waca crnen npunoxerue Ha 180 mg
HaTOBapBallla A03a THKarpenop, ¢ MakcumaneH edekt Bbpxy UTA 89% 2-4 yaca cnen npuioxeHneTo
Ha 7103aTa, KOHTO ce 3anbpka Mexcay 2 v 8 yaca. [Tpn 90% oT naumeHTHTE 2 Yaca ciea NPUWIOKCHHETO
Ha A03aTa TepMHHaHOTO MUKoBO UTA e > 70%.

Kpau na desicmeuemo
Axo e mnannpana CABG npoueaypa, pHCKBT OT KbPBEHE CBbP3aH ¢ THKArpeiop € MOBHILEH B

CpaBHEHHE ¢ KJIONMMIOrPe, KOraTo TEPAnMATa € NpeKpaTeHa no-Manko ot 96 4yaca npeau
poueaypara.

Cmana Ha jexapcmeama
[peMHHaBaHeTO OT JleueHHe ¢ Kionuaorpen 75 mg Ha neyeHde ¢ Tukarpenop 90 mg asa MbTH AHEBHO

oAU 10 abcomoTHo nopuiagaHe Ha UTA ¢ 26,4%, a npeMHHABaHETO OT JlIeYeHHe ¢ THKarpesaop Ha
JeYeHHe ¢ KnonMaorpen Boau Ao abcomotHo noHwkasaHe Ha UTA ¢ 24,5%. [launenture Morar na
MPEMHUHABAT OT KJIOMHMAOTPe Ha THKarpenop 6€3 npekbcBaHe Ha AHTHArPEraHTHOTO AeHCTBHE (BXK.
TOo4Ka 4.2).

KauHu4uHa epHKacHOCT U He301acHOCT

KnuxHuuHHTE JaHHM 33 ePHKACHOCTTA H 6€30NacHOCTTa HA THKArpesop ¢a NOMy4YeHH OT B€ KIIMHHYHH
H3NMTBaHHUA ¢a3a 3:

o Mpoyusanero PLATO [PLATelet Inhibition and Patient Outcomes (Tpomﬁmquo HHKHﬁH_PaHe
H KJIWHMUYEH W3XO0J Ha MalUHEHTa)], CpaBHEHKE HA THKArpenop ¢ KIOMHACIPE, H JBF
npunaraHyi B komOuHauus ¢ ACK, 1 apyra craHpapTHa Tepanss.

° Mpoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of Second/
ThromboticEvents in High-RiSk AcUte Coronary Syndrome Patients (Tlpeng
Ha BTOPHYHH TPOMOOTHYHH CHOMTUS ITPH BHCOKOPHCKOBH MALIMEHTH € OCTE ]
CHHAPOM)], cpaBHEHHE Ha THKarpenop, komouuupan ¢ ACK, ¢ Tepanus caM 0.
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Ilpoyueane PLATO (ocmpu KOPOHAPHU CUKOPOMU)
[poyusanero PLATO BkmouBa 18 624 nauneHTH, KOMTO ca B 24-4acOBiA NepHOA OT Ha4alOTO Ha

CUMITTOMM Ha HecTabwiHa cTeRokapAus, nudapkT Ha MHokapaa 6e3 ST-enesauus [non ST elevation
myocardial infarction, NSTEMI] win ¢ undapkr Ha Muokapaa csc ST-eneBauns [STEMI], # kouTto
TbPBOHAYANHO €A JIEKYBaHH MEAHKAMEHTO3HO, WM Ype3 NepKyTaHHa kKopoHapHa HHTepBeHUuA (PCI),
wiH upes nocrapsiHe Ha CABG. -

Knunuuna egpuxacrvocm

Ha ¢oHa Ha exeanesHo npuioxenne Ha ACK, tuxarpenop 90 mg ABa M-TH ZIHEBHO AEMOHCTPHpA
NPEBB3IXOACTBO CAPAMO 75 Mg AHEBHO KJIONUAOTPEN NO OTHOIICHHE HA MTPeBEHIIMA Ha ChCTABHATA
kpaiHa Touka 3a CC cmbpt, MU unn uHCYIIT, € pa3nuka, npousnusaua ot CC cmbpT H MU,
[MauxenTure nonyuasar 300 mg HaToBapBallla 103a knonuaorpen (Bu3moxkHO e 600 mg, ako uMmar
PCI) nnn 180 mg Tukarpenop.

Pe3ynTaTsT ce nossapa paHo (abcomoTra peaykuHa Ha pucka [APP] 0,6% u otHocuTenHa peaykuus
Ha pucka [OPP] 12% Ha 30-1 feH) ¢ NOCTOAHEH eeKT OT NeYEHHETO Mo BpeMe Ha Liennd 12 MeceueH
nepuoa, aaBaul ARR 1,9% Ha roguna ¢ OPP 16%. Tosa npeanonara, 4e € NOAXOAALIO NALUEHTUTE A4
ce leKyBaT ¢ Tkarpenop 90 mg ABa MbTH AHEBHO 3a 12 Mecela (BX. Touka 4.2). JleueHnero Ha 54
nauuentu ¢ OKC ¢ TUKarpenop BMeCTo ¢ KIONMHAOrpen npeaoTeparaea 1 ateporpomboTHUHO
cbOMTHE; NeveHHero Ha 91 naumenTH npeaorsparaBa | CC cMupT (BK. Purypa | v Tabnnna 4).

