MNPUJIOKEHMUE 1

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Brilique 60 mg ¢punmupanu TabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika punmupana tabierka cpappka 60 mg Tukarpesop (ticagrelor).
Brilique cpappika mo-manko ot 1 mmol Hatpwuii (23 mg) Ha 1034, T.€. MIPAKTUUECKU HE ChIbPKa
HaTpuH.

3a IIBJIHKUS CIIUCHK Ha INOMOIIHHUTE BEIICCTBA BUXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana Tabnerka (TabieTka)

Kpbram, nBoitHOM3IIBKHAIIN, PO30BU TAaOJIETKU, MapKupaHu c ,,60” Hax ,, T OT eqHara cTpaHa u 6e3
MapKHUpOBKa OT JIpyraTa.

4. KJIMHNUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHUS

Brilique, npuokeH eAHOBPEMEHHO € alleTHIICAIMIIIOBA KucenuHa (ASA), e mokasad 3a
Ipeana3BaHe OT aTepOTPOMOOTHYHH MHIUACHTH IIPH BB3PACTHU MALUCHTH C
- ocTbp KopoHapeH cuazapoM (OKC) umun
- aHaMHe3a 3a MUokapzeH nHpapkt (M) u BUCOK pUCK OT pa3BUTHE HA aTEPOTPOMOOTHIHO
croOuTHe (BX. Toukn 4.2 u 5.1).

4.2 Jlo3upoOBKA M HAYWH HA NMPHIIOKEHHE

EOL’J/IQOBK&

[NatmenTure, npuemanu Brilique, Tps0Ba chIo Taka Aa mpueMaT HUCKA MOATBPIKAIIA 1032 OT
75-150 mg ASA nHEBHO, OCBEH aKo TOBa € U3PUYHO MPOTHBOIOKA3aHO.

Ocmpu KopoHapHu cutopomu

Jleuenueto c Brilique Tpsi6Ba 1a 3amouBa ¢ eAHOKpaTHA HaToBapBaiua 103a ot 180 mg (1Be TabneTKu
ot 90 mg), cnen KOeTo ce mpoAbIKaBa ¢ 103a 90 mg nBa mbTH AHEBHO. [IpenopruBa ce ne4eHueTo ¢
Brilique 90 mg aBa mbTH HHEBHO Aa npoabinku 12 mecena npu nanuentd ¢ OKC, ocBen ako HsMa
KJIMHAYHY TIOKA3aHMs 32 IPEeKbCBaHE Ha IpueMa (BXK. Touka 5.1).

Anamnesza 3a muokapoen undapkm

Brilique 60 mg nBa mbTH IHEBHO € MPENOPBUYUTENHATA 1032, KOTaTO € HEO0OXO0AUMO YIBIKEHO
JIeYeHNE Ha MAMEHTH ¢ aHaMHe3a 32 MU oT moHe efHa roJuHa 1 BUCOK PUCK OT aT€POTPOMOOTHIHO
cpoutne (Bx. Touka 5.1). Jleduenuero moxe a Obae 3armoyHaTo 0e3 IpeKbCcBaHe, KaTo MPOIbJKaBalla
Tepanus Cle Ha4aIHOTO JIeueHne oT enHa roguna c Brilique 90 mg nim Tepanus ¢ apyr aJeHO3UH
mudocdar (ALAP) peuentopen nuaxudurop npu nauenti ¢ OKC u BUCok puck ot
aTepoTpoMOOTHUHO chOuTHE. JleueHnero Moxe 1a Ob/Ie 3amo4HaTO ChIIO U A0 2 roguau o MU nmu
70 elHa TOAMHA cJie]l CIMpaHe Ha npeamecTBamoTo gedenne ¢ AJld-penenropen nuxudburop. Mma
OTpaHMYCHH JaHHH 32 epUKACHOCTTa U 0€30MacHOCTTa Ha yIBIDKEHO JICUEHUE C TUKArpesnop Haj

3 roauHH.




AKko e HeoOXoMMa CMsIHA Ha Tepanuira, bpBarta go3a Brilique Tpsa6Ba na 6bae npunoxkena 24 yaca
cliesl MOCNeHaTa 1032 Ha IPyroTo aHTUTPOMOOTHYHO JIEKapPCTBO.

Iponycnama 0oza

Caimo Taka TpsiOBa J1a ce U30ArBa MpoIycKkaHeTo Ha TabneTka. [lanuent, KOWTO € mpomycHal aa
npueme no3ara cu Brilique, TpsOBa na mpueme camo enHa TabieTKa (cieaBaliara cu 103a) B yaca, B
KOITO 00MYaiiHO 51 IpueMa.

Cneyuanuu nonyiayuu
Cmapuecka ev3pacm
[Ipu manueHTH B cTapyecka Bb3pacT HE Ce Hajara KOpeKIus Ha qo3ara (BxK. Touka 5.2).

bvopeuno yspesicoane
[Ipu naumentu c 6pOpedHO yBpEKIaHE HE € HE00X0AMMa KOPEKLHUs Ha 103aTa (BXK. Touka 5.2).

Yeprodpobro yepedicoane

Tuxarpenop He € Ipoy4BaH NPH MALMEHTH C TEXKO YEPHOIPOOHO yBpekIaHEe U Opaar TOBa,
ynoTtpebata My OT Te3H NAMEHTH € MPOTHBOIOKa3aHa (BX. Touka 4.3). Mma camo orpannieHa
uHpOpMaIKs IPU NalUEHTH C YMEPEHO YePHOAPOOHO yBpexnaHe. Kopurupane Ha 1o3ara He ce
MpenopbyBa, HO TUKArpenop TpsOBa Aa ce U3IM0J3Ba C MOBUIICHO BHUMaHHE (BX. Touku 4.4 1 5.2).
[Ipu maumenTy ¢ JeKo YepHOIAPOOHO yBpeXJaHe He € Heo0X0oArMa KOpeKUus Ha go3aTa (BX.
Touka 5.2).

THeouampuuna nonyrayus
BezomacHocTTa M e(hrkacHOCTTa Ha THKAarpeiop Mpu Aela Ha Bb3pacT noA 18 roaunu He e
ycraHoBeHa. Hsima Hanmu4Hu TaHHU.

Hauwn Ha nmpuioskeHue

3a nepopaHO IPUIIOKEHHE.

Brilique moxe na ce npuema cbc nim 6e3 XpaHa.

[Ipu marueHTHTE, KOUTO HE MOTAT Ja MPerTbIIaT sa(ienn) Tabnerka(u), TaOIEeTKUTE MOTaT Aa
ObJaT CTPUTH Ha (PHH MPax, JIa Ce CMECAT C TIOJIOBHH Yallla BOJa ¥ J]a Ce U3IMUAT BegHara. Yarmrara
TpsiOBa J1a ce U3IUIaKHE ¢ OLIe MOJIOBUH Yalla Boja U ChbIABPKUMOTO Ja ce m3nue. CMecTa MOXe Aa ce
mpuiara ChbIIo U upe3 Hazo-ractpainHa cona (CHS8 wim mo-romnsima). Baxno e Ha3o-ractpanHara
COHJIa 1a Ce MPOMHME C BOJIA CJIe]l IPHJIOKEHUETO Ha CMecTa.

4.3 IIporuBomokaszanus

e  CBpPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEILIECTBO MJIM KbM HAKOE OT MOMOIIHHUTE BEIECTBA,
n30poeHu B Touka 6.1 (Bxk. Touka 4.8).

AKTUBHO IaTOJIOTHYHO KbPBEHE.

AHaMHe3a 32 HHTpaKpaHUaIHa XeMoparus (Bx. Touka 4.8).

Texko uepHOaPOOHO yBpekaane (Bx. ToUkH 4.2, 4.4 u 5.2).

CBHBMECTHOTO NPUIIOKEHHE Ha TUKArpeaop ¢ MouHu naHxuoutropu Ha CYP3A4 (namp.
KETOKOHA30J1, KIIapUTPOMHLINH, He(a30J0H, PUTOHABUD U aTa3aHaBUP), Thil KATO MOXKeE Ja
JOBEZIE A0 3HAYUTEIHO MTOBHUIICHNE HA eKCIIO3UIMATA HAa TUKArpesop (BX. Touka 4.5).

4.4 ChnenuanaHu npeaynpesxxaeHust U NpeANa3sHil MEPKH NIPH ynoTpeda

Puck ot kbpBEHE

[IpunokeHneTo Ha TUKArpeyop Mpy HalUeHTH C U3BECTECH MOBHUILIEH PUCK OT KbpBEHE TpsiOBa 11a ce

MPELEHHN CIPSIMO I10J13aTa 10 OTHOLICHNE Ha MPEANAa3BaHETO OT aTepOTPOMOOTHYHN MHLIMACHTH (BXK.

ToukH 4.8 1 5.1). AKO € KIMHUYHO MOKa3aH, THKarpeiop TpsAOBa Aa ce mpuiara ¢ IMOBUILECHO

BHUMAaHUE NPH CIEAHNATE TPYIU MALUEHTH:

e [lanueHTUTE CHC CKIIOHHOCT KbM KBPBEHE (HAIp. MOpaay CKOPOIIHA TpaBMa, Olepanus,

HapyLIEeHHS B KPbBOCHCUPBAHETO, AKTUBEH MJIM CKOPOLIEH CTOMAIIHO-YPEBEH KPbBOU3IHUB).
[IpunoxeHneTo Ha TUKArpenop € NPOTUBOIIOKa3aHO MPH MAUEHTH C AKTUBHO MAaTOJIOTUYHO
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KBbpBEHE, IIPH TaKMBa C aHAMHE3a 32 HHTPaKpaHHWAIHA XEMOPATUs U MPH MALUEHTH C TEKKO
YepHOAPOOHO yBpexkaaHe (BxK. Touka 4.3).

e [JamuenTtu, npuemaly eTHOBPEMEHHO JIEKapCTBEHH NMPOIYKTH, KOUTO MOrar Jja MOBUILAT pUCKa
OT KbpBeHE (HaIp. HecTepouHH NpoTuBoBB3nanuTentu cpeacrsa (HCIIBC), nepopanan
AHTUKOATyJaHTH W/WiK GUOPUHOIUTHLIN) B paMKUTE Ha 24 yaca OT npueMa Ha THKarpenop.

Tpancdyszusata Ha TpoMOOLNTHA Maca He OOPBILA AHTUTPOMOOTHYHHS epEKT Ha TUKArpesIop MpH
31paBu TOOPOBOJIIM U € MaJIKO BEPOSTHO Ja MMa KIIMHUYHA M0J13a [IPU HauueHTu ¢ KbpBeHe. [lonexe
€IHOBPEMEHHOTO NMPUIIOKEHNE Ha TUKArpesIop ¢ JE3MOINPECHH HE CKbCSIBA BPEMETO HAa KbPBEHE,
BEPOSITHO JE3MONPECHH HiMa Aa Obe eprKaceH 3a OBIaAsBaHe Ha KPbBOU3IHUB (BXK. TOUKa 4.5).

AHTHQUOPUHOTUTHYHOTO JIedeHNE (AMHUHOKAIPOHOBA WIIM TPAHEKCAaMOBA KHCEIMHA) /WU
TepanusaTa ¢ pekomOuHanTeH ¢akrop VIla morar ga yckopsT kpbBochcupBaneTo. [IpuemsT Ha
TUKArpesop MOe J1a ce Bb30OHOBH CJIe]] KaTO MPUYMHATA 32 KbPBEHETO € OTKPUTA U TO € OBJIA/ISHO.

Onepanuu
[Naruenture TpsOBa a OBAAT TOCHBETBAHU Jla HH(DOPMHPAT JIEKAPUTE H CTOMATOIIO3UTE CH, Ue

npueMat TUKarpejop, npean aa uMm 6’[:,[[6 Ha3HaUCHA HAKAKBa XUPYPIruiHa UHTCPBCHIUA U IPCaAN 1a
3allO0vHaT Aa npueMart HOB JICKAPCTBCH MPOAYKT.

[Ipu naumentute ot npoyusanero PLATO c nampasen kopoHapHo-apTepuaieH 6aiinac (CABG), mpu
TUKarpesiop ce HabJIoaBa NoBe4e KbpBEHE OTKOJIKOTO HPH KJIOMUAOTPEN, KOraTo € cipsH 1 aeH
MIpeay onepanus, HoO CXO/{Ha YECTOTa Ha 3HAYUTEITHO KbPBEHE, B CPABHEHUE C KIOMHUIOTPE, CET
CIMpaHe Ha JICYEHUETO 2 WK MOBeYE JHU Npeau onepanus (BxK. Touka 4.8). AKO MalMeHThT HOAJIEKU
Ha IJIAHOBA ONEPaLUsl U aHTUATPETAHTHUAT €eKT € HexXelaH, TUKarpesop TpsiOBa aa ce cupe 5 1HU
Npeay XUpYpruyHaTa HHTEpBeHIHA (BXX. Touka 5.1).

INanmenTy ¢ npeAmecTBan HCXEMUYEH UHCYIIT
[MammenTtn ¢ OKC ¢ npenmiecTBal HCXeMUYEH HHCYAT MOrat Aa ObJar JIeKyBaHU C TUKarpenop B
poABIDKEHUE Hall-MHOrO 10 12 Mecena (mpoyusane PLATO).

B PEGASUS nanuenTtu ¢ anamaesa 3a MU ¢ npeamecTBal HCXEMUYEH HHCYIT HE ca BKIIOYBAHU.
ITopaau ToBa, Mpu JHUICa HA TaHHU, JEUYEHHE NTOBEUE OT €1HA TOAMHA HE C€ MPENOPBYBA IIPH TE3U
MAIUEHTH.

YepHoapoOHO YBpEKIAHE

YroTpebaTa Ha THKArpesop € MPOTUBOMOKAa3aHa MPU MALMEHTH ¢ TEKKO YSPHOAPOOHO YBPEKIaHEe
(Bx. Touku 4.2 u 4.3). Fima orpaHuueH OMUT C TUKArpeaop Mpy MAUEHTH ¢ YMEPEHO YePHOIPOOHO
yBpeXIaHe, oA TOBA MPHU TE3U MAIMCHTH CE MPENOphYBa MOBUINICHO BHUMAaHUE (BXK. TOUKHU 4.2
u5.2).

PuckoBu 3a pazBuTHe Ha OpaguKapaus HAIMEHTH

Xonrep EKI" MoHUTOpHpaHe OKa3Ba MOBHUILEHA YECTOTa MPEAUMHO Ha aCUMIITOMHH BEHTPUKYJIApHU
Mays3u 10 BpeMe Ha JIEUEHHUE ¢ TUKArpesiop B CpaBHEHUE ¢ Kionuaorpen. [lanuenTure ¢ MOBUIIEH PUCK
OT pa3BUTHE Ha OpaarKapaus (Hamp. NalMEeHTH CbC CHHAPOM Ha OOJHUSI CHHYCOB Bb3el 0e3
neiicmeiikbp, AV-0mok 11 nnn Il crenen, uiau TakuBa cbC CBbP3aHH ¢ OpaguKapIus CHHKOIHN) ca
W3KIIIOYEHH OT OCHOBHHUTE MPOYYBAHMS 32 OLICHKA Ha 0€30M1aCHOCTTAa U €(PUKACHOCTTA Ha TUKArpesiop.
CrenoBaTenHo, MOpaan OrpaHUYEHUs KIIMHUYEH OINT, TUKArpesop TpsOBa 1a ce U3M03Ba C
MOBHIICHO BHUMAHHUE MIPH Te3H MAMEHTH (BX. Touka 5.1).

OcBeH ToBa, TUKArpeaop TpsaOBa Ja ce nmpuijiara ¢ OBUIIEHO BHUMAaHUE EAHOBPEMEHHO C JIEKAPCTBEHU
MPOAYKTH, 32 KOUTO € U3BECTHO, Ye UHIyLupaT Opagukapaus. B mpoyusanero PLATO, o0aue, He ce
Ha0JroIaBaT JOKA3aTEJICTBA 32 KIIMHUYHO 3HAYMMH HEXEJaH! PEaKklMy e/l eIHOBPEMEHHO
MPUIOKEHHUE C €IUH WK TIOBEYE JIEKAPCTBEHU MPOIYKTH, 32 KOUTO € U3BECTHO, Y€ HHAYLIUPAT
Opaaukapus (Harp. 96 % Oerta-0mokepu, 33 % OMOKepr Ha KAIUEBUTE KaHATH TUITHA3EM U
Bepanamui, u 4 % TUTOKCUH) (BK. Touka 4.5).



ITo Bpeme Ha xontepoBoTo noanpoyuyBane B PLATO, noBede nanueHTy ca IMainy BEHTPUKYIapHU
naysu > 3 CeKyHIM C TUKArpesaop, OTKOJIKOTO C KJIOMUIOTPE, IO BpeMe Ha ocTpara ¢as3a Ha TeXHUS
OKC. YBenu4eHneTo Ha YCTaHOBEHUTE C XOITEP BEHTPUKYJIAPHH MIAy3H C TUKATPesop € OUjIo mo-
BHCOKO IIPH MAIMEHTH ¢ XPOHUYHA ChpAedHa HeaocTarbuHocT (XCH), OTKOMKOTO B LsIOCTHATA
n3cieBaHa MOMyJIanus 1o BpemMe Ha octpara (aza Ha OKC, HO He M Ha TBPBHUS MECeL] Ha JICYEHUETO
C THKarpesaop Wiu B CpaBHEHHE ¢ KIONMUAOrpen. B Tazu nomynanus manueHTH He € UMajio HUKAKBH
CTPaHWYHH KIMHUYHH MOCIEICTBHSI, CBBP3aHH C TO3H JucOalaHC (BKIIOUYUTEIHO CUHKOI I
MOCTaBSHE Ha MeHCMeKbp) (BXK. Touka 5.1).

ﬂI/ICHHGH

JHucnHes ce cho0IaBa Mpy NalUEHTUTE, JIEKyBaHU C TUKarpesop. JucnHesra oOMKHOBEHO € JieKa 10
yMepeHa 10 HHTEH3UTET U YeCTO OT3ByuYaBa 0e3 He0OX0AUMOCT OT MPEKbCBaHE Ha JeueHueTo. [Ipu
MaIlMEeHTUTE C ACTMa/XpOHUYHA 00CTpyKTHBHA Oenonpodna 6onect (XObb) Moxxe na nMa noBUIIEH
abCOJIOTEeH PUCK OT Bb3HUKBAHE Ha TUCIIHES ¢ THKarpenop. Tukarpenop TpsOBa aa ce u3noissa ¢
MOBHIICHO BHUMAaHUE NIPH NAlMEHTH C aHaMHe3a 3a actMa u/und XObb. Mexanu3mbT Bee olie He €
U3ACHEH. AKO ALMEHTHT CHOOLIHN 32 HOBOBb3HUKHAIIA, TPOABIKUTEIHA HIIH BJIOLICHA TUCITHES, TOBA
TpsiOBa J1a ce M3cleiBa ISUIOCTHO M aKO HE CE TOJIEPUPA, JICYEHUETO ¢ THKarpenop TpsoBa aa ce crpe.
3a pombaHUTENHA HH(OpPMAaLKs BIKTE TOUKa 4.8.

IloBumiaBane Ha KpeaTHHUHA

HuBara Ha kpeaTuHHHA MOTAT J1a C€ MOBHUILIAT [I0 BPEME Ha JICUCHUETO C THKArpeiaop. MexaHu3MbT
BCe olIe He € u3sicHeH. brOpeunara GpyHKIMs TpsAOBa a ce MpoBepsBa ChIVIACHO CTaHIapTHATA
MeauHcka npaktuka. [Ipu nanuentu ¢ OKC ce mpenopbyBa ChII0 Aa ce NpoBepH ObOpevyHaTa
(GYHKUUS eIUH Mecell ciie]] 3all0YBaHe Ha JIEYCHUETO C THUKArpesop, KaTto ce 00phIna 0co0eHO
BHUMAaHUE Ha MALlMEHTU > 75 TOAWHH, TTALMEHTH C yMEpeHa/TexKa Ob0pedHa HeJOCTaThUYHOCT U
TaKWBa, KOUTO MOJyYaBaT ChI'TCTBAILA TEPAIUs C aHTHOTeH3UH-penentopan 6maokepu (APB).

VYBenuyaBaHe Ha MMKOYHATA KUCEIUHA

XunepypuKeMusi MOKe J1a Bb3HUKHE I10 BpeMe Ha JIeueHHe ¢ TUKarpesop (Bxk. rouka 4.8). Tpsosa na
ce BHMMaBa IIPY MallMEHTH C aHAMHE3a 3a XUIIEPYPUKEMUs WK noAarpo3eH apTput. Karo npeamnaszna
MSIpKa He ce HachpyaBa ynorpedara Ha TUKAarpeiop Ipy MalUeHTH ¢ ypeMuyHa HedponaTus.

TpomOornyHa TpoMOormroneanyHa nypraypa (TTII)

TpomOotnuna TpombonuTonennyHa mypmypa (TTII) ce cpoO1aBa MHOTO psIKO NpH yroTpeba Ha
TUKarpesuop. XapakTepu3upa ce ¢ TPOMOOIUTONIEHUS U MUKPOAHTMOTIATHYHA XEMOJIUTHYHA aHEMUS,
CBBbp3aHa ¢ HEBPOJIOTUYHU HaXOAKH, ObOpeuHa qucdyHKuus uim Bucoka temmeparypa. TTII e
MOTEHIHAIHO JIETATHO ChCTOSHUE, U3UCKBAILO OBP30 JIeueHHEe, BKIIOUYUTEIHO Ma3Madepesa.

IloBnusiBaHe Ha TecToBETE 32 TPOMOOUMTHA (YHKIUS IPH JUATHOCTUIIMPAHE HA XCTIAPUH-
naayuupana tpoMoormronenus (XUT)

[Ipu Tecra 3a xenapuH-UHAYLHMpaHa akTuBauus Ha TpomOonuTute (XUTA), n3nonspan 3a
muarHoctuiupane Ha XUT, antu-tpombonuTen aktop 4/xemnapuH aHTUTENIaTa B cepyMa Ha
MalyueHTa aKTUBUPAT TPOMOOLMTHTE Ha 3APaBH JOHOPH B IPUCHCTBUETO HA XETIAPHH.

danmuBo orpuuaTenHu pesynrtatu 3a XUT npu tect 3a TpomOounTHA QyHKIMA (KOSTO BKIIIOYBA, HO
MOJKe J1a He ce orpaHnyasa 10 TecT 32 XM TA) ce cpo01iaBaT npu nauyueHTH, IpHeMaIly THKarpeop.
Tosa e cBbp3ano ¢ naxuOupane Ha P2Y j2-penentopa BbpXy TPOMOOLMTHTE HA 3APABUTE JOHOPH OT
TUKarpesop B cepyMa/iuiazMaTa Ha malueHTa npu tecta. MHpopMarus 3a ChIbTCTBAILA TEPAITU C
TUKArpesop ce U3UCKBa, KOraTo ce pa3duTaT TECTOBETE 3a TPOMOOIUTHATA (HYHKLUS MIPH
nuarnoctunupane na XUT.

[Ipu nanuenTH, kouto ca pazBuind XHUT, cbOTHOIEHUETO MOI3a-PUCK OT MPOABILKUTEIHO JIEYEHHE C
TUKarpenop Tpsa0Ba Jia ce OLIeHH, KaTo ce B3eMaT NpeABH 1 npoTpoMOoTnuHus cratyc Ha XUT u
MTOBHILIEHUS PUCK OT KbPBEHE IIPH CHI'BTCTBAIIA TEPAIUS C aHTUKOATYJIaHT U THKarpesop.

[dpyru

Ha 6a3a na nabmonasanata B PLATO Bpb3ka Mex1y nogabpxamara g03a ASA 1 OTHOCUTENTHATA
e(pUKaCHOCT Ha THKArpesIop B CPABHEHHUE C KJIOMUIOIPEN, HE c€ IPENopbhUBa eIHOBPEMEHHOTO
MPIJIO’KEHUE Ha THKATrPeJIop U BUCOKA Mo rbppkama no3a ASA (> 300 mg) (Bx. Touka 5.1).
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Panno OpCYCTAHOBABAHC

Pannoro CIIMPAHC HA KOATO U J1a € aHTHArpCraHTHa TCPAIln, BKIIFOYUTCIIHO U C Brilique, MOXKE ga
AOBCAC OO0 MOBUIIABAHE HA PUCKA OT CbpJACYHO-CHA0BA (CC) CMBPT, MU unn HUHCYJIT BCJICACTBUC HA
IOJJICKAIIOTO 3a00IIIBaHE HA manucHTa. CJ'IG,Z[OBaTeJ'IHO, TpH6Ba Ja ce H30rBa MMpECKACBPEMCHHO
CIIUPAHC HA TCPAIUATA.

4.5 BzaumMmopeiicTBHe ¢ IPYIH JeKAPCTBEHH MPOAYKTH M APYTrH (POPMH Ha B3auMojelicTBHe
Tuxarpesnop e npenu Bcuuko cyoctpar Ha CYP3A4 u cnab unxuburop Ha CYP3A4. Tukarpenop e
cblI0 cyocTpat Ha P-rimkonporenna (P-gp) u cnabd naxuburop Ha P-gp 1 Moke fa moBHIIH

eKCOo3uLMsITa Ha cyOcTpaTu Ha P-gp.

Ed)eKTI/I Ha JJICKAapCTBCHHU U APYTHU NPOAYKTH BHPXY THKAIrpEJIop

Huxubumopu na CYP3A44

o Mowmnu unxubumopu Ha CYP3A4 — eTHOBPEMEHHOTO MPUIOKEHUE HA KETOKOHA30JI C
THKarpenop Boau Ao nosumasade Ha Cmax 1 AUC Ha THKarpesnop, CbOTBETHO 2,4 IIBTH U
7,3 nbTH. Cmax 1 AUC Ha aKTUBHHS MeTa0OJIUT Ce TOHUKABAT, ChOTBETHO ¢ 89 % u 56 %.
Ouaxksa ce u n1pyru MomHu naxuouropu Ha CYP3A4 (knaputpoMunyg, HedazonoH,
PHUTOHABUD W aTa3aHaBHUP) Aa UMAT CXOTHH €(EeKTH, U MOPAAX Ta3H NPUUHHA, CHITBTCTBAIIOTO
npuwioxenue Ha MOIIHU CYP3 A4 nHXuOUTOPH € THKArpesiop € MpOTHBOMOKA3HO (BIXK.

Touka 4.3).

o Vmepenu unxubumopu na CYP3A4 — eqTHOBPEMEHHOTO MPUIOKEHUE Ha JUITHA3EM C
THUKarpenop noBumaBa Cuax Ha THKarpenop ¢ 69 %, a AUC — no 2,7 nbTi 1 noHnkaBa Cmax HA
aktuBHUS MeTabomut ¢ 38 %, mokaro AUC ocraBa HenpoMeHeHa. Tukarpenop He Oka3Ba
BIIUSIHUE BBPXY IJIa3MeHaTa KOHIIEHTpalnus Ha aniTHa3eM. OJakBa ce ApYyTUTe yMEPEHU
naxubutopu Ha CYP3 A4 (Hanp. amnpeHaBup, anpenuTaiT, epUTPOMHULIMH U (DIYKOHA30I) 1a
uMar cxoJieH e()eKT U ChLIO 1a MOTaT Jla ce MpUJIaraT €JHOBPEMEHHO C THKArpeJiop.

e HalOmogaBana e 2 mbTH YBEIWYCHA CKCIIO3UIMS HA TUKArPeIop clie] KOHCyMalusl Ha ToJIeMU
KOJIN4UECTBa COK OT rpeindpyT aueBHO (3x200 ml). Ta3u cTeneH Ha MOBUILICHA EKCTIO3ULHS HE
ce oyakBa J1a Ob/ie KIIMHUYHO 3HAYUMa 33 TIOBEYETO MALMEeHTH.

Huoyvkmopu na CYP3A

EnnoBpeMeHHOTO NpuiIoXKeHHE Ha pUQAaMITUIMH U THKarpejaop Boau 10 noHmxkaBaHe Ha Cnax 1 AUC
Ha TUKarpenaop cboTBETHO ¢bC 73 % 1 86 %. Crnax Ha akTUBHUS MeTabonHT He ce nmpoMmenst, a AUC ce
MOHMXaBa ChOTBETHO ¢ 46 %. Ouaksa ce apyrure uHaykTopu Ha CYP3A (Hamp. ¢penurouH,
kapOamasenuH 1 (peHoOapOuTai) ChIIO Aa MOHIKABAT EKCIO3UIMTA Ha THKArpesop.
EnHOBpeEMEHHOTO NPUIIOKEHUE Ha TUKArpeIop ¢ MOIHU NMHAYKTOpH Ha CYP3 A Moske 1a MOHHXKHU
EKCTIO3ULHATA U e(PUKACHOCTTA HA TUKArpeiop, U Mopaau Ta3u MPUIMHA HE CE HachpyaBa TIXHOTO
CBIIBTCTBAILO MIPUIOKEHHUE C TUKATPEJIop.

Huxnocnopun (unxubumop na P-gp u CYP3A4)

EnnoBpemeHnHOTO mpriiokeHre Ha nukiocnopuH (600 mg) ¢ THKarpeop BOAY 0 MOBUIIIABaHE HA
Cimax 1 AUC Ha TuKarpenop cboTBeTHO 2,3 mbTH U 2,8 mbTH. [Ipn HanmuneTo Ha nukiocnopus, AUC
Ha aKTUBHHUA MeTa00aUT ce noBuIIaBa ¢ 32 %, a Cpax c€ MOHMXKaBa ¢ 15 %.

Hsma Hanuunm 1aHHM 32 €THOBpPEMEHHATa yIoTpeba Ha THKAarpeiIop ¢ Apyrd aKTHUBHU BEILECTBA,
KOHTO CBILO Ca MOLIHU HHXUOUTOpH Ha P-gp u ymepenu nuxuburopu Ha CYP3A4 (nanp. Bepanamui,
XMHUJAMH), KOUTO CHIIO MOT'aT J1a MOBHUILIAT €KCIO3UIHTA Ha TUKArpenop. AKO KOMOMHAIMATA HE
MoKe Ja ObJie n30erHara, TAXHOTO €JHOBPEMEHHO MIPUIIOKEHUE TPAOBa J1a c€ U3BBPILIBA C IOBUIICHO
BHUMAaHHE.

Hpveu

KnuanunauTe npoyuBanus 3a GapMakoJIOTHYHI B3aMOJEHCTBUS [TOKa3BaT, Y€ €AHOBPEMEHHOTO
MIPWIOKEHUE Ha TUKArpesiop ¢ XenapuH, eHokcanapuH 1 ACK uim ne3mMonpecrH He 0Ka3BaT
BB3ICHUCTBHE BbPXY (papMaKOKMHETHKATA HA TUKATPEJIOP WM aKTUBHUS My META0OJIUT, WIN BBPXY



AJl1®-unaynupanara TpoMOOLMTHA arperanus, B CpaBHEHHE C TUKATPENop, MPUIOKEH
CaMOCTOSATETHO. AKO € KIMHUYHO NIOKa3aHo, JIEKAPCTBEHH MPOAYKTH, KOUTO U3MEHAT XEMOCTA3aTa,
TpsiOBa J1a ce U3MOI3BAT C MOBUILIEHO BHUMAHHE B KOMOMHAIHS C TUKATrpesop.

HabnronaBana e 3a0aBeHa U MOHKEHA SKCIIO3UIMA Ha MIEPOpPAIHU HHXUOUTOpH Ha P2Y 2,
BKJIIOUHTEITHO TUKATPENIOp M HETOBHs akTUBeH MeTtabonuT npu nauueHt ¢ OKC nekyBanu ¢ MmophuH
(35% nonmkaBaHe Ha EKCIIO3ULIMATA Ha THKarpesiop). ToBa B3auMoAEHCTBHE MOXKE Jia € CBBP3aHo C
HaMaJIEH CTOMAIIIHO-YPEBEH MOTWJIMTET M J1a C€ OTHACS 3a APYTH onuonu. KnmmHnYHOTO 3HAUEHHE €
HEM3BECTHO, HO JaHHUTE [TOKa3BaT MOTECHIXAN 32 HaMaJleHa e()MKACHOCT Ha TUKarpesop npu
MAIMEHTH C eIHOBPEMEHHO NPHIIOXKEeHNE Ha THKarpenop u MopduH. Ilpu nanuent ¢ OKC, npu
KOMTO MOPGHUHBT HE MOXKe /1a Obzie cripsiH 1 Obp30TO nHXHOUpaHe Ha P2Y 1, e oT chliecTBEHO
3HA4YEeHHUE, MOXe Jia ce 0OMHUCIN ynoTpeda Ha napeHTepaieH HHXHOuTop Ha P2Y .

Ed)eKTI/I Ha TUKarpcjaop BbPXY APYIH JCKAPCTBCHU NPOAYKTH

Jlexapcmeenu npooykmu, koumo ce memabdoausupam om CYP3A4

o  CumsacmamuH — €THOBPEMEHHOTO MIPUIIOKEHHIE HA THKArPeJIop ChC CUMBACTATHH BOJH 10
noBumaBaHe Ha Cmax 1 AUC Ha cuMBacTaTHH ChOTBETHO ¢ 81 % u 56 %, KakTo 1 Ha
nosumaBaHe Ha Cnax 1 AUC Ha cmMBacTaTHHOBaTa KHCEJIMHA ChOTBETHO ¢ 64 % 1 52 %, kato B
OTJIEITHU CITy4au Ce IOCTUTA 2- 0 3-KpaTHO MOBHUIIaBaHe. EMHOBpEMEHHOTO MPIIIOKEHUE Ha
THUKarpeyop U CHMBACTAaTHH B 1032, HajBUIIaBama 40 mg JTHEBHO, MOXKeE J1a JOBEJIE [0
HEeXEJIaHU PeaKkIii Ha CUMBACTATHH U TPsiOBa Ja ce MpeleHH CIPSIMO TOTEHIIMATHUTE MOJI3H.
CuMBacTaTHH HE OKa3Ba BIMSHUE BHPXY IUIA3MEHUTE KOHIIEHTPAIMH HA THKArpeJop.
Tukarpenop Moxxe 1a 0Ka3Ba cXofeH eeKT BbpXY JioBacTaThH. He ce mpenoppuBa
eHOBpPEMEHHaTa yrnorpeda Ha TUKarpenop ChC CHMBACTaTHH WM JIOBACTATHH B J03H,
HajBumaBamy 40 mg.

o  Amopeacmamun — €THOBPEMEHHOTO NPUJIOKESHHUE Ha aTOPBACTATHH U TUKATPEIIOP BOIH JI0
noBuaBaHe Ha Cnax 1 AUC Ha aTopBacTaTHHOBAaTa KMCEIMHA CHOTBETHO € 23 % 1 36 %.
Cxopmuo nopumaBaHe Ha AUC 1 Cpax € HaOITI0TaBaHO TTPH BCUYKU METa0OJIUTH Ha
aTOpBaCTaTHHOBATA KUCENHWHA. Te3u MOBUIIEHN CTOMHOCTH HE CE CYMTAT 33 KIMHHUYHO
3HAYHMH.

e He Moxe 1a ce U3KITI04YH MoA00eH e)eKT U BEPXY IPYTH CTATHHH, METa0OIU3NPAHU OT
CYP3A4. ITanpenture B npoyuBaneto PLATO, kouTo ca nosny4aBanu THKarpeuop, ca
MpHeMaly pa3IndHU CTaTHHH 0e3 ChOOpakeHHeE TI0 OTHOIIIEHUE Ha 0e301MacHOCTTa Ha CTaTHHA
pu 93 % ot koxoprata Ha PLATO, xosTO0 € npremana Te3H JeKapCTBEHH MPOLYKTH.

Tuxarpenop e cnad naxudurop Ha CYP3A4. EnHOBpeMEHHOTO NPUIIOKEHUE HAa THKArpeiIop Cbe
cyoctpatu Ha CYP3A4 ¢ TeceH TepaneBTHUEH HHAEKC (HAIp. IU3AIIPHU]] UM €ProaIkajJoOnan) He ce
MIPENOpPBHYBA, Thil KATO THKArpeIop MOXKeE J1a MOBUIIH €KCITO3UIUATA Ha Te3H JIEKaPCTBEHU MPOIYKTH.

P-gp cybcmpamu (sxnouumenno Ou20KCUut, UUKIOCNOPUH)

EnHOBpeMEHHOTO NPUIIOKEHHUE C TUKArpeIop BOIU 10 MOBUIIABAHE HA Crmax U AUC Ha TUTOKCHH
CBOTBETHO CbC 75 % 1 28 %. CpenHuTe Hall-HUCKHM HUBA Ha JUTOKCUH ce MoBHIIaBaT ¢ okoio 30 %
IIPY €JHOBPEMEHHO NMPWIOKEHNE C TUKArPEJIop, KaTO B HAKOU OTAEIHU CITy4au ce OTYUTAT MAaKCUMYM
JIBYKpaTHU NOBUIIaBaHUA. B mpuchcTBHETO Ha TUTOKCUH Cimax U AUC Ha THKarpenop v akTUBHHA My
MeTaboIuT He ce mosnusaBar. Ciie0BaTeIHO, IPU €IHOBPEMEHHO NPHIIOKEHUE HAa THKArpesIop ¢
P-gp-3aBucumMu JgekapCcTBEHU MPOIYKTH ¢ MAIBK TEPANIEBTUYEH UHAEKC KaTO TUTOKCHH, CE
MpenopbyBa MOAXOAAI] KIMHAYEH H/UIH J1a00paToOpeH KOHTPOIL.

Tukarpenop He 0Ka3Ba BIMSHUE BbPXY KOHLCHTPALUITA Ha IUKJIOCIIOPUH B KpbBTa. EQeKkThT Ha
TUKarpenop BbpXy Apyru cyoctpatu Ha P-gp He e mpoyuBaH.

Jlexapcmeenu npooykmu, koumo ce memaboausupam om CYP2C9

EnHoBpeMEeHHOTO NpMIIOKEHHE Ha TUKArpesIop ¢ TOAOyTaMuA He BOAU 10 MPOMsIHA Ha TUIA3MEHHUTE
KOHIIEHTpallMM Ha KOWTO U Ja € OT ABaTa NpOAYKTa, KOETO MPEAIOIIara, 4e THKarpesiop He €
naxuburop Ha CYP2C9 u e Manko BepoATHO Aa noBnusBa meguupanus ot CYP2C9 metabonu3bm Ha
JIEKapCTBEHHU MPOIYKTH KaTo BappapuH U TOIOYTaMUI.




Hepopannu konmpayenmusu

EnHoBpeMEeHHOTO MPUIIOKEHUE Ha TUKATPENIOP C JIEBOHOPIECTPEN U €TUHUI €CTPAAUOI BOAU 1O
MTOBUINIABaHE HA EKCITO3UIUATA KbM €THHHI ecTpaauol ¢ npudmausutento 20 %, HO He MOBIHIBA
(hapMakoKHHETHKATa Ha JeBOoHOprecTpel. [Ipu enHoBpeMEeHHO PUIIOKEHHE Ha JIECBOHOPTECTPEN U
STUHHJI €CTPAINOI C TUKATPEJIOp HE Ce 0YaKBa KIIMHUYHO 3HAYUM eeKT BbpXY e(hUKACHOCTTA Ha
MEepOPaIHUSA KOHTPALIEITUB.

JlekxapcmeeHnu npodykmu, 3a KOUMo e U38eCHO, Ye UHOYUupam opaouxapous

[lopanu HabmogaBaHe HA MPEIMMHO ACUMIITOMHHU BEHTPUKYJIAPHU May3H U OpaguKapAus ce U3UCKBA
MOBHIIEHO BHUMAHHUE, KOraTO THKArpesiop ce Mpuiiara eIHOBPEMEHHO C JICKApCTBEHU MPOJYKTH, 32
KOHUTO € U3BECTHO, Y€ HHAYLUpaT Opaaukapaus (Bx. Touka 4.4). B nmpoyusanero PLATO, obaue, ne
ce HabIrOaBaT JOKA3aTENICTBA 332 KIIMHUYHO 3HAYMMH HEXXEJIaH! PEaKkIUy e/l eIHOBPEMEHHO
MPUIOKEHHUE C €IUH WIK TIOBEYE JIEKAPCTBEHH MPOIYKTH, 38 KOUTO € U3BECTHO, Y€ HHAYLIUPAT
Opaaukapus (Harp. 96 % OGerta-0mokepu, 33 % OMOKepr Ha KAIUEBUTE KaHATH TUITHA3EM U
Bepanamui, u 4 % IUTOKCHH).

Upyea convmemeawa mepanus

B xnuHUYHUTE MPOYyYBaHUs THKArpesop e npuiarad exHoBpemeHHo ¢ ACK, naxuOuropu Ha
MIPOTOHHATA [TOMIIA, CTATUHH, OeTa-0JI0KepH, NHXUOUTOPH Ha aHTMOTEH3WH-KOHBEPTHPAILUS €H3UM
(ACE) u anrnotensuH Il penentopan 610kepy, HeOOXOANMHU 3a JCYEHHE HA ChIIBTCTBAILU
3a00JIsIBaHUS 32 IBIBT MIEPUOL, a CHIIO M XEeTapHH, HUCKOMOJIEKYJICH XEapiuH U HHTPAaBEHO3HU
naxubutopu Ha Gpllb/Illa 3a kpatko Bpeme (Bk. Touka 5.1). He ca HanmnuHM naHHuM 3a HAOII0IaBaHU
KIMHAYHO 3HAYMMHU HEXeJaHW B3auMOACUCTBHS NIPU yroTpeba Ha Te3Hu JIEKapCTBEHH MPOIYKTH.

EnHOBpeEMEHHOTO NPUIIOKEHUE HA TUKArpesiop ¢ XeMapuH, EHOKCUITAPHH WIH JE3MOINPECHH HAMA
eeKT BppXy aKTHUBUPAHOTO MapLHaiHO TpoMOoIacTuHOBO Bpeme (aPTT), akTuBupaHOTO Bpeme Ha
cbeupBane (ACT) unu n3cnenBanusara Ha gaxkrop Xa. Bee nmak, mopaan noTeHIaTHATE
(hapMaKoJUHAMUYHYU B3aUMOJICHCTBHUS, €THOBPEMEHHOTO MPHUIIOKECHUE HA TUKArPEJIOP C JIEKAPCTBEHU
MPOAYKTH, 32 KOUTO € U3BECTHO, Y€ MPOMEHST XeMOCTa3aTa, TpsiOBa 1a ce N3BBPIIBA C IOBUILCHO
BHUMAaHHE.

[opanu crobmenus 3a aOHOPMHO KOXXHO KbpBeHe ¢ SSRI (Hanp. mapokceTrH, cepTpaiuH |
LUTAJIONpaM), IpenopbruBa ce BHUManue, korato SSRI ce mpunaraT ¢ TUKarpenop, Thil KaTo ToBa
MO’K€ /12 TOBHILHU PUCKA OT KbPBEHE.

4.6 dDepruiaurter, )peMEHHOCT H KbPMEHe
2Kenu ¢ neTepojicH NOTEHIHAN

Kenm ¢ ACTCPOJACH MOTCHIHAJI TpH6Ba Ja U3I10J13BaT e(bCKTI/IBHI/I KOHTpPALICIITUBHU MCPKH, 3a [1d
n30ersaT sa6peMeH;1BaHe 10 BpEMC Ha JICUCHUC C TUKArpeop.

Bpemennoct
Hsma mimm mma orpaHrydeHO KOJIMYECTBO JIaHHU 3a YIoTpedaTa Ha TUKArpesop Mpu OpeMeHHH KeHH.

[IpoyuBanusiTa Mpu >KUBOTHH MOKa3BaT PENPOAYKTUBHA TOKCUYHOCT (BXK. ToUKa 5.3).
Tuxkarpenop He ce mpenopbyBa M0 BpeMe Ha OPEMEHHOCT.

Kspmene
Hanmunure hapmakoquHaMHIHI/TOKCUKOIOTHYHH TAHHY TIPY )KUBOTHHU TIOKA3BaT EKCKPELUs Ha

TUKArpejaop U akTUBHUA MY METa0OIUT B MIIIKOTO (B)K. TOYKa 53) He moxe Ja €€ U3KJIIK0OYU PUCK IIPpU
HOBOpO,[[CHI/I/K’LpMa‘leTa. Tpﬂ6Ba Ja €€ B3CMC PCHICHUC AaJik [1a CC CIIPC KbpMCHCTO, UJIN A CC
HperaTI/I/I[a HC CC IIpuJjiara Tepamnus ¢ TUKarpejop, Kato c€ B3EMC MPEABU/ M10JI3aTa OT KbPMCHCTO 3a
ACTCTO U MOJI3aTa OT TCpaAIlUiATa 3a JKCHATA.

depTunuter
Tukarpenop He Oka3Ba BIUSHUE BbPXY MBKKHA U )KEHCKUS (DePTUITUTET NPH )KUBOTHH (BXK.

TouKka 5.3).



4.7 EdexTu BbpXy crioco0HOCTTA 32 IopupaHe n padoTa ¢ MAIIUHA

Tuxarpenop He MOBIHSIBA WX IOBIXSABA IPEHEOPEKUMO CIIOCOOHOCTTA 3a IodupaHe U padboTa ¢
MmamuHy. [1o Bpeme Ha JeueHne ¢ TUKarpeaop ce cho0IaBa 3amaiiBane u o0bpkBane. CiegoBaTento,
NAMEHTH, KOUTO MOIydaT Te31 CUMIITOMH TpsiOBa Jla ca Mpeanas3inBy J0KaTo MOopHUpaT Win paboTsT
C MAIIUHMU.

4.8 Hexenanu jJeKapcTBeHH PeaKIuH

Pesrome Ha poduiia Ha Ge30macHOCT

[IpodunbT Ha 6e30MaCHOCT HA THKArpeJiop € OICHSIBAaH B JIBE TOJIEMH KIMHUYHY U3MHUTBaHUsA ¢a3a 3
o otHotenne Ha m3xona (PLATO u PEGASUS), sxirouBanty mosede ot 39 000 maruenTH (BK.
Touka 5.1).

B PLATO, npu manueHTHTE Ha TUKAarpesIop MMa Mo-BUCOKA YECTOTAa Ha IPEYCTAHOBSABAHE Ha
TepanusTa Iopagu HeXENaH! ChOUTHS, B cpaBHeHHE ¢ kionuaorpen (7,4 % copsmo 5,4 %). B
PEGASUS nanueHnTuTe, 1€KyBaHH C THKArpenop, UMaT MO-BUCOKA YECTOTA HA MPEyCTaHOBSIBaHE Ha
TepanusTa Nopagl HeKENaH! ChOUTHS B CpaBHEHHUE ¢ TpymaTa Ha Tepamnus camo ¢ ASA (16,1 % 3a
tukarpenop 60 mg ¢ ASA cropsmo 8,5 % 3a Tepanus camo ¢ ASA). Haif-yecto cro01iaBanure
HEXKEJIaHU PeaKluy IpH MAlUeHTHTE, JIeKYBaHHU ¢ TUKAarpenop, ca KbpBEHE U JTUCIHes (BXK. Touka 4.4).

TabnuyeH cnMChK HA HEXKETAHUTE PEaKINU
[IpencraBenuTe Mo-A0Iy HEXETAHU PEaKUU ca WACHTH(PULIMPAHH B IPOYYBAHUATA WIN Ca ChOOIIEHU
MY TIOCT-MapKETHHIOB ONUT ¢ TuKarpenop (Tabmuua 1).

Hexenanute peakuuu ca n3dpoenn no cucremo-opranet kinac (COK) mo MedDRA. B pamkute Ha
Bcekn COK HexenaHuTe JeKapcTBEHH peakluu ca n30poeHH Mo yecToTa. Kateropuure mo yectora ce
neuHUpAT IO CIeTHATa KOHBEHIUs: MHOTO YecTH (= 1/10), wectu (> 1/100 mo < 1/10), Heuectn

(= 1/1 000 mo < 1/100), peaxu (> 1/10 000 mo < 1/1 000), muaOTO peaxu (< 1/10 000), c Hem3BeCTHA
YyecToTa (0T HATMYHUTE JaHHHU HE MOKe J1a Ob/ic HalpaBEHa OLICHKA).

Tadauua 1 — Hexkes1aHM peakuyu 1o 4yecTora u cucremo-opranes kiac (COK)

COK MHoro yectn YecTr Heuvectn C HeusBecTHa
4ecToTa
Heonnazmu — KsbpBene ot Tymop®
00bpoKkayecmeenu,
3710KAYecmeenu u
HeonpeoeneHu (8KIL.
KUCmu 1 noJuni)
Hapywenus na Kspsene, TpomboTnuna
Kpvema u IuM@Hama | CBbP3aHo C TpOMOOLINTONICHUYHA
cucmema HapyLIeHHUs Ha nypmypa”
KpbBTa’

Hapywenus na CBpBX4yBCTBUTEIIHOC
UMYHHAMA cucmema T, BKJIFOYUTEIHO

aHruoenem”
Hapywenus na Xunepypuxemusi | [lonarpa/Ilonarpose
Memaboausma u r H apTpUT
Xpanenemo
THcuxuunu Oo6mwpxBane
HapyuieHus
Hapywenus na 3amaiiBaHe, Brrpeuepenen
HepeHama cucmema Cunkor, KPBBOM3IINB

I'maBoGonue




Hapywenus na
ouume

KpbBOou3nus B 0koT0"

Hapywenus na Bepturo KpbBOH3MHUB B yX0TO
YXOMO U 1a0UpuHma

Cv0o6u HapyuieHus XHITOTOHUS

Pecnupamopnu, Jucnues KspBene ot

2PBLOHU U pecnupaTopHara

MeOUACMuHAIHU cucrema’

HapyuieHus

Cmomawno-upenu CromalHo-4peBeH Perponepuroneanen
HapyuleHus KPBBOU3INB™, KPBBOM3IINB

Huapusi, ['anene,
Hucnerncus, 3amnex

Hapywenus na
Koxcama u
NOOKONCHAMA MBbKAH

IMonxoxxHO umn
JIEPMATHO KbpPBEHE’,
O6puB, CrpOex

Hapywenus na
MYCKYNHO-
ckenemnama
cucmema u
CeOUHUmenHama
MbKan

MyckynHO KbpBeHe"

Hapywenus na
OvOpeyume u
NUKOYHUME NbMUA

KspBere ot
MUKOYHHUTE TBTHILIA"

Hapywenus na KspBere ot
8b3NPOU3EOOUMETHA penpoayKTUBHATA
ma cucmema u cucrema”
2vpdama
H3cneosanus [ToBumen

KpEaTHHHH B KPBBTa'
Hapansaeanus, KpwBousnus crnen
OMpPassAHUSL U poLeaypa,
VCIOJCHEHUS, TpaBmarudao
B8b3HUKHAIU 8 KbpBeHe"

pesynmam Ha
uHmepseHyuy

4 Hamp. KbPBEHE OT PaK Ha MUKOYHUS MEXyp, PaK Ha CTOMaxa, pak Ha 1e0eI0To 4epBo

6 Hamp. MOBMIIEHA TEH/IEHINS KbM HACHHSBAHE, CIOHTAHEH XEMATOM, XEMOPATHYHA JUATe3a

® VinenTnduUIMpaHa B IOCTMAPKETUHIOB OIUT

"YecToTuTe ca noiay4eHu oT Jaboparopau HabmoaeHus (IInkouna kucenrHa MOBUIIEHA > OpHATA IPaHUIIA HA HOPMATa
CIIPSIMO U3XO/IHO HHUBO TOJ WM B pedepeHTHUTe rpaHuiy. KpeatnHut nosuieH > 50 % cropsiMo M3XO/HO HUBO.), & HE €
MpUOIN3UTENIHA YeCTOTa Ha ChOOIaBaHe Ha HEXKENaHU ChOUTHSL.

' Hamp. KOHIOHKTUBAJIHO, PETUHHO, BBTPEOYHO KBPBEHE

¢ Harp. eNMCTAaKCUC, XEMOIITU3a

 Hamp. KbPBEHE OT BEHIUTE, KPHBOU3IMB OT PEKTYMa, KPbBOU3IIUB OT CTOMAIITHA S3Ba

* Hamp. eKXUMO03a, KO)KE€H KPbBOU3IIUB, TIETEXUU

" Hamp. XeMapTpo3a, MyCKyJICH KPbBOU3IIUB

# Hamp. XeMaTypusi, XeMOPATUYEH [IUCTHT

“ Hamp. BarMHAJICH KPHBOU3IIMB, XEMAaTOCIIEPMHS, IIOCTMEHOIIAY3aJIeH KPhBOHM3IIHB

" Hamp. KOHTY3Hs1, TPaBMATHYEH XEMaTOM, TPaBMAaTHUCH KPHBOU3IIUB

Onucanue Ha I/136DaHI/I HCXCJIaHU PCAKIINN

Kwpsene
Haxooxu c kvpsene ¢ PLATO

LsmocTHUTE pe3ynTaTu 3a yectotaTa Ha KbpBeHe B npoyuBaHeTo PLATO ca nokasanu B Tabauna 2.




Tabanna 2 — AHaIU3 Ha 00IMTEe CHLOMTHA ¢ KbpPBeHe, n3unciaeHus no Kaplan-Meier Ha
12-tu mecen (PLATO)

Tukarpesop | Kuonuporpen
90 mg N=9 186
IBa IbTH p-cToi
JHEBHO HOCT
N=9 235
06110 3nauutennu or PLATO 11,6 11,2 0,4336
daranan/xxuBoTo3acTpamanamy ot PLATO
5,8 5,8 0,6988
3nauutennu ot PLATO, necBbp3anu ¢ 4.5 3,8 0,0264
CABG
3nauutennu ot PLATO, necBbp3anu ¢ 3,1 2,3 0,0058
WHTEPBEHUIUU
KomOunaupanu 000 3nauntenHu + 16,1 14,6 0,0084
He3HauuTeaHu ot PLATO
Hecpbp3anu ¢ nHTEpBEHIIMU 3HAYUTENIHA + 5,9 4,3 < 0,000
He3HauuTeaHu ot PLATO 1
3raunTtenau mo TIMI 7,9 7,7 0,5669
3HauuTeNHH + He3HauuTeJHU 1o TIMI 11,4 10,9 0,3272

JeuHUINHT HA KATErOPpUUTE KbPBEHE:

3HauyuTeTHO PATAIHO/XKHBOTO3ACTPANIABAIIO KbpBeHe: KIMHIYHO MPOSIBEHO ¢ MOHIMKABaHe Ha XxeMorioouHa ¢ > 50 g/l
WM C TIpEJIMBaHe Ha > 4 caka epUTPOLMTHA Maca; Wi (aTaaHO; WIM HHTPAKPAHUAIHO; WM MHTPATIEPUKapAHO ChC ChpAeyHa
TaMIOHA/IA; WX C XUIIOBOJIEMHYEH ILOK; MIIH TEXKa XUITOTOHMUS, H3UCKBALIA IPECOPH; WIM XUPYyPrHYHA HHTECPBEHIIUL.
3HauyuTeaHo Apyro: KiimHUYHO MposiBEHO ¢ MoHmKaBaHe Ha xemornobuna ¢ 30-50 g/l unu npenuBane Ha 2-3 caka
EPUTPOLIMTHA Maca; WM 3HAYUTEIHO HHBAJIMAN3HUPALLO.

He3naunrtesHo KbpBeHe: II31cKBa MEANMIIMHCKA HAMECA, 32 CIIPUPAHE WK JIEKYBaHE Ha KbPBEHETO.

3HauynTenHo kbpBeHe o TIMI: Knunuuno mposiBeHO ¢ MOHIMKABaHe HA xeMoriaoouHa ¢ > 50 g/l umu ¢ nHTpaKkpaHuamHa
XeMoparus.

He3naunrtenno kppBene no TIMI: Kiunn4Ho nposiBeHO ¢ moHmkaBane Ha xemornobuna ¢ 30-50 g/1.
*p-CTOWHOCT, M3YHCIIEHa OT MOJIeJ Ha IPONOPIIMOHANHNUTE prckoBe Ha CoX, KaTo TpynaTa Ha JICYeHHE € eIHHCTBeHATA
€KCIUIaHaTOpHA TIPOMEHIINBA

Tukarpenaop u KJIONUAPOTeN HE Ce Pa3indyaBaT [0 OTHOLICHUE HA YECTOTUTE HA 3HAYUTEIHO
¢aranno/xxuBoro3actpamasamo kbpeere B PLATO, 3nauntenno kppBene o6mo B PLATO, macuBHO
kbpBeHe o TIMI wmm cimabo kepBene o TIMI (Tabnuma 2). O6ade, mosiBaTa Ha KOMOMHHUPAHO
3HAYUTENHO+HEe3HauuTeIHO KbpBeHe B PLATO e moBeue ¢ THKarpenop, B CpaBHEHHE C KIOMUAOTPEI.
Manxko namuenta B PLATO umat datanau kppousnusu: 20 (0,2 %) 3a Tukarpenop u 23 (0,3 %) 3a
Kjonuaorpen (Bx. Touka 4.4).

Bw3pacr, mon, TenecHo Terio, paca, reorpad)CKu paiioH, ChI'bTCTBAILM 3a00IBaHHA, ChIIBTCTBALLA
Tepanusd U aHaMHE3a, BKIIIOYUTETHO IPEAX0AEH HHCYNIT WIHA TPaH3UTOPHA NCXEMHYHA aTaka, He ca
MPEIUKTOPHU KaKTO 3a 0OIIOTO, TaKa U 32 HECBBP3aHOTO C HHTEPBEHIIMU 3HAYUTEIHO KbPBEHE 110
PLATO. Ilo Ta3u npuunHa, HE € WACHTU(PHULIUPaHa KOHKPETHA PUCKOBA IPyTa 3a KOWTO U Jia € IOATHII
KBPBEHE.

Cspp3ano ¢ CABG kbpBeHe:

B PLATO 42 % ot 1584-te nauuentu (12 % ot koxopTara) ¢ HanpaBeH KOPOHAPHO-apTEPHAICH
6aiinac (CABG) ca nomxyunnu PLATO 3HauntenHo ¢atamHo//KMBOTO3acTpallaBaio KbpBeHe 0e3
pasinKa Mexay TepaneBTHYHHTe rpynu. PataaHo kepBeHe, cBbp3ano ¢ CABG, ce mosBsBa npu
6 malMeHTH BbB BCSAKA OT TEPAIlEBTUYHUTE IPYNH (BXK. Touka 4.4).

Hecebp3ano c CABG kbpBeHE 1 HECBBP3aHO C HHTEPBEHIIUN KbPBEHE:

Hsma pasznuka Mexxay THKarpenop 1 KIOMUAOIPEN o OTHOIIEHUE Ha HecBbp3aHute ¢ CABG
TEKKH/KHBOTO3aCTpallaBallly KpbBOU3INBY IO AeuHULINs Ha npoyuBaneTo PLATO, HO
3HaYUTEeNHUTE 00110, 3HaunTenHN 1o TIMI u 3HaunTenHu+He3HayntenHu mo TIMI kpbpBOM3TUBH, 11O
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nedunnnms Ha npoyusaneto PLATO, ca mo-uectu nmpu Tukarpenop. ChIIo Taka, ako ce U3KII0YaT
BCHUYKH CBBP3aHH C HHTEPBEHIIMU KPBBOU3INBH, TIOBEUYE KPHBOU3IUBH C€ HAOIIOAAaBAT MPH
TUKarpenop, OTKOJIKOTO npH kinonuaorpen (Tadmuua 2). IlpekparsaBane Ha JeYEHUETO MOPAAN

HECBBP3aHU C UHTCPBCHINU KPBBOU3JINBU € IMO-YCCTO C TUKATPLCIIOP (2,9 %), OTKOJIKOTO C

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

WnTpakpannaana XxeMoparusi:

WHTpakpaHnalHUTE KPBBOU3JINBH, HECBbP3aHU C HHTEPBEHIINY, ca TIOBEUE NP NMPUWIOKEHNE HA
TUKarpenop (n=27 KpbBoM3/IUBa NpH 26 nauuenty, 0,3 %), 0TKOJIKOTO ¢ KIOMUIOTPeT
(n=14 xpwBouznuBa, 0,2 %), oT KouTo 11 KPBHBOM3NKBA C TUKArpenop U 1 ¢ kIonumorpen ca ¢araiHu.
Hsima pasznuka B 00mmst 6poit ciaydan Ha ¢aTaaHO KbPBEHE.

Haxooxu c kvpsene ¢ PEGASUS

IsanocTHUTE pe3ynTaTu 3a yecToTaTa Ha KbpBeHe B poyuBaHeTo PEGASUS ca mokasanu B

Tabnuna 3.

Tabanna 3 — AHanu3 Ha 00IMTe CHLOMTHA ¢ KbpPBeHe, n3unciaeHust mo Kaplan-Meier Ha

36-t mecen (PEGASUS)

Tukarpesop 60 mg nBa Camo ASA
ObTH JHEBHO + ASA N=6 996
N=6 958
Koeduuuent
Kpaiinu Touku 3a 6e30macHocT KM % Ha PUCKa KM % P-CTOMHOCT
(95 % CI)
Kareropun Ha kppBeHe, onpenejenn ot TIMI
3nagutenHo (TIMI) 2,3 a 628’332 21) L1 <0,0001
Datamo 0,3 1,00 0,3 1,0000
(0,44, 2,27)
0,6 1,33 0,5 0,3130

BUK (0,77, 2,31)

Hpyro 3nauutento (TIMI) 1.6 @ 3?1’651 65) 0,5 <0,0001
3HAYUTEIHO WM HE3HAYUTCITHO 3,4 2,54 1,4 < 0,0001
(TIMI) (1,93, 3,35)
3HAYUTEITHO WA HE3HAYUTEIIHO, UIIH 16,6 2,64 7,0 <0,0001
HM3UCKBAIIIO MEIUITMHCKA HaMeca (2,35,2,97)

(TIMI)
Kareropnu Ha kppBeHe, onpenesienn B PLATO
3unauutenHo (PLATO) 35 (1 925’537 37) 1.4 <0,0001
2,4 2,38 1,1 <0,0001
dartaHO/’KHMBOTO3aCTPAIIIABAII0 (1.73.3.26)
Jpyro snauntendo (PLATO) = a 935’357 83) 0.3 <0,0001
3HAYUTEIHO WM HE3HAYUTCITHO 15,2 2,71 6,2 <0,0001
(PLATO) (2,40, 3,08)

JeuHUINN HA KATErOPUATA HA KbPBEHe:

3unauntenno (TIMI): ®aranno kppBere NJIU Besko BeTpeuepenHo kbpsene, NIW KIMHIYHO BUAMMHA PU3HAILM Ha
KPBBOM3JIUB, CBBP3aH ChC craj Ha xeMorioouHa (Hgb) ot > 50 g/l, unu nonmxkenue Ha xematokputa (Hct) ot 15 %, korato

JUICBa cToMHOCT Ha Hgb.

®atanHo: CpOuTHE C KBPBEHE, KOETO TUPEKTHO € JOBEJIO 0 CMBPT B pAMKHUTE HA 7 IHU.

BUK: BrrpeueperneH KpbBOU3IHB.

Jpyro 3uauutenano (TIMI): Hedartanno ne-BUK 3nauntenno xkppsene (TIMI).

He3naunrtenno (TIMI): Knuanyno BUIuMO ¢ mOHMKeHHEe Ha xemorinobuna ot 30-50 g/l.

H3uckBamo meguuuacka Hameca (TIMI): Msucksamo natepBernus MJIN Bogemo no xocnmranuzanus, MJIM nanaramo

OIICHKA.




3naunTenHo ¢paranno/xkuBoro3acrpamansaio (PLATO): dartanno kepsene UJIN Besiko BpTpedepenHo kbpBeHe, MJIN
HMHTpanepuKapIUaIHO CbC ChpAedHa TamnoHana, MJIM ¢ XxumoBoneMudeH MIOK WM TeKKa XUTIOTOHHS, Halarama
MPUIIOKEHUETO Ha MPECOPHU/UHOTPOIHU cpeacTBa mwiu onepanus, MJIN knuandHo Buaumo ¢ > 50 g/l nonmkeHne Ha
XEMOTTI00MHA WM TPETSITH > 4 eANHUI YePBEHU KPBbBHU KIIETKH.

3uauurenno apyro (PLATO): 3naunmo unBanuausupaio MW kmuanaro Bugumo ¢ 30-50 g/l noHmkeHne Ha
xemornobuna, MJIW mpensitu 2-3 eAMHUIM Y€pPBEHN KPBBHU KIICTKH.

He3nauntenno (PLATO): 3nckBa MeAWIIMHCKA HHTEPBEHIIUS 32 CIIUPAHE HJIH JICYCHUE HA KbPBEHETO.

B PEGASUS 3nauntennoro kepsene (TIMI) npu tukarpenop 60 mg ABa IbTH THEBHO € HO-CUITHO
OTKOJIKOTO IIpH JiedeHue camo ¢ ASA. He e HabnronaBaH MOBHIIECH PUCK OT aTaiHO KbPBEHE U CE
YCTaHOBSIBA CAaMO HE3HAUYHUTEIHO MOBUIIIEHNE HA BTPEUEPETHUTE KPBBOU3IIMBY B CPABHEHUE C
tepanusTa camo ¢ ASA. Mima manko cpOuTHs Ha (paTamHo KbpBeHe B poyuBaHero, 11 (0,3 %) 3a
tukarpenop 60 mg u 12 (0,3 %) 3a Tepanusara camo ¢ ASA. HabmiogaBaHUST HOBHUILEH PHCK OT
3HaunTenHo KppBeHe (TIMI) ¢ Tukarpenop 60 mg ce ABIKM NPETUMHO Ha IIO-BUCOKATa YECTOTa Ha
npyro 3HaunTenHo kppBere (TIMI), cBbp3aHo cbe crOuTHS B croMamHo-upeBHUss COK.

[loBumeHa yecToTa Ha CHOUTHUS C KbpBEHE, MOI00HU Ha 3HaunTenHo kKbpBeHe (TIMI), e HaOmronaBana
B KaT€rOpPUHTE 3HAYUTETHO MK He3HaunTelHo KbpBeHe (TIMI) u 3nauntenno (PLATO) u
3HAYUTENHO WK He3HaunTenHo KbpBeHe (PLATO) (Bxk. Tabmuna 3). [IpeycranoBsBaneTo Ha
JIEYEHUETO NOpaJu KbPBEHE € MO-YECTO B Ipynara Ha TUkarpenop 60 mg B cpaBHEHUE C TpymnaTa Ha
Tepammara camo ¢ ASA (ceoTBeTHO 6,2 % 1 1,5 %). [loBedero oT Te3u ciydyan Ha KbpBEHE ca C T10-
MaJjka Texect (Kracuunrpanu KaTo H3UCKBaIy MeauimHcka Hameca (TIMI)), nanp. enmcrakcuc,
HaCHHSBAaHE U XEMaTOMH.

[IpodnabT Ha KbpBEHE Ha THKarpenop 60 mg € CXOAEH B MHOKECTBOTO MPEABAPUTEITHO ONPEICTICHH
nmoArpyn¥ (Hamp. Mo Bh3PacT, MO, TerJo, paca, reorpad)CKy peruoH, ChITbTCTBAIIH 3a00JIIBaHNUA,
CBITHTCTBAINA TEPAITUs M MEAUIIMHCKA aHAMHEe3a) P ChOUTHUS Ha 3HaUnTeIHO KbpBeHe (TIMI),
3HaunTenHo Win HesHaunTenHo (TIMI) u 3HauntenHo kbpBene (PLATO).

BrTpeuepenHo kepBeHe:

Cnontanan BUK ce cpobmiaBat ¢ mogobHa yectoTa 3a TUKarpenop 60 mg u tepanust camo ¢ ASA
(n=13, 0,2 % B nBeTe rpynu Ha JeueHne). HabmronaBa ce He3HauuTemHO nopumeHne Ha BUK
CBBP3aHO C TpaBMa M MPOLEAYPH IpH JieueHne ¢ Tukarpeaop 60 mg, (n=15, 0,2 %) B cpaBHEeHHE C
tepanusta camo ¢ ASA (n=10, 0,1 %). Cpobiienu ca 6 ¢paraaau BUK c tukarpenop 60 mg u

5 ¢datamau BUK c tepamus camo ¢ ASA. Yectorata Ha BTpEUEPEIHO KbPBEHE € HUCKA B BETE IPYNH
Ha JICUeHHe, KaTo ce MMa MpeBU 3HAUUTEIHUTE ChIIbTCTBAILM 3a00msaBanus 1 CC pucKOBU QakTopu
B NIPOYYBAHATA MOMYJIALHSL.

guan@ﬂ

JucnHes, ycemaHe 3a 3a1yX, ce cboOI1aBa OT MalUeHTUTe JeKyBaHu ¢ Tukarpenop. B PLATO,
00eTMHEHUTE KaTO AUCIHES HEKEJIaHH JEKapCTBEHU ChOUTHS (AUCIHES, TUCIIHES B TIOKOH, JUCITHES
IpY yCHIINE, MApOKCU3MalHa HOIIHA TUCIIHES M HOLIHA AUCIHEs) ce choOmanat ot 13,8 % ot
MAaUEHTHTE, JIEKYBaHH C TUKArpesop, 1 3a 7,8 % oT nanueHTuTe, JeKyBaHu ¢ knonuaorpen. Ipu

2,2 % OoT manueHTUTe, IpueMally TUKarpeaop, u mpu 0,6 % ot nanueHTuTe, pUeMaIly KIONUI0rped,
B mpoyuBaHeTo PLATO n3cnenoBaTenuTe cuuTar, 4e AUCIHEATA € IPUUUHHO CBBbP3aHa C JICYEHUETO U
OposT Ha ceprosHuTe cirydan e Mainbsk (0,14 % tukarpenop; 0,02 % xnonugorpen) (Bx. Touka 4.4).
Haii-yecto cpoOuiaBaHuTe CHMITOMH Ha TUCITHES Ca JIGKU 10 YMEPEHH 110 UHTCH3UTET U MIOBEUYETO Ce
cbOOIIaBAT KaTO SMHUYEH €MU30/1 PaHO CIIe/ 3all0YBaHE HA TeparusiTa.

B cpaBHenue ¢ knonuporpen, nanueHtute ¢ actma/XObb, nekyBaHu ¢ THKarpenop, Moxe J1a iMat
MTOBUINIEH PUCK OT MOJTydaBaHe Ha HeceprosHa auctaes (3,29 % tuxarpenop crapsmo 0,53 %
kionuaorpen) u cepuosHa auciuest (0,38 % tuxarpesnop cupsimo 0,00 % knonuznorpen). B abcomotan
CTOMHOCTHU TO3H PUCK € MO-BUCOK OTKOJKOTO B LisiocTHaTa nomynanus Ha PLATO. Tukarpenop
TpsOBa Ja ce mpuJiara ¢ MOBUIIIEHO BHUMaHUE MPH MMallMeHTH ¢ aHaMHe3a 3a actMa u/uini XObb (Bx.
Touka 4.4).

Oxoio 30 % ot enmzoanute oT3By4aBar B pamkuTe Ha 7 AHH. PLATO BkIto4YBa ManueHTH, KOUTO HA
M3XO0JTHO HUBO MMaT 3aCTOlHA ChpeYHa HeaocTaThyHOCT, XOBb nnu actMa; Te3u mauueHT u
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MalMEeHTHTE B CTapUYecKa Bb3PacT € MO-BEPOSITHO Ja choOImanar auciHes. 3a Tukarpenop, 0,9 % or
MAIMEHTUTE NPEKHCBAT MPIIIATAaHETO HA IPOYYBAHOTO aKTHBHO BEIECTBO MOPAAH JUCIIHES, CIIPSAMO
0,1 % ot te3u, npuemMamn knonugorpen. [lo-Bucokara yectoTa Ha AUCIIHES C TUKArpeIop HE ce
acolMMpa ¢ HOBa MOSIBA WJIM BIIOIIABAHE HA CHPACYHO WK O6e10ApoOHO 3a0omsaBane (BXK. Touka 4.4).
Tuxarpenop He nosnusiBa 6e10ApOOHUTE PYHKIIMOHATHN TECTOBE.

B PEGASUS nucnnes ce cpobmasa npu 14,2 % oT nmanueHTuTe, IpueMaliy Tukarpenop 60 mg asa
II'bTU AHEBHO, U IpH 5,5 % oT nauuenture, npuemaiu caMo ASA. Kakto B PLATO, noseuero ciiydau
Ha ChOOIIeHa TUCTTHES Ca JIGKH IO YMEPEeHHU 10 MHTeH3UTeT (BX. Touka 4.4). [lanmenture, Kouto
ChOOINABAT AUCITHES ca OWITH MPEANMHO ITO-BB3PACTHH H MO-4ecTo ca uMmainu aucrHes, XObb wmu
acTMa Ha M3XO0JHO HHBO.

Uscnedsanus

[ToBumenne Ha nukoyHata kucenuHa: B PLATO e oTueTeHO noBHIIaBaHe HA CEpyMHATa MMKOYHA
KHCEIMHA O CTOMHOCTH, HaJBUIIIABAIY TOpHATa FPaHuIa Ha HopMara, ipu 22 % OT MosTyJaBaliuTe
THUKarpeaop MauueHTH, cupaMo 13 % oT nmomydaBammTe KIonuaorpen nanueHTH. ChbOTBETHUTE
crortnoct B PEGASUS ca crotBeTHO 9,1 %, 8,8 % 1 5,5 % 3a Tukarpenop 90 mg, 60 mg u manebo.
Cpennara cepyMHa MUKOYHA KUCEJIMHA CE MOBHUIIaBa ¢ 0sn30 15 % npu npuiiokeHne Ha TUKarpesop,
B CpPaBHEHHE C MPUOIU3UTETHO 7,5 %o IpH NPUIIOKEHHE Ha KIOMUAOTPET, a cliell CIIUPaHe Ha
JICYCHUETO CE MOHMKaBA MPUOIU3UTENHO 10 7 %o MPH NPUIIOKEHHE Ha TUKArpesop, J0KaTo MpH
Kkjonuaorpen He ce Habmoasa cnaa. B PEGASUS ce ycranoBsiBa 00paTiMo NOBUIIEHHE Ha
CpeIHMTE HMBA Ha CEpyMHA MMKOYHA KHCEInHA 0T 6,3 % u 5,6 % cboTBeTHO 3a THKarpenop 90 mg u
60 mg B cpaBHenue ¢ 1,5 % noHmwkenue B rpynara ¢ miane6o. B PLATO gectotara Ha nogarpo3ex
aptpur ¢ 0,2 % 3a tukarpenop cupsmo 0,1 % 3a kmonugorpen. CbOTBETHTE CTOMHOCTH 3a
nonarpa/monarposex aprput B PEGASUS ca 1,6 %, 1,5 % u 1,1 % choTBeTHO 3a TuKarpemnop 90 mg,
60 mg u mranedo.

C’BO6H_IaBaHe Ha 10A03MpaHd HCXCIIaHU PCAKITUN

C’LO6I]_[aBaHeTO Ha IOAO3UpPAaHN HCKCIIaHU PCAaKIIUU CIICA pa3pCllaBaHC 3a yHOTpe6a Ha JICKApCTBCHUMA
MNPOAYKT € BaKHO. Topa mo3BosiBa Ja IpOABbJIKA Ha6J'IIOI[CHI/I€TO Ha CbOTHOIICHUECTO HOJ'I3a/pI/ICK 3a
JICKApCTBCHUSA TPOAYKT. Or MEIUIMHCKUTE CIICHUAINCTH CC U3HMCKBa Ja CT>O6H_IaBaT BCsiAKa
IoA03UpaHa HEXKEJIaHa p€aKuA Yp€3 HallHOHAJIHA CUCTEMA 3a C’bO6H_[aBaHe, IIOCOYCHA B

[Ipunoxenue V.

4.9 TIlpeno3mpane

Tuxarpesnop ce monacst 1o6pe npu eqHokpaTtHu 1034 A0 900 mg. ['acTponHTeCTUHATHATA TOKCHYHOCT
e OmJia 1030IMMUTHPaHa B €IHO MPOYYBaHe C eJHOKpaTHA HapacTBala 103a. J{pyru KIMHUYHO
3HAYMMU HEXEJIaHW PEaKLUH, KOUTO MOTaT J1a ce MPOSIBST Y Mpelo3upaHe BKIIOUBAT JUCIIHES U
BEHTPHUKYJIapHH Nay3u (BXK. Touka 4.8).

B cnyuaii Ha npento3upane, MOTaT J1a ce MPOSBAT rOpe CIIOMEHATUTE MOTEHIIMATHN HEeXeJIaH!
JIEKapCTBEHHU peakuu 1 TpsAOBa fa ce uma npensua EKT monutopupane.

KbM MOMeHTa He € U3BECTEeH aHTUIOT Ha TUKArpeaop U THKarpeaop He ce Juaau3upa (BxK. Touka 5.2).
[Ipu npeno3upane geueHneTo TPsOBaA Aa ce MPOBEKIA B CHOTBETCTBHE C MECTHATA CTAaHJAPTHA
MEAUIMHCKA IpakTHKa. O4akBaHUAT e(EKT OT MPEJO3UPaHe Ha TUKATPEJIOP € YABIIKECHA
MPOIBJDKUTEIIHOCT Ha PUCKA OT KbPBEHE, CBBP3aH ¢ TPOMOOLUMTHOTO nHXHOUpane. Tpancdysusra Ha
TpOoMOOIIMTHA Maca € MaJIKO BEPOSITHO Jja MMa KIIMHUYHA TI0J13a IPU MalUeHTH ¢ KbpBEHE (BIXK.

Touka 4.4). AKO ce TIOSIBM KbpBEHE, TpsiOBa J1a ce MpeanprueMar APYru HOAXO SN MOAbPIKAIIN
MEpKH.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apmakoaAMHAMMYHH CBOIicTBA


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

dapmakoTepaneBTHuHa rpyna: MHxubutopu Ha arperanmsara Ha TPOMOOLIMTUTE, C U3KIIOYEHUE Ha
xenapul, ATC kon: BO1AC24.

MexaHn3bM Ha JIEHCTBHUE

Brilique cpabprka THKarpenop, CbeAMHEHNE OT KJlaca Ha HUKIONECHTHATPHA30I0NUPUMUIHHUTE
(CPTP), koiiTo € mepopaJieH aHTaroHUCT C JUPEKTHO neiictBue Ha P2Y > penenrtopa, kaTo ce CBbp3Ba
C HEro CeJEeKTUBHO U oOpaTtuMo U npenotepatsiBa Ald-meaunpanara, 3aBucemia ot P2Y
TpoMOOLIMTHA aKTUBALUS U arperanus. Tukarpenop He npenoTBparsisa cbp3BaneTo ¢ AP, a koraro
ce cBbp3Ba ¢ P2Y 2 penientopa, BB3MPENATCTBA CUTHAIHATA TpaHCIyKIus, nHAynupana ot AJID. Teit
KaTo TPOMOOLIMTHUTE Y4acTBAT B MHULMUPAHETO W/UIH PAa3BUTUETO HA TPOMOOTHYHHUTE YCIOKHEHHUS
Ha aTepOCKJICPOTUYHATA OOJECT, € I0Ka3aHo, Ye MHXUOUPaHETO Ha TPOMOOIUTHATA (DYHKIKS
HamansiBa pucka ot CC cpbutus, kato cMbpT, MU mim HHCYIAT.

Tukarpenop chII0 yBeIUyaBa JOKATHUTE EHIOTCHHN HUBA Ha a€HO3MHA Ype3 HHXUOUpaHe Ha
eKBHIIMOpHpaInus Hykieo3uaeH tpancnoprep-1 (ENT-1).

JlokyMeHTHpaHoO €, ue rpu 3apasu Juna 1 naquenta ¢ OKC, Tukarpenop yBenuyaBa CIeJHUTE
edexTH, MHAYLMPaHH OT aJICHO3WH: Ba3oAuiaTalus (M3MepeHa Ype3 YBEINYaBaHETO HA KOPOHAPHHUS
KPBBOTOK IpH 3pasu Aooposouy 1 nauueHtu ¢ OKC; rmaBobonue), ”HXuOupaHe Ha
TpoMOonuTHaTa (GYHKIM (B HOBEIIKA LsIa KPBB in Vifro) N quciiHes. Bpb3kara Mexay
HaOJIr0aBaHUTE YBEIMUCHUS HA aJleHO3UH U KIMHUYHUTE Pe3ysiTaTtu, obade (Hamp. 3a001eBaeMoCT-
CMBPTHOCT), HE € KAaTETOPUYHO U3SCHEHA.

dapmakoaHAMUYHY €EeKTU

Hauano na deiicmeuemo

[Ipu manuenTH che crabmTHa nexemudHa OonecT Ha cbpieto (MBC), mpuemarmu ASA, TUKarpenop
MoKa3Ba Obp30 HacTHIIBaHE HA (PapMaKoIOTH4EH e(PeKT, KOWTO ce AEMOHCTPUPA OT CPETHOTO
nHxubupane Ha TpomOoruTHaTa arperauus (UTA) okono 41 % 0,5 vaca cien npunoxenue Ha 180 mg
HaTOBapBallla 103a TUKarpenop, ¢ MakcumaineH epext Bepxy UTA 89 % 2-4 yaca cien npuioKeHUETO
Ha J103aTa, KOWTO ce 3aabpka Mexay 2 u 8 vaca. [Ipu 90 % ot nauuenTure 2 yaca cief
MPWIOKEHUETO HA JJ03aTa TEpMUHAIHOTO MHKOBO UTA e > 70 %.

Kpait na oeticmeuemo

Axo e mnanupana CABG npornenypa, puckKbT OT KbpBEHE CBBP3aH C TUKArpeJIop € MOBUIIEH B
CpaBHEHUE C KIIOMHUIOTPEN, KOraTo TeparusiTa € MpeKpaTeHa mo-Maiko oT 96 Jaca npenu
poreaypara.

Cmsana na nekapcmeama

[IpeMuHaBaHeTO OT JIEUEHUE C KIOMUAOrpena 75 mg Ha JeueHue ¢ Tukarpeaop 90 mg 18a mbTU AHEBHO
BOaM 110 abcomoTHO noBuinaBane Ha UTA ¢ 26,4 %, a npeMHUHaBaHETO OT JICUYCHUE C TUKArpeiIop Ha
JIEYeHHUE C KIIOMHIOTPeIT BoIu 10 abcomoTHO nmoHmkaBane Ha UTA ¢ 24,5 %. [lanuenTture morat na
MMPEeMHUHABAT OT KJIOMUAOTPEN Ha THKArpesop 0e3 MpeKbhCBaHe Ha aHTUATPETaHTHOTO JIEHCTBHE (BXK.
Touka 4.2).

Kinnanuna eukacHOCT ¥ 0€30IMaCHOCT
KruanaanTe nanHm 3a euKacHOCTTa M 0€301TaCHOCTTa Ha THKArpesop ca MOMy4YeHH OT JIBE KIMHUYHU
n3nuTBaHus ¢asza 3:

e [IpoyuBanero PLATO [PLATelet Inhibition and Patient Outcomes (TpomboTryHO HHXHOUpaHE
W KIMHUYEH M3XO/] Ha MMallMeHTa)], CpaBHEHHE Ha THKATPENIop C KIOMUAOTPEN, U ABaTa
npuiIarand B kKoMOuHamsa ¢ ASA, U Apyra cTaHJapTHA Tepamnusl.

e [IpoyuBanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IIpeBenuust ¢ Tukarpenop Ha
BTOPUYHHU TPOMOOTHYHU CHOUTHS IPH BUCOKOPUCKOBHU MALIMEHTH C OCTHP KOPOHApEH
CHHIPOM)], CpaBHEHHE Ha TUKarpenop, komounupat ¢ ASA, ¢ tepanust camo ¢ ASA.



Hpoyvusane PLATO (ocmpu koporapHu cuhopomu)

[IpoyuBanero PLATO BkitouBa 18 624 nanyeHTH, KOUTO ca B 24-4acOBUs NEpUO OT HAYaJIOTO Ha
CHUMIITOMH Ha HecTaOmiHa creHokapaust [UA], nadapkr na muokapaa 6e3 ST-enesarmsa [NSTEMI]
unu ¢ nHgpapkT Ha Muokapaa cbc ST-eneBanus [STEMI], u KouTo mbpBOHAYAIIHO ca JEKyBaHH
MEAMKaMEHTO3HO, WM Ype3 MepKyTaHHa KopoHapHa nntepBeruus (PCl), nnu upes mocrassine Ha
CABG.

Knunuuna eghuxacrnocm

Ha ¢ona na exenneBHo npuinoxenue Ha ASA, tTukarpenop 90 mg qBa mbTH AHEBHO AEMOHCTPUPA
MIPEBB3XOICTBO CIPSIMO 75 mg THEBHO KJIOMUIOTPEN 10 OTHOLIEHUE HA IIPEBEHIUS Ha ChCTaBHATA
KpaiiHa Touka 3a CC cMbppt, MU nim nHCYAT, ¢ pasnuka, npousnusama oT CC cmbpt 1 MU.
[ManmenTture momyyasat 300 mg HaTOBapBaIa J03a KIOMUAOTpel (BB3MOXHO € 600 mg, ako umar
PCI) nim 180 mg Tuxarpesop.

PesynTarsT ce nosisaa pano (abcomnrotHa peaykius Ha pucka [APP] 0,6 % u oTHOCUTENHA peayKIHs
Ha pucka [OPP] 12 % na 30-s geH) ¢ mocTosiHeH epeKT OT ISYSHUETO 10 BpeMe Ha 1ienusi 12 MecedeH
nepuon, aasam; ARR 1,9 % na roguna ¢ OPP 16 %. Tosa npeanonara, 4e € NoAXOASIIO NallUEHTUTE
Jla ce JeKyBaT ¢ Tukarpenop 90 mg nBa mbTH JHEBHO 3a 12 Mecena (Bx. Touka 4.2). Jleuenneto Ha
54 marmentu ¢ OKC ¢ TUKarpeaop BMECTO ¢ KJIONUIOTpesl IpeaoTBpaTsiBa 1 aTepoTpoMOOTHYHO
cpouTne; nedeHrero Ha 91 nmauuentu npenorsparsasa 1 CC cmbpt (Bk. @urypa 1 u Tabnuma 4).

TepaneBTHUHUAT e(hEKT Ha THKArPEJIOp, HAAXBBPIIALL TO3H Ha KIOMUAOTPEN, U3TIICXK A CXOACH B
MHOT'0 IIOATPYIH, BKJIIOYUTEIHO TETJI0, II0Jl, aHaMHE3a 3a 3axapeH JualeT, TPaH3UTOpHA HCXEMUYHA
aTaka WK He-XEeMOparnyeH HHCYJIT, WIK PEeBACKyJIapu3alys; IPU ChIIbTCTBALIO JICYEHHE BKIIIOUBAIIIO0
xenapuH, Gpllb/Illa naxubuTOpH N MHXMOUTOPU HAa MPOTOHHATA IOMIA (BXK.TOUKa 4.5); mpu
OKOHUaTeNHaTa JuarHosa Ha nokaszarento cpoutne (STEMI, NSTEMI win UA); 1 nipu niiaHupanust
MIPY PaHAOMU3ALUATA JIedeOeH NOAX0 1 (MHBAa3UBEH WIIM MEJUKAMEHTO3EH).

YcranoBeHo € cn1abo CUrHU(HUKAHTHO TEParneBTHYHO B3aUMOACHCTBHE B 3aBUCHMOCT OT PETHOHA,
ChIJIACHO KoeTo KoeuueHTsT Ha pucka (HR) 3a mbpBruuHaTa KkpaiiHa Touka € B 1oj3a Ha
THKArpesop 3a OCTaHajaTa 4acT Ha CBETa, HO € B [T0J13a Ha Kkiionuaorpen 3a CesepHa AMepHKa, KOsITO
cbeTaBisiBa npuonu3uTenHo 10 % ot msuiaTa npoy4BaHa mnomysianus (p-cTOMHOCT Ha
B3aumopeiicteue=0,045). ExcrimopaTopHuTe aHaIN3U IpearnoaraT BEposiTHa Bpb3Ka C Jj03aTa Ha
ASA, kato ¢ yBenn4aBaHe Ha o3ata Ha ASA ce HabmoaBa HaManeHa e(pUKACHOCT Ha TUKarpesop.
XpoHnuyHaTa AHEBHA 7032 ASA, KOATO Aa ChI'BTCTBA TUKATrpesop, TpsoBa aa 0bae 75-150 mg (Bix.
Touku 4.2 u 4.4).

@urypa | moka3Ba ouaKBaHHs PUCK 32 HACTHIIBAHE HA IIbPBU MHLUACHT, BKJIIOUEH B KOMOMHHpaHaTa
KpaiiHa TOuKa Ha e(pUKACHOCT.



®urypa 1 — AHaJM3 Ha MBPBUYHATA KJIMHUYHA CbcTaBHA KpaiiHa Toyka oT CC cmbpT, MU 1

uHcyiart (PLATO)
13 Tuxarpenop (T) [864/9333]
------- Knomugorpen (C) [1014/9291]
12 . 11,67%
11
. 19 9,80%
X 9
8 8
)
= T
5 5
2,
<
= 3
=
= 21 HR 95% ClI p-CTOMHOCT
g 1 T cpeuwy C 0,84 0,77, 0,92 < 0,001
0
0 60 120 180 240 300 360
Bbpon 3acTpalueHun
T 9 333 8 628 8 460 8 219 6 743 5161 4 147
C 9 291 8 521 8 362 8124 6 650 5 096 4 047

B cpaBHeHuMe ¢ KIIOMUIOTpes, THKarpeIop HaMamsBa YecToTaTa Ha HACTHIIBAHE HA WHITUICHTHUTE,
BJIM3AIH B ChCTaBa HA IbPBUYHATA ChCTaBHA KpaifHa Touka — KakTo B nomyianusita ¢ UA/NSTEMI,
taka u B nomynarusata ¢ STEMI (Tabnuma 4). CnenoBatento, Brilique 90 mg n1Ba mbTu ITHEBHO
3aeqHO ¢ HHCKa 103a ASA Moxke fa ce n3nonspa mpu nauentu ¢ OKC (HectabuiHa cTeHOKapIws,
muokapaeH uapapkt 6e3 ST eneBanus [NSTEMI] wim muokapaen undapkr cbe ST enepanus
[STEMI]); BKIFOUNTEITHO MAIUSHTH, JICKYBaHU METUKAMEHTO3HO, U TIAIIEeHTH, JIEKyBaHU C
nepkyTanHa koponapaa uarepsenuus (PCI) unu Oaiinac na koponapHa aprepust (CABG).



Tabanna 4 — AHAIM3 HA MBPBHYHATA U BTOPUYHUTE KpailHu TO4YKH 3a epuxacHoct (PLATO)

TuxarpeJiop Kitonuaorpea
90 mg nBa 75 mg BeaIHBbK

M'bTH THEBHO nueBHO (%o APP? OPP* (%)

(% mauMeHTH | MAIUEHTH ChC (%/yr) 95 % CI) D-CTOHHOCT

ChC CHOUTHE) CHLOUTHE)

N=9 333 N=9 291

CC cmpp1/MU
(c u3KIL. Ha 9,3 10,9 1,9 16 (8, 23) 0,0003
,,Tux” MIN)
WJIA MHCYJIT
Hamepenue 3a 8,5 10,0 1,7 16 (6, 25) 0,0025
HMHBa3MBHA
Tepanus
Hamepenue 3a 11,3 13,2 2.3 15 (0.3, 27) 0,0444"
JIeKapCTBEHA
Tepanus
CC cmbpT 3,8 4,8 1,1 21 (9, 31) 0,0013
MU (c u3k. 5,4 6,4 1,1 16 (5, 25) 0,0045
Ha ,,;Tux” MU)°
Wucynt 1,3 1,1 -0,2 -17 (-52,9) 0,2249
CwmbpT 6€3
3HAYCHHE Ha
MIPUYNHATA, 9,7 11,5 2,1 16 (8, 23) 0,0001
MU (c u3KI.
Ha ,,tux” M)
WJIA MHCYJIT
CC cmspr,
0610 MU,
uucynr, CPU, 13,8 15,7 2,1 12 (5, 19) 0,0006
RI, TIA, unu
npyra ATC®
CMmbpT 6€3
3HAYCHHE Ha 4,3 5,4 1,4 22 (11, 31) 0,0003"
MpUYMHATA
JeduanrnBHA
TpoM0OO3a Ha 1,2 1,7 0,6 32 (8,49) 0,0123"
CTEHTA

2APP=abcomoTHa penykuust Ha pucka; OPP=otHocutenna pexykims Ha pucka=(1-Koeduuuent na puck) x 100 %.
Ortpunarenta OPP o3HauaBa noBuIIaBaHe HA OTHOCUTEIIHUS PHCK.

S¢c m3ximrodeHue Ha ,,tux” MU.

SCPU=cepuo3Ha pekypeHTHa ucxemus; PU=pexypentna ucxemus; TUA=tpanzutopna ncxemuuna ataka; ATC=aprepuaino
TpoMboTHYHO chOuTHEe. O61mO0 MU BrMIOYBa ,, THX” MU, 1aTa Ha CHOMTHETO € JaTaTa Ha HETOBOTO YCTAHOBSIBAHE.

" HOMHMHAJIHA CTOHHOCT Ha CHTHU()MKAHTHOCT; BCHYKU OCTaHAIIM ca JOPMaIHO CTATUCTUYECKH CUTHU(HUKAHTHH IO Ipe-

neMHUPaHO HepapXUYHO TECTBAHE.

PLATO eenemuuno noonpoyusate

Omnpenensinero Ha CYP2C19 u ABCB1 renotuna Ha 10 285 nauuentu B PLATO naBa Bb3MOXKHOCT 32
acouuanys Ha TeHOTHNHUTE rpynu ¢ pesyaratute oT PLATO. IIpeBs3X0aCTBOTO Ha THKArpesiop Haj
KJIOMUIOTPE [0 OTHOLICHUE Ha peayKuusiTa Ha 3HaunTeaHu CC cbOUTHS HE € CUTHU(UKAHTHO
noBysiHO 0T CYP2C19 mmu ABCBI reHotuna Ha nanuentute. [10100HO Ha ISUIOCTHOTO IPOyYBaHE
PLATO, Hsma pa3iiuka MeXILy TUKarpejaop 1 KJIOMOAOTPeN MPH 0010 3HAYUTEITHUTE XeMOParnIHU
unuuaeHTy B PLATO, seapeku renotuna CYP2C19 unu ABCBI1. Hecebp3anoto ¢ CABG
3HaunTenHo KppBeHe B PLATO ce moBuIIaBa ¢ THKarpeiaop B CpaBHEHHE C KIOMUAOTPEI IpH
nanueHTH ¢ equH wii nosede CYP2C19 anenu cbe 3aryda Ha (GyHKUHMS, HO € CXOJHO Ha KIOMHIOTPET
MIPY TALMEHTH C aJiel, KOWTOo HsAMa 3ary0a Ha QyHKUuS.



Kombunupan noxazamen 3a egpuxacnocm u 6e3onacnocm

KomOunupanusaT nokaszaren 3a epuxacHoct u 6e3onacuoct (CC embpT, MU, HHCYAT Win 001110
3HAYNUTENIHO KbpBeHe 1o aegununmsta Ha PLATO) nokassa, ye mona3aTa OT HIPUIOKEHUETO Ha
TUKarpesiop Mo OTHOILICHUE Ha e(UKACHOCT B CPaBHEHHE C KJIOMUAOTPEI HE Ce KOMIIEHCHPA OT
ciydanTe Ha 3HaunTenHo KepBene (APP 1,4 %, OPP 8 %, KP 0,92; p=0,0257), 12 mecena cinexq OKC.

Knunuuna 6ezonacnocm

XonTepoBo NOANPOYUBAHE:

3a J1a ce OLIEeHU YecToTaTa Ha BEHTPUKYJIApHUTE Nay3U U APYTH €MU3014 Ha apUTMUS 110 BpeEMe Ha
npoyuBaHeTo PLATO, € oChIeCTBEHO XOJITEP-MOHUTOPUPAHE Ha IMOATPYIA OT O30

3 000 nauuentu, npubnuzutenHo 2 000 oT KOUTO UMAT 3amucH, KakTo B octpaTa aza Ha OKC, taka u
Mecel] Mo-KbcHO. [IbpBUYHATA MpocieasBaHa MPOMEHIINBA € YECTOTaTa Ha BEHTPUKYJIAPHU May3H1 C
MPOABIDKUTENHOCT > 3 ceKyHAM. BEHTpHKyIapHU NMay3u pa3BUBAT MTOBEUYE MALIUEHTH Ha JICUCHHE C
tukarpenop (6,0 %), OTKOIKOTO TakuBa Ha JiedeHue ¢ kionumorpen (3,5 %) B octpara ¢daza u
cboTBeTHO 2,2 % 1 1,6 % cnexn 1 mecen (Bx. Touka 4.4). YBeIMUeHUETO HA BEHTPUKYJIApHUTE Tay3H B
octpata (aza Ha OKC e mo-u3paszeHo npu NauMeHTuTe Ha TUKarpenop ¢ anamuesa 3a XCH (9,2 % ¢
anamue3a 3a XCH crpsimo 5,4 % nipu nanuenTu 6e3 anamuesa 3a XCH; 3a nmanmenTuTe Ha
knonuaorpen, 4,0 % npu te3u cbe cupsamo 3,6 % npu Te3u 6e3 anamuesa 3a XCH). Tasu pasnuka He
ce nposBsBa 3a equH Mecell: 2,0 % crpsamo 2,1 % 3a manueHTHTe Ha TUKarpenop, CbOTBETHO, ChC U
6e3 anamuesa 3a XCH; u 3,8 % copsamo 1,4 % 3a xnonuaorpen. Tasu pasnuka He € cBbp3aHa C
HE)XENaHU KIMHUYHY TOCIEANLH (BKIIOYUTEIHO U ITOCTaBsSHE Ha MefiCMEHKbp) BBB BBIIPOCHATA
MOITyJTallys NaleHTH.

Ipoyvusane PEGASUS (anamnesa 3a muokapoen urichapkm)

PEGASUS TIMI-54 e npoyuBane ¢ 21 162 nanueHTH, ¢ JU3aiiH 3aBUCEL] OT HACTHIIBALIUTE CHOUTHS,
PaHIOMU3UPAHO, IBOMHOCIIAINO, Male00-KOHTPOIHUPAHO, MEKAYHAPOJHO MHOTOLIEHTPOBO MIPOYYBaHE
C MapajeHH TPYIH 3a OLICHKA Ha MPEBEHIUATA HA aTePOTPOMOOTUYHU CHOUTHUS C THKArpenop,
npuiarad B 2 no3u (90 mg 1Ba mbTH JHEBHO Wi 60 mg Ba TETU THEBHO) B KOMOMWHAITUS C HHACKA
no3a ASA (75-150 mg), B cpaBHeHHe ¢ Tepanus camo ¢ ASA TpH MaUeHTH ¢ anamHe3a 3a MU u
JOI'BITHUTEIIHU PUCKOBHU (PaKTOPH 3a aTepoTpomMO03a.

[NaneHTH, TOAXOISAIIM 32 BKIIOYBAHE B IPOYYBAHETO ca OMIIM TaKMBa HA BB3PACT Ha WM Hal

50 roguHM, Hanu4KMe Ha aHamHe3a 32 MU (1 no 3 ronuHu npeau paHaOMU3UPAHETO) U HAJTMYUE Ha
MOHE €IUH OT CJICAHUTE PUCKOBH (PaKTOpH 3a aTepoTpoMO03a: BB3PACT > 65 roJuHu, 3axXapeH AuaderT,
Hajarail MeJMKaMeHTO3HO JieueHue, Bropu npeamecrsaiy MU, nanan 3a MHOrocsnosa MbC nnu
XpoHn4Ha ObOpeyHa qUcyHKINS U3BBH KpaHUs CTaluil.

HaI_[I/IeHTI/ITe HE ca Oun MoAXOAAIIN 3a BKIIFOUBAHE B IIPOYYUBAHCTO, AKO Ca UMAJIN IIJIaHUPpAaHa
yHOTpe6a Ha P 2Y12—peuenTopeH AHTAarOHUCT, JUITUPUAAMOJI, HUII0CTA30J1 UJIK aHTUKOAr'yJIaHTHa
TCpanus 3a repruoJia Ha NpOYyUYBAHCTO, HAPYHICHUEC, CBbP3aHO C KbpPBCHEC WJIM dHAMHE3a 3da UICXCMHUYCH
HUHCYJIT WU BBTPCUCPLCITHO KbPBCHC, TYMOP Ha LCHTpAaJIHATA HCPBHA CUCTCMA WJIM BBTPCUCPCIIHA
CbJ0Ba aHOMAJIM:; MAUCHTU CbC CTOMAIIHO-YPCBHO KbPBCHEC MPE3 MPECAUICCTBAIIIATC 6 Mecea Ui
rojsiMa onepanusd mmpe3 npeAmeCTBalnuTe 30 JHH.



Knunuuna eghuxacrnocm

®urypa 2 - AHaJIM3 HA MBPBUYHATA KJIMHMYHA CbCTaBHA KpaiiHa Touka ot CC cmbpT, MU 1

uncyart (PEGASUS)
11
— Tukarpenap 60 mg - - - - Mnausbo i
10 ABE M5TH AHEBHO rr-'_"
Bpoii 7045 7067 ol
9 7 MaumeHTH CeC cubutHe 487 (6.9%) 578 (B.2%) !.r" -
|| KM% Ha 36-Tu mecey 7.8% 9.0% P
8 CroTHOWEeHWE Ha - -
a _|| pmcra w7
s 7 (Hazard Ratio) (85% C1) 0.84 [0.74, 0.95) e ”
E § - | p-croisocT 0.0043 _="
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H o7
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:E e
i
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- L
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AHu cneg paHgoMMzaLHA
Bpol NauMeHTH B PHUCK
Ti60 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710
Placebo TO&7 6950 6842 6761 65658 6315 5876 4899 3646 2028 714
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Tabanna S - AHAJIM3 HAa MBPBHYHATA U BTOPUYHUTE KPailHu TOUYKH 32 epukacHoct (PEGASUS)

Tukarpeaop 60 mg 1Ba mbTH THEBHO

Camo ASA
+ASA N=7 067
N=7 045 "
Hanuentn HR IManuenTu Prevommost
o, o
XapaKTepuCTHKA ChC KM % (95 % CI) | cbe cooumns KM %
CHONTHS
[IspBuuHa KpaliHa TOUKa
CscraBHa ot CC 0.84
cMbpT/MU 487 (6,9 %) 7,8 % 0 74’ 0.95 578 (8,2 %) 9,0 % 0,0043 (s)
/MHCYIT (0,74, 0.95)
CC cmbpr 174@5%) | 29% | 8 on | 2106:0%) | 34% 0,0676
MU 285(40%) | 45% | o5 o5 | 33B@8%) | 52% 0,0314
Vicysrr (3% | 15% | o7 o5 | 122017%) | 19% 0,0337
Bropuuna kpaiina Touka
0,83

0 [ > [ 0 _
CC cmbpT 174 (2,5 %) 2,9 % (0,68, 1,01) 210 (3,0 %) 3,4%
CMBpT 110 o o 0,89 o o
BCSIKAKBa MIPUYNHA 289 (4,1 %) 47% (0,76, 1,04) 326 (4,6 %) 3,2 % )

KoehuuneHTsT Ha pUCKa U p-CTOWHOCTHUTE Ca U3YHCIICHN OTACIHO 32 THKATPENIop CIp. Teparus camo ¢ ASA ot Mozen Ha
MPONOPIMOHATHNTE prckoBe Ha CoX, KaTo IpynaTa Ha JICYeHHE € eMHCTBEHATa EKCIUIAHATOPHA IIPOMEHIINBA.

KM mporeHT, nzuncieH Ha 36-TH Mecell.

Benexxka: Oposit Ha mbpBUTE cHOUTHS 32 KoMoHeHTUTe CC cMBpT, MU 1 MHCYNT € AeHCTBUTETHUAT Opoii Ha IBPBH
cHOUTHSA 32 BCEKH KOMIIOHEHT U HE ce 100aBs KbM Oposi Ha ChOUTHATA B ChCTaBHATA KpaifHa TOYKA
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(s) [TokasBa cTaTucTHUECKA 3HAYUMOCT.
CI=losepurenen unrepsai, CC=Copuaeuno-cpa0B; HR=Koebuuunent na pucka; KM=Kaplan-Meier; MU=Mruoxkapaen
uHpapkr; N=bpoii marueHTH.

JIBeTe cxeMu Ha JeueHue ¢ Tukarpenop 60 mg nsa mbTy AHEBHO U ¢ 90 mg nBa IbTU THEBHO B
KoMOHHaIUs ¢ ASA TPEBB3XO0XKIAT CAMOCTOSITETHOTO JieueHHe ¢ ASA 110 OTHOIIIEHUE Ha
MPEBEHIIUATA Ha aTepOTpOMOOTHYHHTE ChONTHS (ChcTaBHA KpaiiHa Touka: CC cMmbpT, MU 1 nHCYNT),
C TIOCTOSTHEH e(PeKT OT JeUEeHUETO Npe3 LEeNns MEPHoI Ha Ipoy4yBaHeTo, Bojaen] 10 16 % RRR u

1,27 % ARR 3a tukarpenop 60 mg u 15 % RRR n 1,19 % ARR 3a tukarpenop 90 mg.

Brnpeku ue npopunute Ha eduxacHoct Ha 90 mg u 60 mg ca mogoOHHU, UMa TaHHH, Ye MO-HUCKATa
71032 € C MO-100bp Npo(duiI Ha TOHOCUMOCT U O€30IIaCHOCT 10 OTHOILICHHE Ha PUCKa OT KbpBEHE U
nuciHest. CiaenoBatenHo, camo Brilique 60 mg nBa mbTy AHEBHO, MPHUIIOKEH €IHOBPEMEHHO ¢ ASA,
ce mpernopbyBa 3a NpeBeHIus Ha ateporpomMOoTuunu croutus (CC cmbpT, MU 1 HHCYNT) ipH
MalMeHTH ¢ aHaMHe3a 32 MU 1 BUCOK pHCK OT pa3BUTHE Ha aTepOTPOMOOTHYHO CHOUTHE.

B cpaBHeHue cbe caMocTOSTENHOTO JeueHue ¢ ASA, tukarpenop 60 mg ABa IbTH JHEBHO 3HAYMMO
MMOHMKaBa MbpBUYHATA ChcTaBHA KpaiHa Touka oT CC cmbpT, MU 1 nHCYAT. Beeku ot
KOMIIOHEHTHTE JIOTIPUHACS 32 MMOHIKEHUETO Ha MbPBUYHATA ChcTaBHA KpaitHa Touka (CC cMbepT 17 %
RRR, MU 16 % RRR u uncynr 25 % RRR).

RRR 3a crcraBHaTa kpaiiHa Touka oT 1 10 360 gam (17 % RRR) u ot 361 nam Hatathk (16 % RRR) e
nmoto0Ho. MiMa orpaHnYeHn JaHHU 32 €PUKACHOCTTA U O€30IMaCHOCTTA HA yIBIDKEHO JISYCHUE C
THKarpesaop Hajl 3 TOINHU.

JluncaT nokaszarencTBa 3a moji3a (He ce HaOM0AaBa peAyKLHs Ha YeCTOTaTa Ha IIbpBUYHATA
npocnensaBana kpaiiHa Touka oT CC cmbpT, MU 1 HHCYNT, HO MMa MOBHUILIABAHE HA YECTOTATA HA
3HAYNUTEITHO KbPBEHE), KOrato THKarpenop 60 mg aBa MbTH AHEBHO € MPUJIOXKEH NPH KIMHUIHO
CTaOMJTHY NALMEHTH C JABHOCT Ha MH(apKTa > 2 TOAMHU WU [IOBEYe OT €IHA TOJMHA CIIe] CIIUpaHe
Ha npeaxonHoTo nedenue ¢ AJ[d-penentopern nHXuOUTOP (BXK. Touka 4.2).

Kaunuuna 6ezonacnocm

UYecroTara Ha MpeyCTaHOBABAHE Ha TEpanusATa ¢ TUKarpenop 60 mg nopaau KbpBeHE U TUCIHES € Mo-
BHCOKA TpH NanueHTy > 75 rogunau (42 %), B CpaBHEHUE ¢ MO-MIau manueHTH (naTepBat: 23-31 %),
C pas3nuka crupsmo mianedo rpynara no-rojiasiMa ot 10 % (42 % crpsimo 29 %) npu mauueHTu

> 75 roguHU.

[leauarpuyHa HOMyIaIus

EBpomnelickaTa areHIms 1o JiekapcTBaTa 0cBOOOKAaBa OT 3aIBJDKCHUETO 32 MIPEJOCTaBSIHE Ha
pe3ynTaTuTe oT mpoyuBaHusTa ¢ Brilique BEB BCHUKH TIOATPYIIM HA MEeIUATPUIHATA TTOMYJIAIHS 32
octpu kopoHapau cuHapomu (OKC) u anamHesa 3a muokapaeH uadapkt (M) (Bxk. Touka 4.2 3a
nHGOpMAIUs OTHOCHO yNoTpeOa B eANaTpusITa).

5.2 ®apMakoKMHETHMYHHM CBOIicTBA

Tuxarpenop uma auHeiiHa papMaKOKMHETHKA, @ EKCIIO3ULUUTE KbM THKArpejaop U aKTUBHUS MYy
MeTaboaut (AR-C124910XX) ca npubau3uTeIHO MPOMOPLUUOHAIHH Ha o3ata 10 1 260 mg.

AOcopouus
AGcopO1HsaTa Ha THKArpenop ¢ 0bp3a, ¢ MEMAHA Ha tmax TPUOTU3UTETHO 1,5 Yaca. [IpeBphinaneTo Ha

TUKarpesop B OCHOBHUS IUPKyJupar Metadonutr AR-C124910XX (chio akTHBEH) € OBp30, ¢
MeMaHa Ha tmax TPUOIM3UTENHO 2,5 yaca. Ciien nepopaiHo NpUIOKEHHE Ha eAMHUYHA 1032
tukarpenop 90 mg Ha r1agHo NpH 30paBu JTUNA, Cmax € 529 ng/ml u AUC e 3 451 ng*h/ml.
CroTHOmEHUsATa MeTa00IHT/OCHOBHO BemecTBO ca 0,28 3a Cpax 11 0,42 32 AUC. dapmakoKkuHeTHKATa
Ha tukarpenop 1 AR-C124910XX npu nauuentu ¢ anamuesa 3a MU oOMkHOBEHO € moio0Ha Ha Ta3u
B nomynanusata ¢ OKC. Bb3 ocHOBa Ha eiMH MOMyTalMoOHEeH (papMaKOKHHETHYECH aHATU3 Ha
npoyusanero PEGASUS meananara Ha Ciax Ha THKarpesnop € 391 ng/ml u AUC e 3 801 ng*h/ml B
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CTaLlMOHAPHO ChCTOsHMUE 3a THKarpenop 60 mg. 3a tukarpenop 90 mg Cmax € 627 ng/ml u AUC e
6 255 ng*h/ml B cTaniMoOHapHO CHCTOSIHUE.

Cpennara abcomoTHa OMOHATMYHOCT HA TUKarpesop e nzumciena Ha 36 %. [lpuemsT Ha OoraTta Ha
Ma3HMHU XpaHa BoAM 1o nosumasase ¢ 21 % na AUC Ha THKarpenop u 1o MoHwkaBaHe ¢ 22 % Ha
Crmax Ha aKTHBHHUSI My METaOO0JIUT, HO HE MOBJHSIBA IO HUKaKbB HAuWH Crax Ha THKarpenop miu AUC
Ha aKTUBHUS My MeTaboiuT. CMATa ce, e Te3U MaJIKU MPOMEHHU ca ¢ MUHUMAJIHO KIMHUYHO
3HA4YEHHE; [IOpaau TOBa TUKATrpeIop MOXe J1a ce IpueMa cbe 1K 0e3 xpaHa. Tukarpenop u
aKTHBHUAT My MeTa0oJHT ca cyOcTparu Ha P-gp.

Tuxarpenaop BbB BHI Ha CTPUTH TaOJIETKH, CMECEHH C BOJA, IPUJIaraH IepopaiHO HIIH Ype3 Ha30-
racTpajHa COHJIa B CTOMaxa, UMa CpaBHUMa OMOHATMYHOCT C LETUTE TaOJICTKH 10 OTHOLICHHUE Ha
AUC 1 Cpax Ha THKarpesop u aktuBHus Metabonut. Havannara exciozunus (0,5 u 1 yac cnen
MPUIOKEHHUE) OT CTPUTUTE TaONETKU THKArpesiop, CMECEHH € BOJIa, € II0-BUCOKA B CPABHEHUE C
LenuTe TabJIeTKH, ¢ KaTo 110 UASHTHYCH Npoduil Ha KOHIEHTpaus cie Tosa (2 1o 48 vaca).

Pasnpenenenue
B crammonapHo cecTosiHEE 00EMBT Ha pasmpenenenre Ha Tukarpeiop e 87,5 1. Tukarpenop u

AKTUBHUAT My MeTa6OJ'H/IT CC CB’Lp3BaT C YOBCIIKUTC IIJIa3MCHHU HpOTCI/IHI/I BBHB BUCOKA CTCIICH
(> 99,0 %).

Buotpanchopmanus

CYP3A4 e OCHOBHHAT €H3UM, OTTOBOPEH 32 METaOOIU3UPAHETO HA TUKArpesiop U 00pa3yBaHETO Ha
aKTHBHHUS My METabO0JIUT, KaTO TEXHUTE B3auMoieiicTBus ¢ Apyru cyoctparu Ha CYP3A Bapupat ot
aKTHBHpPAHE 10 HHXUOUPAaHE.

OcHoBHuAT MeTabonuT Ha TUKarpenop ¢ AR-C124910XX, koiTo ChIIO € aKTUBEH — KOETO CE OLICHBA
4pes in vitro cebp3Bane ¢ TpomOoruTHUS P2Y 12 A1 peuentop. CucreMHata eKCIo3uIus Ha
akTuBHUS MeTabonuT e mpuoimsutenHo 30-40 % oT Ta3u Ha TUKArpenop.

Eaumunupane
OCHOBHUST BT 3a SNIMMUHUPAHE Ha TUKArpeop € upe3 4epHoApoOHa Tpanchopmarus. [Ipu

MpWJIaraHe Ha paAHoakTUBHO MapKHpaH THUKAarpeaop CpeAHOTO Bb3CTAaHOBSBAHE HA PaAHOaKTUBHOCTTA
e npubnmzutenHo 84 % (57,8 % BbB deneca, 26,5 % B ypunata). KonndectBoTo Ha TUKarpenop u
aKTHBHHUS My METabO0JIUT, KOUTO C€ OTKpUBAT B ypHHaTa, ca mox 1 % ot npuetara 1o3a. BeposarHo
OCHOBHUST ITBT HAa EIMMUHHUPAHE HA aKTUBHUS META0OJIUT € Upe3 eKCKpeuus B Krbukara. CpeqHusT
t12 Ha TUKarpesiaop € NpuONM3KUTeNHO 7 Yaca, a Ha akTHBHUSA My MeTabonuT — 8,5 Jaca.

CHCI_II/IaJ'IHI/I nonyJjanun

Cmapuecka 8v3pacm

[To-BrcoKM ekcro3unuy Ha TUKarpenop (mpuomm3utenHo 25 % u 32 Cax, ¥ 32 AUC) 1 Ha aKTUBHHSA
My metabonut nipu nanuentu ¢ OKC B crapuecka Bb3pacT (> 75 ronuHu) B CpaBHEHHUE C ITO-MJIaIN
TIAIUEHTH ca HAaOJII0IaBaHU MU MOMYIAIMOHHUS (apMaKOKWHETHUYEH aHanu3. Te3n pa3iuKy He ce
CMSTAT 32 KIIMHUYHO 3HAYMUMHU (BXK. TOUKa 4.2).

Tleduampuuna nonviayus
Tukarpesnop He € OLEHsBaH B IeAUaTpUYHATA Moy nanus (Bx. Touku 4.2 u 5.1).

Ton
B cpaBHeHHe ¢ MBKe, IIpY KeHH ca HaOII0AaBaHN MO-BUCOKH €KCIIO3UITUN HAa THKATPENIop U Ha
AKTUBHUS My MeTa0onuT. Pa3nmuknTe He ce cMATaT 3a KIIMHUYHO 3HAYHMU.
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Bvbpeuno yepexcoane

B cpaBHenue ¢ xopa ¢ HopManHa ObOpedHa QyHKIMS, IPH NALMEHTH C TeXKO OBOPEYHO yBpexaaHe
(xkpeaTnHUHOB KIMPBHC < 30 ml/min) eKCHO3UIMATA HA TUKATPENIOp € MO-HUCKA C MPUOIN3UTETHO
20 %, a ekcro3uIusATa Ha aKTUBHUS META0OJIHT € TI0-BUCOKA MIPUOIU3UTENHO ¢he 17 % .