TepaneBTHYHHST eeKT HA THKArPeIop, HAAXBBPJIALL TO3H Ha KIIONHAOTPE, U3rnexaa CXoJeH B
MHOIO MOArPYIH, BKIKOYHTENHO TErNO, MOJ, aHAMHE3a 3a 3aXapeH AMader, TpaH3UTOpHA HCXEMHYHA
aTaKa WiH HE-XeMOPAru4e€H HHCYIT, WIH PEBACKYNapH3aLKA; NPH CHITHTCTBALIO JICUeHKe BKIIOYBALLO
xenapuH, GplIb/ITla HHXUGHTOPH W MHXMOWTOPH Ha NPOTOHHATA NOMMA (BX. TO4Ka 4.5); NpH
OKOHYAaTeHATAa AHMArHo3a Ha nokasartenHo cwbutue (STEMI, NSTEMI, UA); 4 npy nnaHupaHus npu
paHAOMM3aUHKATA JieweOeH Noaxoa (WHBA3UBEH WK MEHKAMEHTO3EH),

YeTaHoBeHO € ¢1a00 CHIHHPHKAHTHO T€paneBTHYHO B3aMMO/JIEHCTBHE B 3aBUCHMOCT OT PErHoHa,
CBINIACHO KoeTo KoedHuMeHTHT Ha pucka (HR) 3a nnperunHaTa kpativa ToUKa € B NoN13a Ha
THKArPEJIOp 3a OCTAHANATa YacT Ha CBETa, HO € B Mon3a Ha kaonuaorpen 3a CesepHa AMEpPHKa, KOATO
cbCTaBnABa npudnusnTenHo 10% or wswara npoyysana nomysjanMa (p-CTOHHOCT Ha
B3aumoaeiictane=0,045). ExcruiopaTopunTe aHanH3U NMpEANoiaraT BepoATHA Bpb3Ka ¢ 103aTa Ha
ACK, kato ¢ ysennuyaBaHe Ha qo3ara Ha ACK ce nabnionapa HamaneHa epukacHOCT Ha THKarpesop.
Xpoxuunata anesHa ao3a ACK, koa1o 1a ceirbTCTBa THKArpenop, Tpsabea aa 6vae 75-150 mg (ex.

TOYKHK 4.2 1 4.4).

durypa | nokassa 04aKBAHHA PHCK 3@ HACTBMBAHE HA MbPBU HHUHACHT, BKJIIOYEH B KOMOHWHHMpaHaTa
kpaiiHa To4uka Ha €UKACHOCT.
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®urypa 1 —AHa/IH3 HA MHPBHYHATA KJIHHHYHA ChCTaBHA Kpaiina Touka otT CC embpT, MU H

uacyar (PLATO)
. | Taxarpenop (T) [864/9333]
s Knommaorpen (C)  [1014/9291]
12 - 11,67%
11 i
10 T o 9,80%
o~ g . S R e
" - --__‘____,-—-—
g 8, s
=
g 6
g 51
[y
N
== 3 .
-
E_ 2 - HR 95% CI P-CTORHOCT
A 0,84 0,77,0,92 < 0,001
0 -
0 60 120 180 240 300 360
Bpo#n sacTpaweHu
T 9 333 8 628 8 460 8219 6743 5 161 4 147
C 9 291 8 621 8 362 8124 6 650 5 096 4 047

B cpaBHeHHe ¢ KJIONUA0rpesl, THKarpejaop HamaisBa 4ecToTara Ha HaCThNBaHE Ha MHLIW/JICHTHTE,
BJIM3ALIM B ChCTABa Ha MbPBHUYHATA ChCTaBHA KpaiHa Touka — kakTo B nonyaauusaTa ¢ UA/NSTEMI,
taka ¥ B nonyiaauusta ¢ STEMI (Tabauua 4). Cnenosarenno, Tukarpenop Tesa 90 mg asa nbTH
JIHEBHO 3ae/1HO ¢ Hucka no3a ACK moxe n1a ce usnoassa npu naupeHTd ¢ OKC (HecraOuiiHa
creHokapaus, muokapaeH uidapkr 6e3 ST enepaums [NSTEMI| unu muokapaen undapkr cue ST
eneausa [STEMI]): BKIOYHTEIHO NALIMEHTH, JIEKYBAHH MEIMKAMEHTO3HO, H NMALIMEHTH, JIEKYBaAHH C
nepKyTaHHa KOpOHapHa MHTepBeHLMs (percutaneous coronary intervention, PCI) wiun Gaiinac na

KopoHapHa aptepus (coronary artery by-pass grafting, CABG).

Tab6anna 4 — AHAJIN3 HA TBPBHYHATA H BTOPHYHHTE KpPaiHH To4YKH 3a epukacHoct (PLATO)

DE/H/7375/001-002/WS/002
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Tuxarpesop [Kiaonmaorpen
90 mg aBa 7S mg BeIHbXK
nsTH AHeBHO [1HeBHO (% |APP OPP* (%)
(% naunenTn manuenTH cbe (%/yr)  (95% CI) P-CTOHHOCT
CbC CLOMTHE) [cHOHTHE)
N=9 333 N=9 291
ICC embpT/MHU (€ M3ki.
Ha .. Tux” MH) unu 9,3 10,9 1,9 16 (8, 23) 10,0003
HHCYJIT
Hamepenue 3a 8,5 10,0 Lt 16 (6, 25) 10,0025
WHBAa3UBHA Teparus
Hamepenue 3a 11,3 3.2 2.3 15 (0,3, 27) 0,0444"
lleKapcTBEHa Tepanus
CC cmbpT 3.8 4.8 1,1 21 (9, 31) L0013
MMU (¢ u3kn. Ha ..TuX" |5,4 6.4 1,1 16 (5, 25) 10,0045
MH)° i
Hucyar 1,3 1,1 -0,2 17 (-52,9) 10,2299 o oy X
ICMBbpT 63 3HaueHue 7 BTN\
Ha npuunHara, MU (¢ 9,7 11,5 2.1 16 (8, 23) 3000 ‘?';g M\ f{g |
M3KJ. Ha ..Tux MH) . ﬁ%ﬂ” A8 N \ 2 1*
HJIH MHCYJIT ' 1 bk " ;ﬁ";%‘gf*f,- )




C cmbpr, 060 MH, -
Heynt, CPH, RI, TIA, [13,8 15,7 2,1 12 (5, 19) 0,0006
U apyra ATC"
Emm Ges sHaueHe WM,3 5.4 1,4 22 (11, 31) ,0003"

a nipyyYHHaTa

¢hUHHTHBHA 1,2 1,7 6 32 (8, 49) 10,0123F
M003a Ha CTEeHTa

*APP=a6comoTrHa pexykuua Ha pucka; OPP=0THOCHTENHA peXyKLUHA Ha pucxa—(l KoeHUHEHT Ha PHCK) X

100%. Orpunatenta OPP o3Ha4aBa noBHillaBaHe Ha OTHOCHTEIHHMA PHCK.

5C waxmoueHue Ha ,,Tux” MH,

*CPU = cepHo3Ha pexypeHTHa HexeMus; PU=pekypeHTHa ncxemusd; THA=TpaH3uTOpHA HCXEMHYHA ATaKa,

ATC=aprepnanso TpoMGoTHuHO chOuTHE, O6wo MU BrUnOUYBa ,, THX” MU, naTa Ha cbOMTHETO € AaTaTa Ha

HEIOBOTO YCTAHOBABAHE.
" HoMHHanHa ¢cTOHHOCT Ha CHFTHHOHKAHTHOCT; BCHUKH OcTaBany ¢a GopManHo CTaTHCTHYECKH CUTHUQUKAHTHH

Ho npenepuHupato AepapXHiHO TECTBAHE.

PLATO 2enemuuno noonpoyyeane

Onpenensxero Ha CYP2C19 u ABCBI renoruna Ha 10 285 naunenty B PLATO aaBa Bb3MOXKHOCT 32
aconManus Ha reHoTHHUTe rpynu ¢ pesyararure oT PLATO. Ilpepb3xoacTBoTo Ha THKarpenop Han
 KIOMMAOrPEN 10 OTHOLIEHHE Ha peayKuHATa Ha 3HauuTeNHH CC ChbOMTHA HE € CHTHH(PHKAHTHO
nosauaHo ot CYP2C19 win ABCBI1 reHoruna Ha nauperTHTe. [lono6HO Ha LAROCTHOTO NpOYyYBaHe
PLATOQ, Hama pa3niuka MEXIY THKAarpesop U KIOMHIOrpes npH o01ilo 3HAYHTEIHUTE XEMOParH4HH
uHuuaeHTH B PLATO, penpeku resoruna CYP2C19 win ABCB1. Hecerp3anoro ¢ CABG
3HauHuTENHO KbpBeHe B PLATO ce noBHiIaBa ¢ THKarpeaop B CpaBHEHHE ¢ KIONMAOrpen MpH
MalMeHTH ¢ et win noeede CYP2C 19 anenu cue 3ary6a Ha GyHKUMS, HO € CXOJHO HA KNONHAOTpe):
MpH NALMEHTH ¢ anesl, KONTo HAMa 3aryba Ha QyHKLHS.

Kombunupan noxazamen 3a edpuxacsocm u besonacsocm
KoMmOuHMpanusT nokazaresn 3a epukacHocT H 6ezomachocT (CC embpt, MU, HHCYIIT Ham o010
3HAYHTENHO KbpBeHe no gepunuunsara Ha PLATO) noka3ssa, ue nonasarta oT NpHIOKEHUETO Ha

TUKArpenop no oTHOLIEHHe Ha ePUKACHOCT B CPaBHEHHE C KIOMMAOIPE He C€ KOMIIEHCHPa OT
clTydauTe Ha 3HauuTenHo kbpeere (APP 1,4%, OPP 8%, KP 0,92; p=0,0257),12 meceua cnea OKC.,

Knunwuna bezonacnocm

XonrepoBo NOANPOYYBAHE:
3a nAa ce OLeHH YeCTOTATA Ha BEHTPHKYJIADHUTE Nay3y H APYTH €NU304H Ha apHTMHA IO BpEME Ha

npoyuBaHero PLATO, € oCblleCTBEHO XONTEp-MOHUTOPHpaHe Ha noarpyna ot 6auso 3 000
nalueHTH, npubausnTenro 2 000 oT KOMTO UMAT 3anMHCcH, KakTo B ocTpaTa ¢a3a va OKC, Ttaka n
Mecell o-kecHo. [TbpBUYHaTa NpocaeasBaHa NPOMEHIIMBA € MeCTOTaTa Ha BEHTPHKYNAPHHM May3H ¢
MPOABDKHTETHOCT >3 ceKyHAU. BeHTpHKyIapHH nay3H pa3BUBAT NOoBeYe NMALUMEHTH HA JICUSHHE C
THKarpenop (6,0%), OTKOJIKOTO TAKKHBa Ha JledeHue ¢ kionuaorpen (3,5%) B ocrpara gasa 4
cbOTBeTHO 2,2% U 1,6% cnea 1 Mecen (BX. Touka 4.4). YBeNTHUEHHETO Ha BEHTPHKYJIAPHHUTE Nay3yn B
octparta ¢asza Ha OKC e no-uzpaseHo npu nauueHTUTE Ha THKarpenop ¢ aHaMHesa 3a XCH (9,2% ¢
aHaMHe3a 3a XCH cnpamo 5,4% npu naunenTtu 6e3 anamuesa 3a XCH; 3a nauueHTHTE Ha
knonugorpen, 4,0% npu Te3u cbe cripamMo 3,6% npu Te3n 6e3 aHamMuesa 3a XCH). Tasu pasnnka ke ce
nposBABA 3a equH mecell: 2,0% cnpamo 2,1% 3a NaluMeHTHTE Ha THKarpeaop, CbOTBETHO, ChC H He3
anamHe3a 3a XCH; u 3,8% cnpamo 1,4% 3a xnonnporpen. Tasu paiinka He € CBbp3aHa ¢ HesKe/laHH
KJHHHUYHH NocneAHLH (BKIIOYHTENHO M NOCTAaBAHE Ha NEHCMENKBP) BEB BBIIPOCHATA
MaLUCHTH,

ITpoyugane PEGASUS (anamuesa 3a muokapoer ungapkm)
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NpOyYBaHe C NapajeIH| IPYIH 3a OLIEHKA Ha NPEBEHLIMATA HA aTePOTPOMOOTHYHH CHOUTHS C
THKarpesop, npuwiarad B 2 1034 (90 mg aBa nbTH AHEBHO WK 60 mg 1Ba MbTH IHEBHO) B
komOuHalms ¢ Hucka ao3a ACK (75-150 mg), B cpaBHeHue ¢ Tepanus camo ¢ ACK npu nanmeHTH ¢
aHaMHe3a 3a MU 1 10NbJIHMTENIHH PUCKOBH (hakTOpH 3a aTepoTpoMOo03a.