[Ipu naumenTy ¢ TepMUHajeH cTaguii Ha 0p0peuHo 3abonsBane Ha xemoauanu3a AUC u Chax Ha
tukarpenop 90 mg npuiaras B AeH 0e3 auanuza ca ¢ 38% u 51% mo-BUCOKM B CpaBHEHHUE C XOpa C
HOopMaitHa Ob0OpeuHa pyuknus. [1ogo0HO MOBHIIIEHHE B EKCITO3UIIMATA CE HA0III01aBa, KOTaTo
TUKarpesiop ce mpuijiara HermocpeACTBEHO Npean auanusata (CboTBeTHO 49% u 61%), KoeTo mokassa,
4e THKarpesiop He ce nuanu3upa. Ekcro3ununsaTa Ha akTHBHUSI METa0OJIMT CE IOBUIIIABA B IO-MaJIKa
crened (AUC 13-14% u Cax 17-36%). EdexrpT Ha nEXHOMpaHe Ha TPOMOOLMTHATA arperamus
(UTA) e He3aBUCHM OT AMANK3aTa IPHU NALUEHTH C TEPMUHAJICH CTaauil Ha ObOpeyHO 3a00IIsABaHe U €
noJo0eH npu xopa ¢ HopManHa ObOpeuHa GyHKuus (BXK. Touka 4.2).

YepnoopobHo vepeocdane

B cpaBHenue cbe 3apaBu JOOPOBOIIIH, IPU MALMEHTH C JIEKO YepHOAPOOHO yBpexkaaHe Cnax 1 AUC
Ha TUKarpesop ca Mo-BUCOKH ChOTBETHO ¢ 12 % u 23 %, obaue UTA edexTbT Ha TUKArpesop e
nofobOeH B aABeTe rpynu. He e Heo0X0quMo KOpUrHpaHe Ha 103aTa NPH MALUEHTH C JIEKO
4epHOAPOOHO yBpexaaHe. HsaMa npoyuBaHus ¢ TUKAarpesop MpH NalUeHTH C TEeXKO YePHOIPOOHO
YBpEXIaHE U TUICBa (papMaKOKMHETHYHA HHPOPMALHS IIPU MALUEHTH C yMEPEHO YePHOAPOOHO
yBpexnade. [Ipu nanmeHTy ¢ yMepeHo Wik TEKKO MOBHUILICHUE HAa €AWH MU [TOBEYE YEPHOAPOOHU
(YHKLIMOHAIHY MOKa3aTeIN Ha U3XOJHO HHUBO, INIA3MEHNUTE KOHIIEHTPALIMH Ha TUKArpenop ca
OOMKHOBEHO MO00HH MM MAJIKO IT0-BUCOKH B CPABHEHHUE C ALMEHTHUTE 03 U3XOAHO MOBHILICHHUE.
He ce npenoppuBa kopurupane Ha J03aTa Py NaLMEHTH C YMEPEHO YepHOAPOOHO YBpeKaAaHe (BXK.
Touku 4.2 u 4.4).

Emuuuecka npunaoaesxcnocm

B cpaBHEeHME ¢ mallMEHTUTE OT EBPONIEUAHATA paca, MAUEHTUTE OT a3UATCKU MPOU3XOJ UMaT
no-Bucoka ¢ 39 % cpenHa OMOHATMYHOCT. B cpaBHeHME ¢ MAalMEHTHUTE OT EBpPOIEHIHATA paca, IPH
CaMOOTIPEACIIIIUTE Ce KATO YEPHOKOKH MAIMEHTH, OMOHATMYHOCTTA Ha TUKArPEJIOp € MO-HUCKA C

18 %. B ximnuko-papmakosorndau npoyusanusi ekcrno3uuuiTa (Cmax 1 AUC) Ha THKarpeiaop npu
SITIOHITH € TT0-BUcoka ¢ mpuommutenHo 40 % (20 % cien KOpeKIus CrpsMo TEIECHOTO TETI0),
OTKOJIKOTO NIPH X0pa OT eBpoNnenHaTa paca. Excro3unusara npu NanueHTH, KOUTO CE CaMOONPENEIAT
KaTo UCIIaHO WJIM JIATHHO THII, € MOJ00HAa Ha Ta3W MPH NAllMEHTHTE OT eBPOIeHIHATa paca.

5.3 IlpenkJMHUYHM JAHHHU 32 0€30IACHOCT

HpCI[KJII/IHI/I‘lHI/ITe JaHHU 34 TUKArpejaop U OCHOBHHUA MY MeTa0OJIUT HEe IMOKa3BaT HCIIPUCMIIUB PUCK 3a
Pa3BUTUC HA HCKCIIAHU PCAKIUU IIPHU XOpa Ha 0asaTa Ha KOHBCHIIMOHAJTHUTC (l)apMaKOJ'IOFI/I‘IHI/I
HU3INHUTBAHHUA 3a 6630HaCHOCT, TOKCUYHOCT IIpU €AHOKPATHO U MHOT'OKPATHO IIpUJIarane u
TCHOTOKCHYCH MMOTCHIIUAII.

[Ipu HAKOIKO KUBOTUHCKY BUA € HAOIIOAaBaHO CTOMAIIIHO-YPEBHO IPa3HEHEe IPU KIMHIUYHO
3HAYMMH HHBa Ha €KCIIO3UIUS (BXK. TOUKa 4.8).

HpI/I JKCHCKU IIIIBXOBC, TUKAIPCIJIOP BbB BUCOKHU OO3U ACMOHCTpPHUPA IMOBHUIIICHA YCCTOTAa HA TYMOPHU Ha
MaTKarta (a,Z[GHOKapLII/IHOMI/I) 1 MMOBUIIICHA YCCTOTA HAa aICHOM Ha YCPpHUA ,I[p06. MexaHU3MBT 3a IosSIBa
Ha TYMOpPHU Ha MaTKaTa BEPOATHO € XOPMOHAJICH ;[Hc6anch, KOHTO MOXKeE Ja JO0BCAC OO0 I10sBa Ha
TYMOPH IIpHA INTBXOBC. MexaHu3MBT 3a OSBa Ha I‘IG}C)HO}:[pO6HI/I aJICHOMU BCPOATHO € CHGI_[I/Iq)I/I‘IHa 3a
IrprU3avuTe CH3MMHA UHAYKIUA B UCPHUA ,I[p06. Hopazm TOBa CC CUUTA, YC € MAJIKO BCPOATHO
KapIIUHOICHHUTC HAaXOJAKH Ja UMAT 3HAUYCHUC 3a XOparta.

[Ipu murbxoBe, ca HaOMIOJaBaHW MUHUMAITHU aHOMAJIMU HA Pa3BUTHETO NPH 1034, TOKCUYHA 32
Malikara (rpaHuria Ha 6e3omacHoct 5.1). [Ipu 3aiiim ce HabOrOMaBa JIeKo 3a0aBsiHE HA YEPHOPOOHOTO
CBH3psIBAHE U CKEJIETHOTO Pa3BUTHE Ha eTycuTe MpH MalKu Ha BUCOKa Jj03a 0e3 Aa ce HabronaBa
TOKCHYHOCT 3a Malikata (rpaHuna Ha Oe3omnacHocT 4.5).
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Hpoy‘lBaHI/IH IIpU IUTBXOBC U 3aﬁun IMOKa3BaT pCuPOAYKTHUBHA TOKCHUYHOCT C JICKO [TIOHMKAaBAaHC Ha
HaAAaBaHCTO Ha TCIJIO MPpU MaiikaTa ¥ HamajcHa HeOHATAIHA KU3HECIIOCOOHOCT U TETrJI0 npu
PaXAaHETO, CbC 3a0aBsHE HA pacTexa. TI/IKanCJ'IOp BOAW OO HEPCAOBCH UKD (OCHOBHO YABIDKCH
I_II/IK’BJ'I) IIpH JKCHCKU INTBbXOBEC, HO HC MOBJIMABA 06H_II/I$[ (l)epTI/IJ'II/ITeT OpU MBKKHU U KCHCKHU IIBXOBC.
(I)apMaKOKI/IHeTI/I‘IHI/I Npoy4BaHUA C PAAUOAKTUBHO MApKUPAH TUKArpeJop MokKa3BaT, Y€ OCHOBHOTO
BCIICCTBO M HCTOBUTC MEeTa0OJIUTHU Ce CKCKPCTUPAT B MJIAKOTO IIPH IIJIBXOBE (B)K. TOYKa 46)

6. OAPMAINIEBTNYHHU JAHHU
6.1 CnuceK HAa NIOMOIIHHUTE BelIeCTBa

Anpo Ha Tabnerkara

Manwron (E421)

Kanuues xuaporengocdat tuxuapat
Marnesues creapat (E470b)
HatpueB Humecren rimukonat Tun A
Xunpoxcunponwmiienynosa (E463)

TabneTHa 0OBHBKA

TuranoB muokcun (E171)
XKenesen oxcun, yepen (E172)
YKenesen oxcu, yepseH (E172)
Maxporoxn 400

Xurpomenosza (E464)

6.2 HecnBMecTHMOCTH
Henpunoxumo
6.3 Cpoxk Ha rogHoct
3 roguHU
6.4 CrnenuajaHu ycJI0BHS Ha CbXpPaHeHHUe
To3u nexkapcTBEH MPOAYKT HE U3UCKBA CIIELUATHH yCIOBUS 3a ChbXPaHCHHUE.
6.5 Buau cbabpkaHue HA ONTAKOBKAaTA
e PVC-PVDC/AI mpo3paunu 6auctepu (CbC CUMBOIM CiIbHIE/TyHa) OT 10 TabaeTku; KapTOHeH!
omakoBku 0T 60 TabneTku (6 Omvctepa) u 180 Tabnerku (18 6mucrepa).
e PVC-PVDC/AI mpo3pauynu kaneHaapHu OJaucTepy (CbC CUMBOJIN CI'BHLIE/ITyHA) OT
14 TabneTku; KapTOHEHU onakoBku OT 14 Tabnerku (1 6muctep), 56 Tabnerku (4 Gnuctepa) u
168 tabmetku (12 Gnucrepa).
He Bcruky BuoBe OmakoBKH Morat Aa ObAaT IMyCHATH B Ipojaaxoa.
6.6 CrnenuajaHu NpeaNa3’Hu MEPKH NMPH U3XBbPJIsIHE
Hewusnomn3BanusT JeKapcTBEH NPOIYKT WM OTHaJbYHUTE MaTepUad OT HETO TPSIOBa J1a c€ U3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE M3UCKBAHUSL

7. HNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB
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SE-151 85 Sodertilje

IBsernns

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/10/655/007-0011

9. JATA HA ITbPBO PASBPEIIIABAHE/ITIOJHOBABAHE HA PASPEHHIEHUETO 3A
YIIOTPEBA

Jara Ha mepBoO paspemasane: 03 gexemspu 2010 1.

Jara Ha mocinenno nmogHoBsiBane: 17 roau 2015 1.

10. JATA HA AKTYAJIMUBUPAHE HA TEKCTA

[NompobHa nHbopMaIus 3a TO3M JIEKApCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcalita Ha EBponeiickara
areHIus 10 JIeKapcTBaTa http://www.ema.europa.eu
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1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Brilique 90 mg ¢punmupanu TabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika punmupana tabierka ceabpka 90 mg Tukarpenop (ticagrelor).
Brilique cpappxa mo-manko ot 1 mmol Hatpwii (23 mg) Ha 1034, T.€. MPAKTUIECKU HE ChIbPKa
HaTpuH.

3a IIBJIHKUS CIIUCHK Ha INOMOIIHHUTE BEIICCTBA BUXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana Tabnerka (TabieTka)

Kpbram, 1BoifHOM3IIBKHAIH, XBJITH TaOIETKH, MapKUpaHu ¢ ,,90” Han ,,T” ot egnara crpana u 6e3
MapKHUpOBKa OT JIpyraTa.

4. KJIMHNUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHUS

Brilique, npuoskeH eAHOBPEMEHHO € alleTHIICATMIMIIOBA KucenrHa (ASA), e mokasad 3a
npeanasBane OT aTepOTPOMOOTHYHH MHIUACHTH IIPHU BB3PACTHU HALUEHTH C
- ocTbp KopoHapeH curapom (OKC) umun
- aHaMHe3a 3a MuokapaeH uHpapkt (M) u BUCOK PHCK OT pa3BUTHE HA aTEPOTPOMOOTHYHO
croOuTHe (Bx. Toukn 4.2 u 5.1).

4.2 Jlo3upoBKA M HAYMH HA NPHJIOKEHHE

EOL’J/IQOBK&

[TanmenTure, mpuemary Brilique, TpsiOBa cbIo Taka Aa NpueMaT HUCKA MOATBPIKAIIA 1032 OT
75-150 mg ASA nHEBHO, OCBEH aKO TOBA € H3PUYHO MPOTHUBOIOKA3aHO.

Ocmpu KopoHapHu cuHopoMu

Jleuenueto c Brilique Tpsi6Ba 1a 3amouBa ¢ enHOKpaTHa HaToBapBaila 103a ot 180 mg (1Be TabneTKu
ot 90 mg), cren KOeTo ce mpoAbIKaBa ¢ 103a 90 mg nBa mbTH AHEBHO. [IpenopruBa ce ne4eHueTo ¢
Brilique 90 mg nBa mpTH AHEBHO aa poabku 12 mecena npu namuenTy ¢ OKC, ocBeH ako HiIMa
KJIMHAYHY TIOKa3aHUs 3a MPEKbCBaHe Ha mpuema (BX. Touka 5.1).

Anamnesza 3a muokapoern undapkm

Brilique 60 mg nBa mbTH AHEBHO € MPENOPBUYUTENHATA 1032, KOTaTO € HEO0OXO0AUMO YIBIKEHO
JIeYeHNE Ha MAlMEHTH ¢ aHaMHe3a 32 MU oT moHe efHa roJuHa 1 BUCOK PUCK OT aTepPOTPOMOOTHIHO
cpoutne (Bx. Touka 5.1). Jleduenuero moxe a Obe 3amoyHaTo 0e3 IpeKbecBaHe, KaTo MPOIbJKaBalla
Tepanus Cle Ha4aIHOTO JIeueHHe oT enHa roguna c Brilique 90 mg nim Tepanus ¢ apyr aJeHO3UH
mudocdar (ALAP) peuenropen naxudurop npu nauenti ¢ OKC u BUCOK puck ot
aTepoTpoMOOTHYHO chOuTHE. JleueHnero Moxe 1a Ob/Ie 3aMo4HaTO ChIIO U A0 2 roguau o MU nnu
70 elHa TOAMHA cJie]l CIMpaHe Ha npeaniecTBamoTo gedenue ¢ AJld-penenroped nuxuburop. Mma
OTpaHUYCHH JaHHH 32 €PUKACHOCTTA U 0€30MaCHOCTTA Ha YBIKEHO JICUEHUE C TUKArpeaop Haj

3 roauHH.
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AKko e HeoOxoaMMa CMsIHa Ha Tepanusira, bpBaTa go3a Brilique Tpsa6Ba na Obae npunoxkena 24 yaca
Clle/ TIoCIeHAaTa 103a Ha IPYroTo aHTUTPOMOOTHYHO JICKapCTBO.

Iponychama 0oza

Caimo Taka TpsiOBa J1a ce U30ArBa MpoIycKkaHeTo Ha TabneTka. [lamuent, KOWTO € mpomycHal aa
npueme no3ara cu Brilique, TpsOBa na mpueme camo enHa TabieTKa (cieaBaliara cu 103a) B yaca, B
KOITO 00HYaiiHO 5 mpreMa.

Cneyuanuu nonyiayuu
Cmapuecka év3pacm
[Ipu manueHTH B cCTapyecka Bb3pacT HE Ce Hajara KOpeKIus Ha qo3ara (Bxk. Touka 5.2).

bvopeuno yepescoane
[Ipu maumenTn ¢ 6pOpedHO yBpEKIaHE HE € He00X0AMMa KOPEKLUs Ha 103aTa (BXK. Touka 5.2).

Yeprodpobro yepedcoane

Tuxarpenop He € Ipoy4BaH NPH MALMEHTH C TEXKO YEPHOIPOOHO yBpeKIaHEe U MOPaar TOBa,
ynoTtpebata My OT Te3H NMAIMEHTH € MPOTHBOIOKa3aHa (BX. Touka 4.3). Mma camo orpannueHa
nHpOpMaLKs IPH NALKUEHTH C YMEPEHO YepHOAPOOHO yBpexkaaHe. Kopurupane Ha no3ara He ce
MPenopbyBa, HO TUKArpesIop TPsOBa Aa ce U3M03Ba C MOBUIICHO BHUMAaHUE (BXK. TOUkd 4.4 1 5.2).
[Ipu maumenTy ¢ JeKo 4epHOIPOOHO yBpeXKJaHe He € He00X0ArMa KOpeKLus Ha 103aTa (BX.
Touka 5.2).

THeouampuuna nonynayus
BezomacHocTTa M e(hrkacHOCTTa Ha THKArpenop Npu Jela Ha Bb3pacT noA 18 roaunu He e
ycraHoBeHa. Hsima Hanmu4Hu JaHHU.

Hauun Ha OpuiokeHue

3a mepopaitHO MPHUIIOKEHHE.

Brilique moxe na ce npuema cbC nim 6e3 XxpaHa.

[Ipu marueHTHTE, KOUTO HE MOTAT Ja MPerIbIIaT sa(uenn) Tadnerka(u), TaOIEeTKUTE MOTaT Aa
ObaaT cTpuTH Ha (PUH Tpax, ja ce CMECST ¢ TIOJIOBHH Yallla BOJa ¥ J]a ce U3IMUAT BexHara. Yarmrara
TpsOBa J1a ce U3IUIaKHE C OIlle TIOJIOBHH Yallla BOa U ChIIBPKUMOTO Ja ce usnme. CMecta MoXKe Jia ce
MpuJiara ChIo u Ype3 Hazo-ractpanHa conaa (CHS umu mo-ronsima). BaxxHo € Ha3o0-racTpaiHara
COHJIa JIa C€ MTPOMUE C BOJIA CJIe]| MPUIIOKEHUETO Ha CMECTa.

4.3 IIporuBomokaszanus

e  CBpPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEILLIECTBO WM KbM HSAKOE OT IIOMOLIHUTE BEIIECTBA,
n30poeHu B Touka 6.1 (Bxk. Touka 4.8).

AKTUBHO IIaTOJIOTHYHO KbPBEHE.

AHaMmHe3a 32 HHTpaKpaHUalHa XeMoparus (Bx. Touka 4.8).

Texko uepHOaAPOOHO yBpekaane (Bx. ToUkH 4.2, 4.4 u 5.2).

CBHBMECTHOTO NPUIIOKEHHE Ha TUKArpeaop ¢ MoiuHu naxuouropu Ha CYP3A4 (namp.
KETOKOHA30J1, KIIapUTPOMHLINH, He(a30J0H, PUTOHABUD U aTa3aHaBUP), Thil KATO MOXKeE Ja
JOBEZIE A0 3HAYUTEIHO [TOBUIICHUE HA €KCIIO3UIIMATA HA THKArpesop (BX. Touka 4.5).

4.4 ChnenuanaHu npeaynpesxaeHust U NpeANa3sHl MEePKH IPH ynoTpeda

Puck ot kbpBEHE

[IpunokeHNeTo Ha TUKArpeop Mpy HalueHTH C U3BECTECH MOBHUILIEH PUCK OT KbpBEHE TpsiOBa 11a ce

MPELEHH CIPSMO T0I3aTa 10 OTHOILIEHHUE Ha MPEa3BaHeTO OT aTepOTPOMOOTHYHN HHLIMACHTH (BXK.

Toukd 4.8 1 5.1). AKO € KIMHUYHO MOKa3aH, THKarpeiop TpsAOBa Aa ce mpuiara ¢ IMOBUILECHO

BHUMAaHHE NPH CIECAHNUTE TPYIH MALUEHTH:

e [lanueHTUTE ChC CKIIOHHOCT KbM KBPBEHE (HAIp. HOpaay CKOPOILIHA TpaBMa, OTepaLus,

HapyLIEeHHS B KPbBOCHCUPBAHETO, AKTUBEH MJIM CKOPOLIEH CTOMAIIHO-YPEBEH KPbBOU3IHUB).
[IpunoxeHneTo Ha TUKArpenop € MPOTHUBOIIOKA3aHO MPH MAalMEHTH ¢ aKTUBHO MAaTOJIOTHYHO
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KBbpBEHE, IIPH TaKMBa C aHAMHE3a 32 HHTPaKpaHHWAIHA XEMOPATUs U MPH MALUEHTH C TEKKO
4epHOAPOOHO yBpexaaHe (BxX. Touka 4.3).

e [JamuenTtu, npuemaly eTHOBPEMEHHO JIEKapCTBEHH NMPOIYKTH, KOUTO MOrar Jja MOBUILAT pUCKa
OT KbpBeHE (Harp. HecTeponJHH NpoTuBOBB3NaIuTesHu cpeacrsa (HCIIBC), nepopanan
AHTUKOATyJaHTH W/WiK GUOPUHOIUTHLIN) B paMKUTE Ha 24 yaca OT IpueMa Ha THKarpenop.

Tpancdyszusata Ha TpoMOOLNMTHA Maca He OOPBIIA AHTUTPOMOOTHYHHS epeKT Ha TUKArpesIop MpH
31paBu TOOPOBOJIIM U € MaJIKO BEPOSTHO Jla MMa KIIMHUYHA M0J13a [IPU HauueHTu ¢ KbpeeHe. [lonexe
€IHOBPEMEHHOTO NPUIIOKEHHE Ha THKArPEJIOp ¢ AE3MOIIPECHH HE CKBCSABAa BPEMETO Ha KbPBEHE,
BEPOSITHO JE3MONPECHH HiMa Aa Obe eprKaceH 3a OBIaAsBaHe Ha KPbBOU3IHUB (BXK. TOUKa 4.5).

AHTHQUOPUHONUTHYHOTO JIedeHHe (AMHUHOKAIIPOHOBA MM TPaHEKCAaMOBa KHCEINHA) /U
TepanusTa ¢ pekomOuHanTeH ¢akrop VIla Morar ga yckopsT kpbBochcupBaHeTo. [IpueMbT Ha
TUKarpesiop Moke J1a ce Bb30OHOBH CJIe]] KaTO MPUYMHATA 33 KbPBEHETO € OTKPUTA U TO € OBIIASHO.

Onepanuu
[Narmenture TpsiOBa Ma OBAAT NOCHBETBAHU J]a HH(DOPMHPAT JICKAPUTE U CTOMATOIIO3UTE CH, Ue

npueMat TUKarpejop, nIpean aa um 61:,[[6 Ha3Ha4YCHA HAKAKBA XUPYpPTUYHA UHTCPBCHIUA U IPCAN 1a
3allO0vHaT Aa npueMart HOB JICKAPCTBCH MPOAYKT.

[Ipu naumentute ot npoyusanero PLATO c nampasen kopoHapHo-apTepuaieH 6aiinac (CABG), mpu
TUKarpesiop ce HabJIoaBa NoBe4e KbpBEHE OTKOJIKOTO HPH KJIOMUAOTPEN, KOraTo € cipsH 1 aeH
MIpeIN ONepanys, HO CXO/IHA YECTOTa Ha 3HAYUTENIHO KbPBEHE, B CPABHEHUE C KIIOMMUIOTPET, CEN
CIMpaHe Ha JICYEHUETO 2 WK MOBeYE JHU Npeau onepanus (BxK. Touka 4.8). AKO MalMeHTHT HOAJICKU
Ha IJIAHOBA ONEPaLUsl U aHTUATPETAHTHUAT €eKT € HexelaH, TUKarpesIop TpsdBa aa ce cipe 5 1HU
Npeay XUpYpruyHaTa HHTEpBeHIHA (BXX. Touka 5.1).

IlanmenTy ¢ npeAmecTBa HCXEMUYEH UHCYIIT
[MammenTn ¢ OKC ¢ npenmiecTBal HCXeMU4eH HHCYAT MOraT Aa ObJar JIeKyBaHU C THKarpenop B
poABIDKeHNE Hall-MHOTO 10 12 Mecena (npoyuBane PLATO).

B PEGASUS nanuentu ¢ anamHuesa 3a MU ¢ npeamecTBal HCXEMUYEH HHCYIT HE ca BKIIOYBAHU.
ITopaau ToBa, pH JUIICA HA TaHHM, JEUYEHHE TOBEUE OT €1HA TOAMHA HE CE MPENOpBYUBaA IIPH TE3U
MAIUEHTH.

YepHoapoOHO yBpexiaHe

YnorpebaTa Ha THUKarpeyop € MpOTUBOINOKa3aHa MPH MAIUeHTH ¢ TEKKO YePHOIPOOHO YBPEKIaHE
(Bk. Touku 4.2 1 4.3). Fima orpaHUYeH OIUT C TUKATPENIOp MPH MAIUSHTH C YMEPEHO YEepHOAPOOHO
YBpEXIaHe, IOpaJn TOBA, IPH Te3U MAUEHTH CE MPEMophyuBa MOBUIIICHO BHUMaHUE (BXK. TOUKH 4.2
u5.2).

PuckoBu 3a pazBuTHe Ha OpagnuKapaus HAMEHTH

Xonrep EKI" MoHMTOpHpaHe MoKa3Ba MOBHILEHA YECTOTA MPEAUMHO Ha aCUMIITOMHH BEHTPUKYJIApHU
Mays3u 10 BpeMe Ha JIEUEHHE ¢ TUKArpesiop B CpaBHEHUE C Kionuaorpen. [lanuenTuTe ¢ NOBUIIEH PUCK
OT pa3BUTHE Ha OpaauKapaus (Hamp. NalUEeHTH CbC CHHAPOM Ha OOJHUS CHHYCOB Bb3el 03
neiicmeiikbp, AV-0iok 11 nnwm 111 crenen, uinm TakuBa chC CBbP3aHU ¢ OpaguKapaus CHHKOIIN) ca
W3KITIOYEHH OT OCHOBHHUTE MPOYYBAHMSA 32 OLICHKA Ha 0€30I1aCHOCTTA U €PUKACHOCTTA Ha TUKATrPesIop.
CrenoBaTenHo, MOpaan OrpaHUYECHUS KIIMHUYEH OIHT, TUKArpesiop TpsOBa J1a ce U3M0I3Ba ¢
MOBHIICHO BHUMAHUE MIPH Te3H MAMEHTH (BXK. Touka 5.1).

OcBeH ToBa, TUKarpesaop TpsOBa Ja ce mpujara ¢ HOBUIIEHO BHUMAaHUE SAHOBPEMEHHO C JIEKAPCTBEHU
MPOAYKTH, 32 KOUTO € U3BECTHO, Ye UHIyLupaT Opagukapaus. B mpoyusanero PLATO, o0aue, He ce
HaOIr0aBaT JOKA3aTEeNICTBA 32 KIIMHUYHO 3HAYMMH HEKEJIaH! PEakIMy clie]l eIHOBPEMEHHO
MPUIOKEHHUE C €IUH WIK TIOBEYE JIEKAPCTBEHH MPOIYKTH, 32 KOUTO € U3BECTHO, Y€ HHIYLUPAT
Opaaukapus (Harp. 96 % Oerta-0mokepu, 33 % OMOKepr Ha KAIIUEBUTE KaHATH TUITHA3EM U
Bepanamui, u 4 % MUrokcuH) (Bk. Touka 4.5).
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ITo Bpeme Ha xontepoBoTo noanpoyuyBane B PLATO, noBede nanueHTy ca IMainy BEHTPUKYIapHU
naysu > 3 CeKyHAM C TUKarpesop, OTKOJIKOTO ¢ KJIOMUIOTpell, 10 BpeMe Ha ocTpara (as3a Ha TeXHUS
OKC. YBenu4eHneTo Ha YCTAaHOBEHUTE C XONTEP BEHTPUKYJIAPHU NAy3H C TUKATpesop € OUIo mo-
BHCOKO IIPH MAIMEHTH ¢ XPOHUYHA ChpAedHa HeaocTarbuHocT (XCH), OTKOMKOTO B LsIOCTHATA
n3cieBaHa MOoMmyJanus 1mo BpemMe Ha octpara ¢asza Ha OKC, HO He ¥ Ha TBPBHUS MeceL] Ha JICYEHHETO
C THKarpegop Wiu B CpaBHEHHE ¢ KIONUAOrpen. B Tazu nomynanus manueHTH He € UMajlo HUKAKBH
CTPaHWYHH KIMHUYHH MOCIEICTBHSI, CBBP3aHH C TO3H JucOalaHC (BKIIOUYUTEIHO CUHKOI I
MOCTaBsSHE Ha MelCcMelKbp) (BK. Touka 5.1).

JlncniHest

JucnHes ce cho0IaBa Mpy NalUEHTUTE, JIEKyBaHU C TUKarpesop. JucnHesra oOMKHOBEHO € JieKa 10
yMepeHa 10 HHTEH3UTET U YeCTO OT3ByuYaBa 0e3 He0OX0AUMOCT OT MPEKbCBaHE Ha JeueHueTo. [Ipu
MalMEeHTUTE C ACTMa/XpOHUYHA 00CcTpyKTHBHA OenoapodHa 6onect (XObb) Moxxe f1a nMa noBUIIeH
abCOJIOTEH PUCK OT Bb3HUKBAHE Ha JTUCIIHES ¢ THKarpenop. Tukarpenop TpsOBa 1a ce U3MoI3Ba ¢
MOBUIICHO BHUMAHHUE NIPH NAlMEHTH C aHaMHe3a 3a actMa u/und XObb. Mexanu3mbT Bee olie He €
U3ACHEH. AKO ALIMEHTHT CHOOIIH 32 HOBOBB3HUKHANA, IPOABIDKUTEIHA HIIH BIIOIIEHA TUCIIHES, TOBA
TpsiOBa J1a ce M3cle/IBa ISUIOCTHO M aKO HE CE TOJIEPUPA, JIEUEHUETO C THKarpesop TpsoBa aa ce crpe.
3a pombaHUTENHA HHQOpMANKs BIKTE TOUKa 4.8.

IloBumiaBane Ha KpeaTHHUHA

HuBara Ha kpeaTHHMHA MOTaT Ja c€ MOBHUILIAT IO BpeMeE Ha JICYEHUETO ¢ THKAarpesop. MexaHu3MbT
Bce olIe He € u3sicHeH. brOpeunara GpyHKIus TpsaOBa Ja ce MpoBepsBa ChIVIACHO CTaHIapTHATA
MeaunuHcka npaktuka. [Ipu manuentu ¢ OKC ce mpenopbuBa ChILO Aa ce NpoBepH ObOpevyHaTa
(GYHKUUS eUH Mecel] ciie]] 3all0YBaHe Ha JIEYCHUETO C THUKArpenop, Kato ce 00pbIna 0co0eHO
BHUMAaHUE Ha MAaLMEHTHU > 75 TOAWHH, TALMEHTH C yMEpeHa/TexKa 0bOpeyHa HeJOCTATBUYHOCT U
TaKWBa, KOUTO MOJy4YaBaT ChII'BTCTBAILA TEPAIUS C aHTHOTeH3UH-penentopau 61okepu (APB).

VYBenuyaBaHe Ha MMKOYHATA KUCEIUHA

XunepypuKeMus: MOXKe /1a Bb3HUKHE 110 BpeMe Ha JIeueHHe ¢ TUKarpesop (Bxk. Touka 4.8). Tpsosa na
ce BHUMaBa IIPY NalMeHTH C aHAMHE3a 3a XUIEPYPUKEMUs WK ofarpo3eH aptput. Karo npeamnaszna
MSIpKa He ce HachpyaBa ynorpedara Ha TUKAarpeiop Ipy MalUeHTH ¢ ypeMuyHa HedponaTus.

TpombOorryHa TpomOormroneanyna nypraypa (TTII)

TpomOotnuna TpombonuTonennyHa mypmypa (TTII) ce cpobiaBa MHOTO psiIKO MpH yroTpeda Ha
TUKarpesop. XapakTepu3upa ce ¢ TPOMOOIUTONICHUS U MUKPOAHTHOTIATHYHA XEMOJIUTHYHA aHEMUS,
CBBbp3aHa ¢ HEBPOJIOTUYHU HAXOAKH, ObOpeuHa TucyHKIMs Win Biucoka temmeparypa. TTII e
MOTEHIHAIHO JIETATHO ChCTOSHUE, U3UCKBAILO OBP30 JIeUeHHEe, BKIIOUUTEIHO M1a3Madepesa.

IloBnusiBaHe Ha TecTOBETE 3a TPOMOOUNTHA (DYHKIUS IPH AMATHOCTUIIMPAHE HA XCTIAPUH-
naayuupana tpoMoormronenus (XUT)

[Ipu Tecra 3a xenapuH-UHAYLIMpaHa akTuBanus Ha TpomOonuTute (XUTA), n3nonspan 3a
muarsoctuiupade Ha XUT, antu-tpombonuTen akrop 4/xenapuH aHTUTENIATa B cepyMa Ha
MalyueHTa aKTUBUPAT TPOMOOLMTHTE Ha 3APaBH JOHOPH B IPUCHCTBUETO HA XETIAPHH.

danmuBo orpunaTenHu pesynrtaru 3a XUT mpu tect 3a TpomOonuTHA QyHKIMA (KOSTO BKIIOYBA, HO
MOJKe Jia He ce orpaHnyasa 110 TecT 3a XU TA) ce cho0ImaBaT mpy NauyueHTH, IpUeMaIy THKarpeop.
Tosa e cBbp3ano ¢ nuxuOupane Ha P2Y j2-penentopa BbpXy TPOMOOLMTHTE HA 3APABUTE JOHOPH OT
TUKarpesyop B cepyMa/iuiazMaTa Ha ManeHTa npu tecta. MHpopMarus 3a CbIbTCTBAILA TEPAITHUS C
TUKArpesop ce U3UCKBa, KOraTo ce pa3yuTaT TECTOBETE 3a TPOMOOIUTHATA (HYHKLUS MIPH
nuarnoctunupane na XUT.

[Ipu nanuenTtH, kourto ca pa3swin XUT, cbOTHOIEHHETO MOI3a-PUCK OT NPOABIKUTETHO JICUEHHE C
TUKarpenop Tpsa0Ba Jia ce OLeHH, KaTo ce B3eMaT NpeABH 1 npoTpoMOoTnuHus cratyc Ha XUT u
MTOBHILIEHUS PUCK OT KbPBEHE IIPH CHIIBTCTBAIIA TEPAIUS C aHTUKOATYJIAHT U THKarpesop.
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[pyru

Ha 6a3a na nabmonasanata B PLATO Bpb3ka Mex1y nogabpxamara g03a ASA 1 OTHOCUTENTHATA
e(pUKacCHOCT Ha THUKArpeJIop B CPAaBHEHHE C KJIOMUAOTPEN, HE C€ IMPENopbhUBa €IHOBPEMEHHOTO
MPUIOKEHHE HA TUKArpesiop U BUCOKa moaabpikaia go3a ASA (> 300 mg) (Bx. Touka 5.1).

Panno OpCYCTAHOBABAHC

Pannoro CIIMPAHC HA KOATO U J1a € aHTHArpCraHTHa TCPAIln, BKIIFOYUTCIIHO U C Brilique, MOXKE Oa
JAOBCAC N0 MOBUIIABAHE HA PUCKA OT ChbpJACYHO-CHA0BA (CC) CMBPT, MU unu HUHCYJIT BCJICACTBUC HA
IOJJICKAIIOTO 3a00JIIBaHE HA manucHTa. CJ'IG,Z[OBaTeJ'IHO, TpH6Ba Ja ce H30rBa MMpEeKACBPEMCHHO
CIIUPAHC HA TCpaIuATa.

4.5 BzamMmopeiicTBHe ¢ IPYId JIeKAPCTBEHN NPOAYKTH U APYrd (popMH HA B3auMojelicTBHe
Tuxarpesnop e npenu Bcuuko cyoctpar Ha CYP3A4 u cnab unxuburop Ha CYP3A4. Tukarpenop e
cblI0 cyocTpat Ha P-rimkonporenna (P-gp) u cnab naxuburop Ha P-gp 1 Moke fa moBHIIH

eKCOo3uLMsITa Ha cyOcTpaTu Ha P-gp.

Ed)CKTPI Ha JCKAPCTBCHU U APYI'HY NPOAYKTH BEPXY THUKAIrpCIop

Huxubumopu na CYP3A44

o Mowmnu unxubumopu Ha CYP3 44 — eTHOBPEMEHHOTO MPHUIIOKEHUE HAa KETOKOHA30JI €
THKarpesop Boau Ao nosumasade Ha Cmax 1 AUC Ha THKarpesnop, CbOTBETHO 2,4 IIBTH U
7,3 nbTH. Cmax 1 AUC Ha aKTUBHHS META0OIUT CE MOHMXKABAT, CHOTBETHO ¢ 89 % u 56 %.
Ouaxksa ce u npyru MowHu naxuouropu Ha CYP3A4 (knaputpoMuniyg, Hea3o0m0H,
PHUTOHABUD W aTa3aHaBHP) Aa UMAT CXOTHH €(EeKTH, U MOPAAX Ta3u NPUUKHA, CHITBTCTBAIIOTO
npuioxenue Ha MOIHN CYP3 A4 nHXuOUTOPH € THKAarpesop € MPOTHBOIOKA3HO (BX.

Touka 4.3).

o Vmepenu unxubumopu na CYP3A4 — eqHOBPEMEHHOTO MPUIOKEHUE Ha JUITHA3EM C
TUKarpenop noBumaba Cuax Ha THKarpenop ¢ 69 %, a AUC — no 2,7 nbTi 1 noHnkaBa Cmax HA
aktuBHUS MeTabomut ¢ 38 %, mokaro AUC ocrtaBa HermpoMeHeHa. Tukarpenop He oka3Ba
BIIUSIHUE BBPXY IJIa3MeHaTa KOHIIEHTpanus Ha aniTHa3eM. OJakBa ce ApYyTruTe yMEPEHU
naxubutopu Ha CYP3 A4 (Hanp. amnpeHaBup, anpenuTaiT, epUTPOMHULIMH U (DIYKOHA30I) 1a
uMar cxoJieH e(eKT U ChLIO /1a MOTaT Jla ce MpUJIaraT €JHOBPEMEHHO C THKArpeJiop.

. HabnronaBana e 2 mbTH yBelMUEHA EKCIO3ULUS HA TUKArpesiop ciell KOHCYMalHs Ha TOJIeMHU
KOJIN4ECTBa oK OT rpeinpyT gueBHO (3x200 ml). Ta3u cTeneH Ha MOBUILIEHA EKCIIO3ULUS HE
ce oyakBa J1a Ob/ie KIIMHUYHO 3HAYMMa 32 TIOBEYETO MallUeHTH.

Huoykmopu na CYP3A

EnHoBpeMEeHHOTO MpUiIOKeHHE Ha pU(aMINIKH U THKarpeaop BoAu 10 NoHmkaBaHe Ha Cuax 1 AUC
Ha TUKarpenaop cboTBETHO ¢bC 73 % 1 86 %. Crnax Ha akTUBHUS MeTabonuT He ce npomenst, a AUC ce
MOHMXaBa ChOTBETHO ¢ 46 %. Ouaksa ce apyrure uHAykTopu Ha CYP3A (Hamp. ¢penurounH,
kapOamaszenuH 1 peHob6apOuTai) ChUIO Aa MOHMKABAT EKCIO3UIUATA Ha THKArpenop.
EnHOBpEMEHHOTO NPUIIOKEHHE HA TUKArpeaop ¢ MOIHU HHAYKTOpH Ha CYP3 A Moske 1a MOHHXKHU
EKCTIO3UIHATA U e(PUKACHOCTTA Ha TUKATrPeJIop, U MOpaax Ta3u NPUYKMHA HE Ce HachpyaBa TIXHOTO
CBIIBTCTBAIIO MIPUIOKEHHUE C TUKATPEIIOP.

Huxnocnopun (unxubumop na P-gp u CYP3A4)

EnnoBpemeHnHOTO mpriiokeHre Ha nukiocnopuH (600 mg) ¢ THKarpenop BOIU JI0 MOBUIIIABaHE HA
Cimax 1 AUC Ha TuKarpenop cboTBeTHO 2,3 mbTH U 2,8 mbTH. [Ipn HamuuueTro Ha nuxiocnopud, AUC
Ha aKTUBHHUSA META00/IHUT ce moBumana ¢ 32 %, a Cpax c€ MOHMXKaBa ¢ 15 %.
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Hsima HannvHu naHHM 32 €THOBPEMEHHATa ynoTpeba Ha TUKarpesop ¢ IpyTry akTHUBHU BEIECTBa,
KOHTO CBILO ca MOIIHU HHXUOUTOpH Ha P-gp u ymepenn nuxuburopu Ha CYP3A4 (nanp. Bepanamui,
XMHUJAMH), KOUTO CHILIO MOTaT JIa MOBHUILAT EKCIIO3ULUATA Ha TUKArpenop. AKO KOMOMHAIMATA HE
MoKe Ja 0bJie n30erHara, TAXHOTO €JHOBPEMEHHO MIPUJIOKEHUE TPAOBa ja c€ U3BBPILIBA C IOBUIICHO
BHUMAaHHE.

Hpveu

KnuanunauTe npoyusanus 3a GapMakoJIOTHYHI B3aUMOJEHCTBUS [TOKA3BaT, Y€ €AHOBPEMEHHOTO
MIPWJIOKEHUE Ha TUKArpesiop ¢ XxenapuH, eHokcanapud 1 ACK uinu ne3monpecuH He 0Ka3Bat
BB3ICHUCTBHE BBPXY (PapMaKOKHHETHKATa HA TUKATPEJIOp WM AKTUBHHUSA My META0OJIUT, WIN BBPXY
AJ1®-unaynupanata TpoOMOOLMTHA arperamus, B CpaBHEHHE C TUKATPENop, MPUI0KEH
CaMOCTOATEIHO. AKO € KIMHUYHO MOKa3aHo, JIEKAPCTBEHH MPOAYKTH, KOUTO H3MEHAT XEMOCTA3aTa,
TpsiOBa J1a ce M3MOI3BAT C MOBHUILIEHO BHUMAaHNUE B KOMOMHAIIMSA C TUKATPEJIop.

HabnronaBana e 3a0aBeHa U MOHIKEHA SKCIIO3UIMSA Ha NEpopaiHi nHXuOuTopu Ha P2Y 2,
BKJIIOUHTEITHO THKArPeIop M HEroBusl akTuBeH Metabonut npu nauueHtu ¢ OKC nexyBanu ¢ MmopduH
(35% nonmkaBaHe Ha €KCIIO3ULIUATA HA TUKArpesop). ToBa B3anMOJEHCTBIE MOXKeE J]a € CBBP3aHo C
HaMaJIeH CTOMAIIIHO-YPEBEH MOTWINTET M Jja ¢€ OTHACH 3a ApYrd onuonau. KnmHMYHOTO 3HAUEHHE €
HEHM3BECTHO, HO TAHHUTE [TOKa3BaT MOTEHIIMAN 32 HaMaJIeHa e()MKACHOCT Ha TUKArpesop npu
MAaIMEHTH C €JHOBPEMEHHO MPUJIOKEHUE Ha TUKarpenop u MmopduH. Ilpu nanuentn ¢ OKC, npu
KOMTO MOP(GHUHBT HE MOXKE Ja ObAe cupsH U Obp30TO nHXHOUpaHe Ha P2Y 1, e oT chliecTBEHO
3HA4YeHHUEe, MOXe Ja ce 00MHCIH ynoTpeda Ha mapeHTepaieH HHXHOuTop Ha P2Y .

Ed)eKTI/I Ha TUKarpcjaop BbPXY APYIH JCKAPCTBCHHU NPOAYKTH

Jlexapcmeenu npooykmu, koumo ce memaboausupam om CYP3A4

o Cumsacmamun — €qHOBPEMEHHOTO MPHUJIOKECHUE HA TUKArPEJIOpP ChC CUMBACTATHH BOJIH 110
noBumaBaHe Ha Cmax 1 AUC Ha cuMBacTaTUH ChOTBETHO ¢ 81 % u 56 %, KakTO U Ha
nosumaBaHe Ha Cpax 1 AUC Ha cmMBacTaTHHOBaTa KHCEJIMHA ChOTBETHO ¢ 64 % 1 52 %, kato B
OTACIIHH CIIy4aH ce JOCTUra 2-10 3-KpaTHO NoBHUIIaBaHe. EMHOBpEeMEHHOTO NPUIIOKEHHE Ha
TUKArpeaop U CUIMBAaCTaTUH B [103a, HaJBHIIaBama 40 mg 1HEBHO, MOXKE J1a IOBEJE O
HE)KEJIaHU PeaKkliy Ha CUMBACTaTUH U TPSAOBaA Aa ce MPELEHH CIPSMO OTCHIHATHUTE ITOJI3H.
CuMmBacTaTHH HE OKa3Ba BIHMSIHUE BbPXY IUIA3MEHUTE KOHLICHTPALUH Ha TUKArpesiop.
Tuxarpenop Moxe Ja oka3Ba cxoeH eekT BbpXy JoBacTatuH. He ce nmpenopbuBa
eIHOBpEMEHHAaTa yrnorpeda Ha THKarpeaop chC CUMBACTATHH MU JIOBACTATHH B 103U,
HajBumaBamy 40 mg.

e AmopsacmamuH — €THOBPEMEHHOTO MIPUJIOKEHUE HA aTOPBACTATHH M THKArpeiIop BOIU 1O
noBuaBaHe Ha Cnax 1 AUC Ha aTopBacTaTHHOBAaTa KMCEIMHA CHOTBETHO € 23 % 1 36 %.
Cxoano nopumasane Ha AUC 1 Crax € Ha0Ir0JaBaHO IIPH BCUUKU META0OIUTU Ha
aTopBacTaTUHOBATa KHceInHA. Te31 NOBUIIEHN CTOWHOCTH HE CE CYUTAT 3a KIMHUIHO
3HAYMMHU.

e He moxe aa ce u3kimoun nogodeH eeKT 1 BbpXy APYTH CTaTHHH, METAOOTU3UPAHH OT
CYP3A4. TTaupenture B npoyuBaHeTo PLATO, kouTo ca nosny4aBany THKarpeuop, ca
MpreMaly pa3InyHu CTaTHHU 0e3 cChboOpaKeHNe 10 OTHOIIEHHE Ha 0e301acHOCTTa Ha CTaTHHA
ipu 93 % ot koxoprata Ha PLATO, xosTO € npremana Te3H JeKapCTBEHH MPOLYKTH.

Tuxarpesnop e cnad naxudurop Ha CYP3A4. EnHOBpeMEHHOTO NPUIIOKEHUE HA TUKArpesop Cbe
cyoctpatu Ha CYP3A4 ¢ TeceH TepaneBTHUEH HHACKC (HAMP. MU3AMPU]] WIH €proasIKajJonan) He ce
MIPENOpPBHYBA, Thil KATO THKArpeIop MOXKeE J1a MOBUIIH €KCITO3UIUATA Ha TE3H JIEKaPCTBEHU MPOIYKTH.

P-gp cyvbcmpamu (gxniouumento OucoKCUut, UUKIAOCHODUH)

EnHOBpeMEHHOTO NPUIIOKEHHUE C TUKArPEIOp BOIU 10 MOBUIIABAHE HA Cnax U AUC Ha TUTOKCHH
CBOTBETHO CbC 75 % 1 28 %. CpeqHuTe Hall-HUCKW HUBA Ha JUTOKCUH ce MOBHIIABaT ¢ 0koJo 30 %
IIPY €JHOBPEMEHHO NMPWIIOKEHNE C TUKATPEIIOp, KaTo B HAKOU OTIEIIHU CIIydau ce OTYUTAT MAaKCUMYM
JIBYKpaTHU MOBUIIaBaHHA. B npruchcTBHETO Ha JUTOKCHH Ciax 1 AUC Ha THKarpeiaop U akTUBHUSA My
MeTaboIuT He ce mopnusaBar. CiegoBaTeIHoO, IPU eIHOBPEMEHHO NPHIIOKECHUE Ha THKArpesop C
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P—gp—SaBI/ICI/IMI/I JICKAPCTBCHU MPOAYKTHU C MAIIBK TCPAINICBTUYCH MHACKC KATO JUTOKCHUH, CC
npernopbrYBa NOAXOAAN] KIMHUYCH W/ UIH na60paTopeH KOHTPOJI.

Tukarpenop He OKa3Ba BIUSHHUE BbPXY KOHIICHTPALMTA HA IIUKJIOCIIOPUH B KpbBTa. EQeKTsT Ha
TUKarpenop BbpXy Apyru cyoctpatu Ha P-gp He e mpoyuBaH.

Jlexapcmeenu npooykmu, koumo ce memabdoausupam om CYP2C9

EnHoBpeMEHHOTO MPUIIOXKEHHE Ha TUKArpesop ¢ TONO0yTaMuA He BOAU 10 MPOMsIHA Ha TUIA3MEHHUTE
KOHIIEHTpAIK Ha KOWTO M Jia € OT ABaTa MPOAYKTa, KOETO MPEAIOIIAra, 4e THKArpesnop He €
naxuburop Ha CYP2C9 n e Manko BepoaTHO Aa noBnussa meguupanus ot CYP2C9 metabonusbm Ha
JIEKapCTBEHHU MPOIYKTH KaTo Bap(paprH U TOIOYTaMUI.

Hepopannu konmpayenmusu

EnHOBpeMEHHOTO MPUIOKEHUE HA TUKATPENIOP C JIEBOHOPIECTPEN U €TUHUI €CTPAANOI BOAU 1O
MTOBUINIABaHE HA EKCIIO3UIUATA KbM €THHHI eCTpaauol ¢ npubmausutenHo 20 %, HO He MOBIHIBA
(hapMakoKHHETHKATa Ha JeBoHOprecTpel. [Ipu emHOBpeMEeHHO MPUIIOKEHHE HA JIEBOHOPTECTPEN U
STHHUJI €CTPAINOI C TUKArPeJIop He Ce 0YaKBa KIIMHUYHO 3HAYUM eeKT BbpXY €(hUKACHOCTTA Ha
MEpOPaIHUSA KOHTPALIEITUB.

JlekxapcmeeHnu npodyKkmu, 3a KOUMo e U38eCmHO, Ye UHOyuupam opaouxapous

[lopanu HabmogaBaHe HA MPEIMMHO ACUMIITOMHHU BEHTPUKYJIAPHU May3H U OpaguKapAus ce U3HUCKBA
MOBHIIEHO BHUMAHHUE, KOraTO THKArpesiop ce mpujiara eIHOBPEMEHHO C JISKApCTBEHU MPOJYKTH, 32
KOHTO € U3BECTHO, Y€ MHAYLUpaT Opaanukapaus (Bx. Touka 4.4). B npoyusanero PLATO, obaue ne ce
HaOJIroaBaT JOKa3aTEeNICTBA 32 KIIMHUYHO 3HAYMMH HEKEJIaH! PEaKkIMU Clie]l eIHOBPEMEHHO
MPUIOKEHHUE C €IUH WIK TIOBEYE JIEKAPCTBEHH MPOIYKTH, 38 KOUTO € U3BECTHO, Y€ HHAYLIUPAT
Opaaukapus (Harp. 96 % Oerta-0mokepu, 33 % OMOKepr Ha KAIIUEBUTE KaHATHN TUITHA3EM U
Bepanamui, u 4 % IUTOKCHH).

Lpyea convmemeawa mepanus

B xnuHUYHUTE MpOYyYBaHUs THKArpenop e npuiarad exHoBpemeHHo ¢ ACK, naxuburopu Ha
MPOTOHHATA [TOMIIA, CTATUHH, OeTa-0JIOKepH, HHXUOUTOPH Ha aHTHOTEH3WH-KOHBEPTHPAILUS €H3UM
(ACE) u aarnorensun-11 penentopan 611okepu, HEOOXOAUMU 32 JICYCHHE Ha CHITHTCTBAIIH
3a00JIsIBaHUS 32 OIBIBI IEPUOI, a ChLIO U XEMapuH, HUICKOMOJIEKYJICH XeapiuH U HHTPAaBEHO3HU
naxubutopu Ha Gpllb/Illa 3a kpatko Bpeme (Bk. Touka 5.1). He ca HanmnuHM naHHuM 3a HAOII01aBaHU
KIMHAYHO 3HAYMMH HEKEeJIaHU B3aUMOJCHUCTBHS IIPU YIoTpeba Ha Te3HU JIEKApCTBEHH MPOIYKTH.

EnHOBpeMEHHOTO NPUIIOKEHHE HA TUKArPENIOp ¢ XENAapHH, EHOKCUIIAPUH WM JE3MOIIPECHH HAMA
eeKT BppXy aKTHUBUPAHOTO MapLHaIHO TpoMOoIiacTuHOBO Bpeme (aPTT), akTuBUpaHOTO Bpeme Ha
cbeupBane (ACT) unu n3cnenBanusaTa Ha Gaxkrop Xa. Bee mak, mopaan noTeHIUaTHATE
(hapMaKoJUHAMUYHHU B3aMMOJICHCTBUS, €THOBPEMEHHOTO NMPHUIIOKEHNE HAa THKArPENIOpP C JIEKAPCTBEHU
MPOAYKTH, 32 KOUTO € U3BECTHO, Y€ MPOMEHST XeMOcTa3aTa, TpsiOBa 1a ce N3BBPIIBA C IOBUILECHO
BHUMAaHHE.

[opanu crobmenus 3a aOHOPMHO KOXKHO KbpBeHe ¢ SSRI (Hanp. mapokceTrH, cepTpaiuH |
LUTAJIoNpaM), IpenopbuBa ce BHUManue, korato SSRI ce nmpunaraT ¢ THKarpenop, Thbil KaTo ToBa
MO’K€ /12 TOBHILHU PUCKA OT KbPBEHE.

4.6 dDepruaurter, )peMEHHOCT H KbPMEHe
KeHu ¢ eTepoieH NOTEHIMAT

Kenm ¢ ACTCPOACH MOTCHIHAJI TpH6Ba Ja U3I10J13BaT e(bCKTI/IBHI/I KOHTpPALICIITUBHU MCPKU, 34 [1d
n30eruaT 3a6peM€H$IBaHC 10 BPpEMC Ha JICUCHUC C TUKArpeaop.

Bpemennoct
Hsma mimm mma orpaHrdeHO KOJIMYECTBO JIaHHU 3a YIoTpedaTa Ha TUKArpesop Mpu OpeMeHHH KeHH.

[IpoyuBanusiTa npy >KUBOTHH MOKAa3BaT PENPOAYKTUBHA TOKCUYHOCT (BXK. TOUKa 5.3).
Tuxkarpenop He ce MpenopbyBa 10 BpeMe Ha OpEMEHHOCT.
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Kspmene
Hanmunute hapmakoquHaMHYHI/TOKCUKOIOTHYHH TAHHY TIPY )KUBOTHHU TIOKa3BaT EKCKPELUs Ha

TUKArpejaop U akTUBHUA MY METa0OJIUT B MIISIKOTO (B)K. TOYKa 53) He moxe Ja €€ U3KJIII0OYU PUCK ITIPpU
HOBOpOHCHH/K’BpMaqua. TpH6Ba Ja €€ B3CMC PCHICHUC JaJIn J1a CC CIIPC KbpPMCHETO, UJIN da CC
HperaTI/I/I[a HC CC IIpuJjiara Tepamnus ¢ TUKarpejop, Kato c€ B3EMC MPEABU/ I10JI3aTa OT KbPMCHCTO 3a
ACTCTO U MOJI3aTa OT TCpalurdATa 3a JKCHATaA.

depTunuter
Tukarpenop He Oka3Ba BIUSHUE BbPXY MBKKHA U )KEHCKUS (DePTUIUTET IPH )KUBOTHH (BK.

Touka 5.3).
4.7 EdexTu BbpXy crioco0HOCTTA 32 IopupaHe n padoTa ¢ MAIIUHA

Tukarpenop He MOBIHsIBA WM IOBIHSBA IPEHEOPEKUMO CIIOCOOHOCTTA 3a Io¢upane U padboTa ¢
MmamnHu. [lo Bpeme Ha nedeHne ¢ THKarpenop ce cho0IaBa 3amaiiBane u o0bpkBane. Ciie10BaTenHo,
MalMeHTH, KOUTO MOIy4aT Te31 CUMITOMH TpsiOBa Jla ca MpeAna3inBy J0KaTo MOopUpaT Wi paboTsT
C MAIIUHMU.

4.8 Hexenanu jJeKapcTBEHH PeaKIuH

Pesrome Ha npoduiaa Ha 0€3011aCHOCT

[IpodunbT Ha 6e30MaCHOCT HA THKArpeJiop € OIleHIBaH B JIBE TOJIEMH KIMHUYHY U3MHUTBaHUA ¢a3a 3
o otHomreHue Ha n3xona (PLATO u PEGASUS), sximouBaimu mosede oT 39 000 manueHTH (BXK.
Touka 5.1).

B PLATO naupeHTHTE Ha TUKarpeaop UMatT MO-BUCOKA YECTOTA Ha IIPEyCTaHOBSIBAHE HA TepanusaTa
Mopaay HeXeJlaHd ChbOUTHUS OTKOJIKOTO Ipu Kitonmaorpen (7,4 % copsamo 5,4 %). B PEGASUS
MAIUEHTHTE, JIEKYBaHU C THKarpeaop, MMatT MO-BUCOKA YECTOTAa Ha IPEYCTAHOBSABAaHE HA TEpAINUsATa
Mopajy HeXeJlaHd ChbOUTHUS B CpaBHEHHE C IpymnaTa Ha Tepanusi camo ¢ ASA (16,1 % 3a Tukarpesnop
60 mg c ASA crpsimo 8,5 % 3a Tepanus camo ¢ ASA). Hali-uecto cho0maBannTe HEXENaHU pPeaKun
MIPY ALMEHTHUTE, JIEKYBaHU C TUKArpesop, ca KbpBeHE U AucHHes (BX. Touka 4.4).

TabauyeH cOMChK Ha HEKEJIAHUTE PEaKINU
[IpencraBennTe Mo-A0Iy HEXETAHU PEaKUU ca WACHTUPHULIMPAHH B IPOYUBAHUATA WIH Ca CHOOIIEHU
MIPH OCT-MapKETHHIOB OMUT ¢ TuKarpenop (Tabmuua 1).

Hexxenanute peakiuu ca n3dpoenu no cucremo-opranet kinac (COK) mo MedDRA. B pamkute Ha
Bceku COK HexenaHuTe JeKapCTBEHU peaklMy ca n30poeHH o yectoTa. Kateropuure mo yectora ce
neuHUpAT IO CIIeTHATa KOHBEHIUs: MHOTO YecTH (> 1/10), wectu (> 1/100 mo < 1/10), Heuectn

(= 1/1 000 mo < 1/100), peaxu (> 1/10 000 mo < 1/1 000), muaOTO peaxu (< 1/10 000), c Hem3BeCcTHA
gyecToTa (0T HATMYHUTE JaHHU HE MOKe Jja Ob/ic HallpaBEHa OLICHKA).