[TaueHTH, NOAXOASALILM 3a BKJIKOYBAHE B MPOYUYBAHETO ca OWJIM TaKKMBa Ha BH3pacT Ha WIIH Ha/l

50 roaMHM, HalIMuMe Ha aHamHe3a 3a MU (1 1o 3 roauHu npeay paHAOMH3MPAHETO) H HAJTHYHE Ha
[OHE e/IMH OT CJIeJHUTE PUCKOBH (aKTOpH 3a arepoTpoMbGo3a: Bb3pacT =65 roaMHH, 3axapeH adaoer,
Hajiarail MeJIMKaMeHTO3HO JieueHue, BTopH npeawectsaul MU, nannu 3a muorocsaosa UbC niu
XxpoHHuHa ObOpeuHa AUCHYHKLMS U3BBH KpaHHHS CTaJIHH.

[TaumeHTUTE HE ca OMJIH NMOJAXOASLIHM 3a BKJIKOUBAHE B [IPOYYBAHETO, aKO Ca MMAJIK IJIaHHpaHa
yrorpeba Ha P2Y j>-peLenTopeH aHTaroHUCT, JAMIUPHIAMOJI, LIM10CTA30J1 WK AHTHKOAryJ1aHTHa
Teparnus 3a rnepuojia Ha NPOyUYBAHETO; HapylIEHHE, CBbP3aHO C KbPBEHE WIIK aHaMHE3a 32 HCXEMHUYEH
WHCYJIT WIM BbTPEYepernHo KbpBeHe, TYMOP Ha LIEHTpaJiHaTa HepBHA CUCTEMa WIIK BbTpPEUepernHa
Ch/IOBA AaHOMAJTHS; MALMEHTH ChC CTOMAIIIHO-YPEBHO KbPBEHE Mpe3 npe/iecTrauuTe 6 Mecera Hiu

rojisma onepatus npes npeaiecrsammure 30 qHU.

Knaunuuna epukacnocm

®urypa 2 - AHAJIN3 HA MHPBHYHATA KJIHHHYHA cbeTABHA Kpaiina Touka o1 CC embpT, MU B
uHcyart (PEGASUS)

11
Thxarpenop 60 mg - Nrauebo ..
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Bpov naurenTH B pHcK
160 mg 7045 6948 6857 €784 e711 8357 5904 4926 3698 2085 710
Placebo 7067 6950 6847 6761 €653 6315 5876 4899 3646 2028 714

Tabanua 5 - AHajin3 HAa MLPBHYHATA H BTOPHYHHTE Kpaiinu To4KH 3a epukacuHoct (PEGASUS)

b T;marpe.}lop Gﬁ_'mgﬂ ABA IBTH ~ Camo ACK
auesno + ACK N=7 067
N=7 045

[ManuenTn HR | Manuentn
XapakrepucTtuka [cbe cuOuTHE| KM % [ (95% CI) | cBe cHOMTHR

¥

=

[IbpBHUHA KpaliHa TOYKA

-
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0,84
(0,74,0,95) | 578 (8,2%)

CncTaBHa OT EE

embptr/MW/ uncynt | 487 (6,9%) 0,0043 (s)

0,83
LH
(0,68, 1,01) [ 210 (3,0%)

0.84
285 (4,0%) | 4,5% | (0,72,0,98) | 338 (4,8%)

0,75
91 (1,3%) | 1,5% | (0,57,0,98)

0,0676

CC cMmbpT 174 (2,5%)

122 (1,7%)

BropuuHa kpaitHa TOUKa

- — —
0,83
CC cmBpT 174 (2,5%) | 2,9% | (0,68,1,01} | 210 (3,0%) 3,4% -
S S - L L _——ﬂ
CMBpT NO BCAKAKBA 0,89
MPUYKHA | 289 (4,1%) t 4,7% | (0,76,1,04) | 326 (4,6%) 5,2% -

KoeHIIHEHTLT Ha PHCKa K p-CTORHOCTHTE ca M3YHC/IECHH OTACAHO 3a THKarpesop cnp. tepanus camo ¢ ACK or
MOJIEN1 Ha NMpOoNopLHHOHANHNTE pyUcKoBe Ha CoX, KaTo rpynara Ha JeYeHHE € €AMHCTBEHATA €KCIIAHATOPHA

NPOMEHIHEA.

KM npouent, u3uucneH Ha 36-TH Mecell.
benexka: OpoAT Ha MbPBHTE CHLOWTHA 3a KoMnoueHTHTe CC cMbpT, MU M MHCYyNT € gelicTBHTENHHAT Opoli Ha

TLPBH CHOMTHA 32 BCEKH KOMITOHEHT H He ce aofaBa kuM 6pos Ha CLOMTHATA B ChCTaBHATa KpalHa TOYKa

(s) [Toka3Ba CTATHCTHYECKA 3HAYHUMOCT.
Cl=HosepureneH uutepsan; CC=CnpaeuHo-cbaor; HR=Koebuuuenr na pucka;, KM=Kaplan-Meier;
MHU=MuoxapaeH uH¢papkt; N=bpoit naumeHTh.

JIBeTe cxeMH Ha feueHHe ¢ THKarpenop 60 mg npa mxTH AHEBHO U ¢ 90 mg ABa MBLTH JHEBHO B
koMOHHaLmA ¢ ACK npesb3xoxaar camoctosTenHoTo neyeHue ¢ ACK no otHouleHne Ha
NpeBEHIUATA Ha aTepoTpoMOOTHUHHTE CLOMTHA (CbecTaBHa KpadiHa Touka: CC embpt, MU 1 uucynr),
C NOCTOAHEH epeKT OT JICUEHHETO MNPE3 LEJIMA NEPHOA Ha NpoyyBaHeTo, Boaell 10 16% RRR u 1,27%
ARR 3a tukarpenop 60 mg u 15% RRR u 1,19% ARR 3a tukarpenop 90 mg.

Benpeku ue npodunure Ha edukacHocT Ha 90 mg n 60 mg ca nonobHK, MMa NaHHM, Y€ NMO-HHCKATa
103a € ¢ No-A00sp npodun Ha NOHOCUMOCT Y DE30MAaCHOCT N0 OTHOLIEHHE HA PHCKA OT KbPBEHE H
nucnuea. Cnenosarenno, camo Tukarpenop Tesa 60 mg nBa MbTH AHEBHO, NPHJICKEH €AHOBPEMEHHO
¢ ACK, ce npenopruBa 3a npeseHuMs Ha arepoTpomboTuyanu cubutus (CC cmbpt, MH M uHCysT) NpH
nauMeHTH ¢ aHamuesa 3a MU u BuCOK pHck OT pa3BuTHe Ha atepoTpoMOoTHUYHO cBOUTHE.