Tadauua 1 — Hexkes1aHM peakuyu 1o 4ecToTa u cucreMo-opranes kiac (COK)

COK MHoro 4yecTH Yectn Heuectn C Hen3BecTHA
9ecToTa
Heonnazmu — KspBene ot Tymop®
00bpoKkayecmeenu,

3NIOKAYeCMBEeHU U
HeonpeoeneHu (8KIL.
KUCmu 1 nOJunu)

Hapywenus na Kspsene, TpomboTnuna
Kpvema u CBBP3aHO C TpOMOOLINTONICHUYIHA
aumM@Hama cucmema | HapyIICHUS Ha nypmypa”

KpbBTa’
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COK MHoro 4yecTn Yectn Heuvectn C HeusBecTHa
4ecToTa
Hapywenus na CBpBX4YYyBCTBUTEIH
UMYHHAMa cucmema OCT, BKITFOUHTEIIHO
aHruoenem”

Hapywenus na Xwunepypukemus | IMToparpa/ITogarpos

Memabonusma u €H apTpUT

Xpanenemo

THcuxuunu Oo6bpxBane

HapyuleHus

Hapywenus na 3amaiiBaHe, BrrpeuepencH

HepeHama cucmema Cunkor, KPBBOM3IINB
I'maBoGonue

Hapywenus na KpbBousnus B

ouyume OKOTO *

Hapywenus na Bepturo KpwBousnus B

YXOMO U 1aOupuHma YXOTO

Cvoosu HapyuieHus XHITOTOHUS

Pecnupamopnu, Jucnues KspBere ot

2PBLOHU U pecnypaTopHara

MeOUACmuHaIHU cucrema’

HapyuieHus

Cmomawno-upenu CromaiHo-upeBeH | PerponepuTtoneaneH

HapyuleHus KPBBOU3INB™, KPBBOM3IINB

Huapusi, ['anene,
Hucnencus, 3anex

Hapywenus na

ITonxoxHO uIHn

Kodcama u JepMajtHO
noOKoJICHama kbpBene’, O0pus,
MbKAH Copbex
Hapywenus na MyckynHO KbpBeHe"
MYCKYIHO-
cKenemHama
cucmema u
CbeOUHUMeHAma
MBKAH
Hapywenus na KspBere ot
OvOpeyume u MMUKOYHUTE
NUKOYHUME NbMUA mbTHIA"
Hapywenus na KspBere ot
8b3NPOU3EOOUMETHA penpoayKTUBHATA
ma cucmema u cucrema”
2vpdama
Uscnedsanus [ToBumen
KpEaTuHUH B
KpBbBTa
Hapansaesanus, KpbBouznus cnen
OMpPassHUsL U npoueaypa,
VCIOJCHEHUS, TpaBmarudao
B8b3HUKHAIU 8 KbpBeHe"

pe3yimam Ha
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COK MHoro 4yecTH Yectn HeuecTn C Hen3BecTHA

urmepeeryuu

4 Harp. KbpBEHE OT PaK Ha MUKOYHHS MEXyp, PaK Ha CTOMaxa, pak Ha 1e0eI0To 4epBo

6 Hamp. MOBMIIEHA TEH/IEHIINS KbM HACHHSBAHE, CIOHTAHEH XEMATOM, XEMOPATHYHA JUATe3a

® VinenTuduUIMpaHa B TOCTMAPKETUHIOB OIUT

"YecToTuTe ca noay4eHHU oT JaboparopHu HabmoaeHus (ITnkouHa kucennHa MOBHUIIEHA > FOPHATA IPAaHUIIA HA HOpMaTa
CIIPSIMO U3XO/IHO HUBO MO WM B pedepeHTHUTe rpanuiiy. KpeatnHut nosuieH > 50 % crpsmo U3XOIHO HUBO.), a HE €
MpUOIN3UTENHA YeCTOTa Ha ChOOIaBaHe Ha HEXETaHU ChOUTHSL.

' Harp. KOHIOHKTUBAJIHO, PETUHHO, BBTPEOYHO KBPBEHE

¢ Harp. eNMCTAaKCUC, XEMOIITU3a

 Hamp. KbPBEHE OT BEHIUTE, KPBBOM3IMB OT PEKTYMa, KPEBOU3IIUB OT CTOMAIITHA A3Ba

* Hamp. eKXUMO03a, KO)KE€H KPbBOU3IIUB, IIETEXUU

" Hamp. XeMapTpo3a, MyCKyJICH KPbBOU3IIUB

i Hamp. XeMaTypusi, XeMOPATUYEH [IUCTHT

“ Hamp. BarMHaJICH KPHBOU3JIMB, XEMAaTOCIIEPMHS, IIOCTMEHOIIAY3aJIeH KPhBOHM3IIHB

" Hamp. KOHTY3Hs1, TPaBMATHYEH XEMaTOM, TPaBMATHUECH KPHBOU3IIUB

Onmucanue Ha I/136DaHI/I HCXCJIaHU PCAKIINN

Kwpsene
Haxooxu c kvpsene ¢ PLATO

LsmocTHUTE pe3ynTaTy 3a yectoTaTa Ha KbpBeHe B npoyuBaHeTo PLATO ca nokasanu B Tabauna 2.

Tabanna 2 — AHaIu3 Ha 00IMTEe CHOMTHSA ¢ KbpPBeHe, n3unciaeHus no Kaplan-Meier Ha
12-tu mecen (PLATO)

Tukarpesiop Kaonugorpen
90 mg nBa N=9 186
ITbTH THEBHO p-croit
N=9 235 HOCT
0610 3nauutennu or PLATO 11,6 11,2 0,4336
darannu/xkuBoro3acrpamasanm or PLATO
5,8 5,8 0,6988

3nauntennu ot PLATO, necBbp3anu ¢ 4,5 3,8 0,0264
CABG
3nauutennu ot PLATO, necBbp3anu ¢ 3,1 2,3 0,0058
WHTEPBEHIUU
KomOunaMpanu 001110 16,1 14,6 0,0084
3HaunTenHu + HesHaunteaHu oT PLATO
HecBbp3anu ¢ uHTEpBEHIINH 5,9 4,3 < 0,000
3HAYNTEIHU + He3HaunTelHu oT PLATO 1
3raunTtenau mo TIMI 7,9 7,7 0,5669
3HaunuTeTHH + He3HauuTeJHU o TIMI 11,4 10,9 0,3272

JeduHUINN HA KATErOpUUTE KbPBEHE:

3HauyuTeTHO PATAIHO/XKHBOTO3ACTPANIABAIIO KbpBeHe: KIMHIYHO IPOsSBEHO C OHMKABaHE Ha XeMoriaoouna ¢ > 50 g/l
WM C TIpEJIMBaHe Ha > 4 caka epUTPOLMTHA Maca; Wi (aTaaHO; WM MHTPAKPAHUAIHO; WM MHTPATIEPUKAapAHO ChC Chp/eyHa
TaMIOHA/IA; WX C XUIIOBOJIEMHYEH ILOK; MIIH TEKKa XUITOTOHMUS, H3HCKBALIA IPECOPH; WIM XUPYyPrHYHA HHTECPBEHIIUL.
3HauuTeaHo Apyro: KiimHUYHO MposIBEHO ¢ MoHmKaBaHe Ha xemornobuna ¢ 30-50 g/l nnu npenuBane Ha 2-3 caka
EPUTPOLIMTHA MAca; WM 3HAYUTEIIHO MHBAJIHUAN3HUPAILLIO.

He3naunrtesHo KbpBeHe: [I31cKBa MEAMIIMHCKA HAMECA, 32 CIIPUPAHE WK JIEKYBaHE Ha KbPBEHETO.

3HauyuTeHo KbpBeHe o TIMI: KnuHuuHo mposiBeHO ¢ MOHIMKABaHe HA xeMorioouHa ¢ > 50 g/l umu ¢ nHTpaKkpaHuamHa
XeMoparus.

He3naunrtenno kppBene no TIMI: Kiunn4Ho nposiBeHO ¢ moHmkaBane Ha xemornobuna ¢ 30-50 g/1.
*p-CTOWHOCT, M34YHCIIEHa OT MOJIE] Ha IPONOPLIMOHANHUTE prckoBe Ha COX, KaTo TpynaTa Ha JICYeHHE € eIHHCTBeHATA
€KCIUIaHaTOpHA TIPOMEHIINBA

Tukarpenop u KJIOMUAPOTEN HE CE Pa3IndaBar Mo OTHOIIEHNE Ha YECTOTUTE Ha 3HAYUTEITHO
¢aranno/xxuBoro3acrpamasamo kbpeere B PLATO, 3nauntenHo kppBere oomo B PLATO,
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3HaunTenHo KbpBeHe no TIMI nnu cnabo kepeene mo TIMI (Tabnuua 2). Obaue, nosiBata Ha
KOMOWMHHMPaHO 3HAYUTEIHO+HEe3HaunTeIHO KbpBeHe B PLATO e noBeue ¢ TUKarpenop, B CpaBHEHHUE €
knonuaorpen. Manko naruenta B PLATO umar ¢atanau kpbBousnusu: 20 (0,2 %) 3a Tukarpenop u
23 (0,3 %) 3a xonuaorpen (Bxk. Touka 4.4).

Bw3pacr, mon, TenecHo Terio, paca, reorpad)CKu paiioH, ChIIbTCTBAILMN 3a00IBaHHA, ChIIBTCTBALLA
Tepanusd U aHaMHE3a, BKIIIOYUTETHO IPEAX0AEH HHCYNIT WINA TPaH3UTOPHA HCXEMHYHA aTaka, He ca
MPEIUKTOPU KaKTO 3a 0OLIOTO, TaKa M 32 HECBBP3aHOTO C MHTEPBEHIMH 3HAYUTEITHO KbPBEHE 110
PLATO. Ilo Ta3u npuunHa, HE € HACHTH(PHULIUPaHa KOHKPETHA PUCKOBA IPyTIa 3a KOWTO U Ja € MOATHII
KBPBEHE.

Cspp3ano ¢ CABG kbpBeHe:

B PLATO 42 % ot 1 584-te marmentu (12 % oT KoxopTara) ¢ HallpaBeH KOPOHAPHO-apTepraeH
6aiinac (CABG) ca noxyunnu PLATO 3nauutennodaranno/>KHBOTO3acTpallaBailo KbpBeHe 6e3
pasinKa Mexay TepaneBTHYHUTe rpynu. PaTtaaHo KepBeHe, cBbp3ano ¢ CABG, ce mosBsBa npu

6 MalMeHTH BbB BCSAKA OT TEPAlleBTUYHUTE IPYNH (BXK. Touka 4.4).

Hecebp3ano c CABG kbpBeHE 1 HECBBP3aHO C HHTEPBEHLINN KbPBEHE:

Hsma pasznuka Mexxay THKarpenop 1 KIOMUAOTPEN Mo OTHOIIEHUE Ha HecBbp3aHutTe ¢ CABG
TEXKH/>)KUBOTO3aCTpAIlIaBaIll KPbBOU3INBH 0 AeuHNIus Ha npoyuBaneTo PLATO, HO
3HaYUTENHUTE 00110, 3HaunTenHN 1o TIMI u 3HaunTenHU+He3HaunTenHu mo TIMI kpbrBOM3TUBH, 11O
negununysa Ha npoyusaneto PLATO, ca mo-uectu mpu Tukarpenop. ChIIO Taka, ako ce U3KII0YaT
BCHUYKH CBBP3aHH C HHTEPBEHIIMU KPBBOU3IHMBH, TIOBEYE KPHBOU3IUBH C€ HAOIIOAAaBAT MPH
TUKarpenop, OTKOJIKOTO npH kinonuaorpen (Tadmuua 2). IlpekparsaBane Ha JeYEHUETO MOPAAN
HECBBP3aHU C MHTEPBEHLINHU KPBBOU3IHMBH € IO-4ECTO C THKArpeop (2,9 %), oTKoIKoTo ¢
knormmorpen (1,2 %; p< 0,001).

WnTpakpannanna xeMoparusi:

WHTpakpaHnalHUTE KPBBOU3JINBH, HECBbP3aHU C HHTEPBEHLINY, Ca IIOBEYE MPHU NMPUWIOKEHNE HA
TUKarpenop (n=27 KpbBou3IuBa npu 26 nanuenty, 0,3 %), 0OTKOJIKOTO ¢ KJIOMUIOTPET

(n=14 xpwBouznuBa, 0,2 %), oT KouTo 11 KPHBOM3IMBA C TUKATPENOP U 1 C KIOMUAOTpeN ca (aTaiHu.
Hsima pasznuka B 00mus 6poit ciyvan Ha ¢aTaaHo KbPBEHE.

Haxooxu c kvpsene ¢ PEGASUS
IanocTHUTE pe3ynTaTh 3a yecToTara Ha KbpBeHe B npoyuBaHeTo PEGASUS ca mokasanu B
Tabnumna 3.

Tabanna 3 — AHaau3 Ha 00IMTEe CHLOMTHSA C KbpBeHe, n3unciaeHust mo Kaplan-Meier Ha
36-tu mecen (PEGASUS)

Tukarpesaop 60 mg nsa Camo ASA

'bTH IHEBHO + ASA N=6 996
N=6 958
Koepuunent
Kpaiinu Touku 3a 6e30macHocT KM % Ha PUCKa KM % P-CTOMHOCT
95 % C)
Kareropun Ha kppBeHe, onpenejenn ot TIMI
2,3 2,32 1,1 < 10,0001
3nagutenHo (TIMI) (1,68, 3.21)
Datamo 0,3 1,00 0,3 1,0000
(0,44, 2,27)
0,6 1,33 0,5 0,3130
BAK (0,77,2,31)
1,6 3,61 0,5 < 10,0001
Hpyro 3nauutento (TIMI) (231, 5.65)
3HAYUTEIHO WA HE3HAYUTEIIHO 3,4 2,54 1,4 < 0,0001
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(TIMI) (1,93, 3,35)

3HAYUTEIHO WIW HE3HAYUTEIIHO, UIIH 16,6 2,64 7,0 <0,0001
HM3HUCKBAIIO MEIUIIMHCKA HaMeca (2,35,2,97)
(TIMI)
Kareropnu Ha kppBeHe, onpenesienn B PLATO
3nauutenHo (PLATO) 35 (1 925’537 37) 1.4 < 0,0001
2,4 2,38 1,1 <0,0001
dararHO/’KHMBOTO3aCTpAIIIaBAIIO0 (1.73.3.26)
Hpyro 3naunrenno (PLATO) L1 (1 935’357 83) 0.3 <0,0001
3HAYUTEIHO WM HE3HAYUTCIITHO 15,2 2,71 6,2 <0,0001
(PLATO) (2,40, 3,08)

JenHUIMU HA KATErOPHATA HA KbpPBEHe:

3unauntenno (TIMI): ®aranno kppBere NJIU Besiko BeTpeuepenHo kbpeene, NIV KIMHIYHO BUAMMYU PU3HAILM Ha
KPBBOM3JIUB, CBBP3aH ChC craj Ha xeMorioouHa (Hgb) ot > 50 g/l, unu nonmxkenue Ha xemarokputa (Hcet) ot 15 %, korato
JUICBa cToiHOCT Ha Hgb.

®aranHo: CrOuTHE C KBPBEHE, KOETO TUPEKTHO € JOBEJIO 0 CMBPT B pAMKHUTE HA 7 JTHU.

BUK: BrrpeueperneH KpbBOU3INB.

Jpyro 3nauutenano (TIMI): Hedartanno ne-BUK 3nauntenno xkepsene (TIMI).

He3nauntenno (TIMI): Knuanyno BUIuMO ¢ OHIMKEHHE Ha xeMoriobuna ot 30-50 g/l.

H3uckBamo meguuuacka Hameca (TIMI): Msucksamo natepsernus MJIN Bogemo no xocnuranuzanus, MJIM nanaramo
OLICHKA.

3naunTenHo ¢paranno/xkuBoro3acrpamansaio (PLATO): dartanno kepsene UJIN Besiko BpTpedepenHo kbpBeHe, MJIN
HMHTpaNepUKapIUaIHO CbC ChpAeYHa TaMmnoHaaa, MJIM ¢ XxumoBoneMudeH MIOK WM TeKKa XUTIOTOHHS, Halarama
MPUIIOKEHHETO Ha MPECOPHU/UHOTPOITHU cpeacTBa mwiu onepanus, MJIN knuandHo Buaumo ¢ > 50 g/l nonmkeHne Ha
XEMOTTI00MHA WM TPETISITH > 4 eANHUIM YePBEHU KPBbBHU KIIETKH.

3uauurenno apyro (PLATO): 3naunmo unBamuausupaiio MW kmuanaro Bugumo ¢ 30-50 g/l noHmkeHne Ha
xemorinobuna, MJIW nmpensitu 2-3 eAMHUIN 9epPBEHN KPHBHU KIICTKH.

He3nauntenno (PLATO): 3nckBa MeAWIIMHCKA HHTEPBEHIIUS 32 CIIUPAHE JIH JICYCHUE HA KbPBEHETO.

B PEGASUS 3nauntennoro kepsene (TIMI) mpu tukarpenop 60 mg aBa IbTH JHEBHO € TIO-BUCOKO
OTKOJIKOTO TIpH JiedeHue camo ¢ ASA. He e HabnronaBaH MOBHIIEH PUCK OT (aTaiHO KbPBEHE U CE
YCTaHOBSIBA CAaMO HE3HAUYHUTEIHO MOBUIIIEHNE HA BBTPEUEPETHUTE KPBBOU3IMBY B CPABHEHHUE C
tepanusta camo ¢ ASA. Mima manko cpOuTHA Ha (paTamHo KbpBeHe B poyuBaHero, 11 (0,3 %) 3a
tukarpenop 60 mg u 12 (0,3 %) 3a Tepanusara camo ¢ ASA. HabmiogaBaHUST HOBHUILEH PHCK OT
3HaunTenHo KppBeHe (TIMI) ¢ Tukarpenop 60 mg ce ABIKM NPETUMHO Ha IIO-BUCOKATa YECTOTa Ha
npyro 3HaunTenHo kppBere (TIMI), cBbp3aHo cbe chOuTHS B cTroMamHo-upeBHUs COK.

[loBumiena yectora Ha cHOUTHA C KbPBEHE, MOJOOHM Ha 3HaunTenHO KbpBeHe (TIMI), e HabmonaBana
B KaTerOPHUTE 3HAYUTEIHO WK He3HauuTenHo kKbpBeHe (TIMI) u snaunrenno (PLATO) u
3HAYUTENTHO WK He3HaunTeHo KbpBeHe (PLATO) (Bxk. Tabmuna 3). [IpeycranoBsBaneTo Ha
JISYEHUETO TIOpaIr KbPBEHE € IM0-4eCTO B TpyIara Ha Tukarpenop 60 mg B cpaBHEHHE C Tpyrara Ha
Tepammara camo ¢ ASA (ceoTBeTHO 6,2 % 1 1,5 %). [loBedero oT Te3u ciydyan Ha KbpBEHE ca C TI0-
MaJjka Texect (Kracuunupanu Kato H3UCKBaIy MeauimHcka Hameca (TIMI)), nanp. enmcrakcuc,
HaCHHSBAaHE U XEMaTOMH.

[IpoduabT Ha KbpBeHE Ha THKarpenop 60 mg € CXOACH B MHOXKECTBOTO MPEABAPUTEITHO ONPEICTICHH
nmoArpynH (Harmp. Mo Bh3PacT, MO, TerJo, paca, reorpad)CKy peruoH, ChITbTCTBAIIH 3a00JIIBaHNUS,
CBITHTCTBAINA TEPAITUs M MEAUIIMHCKA aHAMHEe3a) P ChOUTHUS Ha 3HaunTeIHO KbpBeHe (TIMI),
3HaunTesHo win HesHaunTenHo (TIMI) u 3HauntenHo kbpBene (PLATO).
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BrTpeuepenHo kppBeHe:

Crnonranau BUK ce crobmaBar ¢ mogo0Ha yecTora 3a Tukarpenop 60 mg u Tepanus camo ¢ ASA
(n=13, 0,2 % B nBeTe rpynu Ha jeueHne). HabmronaBa ce He3HaunTemHO nopumeHne Ha BUK
CBBP3aHO C TpaBMa M MPOLEAYPH IpH JieueHne ¢ Tukarpeaop 60 mg, (n=15, 0,2 %) B cpaBHEeHHE C
tepanusta camo ¢ ASA (n=10, 0,1 %). CpoOiienu ca 6 ¢paraaau BUK c tukarpenop 60 mg u

5 ¢datamau BUK c tepamus camo ¢ ASA. Yectorata Ha BBTPEUEPENIHO KbPBEHE € HUCKA B BETE IPYIH
Ha JICUeHHe, KaTo ce MMa MPeBU 3HAUNTEIHUTE ChIIbTCTBAIIM 3a00msaBanus 1 CC prucKOBU QakTopu
B NIPOYYBAHATA MOMYJIALHSL.

guan@ﬂ

JucnHes, ycemaHe 3a 3a1yX, ce cboOIIaBa OT MalMeHTUTe JIeKyBaHu ¢ Tukarpenop. B PLATO,
00eTMHEHUTE KaTO AUCIHES HEeKeJIaHH JIEKapCTBEHU ChOUTHA (IMCIIHEs, TUCTIHES B TOKOH, JUCITHESI
IIPY yCHIINE, MApOKCU3MalHa HOIIHA TUCITHES M HOLIHA AUCIHEs) ce chobmasat ot 13,8 % ot
MAlMEHTHTE, JIEKYBaHU C TUKArpenop, u 3a 7,8 % oT nanueHTuTe, JeKyBaHu ¢ knonuaorpen. [pn

2,2 % OoT mauMeHTuTe, IpueMaIly TuKarpenop, u npu 0,6 % ot nanueHTuTe, NpUEeMaIly KIONUI0rpe,
B mpoyuBaHeTo PLATO n3cnenoBaTenuTe cuuTar, 4e AUCIHEATA € IPUUNHHO CBBbP3aHa C JICYEHUETO U
Opost Ha ceprosHuTe cirydan € Mainbk (0,14 % tukarpenop; 0,02 % xmonuzorpen) (Bx. Touka 4.4).
Haii-yecto cpoOiaBaHuTe CUMIITOMH Ha IUCIIHES Ca JIGKU 10 YMEPEHHU 110 MHTEH3UTET U IIOBEYETO Ce
cbOOIIaBAT KaTO EMHUYEH €T30/ PaHO CIIe/ 3all0YBAHE HA TeparusiTa.

B cpaBHenue ¢ knonuporpen, nanueHtute ¢ actma/XObb, nekyBaHu ¢ THKarpenop, MoXxe J1a uMat
MTOBUINIEH PUCK OT MONTydaBaHe Ha Hecepruo3Ha nuctHes (3,29 % tuxarpenop crapsmo 0,53 %
kjonuaorpen) u cepuosHa auciuest (0,38 % tuxarpenop capsimo 0,00 % knonunorpen). B abcomtotan
CTOMHOCTH TO3H PUCK € IMO-BUCOK OTKOJKOTO B ListocTHaTa nomynanus Ha PLATO. Tukarpenop
TpsOBa Ja ce mpujara c MOBUIIIEHO BHUMaHUE TPH MAIMEHTH ¢ aHaMHe3a 3a actMa u/uinu XObb (Bx.
Touka 4.4).

Oxoio 30 % ot enmzoanute oT3By4aBar B pamkuTe Ha 7 AHH. PLATO BkiIt04YBa ManueHTH, KOUTO HA
M3XO0JTHO HUBO MMaT 3aCTOlHa ChpAeYHa HeaocTaTbyHOCT, XOBb nnm actMa; Te3u mauueHT u
MalMEeHTHUTE B CTapUYecKa Bb3PacT € MO-BEPOSITHO Ja choOImanar auciHes. 3a Tukarpenop, 0,9 % or
MAIMEHTHTE NPEKHCBAT MPIIAraHETO Ha IPOYYBAHOTO aKTHBHO BEILECTBO MOPAAH JUCITHES, CIPSAMO
0,1 % ot te3u, npueMamu knonugorpen. [lo-Bucokara yectoTa Ha AUCIIHES C TUKArpeEIop HE ce
acolMMpa ¢ HOBa MOSIBA WJIM BIIOIIABAHE HA CHPACYHO WK OeI0ApoOHO 3abomsiBaHe (BX. Touka 4.4).
Tuxarpenop He nosnusiBa 6e10ApOOHNUTE PYHKIIMOHATHN TECTOBE.

B PEGASUS nucnnes ce cpobmasa npu 14,2 % oT nmanueHTuTe, IpueMaiin Tukarpenop 60 mg asa
II'bTU AHEBHO, U IpH 5,5 % oT nauuenture, npuemaiu caMo ASA. Kakto B PLATO, noseuero ciiydau
Ha ChOOIIeHa TUCTTHES Ca JIEKH IO YMEPEeHHU 10 HHTeH3UTeT (BK. Touka 4.4). [laruentuTe, KOUTO
ChOOINABAT AUCITHES ca OWIIH MPEANMHO ITO-BB3PAaCTHH | MO-4ecTo ca uMmainu aucrHes, XObb wmu
acTMa Ha M3XO0JHO HHBO.

Hzcnedsanusa

[ToBumenne Ha nukouHata kucenuHa: B PLATO e oTueTeHO NoBHIIaBaHE HA CEpyMHATa MMKOYHA
KHCEIMHA O CTOMHOCTH, HaJBUIIIABAIY TOpHATa FPaHuIa Ha HopMara, ipu 22 % OT NMosTyJaBaliuTe
THUKarpenaop MauueHTH, cupaMo 13 % oT nmomydaBammuTe Kionuaorpen nauueHTH. ChbOTBETHUTE
croitnoctu B PEGASUS ca cvotBeTHO 9,1 %, 8,8 % 1 5,5 % 3a Tuxarpenop 90 mg, 60 mg u miane6o.
Cpennara cepyMHa MMKOYHA KMCEJIMHA CE MOBHUIIaBa ¢ 0130 15 % npu npuiiokeHne Ha TUKarpesop,
B CpPaBHEHHE C MPUOIU3UTETHO 7,5 %o IpH NPUIIOKEHHE Ha KIOMUAOTPET, a Clie/l CIIUPaHe Ha
JICYCHUETO CE MOHMKaBA MPUOIU3UTENHO 10 7 % MPH NPUIIOKEHHE Ha TUKArpesop, J0KaTo MpH
Kkjonuaorpen He ce Habmoasa cnaa. B PEGASUS ce ycranoBsiBa 00paTiMo NOBUIIEHHE Ha
CpeIHHTE HMBA Ha CEpyMHA MMKOYHA KHCEIHHA 0T 6,3 % u 5,6 % cpoTBEeTHO 3a THKarpenop 90 mg u
60 mg B cpaBHenue ¢ 1,5 % noHmwkenue B rpynara ¢ miane6o. B PLATO gectotara Ha nogarposex
aptput ¢ 0,2 % 3a Tukarpenop cupamo 0,1 % 3a knmonuaorpen. CbOTBETHTE CTOMHOCTH 3a
nonarpa/mogarposer aptput B PEGASUS ca 1,6 %, 1,5 % u 1,1 % choTBeTHO 3a TuKarpemnop 90 mg,
60 mg u miauedo.
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C’BO6H_IaBaHe Ha 10A03MpaHd HCXCIIaHU PCAKITNN

C’LO6I]_[aBaHeTO Ha IOAO3UpPAaHU HCKCIaHU PCAKIIUU CIICA pa3pClllaBaHC 3a yrIOTp66a Ha JICKApCTBCHUMA
MNPOAYKT € BaKHO. Topa mo3BossiBa Ja IpOABbJIKA Ha6J'IIO)_I€HI/IeTO Ha CbOTHOIICHHUETO HOJ'ISa/pI/ICK 3a
JICKApCTBCHUSA TPOAYKT. Or MECIUIMHCKUTE CIICHUAINCTH CC U3HMCKBa Ja C’BO6H_IaBaT BCiAKa
Ioa03UpaHa HEXKEJIaHa p€aKuA Yp€3 HallHOHAIHA CUCTEMA 3a C’BO6H.IaBaHe, IIOCOYCHA B

[Ipunoxenue V.

4.9 Ilpeno3mpane

Tuxarpesnop ce monacst 1o6pe npu eqHokpatH 1034 A0 900 mg. ['acTponHTecTUHATHATA TOKCHYHOCT
e Ouia 1030IMMUTHPaHa B €HO POYYBaHe C eJHOKpaTHA HapacTBala 103a. J{pyru KIMHUYHO
3HAYMMH HEXXEJIaHU PeakLiK, KOUTO MOTaT J1a ce MPOSIBST U MpeJo3upaHe BKIIOUBAT JUCIIHES U
BEHTPHUKYJIapHH Nay3u (BxK. Touka 4.8).

B ciyuaii Ha mpego3upane, MoraT J1a ce MpOsBAT TOpe CIOMEHATUTE NOTEHIINATHN HEXKEIaHN
JIEKapCTBEHHU peakuy 1 TpsiOBa na ce uma npensua EKI' monuTopupane.

KbM MOMeEHTa He € U3BECTEH aHTHAOT Ha TUKArpesaop U THKarpeaop He ce Juaiu3upa (BxK. Touka 5.2).
[Ipu npeno3upane jgeyeHneTo TpsiOBa 1a ce MPOBEKAa B ChOTBETCTBUE C MECTHATA CTaHAAPTHA
MEAWIUHCKA NpakTUKa. O4akBaHUAT eEKT OT MPEJO3UPaHe Ha TUKATPEJIOP € YABIKECHA
MPOABIDKUTEIHOCT Ha PUCKA OT KbPBEHE, CBBP3aH C TPOMOOLMTHOTO nHXHOUpane. Tpancdysusra Ha
TpOMOOIIMTHA Maca € MaJIKO BEPOSITHO Jia MMa KJIMHUYHA T10J13a P MallUEeHTH ¢ KbpBEHE (BIXK.

Touka 4.4). AKO ce TIOsIBU KbpBEHE, TpsiOBa J1a ce MpeanprueMar ApYrd NOAXOISIIH MOAbPKAIIN
MEpKH.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoAMHAMMYHH CBOIicTBA

dapmakoTepaneBTHuHa rpyna: Maxubutopu Ha arperanusara Ha TPOMOOLIMTUTE, C U3KIIOYEHUE Ha
xenapul, ATC kon: BO1AC24.

MexaHn3bM Ha JIEHCTBHUE

Brilique cpapprka THKarpenop, CheIMHEHUE OT Kilaca Ha UKJIONECHTHIATPHA30I0NUPUMUIUHUTE
(CPTP), koiiTo € mepopalieH aHTarOHUCT C TUPEKTHO AelicTBre Ha P2Y 1, pemenrTopa, KaTo ce CBbp3Ba
C HEero CeNEeKTUBHO U oOpaTtuMo U npenotepatrsisa A/ld-meaunpanara, 3aBucenia ot P2Y
TpoMOOIIMTHA aKTUBALMs U arperanus. Tukarpenop He npenoTBpatsaBa cBbp3BaneTo ¢ AIlD, a korato
ce cBbp3Ba ¢ P2Y 2 penentopa, BE3NpENITCTBAa CUTHAIHATA TpaHCAyKIus, nHAynupana ot AI®. Teit
KaTo TPOMOOLIMTUTE y4acTBaT B MHULIMUPAHETO H/UIH PA3BUTUETO HA TPOMOOTHYHHTE YCIIOKHEHHUS
Ha aTepOCKJICPOTHUHATA OOJECT, € I0Ka3aHo, Ye MHXUOUPaHETO Ha TPOMOOUTHATA (DYHKIHS
HamansiBa pucka ot CC cpbutus, kato cMbpT, MU mitn HHCYIAT.

Tukarpenop chII0 yBeIU4yaBa JOKATHUTE EHIOTCHHN HUBA Ha a€HO3MHA Ype3 HHXUOUpaHe Ha
eKBUIIMOpUpaiys HykineosuneH tpancnoprep-1 (ENT-1).

JlokyMeHTHpaHo €, ue npH 34paBu Juna u nanuentd ¢ OKC, Tukarpenop yBenuuaBa cIeIHUTE
edexTH, MHAYLMPaHH OT aJICHO3WH: Ba3oAuiaTalus (M3MepeHa Ype3 yBEJINYaBaHETO HA KOPOHAPHUS
KPBBOTOK IpH 3apasu Aooposouy 1 nauueHtu ¢ OKC; rmaBobonue), nHXHOupaHe Ha
TpoMOonuTHaTa (GYHKIM (B HOBEIIKA LsJIa KPBB in Vifro) U quciiHes. Bpb3kara Mexay
HaOJII0aBaHUTE YBEJIMUCHUS HA aJleHO3UH U KIMHUYHHUTE pe3ynTaTu, obade (Hamp. 3a00seBaeMoCT-
CMBPTHOCT), HE € KAaTETOPUYHO U3SCHEHA.

dapmakoguHaMuuay eheKTH
Hauano na oelicmeuemo
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

[Ipu maruenTn cbhe crabunHa ncxemuyHa 6onect Ha cbpreto (UBC), mpuemarmm ASA, TUKarpenop
MoKa3Ba Obp30 HacTBIIBaHE HA (PapMaKoOIOTU4EH e(PeKT, KOWTO ce AEMOHCTPUPA OT CPEITHOTO
nHXuOupane Ha TpomboruTHaTa arperauus (MTA) okono 41 % 0,5 vaca cien npunoxenue Ha 180 mg
HaTOBapBallla 103a TUKarpenop, ¢ MakcumaineH epekt Bepxy UTA 89 % 2-4 yaca cien npuioKeHUETo
Ha J103aTa, KOWTO ce 3aabppka Mexay 2 u 8 vaca. [Ipn 90 % ot nauuenTure 2 yaca cieq
MPWJIOKEHUETO Ha J03aTa TepMUHAIHOTO MUKOBO TA e > 70 %.

Kpait na oeticmeuemo

Axo e mnanupana CABG npouenypa, pUCKbT OT KbPBEHE CBBP3aH C TUKArpesop € MOBUIIEH B
CpaBHEHUE C KIIOMHUIOTPEN, KOraTo Tepanusira e mpeKpaTreHa mo-Maiko oT 96 Jaca npenu
poreaypara.

Cmsana Ha nekapcmeama

[IpeMuHaBaHeTO OT JIEUECHUE C KIOMUAOrpeNa 75 mg Ha JeueHue ¢ Tukarpeaop 90 mg 18a mbTU AHEBHO
BOaM 110 abcomoTHO noBuinaBane Ha UTA ¢ 26,4 %, a npeMHUHaBaHETO OT JICUYCHUE C TUKArpeiIop Ha
JIEYeHHUE C KIIOMHIOTPEI Bou 10 abcomoTHO moHmkaBaHe Ha UTA ¢ 24,5 %. [lanuenTture morat na
MIPEeMHUHABAT OT KJIOMUAOTPEN Ha THKArpesop 0e3 MpeKhCBaHe Ha aHTUATPETaHTHOTO IEHCTBHUE (BXK.
Touka 4.2).

Kinnanuna edukacHOCT ¥ 0€30IMaCHOCT
KimanaanTe nanHm 3a euKacHOCTTa M 0€30IIaCHOCTTa Ha THKArpesIop ca MOMyUYeHH OT JIBE KIMHUYHU
m3nuTBaHus ¢asza 3:

e [IpoyuBanero PLATO [PLATelet Inhibition and Patient Outcomes (TpomboTn4yHO HHXHOHpaHE
W KJIMHUYEH U3XO0/]] Ha MallMeHTa)], CpaBHEHHE Ha TUKArpenop C KJIOMUAOTPEN, U ABaTa
npuiIarand B kKoMOuHanust ¢ ASA, 1 Apyra cTaHJapTHA Tepanusl.

o [IpoyuBanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IIpeBenmust ¢ Tukarpenop Ha
BTOPUYHHU TPOMOOTHYHU CHOUTHS IPH BUCOKOPUCKOBHU MALIMEHTH C OCTHP KOPOHApEH
CHHIPOM)], CpaBHEHHE Ha THKarpesop, komounupan ¢ ASA, ¢ tepanus camo ¢ ASA.

Hpoyusane PLATO (ocmpu koporapHu cunopomi)

[IpoyuBanero PLATO BkitouBa 18 624 nanyeHTH, KOUTO ca B 24-4aCoBUs NEpUO OT HAYaJIOTO Ha
CHUMIITOMH Ha HecTaOmiHa creHokapaust [UA], nadapkr Ha muokapaa 6e3 ST-enesarmsa [NSTEMI]
i ¢ uHpapkT Ha Muokapaa cbe ST-eneBanus [STEMI], u KouTo mbpBOHAYAIHO Cca JEKYBaHH
MEIMKaMEHTO3HO, WM Ype3 MepKyTaHHa KopoHapHa untepBenuus (PCl), nunu upes mocrassine Ha
CABG.

Knunuuna eghuxacrnocm

Ha ¢ona na exenneBHo npuinoxenue Ha ASA, tukarpenop 90 mg nBa bTH JHEBHO JEMOHCTPUPA
MIPEBB3XOICTBO CIPSIMO 75 mg THEBHO KIOMUAOTPEN 110 OTHOLIEHNE HA IIPEBEHIM Ha ChCTaBHATA
KpaiiHa Touka 3a CC cMbpt, MU niu nHCYAT, ¢ pasnuka, npousnusama oT CC cmbpt 1 MU.
[ManmenTure momyyasat 300 mg HaTOBapBaIla 103a KJIOMUAOTpel (B3MOXHO ¢ 600 mg, ako umar
PCI) nim 180 mg Tuxarpesop.

PesynTarsT ce nosieaa pano (abcomrotHa penykuus Ha pucka [APP] 0,6 % u oTHOCUTENHA peayKIHs
Ha pucka [OPP] 12 % na 30-s geH) ¢ mocTosiHeH epeKT OT JIEYSHUETO 10 BpeMe Ha 1ienusi 12 MecedeH
nepuon, aasam; ARR 1,9 % na roguna ¢ OPP 16 %. Tosa npeanonara, 4e € NoAXOASIIO NallUEHTUTE
Ila ce JieKyBart ¢ Tukarpesnop 90 mg aBa mbTH JHEBHO 3a 12 Mecena (Bk. Touka 4.2). Jledennero Ha

54 marmentu ¢ OKC ¢ THKarpenop BMeCTO ¢ KIONUIOTPeN NpeaoTBpaTsiBa 1 aTepoTpoMOOTHYHO
cpoutne; neyeHrero Ha 91 mauuentu npenorsparsasa 1 CC cmbpt (Bk. Purypa 1 u Tabnuna 4).

TepaHCBTI/ILIHI/IﬂT C(I)eKT Ha TUKarpeiaop, HAAXBBPJIIAIL TO3U Ha KIIOMMUAOTPEI, U3IJICKAa CXOACH B
MHOTI'O IMOArpyIur, BKIOYHUTCIHO TCIJIO, IIOJI, aHAMHE34a 3a 3aXapCH ,Z[I/Ia6eT, TPAaH3UTOPHA UCXCMHUYHA
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aTaka WM He-XeMOparmdeH WHCYIIT, TN PEeBACKyIapHU3aINs; TP CHITHTCTBAIIO JICYSHHE BKIIOYBAIIO
xenapuH, Gpllb/Illa naxubuTOpH N MHXUOUTOPU HAa MPOTOHHATA IoMNa (BX.TOUKa 4.5); mpu
OKOHYaTenHaTa AunarHo3a Ha nokazarenHo ceoutrne (STEMI, NSTEMI, win UA); u npu nunaHupanus
TIPH PaHIOMH3ANHATA JiedeOeH oaX0 1 (HHBa3UBEH MIIN MEIUKAMEHTO3EH ).

YcranoBeHo € cnabo CUrHU(QHUKAHTHO TEPaeBTHYHO B3aUMOACHCTBHE B 3aBUCUMOCT OT PETHOHA,
CBIJIAaCHO KoeTo KoehuueHTsT Ha pucka (HR) 3a mbpBruuHaTa KkpaiiHa Touka € B 1oj3a Ha
THUKarpesop 3a OCTaHaJIaTa 4acT Ha CBETa, HO € B [T0J13a Ha kionuaorpen 3a CeBepHa AMepHKa, KOSITO
cbeTaBisiBa npuonu3uTenHo 10 % ot msuaTa npoy4BaHa nomyJsianus (p-CTOMHOCT Ha
B3aumopeiicteue=0,045). ExcrimopatopHuTe aHaIN3W IpeanosaraT BEposiTHa Bpb3Ka C Jj03aTa Ha
ASA, kato ¢ yBenn4aBaHe Ha 1o3ata Ha ASA ce HabmoaBa HaManeHa e(pUKACHOCT Ha TUKArpesop.
XpoHnuHaTa AHEBHA 7032 ASA, KOSATO Ja ChI'BTCTBA TUKArpesop, TpsioBa aa 0bae 75-150 mg (Bix.
Touku 4.2 u 4.4).

@urypa | moka3Ba ouaKBaHHs PUCK 33 HACTHIIBAHE HA ITbPBU MHLUACHT, BKJIIOUYEH B KOMOMHHUpaHATa
KpaifHa TOuKa Ha e(pHUKACHOCT.

®urypa 1 — AHaJM3 Ha MBPBUYHATA KJIMHMYHA CbCTaBHA KpaiiHa Touka oT CC cmbpT, MU 1

uHcyart (PLATO)
13 Tuxarpenop (T) [864/9333]
------- Knomugorpen (C) [1014/9291]
12 . 11,67%
11
. 19 9,80%
X 9
8 8
5
= T
g 5
S
<
T 3
=
g 2. ”
= HR 95% Cl p-CTOMHOCT
g 1 T cpewy C 0,84 0,77,0,92 < 0,001
0 4
0 60 120 180 240 300 360
Bbpon 3acTpalueHun
T 9333 8 628 8 460 8 219 6 743 5161 4 147
C 9 291 8 521 8 362 8124 6 650 5096 4 047

B cpaBHeHue ¢ KIIOMUIOTpes, THKarpeIop HaMamsBa YeCTOTaTa Ha HACTHIIBAaHE HA WHITUICHTUTE,
BJIM3AIH B ChCTaBa HA IbPBUYHATA ChCTaBHA KpaifHa Touka — KakTo B nomyianusata ¢ UA/NSTEMI,
taka u B nomynarusata ¢ STEMI (Tabnuma 4). CnenoBatento, Brilique 90 mg n8a mbTH JHEBHO
3aeqHO ¢ HHCKa 1032 ASA Moxke na ce m3non3sa npu naruenty ¢ OKC (rectabunHa cTeHOKapAus,
muokapeH uHpapkr 6e3 ST eneBanus [NSTEMI] wim muokapaen nndapkr cbe ST enepanus
[STEMI]); BKJIFOUNTEIHO MAI[USHTH, JICKYBaHU METUKAMEHTO3HO, U TIAIIEeHTH, JISKyBaHU C
nepkyTanHa koponapaa uarepsenuus (PCI) unu Oaiinac na koponapHa aprepust (CABQG).
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Tabanna 4 — AHAJIM3 HA MBPBHYHATA U BTOPUYHUTE KpaiiHU ToO4YkH 3a epuxacHoct (PLATO)

TuxarpeJiop Kuonuaorpea
90 mg nBa 75 mg BeaIHBbK

’bTH THEBHO aHeBHO (% APP? OPP* (%)

(% mauMeHTH | MAIUEHTH ChC (%/yr) 95 % CI) D-CTOHHOCT

ChC CHOUTHE) CHLOUTHE)

N=9 333 N=9 291

CC cmpp1/MU
(c u3KIL. Ha 9,3 10,9 1,9 16 (8, 23) 0,0003
,,Tux” MIN)
WJIA MHCYJIT
Hamepenue 3a 8,5 10,0 1,7 16 (6, 25) 0,0025
MHBa3MBHA
Tepanus
Hamepenue 3a 11,3 13,2 2.3 15 (0.3, 27) 0,0444"
JIeKapCTBEHA
Tepanus
CC cmbpT 3,8 4,8 1,1 21 (9, 31) 0,0013
MU (c u3k. 5,4 6,4 1,1 16 ( 5,25) 0,0045
Ha ,,;Tux” MU)°
Wucynt 1,3 1,1 -0,2 -17 (-52,9) 0,2249
CMmbpT 6€3
3HAYCHHE Ha
MIPUYNHATA, 9,7 11,5 2,1 16 (8, 23) 0,0001
MU (c u3KI.
Ha ,,tux” M)
WJIA MHCYJIT
CC cmspr,
0610 MU,
uucynr, CPU, 13,8 15,7 2,1 12 (5, 19) 0,0006
RI, TIA, niau
npyra ATC®
CMmbpT 6€3
3HAYCHHE Ha 4,3 5,4 1,4 22 (11, 31) 0,0003"
MpUYMHATA
JeduanrnBHA
TpoM0OO3a Ha 1,2 1,7 0,6 32 (8,49) 0,0123"
CTEHTA

2APP=abcomoTHa penykuus Ha pucka; OPP=otHocutenna pexykuus Ha pucka=(1-Koeduuuent na puck) x 100 %.
Ortpunarenta OPP o3HauaBa noBuIIaBaHe HA OTHOCUTEIIHUS PHCK.

6¢ m3kmoueHue Ha ,,Tux” MU.

SCPU=cepuo3na pexypentHa ucxemus; P=pexypentna ucxemusi; THA=tpanzutopna ucxemudna ataka; ATC=aprepuaino
TpoMboTHYHO chOuTHE. 0610 MU BRFOUBa ,,THX” MU, maTa Ha cHOMTHETO € AaTaTa Ha HETOBOTO YCTAHOBSIBAHE.

" HOMHMHAJIHA CTOHHOCT Ha CUTHU()MKAHTHOCT; BCUYKH OCTaHAIH ca (POPMAIHO CTATUCTUYECKH CUTHU(HUKAHTHH IO 1pe-

neMHUPaHO HepapXUYHO TECTBAHE.

PLATO eenemuuno noonpoyusane

Omnpenensinero Ha CYP2C19 u ABCB1 renotuna Ha 10 285 nauuentu B PLATO naBa Bb3MOXKHOCT 32
acoluanys Ha TeHOTHIHUTE rpynu ¢ pesyaratute oT PLATO. IIpeBs3X0aCTBOTO Ha THKArpesiop Haj
KJIOMUIOTPE [0 OTHOLICHUE Ha peayKuusiTa Ha 3HaunTeaHu CC cbOUTHS HE € CUTHU(UKAHTHO
noBysiHO 0T CYP2C19 mmu ABCBI reHotuna Ha nanuentute. [10100HO Ha ISUIOCTHOTO IPOyYBaHE
PLATO, HsAMa pa3nuka MeXAy TUKArpeaop U KJIONOoJ0rpelt IpH 00110 3HAYUTETHUTE XeMOPAarnIHN
unuuaeHTy B PLATO, seapeku renotuna CYP2C19 unu ABCBI1. Hecebp3anoto ¢ CABG
3HaunTenHo KppBeHe B PLATO ce moBumaBsa ¢ THKarpeiaop B CpaBHEHHE C KIOIMUAOTPEI IpH
nanueHTH ¢ equH wii nosede CYP2C19 anenu cbe 3aryda Ha pyHKIHSA, HO € CXOTHO Ha KIOMUIOTPET
MIPY TALMEHTH C aJiel, KOWTOo HsAMa 3ary0a Ha QyHKUuS.

Kombunupan noxazamen 3a egpuxacnocm u 6e3onacnocm
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KomOunupanusat nokazaten 3a epuxacuoct u 6esonacuoct (CC cmbpT, MU, HHCYAT WK 00110
3HAYNUTENIHO KbpBeHe 1o Aeununmara Ha PLATO) nokassa, ye mona3aTa OT HPUIOKEHUETO Ha
TUKAarpesiop Mo OTHOILICHUE Ha e(UKACHOCT B CPaBHEHHE C KJIOMUAOTPEI HE Ce KOMIIEHCHPA OT
ciyvante Ha 3HauuTenHo kKepBere (APP 1,4 %, OPP 8 %, KP 0,92; p=0,0257),12 mecena cnex OKC.

Knunuuna 6ezonacnocm

XonTepoBo NOANPOYyYBAHE:

3a J1a ce OLIEHU YecToTaTa Ha BEHTPUKYJIApHUTE Nay3u U APYTH €MU304 Ha apUTMUSA 110 BpeEME Ha
npoyusaneTo PLATO, e ochIIecTBEHO XOITEP-MOHUTOPUPAHE HA TIOATPYNa OT OJI130

3 000 mauuentu, npubnuzutenHo 2 000 oT KOUTO UMAT 3amKcH, KakTo B ocTpaTa (aza Ha OKC, taka u
Mecel] Mo-KbcHO. [IbpBUYHATa poceasBaHa MPOMEHIINBA € YECTOTaTa Ha BEHTPUKYJIAPHU May3H1 C
MPOABIDKUTENHOCT > 3 ceKyHAHW. BEeHTpHKynapHH Nay3u pa3BUBAT MOBEUE MMALIMEHTH HA JICUEHHUE C
tukarpenop (6,0 %), OTKOJIKOTO Tak¥Ba Ha JiedeHue ¢ kionuaorpen (3,5 %) B ocrpara daza u
cboTBeTHO 2,2 % 1 1,6 % cnexn 1 mecen (Bx. Touka 4.4). YBeIMUEHUETO HA BEHTPUKYJIApHUTE Tay3H B
octpata (aza Ha OKC e mo-u3paszeHo mmpu nauveHTUTe Ha THKarpesop ¢ anamuesa 3a XCH (9,2 % ¢
anamHe3a 3a XCH cnpsimo 5,4 % npu naunentu 6e3 anamuesa 3a XCH; 3a nanuenTture Ha
knonuaorpen, 4,0 % npu te3u cbe cupsamo 3,6 % npu Te3u 6e3 anamuesa 3a XCH). Tasu pasnuka He
ce nposBsBa 3a exquH mecell: 2,0 % crpsamo 2,1 % 3a manueHTHTe Ha TUKarpenop, CbOTBETHO, ChC U
6e3 anamuesa 3a XCH; u 3,8 % copsamo 1,4 % 3a xnonugorpesn. Tasu pa3nuka He € CBbp3aHa C
HE)XENaH! KIMHUYHY TOCIEANLH (BKIIOYUTEIHO U ITOCTaBsSHE Ha MefiCMEHKbp) BB BBIIPOCHATA
MOITyJIalys MAlEeHTH.

Ipoyvusane PEGASUS (anamnesa 3a muoxapoen uripapkm)

PEGASUS TIMI-54 e npoyuBane ¢ 21 162 nanuenTy, ¢ AW3aifH 3aBUCEI] OT HACTHIIBAIIUTE CHOUTHSA,
PaHIOMHU3HPAHO, ABOMHO-CIIAIO, IUIAe00-KOHTPOIUPAHO, MEKAYHAPOAHO MHOTOLIEHTPOBO
MpOYYBaHE ¢ NapaJIeIIHU TPYIH 32 OLIEHKA Ha MPEBEHIUATA Ha aTePOTPOMOOTHYHHU CHOUTHS C
THKarpenop, npunaras B 2 no3u (90 mg n8a mbTH AHEBHO Wiu 60 mg ABa METU JHEBHO) B
koMOuHanus ¢ Hucka n103a ASA (75-150 mg), B cpaBHeHHe ¢ Tepanusi caMo ¢ ASA TpH NAUEeHTH C
anaMmHe3a 3a MU 1 gonbiIHUTETHH PUCKOBH (DaKTOpH 32 aTepoTpoMO03a.

[NaneHTH, TOAXOISIIM 32 BKIIOYBAHE B IPOYYBAHETO ca OMIIM TAKWBA HA BH3PACT Ha WM Hal

50 roguHM, Hanu4YKMe Ha aHamHe3a 3a MU (1 no 3 ronuHu npeau paHaOMHU3UPAHETO) U HAJTMYUE Ha
MOHE €IUH OT CJICAHUTE PUCKOBH (PaKTOpH 3a aTepoTpoMO03a: BB3pacT > 65 roJuHu, 3axapeH AuaderT,
Hajarail MeJMKaMeHTO3HO JeueHue, BTopu npeamecrsamy MU, nanan 3a Maorocsnosa MbC nnu
XpoHn4Ha ObOpeyHa qucyHKINS U3BBH KpaHUs CTaluil.

HaI_[I/IeHTI/ITe HE ca Oun MOoAXOAAIIN 3a BKIIFOUBAHE B IIPOYYUBAHCTO, AKO Ca UMAJIN IIJIaHUPpAaHa
yHOTpeGa Ha P2Y12—peuenTopeH AHTAarOHUCT, JUITUPUAAMOJI, HUII0CTA30JI UJIM aHTUKOAr'yJIaHTHa
TCpanus 3a repruoJia Ha NIpOyUYBaHCTO, HAPYLUICHUC, CBbP3aHO C KbpPBCHEC WJIM dHAMHE3a 3da UICXCMHUYCH
HUHCYJIT UJIU BBTPCUCPCITHO KbPBCHC, TYMOP Ha LCHTpAaJIHATA HCPBHA CUCTCMA WJIN BBTPCUCPCIIHA
CbJ0Ba aHOMAJIM:; MAUCHTU CbC CTOMAIIHO-YPCBHO KbPBCHEC MMPE3 MPCAUICCTBAIIIATC 6 Mecea Ui
rojsiMa onepanud nmpe3 npeAmeCTBaluTe 30 JHH.
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Knunuuna egpuxacrnocm

®urypa 2 - AHaJIM3 HA TBPBUYHATA KJIMHMYHA CbCTaBHa KpaiiHa Touka ot CC cmbpT, MU 1

uncyart (PEGASUS)
11
— Turkarpenop 60 mg ---- MNnausbo _
10 LE3 MbTH JHEBHD pr=""
Bpaii 7045 7067 e
9 MNauneHTH cbe CobuTue 487 (6.9%) 578 (8.2%) Lt -
|| KM3e Ha 36-Tu mecewy 7.8% 9.0% -
8 ChoTHOWeHKE Ha _,.."r
=} _|| pmcka s
s 7 (Hazard Ratio) (95% Cl1 ) 0.84(0.74, 0.95) - -
E & || prcrodinoct 0.0043 " <
= o
4 PR
z .
’
3 A -
_
- -
2 -
14 .=
0 1 T | T T T T 1 1 T
0 120 240 360 480 600 720 840 960 1080 1200 1320
AHKn cneg paHgomuzaumns
Bpoi nayMeHTH B pHUCK
TiB0 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710
Placebo 7067 6950 6842 G761 6658 6315 5876 4899 3646 2028 714

Tabanna S - AHAJIM3 HA MBPBHYHATA U BTOPHYHUTE KPailHu TOYKH 32 epukacHoct (PEGASUS)

Tukarpesop 60+Iggs isa MbTH THEBHO Camo ASA
N=7 067
N=7 045
- D-CTOHHOCT
AlHEeHTH
HR IManuentu
() ()
XapakrepucTuka c,,;:;m, KM % (95% CI) | cbe chommus KM %
[IspBuuHa KpaiiHa TOUKa
CscraBna or CC 0.84
cMbpT/MU 487 (6,9 %) 7,8 % 0 74’ 0.95 578 (8,2 %) 9,0 % 0,0043 (s)
/MHCYAT (0,74, 0.95)
CC cmpr 17425%) | 29% | 6%813 oy | 2106.0% | 34% 0.0676
MU 285 (4,0 %) 4,5 % © 7(;_’83 98) 338 (4,8 %) 5,2% 0,0314
ey 91 (13%) | 15% | 5‘;’73 og) | 122(17%) | 19% 0,0337
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Tukarpesop 60 mg 1Ba MbTH THEBHO Camo ASA
iy N=7 067
D-CTOHHOCT
IManuentu
XapakTepucTuka che KM % © 51‘-’IA)RCI) cf:lcl:g:::ﬂ KM %
cbouTHA
Bropuuna kpaiina Touka
CC cmppr 174 (2,5 %) 2,9 % © 6%813 o1 210 (3,0 %) 34% -
CMBpT 110 o o 0,89 0 0
BCsIKaKBA pHUMHA 289 (4,1 %) 4,7 % (076, 1,04) 326 (4,6 %) 52% -

KoehuuneHTsT Ha pUCKa U p-CTOWHOCTHUTE Ca U3YHCICHU OTACIHO 32 THKATPEJIop CIp. Teparust camo ¢ ASA ot Mozen Ha
MPONIOPIMOHAIHUTE prckoBe Ha CoX, KaTo IpynaTa Ha JICYeHHE € eMHCTBEHATa EKCIUIAHATOPHA IIPOMEHIINBA.

KM mnporeHt, nuz4ncieH Ha 36-TH Mecell.

Benexka: Oposit Ha mbpBUTE cHOUTHS 32 KoMioHeHTUTe CC cMBpT, MU 1 MHCYAT € AeHCTBUTETHUAT Opoii Ha IBPBH
CcHOUTHA 32 BCEKH KOMIIOHEHT U HE ce 100aBs KbM Oposi Ha ChOUTHATA B ChCTaBHATA KpaifHa TOYKA

(s) [TokasBa cTaTucTUYECKA 3HAYUMOCT.

CI=losepurenen unrepsai, CC=Copuaeuno-csaoB; HR=Koebuuuent Ha pucka; KM=Kaplan-Meier; MU=Mruoxkapaen

nHdpapkT; N=Bbpoii nanuenTu.

JIBeTe cxeMH Ha jedeHue ¢ Tukarpenaop 60 mg aBa nbTH AHEBHO U ¢ 90 mg 1Ba MbTHU THEBHO B
KoMOMHAaNus ¢ ASA TpeBb3X0XKIaT CAMOCTOSITEITHOTO JieueHue ¢ ASA 10 OTHOIIIEHUE Ha
MIPEBEHIIUATA Ha aTepOTPOMOOTHYHUTE ChOMTHS (ChcTaBHA KpaiiHa Touka: CC cmbpT, MU 1 nHCYNT),
C TIOCTOSTHEH e(PeKT OT JIeUeHUETO Npe3 LEeNns [IePHo Ha Ipoy4yBaHeTo, Bojaent 10 16 % RRR u

1,27 % ARR 3a tukarpenop 60 mg u 15 % RRR u 1,19 % ARR 3a tukarpenop 90 mg.

Brnpeku ue npopunute Ha edukacHoct Ha 90 mg u 60 mg ca nogoOHU, UMa TaHHH, Ye MO-HUCKATa
71032 € C Mo-100Bp MPo(dUI Ha TOHOCHMOCT U O€30IaCHOCT 110 OTHOIIIEHNE Ha PUCKA OT KbPBEHE U
muciiHest. CnenoBaTenHo, camo Brilique 60 mg 1Ba mbTH THEBHO, MPIJIOKEH €THOBPEMEHHO ¢ ASA,
ce MpenopbyBa 3a NpeBeHIus Ha ateporpoMboTnanan choutus (CC cmbpT, MU 1 vHCYNT) MipH
MAIUeHTH ¢ aHaMHe3a 32 MU 1 BUCOK PUCK OT pa3BUTHE HA aTE€POTPOMOOTHYHO CHOUTHE.

B cpaBHeHue cbc caMocTOSTENHOTO JeueHue ¢ ASA, Tukarpenop 60 mg ABa ObTH THEBHO 3HAYUMO
MTOHWKaBa MbpBUYHATA ChcTaBHA KpaiHa Touka oT CC cmbpT, MU u uHCYAT. Beeku ot
KOMITOHEHTHUTE JOMIPUHACS 32 MMOHIKEHUETO Ha TbPBUYHATA ChcTaBHA KpakiHa Touka (CC cmbpT 17 %
RRR, MU 16 % RRR u uncynt 25 % RRR).