B cpaBHeHue cbe camocroaTenHoTo neyeHue ¢ ACK, tHkarpenop 60 mg ABa ribTH AHEBHO 3HAYHMO
NMOHWXAaBa IThPBHYHATA ChCTaBHA KpaiiHa Touka ot CC cmupt, MU H HHCYAT. BeekH or
KOMITIOHEHTHTE AONMPHHACA 32 NOHW)KEHUETO Ha [TbPBHYHATA CbCTaBHA KpaiHa To4ka (CC embpr 17%

RRR, MU 16% RRR u uncyt 25% RRR).

RRR 3a cheraBHata Kpakina Touka ot 1 no 360 aun (17% RRR) 1 ot 361 ann Hatatek (16% RRR) e
noaobHo. Uma orpaHydveHH AaHHH 3a epUKACHOCTTa H 06€30MacHOCTTa Ha YARDKEHO JIEYeHHE C

THKArpeaop Haa 3 roJuHH.

npocneaapana KpaitHa Touka ot CC cmbpt, MH W HHCYNT, HO HMa NOBHILIABAHE
3HAYMTENTHO KbPBEHE), KOraTo THKarpenop 60 mg asa meTi AHEBHO € NPUWIOKe
cTaOWIHH NaLHEHTH ¢ JaBHOCT Ha HH(papKTa >2 rogWHH WIH NOBEYE OT €HA I
npeaxoAHoTo neueHue ¢ AP-peuenrropesn nHXROUTOP (BX. TOUuKa 4.2).
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Kaunuuna bezonacrocm

YectoTaTa Ha IPEYCTAHOBABAHE HA TEpanusATa ¢ THKarpenop 60 mg nopaaH KbpBEHE U IHCITHEA € TO-
BUCOKA NPH NaiLMEHTH >75 roaunn (42%) B cpaBHeHHE ¢ No-MIaax nauueHTH (Mirepsan: 23-31%), ¢
paiiMKa crpamo nnatebo rpynara no-ronsama ot 10% (42% cnpsimo 29%) npy nauyeHTH

>75 rogHHH.

[leanaTpHyHa nonynauus
B pasunomusupano, ApoliHocaano npoyusane ®aza III ¢ napanenun rpynu (HESTIA 3),

193 neguaTpyuHM NauMeHTH (Ha BB3pacT oT 2 Ao noa 18 roaMHH) CbC CbpPNOBHAHOKIEThYHA OonecT
ca paHJOMM3HMPaHH A4 NOMYYaT WK Nniauebo, HIH THKArpesiop B 03 OT 15 mg 10 45 mg ABa TbTH
AHEBHO B 3aBHCHMMOCT OT TE/IECHOTO Terno. TUKkarpenop BoAM 00 MeauaHa Ha TpoMOoLMTHATA
nHXKHOMIMA 35% npeau npueM Ha go3ata M 56% 2 yaca cned npueM Ha A03aTa NPH CTallHOHAapHO
CBHCTOAHHE, '

B cpaBHeHHe ¢ Tu1ane6o, HAMa M0J13a OT JIEHEHHETO ¢ THKArPeNop MO OTHOLIECHHE Ha YeCTOTaTa Ha
Ba300K/IY3UBHHTE KPH3H.

EsponelickaTa areHUHs MO JiekapcTBaTa ocBoO0KAABA OT 3aIb/DKEHHETO 33 NIPE/IOCTABAHE Ha
pe3yATaTHTE OT NpoysBanuATa ¢ THkarpenop Tepa BbB BCHUKH MOArPYIH Ha NeaHaTpU4HaTa
nornynaLus 3a ocTpy kopoHapiu cirapomu (OKC) n anamuesa 3a muokapaeH wHpapxt (MH) (ax.
Touka 4.2 3a HHdopMalLng OTHOCHO ynoTpeba 8 neavaTpuiaTa).

5.2 @DapMaKOKHHETHYHH CBOHCTBA

Tukarpenop ¥ma nuHeiiHa GapMakKOKMHETHKA, 4 eKCINO3ULIMHMTE KbM THKArpesiop H akTUBHHS MYy
meTabonur (AR-C124910XX) ca npubansuTeTHO NpONOPLMOHANHU Ha ao3ata fo 1 260 mg.

Abcopbuus
Ab6copbuuaTa Ha TUKarpenop e 6bp3a, ¢ MeaMaHa Ra tnax NpUGAH3HTENHO 1,5 yaca. [IpeBpblUaHeTo Ha

THKarpesop B ocHoBHHA uupkynupaiy Metaboaut AR-C124910XX (cbwo aktueeH) € 6bp30, ¢
MENHAHA HA tmax NprbOau3UTEnHo 2,5 yaca. Cnea nepopanHo nNpujiokeHHe HA eAWHHYHA 1033
TuKarpenop ot 90 mg Ha riagHo npu 3apaey NHUA, Crax € 529 ng/ml v AUC e 3 451 ng*h/ml.
ChOTHOLIEHUATA MeTaGONHT/OCHOBHO BelecTBO ca 0,28 3a Cuax ¥ 0,42 32 AUC. dapMakoKHHETHKATA
Ha Tukarpenop H AR-C124910XX npu naumeHTv c aHamHe3a 3a MU obuknoseHo e noaobHa Ha Tasu
B nonyJjauusaTa ¢ OKC. Bb3 ocHOBa Ha eJHH nomyjaudoHeH papMakKOKHHETHYEH aHAIH3 Ha
npoyuBaHeto PEGASUS meanaHara Ha Cupax Ha THKarpesaop e 391 ng/ml n AUC e 3 801 ng*h/ml B

CTaLMOHAPHO ChCTOAHHKE 3a THKarpesaop 60 mg. 3a Tuxarpenop 90 mg Cmax € 627 ng/mlu AUC e
6 255 ng*h/ml 8 cTalHOHAPHO CHLCTOAHHE.