RRR 3a crcraBHaTa kpaiiHa Touka oT 1 10 360 gam (17 % RRR) u ot 361 mam Hatathk (16 % RRR) e
nmooOHo. MiMa orpaHudeHyn naHHU 32 epUKaCHOCTTa U 0€30IaCHOCTTA Ha YABIDKEHO JICYCHUE C
TUKarpejaop Hax 3 TOINHU.

JluncBaT nokaszarencTBa 3a moji3a (He ce HaOM0AaBa peayKLHs Ha YeCTOTaTa Ha IIbpBUYHATA
npocnesaBana kpaiiHa Touka oT CC cmbpT, MU 1 HHCYNT, HO MMa MOBUILIABAHE HA YECTOTATA HA
3HAYNUTEITHO KbPBEHE), KOrato THKarpenop 60 mg ABa MbTH AHEBHO € MPUJIOXKEH NPH KIMHUIHO
CTaOMJTHY NMALMEHTH C JaBHOCT Ha MH(apKTa > 2 TOAMHU W [TOBEYE OT eHa TOJMHA CJie]l CIIUpaHe
Ha npeaxonHoTo nedenue ¢ AJd-penentopern nHXuOUTOpP (BXK. Touka 4.2).

Knunuuna 6esonacnocm

UecToTaTa Ha NpeyCTaHOBSIBAHE Ha Tepamnusira ¢ TUKarpeaop 60 mg nopaau KbpBEHE U IUCIHEA € TO0-
BHCOKA TpHY NanueHTy > 75 rogunau (42 %) B cpaBHEHHUE C MTO-MJIaIU anueHTH (uHTepBai: 23-31 %),
C pas3nuka crupsmo mianedo rpynara no-rojiasiMa ot 10 % (42 % crpsimo 29 %) npu mauueHTu

> 75 roguHU.

HG,I[I/IaTDI/I‘lHa nonyjaanus
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EBpomnelickaTa areHIus 1o JiekapcTBaTa 0cBOOOKAaBa OT 3aIBJDKCHUETO 3a MIPEJOCTaBSIHE Ha
pesyaTaTute oT npoyuBanusTa ¢ Brilique BbB BcHUKH MOATPYIH HA MEAUATPUIHATA MTOITYJIALHS 32
octpu kopoHapau curapomu (OKC) u anamHesa 3a muokapaeH nadapkt (M) (Bxk. Touka 4.2 3a
nHGOpMAaIUs OTHOCHO yNoTpeOa B eAUaTpUsITa).

5.2 ®apmMakoKMHETHMYHM CBOIicTBA

Tuxarpenop uma nuHeiHa papMaKOKHHETHKA, a EKCIIO3UIUUTE KbM THKArpeiIop U aKTUBHUS My
MeTabomut (AR-C124910XX) ca nmpuOIM3UTENHO TPONOPLMOHATHY Ha fo3ata 10 1 260 mg.

AOcopouus
AGcopO1HsaTa Ha THKArpenop ¢ 0bp3a, ¢ MEHAHA Ha tmax TPUOTU3UTETHO 1,5 vaca. [IpeBphinaneTo Ha

TUKArpeaop B OCHOBHMSA LUpKyJupam metadonutr AR-C124910XX (chio akTHBEH) € OBp30, ¢
MeMaHa Ha tmax TPUOTM3UTENHO 2,5 yaca. Ciie mepopaiHo NPUIIOKEHHE Ha MHUYHA 1032
TUKarpenop ot 90 mg Ha rIagHo npH 3apaBu JUNA, Crax € 529 ng/ml u AUC e 3 451 ng*h/ml.
CroTtHomeHusATa MeTabomuT/0CHOBHO BemecTBO ca 0,28 3a Cax 1 0,42 32 AUC. dapmakoKkuHeTHKATa
Ha tukarpenop u AR-C124910XX npu nauuentu ¢ anamue3a 3a MU oOukHOBEHO € moio0Ha Ha Ta3u
B nomynanusata ¢ OKC. Bb3 ocHOBa Ha eIMH MOMyTalMOHEeH (apMaKOKHHETHYECH aHAU3 Ha
npoyusanero PEGASUS meananara Ha Chax Ha THKarpenop € 391 ng/ml u AUC e 3 801 ng*h/ml B
CTaLlMOHAPHO ChCToAHUE 3a THKarpenop 60 mg. 3a tukarpenop 90 mg Cmax € 627 ng/ml u AUC e

6 255 ng*h/ml B cTaliMOHAPHO CHCTOSIHHUE.

Cpennara abcomoTHa OMOHATMYHOCT HA TUKarpesop e nzuuciena Ha 36 %. [lpuembT Ha Oorata Ha
Ma3HMHU XpaHa BoaM 1o nosumasase ¢ 21 % na AUC Ha THKarpenop u 10 MoHWKaBaHe ¢ 22 % Ha
Crmax Ha aKTHBHUSI My METaOO0JIUT, HO HE MOBJIHSIBA IO HUKaKbB HAUMH Crax Ha THKarpenop miu AUC
Ha aKTUBHUS My MeTaboauT. CMsTa ce, 4e Te31 MaJlKi POMEHHU ca C MUHUMAJIHO KIMHUYHO
3HAYEHHE; opaay TOBa TUKArpeIop MoXKe Jia ce mpreMa cbe uin 0e3 xpaHa. Tukarpenop u
aKTHBHHUAT My MeTa0oJHT ca cyOcTparu Ha P-gp.

Tuxarpenaop BbB BHI Ha CTPUTH TaOJIETKH, CMECEHH C BOJA, IPUJIaraH IepopaiHO HIIH Ype3 Ha30-
racTpajHa COHJa B CTOMaxa, UMa CpaBHUMa OMOHATMYHOCT C LETUTE TaOJIETKH 10 OTHOLICHHUE Ha
AUC 1 Cpax Ha TUKarpesop u aktuBHUs Metabonut. Havannara exciozunus (0,5 u 1 yac cnen
MPUIOKEHHUE) OT CTPUTHUTE TaOJIETKH THKArpesiop, CMECEHH € BOJIa, € II0-BUCOKA B CPABHEHUE C
uenuTe TableTKH, ¢ KaTo I5UT0 MACHTHYECH NpoQui Ha KOHLEHTpalus cie Tosa (2 1o 48 vaca).

Pasnpenenenue
B crammonapHo cecTosiHEE 00eMBT Ha pasmpenenenre Ha Tukarpesop e 87,5 1. Tukarpenop u

AKTUBHUAT My MeTa6OJ'II/IT CC CB’Lp3BaT C YOBCIIIKUTC I1JIa3MCHHU HpOTeI/IHH BBHB BUCOKA CTCIICH
(> 99,0 %).

Buotpanchopmanus

CYP3A4 e OCHOBHHAT €H3UM, OTTOBOPEH 32 METaOOIU3UPAHETO HA TUKATPeNIop U 00pa3yBaHETO Ha
aKTHBHHUS My METabO0JIUT, KaTO TEXHUTE B3auMoieiicTBus ¢ Apyru cyoctparu Ha CYP3A Bapupat ot
aKTHBHpPAHE 10 HHXUOUpaHE.

OcHoBHHAT MeTabomuT Ha TUKarpenop ¢ AR-C124910XX, koiTo ChIIO € aKTUBEH — KOETO CE OLICHBA
4pes in vitro cebp3BaHe ¢ TpomOoruTHUS P2Y 12 Al peuentop. CucreMHata eKCIo3uIus Ha
akTuBHUS MeTabonuT e mpuoimsutenHo 30-40 % oT Ta3u Ha TUKArpenop.

Eaumunupane
OCHOBHHSAT IIBT 32 ENIMMUHUPAHE HAa TUKArPENIop € upe3 4epHoapoOHa Tpanchopmarius. [Ipu

MpUIaraHe Ha paJiOakTUBHO MapKHpaH THKAarpeaop CpeAHOTO Bb3CTaHOBSBAHE HA PaAHOaKTUBHOCTTA
e npubnmzutenHo 84 % (57,8 % BbB deneca, 26,5 % B ypunata). KonndectBoTo Ha TUKarpenop u
aKTHBHHUS My MeTa0OJIMT, KOUTO Ce OTKpUBAT B ypHHaTa, ca mox 1 % oT npuetara 1o3a. BeposarHo
OCHOBHUST ITBT HAa EIMMUHHUPAHE HA aKTUBHUS META0OJIUT € Upe3 eKCKpeuus B Krbukara. CpeqHusT
t12 Ha TUKarpesiop € NpuONM3nUTeNHO 7 Yaca, a Ha akTHBHUSA My MeTabonuT — 8,5 Jaca.
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CHCI_II/Ia.TIHI/I nonyJiannnuu

Cmapuecka 8v3pacm

[To-BrcoKM ekcro3unuy Ha TUKarpenop (mpuomm3utenHo 25 % u 32 Cax, ¥ 32 AUC) 1 Ha akKTHUBHHSA
My metabomnut npu nanuertu ¢ OKC B crapuecka Bb3pacT (> 75 ronuHu) B CpaBHEHHUE C ITO-MJIaIN
TAIUEHTH ca HAOJFOIaBaH! MPH TOITyIAIUOHHNS (hapMaKOKWHETHUYEH aHanm3. Te3n pa3iuKy He ce
CMSTAT 32 KIMHUYHO 3HAYUMHU (BXK. TOUKa 4.2).

Tleduampuuna nonviauus
Tukarpesnop He € OLEHsBaH B IeAUaTpUYHATA Momynanus (Bx. Touku 4.2 u 5.1).

Ton
B cpaBHeHHe ¢ MBKe, IIpH KEHH ca HaOII0aBaHN MO-BUCOKH €KCIIO3UITUU Ha TUKArpenop U Ha
aKTUBHUS My MeTa0onuT. Pa3nmukure He ce cMsTaT 3a KIMHUYHO 3HAYMMHU.

Bvbpeuno yepexcoane

B cpaBHenue ¢ xopa ¢ HopManHa 6bOpedHa QyHKIMS, IPH NALMEHTH C TeXKO OBOPEYHO yBpexaaHe
(xkpeaTnHUHOB KIMPBHC < 30 ml/min) eKCO3UIMsITa Ha TUKArPEJIOp € MO-HUCKA C MPHOIU3UTETHO
20 %, a ekcro3uIusATa Ha aKTUBHUS META0OJHT € TI0-BIUCOKA MPUOIM3UTETHO ¢he 17 % .

[Ipu naumenTu ¢ TepMUHAJICH cTaguii Ha 0b0peuno 3abomsBane Ha xemoauanu3a AUC u Chax Ha
tukarpenop 90 mg npuiaras B aeH 0e3 auanuza ca ¢ 38% u 51% mo-BUCOKM B CpaBHEHHUE C XOpa C
HOopMaitHa Ob0peuHa pyHkuus. [logo0HO MOBHIIIEHHE B EKCIIO3UIMATA Ce HA0III01aBa, KOTaTo
TUKAarpesiop ce mpuijiara HermocpeACTBEHO Mpean Auanu3ata (CboTBeTHO 49% u 61%), KoeTo nokassa,
4e THKarpesiop He ce nuanu3upa. Ekcro3unusaTa Ha akTHBHHSI METa0ONUT ce TIOBUIIIaBa B IIO-MaJIKa
crened (AUC 13-14% u Cpax 17-36%). EdexTbT Ha nHXUOUpaHe Ha TPOMOOLMTHATA arperamnus
(UTA) e He3aBUCHM OT AMANK3aTa IPHU NALUEHTH C TEPMUHAJICH CTaJui Ha ObOpevHO 3a00IsIBaHe U €
noJo0eH npu xopa ¢ HopManHa 0bOpeuHa GyHKuus (BXK. Touka 4.2).

YepnoopobHo vepeocdane

B cpaBHeHue cbe 3apaBu JOOPOBOIIIH, IPH MAUEHTH C JIEKO YepHOAPOOHO yBpexkaaHe Cnax 1 AUC
Ha THKarpelop ca IMo-BUCOKU ChOTBETHO ¢ 12 % u 23 % ob6aue UTA edekrsT Ha THKArpenop e
nofo6OeH B aABete rpynu. He e Heo0X0quMo KOpUrHpaHe Ha 103aTa NPH MALUEHTH C JIEKO
4epHOAPOOHO yBpexaaHe. Hsima mpoydBaHus ¢ THKarpejaop Npy MalHueHTH ¢ TEXKO YEPHOIPOOHO
YBpEXIaHE U JTUICBa (hapMaKOKMHETHYHA HHPOPMALHS NIPU MALUEHTH C YMEPEHO YepHOIPOOHO
yBpexnade. [Ipu nanyenTi ¢ yMepeHo Uil TEXKO MOBHUILICHNUE Ha €IWH WM [0BEeYe YEPHOAPOOHU
(YHKLMOHAIHY MOKa3aTeIN Ha U3XOJHO HUBO, INIA3MEHUTE KOHLCHTPALIMK Ha TUKArpesop ca
OOMKHOBEHO MO00HH MIIM MAJIKO IT0-BUCOKM B CPAaBHEHHUE C ALMEHTHUTE 0€3 U3XOAHO MOBHUILICHHUE.
He ce npenoppuBa kopurupase Ha 103aTa IpH MALUEHTH ¢ YMEPEHO YepHOAPOOHO yBpeKaaHe (BXK.
Touku 4.2 u 4.4).

Emuuuecka npunaoaesxcnocm

B cpaBHeHME ¢ manMeHTHTE OT €BPOIIEUAHATA paca, MAMEHTUTE OT a3UATCKHU MPOU3XOJ UMaT
no-Bucoka ¢ 39 % cpenna OMOHATMYHOCT. B cpaBHeHME ¢ MAalMEHTHUTE OT EBpPOIEHIHATA paca, IPH
CaMOOMPEAEISIIIUTE Ce KATO YEPHOKOKH MALIMEHTH, OMOHATMYHOCTTA HAa TUKArPEJIOp € MO-HUCKA C

18 %. B ximmHuko-papmakosorndau npoyusanusi ekcrno3uuusaTa (Cmax 1 AUC) Ha THKarpeiaop npu
SITIOHITH € TT0-BrcoKa ¢ mpuommutenHo 40 % (20 % cien KOpeKIus CpsMO TEIECHOTO TETI0),
OTKOJIKOTO NP XOpa OT €BpomenHaTa paca. Excro3unusara npu NanueHTH, KOUTO CE CaMOOIPENEIAT
KaTo MCIIaHO WJIX JIATHHO THII, € MOJ00HAa Ha Ta3W MPH NAllMEHTHTE OT €BPOIeHIHATa paca.

5.3 IlpenkJMHUYHM JAHHHU 32 0€30IACHOCT

HpCI[KJ'II/IHI/ILIHI/ITe JaHHU 34 TUKArpejaop 1 OCHOBHUA MY MEeTa0OIUT HEe TTOKa3BaT HCIIPUCMIJINB PHUCK 3a
Pa3BUTUC HA HCIKCIIAHU PCAKIHUU IIPU XOpPa Ha Oa3ara Ha KOHBCHIIMOHAJTHUTC q)apMaKOJ'IOI‘I/I‘IHI/I
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HU3INHUTBAHHUA 3a 6630HaCHOCT, TOKCUYHOCT IIPpU €AHOKPATHO U MHOT'OKPATHO IIpUJIarane u
TCHOTOKCHYCH MMOTCHIIUAII.

[Ipu HAKOIKO KUBOTUHCKHU BUA € HAOIIOJaBaHO CTOMAIIIHO-YPEBHO IPa3HEeHEe NIPU KIMHIUIHO
3HaYMMH HMBa Ha €KCIIO3UIus (BXK. Touka 4.8).

HpI/I JKCHCKU IIIIBXOBEC, TUKAIPCIIOP BbB BUCOKHU NO3U ACMOHCTpPHUPA IMOBHUIIICHA YCCTOTAa HA TYMOPHU Ha
MaTKarta (a,Z[CHOKapL[I/IHOMI/I) 1 MMOBUIIICHA YCCTOTA HAa aACHOM Ha YCpHUA I[p06. MexaHu3MBT 32 IosIBa
Ha TYMOpPHU Ha MaTKaTa BEPOATHO € XOPMOHAJICH ,I[I/IC63.J'IaHC, KONTO MOXeE Ja JO0BCAC 10 I1OsABa HA
TYMOPH IIPHA INTBXOBC. MexaHu3MBT 3a OSIBa Ha I‘IG}C)HO}:[pO6HI/I aJICHOMH BCPOATHO € CHGI_[I/Iq)I/I‘IHa 3a
IrprU3auuTe CH3MMHA UHAYKIUA B UCPHUA ,I[p06. Hopazm TOBa CC CUUTA, YC € MAJIKO BCPOATHO
KapIIUHOICHHUTC HAaXOJAKH Ja UMAT 3HAUCHUC 3a XOparta.

[Ipu nrpxoBe ca HaOIIOAaBaHU MUHUMAIHU aHOMAaJIMU Ha Pa3BUTHETO MIPU 10334, TOKCUYHA 32
Malikara (rpaHura Ha 6e3omacHoct 5.1). [Ipu 3aiiim ce HaOrOMaBa JIeKo 3a0aBsHE HA YePHOPOOHOTO
CH3psIBAaHE U CKEJIETHOTO Pa3BUTHE Ha (eTycuTe MPH MaKK Ha BUCOKa Jj03a 0e3 Aa ce HabroaBa
TOKCHYHOCT 3a MaiikaTa (rpanuna Ha Oe3onacHocT 4.5).

Hpoy‘lBaHI/IH IIpU IUTBXOBC 1 3aﬁun IMMOKa3BaT pCupPOAYKTHUBHA TOKCHUYHOCT C JICKO [TIOHMKAaBAaHC Ha
HaAAaBaHCTO HA TCIJIO IpU MaiikaTa ¥ HamajcHa HeOHaTalHa JKU3HECIIOCOOHOCT U TETIIO npu
PaXAaHCTO, CbC 3a0aBgHE Ha pacTeixka. TI/IKaneJ'IOP BOIW OO HEPCAOBCH UKD (OCHOBHO YABILKCH
I_II/IK’BJ'I) IIpH JXCHCKU INIBbXOBEC, HO HC MMOBJIMABA 06H_II/I$[ (l)epTI/IJ'II/ITeT OpU MBKKHU U JKCHCKHU IIBXOBC.
(I)apMaKOKI/IHeTI/ILIHI/I MNpoy4BaHU C PAAUOAKTHUBHO MAPKUPAH TUKArpejop Moka3BaT, 4¢ OCHOBHOTO
BCIICCTBO U HCTOBHUTC MeTabOJIUTHU ce CKCKPCTUPAT B MJIAKOTO IIPH IIJIBXOBEC (B)K. TOYKa 46)

6. OAPMAINIEBTNYHHU JAHHU
6.1 CnuceK HAa NIOMOIIHHUTE BelIeCTBa

Slapo Ha TablmeTkaTa

Manwuron (E421)

Kammuer xuaporendocdar quxuapat
Marnesues creapat (E470b)
HatpueB Humiecten rnukonaat Tun A
Xugpokcumnponuienynosa (E463)

Tabnerna oOBHBKa

Tank

TuranoB muokcun (E171)
XKeneszen oxcun, xbat (E172)
Maxporoxn 400

Xurpomenosza (E464)

6.2 HecnBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogHoct

3 ronuHU

6.4 CrnenuajaHu ycJI0BHS Ha CbXpPaHeHHUe

To3u nexkapcTBEH NPOAYKT HE N3HCKBA CIIELIUAIHU YCIOBUS 33 CbXPaHEHHE.

6.5 Bwuau cbabp:kaHMe HA OIAKOBKATA
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e PVC-PVDC/AI mpo3paunu 6auctepu (CbC CUMBOIM CiIbHIE/TyHa) OT 10 TabaeTku; KapTOHeH!
omakoBku 0T 60 TabneTku (6 Omvictepa) u 180 Tabnerku (18 6mucrepa).

e PVC-PVDC/AI mpo3paunu kaneHaapHu OJaucTepy (CbC CUMBOJIM CIBHLE/ITyHA) OT
14 TabneTku; KapTOHEHU OnakoBku OT 14 Tabnerku (1 6muctep), 56 Tabnerku (4 Gnuctepa) u
168 tabmetku (12 Gnucrepa).

e PVC-PVDC/Al nepdopupanu eanono30su npo3padnu oiucrepu ot 10 TabneTku; KapTOHEHH
omakoBku oT 100x1 Tabnerka (10 6mucrepa).

He Bcruky BuoBe OnakoBKH Morar Aa ObAaT IMyCHATH B Ipojaaxoa.

6.6 CrnenuajaHu npeanasHu MepKHU NMPH U3XBbPJIsIHE

Heusnomn3BaHusT JeKapcTBEH NPOLYKT WM OTHaIbYHUTE MaTEPHAIN OT HEro TpAOBa Ja ce U3XBBPIIST

B CHOTBETCTBUE C MECTHUTE U3UCKBAHHS.

7. HNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB

SE-151 85 Sodertélje

[Iserus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/10/655/001-006

9. JATA HA ITbPBO PA3ZPEINIABAHE/TIOJJHOBABAHE HA PAPEIIEHUETO 3A
YIHOTPEBA

Jara Ha nepBo paspemasane: 03 nexemspu 2010 1.

Jata Ha nociegHo nmogHoBsBane: 17 ronu 2015 .

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MonpoOHa nH(OpMAaIKs 32 TO3M JIEKapCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcalita Ha EBponelickara
areHIus 10 JIeKapcTBaTa http://www.ema.europa.eu
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1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Brilique 90 mg TabneTku, qucneprupany ce B ycrata

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika TabneTka, qucneprupaina ce B ycrata, cbabppka 90 mg tukarpenop (ticagrelor).
Brilique cpappxa mo-manko ot 1 mmol Hatpwii (23 mg) Ha 1034, T.€. MPAKTUIECKU HE ChIbPKa
HaTpuH.

3a IIBJIHKUS CIIUCHK Ha INOMOIIHHUTE BEIICCTBA BUXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
TaOnerka, mucreprupaiia ce B ycrara.

Kpbrim, miocku, cbe ckoceHH ppOoBe, Oenu 1o 61e10p030BU TabIETKH, AUCIIEPIUPALH Ce B yCTaTa,
MapKHpaHu c ,,90” nax ,,T1” oT eqnara ctpaHa u 6e3 MapKUpOBKa OT ApyraTa.

4. KJIMHNUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHUS

Brilique, mpuiioskeH e THOBPEMEHHO ¢ alleTHIICAMITMIOBA KucennHa (ASA), e Tokas3aH 3a
Mpe/na3BaHe OT aTepPOTPOMOOTUYHH WHITUICHTH TPU BH3PACTHU MMAIUEHTH C
- ocTbp KopoHapeH cunapoM (OKC) unu
- aHamHe3a 3a MuokapiaeH HHapkT (M) 1 BHCOK pHCK OT pa3BUTHE HA aTEPOTPOMOOTUIHO
croOuTHe (BX. Toukn 4.2 u 5.1).

4.2 Jlo3upoOBKA M HAYWH HA NMPHIIOKEHHE

EOL’J/IQOBK&

[TanmenTure, mpuemary Brilique, TpsiOBa cbIo Taka Aa NpueMaT HUCKA MOATBPIKAIIA 1032 OT
75-150 mg ASA nHEBHO, OCBEH aKO TOBa € U3pPUYHO MPOTHBOIIOKA3aHO.

Ocmpu KopoHapHu cutopomu

Jleuenueto c Brilique Tpsi6Ba 1a 3amouBa ¢ eAHOKpaTHA HaToBapBaiua 103a oT 180 mg (1Be TabneTku
ot 90 mg), cren KOeTo ce MpoAbIKaBa ¢ 103a 90 mg nBa mbTH AHEBHO. [IpenopbuBa ce Ie4eHHeTo ¢
Brilique 90 mg nBa mpTH AHEBHO aa ipoabku 12 mecena npu namuenTy ¢ OKC, ocBeH ako HiAMa
KJIMHAYHY TIOKa3aHUs 3a NPEKbCBaHE Ha pueMa (BK. Touka 5.1).

Anamnesza 3a muokapoern undapkm

Brilique 60 mg nBa mbTH AHEBHO € MPENOPBUYUTENHATA 1032, KOTaTO € HEO0OXO0AUMO YIBIKEHO
JIeYeHNE Ha MAlMEHTH ¢ aHaMHe3a 32 MU oT moHe efHa roJuHa 1 BUCOK PUCK OT aTepPOTPOMOOTHIHO
cpbutue (Bx. Touka 5.1). Jleduenuero moxe a Obe 3armoyHaTo 0e3 IpeKbCcBaHe, KaTo MPOIbJKaBalla
Tepanus Cle Ha4aIHOTO JIeueHHe oT enHa roguna c Brilique 90 mg nim Tepanus ¢ apyr aJeHO3UH
mudocdar (ALAP) peuenropen naxudurop npu nauenti ¢ OKC u BUCOK puck ot
aTepoTpoMOOTHUHO chOuTHE. JleueHnero Moxe 1a Ob/Ie 3amoYHaTO ChIIO U A0 2 roguau ot MU nnu
70 elHa TOAMHA cJie]l CIMpaHe Ha npeaniecTBamoTo gedenue ¢ AJld-penenroped nuxuburop. Mma
OTpaHUYCHH JaHHH 32 €PUKACHOCTTA U 0€30MaCHOCTTA Ha YBIKEHO JICUEHUE C TUKArpeaop Haj

3 roguHM.
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Axko e HeoOXoMMa CMsIHA Ha TepanusTa, bpBara ao3a Brilique Tpsa6Ba na Obae npunoxkena 24 yaca
cliesl IoCiIeIHaTa 103a Ha JPYroTo aHTUTPOMOOTHYHO JIEKapCTBO.

Iponychama 0oza

Caio Taka TpsaOBa na ce n30ArBa nporyckaneTo Ha Tabnerka. [lanuenT, KoiTo € mporycHan aa
npueme no3ara cu Brilique, TpssOBa na mpueme camo enHa TabieTKa (cieaBaliara cu 103a) B yaca, B
KOITO 00HYaiiHO 5 mpreMa.

Cneyuanuu nonyiayuu
Cmapuecka ev3pacm
[Ipu manueHTH B cCTapyecka Bb3pacT HE Ce Hajara KOpeKIus Ha qo3ara (Bxk. Touka 5.2).

bvopeuno yspeocoane
[Ipu naumentu c 6pOpedHO yBpEKIaHE HE € HE00X0AMMa KOPEKLUs Ha 103aTa (BXK. Touka 5.2).

YeprodpobHo yepedicoane

Tuxarpenop He € IpoydYBaH MPH NAMEHTH C TEXKKO YEPHOIPOOHO yBpeKIaHEe U MOpaau TOBa,
ynoTtpebara My OT Te3H MALMEHTH € MPOTUBOIIOKa3aHa (BX. Touka 4.3). Mma camo orpannueHa
nHpOpMaLKs IPH NALKUEHTH C YMEPEHO YepHOAPOOHO yBpexkaaHe. Kopurupane Ha no3ara He ce
MpenopbyBa, HO TUKArpesIop TPsOBa Aa ce U3IM03Ba C MOBUIICHO BHUMAaHUE (BXK. TOUkd 4.4 1 5.2).
[Ipu maumenTy ¢ JeKo 4epHOAPOOHO yBpEKIaHE HE € He00X0AUMa KOPEKLUS Ha 103aTa (BXK.
Touka 5.2).

THeouampuuna nonyrayus
BezomacHocTTa M e(hrkacHOCTTa Ha THKArpenop Npu Jela Ha Bb3pacT noA 18 roaunu He e
ycraHoBeHa. Hsima Hanmu4Hu JaHHU.

Hauun Ha npunoxenue

3a nepopaHO IPUIIOKEHHE.

Brilique moxe na ce nmpuema cbc uian 6e3 XxpaHa.

Jucneprupaiyre ce B ycrara TabJICTKH MOKE Jla c€ M3M0JI3BAT KaTo anTepHatuBa Ha Brilique 90 mg
¢unmMupanu TabJIeTKU NPH NALUEHTH, KOUTO Ce 3aTPyAHSABAT a MPErIbIIaT Ueld Ta0JeTKH WK
KOHUTO MPEANOYHUTAT TabJIEeTKH, TUCTIEPTrUpally ce B ycTara. TalbnerkaTta TpsaOBa a ce MOCTaBU BHPXY
€3uKa, KbAETO TS OBbP30 Lie ce Jucreprupa B ciaroHkara. Cien ToBa TS MOXKeE Ja Ce MPETJIbTHE ChC HIIH
0e3 Boza (Bx. Touka 5.2). TabneTkara MoXe Aa ce JUCIeprupa ChILo U BB BOJA U Aa CE MPUIOXKHU
ype3 Hazo-ractpanHa conaa (CH8 umu mo-romsma). BaxkxHo e Ha3o-racTpanHaTa COHAA Aa CE IPOMHUE C
BOJIa clie]l IPUIIOKEeHNEeTo Ha cMecTa. Hsama tabnerka, nucneprupaina ce B ycrara, or 60 mg.

4.3 IIporuBomokaszanus

e  CBpPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEILECTBO MJIM KbM HAKOE OT MOMOIHHUTE BEILECTBA,
n30poeHu B Touka 6.1 (Bxk. Touka 4.8).

AKTUBHO IIaTOJIOTHYHO KbPBEHE.

AHaMmHe3a 32 HHTpaKpaHUalHa XeMoparus (Bx. Touka 4.8).

Texxko yepHOAPOOHO yBpekaaHe (Bx. TOUkH 4.2, 4.4 u 5.2).

CBHBMECTHOTO NPUIIOKEHHE Ha TUKArpesaop ¢ MoHu naxuouropu Ha CYP3A4 (namp.
KETOKOHA30J1, KJIApUTPOMUIIMH, He(a30J0H, PUTOHABUD U aTa3aHaBHP), Th KATO MOXKE Ja
JOBEZIE A0 3HAYUTEIHO [TOBUIICHNE HA €KCIIO3UIIMATA HA THKArpesop (BX. Touka 4.5).

4.4 ChnenuanaHu npeaynpesxxaeHust U NpeANa3sHil MEePKH NIPH ynoTpeda

Puck ot kbpBEHE

[IpunokeHneTo Ha TUKArpeop MpH NalMeHTH C U3BECTEH MOBUIIIEH PUCK OT KbpBEHE TpsiOBa 1a ce
MPELEHH CIPSAMO T0I3aTa [0 OTHOIIECHUE Ha MPEANAa3BaHEeTO OT aTepPOTPOMOOTHYHN HHIMACHTH (BXK.
ToukH 4.8 1 5.1). AKO € KIMHUYHO MOKa3aH, THKarpeiop TpsAOBa Aa ce mpuiara ¢ IMOBUILECHO
BHHMAaHUE NPH CICAHATE TPYIN NalUECHTH:
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e [lamueHTUTE ChC CKIIOHHOCT KbM KBPBEHE (HAIp. HOpaay CKOPOIIHA TpaBMa, OTlepaLus,
HapyLIEHNS B KPbBOCHCUPBAHETO, AKTUBEH MJIM CKOPOLIEH CTOMAIIHO-YPEBEH KPbBOU3IHUB).
[IpunoxeHneTo Ha TUKArpenop € NPOTUBOIIOKa3aHO MPH MAUEHTH C AKTUBHO MAaTOJIOTUYHO
KBbpBEHE, ITPH TAaKWBA C aHAMHE3a 32 MHTPAaKpaHUAIHA XEMOparus 1 MpH MalueHTH ¢ TEKKO
4epHOAPOOHO yBpexaaHe (BxX. Touka 4.3).

e [JamuenTtu, nmpuemaiy eTHOBPEMEHHO JIEKapCTBEHHU NMPOIYKTH, KOUTO MOraT Ja MOBUILIAT pUCKa
OT KbpBeHe (Hamp. HecTepouJHH NpoTHBOBB3NanuTesHu cpeacrsa (HCIIBC), nepopanan
AHTUKOATyJaHTH W/WiK GUOPHHOIUTHLIN) B paMKUTE Ha 24 yaca OT IpueMa Ha THKarpenop.

Tpancdyszusta Ha TpoMOOLKTHA Maca He OOPBIIAa AHTUTPOMOOTHYHHS €(EKT HAa TUKATPENIOp MPH
31paBu TOOPOBOJIIIM U € MaJIKO BEPOSTHO Jla UMa KIIMHUYHA 107132 MIPH NalMeHTH ¢ KbpBeHe. [lonexe
€IHOBPEMEHHOTO NMPWIOKEHNE HAa TUKArpenop ¢ Ae3MOIIPECHH HE CKbCsBAa BPEMETO Ha KbPBEHE,
BEPOSITHO JE3MONPECHH HiMa Aa Obe erKaceH 3a OBIaAsBaHe Ha KPbBOU3IHUB (BXK. TOUKa 4.5).

AHTHPUOPUHONUTHYHOTO JIedeHNE (AMHUHOKAIPOHOBA MM TPAHEKCaMOBa KHCEIMHA) U/HITH
TepanusTa ¢ pekomouHanTeH ¢akrop VIla Morar ga yckopsT kpbBochcupBaHeTo. [IpueMbT Ha
TUKArpesop MOe J1a ce Bb30OHOBH CJIe]] KaTO MPUIMHATA 32 KbPBEHETO € OTKPUTA U TO € OBJIAISHO.

Onepanuu
[Naruenture TpsOBa Ma OBAAT TOCHBETBAHU Jla HH(DOPMHUPAT JICKAPUTE U CTOMATOIIO3UTE CH, Ue

npueMat TUKarpejop, npean aa uMm 61:,[[6 Ha3Ha4YCHA HAKAKBA XUPYpTUYHA UHTCPBCHIUA U IPCAN 1a
3allovHaT Aa npueMart HOB JICKAPCTBCH MPOAYKT.

[Ipu naumentute ot npoyusanero PLATO c nampasen kopoHapHo-apTepuaieH 6aiinac (CABG), mpu
TUKarpesop ce HabJoaBa NoBe4e KbpBEHE OTKOJIKOTO IPH KIOMUAOTPEN, KOraTo € cipsH 1 aeH
MIpeIN ONepanys, HO CXO/IHA Y€CTOTa Ha 3HAYUTEIIHO KbPBEHE, B CPABHEHUE C KIIOMHUOTPE, CHE
CIMpaHe Ha JICYEHUETO 2 WK MOBeYE JHU Ipeau onepanus (BxK. Touka 4.8). AKO MalueHThT HOAISKU
Ha IJIAHOBA ONEPaLsl U aHTUATPETAHTHUAT €eKT € HexXelaH, TUKarpesIop TpsdBa aa ce cipe 5 1HU
Npeay XUPYpruyHaTa HHTEpBeHIHA (BXX. Touka 5.1).

[Tan¥eHTH ¢ mpeanecTBanl HCXEMUYEH UHCYAT
[Marmuentn ¢ OKC ¢ npeamecTBail nCXeMUYEH HHCYIIT MOTaT 1a ObJaT JIEKYBaHU C THKArpesop B
MpobIDKeHNE Haii-MHoro 70 12 Mecena (mpoyusane PLATO).

B PEGASUS nanuentu ¢ anamuesa 3a MU ¢ npeamecTBal HCXEMHUYEH HHCYIT HE ca BKIIOYBAHU.
ITopaau ToBa, Mpu JHICa HA JaHHU, JEUYEHHE NTOBEUE OT €1HA TOAMHA HE C€ MPENOPBYBA IIPH TE3U
MAIUEHTH.

YepHompoOHO yBpexaaHe

YnorpebaTa Ha TUKarpesop € MpOTUBOIMOKa3aHa MPH MAIUEHTH C TEKKO YePHOIPOOHO YBPEKIaHE
(Bk. Touku 4.2 1 4.3). Fima orpaHUdeH OIUT C TUKATPENIOp MPH MAIUSHTH C YMEPEHO YepHOAPOOHO
YBpeXJIaHe, IOpaJn TOBA, IPH Te3U MAUEHTH Ce MPErophiBa MOBUIIEHO BHUMaHHE (BXK. TOUKH 4.2
u5.2).

PuckoBu 3a pazBuTHe Ha OpagnKapaus HAIMEHTH

Xonrep EKI" MoHMTOpHpaHe MoKa3Ba MOBUILEHA YECTOTA MPEAUMHO Ha aCUMIITOMHH BEHTPUKYJIApHU
Mays3u 10 BpeMe Ha JIEUEeHHUE ¢ TUKArpesiop B CpaBHEHUE ¢ Kionuaorpen. [lanuenTure ¢ MOBUIIEH PUCK
OT pa3BUTHE Ha OpaarKapaus (Hamp. NalUeHTH CbC CHHAPOM Ha OOJHUS CHHYCOB Bb3el 03
neiicmeiikbp, AV-0ok I nnu 111 crenen, uim TakuBa chC CBBbP3aHU ¢ OpaguKapIus CHHKOIIN) ca
W3KITIOYEHH OT OCHOBHUTE NMPOYYBAHMS 32 OLICHKA Ha 0€30M1aCHOCTTa U e(pHUKACHOCTTA HA TUKATPEJIop.
CrenoBaTenHo, MOpaAH OTPaHUYCHHS KJIMHUYEH OIHUT, TUKAarpesIop TpsiOBa Ja ce U3Ioi3Ba C
MOBUIICHO BHUMAHHUE MIPH Te3H MAMEHTH (BX. Touka 5.1).

OcBeH ToBa, TUKarpeaop TpsaOBa a ce npuijiara ¢ NOBUIIEHO BHUMAaHUE CAHOBPEMEHHO C JIEKAPCTBEHU
MPOAYKTH, 32 KOUTO € U3BECTHO, Ye MHAyuupar Opagukapaus. B mpoyusanero PLATO, o0aue, He ce
HaOJIroaBaT JOKA3aTEeNICTBA 32 KIIMHUYHO 3HAYMMH HEKEJIaH! PEaKIMU clie]l eIHOBPEMEHHO
MIPWIOKEHHUE C €AMH WIH ITOBEYE JICKAPCTBEHH MTPOAYKTH, 32 KOUTO € U3BECTHO, Y€ HHAYLIUPAT
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Opaaukapaus (Hamp. 96 % Gera-6moxepu, 33 % OJIOKepH HA KaNIMEBUTE KaHAIH JUITHA3EM H
Bepanamui, u 4 % MUTrokcuH) (Bk. Touka 4.5).

ITo Bpeme Ha xontepoBoTo noanpoyuyBane B PLATO, noBede nanueHTy ca UMainy BEHTPUKYIapHU
naysu > 3 CeKyHAM C TUKArpesop, OTKOJIKOTO ¢ KJIOMHUIOTPel, 110 BpeMe Ha ocTparta (as3a Ha TeXHUS
OKC. YBenu4eHHeTo Ha YCTAHOBEHUTE C XONTEP BEHTPUKYJIAPHH NAy3H C TUKATPesop € OUIo mo-
BHCOKO IIPH MAaIMEHTH ¢ XPOHUYHA ChpAeuHa HegocTarbuHocT (XCH), OTKOMKOTO B LsIOCTHATA
n3cieBaHa MoMmyJIanus 1mo Bpeme Ha octpara ¢asza Ha OKC, HO He u Ha TBPBUS Mecel Ha JIEYEHUETO
C THKarpesgop Wiu B CpaBHEHHE ¢ KIONUAOrpen. B Tazn nomynanus manueHTH He € UMajlo HUKAKBH
CTPaHWYHH KJIMHUYHH MOCIEICTBHS, CBBP3aHH C TO3H JucOaaHC (BKIIOUYUTEIHO CUHKOI T
MOCTaBSHE Ha MelcMeiKbp) (BK. Touka 5.1).

ﬂI/ICHHCH

JucnHes ce choOIaBa py NalUEHTUTE, JIEKyBaHU ¢ TUKarpeiop. JucnHesta 0OMKHOBEHO € JieKa 10
yMepeHa 10 HHTEH3UTET U 4eCTO OT3ByuYaBa 0e3 HeoOX0AUMOCT OT NIPEKbCBaHE Ha JeueHueTo. [Ipu
MalMeHTHUTE ¢ aCTMa/XpOHNYHa 00CcTpyKTHBHA Oenonpobna Oonect (XOBB) moxe na nma nosurieH
abCOJIOTEH PUCK OT Bb3HUKBAHE Ha TUCIIHES ¢ THKarpenop. Tukarpenop TpsOBa 1a ce U3M0iI3Ba ¢
MOBHIICHO BHUMAHUE MIPH NAlMEHTH C aHaMHe3a 3a actMa u/uni XObb. Mexanu3MbT Bee olie He €
U3ACHEH. AKO ALMEHTHT CHOOIIHN 32 HOBOBBb3HUKHAIIA, TPOABKUTEIHA MU BJIOILIEHA TUCIIHES], TOBA
TpsiOBa J1a ce M3cle/IBa ISUIOCTHO M aKO HE €€ TOJIEPUPA, JICUEHUETO ¢ THKAarpesop TpsiOBa aa ce cipe.
3a gonbaHUTENHA HHGOpMALKS BIKTE TOUKa 4.8.

IloBumiaBane Ha KpeaTHHUHA

HuBara Ha kpeaTHHMHA MOTAT Ja C€ MOBHUILAT [0 BPEME Ha JICYEHUETO C TUKArpeiaop. MexaHu3MbT
Bce olIe He € u3sicHeH. brOpeunara QpyHKIus TpsaOBa Ja ce MpoBepsBa ChIVIACHO CTaHIapTHATA
MeaunuHcka npaktuka. [Ipu manuentu ¢ OKC ce mpenopbuBa ChILO Aa ce NpoBepH ObOpevHaTa
(GYHKUUS eUH Mecell ciie]l 3all0YBaHe Ha JIEYCHUETO C THUKArpesop, Karto ce o0pbiia 0cOOCHO
BHUMAaHUE HA MALMEHTU > 75 TOAWHH, TTALMEHTH C yMEpeHa/TexKa 0bOpedHa HeJOCTATBUYHOCT U
TaKWBa, KOUTO MOJy4yaBaT ChII'BTCTBAILA TEPAIUs C aHTHOTeH3UH-penentopau o6iaokepu (APB).

VYBenuyaBaHe HA MMKOYHATA KUCEIUHA

XunepypuKeMus: MOXKe a Bb3HUKHE 110 BpeMe Ha JieueHHe ¢ TUKarpesop (Bx. rouka 4.8). Tpsosa na
ce BHUMaBa NP MaLMEeHTH C aHAMHE3a 3a XUIIEPYPUKEMUs WK oAarpo3eH apTpuT. Karo npeamnaszna
MsIpKa He ce HachpyaBa ynorpedara Ha TUKAarpeiop Ipy MalUeHTH ¢ ypeMudHa HedponaTus.

TpomOornyHa TpoMOormronennyua nypuypa (TTII)

Tpombotnuna TpombonuTonennyHa mypmypa (TTII) ce cpobiaBa MHOTO psiIKO MpH yrnoTpeda Ha
TUKarpesop. XapakTepu3upa ce ¢ TPOMOOIUTONIEHUS U MUKPOAHTHOTIATHYHA XEMOJIUTHYHA aHEMUS,
CBBbp3aHa ¢ HEBPOJIOTUYHU HaXOAKH, ObOpeuHa qucyHkuus uim Bucoka temmneparypa. TTII e
MOTEHIHAIHO JIETATHO ChCTOSHUE, U3UCKBAILO OBP30 JIeUeHHEe, BKIIOUUTEIHO M1a3Madepesa.

IloBnusiBaHe Ha TecTOBETE 3a TPOMOOUNTHA HYHKIUS IPH AMATHOCTUIIMPAHE HA XCTIAPUH-
naayuupana tpoMoormronenus (XUT)

[Ipu Tecra 3a xenapuH-UHAYLHMpaHa akTuBanus Ha TpomOonuTute (XUTA), n3non3pan 3a
muarsoctuiupane Ha XUT, antu-tpombonuTen akrop 4/xenapuH aHTUTENIATa B cepyMa Ha
MalyueHTa aKTUBUPAT TPOMOOLIMTHTE Ha 3APaBH JOHOPH B IPUCHCTBUETO HA XETIAPHH.

danmuBo orpuuaTenHu pesynrtatu 3a XUT mpu tect 3a TpomOonuTHA QyHKINA (KOSTO BKJIIOYBA, HO
MOJKe J1a He ce orpaHnyasa 10 TecT 3a XU TA) ce cho01aBaT mpy NauyueHTH, IpUeMaIly THKarpesaop.
Tosa e cBbp3ano ¢ naxuOupane Ha P2Y j2-penentopa BbpXy TPOMOOLMTHTE HA 3APABUTE JOHOPH OT
TUKarpesop B cepyMa/iuiazMaTa Ha malueHTa npu Tecta. MHpopMarus 3a cbIrbTCTBAILA TEPAITUS C
TUKArpesop ce U3UCKBa, KOraTo ce pa3yuTaT TECTOBETE 3a TPOMOOIUTHATA (HYHKLUS MIPH
nuarnoctunupane na XUT.

[Ipu nanuenTtH, kourto ca pa3swin XUT, cbOTHOIEHHETO MOI3a-PUCK OT NPOABIDKUTETHO JICUEHHE C
TUKarpenop Tpsa0Ba Jia ce OLIeHH, KaTo ce B3eMaT NpeABH 1 npoTpoMOoTnunus cratyc Ha XUT u
MTOBHILIEHUS PUCK OT KbPBEHE IIPH CHIIBTCTBAIIA TEPAIUS C aHTUKOATYJIAHT U THKarpesop.
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dpyru

Ha 6a3a na nabmonasanata B PLATO Bpb3ka Mex1y nogabpxamara g03a ASA 1 OTHOCUTENTHATA
e(pHKaCHOCT Ha THKAarpeiIop B CpaBHEHHUE € KIOMHUIOTPENl, HE Ce MPENopbhUBa €IHOBPEMEHHOTO
MPIJIO’KEHUE Ha THKArpesiop U BUCOKA Mo urbppkama no3a ASA (> 300 mg) (Bx. Touka 5.1).

Panno OpCYCTAHOBABAHC

Pannoro CIIMPAHC HA KOATO U [1a € aHTHArpCraHTHa TCPAIlns, BKIIFOYUTCIIHO U C Brilique, MOXKE ga
JOBCAC N0 IMOBHUIIABAHC HA pUCKaA OT CbpACYHO-CHA0BA (CC) CMBPT, MU unn HUHCYJIT BCJICACTBUC HA
IOJJICKAIIO0TO 3a00IIIBaHE HA manucHTa. CJ'IG,Z[OBaTeJ'IHO, TpH6Ba Ja ce H30rBa MMpECKACBPEMCHHO
CIIUPAHC HA TCpaIuATa.

4.5 BzamMmopeiicTBHe ¢ IPYIH JIeKAPCTBEHH MPOAYKTH M Apyru (popMH Ha B3auMojelicTBHe
Tuxarpesnop e npenu Bcuuko cyoctpar Ha CYP3A4 u cnab unxuburop Ha CYP3A4. Tukarpenop e
cblI0 cyocTpat Ha P-rimkonporenna (P-gp) u cnab naxuburop Ha P-gp 1 Moke fa moBHIIH

eKCIOo3uLMsITa Ha cyOcTpaTu Ha P-gp.

Ed)eKTI/I Ha JICKAapCTBCHHU U APYTHU NPOAYKTH BHPXY THKAIrpEJIop

Huxubumopu na CYP3A44

o Mownu unxubumopu Ha CYP3A4 — eTHOBPEMEHHOTO NMPHUIIOKEHUE HA KETOKOHA30JI €
THKarpesop Boau Ao nosumasade Ha Cmax 1 AUC Ha THKarpesnop, CbOTBETHO 2,4 IIBTH U
7,3 IbTH. Cmax 1 AUC Ha aKTUBHHS MeTa0OJIUT Ce TOHUKABAT, ChOTBETHO C 89 % u 56 %.
Ouaxksa ce u npyru MoiHu naxuouropu Ha CYP3A4 (knaputpoMunyg, Hea30m0H,
PHUTOHABUD W aTa3aHaBHUP) Aa UMAT CXOTHH €(EeKTH, U MOPAAX Ta3H NPUUHHA, CHITBTCTBAIIOTO
npuwioxenue Ha MOIHU CYP3 A4 nHXuOUTOpH € THKArpesop € MpOTHBOMOKA3HO (BIX.

Touka 4.3).

o Vmepenu unxubumopu na CYP3A4 — eqHOBPEMEHHOTO MPUIOKEHUE Ha JUITHA3EM C
TUKarpenop noBumaBa Cuax Ha THKArpenop ¢ 69 %, a AUC — no 2,7 nbTi 1 noHnkaBa Cmax Ha
aktuBHUS MeTabomut ¢ 38 %, mokaro AUC ocraBa HepoMeHeHa. Tukarpenop He Oka3Ba
BIIMSTHUE BBPXY IJIa3MEHaTa KOHIEHTpalys Ha AuiaTHa3eM. O4akBa ce ApYyTuTe yMEPEHU
naxubutopu Ha CYP3 A4 (Hanp. amnpenaBup, anpenuTanT, epUTPOMHULIMH U (DIYKOHA30I) 1a
uMar cxoJieH e(eKT U ChLIO /1a MOTaT Jla ce MpUJIaraT €JHOBPEMEHHO C THKArpeJiop.

. HabnronaBana e 2 mbTH yBeTHUEHA EKCIIO3ULHS HA TUKArpeiop ciell KOHCyMalHs Ha TOJIeMHU
KOJIN4UECTBa COK OT rpeinpyT queBHO (3x200 ml). Ta3u cTeneH Ha MOBUILIEHA EKCIIO3UIUS HE
ce oyakBa J1a Ob/ie KIIMHUYHO 3HAYMMa 32 TIOBEYETO MallUeHTH.

Huoykmopu na CYP3A

EnnoBpeMeHHOTO MpHiIoXKeHHE Ha PUQAMITUIMH U TUKArpesop BoAU 10 MoHmkaBaHe Ha Cpax 1 AUC
Ha TUKarpenaop cboTBETHO ¢bC 73 % 1 86 %. Crnax Ha akTUBHUS MeTabonuT He ce nmpomenst, a AUC ce
MOHMXaBa ChOTBETHO ¢ 46 %. Ouaksa ce apyrure uHaykTopu Ha CYP3A (Hamp. ¢penurouH,
kapOamasenuH u (peHoOapOuTal) ChIIO Aa NOHMKABAT EKCIO3UIHSITA Ha THKArPEIop.
EnHOBpEMEHHOTO NPUIIOKEHHE HA TUKArpeaop ¢ MOIHU HHAYKTOpH Ha CYP3 A Moske 1a MOHHKHU
EKCTIO3ULHATA U e(PUKACHOCTTA HA TUKArpesiop, U Mopaau Ta3u MPUYMHA HE CE HachpyaBa TIXHOTO
CBIIBTCTBAILO MIPUIOKEHHUE C TUKATPEJIOoP.

Huxnocnopun (unxubumop na P-gp u CYP3A4)

EnnoBpemeHnHOTO mpriiokeHre Ha nukiocnopuH (600 mg) ¢ THKarpenop BOIU JI0 MIOBUIIIABaHE HA
Cimax 1 AUC Ha THKarpenop cboTBeTHO 2,3 mbTH U 2,8 mbTH. [Ipn HanmuneTo Ha nukiocnopud, AUC
Ha aKTHBHHUA MeTa00auT ce noBuIaBa ¢ 32 %, a Cpax ce MOHMKaBa ¢ 15 %.
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Hsima HannvHu 1aHHM 32 €THOBPEMEHHATa ynoTpeba Ha TUKarpesop ¢ Apyrd akTHBHHU BEILECTBa,
KOHTO CBILO Ca MOLIHU HHXUOUTOpH Ha P-gp u ymepenu nuxuburopu Ha CYP3A4 (nanp. Bepanamui,
XMHUJAMH), KOUTO CHLIO MOTaT JIa MOBHUILAT EKCIIO3UIHUATA Ha TUKArpesiop. AKO KOMOMHAIMATA HE
MoKe Ja 0bJie n30erHara, TAXHOTO €JHOBPEMEHHO MIPUJIOKEHUE TPAOBa ja c€ U3BBPILIBA C IOBUIICHO
BHUMAaHHE.

Hpveu

KnuanunauTe npoyusanus 3a GapMakoJIOTHYHI B3aUMOJEHCTBUS [TOKA3BaT, Y€ €AHOBPEMEHHOTO
MIPWJIOKEHUE Ha TUKArpesiop ¢ XenapuH, eHokcanapuH 1 ACK uim 1e3mMonpecrH He 0Ka3BaT
BB3ICHUCTBHE BBPXY (PapMaKOKHHETHKATa HA TUKATPEJIOp WM AKTUBHHUSA My META0OJIUT, WIN BBPXY
AJ1®-unaynupanata TpoOMOOLMTHA arperamus, B CpaBHEHHE C TUKATPENop, MPUI0KEH
CaMOCTOATEIHO. AKO € KIMHUYHO MOKa3aHo, JEKaPCTBEHU MPOTYKTH, KOUTO U3MEHAT XEMOCTa3ara,
TpsiOBa J1a ce M3MOJI3BAT C MOBUIICHO BHUMAaHUE B KOMOMHALIUS C THKArpesiop.

HabnronaBana e 3a0aBeHa U MOHIKEHA SKCIIO3UIMSA Ha NEpopaiHi nHXuOuTopu Ha P2Y 2,
BKJIIOUHTEITHO THKATPENIOp M HETOBHs akTUBeH MeTabonuT rpu nauueHt ¢ OKC nekyBanu ¢ MmophuH
(35% noHmkaBaHe Ha €KCIIO3ULIUATA HA TUKArpesop). ToBa B3anMOJEHCTBIE MOXKeE J]a € CBBP3aHo C
HaMaJIeH CTOMAIIIHO-YPEBEH MOTWINTET M Jja ¢€ OTHACH 3a ApYrd onuonau. KnmHMYHOTO 3HAUEHHE €
HEM3BECTHO, HO ITAHHUTE [TOKa3BaT MOTECHIXA 32 HaMaJleHa e()UKACHOCT Ha TUKAarpesaop npu
MAaIMEHTH C €JHOBPEMEHHO MPUJIOKEHUE Ha TUKarpenop u MmopduH. Ilpu nanuentn ¢ OKC, npu
KOMTO MOP(GHUHBT HE MOXKE Ja ObAe cupsH U Obp30TO nHXHOUpaHe Ha P2Y 1, e oT chliecTBEHO
3HA4YeHHUEe, MOXe Ja ce 00MHCIH ynoTpeda Ha mapeHTepaieH HHXHOuTop Ha P2Y .

Ed)eKTI/I Ha TUKarpcjaop BbPXY APYIH JCKAPCTBCHU NPOAYKTH

Jlexapcmeenu npooykmu, koumo ce memaboausupam om CYP3A4

o  CumsacmamuH — €THOBPEMEHHOTO NIPUIIOKEHHIE HA THKArPeJIop ChC CUMBACTATHH BOJH IO
noBumaBaHe Ha Cmax 1 AUC Ha cuMBacTaTHH ChOTBETHO ¢ 81 % u 56 %, KakTo 1 Ha
nosumaBaHe Ha Cpax 1 AUC Ha cmMBacTaTHHOBaTa KHCEJIMHA ChOTBETHO ¢ 64 % 1 52 %, kato B
OTJIEITHU CITy4au Ce JOCTUTa 2 10 3-KpaTHO MoBHIaBaHe. EAHOBpEMEHHOTO MPUIIOKEHNE Ha
THUKarpeyop U CHMBACTAaTHH B 1033, HajBUIIaBama 40 mg THEBHO, MOXKeE JIa JOBEJIE [0
HEeXXellaHW PeaKIMi Ha CUMBACTATHH U TPsiOBa Ja ce MPEeHH CIPSIMO TOTEHITMATHUTE MOJI3H.
CuMBacTaTHH HE OKa3Ba BIIMSHUE BHPXY IUIA3MEHUTE KOHIICHTPAIMH HA THKArpesop.
Tukarpenop Moxxe 1a 0Ka3Ba cXofeH eeKT BbpXY JioBacTaTuH. He ce mpenoppuBa
eHOBpPEMEHHaTa ynoTpeda Ha THKArpesiop ChC CHMBACTAaTHH WM JIOBACTATHH B J03H,
HajBumaBamy 40 mg.

o  Amopeacmamun — €THOBPEMEHHOTO NPUJIOKESHHUE Ha aTOPBACTATHH U TUKATPEIIOP BOIH JI0
noBuInaBaHe Ha Cnax 1 AUC Ha aTopBacTaTHHOBAaTa KMCEIMHA CHOTBETHO € 23 % 1 36 %.
Cxogmuo nopumaBaHe Ha AUC 1 Cpax € HaOIII0ITaBaHO TTPH BCUYKU METa0OJIUTH Ha
aTOpBaCTaTHHOBATAa KHCENHWHA. Te3u MOBUIIEHN CTOHHOCTH HE CE CUUTAT 33 KIIMHIUYHO
3HAYHMH.

e He Moxe fa ce U3KITI0YH MoA00eH eeKT U BEPXY IPYTH CTATHHH, METa0OIU3NPAHU OT
CYP3A4. ITanpenture B npoyuBaHeto PLATO, kouTo ca nony4aBaiu THKarpeuop, ca
MpUeMaly pa3jIndHU CTaTHHH 0e3 ChOOpaKeHHEe M0 OTHOIICHUE Ha Oe301MacHOCTTa Ha CTaTHHA
pu 93 % ot koxoprata Ha PLATO, xosTO0 € npremana Te3H JeKapCTBEHH MPOLYKTH.

Tuxarpesnop e cnad naxudurop Ha CYP3A4. EnHOBpeMEHHOTO NPUIIOKEHHE Ha THKArpeaop cbe
cyoctpatu Ha CYP3A4 ¢ TeceH TepaneBTHUEH UHAEKC (HAMP. MU3AMPU]] WIH €proasIKajJonan) He ce
MIPENOpPBHYBA, Thil KATO THKArpeIop MOXKeE J1a MOBUIIH €KCITO3UIUATA Ha TE3H JIEKaPCTBEHU MPOIYKTH.

P-gp cybcmpamu (sxnouumenno Ou2o0KCut, UUKIOCNOPUH)

EnHOBpeMEHHOTO MPUIIOKEHNE C THUKATPEIOop BOAHU 10 MOBUIIAaBaHE HA Crnax U AUC Ha TUTOKCHH
CBOTBETHO CbC 75 % 1 28 %. CpenHuTe Hall-HUCKHM HUBA Ha JTUTOKCUH ce MoBHIIaBaT ¢ okoio 30 %
IIPY €JHOBPEMEHHO MPWIOKEHNE C TUKArPEJIop, KaTo B HAKOU OTAENHU CITydau c€ OTYUTAT MAaKCUMYM
JBYKpaTHH NMOBUIIaBaHUA. B npruchcTBHETO Ha AUTOKCHH Cax 1 AUC Ha THKarpeiaop U akTUBHUSA My
MeTaboIuT He ce mosnusaBar. Ciie0BaTeIHO, IPU €IHOBPEMEHHO NPUIIOKEHUE Ha THKArpesIop ¢
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P—gp—SaBI/ICI/IMH JICKAPCTBCHU MMPOAYKTHU C MAITBK TCPAINICBTUUCH UHACKC KAaTO JUT'OKCHUH, CC
npernopbpYBa NOAXOAAN] KIIMHUYCH H/UIH na60paTopeH KOHTpPOJI.

Tukarpenop He OKa3Ba BIUSHHUE BbPXY KOHIICHTPALMTA HA IIUKJIOCIIOPUH B KpbBTa. EQeKTsT Ha
TUKarpenop BbpXy Apyru cyoctpatu Ha P-gp He e mpoyuBaH.

Jlexapcmeenu npooykmu, koumo ce memaboausupam om CYP2C9

EnHoBpeMEeHHOTO NPUIIOKEHUE HAa TUKArpeIop ¢ TOIO0yTaMuUA He BOAM 10 IPOMSIHA HA TUIA3MEHHUTE
KOHIIEHTpAIK Ha KOWTO M Jia € OT ABaTa MPOAYKTa, KOETO MPEAIOIIAra, 4e THKArpesnop He €
naxuburop Ha CYP2C9 n e Manko BepoaTHO Aa noBnussa meguupanus ot CYP2C9 metabonusbm Ha
JIEKapCTBEHU MPOAYKTH KaTo Bap(apuH U TOIOyTaMuUI.

Hepopannu konmpayenmusu

EnHOBpeMEHHOTO MPUIOKEHUE Ha TUKATPENIOP C JICBOHOPIECTPEN U €TUHUI €CTPAANOI BOAU 1O
MTOBUINIABaHE HA EKCIIO3UIUATA KbM €THHHI eCTpaauol ¢ npubmausutenHo 20 %, HO He MOBIHIBA
(hapMakoKHHETHKATa Ha JieBoHOprecTpel. [Ipu eqHOBpeMEHHO PUIIOKEHHE Ha JIEBOHOPTECTPEN U
STUHHJI €CTPAINOII C TUKArpeJIop He Ce OYaKBa KIIMHUYHO 3HAYUM e()eKT BhpXY e(hUKacCHOCTTA Ha
MEpOPaIHUSA KOHTPALIEITUB.

Jlekxapcmeernu npodykmu, 3a KOUMo e U38eCmHO, Ye UHOYuupam opaouxapous

[opanu HabmrogaBaHe HA MPETUMHO ACUMIITOMHHU BEHTPUKYJIAPHU May3H U OpaguKapAus ce U3HUCKBA
MOBHIIEHO BHUMAHHUE, KOraTO THKArpesiop ce mpujiara eIHOBPEMEHHO C JISKApCTBEHU MPOJYKTH, 32
KOHTO € U3BECTHO, Y€ MHAYLUpaT Opaaukapaus (Bx. Touka 4.4). B nmpoyusanero PLATO, obade He ce
HaOJIroaBaT JOKa3aTEeNICTBA 32 KIIMHUYHO 3HAYMMH HEKEJIaH! PEaKkIMU Clie]l eIHOBPEMEHHO
MPUIOKEHHUE C €IUH WK TIOBEYE JIEKAPCTBEHU MPOIYKTH, 38 KOUTO € U3BECTHO, Y€ HHAYLUPAT
Opaaukapus (Harp. 96 % Oerta-0mokepu, 33 % OMOKepr Ha KAIUEBUTE KaHATH TUITHA3EM U
Bepanamui, u 4 % IUTOKCHH).

Lpyea convmemeawa mepanus

B xnuHUYHKTE MPOYyYBaHUS THUKArpenop e npuiarad exHoBpemeHHo ¢ ACK, naxuOuropu Ha
MIPOTOHHATA [TOMIIA, CTATUHH, OeTa-0JIOKepH, HHXUOUTOPH Ha aHTHOTEH3WH-KOHBEPTHPALLUS €H3UM
(ACE) u aarnorensun-1I penentopan 610kepH, HEOOXOAMMU 3a JICUCHUE HA CHITBTCTBAILU
3a00JIsIBaHUS 32 OIBIBI IEPUOI, a ChLIO U XEMapuH, HUICKOMOJIEKYJICH XeapiuH U HHTPAaBEHO3HU
naxubutopu Ha Gpllb/Illa 3a kpatko Bpeme (Bk. Touka 5.1). He ca HanmnuHM naHHuM 3a HAOII01aBaHU
KIMHAYHO 3HAYMMHU HEKeJlaHW B3aUMOACHCTBHSA NPU YHOTpeOa Ha Te3H JICKApCTBEHU NPOIYKTH.

EnHOBpEMEHHOTO NPUIIOKEHNE HA TUKArPEJIOp € XEMaphH, EHOKCHIIAPUH WIH JE3MOIPECHH HAMA
eeKT BppXy aKTHUBUPAHOTO MapLHaIHO TpoMOoIiacTuHOBO Bpeme (aPTT), akTuBUpaHOTO Bpeme Ha
cbeupBane (ACT) win u3cnenBanusTa Ha ¢pakTop Xa. Bee nak, mopaan noTeHuuamHuTe
(hapMaKoJUHAMUYHHU B3aMMOJICHCTBUS, €THOBPEMEHHOTO NMPHUIIOKEHNE HAa THKArPENIOpP C JIEKAPCTBEHU
MPOAYKTH, 32 KOUTO € U3BECTHO, Y€ MPOMEHST XeMOcTa3aTa, TpsiOBa 1a ce N3BBPIIBA C IOBUILECHO
BHUMAaHHE.

Ilopanu croOmeHust 32 abHOPMHO KOXKHO KbpBeHe ¢ SSRI (Hanp. mapokceTrH, cepTpaiuH |
LUTAJIoNpaM), IpenopbuBa ce BHUManue, korato SSRI ce mpunaraT ¢ THKarpenop, Thil KaTo ToBa
MO’K€ /12 TOBHILHU PUCKA OT KbPBEHE.

4.6 dDepruaurter, )peMEHHOCT H KbPMEHe
Kenu ¢ neTepojicH NOTEHIHAN

Kenm ¢ ACTCPOACH NOTCHIUATT TpH6Ba Ja U3I10J13BaT C(I)eKTI/IBHI/I KOHTPALCIITUBHU MCPKH, 3a 1a
n30eruaT 3a6peM€H$IBaHC 10 BPpEMC Ha JICUCHUC C TUKArpeaop.

Bpemennoct
Hsma mimm mma orpaHrdeHO KOJIMYECTBO JIaHHU 3a YIoTpedaTa Ha TUKArpesop Mpu OpeMeHHH KeHH.

[IpoyuBanusiTa Mpy >KUBOTHHU MOKa3BaT PENPOAYKTUBHA TOKCUYHOCT (BXK. TOUKa 5.3).
Tuxkarpenop He ce MpenopbyBa 10 BpeMe Ha OpEMEHHOCT.
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Kspmene
Hanmunute hapmakoquHaMHYHI/TOKCUKOIOTHYHH TAHHY TIPY )KUBOTHHU TIOKa3BaT EKCKPELUs Ha

TUKArpesop U akTUBHUS My MeTaOOJIUT B MIIIKOTO (BX. Touka 5.3). He Moxe 1a ce M3KIIIOUM PUCK TIPU
HOBOpOJIeHH/KbpMadeTa. TpsaOBa a ce B3eMe pEelIeHUe Jalli ja ce CIIpe KbPMEHETO, MU J1a ce
IpeKpaTu/aa He ce Mpuiiara Tepamusi ¢ THKarpesnop, KaTto ce B3eMe NpeABU/ 1013aTa OT KbPMEHETO 32
JIETETO U M0J13aTa OT TepanusiTa 3a KeHara.

deprunurer
Tukarpenop He Oka3Ba BIUSHUE BbPXY MBKKHA U )KEHCKUS (DePTUIUTET IPH )KUBOTHH (BK.

Touka 5.3).
4.7 EdexTu BbpXy crioco0HOCTTA 32 IopupaHe n padoTa ¢ MAIIUHA

Tukarpenop He MOBIHSIBA WK MOBIXABA IPEHEOPEKUMO CIIOCOOHOCTTA 3a IodupaHe U padboTa ¢
MamuHH. [To Bpeme Ha nedeHne ¢ THKarpenop ce cho0I1aBa 3amaiiBane 1 o0bpkBaHe. Crie10BaTeIHoO,
MaIMEHTH, KOUTO MOIy4aT Te3U CUMITOMH TPAOBa Ja ca Mpeana3iiBy J0KaTo MOoGHUpaT Wi paboTsT
C MAIIUHMU.

4.8 Hexenanu jJeKapcTBEHH PeaKIuH

Pesrome Ha npoduia Ha 0€301acHOCT

[IpodnabT Ha 6e30MaCHOCT HA THKArpeliop € OIleHSIBaH B JIBE TOJIEMH KIIMHUYHY U3MHUTBaHUSA ¢a3a 3
o otHomreHue Ha n3xona (PLATO u PEGASUS), sximouBaimu mosede oT 39 000 manueHTH (BXK.
Touka 5.1).

B PLATO nmanueHTHTE Ha TUKarpeaop UMat Mo-BUCOKA YECTOTAa Ha IPEyCTAaHOBSIBAHE HA TEpaNusATa
Mopaay HeXeJlaHd ChbOUTHUS OTKOJIKOTO Ipu Kitonmaorpen (7,4 % copsamo 5,4 %). B PEGASUS
MAlUEHTHTE, JIEKYBaHH C TUKarpenop, MMatT Mo-BUCOKA YECTOTa Ha IPEYCTAHOBSABAHE HA TEPAIUATA
Mopajy HeXellaHW ChbOUTHUS B CpaBHEHHE C IpymnaTa Ha Tepanus camo ¢ ASA (16,1 % 3a Tukarpenop
60 mg c ASA crpsimo 8,5 % 3a Tepanus camo ¢ ASA). Hali-uecto cho0maBannTe HEXETaHU pPeaKun
MIPY ALMEHTUTE, JIEKYBaHU C TUKArpesop, ca KbpBeHe U AuchHes (BX. Touka 4.4).

TabnuyeH cnMChK HA HEXKETAHUTE PEaKINU
[IpencraBenuTe Mo-A0Ty HEXEIAHU PEAKIMH Ca WACHTUPHULIMPAHH B IPOYUBAHUATA WIN Ca ChOOIIEHU
MIPY TIOCT-MapKETHHIOB OMUT ¢ TuKarpenop (Tabmuua 1).

Hexxenanute peakiuu ca n3dpoenu no cucremo-opranet kinac (COK) mo MedDRA. B pamkute Ha
Bceku COK HexenaHuTe JeKapCTBEHH peaklyu ca n30poeHH 1o yectoTa. Kateropuure mo yectora ce
neuHUpAT IO CIeTHATa KOHBEHIUs: MHOTO YecTH (> 1/10), wectu (> 1/100 no < 1/10), Heuectn

(= 1/1 000 mo < 1/100), peaxu (> 1/10 000 mo < 1/1 000), muaOTO peaxu (< 1/10 000), c Hem3BeCcTHA
gyecToTa (0T HATMYHUTE JaHHHU HE MOKe J1a ObJie HalpaBeHA OLICHKA).

Tadauua 1 — Hexkes1aHM peakuyu 1o 4ecToTa u cucreMo-opranes kiac (COK)

COK MHoro yecTn YecTn Heuvectn C HeusBecTHa
4ecToTa

Heonnazmu — KsbpBene ot Tymop®
00bpoKkayecmeenu,
3710KAYecCmeenu u
HeonpeoeneHu (8KIL.
KUCmu 1 nOJunu)
Hapywenus na KspBene, cBbp3ano TpomboTnuna
Kpvema u C HapyILIeHUs Ha TPOMOOLINTONICHUYIHA
aumgprama kpbBTa’ mypmypa®
cucmema
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COK MHoro yecTn Yecrr Heuvectn C HeusBecTHa
4ecToTa
Hapywenus na CBpBX4YYyBCTBUTEIH
UMYHHAmMa OCT, BKITFOUHUTEITHO
cucmema aHruoenem”
Hapywenus na XunepypuxkeMust [onarpa/Ilonarposze
Memabonusma u H apTpUT
Xpanenemo
THcuxuunu Oo6bpxBane
HapyuleHus
Hapywenus na 3amaiiBaHe, BrrpeuepencH
HepeHama cucmema Cunkor, KPBBOM3IINB
I'maBoGonue
Hapywenus na KpbBousnus B
ouyume OKOTO *
Hapywenus na Bepturo KpbBousnus B
yXomo u YXOTO
aabupunma
Cvoosu napyuieHus XHIOTOHUS
Pecnupamopnu, Jucnues KspBere ot
2PBLOHU U pecnupaTopHara
MeOUACmMuHAIHU cucrema’
HapyuieHus
Cmomawno-upenu CromamHo-upeBeH | PerponepuroneaneH
HapyuieHus KPBBOU3INB™, KPBBOM3IINB
Huapusi, ['anene,
Hucnencus,
3anek

Hapywenus na

ITonxoxHO uIHn

Kodcama u JepMaTHO KbPBEHE’,
NOOKOJMCHAmMA O6puB, Cbpoex
MBKAH
Hapywenus na MyckynHO KbpBeHe"
MYCKYIHO-
cKenemHama
cucmema u
CbeOUHUMeHAma
MbKAH
Hapywenus na KspBere ot
OvOpeyume u NMKOYHHUTE MBTHIIA"
NUKOYHUME
nemuwa
Hapywenus na KspBere ot
8b3NPOUIBOOUMENH penpoayKTUBHATA
ama cucmema u cucrema”
2vpdama
Uscnedsanus [ToBumen
KpEaTHHUH B
KpBbBTa
Hapansaeanus, KpbBouznus cnen
OMpassHUsL U npoueaypa,
VCIOJCHEHUS, TpaBmaruyao
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COK MHoro 4yecTH Yectn HeuecTn C Hen3BecTHA

yeCcToTa

B8b3HUKHAIU 8 KbpBeHe"
pe3yamam Ha
UHMmMepseHyuu

4 Harp. KbpBEHE OT PaK Ha MUKOYHHS MEXyp, PaK Ha CTOMaxa, pak Ha 1e0eI0To 4epBo

6 Hamp. MOBMIIEHA TEH/IEHIINS KbM HACHHSBAHE, CIOHTAHEH XEMATOM, XEMOPATHYHA JUATe3a

® MinenTnduIMpaHa B IOCTMAPKETUHIOB OIUT

"YecToTuTe ca Moay4eHH oT JaboparopHu HabmoaeHus (ITnkouHa kucennHa MOBHUIIEHA > FOpHATA IPaHUIIA HA HOpMaTa
CIIPSIMO U3XO/IHO HUBO TOJ WM B pedepeHTHuTe rpanuiy. KpeatnHun nosuieH > 50 % crpsiMo M3XO/HO HHUBO.), & HE €
MpUOIN3UTENHA YeCTOTa Ha ChOOIaBaHe Ha HEXKETaHU ChOUTHS.

' Harp. KOHIOHKTUBAJIHO, PETUHHO, BBTPEOYHO KBPBEHE

¢ Harp. eNMCTAaKCUC, XEMOIITU3a

 Hamp. KbPBEHE OT BEHIUTE, KPHBOM3IMB OT PEKTYMa, KPHBOU3IIUB OT CTOMAIITHA S3Ba

* Hamp. eKXUMO03a, KOXKE€H KPbBOU3IIUB, IIETEXUU

" Hamp. XeMapTpo3a, MyCKyJICH KPbBOU3IINB

# Hamp. XeMaTypusi, XeMOPATUYEH [IUCTHT

“ Hamp. BarMHAJICH KPhBOU3JIMB, XEMATOCIIEPMHS, TIOCTMEHOIIAY3aJIeH KPHBOHM3IIHB

" Hamp. KOHTY3Hs1, TPaBMATHYEH XEMaTOM, TPaBMATHUECH KPHBOU3IIUB

Onmucanue Ha I/136DaHI/I HCXCJIaHU PCAKIINN

Kwpsene
Haxooxu c kvpsene ¢ PLATO

LsmocTHUTE pe3ynTaTy 3a yectoTaTa Ha KbpBeHe B npoyuBaHeTo PLATO ca nokasanu B Tabauna 2.

Tabanna 2 — AHaIU3 Ha 00IMTEe CHLOMTHA ¢ KbpPBeHe, n3unciaeHus no Kaplan-Meier Ha
12-tu mecen (PLATO)

Tukarpesiop Kaonugorpen
90 mg nBa N=9 186
ITbTH THEBHO p-croit
N=9 235 HOCT
06110 3nauutennu or PLATO 11,6 11,2 0,4336
darannu/sxuBoro3actpamasany or PLATO
5,8 5,8 0,6988

3nauutennu ot PLATO, necBbp3anu ¢ 4,5 3,8 0,0264
CABG
3nauutennu ot PLATO, necBbp3anu ¢ 3,1 2,3 0,0058
WHTEPBEHUIUU
KomOunaupanu 00mio 3nauntenHu + 16,1 14,6 0,0084
He3HauutTeaHu oT PLATO
Hecbp3anu ¢ MHTEpBEHIIMH 3HAYUTETHU + 5,9 4,3 <0,000
HesHauuteaHu oT PLATO 1
3raunTtenau mo TIMI 7,9 7,7 0,5669
3HaunuTeTHH + He3HauuTeJHU o TIMI 11,4 10,9 0,3272

JeduHUINT HA KATEropuUTE KbpBEHE:

3HauyuTeTHO ATAIHO/XKHBOTO3ACTPANIABAIIO KbpBeHe: KIMHIYHO MPOSIBEHO C MOHIMKAaBaHe Ha XxeMorioouHa ¢ > 50 g/l
WM C TIpEJIMBaHe Ha > 4 caka epUTPOLMTHA Maca; Wi (aTaHO; WM MHTPAKPAHUAIHO; WM MHTPATIEPUKApAHO ChC Chp/eyHa

TaMIOHA/IA; WX C XUIIOBOJIEMHYEH ILOK; MIIH TEXKKa XUITOTOHMUS, H3HCKBALIA IPECOPH; WIM XUPYyPrHYHA HHTECPBEHIIU.
3HauuTeaHo Apyro: KiimHUYHO MposiBEHO ¢ MoHmKaBaHe Ha xemornobuna ¢ 30-50 g/l unu npenuBane Ha 2-3 caka
EPUTPOLIMTHA Maca; WM 3HAYUTEIIHO NHBAJIHUAN3HUPAILLIO.

He3naunrtesHo KbpBeHe: [I31cKBa MEAMIIMHCKA HAMECA, 32 CIIPUPAHE WK JIEKYBaHE Ha KbPBEHETO.

3HauynTenHo kbpBeHe o TIMI: Knuuuyno nposiBeHO ¢ OHMKaBaHe Ha XeMoriaoouna ¢ > 50 g/l umu ¢ nHTpaKpaHuamHa

XeMoparusi.

He3naunrtenno kppBene no TIMI: Kiunn4Ho nposiBeHO ¢ moHmkaBane Ha xemornobuna ¢ 30-50 g/1.
*p-CTOWHOCT, M34YHCIIEHa OT MOJIEJ Ha MPONOPLIMOHANHUTE prckoBe Ha CoX, KaTo TpynaTa Ha JICYeHHE € eIHHCTBeHATA
€KCIUIaHaTOpHA TIPOMEHIINBA
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Tukarpenop u KJIONMUAPOrel HE CE Pa3yaBar O OTHOILIEHHE HA YECTOTUTE HA 3HAYUTEIHO
¢aranno/xxuBoro3acrpamasamo kbpeere B PLATO, 3nauntenHo kppBere oomo B PLATO,
3HaunTenHo KbpBeHe no TIMI nnu cnabo kepsene no TIMI (Tabnuua 2). Obaue, nosiBata Ha
KOMOWMHHMPaHO 3HAYUTEIHO+HEe3HaunTeIHO KbpBeHe B PLATO e noBeue ¢ TUKarpenop, B CpaBHEHHUE €
knonuaorpen. Manko naruenta B PLATO umar ¢atanau kpbBousnusu: 20 (0,2 %) 3a Tukarpenop u
23 (0,3 %) 3a xnonuaorpen (Bxk. Touka 4.4).

Bw3pacr, mon, TenecHo Terso, paca, reorpad)CKu paiioH, ChI'bTCTBAILMN 3a00IBaHHA, ChIIBTCTBAILA
Tepanusd U aHaMHE3a, BKIIIOYUTETHO IPEAX0AEH HHCYNIT WIXA TPaH3UTOPHA HCXEMHUYHA aTaka, He ca
MPEIUKTOPHU KaKTO 3a 0OLIOTO, TaKa U 32 HECBBP3aHOTO C HHTEPBEHIIMU 3HAYUTEIHO KbPBEHE 110
PLATO. Ilo Ta3u npuunHa, HE € HACHTHPHULIUPaHa KOHKPETHA PUCKOBA IPyTIa 3a KOWTO U Ja € MOATHII
KBPBEHE.

Cspp3ano ¢ CABG kbpBeHe:

B PLATO 42 % ot 1 584-te mauentu (12 % oT KoxopTara) ¢ HalpaBeH KOPOHAPHO-apTepraeH
6aiinac (CABG) ca nomxyunnu PLATO 3HauntenHo ¢atamHo//KMBOTO3acTpalaBaio KbpBeHe 0e3
pasinKa Mexay TepaneBTHYHuTe rpynu. PataaHo kepBeHe, cBbp3ano ¢ CABG, ce mosBsBa npu
6 malMeHTH BbB BCSAKA OT TEPANEBTHYHUTE IPYNH (BXK. Touka 4.4).

Hecebp3ano c CABG kbpBeHE 1 HECBBP3aHO C HHTEPBEHIIMN KbPBEHE:

Hsma pasnuka Mexy THKarpenop 1 KIOMUAOIpe Mo OTHOIIEHNE Ha HecBbp3aHutTe ¢ CABG
TEXKH/>)KUBOTO3aCTpAIlIaBaIll KPbBOUINBH 0 AeuHNIMs Ha npoyuBaneTo PLATO, HO
3HaYUTENHUTE 00110, 3HaunTenHN 1o TIMI u 3HaunTenHU+He3HaunTenHu mo TIMI kpbpBOM3TUBH, 11O
neduunnms Ha npoyuBanero PLATO, ca mo-uectu nmpu Tukarpenop. ChIIo Taka, ako ce U3KII0UaT
BCHYKH CBBP3aHH C HHTEPBEHIIMU KPBBOU3IIHMBH, TIOBEYE KPHBOU3IUBH C€ HAOIIOAAaBAT MPH
TUKarpenop, OTKOJIKOTO npH kinonuaorpen (Tadmuua 2). IlpekparsBane Ha JeYEHUETO OPAAN
HECBBP3aHU C MHTEPBEHINHU KPBBOU3IIHMBH € MO-YECTO C THKArpeop (2,9 %), oTKoIKoTo ¢
knormorpen (1,2 %; p< 0,001).

WnTpakpannanna xeMoparusi:

WHTpakpaHnalHUTE KPBBOU3JINBH, HECBbP3aHU C NHTEPBEHIINY, Ca IIOBEYE NP MPUWIOKEHNE HA
TUKarpenop (n=27 KpbBoM3IuBa NpH 26 nmauuenty, 0,3 %), OTKOIKOTO ¢ KIOMHIOTPET

(n=14 xpwBouznuBa, 0,2 %), oT KouTo 11 KPHBOM3IMBA C TUKATpeop U 1 ¢ KIoMuAorpen ca ¢aTaiHu.
Hsma pasznuka B 00mus 6poit ciaydan Ha ¢aTaaHo KbPBEHE.

Haxooxu c kvpsene ¢ PEGASUS
IsanocTHUTE pe3ynTaTu 3a yecToTaTa Ha KbpBeHe B poyuBaHeTo PEGASUS ca mokasanu B
Tabnumna 3.

Tabanna 3 — AHau3 Ha 00IMTe CHLOMTHSA ¢ KbpPBeHe, n3unciaeHust mo Kaplan-Meier Ha
36-tu mecen (PEGASUS)

Tukarpesop 60 mg nBa Camo ASA

'bTH THEBHO + ASA N=6 996
N=6 958
Koeduuuent
Kpaiinu Touku 3a 6e30macHocT KM % Ha PUCKa KM % P-CTOMHOCT
95 % C)
Kareropun Ha kppBeHe, onpenejenn ot TIMI
3naunrendo (TIMI) 2.3 (1, 628’,332,21) L1 < 0,0001
Datamo 0,3 1,00 0,3 1,0000
(0,44, 2,27)
0,6 1,33 0,5 0,3130
BAK (0,77,2,31)
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Jpyro 3uaunrtenso (TIMI) L6 @ 331’651 65) 0.5 <0,0001
3HAYUTEIHO UM HE3HAYUTEITHO 3,4 2,54 1,4 < 0,0001
(TIMI) (1,93, 3,35)
3HAYUTEIHO WIW HE3HAYUTEIIHO, UIIH 16,6 2,64 7,0 <0,0001
HM3HUCKBAIO MEIUIIMHCKA HaMeca (2,35,2,97)

(TIMI)
Kareropnu Ha kppBeHe, onpenesienn B PLATO
3nauutenHo (PLATO) 35 a 925’537 37) L4 <0,0001
2,4 2,38 1,1 <0,0001
dararHO/’KHUBOTO3aCTpAIIIABAIIO (1.73.3.26)
Hpyro 3naunrenno (PLATO) L1 (1 935’357 83) 0.3 <0,0001
3HAYUTEIHO WM HE3HAYUTEITHO 15,2 2,71 6,2 <0,0001
(PLATO) (2,40, 3,08)

JleHHUIMN HA KATeTrOPHATA HA KbpPBEHe:

3unauntenno (TIMI): ®aranno kppBere NJIU Besko BpTpeuepenHo kbpeene, NJIW KIMHIYHO BUAMMY PU3HAILM Ha
KPBBOM3JIUB, CBBP3aH ChC craj Ha xemorioouHa (Hgb) ot > 50 g/l, unu nonmxkenue Ha xemarokputa (Hct) ot 15 %, korato
nUIcBa croiHoct Ha Hgb.

®aranHo: CrOuTHE C KBPBEHE, KOETO TUPEKTHO € JIOBEJIO A0 CMBPT B pAMKHUTE HA 7 JTHU.

BUK: BrrpeueperneH KpbBOU3IHB.

Jpyro 3nauuteano (TIMI): Hedartanno ne-BUK 3nauntenno xkepsene (TIMI).

He3nauntenno (TIMI): Knuanyno BUIuMo ¢ moHmkeHne Ha xemorinobuna ot 30-50 g/l.

H3uckBamo meguuuacka Hameca (TIMI): Msucksamo natepBernus MJIN Bogemo no xocnuranuzanust, MJIM nanaramo
OLICHKA.

3naunTenHo ¢paranno/xkuBoro3acrpamansaio (PLATO): dartanno kepsene UJIN Besiko BpTpedepenHo kbpBeHe, MJIN
HMHTpanepUKapIUaIHO CbC ChpAedHa TaMmnoHaaa, MJIM ¢ XxumoBoneMudeH MIOK WM TEKKa XUIIOTOHHS, Halarama
MPUIIOKEHUETO Ha MPECOPHU/UHOTPOITHU cpeacTBa mwiu onepanus, MJIN knuandHo Buaumo ¢ > 50 g/l nonmkeHne Ha
XEMOTTI00MHA WM TPETSITH > 4 eANHUIM YePBEHU KPBbBHH KIIETKH.

3nauurenno apyro (PLATO): 3nauunmo unBamuausupaio MW kmuamdaro Bugumo ¢ 30-50 g/l moHmkeHne Ha
xemornobuna, MJIW mpensitu 2-3 eAMHUIN 9epBEHN KPHBHU KIICTKH.

He3nauntenno (PLATO): 3nckBa MeAWIIMHCKA HHTEPBEHIIUS 32 CIIUPAHE WJIH JICYCHUE HA KbPBEHETO.

B PEGASUS 3nauntennoro kbpsene (TIMI) mpu Tukarpenop 60 mg aBa IbTH JHEBHO € TO-BUCOKO
OTKOJIKOTO TIpH JiedeHue camo ¢ ASA. He e HabnronaBaH MOBHIIECH PUCK OT (aTaiHO KbPBEHE U CE
YCTaHOBSIBA CAaMO HE3HAUYHUTEIIHO MOBUIIIEHNE HA BBTPEUEPETHUTE KPBBOM3IMBY B CPABHEHUE C
tepanusTa camo ¢ ASA. Mima manko cpOuTHA Ha (paTanmHo KbpBeHe B poyuBaHero, 11 (0,3 %) 3a
tukarpenop 60 mg u 12 (0,3 %) 3a Tepanusara camo ¢ ASA. HabmiogaBaHUST NOBHUILEH PHCK OT
3HaunTenHo KppBeHe (TIMI) ¢ Tukarpenop 60 mg ce ABIKM NPETUMHO Ha IIO-BUCOKATa YECTOTa Ha
npyro 3HaunTenHo kppBere (TIMI), cBbp3aHo cbe crOuTHS B croMamHo-upeBHUs COK.

[loBumiena yectora Ha cHOUTHA C KbPBEHE, MOJOOHM Ha 3HaunTenHO KbpBeHe (TIMI), e HabmonaBana
B KaTerOPUUTE 3HAYUTEIHO WK HesHauuTenHo kbpBeHe (TIMI) u snaunrenno (PLATO) u
3HAYUTENHO WK He3HaunTenHo KbpBeHe (PLATO) (Bxk. Tabmuna 3). [IpeycranoBsBaneTo Ha
JISYEHUETO TIOpaIy KbPBEHE € IM0-4eCTO B TpyIara Ha Tukarpenop 60 mg B CpaBHEHHE C Tpyrara Ha
Tepammara camo ¢ ASA (ceoTBeTHO 6,2 % 1 1,5 %). [loBedero oT Te3u ciydyan Ha KbpBEHE ca C TI0-
MaJjka Texect (Kracuunpanu Kato H3UCKBaIy MenuimHcka Hameca (TIMI)), nanp. enmcrakcuc,
HaCHHSBAaHE U XEMaTOMH.

[IpoduabT Ha KbpBEeHE Ha THKarpenop 60 mg € CXOAEH B MHOXKECTBOTO MPEIBAPUTEITHO ONPEICTICHH
nmoArpynH (Harmp. Mo Bh3PacT, MO, TerJo, paca, reorpad)CKy peruoH, ChITbTCTBAIIM 3a00IIBaHNUS,
CBITHTCTBAINA TEPAITUs ¥ MEUIIMHCKA aHAMHEe3a) P ChOUTHS Ha 3HaunTeIHO KbpBeHe (TIMI),
3HaunTenHo win HesHaunTeHo (TIMI) u 3HauntenHo kbpBerne (PLATO).

BrTpeuepenHo kppBeHe:

Crnonranau BUK ce crobmaBat ¢ mogo0Ha yecTora 3a Tukarpenop 60 mg u Tepanus camo ¢ ASA
(n=13, 0,2 % B nBeTe rpynu Ha jeueHne). HabmronaBa ce He3HaunTenHo nopumeHne Ha BUK
CBBP3aHO C TpaBMa M MPOLEAYPH IpH JieueHne ¢ Tukarpeaop 60 mg, (n=15, 0,2 %) B cpaBHEeHHE C
tepanusta camo ¢ ASA (n=10, 0,1 %). CpoOiienu ca 6 ¢paraaau BUK c tukarpenop 60 mg u
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5 ¢datanmau BUK c tepamus camo ¢ ASA. Yectorata Ha BBTPEUEPENIHO KbPBEHE € HUCKA B BETE IPYIH
Ha JICUeHHe, KaTo ce MMa MPeBU 3HAUUTEIHUTE ChIIbTCTBAIIM 3a00msBanus 1 CC pucKOBU QakTopu
B NIPOYYBAHATA MOMYJIALHSL.

guan@ﬂ

JucnHes, ycemaHe 3a 3a1yX, ce cboOIIaBa OT MaLMEHTHUTE JIeKyBaHu ¢ Tukarpenop. B PLATO,
00eTMHEHUTE KaTO AUCIHES HEeKeJIaHH JIEKapCTBEHU ChOUTHA (IMCIHEs, TUCTIHES B TOKOH, JUCITHES
IIpY yCHIINE, MApOKCU3MaIHa HOIIHA TUCIIHES M HOLIHA AUCIHEs) ce chobmanat ot 13,8 % ot
MAUEHTHTE, JIEKYBaHH ¢ TUKarpesop, 1 3a 7,8 % oT nanueHTuTe, JeKyBaHu ¢ knonuaorpen. Ipu

2,2 % OoT manMeHTuTe, IpueMaIliy TuKarpenop, u npu 0,6 % ot nanueHTuTe, pUEeMaIly KIONUI0rpe,
B mpoyuBaHeTo PLATO n3cnenoBaTenuTe cuuTar, 4e AUCIHEATA € IPUUUHHO CBbP3aHa C JICYEHUETO U
OposT Ha ceprosnute cirydan € Maiabk (0,14 % tukarpenop; 0,02 % xmonunorpen) (Bx. Touka 4.4).
Haii-yecto cpoO1aBaHuTe CUMIITOMH Ha IUCIIHES Ca JIGKU 10 YMEPEHHU 110 MHTEH3UTET U IIOBEYETO Ce
cbOOIIABAT KaTO SMHUYEH €MU30/1 PaHO CIIE/ 3all0YBaHE HA TeparusITa.

B cpaBHenue ¢ xknonuporpen, nanuentute ¢ actMa/XOBb, nexyBanu ¢ THKarpenop, Moxe J1a uMat
MTOBUINIEH PUCK OT MONTydaBaHe Ha Hecepruo3Ha nucnHes (3,29 % tuxarpenop crapsmo 0,53 %
kjonuaorpen) u cepuosHa auciuest (0,38 % tuxarpesnop cupsimo 0,00 % knonuznorpen). B abconmtotan
CTOMHOCTHU TO3U PUCK € IMO-BUCOK OTKOJIKOTO B LisiocTHaTa nomynanus Ha PLATO. Tukarpenop
TpsOBa Ja ce mpujara ¢ MOBUIICHO BHUMaHUE TPY MMAIMEHTH ¢ aHaMHe3a 3a actMa u/uinu XObb (Bx.
Touka 4.4).

Oxoio 30 % ot enmzoanute oT3By4aBar B pamkuTe Ha 7 1HH. PLATO BkIt04YBa ManueHTH, KOUTO HA
M3XO0JTHO HMBO MMAT 3aCTOWHA ChpAeyHa HegocTaTbyHOCT, XOBb nnym actMa; Te3u mauueHTy u
MalMEeHTHUTE B CTapUYecKa Bb3PacCT € MO-BEPOSITHO Ja ChoOIaBar AucnHes. 3a Tukarpenop, 0,9 % or
MAIMEHTUTE NPEKHCBAT MPIIATAaHETO HA IPOYYBAHOTO aKTHBHO BEIIECTBO MOPAAH JUCIIHESA, CIIPSAMO
0,1 % ot te3u, npuemamu knonugorpen. [To-Bucokara yecToTa Ha AUCIHES C TUKArpesnop He ce
acouMpa ¢ HOBa IOsIBAa WJIM BIIOIIABAHE HA CHPACYHO WK 6eI0ApoOHO 3a0o0msBaHe (BX. Touka 4.4).
Tuxarpenop He noBiusiBa 6e10ApOOHNUTE PYHKIIMOHATHN TECTOBE.

B PEGASUS nucnnes ce cpo0mana npu 14,2 % oT nmanueHTuTe, IpueMaliy Tukarpenop 60 mg asa
II'bTU AHEBHO, U IpH 5,5 % oT nauuenture, npuemaiu caMo ASA. Kakto B PLATO, noseuero ciiydau
Ha ChOOIIeHa TUCTIHES Ca JISKH IO YMEPEHHU 10 MHTeH3UTeT (BK. Touka 4.4). [larmenture, Kouto
ChOOINABAT AUCITHES ca OWITU MPEANMHO ITO-BB3PaCTHH | MO-4ecTo ca uMmainu aucrHes, XObb wmu
acTMa Ha M3XOJIHO HUBO.

Hzcnedsanusa

[ToBumenne Ha nukoyHata kucenuHa: B PLATO e oTdyeTeHO noBHIIaBaHe HA CEpyMHATa MMKOYHA
KHCEIMHA O CTOMHOCTH, HaJBUIIIABAIY TOpHATa FPpaHuIa Ha HopMara, ipu 22 % OT MosTyJaBaliuTe
THUKarpeaop MauueHTH, cupaMo 13 % oT nmosydaBaniure KIonuaorpen nanqueHTu. CbOTBETHUTE
croitnoctu B PEGASUS ca cvotBeTHO 9,1 %, 8,8 % 1 5,5 % 3a Tuxarpenop 90 mg, 60 mg u miane6o.
Cpennara cepyMHa NMKOYHA KMCEJIMHA CE MOBHUIIaBa ¢ 0sn30 15 % npu npuinoxeHne Ha THKarpesop,
B CpPaBHEHHE C MPUOIU3UTETHO 7,5 %o IpH NPUIIOKEHHE Ha KIOMUAOTPET, a Cliell CIIUpaHe Ha
JICYCHUETO CE MOHMKaBA MPUOIU3UTENHO 10 7 % MPH NPUIIOKEHHE Ha TUKArpesop, J0KaTo MpH
Kjonuaorpen He ce HaOmonasa cnaa. B PEGASUS ce ycranoBsiBa 00paTMo NOBUIIEHUE Ha
CpeIHHTE HMBA Ha CEpyMHA MMKOYHA KHCEIHHA 0T 6,3 % u 5,6 % cpoTBeTHO 3a THKarpenop 90 mg u
60 mg B cpaBHenue ¢ 1,5 % noHmwkenue B rpynara ¢ miane6o. B PLATO gectorara Ha nogarpo3ex
aptpur ¢ 0,2 % 3a tukarpenop cupsmo 0,1 % 3a kmonugorpen. CbOTBETHTE CTOMHOCTH 3a
nonarpa/mogarposer aprput B PEGASUS ca 1,6 %, 1,5 % u 1,1 % choTBeTHO 3a TuKarpemnop 90 mg,
60 mg u miauedo.

C’BO6H_IaBaHe Ha 10A03MpaHd HCXCIIaHU PCAKIITUN

C’LO6H_[aBaHeTO Ha IOAO3UpPAaHN HCKCIIaHU PCAaKIUU CIICA pa3pCllaBaHC 3a yHOTpe6a Ha JICKApCTBCHUMA
MNPOAYKT € BaKHO. Topa mo3BossiBa Ja IpOABbJIKA Ha6J'IIO)_I€HI/ICTO Ha CbOTHOIICHHUETO HOJ'IBa/pI/ICK 3a
JICKApCTBCHUSA TPOAYKT. Or MECIUIMHCKUTE CIICHUAINCTH CC U3HMCKBa Ja C’BO6H_IaBaT BCiAKa

62



MOI03UPaHa HeXKEaHa peakiys Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIIaBaHe, TOCOYCHA B
[Ipunoxenue V.

4.9 TIlpeno3mpane

Tuxarpesnop ce monacs 1o6pe npu eqHokpatHu 1034 A0 900 mg. ['acTponHTeCTUHATIHATA TOKCHYHOCT
e Omia 1030JMMUTHpaHa B €JHO POYUYBaHe C eJHOKpaTHA HapacTBala 103a. J{pyru KIMHUYHO
3HAYMMH HEXXEJIaH! PeakI1H, KOUTO MOTaT J1a ce MPOSIBST U Mpelo3upaHe BKIIOUBAT JUCIIHES U
BEHTPHUKYJIapHH Nay3u (BXK. Touka 4.8).

B ciyuaii Ha mpego3upane, MoraT J1a ce MPOSABAT TOPe CIIOMEHATUTE MOTEHIIUAIHN HEYKEIaHN
JIEKapCTBEHHU peakiuu 1 TpsAOBa fa ce uma npensua EKT monutopupane.

K®bM MOMeHTa He € U3BECTEH aHTHIOT Ha THKAarpejIop U TUKArpeaop He ce Juaiu3upa (Bxk. Touka 5.2).
[Ipu npeno3upane geueHneTo TPsOBaA Aa ce MPOBEXKIA B CHOTBETCTBHE C MECTHATA CTAaHJAPTHA
MEAUIMHCKA IpakTHKa. O4akBaHUAT e(EKT OT MPEJO3UPaHEe Ha TUKATPEJIOP € YABIKECHA
MPOABIDKUTEIHOCT Ha PUCKA OT KbPBEHE, CBBP3aH C TPOMOOLMTHOTO nHXHOUpane. Tpancdysusra Ha
TpoMOOIIMTHA Maca € MaJIKO BEPOSITHO Jja MMa KIMHUYHA 0134 MIPY ALMEeHTH C KbPBEHE (BXK.

Touka 4.4). AKO ce TIOsIBU KbpBEHE, TpsiOBa J1a ce MpeArpreMar ApYru NOAXOIIIIN TOAIbPKAIIN
MEpKH.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoAMHAMMYHH CBOIicTBA

dapmakoTepaneBTHUHa rpyna: MHxuOuTopu Ha arperanusara Ha TPOMOOLIUTUTE, C U3KIIOYEHUE Ha
xenapuH, ATC kon: BO1AC24.

MexaHn3bM Ha JIEHCTBHUE

Brilique cpapprka THKarpenop, CheIMHEHUE OT Kilaca Ha UKJIONECH THIATPHA30I0NUPUMUIUHUTE
(CPTP), koiiTo € mepopalieH aHTaroHUCT C JUPEKTHO JeiicTBue Ha P2Y |, penenrtopa, kaTo ce CBbp3Ba
C HEro CeJIEeKTUBHO U oOpaTtumo u npenotepatsisa Ald-meaunpanara, 3aBucemia ot P2Y
TpoMOOLITHA aKTUBALIUS U arperanus. Tukarpenop He npenoTBparsiBa cbp3Banero ¢ AP, a korato
ce cBbp3Ba ¢ P2Y 2 penentopa, BB3MPENATCTBA CUTHAIHATA TpaHCIyKIus, nHAynupana ot AJID. Teit
KaTo TPOMOOLIMTHTE Yy4acTBAaT B MHULMMPAHETO H/UIH Pa3BUTUETO HA TPOMOOTHYHHTE YCIIOKHEHHUS
Ha aTepOCKJICPOTUYHATA OONECT, € T0Ka3aHO, Ye MHXMOUPAHETO Ha TPOMOOLUTHATA (DYHKINS
HamansiBa pucka ot CC cpbutus, kato cMbpT, MU Witn HHCYIT.

Tuxarpenop chII0 yBeIUYyaBa JOKATHUTE SHIOTCHHN HUBA HA aICHO3MHA Ype3 HHXUOUpaHe Ha
eKBHIIMOpHpaInus Hykieo3uaeH tpancnoprep-1 (ENT-1).

JlokyMeHTHpaHo €, ue npH 3apaBu Juna 1 nauertu ¢ OKC, Tukarpenop yBennyasa CICIHUTE
edexTH, MHAYLMPaHH OT aJICHO3WH: Ba3oAuiaTalus (M3MepeHa Ype3 yYBEINUaBaHETO HA KOPOHAPHHUS
KPBBOTOK IpH 3paBu Jooposony u nauueHtu ¢ OKC; rnaBobonue), ”HXuOupaHe Ha
TpoMOonuTHaTa (GYHKIM (B HOBEILIKA LsIa KPBB in Vifro) U quciiHes. Bpb3kara Mexay
HaOJII0aBaHUTE YBEIMUCHUS HA aJleHO3UH U KIMHUYHUTE pe3ysTaTu, obade (Hamp. 3a00seBaeMoCT-
CMBPTHOCT), HE € KAaTETOPUYHO U3SICHEHA.

dapmakoaHAMUYHY €EeKTU

Hauano na deticmeuemo

[Ipu maruenTn cbhe crabunHa ncxemudHa 6onect Ha cbpieto (MBC), mpuemarun ASA, TUKarpenop
MoKa3Ba Obp30 HacTBIIBaHE HA (PapMaKOIOTHUEH e(PeKT, KOWTO ce AEMOHCTPUPA OT CPETHOTO
nHXuOupane Ha TpombouuTHaTa arperauus (UTA) okono 41 % 0,5 vaca cien npunoxenue Ha 180 mg
HaTOBapBallla 103a TUKarpenop, ¢ MakcumaineH epext Bepxy UTA 89 % 2-4 yaca cien npuioKeHUETO
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Ha J103aTa, KOWTO ce 3aabpka Mexay 2 u 8 vaca. [Ipu 90 % ot nauuenTure 2 yaca cief
MPWIOKEHUETO HA J03aTa TepMUHAIHOTO MUKOBO VITA e > 70 %.

Kpait na oeticmeuemo

Axo e mnanupana CABG npouenypa, pUCKbT OT KbPBEHE CBBP3aH C TUKArpesop € MOBUIIEH B
CpaBHEHHE C KIIOMHIOTPEN, KOraTo TepanwusTa e mpeKpaTeHa no-Maiko oT 96 Jaca npenu
poreaypara.

Cmsana na aekapcmeama

[IpeMuHaBaHETO OT JIEUECHUE C KIOMUAOrpeNa 75 mg Ha JeueHue ¢ Tukarpeaop 90 mg 18a mbTU AHEBHO
BOaM 110 abcomoTHO noBuinaBane Ha UTA ¢ 26,4 %, a npeMHUHaBaHETO OT JICUYCHUE C TUKArpeiIop Ha
JIeYeHHUE C KIIOMHIOTPeIT BoIu 10 abcomoTHO nmonmkaBane Ha UTA ¢ 24,5 %. [laniuenture Morar na
MMPEeMHUHABAT OT KJIOMUAOTPEN Ha THKArpesop 0e3 MpeKbCBaHe Ha aHTUATPETaHTHOTO JIEHCTBHE (BXK.
Touka 4.2).

Kinanunaa edukacHOCT M 0€30IMaCHOCT
KruanaanTe nanHm 3a euKacHOCTTa U 0€30IaCHOCTTA Ha THKArpesIop ca MOJYUYeHH OT JIBE KIMHUYHU
n3nuTBaHus ¢asza 3:

e [IpoyuBanero PLATO [PLATelet Inhibition and Patient Outcomes (TpomboTH4yHO HHXHOHpaHE
W KJIMHUYEH U3X0[] Ha MALMeHTa)], CpaBHEHHE Ha TUKATPEJIOp C KJIOMUAOTPEN, U ABaTa
npuiIarand B kKoMOuHanust ¢ ASA, U Apyra cTaHJapTHA Tepamnusl.

o [IpoyuBanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IIpeBenuust ¢ Tukarpenop Ha
BTOPUYHHU TPOMOOTHYHU CHOUTHS IPH BUCOKOPUCKOBHU MALIMEHTH C OCTHP KOPOHApEH
CHHJIPOM)], CpaBHEHHUE Ha THKarpenop, komounupa ¢ ASA, ¢ tepanust camo ¢ ASA.

Hpoyvusane PLATO (ocmpu koporapHu cunopomu)

[IpoyuBanero PLATO BkirouBa 18 624 nanueHTH, KOUTO ca B 24-4acoBUs NEpUO OT HAYaJI0TO Ha
CHUMIITOMH Ha HecTaOMIIHA cTeHOKapaus, HHPapKT Ha Muokapaa 6e3 ST-eneBauus [NSTEMI] unu ¢
uHbpapkT Ha Muokapaa csc ST-eneBanus [STEMI], n KonTo IbpBOHAYAIHO Ca JIEKYBaHU
MEIMKaMEHTO3HO, WM Ype3 MepKyTaHHa kopoHapHa untepBenuus (PCl), nunu upes mocrassine Ha
CABG.

Knunuuna eghuxacrnocm

Ha ¢ona na exenneBHo npuinoxenue Ha ASA, tukarpenop 90 mg nBa mbTH AHEBHO AEMOHCTPUPA
MIPEBB3XOICTBO CIPSIMO 75 mg THEBHO KIOMUAOTPEN 110 OTHOLIEHNE HA IIPEBEHIM Ha ChCTaBHATA
KpaiitHa Touka 3a CC cMbpt, MU niu uHCYAT, ¢ pasnuka, npousnusama oT CC cmbpt 1 MU.
[ManmenTture momyyasat 300 mg HaTOBapBala 03a KJIONMUAOTpel (BB3MOxHO € 600 mg, ako umar
PCI) nim 180 mg Tuxarpesop.

PesynTarsT ce nosisaa pano (abcomnrotHa peaykuust Ha pucka [APP] 0,6 % u oTHOCUTENHA peayKIHs
Ha pucka [OPP] 12 % na 30-s geH) ¢ mocTosiHeH epeKT OT JISYSHUETO IO BpeMe Ha 1ienusi 12 MecedeH
nepuon, aasam; ARR 1,9 % na roguna ¢ OPP 16 %. ToBa npeanonara, 4e € NOAXOASIIO NallUEHTUTE
Ila ce JieKyBart ¢ Tukarpenop 90 mg aBa mbTH THEBHO 3a 12 Mecena (Bk. Touka 4.2). Jledennero Ha

54 mammentu ¢ OKC ¢ TUKarpeiaop BMECTO ¢ KIOMMAOTPeIl NpeaoTBparsaBa 1 aTepoTpoMOOTHYHO
cpouTne; nedeHrero Ha 91 mauuentu npenorsparsasa 1 CC cmbpt (Bk. @urypa 1 u Tabnuna 4).

TepaneBTHUHUAT €EKT HA THUKArPEJIOp, HAAXBBPIIALL TO3H Ha KIOMUAOTPEN, U3MIIEKIa CXO/ICH B
MHOT'0 IIOATPYIH, BKJIIOYUTEIHO TETJI0, II0Jl, aHaMHE3a 3a 3axapeH JuadeT, TPaH3UTOpHA HCXEMHUYHA
aTaka WM He-XEMOParnieH WHCYIT, UM PEBACKyJapU3alys; NPy ChIIbTCTBALIO JIEYEHHE BKIIIOUBAIIIO0
xenapuH, Gpllb/Illa naxubuTOopH N HHXUOUTOPU HAa TPOTOHHATA IoMIa (BXK.TOUKa 4.5); mpu
OKOHUaTeJIHaTa Juar€osa Ha nokaszarenno cpoutne (STEMI, NSTEMI, UA); u npu miianupanust npu
pangoMu3anuaATa JededeH moaxos (MHBa3UBEH WM MEIMKAMEHTO3CH).
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YcranoBeHo € cnabo CUTHU(QHUKAHTHO TEPaeBTHYHO B3aUMOACHCTBHE B 3aBUCUMOCT OT PETHOHA,
ChIIACHO KoeTo KoeduueHTsT Ha pucka (HR) 3a mppBuuHaTa KpaiiHa Touka € B oj3a Ha
THUKArpesop 3a OCTaHajaTa 4acT Ha CBETa, HO € B MoJI3a Ha Kionuaorpen 3a CeBepHa AMepHKa, KOSITO
cbeTaBisiBa npuonu3uTenHo 10 % ot msuiaTa npoy4BaHa nomyJsianus (p-cTOMHOCT Ha
B3aumopeiicteue=0,045). ExcrimopatopHuTe aHaIN3W IpeanosaraT BEposiTHa Bpb3Ka C Jj03aTa Ha
ASA, kato ¢ yBenn4aBaHe Ha o3ata Ha ASA ce HaOmogaBa HaManeHa e(UKACHOCT Ha TUKArpesop.
XpoHnuHaTa AHEBHA 7032 ASA, KOSATO Ja ChI'BTCTBA TUKArpenop, TpsaoBa na 0bae 75-150 mg (Bx.
Touku 4.2 u 4.4).

durypa | moka3Ba ouaKBaHHs PUCK 32 HACTHIIBAHE HA IIbPBU MHLUACHT, BKJIIOUEH B KOMOMHHpaHaTa
KpaifHa Touka Ha e(pHKACHOCT.

®urypa 1 — AHaJM3 Ha MbPBUYHATA KJIMHHYHA CbCTaBHA KpaiiHa To4yka oT CC cmbpT, MU 1
uHcyart (PLATO)

13 Tuxarpenop (T) [864/9333]
------- Knomugorpen (C) [1014/9291]
12 . 11,67%
11 -
. 19 9,80%
X 9
8 8
O
= T
& 5
S
<
T 3
=
g 2. ”
= HR 95% ClI p-CTOMHOCT
é’* 11 T cpeuy C 0,84 0,77,0,92 < 0,001
0 4
0 60 120 180 240 300 360
Bbpon 3acTpalueHun
T 9333 8 628 8 460 8 219 6 743 5161 4 147
C 9 291 8 521 8 362 8124 6 650 5096 4 047

B cpaBHeHue ¢ KIIOMUIOrpes, THKarpeIop HaMmamsBa YecToTaTa Ha HACTHIIBAHE HA WHITUICHTHUTE,
BJIM3AIH B ChCTaBa HA TbPBUYHATA ChCTaBHA KpaifHa Touka — KakTo B nomyianusata ¢ UA/NSTEMI,
taka u B nomynausata ¢ STEMI (Tabnuma 4). CnenoBatento, Brilique 90 mg nBa mbTH JHEBHO
3aeHO ¢ HHCKa 1032 ASA Moxke na ce m3non3sa npu naruentu ¢ OKC (rectabunHa cTeHOKapAus,
muokapeH uHpapkr 6e3 ST eneBanus [NSTEMI] wim muokapaen nadapkr cbe ST eneanus
[STEMI]); BKJIFOUNTEITHO MAIUSHTH, JICKYBaHU METUKAMEHTO3HO, U TAIIEeHTH, JISKyBaHU C
nepkyTanHa koponapaa uarepsenuus (PCI) unu Oaiinac na koponapHa aprepust (CABG).
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Tabanna 4 — AHAJIM3 HA MBPBHYHATA U BTOPUYHUTE KpaiiHu ToO4YkH 3a epuxacHoct (PLATO)

TuxarpeJiop Kitonuaorpea
90 mg nBa 75 mg BeaIHBbK

I'bTH JTHEBHO aHeBHO (%o APP? OPP* (%)

(% mauMeHTH | MAIUEHTH ChC (%/yr) 95 % CI) D-CTOHHOCT

ChC CHOUTHE) CHLOUTHE)

N=9 333 N=9 291

CC cmpp1/MU
(c u3KIL. Ha 9,3 10,9 1,9 16 (8, 23) 0,0003
,,THX” M)
WJIA MHCYJIT
Hamepenue 3a 8,5 10,0 1,7 16 (6, 25) 0,0025
WHBa3MBHA
Tepanus
Hamepenue 3a 11,3 13,2 23 15 (0.3, 27) 0,0444"
JIeKapCTBEHA
Tepanus
CC cmbpT 3,8 4,8 1,1 21 (9, 31) 0,0013
MU (c u3ki. 5,4 6,4 1,1 16 ( 5,25) 0,0045
Ha ,,;Tux” MU)°
Wucynt 1,3 1,1 -0,2 -17 (-52,9) 0,2249
CMmbpT 6€3
3HAYCHHE Ha
MIPUYNHATA, 9,7 11,5 2,1 16 (8, 23) 0,0001
MU (c m3KI.
Ha ,,tux” M)
WJIA MHCYJIT
CC cmspr,
0610 MU,
uucynr, CPU, 13,8 15,7 2,1 12 (5, 19) 0,0006
RI, TIA, unu
npyra ATC®
CMmbpT 6€3
3HAYCHHE Ha 4,3 5,4 1,4 22 (11, 31) 0,0003"
MpUYMHATA
JeduanrnBHA
TpoM0O03a Ha 1,2 1,7 0,6 32 (8,49) 0,0123"
CTEHTA

*APP=abcouoTHa penykius Ha prcka; OPP=otHocutenna pexykims Ha pucka=(1-Koeduuuent na puck) x 100 %.
Ortpunarenta OPP o3HauaBa nmoBuIIaBaHEe HA OTHOCUTEIIHUS PHCK.

S¢ m3kmoueHwue Ha ,,Tux” MU.

SCPU=cepno3Ha pekypeHTHa ucxemust; PH=pekxypentna ucxemus; TUA=rpansuropHa nucxemuuna araka; ATC=aprepuaino
TpoMboTHYHO chOuTHEe. O61mO0 MU BrMIOYBa ,, THX” MU, 1aTa Ha CHOMTHETO € IaTaTa Ha HETOBOTO YCTAHOBSIBAHE.

" HOMHMHAJIHAa CTOHHOCT Ha CUTHU()MKAHTHOCT; BCUYKH OCTaHAIIH ca (POPMAJHO CTATUCTUYECKH CUTHU(HUKAHTHH IO Ipe-

neMHUPaHO HepapXUYHO TECTBAHE.

PLATO eenemuuno noonpoyusane

Omnpenensnero Ha CYP2C19 u ABCB1 renotuna Ha 10 285 nauuentu B PLATO naBa Bb3MOKHOCT 32
acoluanys Ha TeHOTHIHUTE rpynu ¢ pesyaratute oT PLATO. IIpeBs3X0aCTBOTO Ha THKArpesiop Haj
KJIOMUIOTPE [0 OTHOLICHUE Ha peayKuusiTa Ha 3HaunTeaHu CC cbOUTHS HE € CUTHU(UKAHTHO
noBysiHO 0T CYP2C19 mnmu ABCBI renotuna Ha naruerTute. [10100HO Ha ISIIOCTHOTO TTPOyYBaHe
PLATO, HsMa pa3nuka MeKXAy TUKArpesaop U KJIOHNOA0rpell IpH 00110 3HAYUTETHUTE XeMOPAarnIHN
unuuaeHTy B PLATO, spapeku renotuna CYP2C19 unu ABCBI1. Hecebp3anoto ¢ CABG
3HaunTenHo KppBeHe B PLATO ce moBuIIaBa ¢ THKarpenop B CpaBHEHHE C KIOMUIOTPEI IpU
nanueHTH ¢ equH wii noseye CYP2C19 anenu cbe 3aryda Ha QyHKIHSA, HO € CXOTHO Ha KIOMUIOTPET
MIPY TALMEHTH C aJel, KOWTOo HiAMa 3ary0a Ha QyHKUuS.

Kombunupan noxazamen 3a egpuxacnocm u 6e3onacnocm
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KoMmOuaupanusT nokaszaren 3a epukacHocT u 6e3omacHocT (CC cmbpT, MU, HHCYNT MK 001110
3HAYUTENTHO KbpBeHe 1o neduuunmsta Ha PLATO) mokasBa, e moizata OT MPUIOKEHHUETO Ha
THUKarpesop 1o OTHOIIeHHE Ha €(UKACHOCT B CPaBHEHHE C KJIOMHUIOTPEIN HE ce KOMIICHCHUPA OT
ciydante Ha 3HaunTenHo kKbpBere (APP 1,4 %, OPP 8 %, KP 0,92; p=0,0257),12 mecena cnex OKC.