Cpeanarta abcomoTHa GHOHANHYHOCT Ha THKarpenop € usuHciena Ha 36%. [IpuemsT Ha borara Ha
Ma3HHHH XpaHa Boau A0 nosuwasaxe ¢ 21% Ha AUC Ha THKarpenop u 1o noHwkapaHe ¢ 22% Ha
Cumax Ha AKTUBHHS MY MeTabONNT, HO HE MOB/IUABA MO HUKAKbB HAUHH Cpex Ha THKarpenop uiu AUC
Ha aKTUBHHA MY MeTabonur. CMaTa ce, 4e Te3U MANTKH IPOMEHH ¢a ¢ MMHHMAJIHO KIHHHYHO
3HAUYEHME; NIOPaaH TOBA THKArpenop MOXe a ce npueMa cbe Win O0e3 xpaHa. Tukarpenop u
aKTUBHHAT My MeTabonuT ca cyberparu Ha P-gp.

HarpouieHH TabNeTKHTE THKArpeaop, CMECEHH BbB BO/A, MTPHJIOIKCHH NEPOPAIHO WITH NMPHJIOKEHH
fpe3 Ha30racTpaiHa COHAA B CTOMaxa, HMaT CpaBHAMa OHOHAIMHMHOCT € LIEJIH TabJeTKH Mo

otHOWeHHE Ha AUC H Cprax 32 THKArpesop M akTHBEHs MeTabonur. [TnpBonauanHara
(0,5 v 1 yac cren Ao3ara) OT HATPOLLEHH TabNeTKH THKArpenop, CMECEHH BBE BO
cpaBHEHHE ¢ LiesM TabneTku, ¢ o010 HACHTHYEH TIPOPHIT HA KOHLICHTPALHA che
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PasnpeneneHue
B craunoHapHo crcTogHKe 06eMbT Ha pasnpeaenenue Ha Tukarpenop e 87,5 |. Tukarpenop u

AKTHBHHAT MY MeTaboNHT Ce CBBLP3BAT C HOBCUIKHUTE TUTA3MCHH NPOTCHHH BbB BHCOKA CTEIICH
(>99,0%).

Buotpancdopmalns
CYP3 A4 e oCHOBHHAT €H3HM, OTTOBOPEH 3a MeTabOM3HPAHETO Ha THKArpeaop H 0OpasyBaHeTO Ha

aKTHBHHA My MeTabOoIMT, KaTo TEXHUTE B3auMoaeHcTBHA ¢ JpyrH cybetpath Ha CYP3A Bapupar ot
aKTHBUpaHe 10 HHXHOHpaHe.

OcHoBuuAT MeTabONHT Ha TUKarpenop € AR-C124910X X, KOHTO ChillOo € AKTHBEH — KOETO CE OLIEHABA
upe3 in vitro ¢caspasane ¢ TpoMboumTaug P2Y 12 Al peuentop. CHCTEMHAaTa €KCNO3HLHKA Ha
akTHBHHA MeTtabonuT e npubausurento 30-40% ot Ta3u Ha THKarpenop.

EnvMuHHUpaHe

OCHOBHMAT BT 32 €AMMHUHHUPAHE HA THKArpenop € upes yepHoapodHa TpaHchopmauns. 1lpu
npwiaraHe Ha paJuoakKTHBHO MapKHPaH THKarpenop CpeaAHOTO Bb3CTAaHOBABAHE HA PAJHOAKTHBHOCTTA
e npubaunsurTento 84% (57,8% pwB deueca, 26,5% B ypuHaTa). KonuuecTBoTo Ha THKarpeop H
aKTHBHMA My MeTabONHUT, KOMTO C€ OTKPHBAT B YpHHATa, ca noa 1% ot npuerara ao3a. BeposaTHo
OCHOBHHAT ITbT HAa €IMMHHHPAHE HA aKTUBHHA META0OIUT € Ype3 eKCKpeLHs B xKabuKaTa. CpeaHHsaT
t12 Ha TUKArpesop € Npuban3nTenHo 7 Yaca, a Ha akTUBHHSA My meTabonut — 8,5 yaca.

CrneuyanHM nonyJjaudu

Ilayuenmu ¢ cmapuecka ev3pacm

[To-BHCOKH excno3vuUMH Ha THKarpenop (npHoausurentHo 25% u 3a Cpax, H 38 AUC) ¥ Ha aKTHBHHA
my metabonut npu nauueHTd ¢ OKC B cTrapuecka Bb3pacT (275 FOAHHH) B CpaBHEHHE C MMO-MJ1aIH
NauMeHTH ca HaOMoAaBaHy NpH NONyNalHOHHUA dapMaKOKHHETHYEH aHanus. Te3n paiHKH He ce
CMATAT 33 KJIMHUYHO 3Ha4YHUMH (BXK. TOuKa 4.2).

Ileduampuyna nonynayus
HanuuHHTe JaHHM ca OrpaHHuYeHH MpH Aela CbC ChPIOBUAHO-KNETbYHA aHEMHS (BXK. TOUKH 4.2

M 5.1).

B npoyusasieto HESTIA 3 Ha naumenTu Ha Bb3pacT oT 2 a0 noa 18 roaunu ¢ rerno >12 go <24 kg,
>24 no <48 kg u >48 kg, e npunaraH THKarpenop Karo neadaTpHuHy AHCNEprupally ce TabieTku ot
15 mg B no3u cboTBeTHO 15, 30 1 45 mg ABa mbTH AHEBHO. B1b3 0CHOBa HA NOMyJdalHOHEH
cdapmakokuHeTHueH aHanus cpearara AUC sapupa or 1095 ng*h/ml no 1458 ng*h/ml, a cpennara |
Cumax Bapupa ot 143 ng/ml g0 206 ng/ml B cTalnORapHO CHLCTOAHHE,

Hon
B cpaBHeHHE ¢ MBke, NpH KEHKW ca HabMIOAaBaHKW MO-BUCOKH €KCMO3HLIMK Ha THKArpesop 1 Ha
aKTHBHHA MYy MeTabonut. PaIMKHTE HE Ce CMATAT 3a KIHMHHYHO 3HAUHUMH.