Knunuuna 6ezonacnocm

XonTepoBo NOANPOYyYBAHE:

3a J1a ce OLIEHM YecToTaTa Ha BEHTPUKYJIApHUTE Nay3u U APYTH €MU304 Ha apUTMUS 110 BpEME Ha
npoyuBaHeTo PLATO, e oChIeCTBEHO XOJITEP-MOHUTOPUPAHE HA MOATPYIIA OT OJIN30

3 000 mauuentu, npubnuzutenHo 2 000 oT KOUTO UMAT 3amKcH, KakTo B ocTpaTa (aza Ha OKC, taka u
Mecel] Mo-KbCHO. [IbpBHYHATA pocieasiBaHa MPOMEHINBA € YECTOTAaTa Ha BEHTPUKYJIApHU May3HU C
MPOABIDKUTENHOCT > 3 ceKyHAHW. BEeHTpHKynapHH Nay3u pa3BUBAT MOBEUE MALIMEHTH Ha JICYEHHUE C
tukarpenop (6,0 %), OTKOJIKOTO Tak¥Ba Ha JiedeHue ¢ kionuaorpen (3,5 %) B ocrpara daza u
cboTBeTHO 2,2 % 1 1,6 % cnexn 1 mecen (Bx. Touka 4.4). YBeIMUEHUETO HA BEHTPUKYJIApHUTE Tay3H B
octpata (aza Ha OKC e mo-u3paszeHo npu NauueHTUTe Ha THUKarpenop ¢ anamuesa 3a XCH (9,2 % ¢
anamHe3a 3a XCH cnpsimo 5,4 % npu naunentu 6e3 anamuesa 3a XCH; 3a nanuenTture Ha
knonuaorpen, 4,0 % npu te3u cbe cupsamo 3,6 % npu Te3u 6e3 anamuesa 3a XCH). Tasu pasnuka He
ce nposBsBa 3a equH Mecell: 2,0 % crpsamo 2,1 % 3a manueHTHTe Ha THKarpenop, CbOTBETHO, ChC U
6e3 anamuesa 3a XCH; u 3,8 % copsamo 1,4 % 3a xnonugorpesn. Tasu pa3nuka He € CBbp3aHa C
HE)XENaH! KIMHUYHY TOCIEANLH (BKIIOYUTEIHO U ITOCTaBsSHE Ha MefiCMEHKbp) BB BBIIPOCHATA
MOITyJIallKs NalleHTH.

Ipoyvusane PEGASUS (anamnesa 3a muokapoen urichapkm)

PEGASUS TIMI-54 e npoyuBane ¢ 21 162 nanuenTH, ¢ qU3aiH 3aBUCEL] OT HACTBIIBALIUTE CHOUTHS,
PaHIOMHU3HPAHO, IBOMHO-CIIAIO, IUIAe00-KOHTPOIUPAHO, MEKAYHAPOAHO MHOTOLIEHTPOBO
MpOYyYBaHE ¢ MapaJIeIIHU TPYIH 32 OLICHKA HA IPEBEHLUATA Ha aTePOTPOMOOTHYHHU CHOUTHS C
TUKarpesuop, npuiarad B 2 103u (90 mg aBa mbTH AHEBHO Win 60 mg ABa MbTU AHEBHO) B
koMOuHanus ¢ Hucka n103a ASA (75-150 mg), B cpaBHeHHe ¢ Tepanusi caMo ¢ ASA TpH NAUEeHTH C
anaMHe3a 3a MU 1 gonbiaHUTETHH PUCKOBH (DAKTOPH 32 aTepoTpoMO03a.

[NanenTH, TOAXOISAIIM 32 BKIIOYBAHE B IPOYYBAHETO ca OMIIM TAKWBA HA BH3PACT Ha WM Hal

50 rogunM, Hanu4KMe Ha aHamHe3a 32 MU (1 no 3 ronuHu npeau paHaOMU3UPAHETO) U HAJTMYUE Ha
MIOHE €IUH OT CJICAHUTE PUCKOBH (PakTOpH 3a aTepoTpoMO03a: BB3PACT > 65 roJuHu, 3axapeH quader,
Hajarail MeJMKaMeHTO3HO JeueHue, BTopu npeamecrsamy MU, nanan 3a Maorocsnosa MbC nnu
XpoHn4Ha ObOpeyHa qucyHKINS U3BBH KpaHUs CTaluil.

HaI_[I/IeHTI/ITe HE ca Oun OoAXOAsIIU 3a BKIIFOUBAHE B IIPOYYBAHCTO, dKO Ca UMAJIM TIJIaHUPpaHa
yHOTpe6a Ha P2Y12—peuenTopeH AHTAarOHUCT, JUNTUPUAAMOJI, HUII0CTA30JI UJIK aHTUKOAr'yJIaHTHa
TCpanus 3a repruoJia Ha NIpOyUYBaHCTO, HAPYLUICHUC, CBbP3aHO C KbpPBCHEC WJIM dHAMHE3a 3da UICXCMHUYCH
HUHCYJIT UJIU BBTPCUCPCITHO KbPBCHEC, TYMOP Ha LCHTpAaJIHATA HCPBHA CUCTEMA WJIN BBTPCUCPCIIHA
CbJ0Ba aHOMAJIM:; MAIUCHTHU CbC CTOMAIIHO-YPCBHO KbPBCHEC MMPE3 MPCAUICCTBAIIIATC 6 Mecea Ui
rojsiMa onepanud nmpe3 npeAmeCTBaluTe 30 JHH.
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Knunuuna eghuxacrnocm

®urypa 2 - AHaJIM3 HA TBPBUYHATA KJIMHMYHA CbCTaBHa KpaiiHa Touka ot CC cmbpT, MU 1

uncyart (PEGASUS)
11
— Turkarpenop 60 mg ---- MNnausbo _
10 LE3 MbTH JHEBHD pr=""
Bpaii 7045 7067 e
9 MNauneHTH cbe CobuTue 487 (6.9%) 578 (8.2%) Lt -
|| KM3e Ha 36-Tu mecewy 7.8% 9.0% -
8 ChoTHOWeHKE Ha _,.."r
=} _|| pmcka s
s 7 (Hazard Ratio) (95% Cl1 ) 0.84(0.74, 0.95) - -
E & || prcrodinoct 0.0043 " <
= o
4 PR
z .
’
3 A -
_
- -
2 -
14 .=
0 1 T | T T T T 1 1 T
0 120 240 360 480 600 720 840 960 1080 1200 1320
AHKn cneg paHgomuzaumns
Bpoi nayMeHTH B pHUCK
TiB0 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710
Placebo 7067 6950 6842 G761 6658 6315 5876 4899 3646 2028 714

Tabanna S - AHAJIM3 HA MBPBHYHATA U BTOPHYHUTE KPailHu TOYKH 32 epukacHoct (PEGASUS)

Tukarpesop 60+Iggs isa MbTH THEBHO Camo ASA
N=7 067
N=7 045
- D-CTOHHOCT
AlHEeHTH
HR IManuentu
() ()
XapakrepucTuka c,,;:;m, KM % (95% CI) | cve chommus KM %
[IspBuuHa KpaiiHa TOUKa
CsbcraBna or CC 0.84
cMbpT/MU 487 (6,9 %) 7,8 % 0 74’ 0.95 578 (8,2 %) 9,0 % 0,0043 (s)
/MHCYAT (0,74, 0.95)
CC cmpr 17425%) | 29% | 6%813 oy | 2106.0% | 34% 0.0676
MU 285 (4,0 %) 4,5 % © 7(;_’83 98) 338 (4,8 %) 5,2% 0,0314
ey 91 (13%) | 15% | 5‘;’73 og) | 122(17%) | 19% 0,0337
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Tukarpesop 60 mg 1Ba MbTH THEBHO Camo ASA
Niﬁs()ﬁs N=7067
D-CTOHHOCT
IManuentu
XapakTepucTuka che KM % © 51‘-’IA)RCI) cf:lcl:;:::ﬂ KM %
cbouTHA
Bropuuna kpaiina Touka
CC cmppr 174 (2,5 %) 2,9 % © 6%813 o1 210 (3,0 %) 34% -
CMBpT 110 o o 0,89 0 0
BCsAKaKBa IpUYrHA 289 (4’1 A)) 4’7 % (0,76, 1’04) 326 (4>6 A)) 5;2 % -

KoehuuneHTsT Ha pUCKa U p-CTOWHOCTHUTE Ca U3YHCICHU OTACIHO 32 THKATPEJIop CIp. Teparust camo ¢ ASA ot Mozen Ha
MPONIOPIMOHAIHUTE prckoBe Ha CoX, KaTo IpynaTa Ha JICYeHHE € eMHCTBEHATa EKCIUIAHATOPHA IIPOMEHIINBA.

KM mnporeHt, nuz4ncieH Ha 36-TH Mecell.

Benexka: Oposar Ha mbpBuTe chOUTH 32 KoMmoneHTuTe CC cMbpT, MU 1 HHCYNT € AeHCTBUTETHUAT Opoii Ha IBPBH
CcHOUTHA 32 BCEKH KOMIIOHEHT U HE ce 100aBs KbM Oposi Ha ChOUTHATA B ChCTaBHATA KpaifHa TOYKA

(s) [TokasBa cTaTucTUYECKA 3HAYUMOCT.

CI=losepurenen untepsai, CC=Copuaeuno-csao8; HR=Koebuuuent Ha pucka; KM=Kaplan-Meier; MU=Mruoxkapaen

nHbpapkT; N=Bbpoii nanuenTu.

JIBeTe cxeMu Ha jedeHue ¢ Tukarpenaop 60 mg aBa mbTH AHEBHO U ¢ 90 mg 1Ba MbTU JHEBHO B
KoMOMHAaNus ¢ ASA peBb3X0XKIaT CAMOCTOSITETHOTO JieueHHe ¢ ASA 110 OTHOIIIEHUE Ha
MIPEBEHIIUATA Ha aTepOTPOMOOTHYHNTE ChONTHS (ChcTaBHA KpaiiHa Touka: CC cmbpT, MU 1 nHCYNT),
C TIOCTOSTHEH e(PeKT OT JeUEeHUETO Npe3 LEeNus IePHo Ha poy4yBaHeTo, Bojaent 10 16 % RRR u

1,27 % ARR 3a tukarpenop 60 mg u 15 % RRR u 1,19 % ARR 3a tukarpenop 90 mg.

Brnpeku ue npopunute Ha edukacHoct Ha 90 mg u 60 mg ca nogoOHU, UMa TaHHH, Ye MO-HUCKATa
71032 € C 1Mo-100Bp MPo(UI Ha TOHOCHUMOCT U OE30IaCHOCT 110 OTHOIIIEHNE Ha PUCKA OT KbPBEHE U
muciiaes. CnenoBaTenHo, camo Brilique 60 mg 1Ba mbTH JHEBHO, MPHIIOKEH €THOBPEMEHHO ¢ ASA,
ce mpenopbyBa 3a NpeBeHIus Ha aTeporpoMboTnanan choutus (CC cmbpT, MU 1 HCYNT) TipH
MAIUeHTH ¢ aHaMHe3a 32 MU 1 BUCOK PUCK OT pa3BUTHE HA aTE€POTPOMOOTHYHO CHOUTHE.

B cpaBHeHue cbe caMocTOSTENHOTO JeueHue ¢ ASA, Tukarpenop 60 mg aBa IbTU JHEBHO 3HAYUMO
MOHIKaBa MbpBUYHATA ChcTaBHA KpaiHa Touka oT CC cmbpT, MU u nHCYAT. Beeku ot
KOMITOHEHTHUTE JOMIPUHACS 32 MMOHIKEHUETO Ha TbPBUYHATA ChcTaBHA KpakiHa Touka (CC cmbpT 17 %
RRR, MU 16 % RRR u uncynt 25 % RRR).

RRR 3a crcraBHaTa kpatina Touka oT 1 10 360 gam (17 % RRR) u ot 361 mam Hatathk (16 % RRR) e
nmoo0Ho. MiMa orpanudeHyn naHHU 32 ePUKACHOCTTa U 0€30IaCHOCTTA Ha YABIDKEHO JISYCHHUE C
TUKarpenop Hax 3 TOIANHU.

JluncBaT nokaszarencTBa 3a moji3a (He ce HaOM0AaBa peAyKLHs Ha YeCTOTaTa Ha IIbpBUYHATA
npocnesaBana kpaiiHa Touka oT CC cmbpT, MU 1 HHCYNT, HO MMa MOBUILIABAHE HA YECTOTATA HA
3HAYNUTEITHO KbPBEHE), KOrato THKarpenop 60 mg ABa MbTH AHEBHO € MPUJIOXKEH NPH KIMHUIHO
CTaOMJTHY NMALMEHTH C JaBHOCT Ha MH(apKTa > 2 TOAUHU WU [IOBEYe OT €IHA TOJMHA CIIe] CIIUpaHe
Ha npeaxonHoTo jedenue ¢ AJd-penentopern nHXuOUTOpP (BXK. Touka 4.2).

Knunuuna 6ezonacnocm

UYecroTara Ha MpeyCTaHOBABAHE Ha TEpanuATa ¢ TUKarpenop 60 mg nopaau KbpBeHE U TUCIHES € Mo-
BHCOKA TpHY NanueHTy > 75 rogunan (42 %) B cpaBHEHHUE C MTO-MJIaIU TanueHTH (nHTepBal: 23-31 %),
C pa3iMKa cnpsamo manebo rpynara no-rojiasiMa ot 10 % (42 % cropsimo 29 %) npu mauueHTu

> 75 roguHU.

HG,I[I/IaTDI/I‘lHa nonyjaanus
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EBpomnelickaTa areHIus 1o JiekapcTBaTa 0cBOOOKAaBa OT 3aIBJDKCHUETO 3a MIPEJOCTaBSIHE Ha
pe3ynTaTute oT mpoyuBaHusTa ¢ Brilique BEB BCHUKM TIOATPYIH HA TIEIUATPUYHATA TIOMTYJIAIHS 32
octpu kopoHapau cuHapomu (OKC) u anamHesa 3a muokapaeH nadapkt (M) (Bx. Touka 4.2 3a
nHGOpMAaIUs OTHOCHO yNoTpeOa B eAUaTpUsITa).

5.2 ®apmMakoKMHETHMYHM CBOIicTBA

Tuxarpenop uma jauHeiiHa papMaKOKMHETHKA, @ EKCIIO3ULUUTE KbM THKArpeaop U aKTUBHUS My
MeTabomut (AR-C124910XX) ca nmpuOIM3UTENHO TPONOPLMOHATHY Ha fo3ata 10 1 260 mg.

AOcopouus
AGcopO1HsaTa Ha THKArpenop ¢ 0bp3a, ¢ MEHAHA Ha tmax TPUOTU3UTETHO 1,5 vaca. [IpeBphinaneTo Ha

TUKarpesaop B OCHOBHUS IUPKyJupar Metadbonutr AR-C124910XX (chio akTHBEH) € OBp30, ¢
MeMaHa Ha tmax TPUOTM3UTENHO 2,5 yaca. Cie mepopaiHo NPUIIOKEHHE Ha AMHUYHA 1032
TUKarpenop ot 90 mg Ha raaHo NpH 3ApaBH JULA, Crax € 529 ng/ml u AUC e 3 451 ng*h/ml.
CroTHOmEHusATa MeTa00IHT/OCHOBHO BemecTBO ca 0,28 3a Cpax 11 0,42 32 AUC. dapmakoKkuHeTHKATa
Ha tukarpenop u AR-C124910XX npu nauuentu ¢ anamue3a 3a MU oOukHOBEHO € moio0Ha Ha Ta3u
B nomynanusata ¢ OKC. Bb3 ocHOBa Ha eIMH MOMyTalMOHEeH (apMaKOKHHETHYECH aHAU3 Ha
npoyusanero PEGASUS meananara Ha Chax Ha THKarpenop € 391 ng/ml u AUC e 3 801 ng*h/ml B
CTaLlMOHAPHO ChCToAHUE 3a THKarpenop 60 mg. 3a tukarpenop 90 mg Cmax € 627 ng/ml u AUC e

6 255 ng*h/ml B cTaliMOHAPHO CHCTOSIHHUE.

Cpennara abcomoTHa OMOHATMYHOCT Ha THKArpenop e nzuuciena Ha 36 %. [lpuemsT Ha OoraTta Ha
Ma3HHHHU XpaHa Boau 1o nosumasase ¢ 21 % na AUC Ha Tukarpenop u 1o MoHWKaBaHe ¢ 22 % Ha
Crmax Ha aKTHBHUSI My METaOO0JIUT, HO HE MOBJIHSIBA IO HUKaKbB HAUMH Crax Ha THKarpenop miu AUC
Ha aKTUBHUS My MeTaboiuT. CMATa ce, e Te3U MaJIKU MPOMEHHU Ca ¢ MUHUMAJIHO KINHUYHO
3Ha4YEHHE; [I0pay TOBa TUKArpejop MOKe Jia ce mpreMa cbe uin 0e3 xpaHa. Tukarpenop u
aKTHBHHUAT My MeTa0oJHT ca cyOcTparu Ha P-gp.

Jucneprupaiyre ce B ycTara TaOJIETKH TUKarpeaop, AUCHEPrUpaHy B CIIOHKATA U IperabTHAaTH Oe3
BOJIa WJIM CyCIIEHAMPaHU BbB BOJA U MPUIIOKEHU Ype3 Ha30-TacTpalHa COHIA B CTOMaxa, ca
onoekBuBaneHTHH Ha puamupanute 1enu 1adbnetku (AUC u Crnax B pamkute Ha 80-125 % 3a
TUKarpesop u akTuBHuUs Merabonut). Koraro qucneprupamiara ce B ycrara TabJieTKa ce IUCIIEPrupa B
cIIIOHKaTa U ce nperabTHe ¢ Boga, AUC Ha Tukarpesnop e nogodHa, 1okato Cmax € 0koio 15 % mo-
HHUCKa B CpaBHEHHUE ¢ priMupaHuTe TadneTku. Hsama BeposTHOCT MankaTa orOensi3ana pa3nuka B Crax
Jla ©Ma KIIMHUYHO 3HAYCHHUE.

Pasnpenenenue
B crammonapHo cecTosiHEE 00eMBT Ha pasmpenenenre Ha Tukarpesop e 87,5 1. Tukarpenop u

AKTUBHUAT My MeTa6OJ'H/IT CC CB’Lp3BaT C YOBCIIKUTC IIJIa3MCHHU HpOTCI/IHI/I BBHB BUCOKA CTCIICH
(> 99,0 %).

Buotpanchopmanus

CYP3A4 e OCHOBHUAT €H3UM, OTTOBOPEH 32 METaOOIU3UPAHETO HA TUKATPesIop U 00pa3yBaHETO Ha
aKTHBHHUS My METa0OJIUT, KaTO TEXHUTE B3aUMOACHCTBUS ¢ ApyrH cyOctpatu Ha CYP3A Bapupat ot
aKTHBHPAHE 10 HHXUOUpaHE.

OcHoBHuAT MeTabonuT Ha TUKarpenop ¢ AR-C124910XX, koiTo ChIIO € aKTUBEH — KOETO CE OLICHSBA
4pes in vitro cebp3Bane ¢ TpoMOoruTHUS P2Y 12 Al peuentop. CucreMHaTa eKCIoO3UIMs Ha
akTUBHUA MeTabonuT e mpuommsutenHo 30-40 % oT Ta3u Ha TUKArpenop.

Eaumunupane
OCHOBHUSAT BT 3a SNIMMUHUPAHE Ha TUKArPeIop € upe3 4epHoApoOHa Tpanchopmarus. [Ipu

MpWIarase Ha paJiiOaKTUBHO MapKHpaH THKAarpeaop CpeAHOTO Bb3CTaHOBSBAHE HA PaAHOaKTUBHOCTTA
e npubimsutenHo 84 % (57,8 % BuB deneca, 26,5 % B ypunata). KonndectBoTo Ha TUKArpenop u
aKTHBHHUS My METabO0JIUT, KOUTO C€ OTKpUBAT B ypHHaTa, ca mox 1 % oT npuetara 1o3a. BeposarHo
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OCHOBHUST ITBT HAa EIMMUHHUPAHE HA aKTUBHUS META0OJIUT € Upe3 eKCKpeuus B Krbukara. CpeIHusT
t12 Ha TUKarpesiaop € NpuONM3nuTeNHO 7 Yaca, a Ha akTHBHUSA My MeTabonuT — 8,5 Jaca.

CHCI_II/IaJ'IHI/I noonyJjanun

Cmapuecka 8v3pacm

[To-BrcokM excro3unuu Ha TUKarpenop (mpuomm3uTenHo 25 % u 32 Cax, ¥ 32 AUC) 1 Ha akKTHUBHHS
My metabomnut nipu nanuentu ¢ OKC B crapuecka Bb3pacT (> 75 ronuHu) B CpaBHEHHUE C ITO-MJIaIN
TAIUEHTH ca HAaOJII0IaBaHU MU MOMYIAIMOHHUS apMaKOKWHETHUYEH aHanu3. Te3u pa3iuKy He ce
CMSTAT 32 KIIMHUYHO 3HAYMUMHU (BXK. TOUKa 4.2).

Tleduampuuna nonviauus
Tuxarpesnop He € OLeHsIBaH B IeJHaTpUIHaTa momynanus (Bx. Touku 4.2 u 5.1).

Lon
B cpaBHeHHe ¢ MBXKe, IIpY KeHH ca HaOII0AaBaHN MO-BUCOKH €KCIIO3UITUN HA THKATPENIop U Ha
aKTUBHUS My MeTa0onuT. Pa3nmukure He ce cMsTaT 3a KIMHUYHO 3HAYMMHU.

Bvbpeuno yepexcoane

B cpaBHenue ¢ xopa ¢ HopManHa Ob0pedHa QyHKIHS, IPU MALHUEHTH ¢ TEXKO OBOPEYHO yBpexnaHe
(xkpeaTnHUHOB KIMPBHC < 30 ml/min) eKCHO3UIMATA Ha TUKATPENIOpP € MO-HUCKA C MPUOIN3UTETHO
20 %, a ekcro3uIusATa Ha aKTUBHUS META0OJIHT € TI0-BIUCOKa MPUOIH3UTETHO ¢he 17 % .

[Ipu maruenTr ¢ TepMUHAJIeH cTaanii Ha OBOpedHo 3abomsaBane Ha xemoauanuza AUC u Cmax Ha
tukarpenop 90 mg npuiaras B aeH Oe3 auanuza ca ¢ 38% u 51% mo-BUCOKM B CpaBHEHHUE C XOpa C
HOopMaitHa Ob0peuHa pyHknus. [1og00HO OBHIIICHHE B EKCIIO3UIIMATA Ce HA0III01aBa, KOTaTo
TUKarpesiop ce mpuijiara HermocpeACTBEHO Npean Auanu3ata (CboTBeTHO 49% u 61%), KoeTo nokassa,
4e THKarpesiop He ce auanu3upa. Ekcrio3ununsaTa Ha akTUBHUSI METa0OJIMT Ce MOBUIIABA B IIO-MaJIKa
crened (AUC 13-14% u Cax 17-36%). EdexTbT Ha nHXUOUpaHe Ha TPOMOOLMTHATA arperamnus
(UTA) e He3aBUCHM OT AMANK3aTa IPHU NALUEHTH C TEPMUHAJICH cTaaui Ha ObOpedHO 3a00sIBaHe U €
noJo0eH npu xopa ¢ HopManHa ObOpeyHa pyHKuus (BXK. Touka 4.2).

YepnoopobHo vepeocdane

B cpaBHeHue cbe 3apaBu JOOPOBOIIIH, IPH MALUEHTH C JIEKO YepHOAPOOHO yBpexkaaHe Cnax 1 AUC
Ha THKarpelop ca IMo-BUCOKU ChOTBETHO ¢ 12 % u 23 % ob6aue UTA edekrsT Ha THKarpenop e
nofobOeH B aABeTe rpynu. He e Heo0X0quMo KOpUrHpaHe Ha 103aTa NPH MALUEHTH C JIEKO
4epHOAPOOHO yBpexaaHe. Hsma mpoy4BaHus ¢ THKarpejaop Npu MalueHTH ¢ TEXKO YEPHOIPOOHO
YBpEXIaHEe U JUICBA (hapMaKOKMHETHYHA HHPOPMALHA NIPU MALUEHTH C YMEPEHO YepHOIPOOHO
yBpexnade. [Ipu nanuenTi ¢ yMepeHo Uil TEXKO MOBUILICHUE Ha €AWH WM [T0BEeYe YEPHOAPOOHU
(YHKLMOHAIHY MOKa3aTeIN Ha U3XOJHO HUBO, INIA3MEHUTE KOHICHTPALIMH Ha TUKArpesiop ca
OOMKHOBEHO MO00HH MIIM MAJIKO IT0-BUCOKH B CPAaBHEHHUE C ALMEHTUTE 03 U3XOAHO MOBHILICHHUE.
He ce npenoppuBa kopurupase Ha 103aTa IpH MALUEHTH ¢ YMEPEHO YepHOAPOOHO yBpeKaaHe (BxK.
Touku 4.2 u 4.4).

Emuuuecka npunaoaesxcnocm

B cpaBHeHMe ¢ maMEHTUTE OT €BPOIEUIHATA Paca, MAUEHTUTE OT a3UaTCKU MPOU3XO0]l UMAT
mo-Brucoka ¢ 39 % cpenna OMOHATMYHOCT. B cpaBHEHHE C MAIUEHTHUTE OT EBPONECHIHATA paca, IpH
CaMOOTIPEACIISIINTE Ce KAaTO YSPHOKOXKU MAIlMeHTH, ONOHATMYHOCTTA Ha TUKATPENIop € MO-HHUCKa ¢

18 %. B ximHuko-papmakosornday npoyusanusi eKcrno3uuuiTa (Cmax 1 AUC) Ha THKarpeiaop npu
SITIOHIT € TT0-BUcoKa ¢ mpuommutenHo 40 % (20 % cien KOpeKIus CrpsMoO TEIECHOTO TETJI0),
OTKOJIKOTO MPHU XOpa OT eBponeunHara paca. Ekcrno3unusra npu naiueHTH, KOUTO C€ CAMOOTIPEACIIAT
KaTo MCIIaHO WJIH JIATHHO THII, € I0I00Ha Ha Ta3W MPH MAIlMEHTUTE OT €BpOIIeHIHATA paca.

5.3 IlpenkJMHUYHM JAHHHU 32 0€30IACHOCT
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HpCI[KJII/IHI/I‘lHI/ITe JaHHU 34 TUKArpejaop U OCHOBHHUA MY MeTa0OJIUT HE IMOKa3BaT HCIIPUCMIIUB PUCK 3a
Pa3BUTUC HA HCIKCIIAHU PCAKIHUU IIPU XOpPa Ha Oa3ara Ha KOHBCHIIMOHAJTHUTC q)apMaKOJ'IOI‘I/I‘IHI/I
HU3IHWTBAHHUA 3a 6C3OHaCHOCT, TOKCUYHOCT IIpHU CAHOKPATHO U MHOTOKPATHO IIpUJIarane u
TCHOTOKCHYCH MMOTCHIIUAII.

[Ipu HAKOIKO KUBOTUHCKY BUA € HAOIIOAaBaHO CTOMAIIIHO-YPEBHO IPa3HEHEe NIPU KIMHIUYHO
3HaYMMH HMBa Ha €KCIIO3UIUs (BXK. Touka 4.8).

HpI/I JKCHCKU IITBXOBC, TUKATPEIIOP BbB BUCOKU NO3U JCMOHCTPHPA NOBUIIICHA Y€CTOTAa HA TYMOPHU Ha
MaTKarta (a,Z[GHOKapLII/IHOMI/I) 1 MMOBUIIICHA YCCTOTA HAa a/ICHOM Ha YCPpHUA ,I[p06. MexaHU3MBT 3a I0sSIBa
Ha TYMOpPHU Ha MaTKaTa BEPOATHO € XOPMOHAJICH ,I[I/IC63.J'IaHC, KONTO MOXeE Ja J0BCAC 10 I10sABa HA
TYMOPH IIPpHA ITBXOBE. MexaHu3MBT 3a OsIBa Ha IIepHO,Z[pO6HI/I aAACHOMMU BCPOATHO € CHGI_II/I(bI/ILIHa 3a
IrprU3auuTC CH3MMHA UHAYKIUA B UCPHUA ,I[p06. Hopazm TOBa CC CUUTA, UYC € MAJIKO BCPOATHO
KapIqUHOICHHUTC HAaXOJAKH Ja UMAT 3HAUCHUC 3a XOparta.

[Ipu nrpxoBe, ca HaOMIOJaBaHW MUHUMATHH aHOMAJIMU HA Pa3BUTHETO NPH 1034, TOKCHYHA 32
Maiikara (rpaHuna Ha 6e3omacHoct 5.1). [Ipu 3aiiim ce HaOrOMaBa JIeKo 3a0aBsiHE HA YePHOPOOHOTO
CBH3psIBAaHE U CKEJIETHOTO Pa3BUTUE Ha eTycuTe MpH MalKu Ha BUCOKa Jj03a 0e3 Aa ce HabronaBa
TOKCHYHOCT 3a MalikaTa (rpanuna Ha 0e3omnacHocT 4.5).

Hpoy‘lBaHI/Ifl IIpU IUTbXOBC U 3aﬁun IMOKa3BaT pCupOAYKTHUBHA TOKCHUYHOCT C JICKO [TIOHMKAaBAHC Ha
HaAAaBaHCTO Ha TCIJIO MPpU MaiikaTa ¥ HamajcHa HeOHATAIHA KU3HECIIOCOOHOCT U TETJI0 npu
PaXAaHCTO, CbC 3a0aBgHE Ha pacTeika. TI/IKaneJ'IOP BOIW 10 HEPCAOBCH UKD (OCHOBHO YABILKCH
LU/IK’BJ'I) IIpU KCHCKU IUTbXOBC, HO HC IMOBJIMABA O6H_[I/I$I (bepTI/IJ'II/ITeT IpU MBKKHU U KCHCKHU IIBXOBC.

(I)apMaKOKI/IHeTI/I‘IHI/I Npoy4BaHUA C PAAUOAKTUBHO MApKUPAH TUKArpeJop MmokKa3BaT, Y€ OCHOBHOTO
BCIICCTBO M HCTOBHUTEC MeTa0OJIUTHU ce CKCKPCTUPAT B MJIAKOTO IIPH IIJIBXOBE (B)K. TOYKa 46)

6. DPAPMAILIEBTUYHHU JAHHHU

6.1 Chnucbk Ha IOMOIIHHUTE BelleCTBA
Manwuron (E421)

Mukpoxkpucrtanna nenyiosa (E460)
Kpocmosumon (E1202)

Kcumuron (E967)

BesBonen kanues xungporen ¢ocdar (E341)
Hatpues creapungymapar
Xuapokcunponuiueinynosa (E463)
Kononnen 6e3B01eH CHIMLIMEB TUOKCH]

6.2 HecnBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogHoct

3 roguHU

6.4 CrnenuajaHu ycJI0BHS Ha CbXpPaHeHHUe

To3u JICKApCTBCH MPOAYKT HC U3HUCKBA CIICIIMAJIHA YCJIOBUS 34 ChbXPAaHCHUC.

6.5 Bwuau cbabp:kaHMe HA OIAKOBKATA
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Al/Al nepdopupanu eqHono308u 6muctepu ot 8 wim 10 TabneTkH; KApTOHEHH OMAKOBKU OT

10x1 Tabnerku (1 6mucTep), KapTOHEHU OMAKOBKU oT 56x1 Tabnerku (7 OmmcTepa) v KapTOHEHH

omakoBku oT 60x1 TabneTku (6 Onmcrepa).

He Bcuuku BUI0BE OMTAKOBKU MOTAT Aa OBJIAT ITyCHATH B IPOAAKOA.

6.6 CrnenuajaHu npeanasHu MepKHU NMPH U3XBbPJIsIHE

Hewnsnon3BaHuAT JIeKapCTBEH MPOIYKT WK OTIAIFYHUTE MATEPHATN OT HETO TPIOBa Ja ce U3XBBPIIAT

B CHOTBETCTBUE C MECTHHUTE U3NCKBAHUS.

7. HOPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

SE-151 85 Sodertilje

IBsernns

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/10/655/012-014

9. JATA HA I'bPBO PA3ZPEIIABAHE/TIOJJHOBSABAHE HA PASPEIHIEHHUETO 3A
YIOOTPEBA

Jara Ha mepBo paspemasane: 03 gexemspu 2010 .

Jara Ha mocinenHo nmogHoBsiBane: 17 roou 2015 1.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MonpoOHa nH(OpMAaIUs 3a TO3U JIEKAPCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcaliTa Ha EBpomneiickara
areHIus 10 JIeKapcTBaTa http://www.ema.europa.eu
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MHNPUJIOXKEHMUE 11

MMPOU3BOJUTEJI(U), OTTOBOPEH(HN) 3A
OCBOBO/XKJIABAHE HA ITAPTUIN

YCJIOBUA UJIN OTPAHUYEHUS 3A TOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUA N UBUCKBAHUA HA
PASPEHIEHHMETO 3A YIIOTPEBA

YCJOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA "
E®PEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. TIPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOKJABAHE HA ITAPTUIN

HmMe u afpec Ha npousBoauTessi(UTe), OTTOBOPEH(HH) 3a OCBOOOXK/IaBaHE HA HAPTUIUTE

AstraZeneca AB
Giértunavigen
SE-151 85 Sodertilje
IBernms

AstraZeneca UK Limited

Silk Road Business Park
Macclesfield, Cheshire, SK10 2NA
Benukobpuranus

IleyaTHaTa nucTOBKA Ha JICKApCTBCHUSA NPOAYKT TpH6Ba Ja CbAbpiKa UMCTO U aJpeCa Ha
MMPOU3BOAUTCIIA, OTTOBOPCH 3a OCBO60)K):[aBaHeTO Ha CbOTBCTHATA MapTUAA.

b. YCJIOBHUA NN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

HCKapCTBGHI/IHT OPOAYKT CC OTITYCKa IO JICKAPCKO IMPEAIMUCAHHUC.

B. JPYI'M YCJIOBUA U U3UCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
. Ieprnoauynu noxaaau 3a 6€30MaACHOCT

W3uckBanwusITa 32 oIaBaHe HA IEPUOINYHH aKTyalTU3UPaHU JOKIIAN 32 O€30MaCHOCT 3a TO3U
JIEKapCTBEH MPOAYKT ca MOCOYSHH B CITUCHKA ¢ pehepeHTHNTE NaTH Ha EBponeiickust chio3
(EURD cmucek), npensujex B wi. 1078, an. 7 ot {upextusa 2001/83/EO, 1 BEB BCHYKH
CJIEJIBAIIM aKTyaJIu3alliy, ITyOJNKyBaHH Ha €BPOTEHCKUS yeOropTaa 3a JIeKapcTBa.

r. YCiIoBus Wi OrPAHUYEHUA 3A BE3OITACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHMUSA ITPOAYKT

. IInan 3a ynpasiaenue Ha pucka (ITYP)

IIPVY tpsi6Ba na U3BBpIIBA U3UCKBAHUTE ACHHOCTH U JICHCTBUS, CBBP3aHU C IPOCIICIIBaHE Ha
JieKapcTBeHaTa 0e30macHocT, mocoueHu B onoopenus [1YP, npeacrasen B Monyn 1.8.2 Ha
Pazpemenunero 3a ynorpeda, KakTo M U BCUYKH CJIEABAILM ChITIacyBaHU akTyanu3anuu Ha [TYP.

Axtyannzupas [1YP ce nogasa:

e 110 HCKaHe Ha EBporelickara areHius 1o JIekapcrnara;

e BUHArM, KOraTo ce U3MEHs CUCTEMara 3a yIpaBJIeHHE Ha pHCKa, 0COOCHO B pe3yiTaT Ha
MoJIy4aBaHe Ha HOBa MH(pOpMaus, KOSTO MOXe Aa JOBEAE 10 3HAYMMHU IPOMEHH B
CHOTHOILECHUETO I0JI3a/PHUCK, WK CIIe] IOCTUTaHe HA BayKEH eTarl (BbB BPB3Ka C MPOCIeIsBaHe
Ha JIeKapcTBeHaTa 0e30MaCHOCT MIIM CBEXIaHE Ha PHCKA 0 MUHUMYM).

75



MNPUJIOKEHMUE II1

JAHHHU BbPXY OITAKOBKATA N JINCTOBKATA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Brilique 60 mg ¢punmupanu TabieTku
TUKarpesop

‘ 2. OBSIBABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIIECTBA

Bcesika punmupana tabnerka chabpka 60 mg THKarpeaop

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

14 punmupanu TabneTku
56 ¢puaMupaHu TabIeTKH
60 ¢punmMupanu TabIeTKH
168 ¢unmupanu TabiaeTku
180 ¢punmupanu TabraeTku

‘ 5. HAYMYH HA TPUJIOKEHUE U IBT/IBTUIIIA HA BBBEXK/IAHE

[Ipeau ynorpeba npovereTe NMCTOBKATA.
[IepopanHo mpunoxeHue

6. CIIENUAJIHO NPEAYHPEXJIEHUE, UE TEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYTIPEXJIEHUA, AKO E HEOBXOJINMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'omen no:

9. CIIEIIUAJIHHU YCJIOBUS HA CbXPAHEHUE
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10. CHEHOUWAJIHHU IIPEAITA3SHA MEPKWU ITPU NU3XBBHPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH NJIN OTIIAABYHU MATEPUAJIN OT THX,
AKO CE U3UCKBAT TAKHUBA

11. HME U AAPEC HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85
Sodertilje
IBsernns

12. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/10/655/007 14 ¢unmupanu TabiaeTku
EU/1/10/655/008 56 ¢unmupanu TabiaeTku
EU/1/10/655/009 60 ¢unmupanu TabiaeTku
EU/1/10/655/010 168 ¢punmupanu TabieTKu
EU/1/10/655/011 180 ¢punmupanu TabieTKu

13. IMAPTHJAEH HOMEP

[TapTugen No

14. HAYMH HA OTITYCKAHE

.HCKapCTBeHI/IHT MNPOAYKT CC OTITYCKa IO JICKAPCKO NPCANNCaHUC.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIMA HA BPAIMJIOBA A3BBYKA

brilique 60 mg

‘ 17. YHHMKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/I

JIByn3mepeH 0apKoa ¢ BKIIIOYCH YHUKAJIEH HICHTU(DHUKATOP.

‘ 18. YHMKAJIEH WIEHTUOPUKATOP — JTAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHHMUMYM JAHHH, KOUTO TPABBA JA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Brilique 60 mg TabneTku
TUKarpesop

2. UME HA ITPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHHAPTUAEH HOMEP

Lot

|5.  JIPYTO

CHMBOJH CITBHIIE/TyHA
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MHUHHMMYM JAHHH, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

KAJIEHJAAPEH BJIMCTEP

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Brilique 60 mg TabneTku
TUKarpesop

2. UME HA ITPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHHAPTUAEH HOMEP

Lot

|5.  JIPYTO

IIH BT CP 4T 0T cO HA
CHMBOJH CITBHIIE/TyHA
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Brilique 90 mg ¢punmupanu TabneTku
TUKarpesop

‘ 2. OBSBABAHE HA AKTUBHOTO BEIMECTBO/AKTUBHUTE BEIIIECTBA

Bcesika punmupana tabnerka chabpka 90 mg THKarpeiaop

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

14 punmupanu TabneTku

56 ¢puaMupaHu TabIeTKH

60 ¢punmMupanu TabIeTKH
100x1 ¢puimupana Tadnerka
168 ¢unmupanu TabiaeTku
180 ¢punmupanu TabiaeTku

‘ 5. HAYMYH HA TPUJIOKEHUE U IBT/IBTUIIIA HA BBBEXK/IAHE

[Ipenu ynorpeba nmpovereTe TMCTOBKATA.
[IepopanHo mpunoxeHue

6. CIIENUAJIHO NPEAYHPEXJIEHUE, UE TEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHABA HA MSACTO JAJIEYE OT NIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CIIEHUAJIHM TPEAYNPEXIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'omen no:

9. CIIEIIUAJIHHU YCJIOBUS HA CbXPAHEHUE

82



10. CHEHOUWAJIHU IIPEAITA3SHA MEPKU ITPU U3XBBPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH NJIN OTIIAABYHU MATEPUAJIN OT THX,
AKO CE U3UCKBAT TAKHUBA

11. HME U AAPEC HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85
Sodertilje
IBsernns

12. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/10/655/001 60 ¢punmupanu TabiaeTku
EU/1/10/655/002 180 ¢punmupanu TabIeTKH
EU/1/10/655/003 14 ¢unmupanu TabiaeTku
EU/1/10/655/004 56 ¢unmupanu TabiaeTku
EU/1/10/655/005 168 ¢punmupanu TabIeTKa
EU/1/10/655/006 100x1 ¢unmupana tadbiaeTka

13. IMAPTHJAEH HOMEP

[TapTugen No

14. HAYMH HA OTITYCKAHE

.HCKapCTBeHI/IHT MNPOAYKT CC OTITYCKa IO JICKAPCKO NPCANNCaHUC.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAIJIOBA A3BBYKA

brilique 90 mg

‘ 17. YHHMKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/I

JIByn3mepeH 0apKoz ¢ BKJIIOYCH YHUKAJIEH HICHTU(DHUKATOP.

‘ 18. YHMKAJIEH WIEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHHMMYM JAHHH, KOUTO TPABBA JJA CbABPXKXAT BJIMCTEPUTE U JIEHTUTE

HEP®OPUPAH EJHOAO30B BJIMCTEP

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Brilique 90 mg TabneTku
TUKarpesop

2. UME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHHAPTUAEH HOMEP

Lot

5.  JPYro
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MHUHHMUMYM JAHHH, KOUTO TPABBA JA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

1. HNME HA JIEKAPCTBEHUSA IMTPOAYKT

Brilique 90 mg TabneTku
TUKarpesop

2. UME HA ITPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHHAPTUAEH HOMEP

Lot

|5.  JIPYTO

CHMBOJH CITBHIIE/TyHA
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

KAJIEHJAAPEH BJIMCTEP

1. HNME HA JIEKAPCTBEHUSA IMTPOAYKT

Brilique 90 mg TabneTku
TUKarpesop

2. HME HA ITPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHHAPTUAEH HOMEP

Lot

|5.  JIPYTO

IIH BT CP 4T 0T cO HA
CHMBOJH CITBHIIE/TyHA
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Brilique 90 mg TabneTku, Tuceprupaiiy ce B ycrata
TUKarpesop

2. OBSBABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIIIECTBA

Bcesika TabneTka, qucneprupaiia ce B ycrara, cbabpka 90 mg Tukarpenop

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

10 x 1 TabneTku, AUCHIEPTUPALIH CE B ycTaTa
56 x 1 TabneTky, AUCHEPTUPALLIHN CE B yCTaTa
60 x 1 TabneTky, AUCHEPTUPALIHN CE B ycTaTa

5. HAYMYH HA ITPUJIOKEHUE U IBT/ITBTUIIIA HA BBBEXK/IAHE

[Ipenu ynorpeba npovereTe IMCTOBKATA.
[IepopanHo mpunoxeHue

6. CIIEIUAJIHO NPEAYHPEXJIEHUE, UE TEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT ITOTJIEJA U TOCET'A HA TEIIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'omen no:

9. CIIEIIMAJIHH YCJIOBUS HA CbXPAHEHUE

10. CHEHOUWAJIHU IIPEAITA3SHA MEPKWU ITPU U3XBBPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTH NJIN OTITAABYHU MATEPUAJIN OT THX,
AKO CE U3UCKBAT TAKHUBA
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11. HME U AAPEC HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertilje
IBernns

12. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/10/655/012 10 x 1 TabneTku, AUCTIEPTUPALLIHN CE B yCTaTa
EU/1/10/655/013 56 x 1 TabneTku, AUCHIEPTUPALLIHN CE B yCTaTa
EU/1/10/655/014 60 x 1 TabneTku, AUCTIEPTUPALLIHN CE B yCTaTa

13. IMAPTHJAEH HOMEP

[TapTugen No

14. HAYMH HA OTITYCKAHE

.HeKapCTBGHI/IHT OPOAYKT CC OTITYCKa IO JICKAPCKO IMPEAINMUCAaHHUC.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAIJIOBA A3BBYKA

brilique 90 mg

‘ 17. YHHMKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/I

JIByn3mepeH 0apKoa ¢ BKIIIOYCH YHUKAJIEH HICHTU(DHUKATOP.

‘ 18. YHMKAJIEH WIEHTUOPUKATOP — JTAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHHMMYM JAHHH, KOUTO TPABBA JJA CbABPXKXAT BJIMCTEPUTE U JIEHTUTE

HEP®OPUPAH EJHOAO30B BJIMCTEP

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Brilique 90 mg TaGneTku, qucneprupany ce B ycrata
TUKarpesop

2. UME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHHAPTUAEH HOMEP

Lot

5.  JPYro

89



Bb. JUCTOBKA
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JIncroBka: UHpopmanus 3a morpeduTesis

Brilique 60 mg ¢puamupanu TadjeTKu
Tukarpenop (ticagrelor)

IIpoyeTeTe BHUMATEIHO LSAJIATA JUCTOBKA, IIPEAH 1A 3all04YHeTe 1a IpHeMaTe TOBA JIEKapcTBo,

Thil KATO TS CbAbPka BaxkHa 3a Bac nngopmanus.

- 3amasere Ta3u JIUCTOBKA. Moke 1a ce HaJ0XM J1a s IPOYETETE OTHOBO.

- AKO UMaTe HIKAaKBU JOIBIHUTEIHH BBIIPOCH, onuTalTe Bamms nekap nnu dpapmanesT.

- ToBa nexapcTBO € MpeanucaHo eIMHCTBEHO U JMYHO Ha Bac. He ro mpeoTcTenBaiiTe Ha Apyru
xopa. To Moke a UM HaBpeIu, HE3aBUCUMO, Y€ MPU3HALUTE Ha TAXHOTO 3a00JsIBaHE ca
chIIUTE KaTto Bammre.

- AKO moryynTe HAIKaKBU HEXXEJaHU peakuy, yBegomere Bamus nexap uinn papmanest. Toa
BKJIFOUBA ¥ BCHUKH BB3MOKHU HEKEIAHN PEAaKIIMK, HEONMCAHU B Ta3y JIMCTOBKA. Bk Touka 4.

KakBo cbabp:ka Ta3u JMCTOBKA

Kakso npencrasnsBa Brilique u 3a kakBo ce n3mnon3sa
Kakso Tpsi0Ba na 3naere, npeau aa npuemete Brilique

Kak na npuemare Brilique

BB3MOKHM HEXETaHU peaKuu

Kak na cexpansBare Brilique

ChbabpxaHue Ha ONIAKOBKATa M JOIBIHUTENIHA HH(POPMALIUS

A e e

1. Kaxkso npeacrasiassa Brilique u 3a kakBo ce u3nosnassa

Kaxkso npeacraBasasa Brilique
Brilique cbabpika JeKapcTBEHO BEILECTBO, HApEUEeHO THKArpenop. To mpuHaAiIe:Ku KbM rpyna
JIeKapCcTBa, HAPEUCHU aHTUTPOMOO3HH JIEKAPCTBA.

3a kakBo ce u3no.3ssa Brilique
Brilique, B koMOnHaIuMs ¢ aleTUICAIMLMIOBA KUCEINHA (APYTO aHTUTPOMOOTHYHO CPENICTBO), €
npeaHa3adyeH 3a ynorpeda eAMHCTBEHO NPU Bb3pacTHU. ToBa jekapcTBo Bu e naneno, 3amoto cre
npeKapaim:

e uH(}APKT (ChpACUEH yAap) Npear IoBeue OT eJHa FOANHA.
Toli HaMmasiBa BEPOSTHOCTTA Ja HACTBIIM APYT WHPAPKT MM MO3bYECH HHCYIT, WIIK CMBPT OT
3a00JIsIBaHe, CBBP3aHO ChC CHPLETO MM KPbBOHOCHHUTE Bu chioBe.

Kak peiicTBa Brilique

Brilique geficTBa Ha KJIETKH, HApEUEHH ,,TPOMOOIIUTH (OILIE HAPEUCHH ,,KpPBBHU IUtouunn”’). Te3u
MHOT'O MaJIK{ KPBBHHM KJIETKU TIOMaraT 3a CIIMpaHe Ha KbPBEHETO, KaTo Ce CIIENBAT U 3aIlyIIBaT MaJIKH
MOPSI3aHM WM YBPEICHU YIaCThLHU OT KPbBOHOCHHUTE CBHIOBE.

TpomOouuTHuTe 06ade Morar ga 00pa3yBar U ChCHpENU BbTPE B OOIHI KPHBOHOCHH CHJIOBE HA
CHpIIETO U MO3bKa. ToBa Moke 1a Ob/ie MHOTO OIACHO, 3aI0TO:
® CBHCHUPEKBT MOXKE Jja MPEKbCHE HAITBJIHO KPHBOCHAOIIBAHETO — TOBA MOKE J1a IPUYMHU
MHOKapieH HHPAPKT WK MO3bYCH yaap, UiH
® CBCHPEKBT MOXKE Ja 3aMyIIN YACTUYHO KPBBOHOCEH ChJ] HAa ChPLETO — TOBA HaMassBa
KPBBOCHA0ISIBAHETO HA CHPLETO M MOKE J1a MPEaU3BUKA IPbAHA 00JIKa, KOSTO CE MOSBSBA U
MocJje 0T3BydYaBa (Taka HapedeHaTa ,,HecTaOuIIHA CTEHOKapIus”).

Brilique rnomara Ja €€ Crpe CJICIBAaHCTO HA Tp0M6OL[I/ITI/ITe. Ilo To3u HaYMH ce HaMalIsIBa
BCPOATHOCTTA Aa CC 06pa3yBa KPBbBCH CHCHUPCK, KONTO MOXeE Ja HaMaJIn Kp’BBOCHa6,Z[$IBaHCTO.
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2.

Kakso TpsdBa na 3Haete, npeau aa npuemere Brilique

He npuemaiite Brilique, axo:

CTE€ aJIeprUYHH KbM TUKATrPesop WM KbM HAKOS OT OCTaHAJIUTE ChbCTABKH Ha TOBA JIEKAPCTBO
(u30poeHu B TOUKA 6);

uMare KbpBEeHE B MOMCHTA;

CTe UMAaJI MO3bYCH yJap, IPUYMHEH OT KPHBOU3IHUB B MO3bKA;

uMarte TeXKO YepHOAPOOHO 3a00JIsIBaHE;

npreMare HIKoe OT CICTHHUTE JICKapCTBa:

— KETOKOHa30J (M3MOJI3BaH 3a JIeYeHHE Ha IbOMYHU HHEKIINH),

- KJIAQpUTPOMULMH (M3II0JI3BaH 32 JIcueHHE Ha OakTepHaIHd HH(PEKUUH),

- He(a3010H (aHTHICTIPECAHT),

~ PHUTOHABHUp W aTazaHaBup (M3Moia3BaHu 3a jeuenue Ha HIV undexuns u CIINH).

AKo HAKOe OT n30poeHuTe ce oTHacs 1o Bac, He mpuemaiite Brilique. Ako He cTe CHT'YpHHU, TOBOpETE
c Jiekaps uiM apManeBTa CH, Ipeau 1a 3all04HeTe Ja IpueMare ToBa JIEKapCTBO.

Ipexynpesxnenns u npeAnasHu MepKu
[Ipenu na 3anounere na npuemare Brilique, roBopere ¢ Bamus nexap unu gpapmanesT, ako:

Nmate moBuIieH puck OT KbpPBEHE NOPAAU:

— CKOpOLIHA TeXKa TPaBMa;

- CKOpOIITHA XUPYPTrUYHA UHTEPBEHIHS (BKIFOUUTEITHO CTOMATOJIOTUYHA MaHHITYJIAITH,
ronuTaiiTe Bammws cromaTolor 3a ToBa);

- CBCTOSIHHE, KOETO 3acsira CbCUPBAHETO HA KPHBTA;

- CKOpPOIITHO KbPBEHE OT CTOMAaxa WM YepBara (KaTo HampuMep OT CTOMAITHA S3Ba HITH
,,TIOJIAITH” B 1€0EIT0TO YEPBO).

Axo Bu nipencron Xupypruysa WHTEPBEHITUS (BKITFOUUTEITHO CTOMATOJIOTUYHA MAaHUITYJIAIHs)
0 KOETO U J1a € BpeMe, nokato npuemare Brilique. [IpuunHaTa 3a TOBa € MOBUIICHUAT PUCK OT
KbpBeHE. BamusT ekap Moxe J1a pelly Ja COpeTe IprueMa Ha TOBa JIEKapCTBO 5 THU Mpeau
XUPYpPruyHaTa UHTEPBEHIIUS.

Axo cppaeunaTa Bu yectoTa e HeoOM4UaitHO HUCKA (OOMKOHOBEHO MO-HHCKA OT 60 ymapa B
MUHYTa) B BCE OIIE HSIMAaTe TIOCTaBEHO YCTPONUCTBO, KOETO peryiupa chpacyHust Bu putem
(meticMeHKBD).

Nmarte actma wmm npyru OenoapoOHu mpoOIeMu, WK 3aTPyIHEHO JUIIaHe.

AKO cTe UManu pooOIIeMH ¢ YepHUS cH Apo0 WK MpeIu TOBa CTe IpeKapaiy 3a00sBaHe, KOETO
MOJKe J1a € 3acerHaino YepHus Bu npoo.

Axo Bu e HamlpaBeH KpBbBEH TECT, KOWTO € TI0Ka3all ChIbpXKaHUEe Ha MOBEYe OT 0ONYAfHOTO
KOJWYECTBO ITMKOYHA KHCEIHHA.

Axo0 HIKOE OT I/I36pO€HI/ITC C€ OTHaAcCA 10 Bac (I/IJ'II/I aKO HC CTC CI/IprHI/I), TOBOPCTC C Bamms JICKap Wi
Q)apMaueBT, apeau a MpueMeTe ToBa JICKAPCTBO.

Ako npuemMaTe egHOBpeMeHHO Brilique u xemapus:
e Bammsr nekap Moxe Ja U3MCKa KpbBHA MTPo0a 3a TUarHOCTHYHH TECTOBE, aKO MOA03UPa PAAKO

HapyLIeHHE Ha TPOMOOLUTHUTE MPUYMHEHO OT XenapuH. Baxkno e na nnpopmupare Bamms
nekap, 4e npuemare Brilique u xemapus, Thi kato Brilique Moxe 1a noBiusie AUarHOCTUIHUS
TECT.

Jeua u ronomu
Brilique He ce mpenopbuBa 3a Aena u 0HOIWM noA 18 roauHu.

JApyru nexapcrBa u Brilique

Mo, uadopmupaiite Bammus nexkap wim gpapmanesT, ako puemMare, HACKOpPO CTe IPUEeMallH W €
BB3MOXKHO JIa IpreMaTte ApYyrH jekapcTsa. [Ipuunnara 3a ToBa e, ue Brilique Moxxe 1a nosmnusie Ha
JEMCTBHETO Ha HIAKOM JEKapCTBa, KAKTO U HAKOM JIEKapCTBa MOTaT J1a MOBIMSAT HA AEHCTBUETO HA
Brilique.

yBC,Z[OMCTC Bamms JICKap Wjin q)apMaueBT, AKO IMpUEMaTe HAKOC OT CJICAHUTC JICKApCTBA:
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e qoBeue oT 40 mg THEBHO CUMBACTATHH WJIM JIOBACTATUH (JIEKAPCTBA, M3IIOJI3BAHU 3a JICUCHHE Ha
BHCOK XOJIECTEPOI);

pudaMnuIuH (aHTHOMOTHK );

¢ennronH, kapbamazenut u heHodapOuTan (M3MOA3BaHH 32 KOHTPOJI Ha MPUTIAIbIIN);
JUTOKCHH (M3MO0JI3BaH 3a JICYCHUE HA ChpAeYHa HEAOCTAThYHOCT);

LUKJIOCTIOpYH (M3MOJI3BaH 3a OTCIIa0BaHE Ha 3aIIUTAaTa Ha OPraHU3Ma);

XMHUAMH U AWITHA3eM (M3M0I3BaHHU 32 JieueHHe Ha aOHOPMEH ChPACYCH PUTHM);

Oera-0s10KepH 1 BepanaMul (M3M0I3BaHHU 3a JICUEHHE Ha BUCOKO KPbBHO HaJIsIraHe);

MOp®HH U IpyTU OMUOUAN (M3MI0JI3BaHU 3a JICUCHUE Ha CHITHA 0OJIKa).

YBenomere Bamms ekap mim ¢apMarieBT, 0COOSHO ako MpHeMarte HIKOe OT CIeIHUTE JIEKapCTBa,
KOWTO TTOBHIIIABAT PUCKA OT KbPBEHE:
e  TEpOpayHH aHTUKOATYJIAHTH , YeCTO HApUYaHU U ,,JIEKapCTBa 3a pa3pekaaHe Ha KpbBTa”,
KOWTO BKIIIOYBAT Bap(hapuH;
e HecTepouHH MpoTuBOBB3NaNUTENHHU cpeacTa (HIIBC), uecTo npueManu kato 00e3001sBaIIN
KaTo uOynpodeH 1 HarpoOKCeH;
® CEJIEKTHBHH WHXHOUTOPH Ha 00OpaTHOTO IMOeMaHe Ha cepoToHrHA (chkpareHo SSRI), mpuemanu
KaTo aHTUCTIPECAHTH, HAIPUMED TAPOKCETHH, CEPTPAIUH U ITUTAIIONPAM;
® JpyTH JIEKAPCTBA KaTO KETOKOHA30JI (M3MOI3BaH 3a JIeYeHne Ha rbONYHH WH(EKIINN),
KJIAPUTPOMUIUH (M3IIOJI3BaH 32 JIYeHUE Ha DaKTepuaHu HHQEKINH), He]a3010H
(aHTHOETIpECAHT), pUTOHABUP U aTa3aHaBUp (M3MOI3BaHU 3a JNevuenne Ha HIV undexkuns n
CIINH), nu3ampun (M3M013BaH 3a JICYCHHE Ha KHUCEITNHH ), eproalKaionan (M3M0I3BaHu 3a
JIeYeHUE Ha MUTPEHA U TTIaBOOOITHE).

C’LH_IO TaKa, KaXXCTC Ha Bamms JICKap, 4uc TBil KaTO B3eMaTe Brilique, MOZKC Ja UMAaTC IMOBUIICH PUCK
OT KbPBCHC, B cnyqaﬁ qcC JICKapAT Bu Jaae (I)I/I6pI/IHOJ'II/ITI/ILII/I, YCCTO HapU4aHHu ,,JICKaApCTBA 3a
CTOIIsIBAHC Ha C’LCI/IpeI_II/I”, KaTO CTPCIITOKMHA3a UJIN AJITCILIAa3a.