bvbpeurno yepexcoaue
Excno3uunaTa Ha THKarpeaop € npubausurenno 20% no-HUcka, a eKCno3uuaTa Ha akTHBHHA
meTaboauT e npubansurento 17% no-Bucoka NpH NaUMEHTH ¢ TEXKO OBOpeuHo yBpexnaHe

(KpeaTHHMHOB KNUPBHC <30 ml/min), B cpaBHEHHWE ¢ MALMEHTH C HOpMaTHa OBEOpeuHa w

[Ipu naumeHTd ¢ TepMHHANIHA OBOpeYHa HEAOCTATHLYHOCT Ha Xemoauanuia AUC
THKarpenop 90 mg, npunosxkeH B eauH AeH Oe3 nuanu3a, ca ¢ 38% u 51% no-su

nMua ¢ HopManHa 6u6peuHa ¢yukiuma. [Tono6HO yBenuyeHne Ha eKCMO3HLMATA R
KOraToO THKArPENop € MPHIOKEH HEMOCPEACTBEHO NPeaK AHANN3A (ChOTBETHO 4 1%o): KogTRli | &
MoKa3Bea, Y€ THKArpeJop He ce Auannskpa. EKCNo3uUMATa Ha aKTHBHUA MeTabon €t  yERGMmiARd B/ "
no-manka crened (AUC 13-14% u Cnax 17-36%). EdexTbT Ha vHXHOMpane Ha Tp%tﬁonmnam -':Q*;*'" |
x\% ; 19_#"' o
N B
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arperauus (inhibition' of platelet aggregation, IPA) na THKarpeyop € He3aBHCHM OT JHAJIH3ATAa NPH
nauueHTH ¢ 6p6peuno 3a0onaBaHe B KpaeH craamii U moxoGeH NpH Nua ¢ Hopmanua O6x0peuHa

$yHKIMA (BXK. TOUKA 4.2).

Yeprnodpobro yepexcoane
Cmax # AUC 3a THKarpenop ca ceoTBeTHO ¢ 12% u 23% no-BHCOKH INpH NMALHEHTH € JIEKO

yepHOAPOOHO yBpEKIaHe B CPABHEHUE CbC CbOTBETHHTE 3/IPABH HHIAMBHAH, HO eeKThT Ha IPA Ha
THKArpeIop € CXOAEH Mexay ABeTe rpyrnH. He e HeoOx0aUMO KOPHIrHpaHe Ha A03aTa NPH NALMEHTH C
JIEKO YepHOAPOGHO yBpexkaaHe. THKarpenop He € Mpoy4BaH NMPK NALMEHTH C TEXKO YePHOAPOOHO
yBpexaaHe U HaMa (hapMaKOKHHETHYHA HH(OPMALIHA [PH NALHECHTH ¢ YMEPEHO YEPHOAPOOHO
yepexaane. [1py nauuMeHTH, KOHUTO €Ca HMAIH YMEPEHO HITH TEXKKO MOBHINEHHE HA €AHH WJIN NOBEYe
yepHOAPoOHH PYHKIIMOHAAHH TECTOBE Ha M3XOAHO HHBO, NJIa3MEHHTE KOHLCHTPALIMH Ha THKarpeaop
ca GUIH cpeaHO MOAOOHH WIH MAJIKO MO-BUCOKH B CPABHEHHE C Te3H 0€3 H3XOAHHK noBULleHuA. He ce
[penopbusa KOPUrHPaHe Ha J03aTa NPH NALMEHTH ¢ YMEPEHO Y€PHOAPOOHO yBpexaaHe (BiK.

Touky 4.2 n 4.4). |

Emuwnecka npurnaonesxcuocm

B cpaBHeHHE C MALMEHTHTE OT €BpPONenIHaTa paca, NALMEHTHTE OT a3HATCKH NMPOU3XO0J MMAT 110~
BHCOKa ¢ 39% cpenHa OnoHanmvHocT. B cpaBHeHUE ¢ MALHEHTHTE OT €BPOMNECHAHATA paca, NpH
CaMoOoNpeeNSlIMTE C& KATO YEPHOKOKH NaLMEHTH, ODHOHATHYHOCTTA Ha THKArpeNop € no-HUCKa ¢
18%. B xinnuko-hapMaKkonorHuHH ApoyuBaHUS eKCNO3HUMATA (Cmax H AUC) Ha THKarpesnop npH
AMOHLIM € NMo-BHCOKa ¢ MpHOaK3uTenHo 40% (20% cnes KOpEKLUHS CnpaMO TENIECHOTO TEFNO),
OTKOMKOTO MPH XOpa OT eBponeniRaTa paca. EKCnosHuuMaTa nNpH NalyeHTH, KOUTO ¢€ CaMOONpeaensT
KATO WCMAaHLM WM JIATHHOaMEPHKAHLIH, € NOAOOHA Ha Te3H OT €BpONeHHaTA.

5.3 IpeaxknHHHYIHH JAHHA 33 fe3onacnocT

[MpeaknMHHYHUTE JaHHH 32 THKArpenop ¥ OCHOBHUA My METaOOJIHT He NOKA3BaT HENMPHEMIIHB PHCK 33
pa3BMTHE Ha HEXKEIaHH PeakLMH MpH Xxopa Ha 6a3aTta Ha KOHBEHLIHOHANHHTE (PapMaKONOrHYHH
M3NHTBaHUA 38 6€30NaCHOCT, TOKCHYHOCT NMPH €AHOKPATHO B MHOTOKPAaTHO NpHnaraHe U
Ir€HOTOKCHYEH NOTEHLIHA. |

[Tpyu HAKONKO XKUBOTHHCKM BHJa € HaONI01aBAHO CTOMAIIHO-YPEBHO IPA3HEHE MPH KIHHHUYHO
3HAYHMM HUBA Ha €XCNO3HLMA (BXK. TOuKa 4.8). |

[Tpu KEHCKH ILTbXOBE, THKATPEIOP BbB BUCOKH JIO3H IEMOHCTPHpA NMOBHILIEHA YECTOTA HA TYMOPH Ha
MaTKaTa (A1€HOKAPLUKHOMH) H NIOBHIIEHA YECTOTA Ha aJeHOM Ha Y€PHHA Apo0. MeXaHU3MBET 3a NosBa
Ha TYMOPH Ha MaTKaTa BEPOATHO € XOpMOHaneH nucbananc, KOWTO MOXe Jia IOBeJI€ A0 MOKBA Ha
TYMOPH NpH 1UTbX0Be. MexaHH3MBT 3a NosABa Ha YEPHOAPOOHH AIEHOMH BEPOSTHO € CreLiHpHUYHA 3a
rpU3auMTe €H3UMHa HHAYKUMSA B YepHHA qpoDd. [lopanu ToBa ce CYHTA, YC € MAIIKO BEPOATHO
KapLIMHOTCHHHTE HAXOJKH Ja HMaT 3Ha4CHHME 3a XoparTa.

[Ipy nbxoBe ca HabnOAaBaHH MHHHMATHH AHOMAIIMH Ha pa3sBHTHETO MPH 1033, TOKCHYHA 34
Malikata (rpanuua Ha 6esonacHocr 5.1). [pu 3atiuy ce Habmonasa nexo 3abaBsiHe Ha YEPHOAPOOHOTO
CH3PABAHE M CKEJIETHOTO pa3BHTHE Ha (PeTyCHTE NpU MaiKH Ha BHCOKA 103a Oe3 na ce Habmonasa
TOKCHYHOCT 3a MalikaTta (rpaHuua Ha 6esonacHocT 4.5).

Mpoyupauus Npy NIBXOBE U 3aiillM NOKa3BaT PENPOAYKTUBHA TOKCHYHOCT € JIEKO MOHHXKABAHE Ha
HAAJABAHETO HA TErJI0 NpU MalikaTa M HamMaJleHa HEeOHATAJIHA XKH3HECTIOCOOHOCT H TErJIO Mp

LIMKBJ1) TIPH KEHCKH TUTHXOBE, HO HE NOBIMABA OOIIHA PEPTHIKTET NMPH MBXKKH H XKEH

BdapMaKOKHHETHYHH MPOYYBaHHs C PAJHOAKTHBHO MaApKHPaH THKAPENop NOKa3Bar, 9\ 2
BELLECTBO H HErOBHTE METAOOIUTH C€ EKCKPETHPAT B MAAKOTO NPH TUTLXOBE (BXK. TOY S
. \ o

4 j »
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6. PAPMAILEBTHYHHU JAHHHA
6.1 Chnucbk HA NOMONIHATE BELIECTBA

Anpo na rabnerkara

Manwron (E421)

Kaniunes xuaporeHgocdar
[loBraoH

Marne3ues creapat (E470b)
HaTpuer HUILIECTEH MNIHKOJAT THII A

[lokpuTHe Ha Tabaerkara

Tuxkarpenop Tepa 60 mg ¢punmupany TabreTkn
Xunpomenoza (E464)

Turanos auokcua (E171)
Makporon 4000 (E1521)

Tank (E553b)

YepBeH xkene3cH OKCH (El 72)

Tuxkarpenop Tesa 90 mg dbuamypany TabneTku
Xunpomenosa (E464)

Twranos nuokcua (E171)
Makporon 4000 (El 521)

Tank (E553b)

JXuar xenesen okcua (E172)
UepaeH xene3eH okcua (E172)

6.2 HecLbBMeCTHMOCTH.

Henpunoxumo

6.3 Cpok na roguocTt

3 roauHH

64 CpnenHa/HH yCAOBHS HA CHXPAHEHHE

Tosu nexﬁpcmeﬂ NPOAYKT HE M3UCKBA CNIELHAITHH YCJIOBHA 3a ChXPAHEHHE,

6.5 Buau chALPAKAHHE HA ONAKOBKATA

e OPA/AI/PVC-Al u PVC/PVDC-AI 6ancTep ¢b¢ CUMBOIH cmuue/nyl-ta
Buaose onaxoskn: 10, 30, 60, 100, 120 u 180 rabaetku

e OPA/AV/PVC-Al u PVC/PVDC-AI kanennapen 6Jmcrep cbc CHMBONIH CITbHLE/ Ty Ha.
Bunose onakoBky: 14, 56, 168 u 196 Tabnetkm

e OPA/AI/PVC-Al u PVC/PVDC-AI nepdopupan bnucrep ¢ eAHHHYHHA NO3H C

CTbHLIE/MTYHA.
Bupore onaxoaku: 10x1, 30x1, 60x1, 90x1, 1 180x1 Tabnetkn

e OPA/AI/PVC-Al u PVC/PVDC-AI kaneHaapeH, nepdopHpaH dnucrep c g
CHMMBOJIH CTBHLE/JTYHA.
Bunose onakosku: 14x1, 56x1, 168x1 u 196x]1 Tabnerku

25
DE/M/7375/001-002/WS/002




e HDPE 6yTiiKa che 3alIMTEHa OT J€1la KANauKa U CyLUHTe]
Bunose onakosxu: 60, 100 u 180 Tabnerku

He BCHUKH BHAOBE OTIAKOBKK MOTaT Ja ObjJaT IMyCHATH Ha fa3apa.
6.6 Cneunansr npeANna3’HA MepKH NPH U3XBLPJISHE H PaboTa

HeunsnomBaHUAT NEKapCTBEH NPOAYKT HAK OTNAABLYHUTE MaTepHaH oT Hero TpadBa Na ce HIXBBPIAT
B CbOTBETCTBHE ¢ MECTHHTE M3MCKBaHHA.

7. HNPUATEXATEJ HA PASPELIEHHETO 3A YIIOTPEBA

Teva B.V.

Swensweg 5

2031 GA Haarlem

Hunpepnanaus

8. HOMEPA HA PAPEIIEHHUSITA 3A YIIOTPEFA

Tuxkarpenop Tera 60 mg - Per.Ne 20240015

Tukarpenop Tesa 90 mg - Per.Ne 20240016

9, JIATA HA IHPBO PAZPEINIABAHETIOJHOBABAHE HA PAZPEIHNEHHUETO 3A
YIIOTPEBA

Hara Ha nbpBo paspeinaBane: 12.01.2024

10. JATA HA AKTYA/NIHU3UPAHE HA TEKCTA
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