BpemenHocT 1 KbpMeHe

[Ipuemst Ha Brilique He ce mpenopbuBa, ako cre OpeMeHHa WM UMa BEPOSATHOCT Aa 3a0peMeHeeTe.
Kenwnre Tpsi0Ba 1a U3MOI3BAT MOAXOSIIN KOHTPALICTITUBHY CPEICTBA, 32 1A CE MPEATNA3AT OT
3a0peMeHsABaHe JOKATO MpUEMaT TOBa JIEKapCTBO.

AKO KbpMHTE, TOBOPETE C JIEKapsl CH, IPEIH J1a 3al0YHeTe Aa IpUeMaTe ToBa JIeKapcTBO. Bamust
nekap e oochau ¢ Bac momsure u pruckosere oT npremMa Ha Brilique npe3 To3u nepuon.

AKo cTe OpeMeHHa WM KbPMHTE, CMSTATE, Y€ MOXKeE Jja CTe OpeMeHHa WM TUIaHupaTe OpEeMEHHOCT,
NochBeTBaTE ce ¢ Bamms nexap uiu gpapmaneBT npeau ynorpedaTa Ha TOBa JEKapCTBO.

lodupane u padora ¢ MAalIUHU

Brilique e manko BeposiTHO na nosmiusie ciocodHocTTa Bu na modupate nin na paboTute ¢ MaliHH.
AKO ce o4yBCTBaTe 3aMasiHi WM OOBPKaHHU, TOKATO IpUEMaTe TOBa JICKapCTBO, ObIeTe BHUMATEIIHH,
KoraTo modupare Uiy paboTuTe ¢ MaLIHHU.

Chabpkanue HA HATPHIA

ToBa lekapcTBO ChIBPKA MO-MANKO OT 1 mmol Hatpuii (23 mg) Ha 103a, T.€. MOXKE /1a ce Kaxe, ye
MPAaKTUYECKU HE ChIbPKa HATPUU.

3. Kak na npuemare Brilique

Bunaru npuemaiite TOBa JIEKApCTBO TOYHO KakTo By e kazan Bammar nekap. AKo He CTe CUTYpPHH B
Hello, nonurtaite Bammus nexap wim GpapmanesT.

Koako na npuemare
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e (OoOwnuaiiHarta 1o3a e enHa tabierka ot 60 mg nBa mbTH AHEBHO. [IpoabirkeTe Aa mpuemare
Brilique TonkoBa abaro, konkoro Bu kaxke Bamust nekap.

e [lpuemaiiTe TOBa JIEKapCTBO MO €IHO U CHIIO BpeMe BCEKH JeH (HarpuMmep, eqHa Tadierka
CYTPHUH U ellHa BeYep).

IIpuem Ha Brilique ¢ npyru JiekapcTBa, NOBJIMABAIIH KPHBOCHCHPBAHETO

Oo6uknoBeHo Bammst nekap e Bu mocsBeTBa Aa npuemare U aleTWICAIMIIIOBA KucennHa. Tosa e
BEIIECTBO, KOETO NMPUCHCTBA B MHOT'O JIEKAPCTBA, U3IOJI3BAHU 32 IPEJOTBpPATIBAaHE HaA
KpbBOChCUpBaHeTo. Bammst nekap me Bu kaxe konko na npueMate (0OMKHOBEHO Mexy 75-150 mg
JTHEBHO).

Kak na npuemare Brilique
e MosxeTe Jja mpuemMete TablIeTKaTa ChC WM 0e3 XpaHa.
e Moske 1a IpOBEpUTE KOTa CTE MpUENH MocieaHara Tadnerka Brilique, kato nornegnere
omuctepa. Ha Hero uMa cirpHIlE (3a CyTpHHTA) 1 JTyHA (3a BeuepTa). Toa me Bu mokaxe nanu
CTe MIPHUEIH 103aTa CH.

AKo0 UMaTe 3aTPyAHEHMS 1A NperIbTHeTe Ta0JeTKaTa
AKO UMaTe 3aTpyIHEHHUS Ja IperabTHETE TableTKaTa, MOXKe J1a sl CTpUETE U [1a 1 CMECUTE C BOAA
KaKTO cllefBa:

e Crpuiite TabnerkaTta Ha QuH mpax.

e H3cumnere npaxa B MOJOBHH Yallla BOJA.

e Pas0bpkaiite u usnuiite BenHara.

e 3a /1a CTe CUTYPHH, Y€ HE € OCTAHAJIO JIEKAPCTBO, M3IUIAKHETE Mpa3HaTa Jalia ¢ OLIE MOJIOBUH

Yaia BoJa U 51 U3IHITE.

Axo cte B 6oHHMIIA, TabaeTkaTa Moxke fa Bu Obae nagena, cMeceHa ¢ Majlko BOJA M IPUIJIOXKEHA Ype3
COH/Ia TIpe3 Hoca (Ha30-racTpaiiHa COHIA).

AKo cTe IpHeJIn MoBeve 0T HeoOxoanMaTa qo3a Brilique

AKo cTe npuenu noseve oT HeodxoaumMaTa no03a Brilique, He3abaBHO ce cBBpXKeETe C JeKaps CU UIU
otuzeTe B OonHuIa. B3emere onakoBkara Ha JIEKapcTBOTO Che ceOe cu. Bue Moxe na cTe n3noxeHu
Ha MOBUIIEH PUCK OT KbPBEHE.

AKo cTe mponycHaJim 1a npuemere Brilique
e AKO CTe IpOITyCHAIX a2 IpUeMEeTe 103aTa CH, B3eMeTe cieBalaTa KakTo 00H4aiHo.
e He B3umMaiite ABOIHA 1032 (ABE A03U €THOBPEMEHHO), 32 1a KOMIICHCUPATE MIPOIycHaTaTa 103a.

AKko cTe cripesin npueMa Ha Brilique

He cniupaiite npuema Ha Brilique, 0e3 aa cte ce mochBeTBaH € JieKaps cH. B3nmaiite ToBa 1eKapcTBO
penoBHO noToraea, AokaTo Bammst nekap Bu ro npennucsa. Ako cripere na npuemare Brilique, ToBa
MOJKE J]a MOBUIIN BE3MOXXHOCTTA J1a MIOJIyYUTe APYT MUOKAPAEH HH(PAPKT I MO3bUCH ylap, HIIH
CMBPT OT 3a00JIs1BaHe, CBBP3aHO ChC CHPLETO U KpbBOHOCHUTE Bu chaoBe.

AKO UMaTe HIKAaKBU JOIBIHUTEIIHH BBIIPOCH, CBBP3aHH C yIoTpedara Ha TO3U NPOIYKT, IONUTAHTE
Bamms nexap unu gapmanesT.

4. BB3MOKHT HexkeTaH! peaKkIuu

KaxTo BCcH4KM n€KapcTBa, TOBA JIEKAPCTBO MOKE /1a MPEAU3BUKA HEXKETIAaHHU PEAKIINH, BBIIPEKU e HE
BCEKHM I'l ToyTy4daBa. [Ipn nprema Ha TOBa JEKapCTBO MOTAT Aa C€ Pa3BUAT CIEIHUTE HEXKETaHH

pcaKkuuu:

Brilique MOBJIMABA KPbBOCHCHUPBAHCTO, TaKa Y€ MOBCYCTO HCIKCIIAaHU e(i)eKTI/I Ca CBbp3aHU C KbPBCHEC.
K’LpBeHe MOXKE Ja Bb3HUKHC BbB BCJAKA 4aCT HA TAJIOTO. Hsxon BHUOBC KbPBCHC Ca UCCTU (KaTO I1osBa
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Ha CUHUHU U KbPBCHC OT HOC&). Texkoro KBPBCHEC HC € 4YECTO, HO MOXKC a 6’1:)16
JKMBOTO3acCTpaniaBamio.

AKo 3a0eJieskuTe HAKOM OT CJIeJHUTe CHMIITOMM, TPsi0Ba He3a0aBHO 1a Bu Buau jiekap — Moke
Ja ce Hy’K[IaeTe 0T CIeLIHO JIeYeHHne:
e Mo3bueH WM BbTpedepeneH KPbBOU3JIUB € HeUecTa HelKeJIaHAa PeaKkusi 1 Moxke 1a
NpeAN3BHKA MPU3HAIM HA MO3bYeH HHCYJIT KATO:
- BHE3aIlHO M3TPBIIBaHe WK ciaboct Ha Bammara ppka, Kpak Wi Juie, 0COOCHO ako € camo
OT eJ]HaTa CTpaHa Ha TsJI0TO;
- BHE3aIHO OOBPKBaHe, 3aTPYJHEH I'OBOP WK pa30upaHe Ha OKOJHUTE;
- BHE3alHa [10sBa HA 3aTpyJHEHHE NIPH XOACHE, HAPYIIEHO PABHOBECUE UIIN KOOPIMHALINS,
— BHE3aIHO 3aMaliBaHe WM BHE3AIHO CHJIHO TJIaBOOOIKE C HEsICHA TPHUYUHA.

e [IIpu3Hanym Ha KbpBeHe KATO:
- KBPBEHE, KOETO € TEKKO, HJIM KOETO HE MOJKETE J1a KOHTPOIHUPATE;
-~ HEOYaKBaHO KbPBEHE WIH KbPBEHE, KOETO Tpac NMPOIBIIKUTEIHO BPEME;
- pO30Ba, YepBeHA WU KadsiBa ypUHA;
- MOBpBIIAHE HAa YePBEHA KPbB MM MMOBPBIIAHE C BUJ HA ,,CMIITHO Kade*;
— YepBEHH WM YEPHU M3NPaKHEHUS (MPUINYAILN HA KaTpaH);
- KAaIlJIsHE UM MOBPBLIAHE HA KbPBAaBU ChCHPEIIH.

e Ilpunanane (CHHKOI)
- Bpemenna 3ary6a Ha Ch3HAaHWE TIOPAIU BHE3AITHO HAMaJIIBaHE Ha IIPUTOKA Ha KPBB KbM
MO3bKa (4eCTH).

e [IIpu3nanu Ha nmpo0JieM CbC CbCHPBAHETO HA KPBBTA, HApe4YeH TPOMOOTHYIHA
TpoMOonuTonennyHa nypnypa (TTII), kato:
- BHCOKa TeMIlepaTypa U MypIlypHH NIeTHA (HapeueHo IMypIlypa) Ha Ko)KaTa WK B YCTaTa, ChC
M 0e3 MOXBITABaHE HA KOXKATa MM 04uTe ((KBITEHULA), HEOOSCHUMO U3TOLICHHUE HITH
00BpPKaHOCT

Oo0cbaere ¢ gekaps cH, aKO0 3a0eJ1eKUTe HIAKOM OT CJleITHUTe CUMIITOMHU:

e YyBcTBO 32 HEJOCTHI HA Bb3/IYX — TOBA € MHOI0 YecTo. Moxe Jja ce IBbJDKU Ha ChbPACYHOTO
Bu 3abossBaHe nim Ha Apyra NpU4MHA, UK MOXe Ja ObJe HexxenaHa peakuus Ha Brilique.
CBbp3anust ¢ Brilique 3a1yx 0OMKHOBEHO € JIEK U c€ XapaKTepu3Hpa ¢ BHE3alleH HEOYaKBaH
HEIOCTHUT Ha BB3yX, OOMKHOBEHO Bb3HUKBALL IIPU TIOKOM, KATO MOXKE J1a CE MOSIBU Ipe3
I'BPBUTE CEIMHIIN Ha JICYCHUE U IIPU MHOTO XOpa MOXKE /1a M34e3He. AKO 4yBCcTBOTO Bu 3a
HEIOCTHUT Ha BB3IyX CE BJIOLIABA WIN MPOIBIDKABA IBJITO BpEME, YBEIOMETE JIEKaps CH.
Bammsar nekap e pemu 1anyd ToBa U3UCKBa JICYEHUE WK AOITbIHUTETHH U3CIICIBAHNUS.

Jpyru Bb3MOKHM HeKeJIaHH peaKkiuu

MHoro yecTu (Moxke qa 3acerHat nmosede or 1 na 10 qymm)
e BuCOKO HUBO Ha MMKOYHA KHCEJIMHA B KPBBTa (YCTAaHOBSIBA CE C TECT);
e KebpBeHe, IPUYMHEHO OT HapYLIEHHsI Ha KPBBTA.

Yecru (Morar ga 3acersat g0 1 Ha 10 xymm)
o CuHHHU,
['maBobomnue;
UyBCcTBO 32 3aMastHOCT WJIH YCeIllaHe, Ye CTasiTa ce BbPTH;
Juapus Wy JIOIIO XpaHOCMUIIAHE;
[To3uBu 3a moBpbINaHe (TajeHe);
3arrex;
O6pus;
Cop0ex;
Cuaa 0oJKa M MoAyBaHe Ha CTaBUTE — TOBA Ca MPHU3HAIM HA IOAarpa;
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e UyBCTBO 3a 3aMasiHOCT UJIM CBETOBBPTEXK WM 3aMbITICHO 3pEHHUE — TOBA Ca MPU3HALU HA HUCKO
KPBBHO HaJSTAHE;
KspBene ot HOCa;

o KwbpBeHe cien XupyprudHa WHTEPBEHITUS WK OT TOPSA3BaHus (HampuMep Mpu OpbCHEHE) 1
paHU MO-CUJIHO OT HOPMAIHOTO;
KbpBeHe oT cromanrHaTa uraBuia (s3sa);

e KopBsmu BeHIH.

Heuyectn (Mmorat ga 3acernar a0 1 na 100 xymm)

e AnepruyHa peakuusi — 0OOpuB, CbpOEK WM OTOK Ha JIMLETO, UK OTOK Ha YCTHUTE/E3UKa MOTaT
Jla ca MPU3HALM Ha allepruyHa peaKLus;

e (OObpkBane;
3puTenaHy NpoOIeMH, IPUIUHEHH OT HATMYUETO HA KPBB B OKOTO;
BarunanHo KppBeHe, KOETO € O-TEKKO HIIH €€ CIy4Ba MO BpeMe, Pa3InuHO OT HOPMAIHOTO Bu
(MeHCTpyanHO) KbPBEHE;
KbpBeHe B cTaBuTe M MyCKYyJIUTE, IPEIN3BUKBAIIO OOJIE3HEHO MTOTyBAaHE;
KpsB B yxoT0;
BrpTpenien KpbBOU3IHB - TOBA MOKE Ja IPEJU3BUKA 3aMaiiBaHE WIIM CBETOBBPTEK.

CpolmaBane Ha He)KeJAHH PeaKIHH

AKO NOTyYHTe HAKAaKBU HEXKEJIAaHU JICKAPCTBEHH PeaKlny, yBegoMeTe Bamms exap nim gpapMarieBT.
ToBa BKJIIFOUBa BCUYKM B3MOKHH, HEOIIMCAHU B Ta3M JIMCTOBKA HEXEJIaHH peakiuu. Moxkere chIio 1a
CHOOIMTE HEXEJIAaHH PEaKky JUPEKTHO Ype3 HAIlMOHAIHATA CUCTEMa 32 ChOOIIaBaHe, MOCOYCHA B
[punoxenue V. Karo cro0mmaBare He)XeNaHH peakiny, MOXKETe 1a 1a/IeTe CBOS MPUHOC 32
MOoJTyYaBaHe Ha MOBeYe HH(POPMAIKS OTHOCHO 0€30MacHOCTTa Ha TOBA JICKAPCTRO.

5. Kak na coxpansiBare Brilique

CpxpansBaiiTe TOBa JIEKAPCTBO HA MSICTO, HEAOCTBITHO 3a JIeLa.

He n3non3BaiiTe TOBa JIeKapCTBO CIIe]] CpOKa Ha TOAHOCT, OTOENsI3aH BEPXY OJricTepa U KapToHeHaTa
OMaKoBKa, ChOTBETHO cien Haganuca “EXP” u “T'onen 10”. CpokbT Ha TOAHOCT OTrOBaps Ha
MOCJEIHUS JEH OT IOCOUYECHHS MECEIL.

ToBa nekapcTBO HE U3KUCKBA CHEIUAIHU YCIOBUS Ha ChXpaHEHUE.

He u3xBbpnsiiTe nekapcTBaTa B KAaHATU3ALMITA UM B KOHTEHHEPA 3a TOMAIIHU OTHAIbLIH.
[Nonmraiite Bamms hapmaneBT kak Ja H3XBHPIATE JIEKapCcTBaTa, KOUTO Beue He u3moinspare. Te3n
MEPKH LIE CIIOMOTHAT 3a OIa3BaHE Ha OKOJHATA Cpeaa.

6. ChbabpkaHue HA OIIAKOBKATA M JOINBJIHUTEIHA HHpopManms

Kakso cpabp:ka Brilique
e AKTHBHOTO BELIECTBO € TUKarpesnop. Beska punmupana Tabnerka cpabpxka 60 mg THKarpenop.

e Jlpyrure chCTaBKH ca:
Aopo na mabnemxama: manuron (E421), xkanuues xuaporendocdar AUXUIpaT, HATPHUEB

HUILECTEH IMIMKOJIAT TUH A, Xxuapokcunponminenyiosa (E463), maruesues creapat (E470b).

Quamoso nokpumue Ha madremkama: xunpomenosa (E464), turanos quoxcun (E171),
makporon 400, uepen xenezeH okcup (E172), uepser xenezen oxcun (E172).

Kak n3raexnga Brilique n kakBo cbabpika onmaKkoBKaTa
dunmupana Tabnetka (Tabnerka): TabneTkuTe ca KpbIiin, JBOWHOU3IIBKHAIIH, PO30BH, (PHIMHPaHU

TabyeTky, Mapkupanu ¢ ,,60” Haz ,,T” OoT emHaTa cTpaHa.

Brilique ce mpeaiara B:
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e  cTaHapTHU OnucTepH (ChC CUMBOIU CITBHIIEC/TyHA) B KAPTOHEHH OTTAKOBKH OT 60 1

180 TabneTky;

e  KaJleHOapHH OymcTepH (ChC CUMBOJIM CITBHIIEC/TyHA) B KAPTOHEHH OMAKOBKH OT 14, 56 u

168 TabneTku.

He Bcuuku BHUIOBC OIMAKOBKU MOrart aa 6’L,I[aT ITyCHATHU B npona>i<6a.

IIpuTe:kaTes Ha pa3pelIeHHETO 32 YIIOTPeda M NPOM3BOIUTET

[IputexaTen Ha pa3peLIeHUETO 3a ynoTpeoda:

AstraZeneca AB
SE-151 85 Sodertilje
IBsernns

[IponsBoguren:
AstraZeneca AB
Gértunavégen
SE-151 85 Sodertilje
[IBenus

[IponzBoguren:
AstraZeneca UK Limited
Silk Road Business Park

Maccelsfield, Cheshire, SK10 2NA

Benukobpuranus

3a JOIIBJIHUTCIIHA I/IH(l)OpMa]_II/ISI OTHOCHO TOBa JICKApCTBO, MOJIsI, CBBP’KCTC CC C JIOKAITHUA
MNPEACTABUTCII HA MIPUTCIKATECIIA Ha PA3pPCHICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
AstraZeneca S.A./N.V.
Tel: +322 37048 11

Bbarapus
Acrtpa3eneka boarapus EOO/]
Ten.: +359 2 44 55 000

Ceska republika
AstraZeneca Czech Republic s.r.0
Tel: +420 222 807 111

Danmark
AstraZeneca A/S
TIf: +45 43 66 64 62

Deutschland
AstraZeneca GmbH
Tel: +49 41 03 7080

Eesti
AstraZeneca
Tel: +372 6549 600

EALGoa
AstraZeneca A.E.
TnA: +30 2 106871500
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Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +322 37048 11

Magyarorszag
AstraZeneca Kft.
Tel.: +36 1 883 6500

Malta
Associated Drug Co. Ltd
Tel: +356 2277 8000

Nederland
AstraZeneca BV
Tel: +31 79 363 2222

Norge
AstraZeneca AS
TIf: +47 21 00 64 00

Osterreich
AstraZeneca Osterreich GmbH
Tel: +43 1711310



Espaiia Polska

AstraZeneca Farmacéutica Spain, S.A. AstraZeneca Pharma Poland Sp. z o.0.
Tel: +34 91 301 91 00 Tel.: +48 22 245 73 00
France Portugal

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
Tél: +33 14129 40 00 Tel: +351 21 434 61 00
Hrvatska Romainia

AstraZeneca d.o.o. AstraZeneca Pharma SRL
Tel: +385 1 4628 000 Tel: +40 21 317 60 41
Ireland Slovenija

AstraZeneca Pharmaceuticals (Ireland) DAC AstraZeneca UK Limited
Tel: +353 1609 7100 Tel: +386 1 51 35 600
island Slovenska republika
Vistor hf. AstraZeneca AB, 0.z.
Simi: +354 535 7000 Tel: +421 2 5737 7777
Italia Suomi/Finland
AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 9801 1 Puh/Tel: +358 1023 010
Kvnpog Sverige

Aléktop Oappokevtik Atd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000
Latvija United Kingdom

SIA AstraZeneca Latvija AstraZeneca UK Ltd

Tel: +371 67377100 Tel: +44 1582 836 836

IlaTa Ha MOCJIECAHO NMpepasrjaeKaaHe Ha JUCTOBKaTa

JApyru n3rouHuny Ha mHGpopmanus
[MonpoOna nH(OpManus 3a TOBa JIEKAPCTBO € MPEIOCTaBeHa Ha yeOcaiita Ha EBporielickaTa areHnus
T0 JIeKapcTBara http://www.ema.europa.eu.
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JIncroBka: Unpopmanus 3a nmorpeduTesis

Brilique 90 mg ¢punamupanm tadjaeTKu
Tukarpenop (ticagrelor)

IIpoyeTeTe BHUMATEIHO LSAJIATA JMCTOBKA, IIPEIM A 3all04HeTe Ja IpueMaTe TOBa JIEKapCcTBO,

Thil KATO TS CbAbPka BaxkHa 3a Bac nngopmanus.

- 3amasere Ta3u JUCTOBKA. MoKe /1a c€ HaJO0XH J1a s IPOYETETE OTHOBO.

- AKO MMaTe HSIKaKBHU JOITBJIHUTEIHN BBIIPOCH, HoNUTaiTe Bamms nekap wim GpapmanesT.

- ToBa nexapcTBO € MPEeANICaHo eIUHCTBEHO 1 TUYHO Ha Bac. He ro npeoTcTenBaiiTe Ha Apyru
xopa. To Moe fa UM HaBpeau, HE3aBUCUMO, Ye MIPU3HALUTE Ha TAXHOTO 3a00JsIBaHE ca
chIIUTE KaTto Bammre.

- AKO monmyuynTe HIKaKBU HEXXEJaHU peakluy, yBeaomere Bamms nekap nwim ¢papmanest. Toa
BKJIFOUBA ¥ BCHUKH BB3MOKHU HEKEIAHN PEAaKIIMK, HEONMCAHU B Ta3y JIMCTOBKA. Bk Touka 4.

KakBo cbabp:ka Ta3u JMCTOBKA

Kakso npencrasnssa Brilique u 3a kakBo ce n3mnon3sa
Kakso tpsi0Ba na 3Haere, npeau aa npuemete Brilique

Kak na npuemare Brilique

BB3MOKHM HEXETaHU peaKuu

Kak na cexpansBare Brilique

ChbabpxaHue Ha ONIAKOBKATa M JOIBIHUTENIHA HH(POPMALIUS

A e e

1. Kaxkso npeacrasiasBa Brilique u 3a kakBo ce u3nosnassa

Kaxkso npeacraBasasa Brilique
Brilique cbabpika JeKapcTBEHO BEIECTBO, HApEUEHO THKArpenop. To mpuHaAIesKu KbM Ipyna
JIeKapCcTBa, HAPEUCHU aHTUTPOMOO3HH JIEKAPCTBA.

3a kakBo ce u3no.3ssa Brilique
Brilique, B koMOMHAIMA ¢ aleTHIICATUIMIOBA KHCENHHA (APYTO aHTUTPOMOOTHYHO CPENICTBO), €
npeaHa3adyeH 3a ynorpeda eAMHCTBEHO NPY Bb3pacTHU. ToBa jiekapcTBo Bu e naneno, 3amoto cre
npeKapaim:

e uH)APKT (CHpPACUEH yAap) WIn

e HecraOuiHa cTeHOKapaus (CTEHOKapAWs WM rpbhAHa 00JIKa, KOSTO HE ce KOHTPOIMpa Aoope).
Toli HaMasiBa BEPOSITHOCTTA Ja HACTBHIM APYT WHPAPKT MM MO3bYECH HHCYIT, WIIK CMBPT OT
3a00JIsIBaHe, CBBP3aHO ChC CHPLETO MM KPbBOHOCHHUTE BH chioBe.

Kak aeiicTBa Brilique

Brilique geficTBa Ha KJIETKH, HApEUEHH ,,TPOMOOLUTH (OILle HAPEUYECHH ,,KpBBHH Tu1ounin”). Tesu
MHOT'O MaJIK{ KPBBHHM KJIETKU TIOMaraT 3a CIIMpaHe Ha KbPBEHETO, KaTo Ce CIIENBAT U 3aIlyIIBaT MaJIKH
MOPSI3aHM WM YBPEICHU YYaCThLHU OT KPbBOHOCHHUTE CHIOBE.

TpomOouuTHTe, 00aue, MoraT Ja 00pas3yBaT U ChbCHUPELH BHTPE B OOIHU KPBBOHOCHU CBHAOBE HA
CHpIIETO U MO3bKa. ToBa Moke 1a Ob/ie MHOTO OMACHO, 3aI0TO:
® CBHCHUPEKBT MOXKeE Jja MPEKBCHE HAITBJIHO KPHBOCHAOIIBAHETO — TOBA MOKE J1a IPUYMHU
MHOKapieH HHAPKT WK MO3bYCH yaap, UiH
® CBHCHPEKBT MOXKE Jja 3allyIlIH YaCTUYHO KPBBOHOCEH CBhJ] HAa ChPLETO — TOBA HaMaJsBa
KPBBOCHAOIIBAHETO HA CHPLIETO M MOKE Ja MPEeIU3BUKA IPbAHA 00JIKa, KOSTO CE MOsBSBA U
1ocJje 0T3BydYaBa (Taka HapedeHaTa ,,HecTaOuIIHa CTEHOKapIus”).

Brilique rnomara aa €€ CIpe CJICIBAaHCTO HaA TpOM6OI_II/ITI/ITe. Ilo To31 HAaYMH ce HaMalIsIBa
BCPOATHOCTTA Aa CC o6pa3yBa KPBBCH CBCUPCK, KOHTO MOXE Ja HaMaJIn Kp’BBOCHa6)_IHBaHeTO.
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2.

Kakso TpsdBa na 3Haete, npeau aa npuemere Brilique

He npuemaiite Brilique, axo:

CT€ aJIeprMYHH KbM TUKArpeJiop Wi KbM HSAKOS OT OCTAHAJIUTE ChCTABKH Ha TOBA JIEKAPCTBO
(u30poeHu B TOUKA 6);

uMare KbpBEeHE B MOMCHTA;

CT€ UMaJIl MO3bYCH yJap, IPUYMHEH OT KPHBOU3INB B MO3BKA,;

uMarte TeXKO YepHOAPOOHO 3a00JIsIBaHE;

npreMare HIKOoe OT CICTHHUTE JICKapCTBa:

- KETOKOHa30J (M3MOJI3BaH 3a JICYCHUE HAa I'bONYHN HH(EKLUH);

- KJIAQpUTPOMULMH (M3II0JI3BAH 3a JicueHHEe Ha OakTepHaIHyd HH(PEKINN);

- He(a300H (aHTHICTIPECAHT);

~ PHUTOHABHUp W aTazaHaBup (M3Moia3BaHu 3a jeuenue Ha HIV undexumsa u CIINH).

AKko HsAKOe OT n30poeHuTe ce oTHacs 10 Bac, He mpuemaiite Brilique. Ako He cTe CUTYpHH, TOBOPETE C
nexaps uiau (apManeBTa CH, IPeIy J1a 3aovHeTe 1a IpUeMaTe TOBa JIEKapCTBO.

Ipeaynpesxnenns u npeAnasHu MepKu
[Ipenu na 3anounere na npuemare Brilique, roBopere ¢ Bamms nekap wim gapmanesT, ako:

Nmate noBuIeH puck OT KbpPBEHE NOPAAU:

— CKOpOLIHA TeKKa TPaBMa;

- CKOpOIITHA XUPYPTUYHA UHTEPBEHIHS (BKIIFOUUTEITHO CTOMATOIIOTHYHA MAHUITYJIAIIHS,
ronuTaiiTe Bammms cromaTtolor 3a ToBa);

- CBCTOSIHHE, KOETO 3acsira CbCUPBAHETO HA KPBBTA;

- CKOpPOIIHO KbPBEHE OT CTOMAaxa MJIM YepBara (KaTo HalmpuMep OT CTOMAITHA S3Ba WU
,,TIOJUIH”’ B 1€0EIIOTO YE€PBO).

Axo Bu nipencron Xupypruysa WHTEPBEHITUS (BKIFOUUTEITHO CTOMATOIOTHYHA MAHUITYJTAIIHS)
0 KOETO U J1a € BpeMe, nokato npuemare Brilique. [IpuunHaTa 3a TOBa € MOBUIICHUAT PUCK OT
KbpBeHE. BamusT nekap MOoXxe J1a pelliy Ja COpeTe IprueMa Ha TOBa JIEKapCTBO 5 THU Mpeau
XUPYpPruyHaTa UHTEPBEHIIUS.

Axo cppaeuHaTta Bu gectoTa e HeoOnuaitHO Hrcka (0OMKOHOBEHO mo-HHCKa oT 60 ymapa B
MUHYTa) B BCE OIIE HSIMAaTe TIOCTaBEHO YCTPONCTBO, KOETO peryiupa chpacyHust Bu purem
(meticMeHKBD).

Nmate actma wimu Ipyru 0eoApoOHH MPOOIIEMH, WITH 3aTPyIHEHO JUIIAHE.

AKO cTe UManu pooOIIeMH ¢ YepHUS cH Apo0 WK MpeIu TOBa CTe IpeKapaiy 3a00sBaHe, KOETO
MOJKe J1a € 3acerHaino YepHus Bu npoo.

Axo Bu e HampaBeH KpBbBEH TECT, KOWTO € TI0Ka3all ChIbpXKaHUE Ha MOBEYe OT 0ONYAfHOTO
KOJWYECTBO ITMKOYHA KHCEIHHA.

AKo HsKOe OT u30poeHHTe ce oTHAcs 10 Bac (im ako He cTe CUI'YypHH), ToBopeTe ¢ Bamms nekap nim
(apmareBT, Ipeay Ja MpUeMeTe TOBa JIEKapCTBO.

Ako npuemMate egHOBpeMeHHO Brilique u xemapus:
e Bammsr nexkap Moe J1a U3UCKa KpbBHA ITpo0a 3a IMarHOCTUYHH TECTOBE, aKO MOA03UPa PAIAKO

HapyLeHUE Ha TPOMOOLUTHTE MPUYMHEHO OT XenapuH. Baxkno e na nnpopmupare Bamms
nekap, 4e npuemare Brilique u xemapus, Thi kato Brilique Moxe 1a noBiusie AMarHOCTUYHUS
TECT.

Jeua u ronoumu
Brilique He ce mpenopbuBa 3a Aena u 0HOIWM noA 18 roauHu.

Apyru nexapcrBa u Brilique

Mo, undopmupaiite Bamus nexkap wim gpapmanesT, ako puemMare, HaCKOpo CTe IPUEMalH W €
BB3MOXKHO JIa IpreMaTte ApYyrH jekapcTsa. [Ipuunnara 3a ToBa e, ue Brilique Moxxe 1a nosmnusie Ha
JEMCTBHETO Ha HIKOM JIEKapCTBa, KAKTO M HAKOM JIEKapCTBa MOTaT Ja MOBIMSAT Ha IEHCTBUETO HA
Brilique.

yBC,I[OMeTe Bamms JICKap Wi (bapMaueBT, AKO NpUEMATC HAKOC OT CIICAHUTC JICKAPCTBA:
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e qoBeue oT 40 mg THEBHO CUMBACTATHH WJIM JIOBACTATUH (JIEKAPCTBA, M3IIOJI3BAHU 3a JICUCHHE Ha
BHCOK XOJIECTEPOI);

pudaMnuIuH (aHTHOMOTHK );

¢ennronH, kapbamazenut u heHodapOuTan (M3MOA3BaHH 32 KOHTPOJI Ha MPUTIAIbIIN);
JOUTOKCHH (M3I0JI3BaH 3a JICYCHUE Ha ChpAeYHa HEA0CTAThYHOCT);

LUKJIOCTIOpYH (M3MOJI3BaH 3a OTCIIa0BaHE Ha 3aIIUTAaTa Ha OPraHU3Ma);

XMHUAMH U AUATHA3EM (M3M0I3BaHM 32 JICUeHHE Ha a0HOPMEH ChpACUYCH PUTHM);

Oera-0s10KkepH 1 BepanaMu (M3I0I3BaHU 32 JICUCHUE Ha BUCOKO KPBBHO HAJISITaHE);

MOp®HH U IpyTU OMUOUAN (M3MI0JI3BaHU 3a JICUCHUE Ha CHITHA 0OJIKa).

YBenomere Bamms ekap mim ¢apMarieBT, 0COOSHO ako MpHeMarte HIKOe OT CIeIHUTE JIEKapCTBa,
KOWTO TIOBHIIIABAT PUCKA OT KbPBEHE:
e  TEpOpaHH aHTUKOATYJIAHTH , YeCTO HApUYaHHU U ,,JIEKapCTBA 32 pa3pekaaHe Ha KpbBTa”,
KOWTO BKIIIOYBAT Bap(hapuH;
e HecTepouHH MpoTuBOBB3NaNUTENHHU cpeacTa (HIIBC), uecTo npueManu kato 00e3001sBaIIN
KaTo uOynpodeH 1 HarpoOKCeH;
® CEJIEKTHBHH MHXHOUTOPH Ha OOpaTHOTO IMOeMaHe Ha cepoToHrHa (chkpareHo SSRI), mpuemanu
KaTO aHTHUJICTIPECAHTH, HAIPUMEP MTAPOKCETHH, CEPTPATNH U ITUTAIIONPaM;
® JpyTH JIEKAPCTBA KaTO KETOKOHA30JI (M3MOI3BaH 3a JIeYeHne Ha rbONYHH WH(EKIINN),
KJIAPUTPOMUIIMH (M3ITIOJI3BaH 3a JieueHHe Ha OakTepuanu nH}ekyn), Heda3ooH
(aHTHOETIpECAHT), pUTOHABUD U aTa3aHaBUp (M3MOI3BaHU 3a Nedenue Ha HIV undekuns n
CIINH), nu3ampun (M3M013BaH 3a JICYCHHE Ha KHUCEITNHH ), eproalKaionan (M3M0I3BaHu 3a
JIeYeHUE Ha MUTPEHA U TTIaBOOOITHE).

C’LH_IO TaKa, KaXXCTC Ha Bamms JICKap, 4e TBI KaTo B3eMaTe Brilique, MOZKC Ja UMAaTC IMOBUIICH PUCK
OT KbPBCHC, B Cﬂy‘laﬁ Uc JICKapAiT Bu Jaae (I)I/I6pI/IHOJ'II/ITI/ILII/I, YCCTO HapU4aHU ,,JICKApCTBA 3a
CTOIIsIBAHC Ha C’LCI/IpeI_II/I”, KaTO CTPCIITOKMHA3a UJIN AJITCILIAa3a.

BpemenHocT 1 KbpMeHe

[Ipuemst Ha Brilique He ce npenopbuBa, ako cre OpeMeHHa WM UMa BEPOSATHOCT Aa 3a0peMeHeeTe.
Kenwnre TpsiOBa 1a U3MOI3BAT MOAXOSIIN KOHTPALICTITUBHY CPEICTBA, 33 /1A CE MPEATNa3siT OT
3a0peMeHsABaHe JOKATO MpUEMAaT TOBa JIEKapCTBO.

AKO KbpMHTE, TOBOPETE C JIEKapsl CH, IPEAM Ja 3all0YHEeTe 1a pueMaTe TOBa JIEKapCcTBO. Bamusar
nekap e oochau ¢ Bac momsure u puckosere oT npreMa Ha Brilique npe3 To3u nepuo.

AKo cTe OpeMeHHa WM KbPMHTE, CMSTATE, Y€ MOXKe Jja CTe OpeMeHHa WM TUIaHupaTe OpEeMEHHOCT,
nochBeTBaiTE ce ¢ Bamms nexap uiu gapmaneBT npeau ynorpedaTa Ha TOBa JEKapCTBO.

lodupane u padora ¢ MAalIUHU

Brilique e Manko BeposiTHO Ja moBnusie ciocoOHocTTa By na mogupate nnn ga paboTuTe ¢ MaIluHH.
AKO ce O4yBCTBaTe 3aMasHU WM OOBbPKaHH, JOKATO [IpUeMaTe TOBa JIEKapCTBO, ObIeTe BHUMATEIIHH,
KoraTo modupare uin padoTUTe ¢ MALIHHU.

Chabpkanue HA HATPHIA

ToBa sekapcTBO ChIBPKA MO-MaNKo OT 1 mmol HaTpuii (23 mg) Ha 103a, T.€ MOXKE Ja ce Kaxe, 4e
MPAaKTUYECKU HE ChIbPKa HATPUU.

3. Kak na npuemare Brilique

Bunaru npuemaiite TOBa JIEKAPCTBO TOYHO KakTo By e kazan Bammat nekap. AKo He CTe CUTYpHH B
Helo, nonurtaite Bammus nekap wim GpapmanesT.

Koako na npuemare
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o [IppBOoHauanHaTa 1032 € ABE TaOJIETKU eMHOBpEeMEHHO (HaToBapBaia 103a ot 180 mg).
OOMKHOBEHO Ta3H j103a Iiie Bu Ob1e nageHa B OOJHHUIATA.

e Crex Ta3u MbpBOHAYAHA 7032 OOMYaliHATA TO3UPOBKA € eHa Tabnerka oT 90 mg 1Ba IbTH
JTHEBHO B TIPOIBIDKEHHUE Ha He MmoBeve oT 12 Mecena, ocBeH ako BamusT nekap He Bu
MMOCHBETBA APYTO.

e [IpuemaiiTe ToBa IEKapCTBO IO €THO U CHIO BPEMe BCEKH JieH (HampuMep, e1Ha TabiaeTka
CYTpHIH U €JIHa Beuep).

IIpuem Ha Brilique ¢ npyru JiekapcTBa, NOBJIUSBAIIH KPHBOChCHPBAHETO

Oo6uknoBeHo Bammst nekap e Bu nmochBeTBa Aa npuemare U aleTWICATMIUIOBA KucearHa. ToBa e
BEIIECTBO, KOETO NMPUCHCTBA B MHOT'O JIEKAPCTBA, U3MOJI3BaHU 3a MIPEIOTBPATIBAHE HA
KpbBOChCUpBaHeTo. Bammsat nekap me Bu kaxe konko na npueMate (0OOMKHOBEHO Mexy 75-150 mg
JTHEBHO).

Kak na npuemare Brilique
e Modxere /1a mpuemMeTe TablIeTKaTa ChC WIH 0e3 XpaHa.
e Moske 1a IpOBEpUTE KOTa CTE PUENH Mocieanara Tadnerka Brilique, kato nornegnere
omuctepa. Ha Hero uMa cirpHIlE (3a CyTpHHTA) 1 JTyHA (32 BeuepTa). Toa me Bu mokaxe nanu
CTe MPHUEIH 103aTa CH.

AKo0 MMaTe 3aTpyAHEHH 12 NperyibTHeTe Ta0JeTKaTa
AKO MaTe 3aTpyIHEHHMS Ja IPErabTHETE TableTKaTa, MOXKE J1a sl CTPUETE U [a 1 CMECUTE C BOAA
KaKTO CJIC/IBA:

e Crpuiite TabnerkaTa Ha QUH Hpax.

e l3cunere npaxa B MOJOBUH Yalla BOAA.

e Pas0bpkaiiTe v M3NUITE BeHara.

e 3a ;a cTe CUTYpHH, Y€ HE € OCTaHAJIO JIEKapCTBO, M3IUIAKHETE MIpa3HaTa Jalia ¢ Olle HOJIOBUH

Jaia Boja U g U3IHHTE.

Ako cre B OonHHMLA, TabaeTkaTa Moxke na Bu Obae nangena, cMeceHa ¢ Majko BOJA M IPUIIOXKEHA Ype3
COHJIa Tpe3 Hoca (Ha30-TacTpaaHa COHJIA).

AKo cTe IpHesn oBede 0T HeodOxoanMara 103a Brilique

AKo cTe mpuenu noseve oT HeodxoaumaTa no3a Brilique, He3abaBHO ce cBBpXKETE C JeKaps CH WU
otuzeTe B OonHuIa. B3emere onakoBkara Ha JIEKapcTBOTO che ceOe cu. Bue Moxe na cTe n3noxeHu
Ha MOBUIIEH PUCK OT KbPBEHE.

AKo cTe mponycHauu Ja npueMere Brilique
e AKO CTe IPOITyCHAIX 12 IpUeMEeTe 103aTa CH, B3eMeTe cieBalaTa Kakro 00H4aiHo.
e He B3umaiite ABOiiHa 1032 (ABE 103U €THOBPEMEHHO), 32 1a KOMIICHCUPATE MIpOIycHaTaTa 103a.

AKko cTe cripesin npueMa Ha Brilique

He cniupaiite npuema Ha Brilique, 0e3 aa cte ce mochBeTBalM ¢ Jiekaps cH. B3nmaiite ToBa 1eKapcTBO
penoBHO JoToraBa, AokaTo Bammst nekap Bu ro npeanucsa. Ako crpere na npuemare Brilique, ToBa
MOJKE J]a MOBUIIN BE3MOKHOCTTA J1a MOJIyYUTe APYT MUOKAPAEH HH(PAPKT I MO3bUCH ylap, HIIH
CMBPT OT 3a00JIs1BaHe, CBBP3aHO ChC CHPLETO U KPbBOHOCHUTE Bu chaoBe.

AKO UMaTe HIKAaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € YIOTpebaTa Ha TO3U MPOAYKT, IOTUTANTE
Bamms nexap nnu ¢apmanesT.

4. BB3MOKHI HexkeTaHU peaKuu

KaxTo BCcH4KM n€KapcTBa, TOBA JIEKAPCTBO MOKE /1a MPEIU3BHKA HEXXEITaHU pEaKUH, BIPEKH Y€ HE

BCCKH I' ITIOJTy4aBa. HpI/I nprucMa Ha TOBA JICKAPCTBO MOTI'aT a CC pa3BUAT CIICAHUTC HECIKCIIAaHU
pcaKkuuu:
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Brilique MOBJIMABA KPbBOCHCHUPBAHCTO, TaKa Y€ IMOBCYCTO HCIKCIIAaHU e(i)eKTI/I Ca CBbp3aHU C KbPBCHEC.
K’LpBeHe MOXKE Ja Bb3HUKHC BbB BCAKaA 4aCT Ha TAJIOTO. Hsxon BHUIOBC KBPBCHC Ca UCCTU (KaTO I1osABa
Ha CHHUHU U KbPBCHC OT HOC&). Texkoro KBPBCHEC HC € 4YECTO, HO MOXKXC Ia 6’1:)16
JKMBOTO3acCTpaniaBamio.

AKo 3a0eJieskuTe HAKOM OT CJIeJHUTe CHMIITOMM, TPsi0Ba He3a0aBHO 1a Bu Buau jekap — Moke
Ja ce Hy:K[IaeTe OT CIIeIIHO JIeYeHHne:
e Mo3bueH WM BbTpedepeneH KPbBOM3JIHMB € HeUecTa HeKelaHa peaKknusi, i MoxKe J1a
NpeAu3BHKA NPU3HAIM HA MO3bYeH HHCYJT KATO:
- BHE3aIlHO M3TPBIIBaHe WK ciaboct Ha Bammara ppka, Kpak Wi Juie, 0COOCHO ako € camo
OT eJ]HaTa CTpaHa Ha TsJI0TO;
— BHE3aItHO OOBPKBaHe, 3aTPyJHEH TOBOP WK pa3OHpaHe Ha OKOJIHUTE;
- BHE3alHa [0sBa Ha 3aTpyJHEHHE IIPU XOACHE, HAPYIIEHO PABHOBECUE MITN KOOPIMHALINS,
— BHE3aIHO 3aMaliBaHe WM BHE3AIHO CHJIHO TJIaBOOOIKE C HEsICHA TPUYUHA.

e [IIpu3Hanyu Ha KbpBeHe KATO:
- KBPBEHE, KOETO € TEKKO, HIIM KOETO HE MOXKETE J]a KOHTPOJIUPATE;
- HEOYaKBaHO KbPBEHE WIN KbPBEHE, KOETO TPac NMPOIBIIKUTEIHO BPEME;
- pO30Ba, YepBeHa WU KadsiBa ypUHA;
- MOBpBIIAHE HAa YePBEHA KPbB MM MMOBPBIIAHE C BUJ HA ,,CMIITHO Kade*;
— YepBEHH WJIM YEPHU M3NPaKHEHUS (MIPUIMYAILN Ha KaTpaH);
- KAaIlIsSHE WM MOBPBLIAHE HA KbPBAaBU ChCHPEIIH.

e Ilpunanane (CHHKOI)
- Bpemenna 3ary6a Ha Ch3HaHWE TIOPAIU BHE3AITHO HAMAJIIBaHE Ha MIPUTOKA Ha KPBB KbM
MO3bKa (4ecTH).

e [IIpu3nanu Ha npodJeM ¢bC CbCHPBAHETO HA KPBBTA, HApe4YeH TPOMOOTHYIHA
TpoMOonuTonennyHa nypnypa (TTII), karo:
- BHCOKa TeMIlepaTypa U MypIlypHH NIeTHA (HapeueHo IMypIlypa) Ha Ko)KaTa WK B YCTaTa, ChC
nin 0e3 MOXBITABAaHE HA KOXKAaTa MM 04uTe ((KBITEHULA), HEOOSICHUMO M3TOLICHHUE HITH
00BpKaHOCT

O0cbaere ¢ gekaps cH, aK0 3a0eJ1e:KUTe HIAKOM OT CJleJTHUTe CUMIITOMH:

e YyBcTBO 32 HEAOCTHI HA Bb3/IYX — TOBA € MHOI'0 YecTo. Moxe Jja ce IBJDKU Ha ChbPACYHOTO
Bu 3abossBaHe niM Ha Apyra NpU4HHA, WM MOXe Ja ObJe HexxenaHa peakuus Ha Brilique.
CBbp3anust ¢ Brilique 3a1yx 0OMKHOBEHO € JIEK U Ce XapaKTepu3upa ¢ BHE3alleH HEOYaKBaH
HEIOCTUT Ha BB3IYyX, OOMKHOBEHO Bb3HHMKBALL] IIPH IIOKOH, KATO MOXKE /1a CE MOSIBU Ipe3
I'BPBUTE CEIMUIIM Ha JICYCHUE U IIPU MHOTO XOpa MOXKe Aa U34e3He. AKO 4yBCcTBOTO Bu 3a
HEIOCTHUT Ha BB3IyX CE BJIOLIABA WIN MPOIBIDKABA IBJITO BpEME, YBEIOMETE JIEKaps CH.
Bammsar nekap e peru ganyd ToBa M3UCKBA JICUCHUE WM AOIBIHUTEITHA U3CIICABAHU.

Jpyru Bb3MOKHM HeKeJIaHH peaKkiuu

MHoro yectu (Mo:xke 1a 3acerHar noseue ot 1 Ha 10 qyumm)
¢ Brcoko HHBO Ha MMKOYHA KHCENWHA B KPHBTa (YCTAHOBSBA CE C TECT);
e KbpBeHe, IPUUMHEHO OT HAPYILIEHUS HA KPBBTA.

Yectn (Morar na 3acernar 10 1 Ha 10 xymm)
o CuHHHU,
I'maBoGomnue;
UyBCcTBO 32 3aMastHOCT WJTH YCEIlaHe, Ye CTasiTa ce BbPTH;
Jyapus 1y JIOIIo XpaHOCMUIIAHE;
[To3uBu 32 moBpbINaHe (TaeHe);
3arrex;
O6pus;
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Cop0ex;
CunHa OoJKa ¥ OJyBaHe HA CTABUTE — TOBA Ca MPU3HALM Ha NOAarpa;

e YyBCTBO 32 3aMassHOCT WJIM CBETOBBPTEXK WM 3aMBIJIEHO 3pEHHE — TOBA Ca MPU3HAIM Ha HUCKO
KPBBHO HAJIATAHE;
KspBene ot Hoca;

e KpbpBeHe ciel XUpypruiHa MHTEPBEHIMS WM OT MOPsI3BaHus (HarpuMep Ipu OpbCHEHE) U
paH# NMO-CUITHO OT HOPMAITHOTO;

e KpbpBeHe 0T cTOMalIHaTa JuraBuia (s138a);

e KeppBsamum BeHIN.

He4ectu (Mmorar aa 3acernar g0 1 na 100 xymm)

e AnepruyHa peakuusi — 0OpuB, CbpOEXK WM OTOK Ha JIUIETO, MM OTOK Ha yCTHUTE/E3UKa MOTaT
Jla ca MPU3HALM Ha allepruyHa peaKLus;

e (OOmbpkBane;
3puTenaHy NpoOIeMH, IPUIMHEHH OT HATMYUETO HA KPBB B OKOTO;
BarunanHo KbpBeHe, KOETO € IO-TE&KKO HIIH €€ CIy4Ba MO BpeMe, Pa3InuHO OT HOPMAIHOTO Bu
(MEeHCTpyaTHO) KbPBEHE;
K®pBeHe B cTaBuTe M MyCKYJIUTE, IPEIN3BUKBAIIO OOJIE3HEHO MTOTyBAaHE;
KpsB B yxoT0;
BrpTpemen kpbBOU3IMB, TOBA MOXKE /1A IPEIM3BUKA 3aMaiiBaHe WIIH CBETOBBPTEX.

CpolaBaHe Ha HeKeJAHU PeaKIHH

AKXO TIOJTyYHTe HAKAaKBU HEXXEJIAHU JICKAPCTBEHH PeaKlny, yBegoMeTe Bamms nexap uin papmarenT.
ToBa BKJIFOUBa BCUYKM B3MOKHH, HEOIIMCAHU B Ta3M JIMCTOBKA HEXEJIaHH peakiuu. Moxkere chIio 1a
CHOOIMTE HEXEJIAaHH PeaKuy JUPEKTHO Ype3 HAIlMOHAIHATA CHCTEMa 32 ChOOIaBaHe, IOCOYCHA B
[punoxenue V. Karo cro0mmaBare He)XeNaHH peakiny, MOXKETE 1a 1a/IeTe CBOS MPUHOC 32
NoJTyYaBaHe Ha MMOBeYe HH(POPMAIIHs OTHOCHO 0€30M1acCHOCTTAa Ha TOBA JICKAPCTRO.

5. Kak na coxpansiBare Brilique

CpxpaHsBaiiTe TOBa JIEKAPCTBO HA MSICTO, HEAOCTBITHO 3a JIeLa.

He n3non3BaiiTe TOBa JIeKapCcTBO CIIe]] CpOKa HA TOAHOCT, OTOENsI3aH BEPXY OJricTepa U KapToHeHaTa
OMaKoBKa, chOTBETHO ciea Haanuca “EXP” u “T'onen 10”. CpoKbT Ha TOAHOCT OTrOBaps Ha
MOCHEIHHUSA JIEH OT OCOYCHHS MeCell.

ToBa nekapcTBO HE U3KUCKBA CHEIUAIHU YCIOBUS Ha ChXPaHEHUE.

He u3xBbpnsiiTe nekapcTBaTa B KaHAIMW3AUATa WM B KOHTEHHEPA 32 TOMAIIHU OTHAAbLIH.
[onwmraiite Bamms hapmaneBT kak Ja U3XBBHPIATE JIEKapCTBaTa, KOUTO BeUe HE U3NoisBare. Te3n
MEpPKH L€ CIIOMOTHAT 3a OIa3BaHE HAa OKOJHATA cpeaa.

6. ChbabpkaHue HA OIIAKOBKATA M JOINBJIHUTEIHA HHpopManms

Kakso cpabp:ka Brilique
e AKTHBHOTO BEUIECTBO € TUKarpenop. Beska ¢punmupana tabnerka cpabpxka 90 mg Tukarpenop.

e Jlpyrure chCTaBKH ca:
Aopo na mabnemxama: manuron (E421), xkanuues xunporeHdocdar AMXUIPAT, HATPHEB
HUILECTEH IMIMKOJIAT TUH A, Xxuapokcunponminenyiosa (E463), maruesues creapat (E470b).

Quiamoso nokpumue na madremkama: xunpomenosa (E464), turanos muoxcun (E171), Tank,
makporoia 400, sxxear xeneseH okcug (E172).

Kak nm3ruexnga Brilique n kakBo cbabpika onmaKkoBKaTa

Ounmupana TabneTka (Tabnerka): TaOneTkuTe ca KpbIid, IBOWHOUIIBKHAIM, KbITH, PUIAMUPAHU
TabyeTku, Mapkupanu ¢ ,,90” Haz ,,T” oT enHaTa cTpaHa.
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Brilique ce mpeaiara B:

e  cTaHJapTHU OnucTepH (ChC CHMBOIIU CITBHIIE/TyHA) B KAPTOHEHH OMAKOBKH OT 60 1

180 TabneTky;

e  KaJleHOapHH OymcTepH (ChC CUMBOJM CITBHIIEC/TyHA) B KAPTOHEHH OMAKOBKH OT 14, 56 u

168 TabneTky;

e  mnepdopupaHu €THOA030BU OIUCTEPH B KapToHEHHU onakoBku oT 100 x 1 Tabnerka.
He Bcuuku BHI0BE OMAKOBKM MOTaT Ja ObAT IMyCHATH B MPOax0a.

IIpuTe:xkaTes Ha pa3pelIeHHETO 32 YIIOTPeda M NPOM3BOIUTET

[IputexaTen Ha pa3peLIeHUETO 3a ynoTpeoda:

AstraZeneca AB
SE-151 85 Sodertilje
IBsernns

[IponzBoguren:
AstraZeneca AB
Gértunavagen
SE-151 85 Sodertilje
[IBenus

[IponzBoguren:
AstraZeneca UK Limited
Silk Road Business Park

Maccelsfield, Cheshire, SK10 2NA

Benukobpuranus

3a JOIIBJIHUTCIIHA I/IH(l)OpMa]_II/ISI OTHOCHO TOBa JICKApCTBO, MOJIsI, CBBP’KCTC CC C JIOKAIHUA
NPCACTABUTCII HA IPUTCIKATCIIA HAa pa3pClICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
AstraZeneca S.A./N.V.
Tel: 432237048 11

Bbarapus
Acrtpa3eneka bwarapus EOO/]
Ten.: +359 2 44 55 000

Ceska republika
AstraZeneca Czech Republic s.r.0
Tel: +420 222 807 111

Danmark
AstraZeneca A/S
TIf: +45 43 66 64 62

Deutschland
AstraZeneca GmbH
Tel: +49 41 03 7080

Eesti
AstraZeneca
Tel: +372 6549 600

Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +322 37048 11

Magyarorszag
AstraZeneca Kft.
Tel.: +36 1 883 6500

Malta
Associated Drug Co. Ltd
Tel: +356 2277 8000

Nederland
AstraZeneca BV
Tel: +31 79 363 2222

Norge
AstraZeneca AS
TIf: +47 21 00 64 00



EMGoa Osterreich

AstraZeneca A.E. AstraZeneca Osterreich GmbH
TnA: +30 2 106871500 Tel: +43 1711310

Espaiia Polska

AstraZeneca Farmacéutica Spain, S.A. AstraZeneca Pharma Poland Sp. z o.0.
Tel: +34 91 301 91 00 Tel.: +48 22 245 73 00
France Portugal

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
Tél: +33 14129 40 00 Tel: +351 21 434 61 00
Hrvatska Romainia

AstraZeneca d.o.o. AstraZeneca Pharma SRL

Tel: +385 1 4628 000 Tel: +40 21 317 60 41

Ireland Slovenija

AstraZeneca Pharmaceuticals (Ireland) DAC AstraZeneca UK Limited

Tel: +353 1609 7100 Tel: +386 1 51 35 600

island Slovenska republika

Vistor hf. AstraZeneca AB, 0.z.

Simi: +354 535 7000 Tel: +421 2 5737 7777

Italia Suomi/Finland

AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 9801 1 Puh/Tel: +358 1023 010
Kvnpog Sverige

Aléktop Oappokevtik Atd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000

Latvija United Kingdom

SIA AstraZeneca Latvija AstraZeneca UK Ltd

Tel: +371 67377100 Tel: +44 1582 836 836

JlaTa Ha mocJIeIHO MpepasrJIekIaHe HA JNCTOBKATA
JApyru n3rouHuny Ha mHGpopmanus

[MonpoOna nH(OpManus 3a TOBa JIEKAPCTBO € MPEIOCTaBeHa Ha yeOcaiita Ha EBporielickaTa areHnus
T0 JIeKapcTBara http://www.ema.europa.eu.
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JIncroBka: UHpopmanus 3a morpeduTesis

Brilique 90 mg TadieTkn, IMCHEPrUPALIHN ce B yCTATa
Tukarpenop (ticagrelor)

IIpoyeTeTe BHUMATEIHO HSJIATA JIMCTOBKA, IIPEAH A 3all04YHeTe 1a MpHeMaTe TOBA JIEKapcTBo,

Thil KATO TS CbAbPka BaxkHa 3a Bac nngopmanus.

- 3amasere Ta3u JIUCTOBKA. Moke 1a ce HaJ0XM J1a s IPOYETETE OTHOBO.

- AKO UMaTe HSIKaKBH JIOMIBJIIHUTEIHN BBIIPOCH, IonuTaiiTe Bamus nexap wiu gpapmanesT.

- ToBa nexapcTBO € MpeanucaHo eIMHCTBEHO U JMYHO Ha Bac. He ro mpeoTcTenBaiiTe Ha Apyru
xopa. To Moke a UM HaBpeIu, HE3aBUCUMO, Y€ MPU3HALUTE Ha TAXHOTO 3a00JsIBaHE ca
chIIUTE KaTto Bammre.

- AKO monryunTe HSIKaKBU HEXXEJIaHU peakiuy, yBepomere Bamms nekap nim ¢papmanest. Toa
BKJIFOUBA ¥ BCHUKH BB3MOKHU HEKEIAHN PEAaKIIMK, HEONMCAHU B Ta3y JIMCTOBKA. Bk Touka 4.

KakBo cbabp:ka Ta3u JMCTOBKA

Kakso npencrasnsBa Brilique u 3a kakBo ce n3mnon3sa
Kakso Tpsi0Ba na 3naere, npeau aa npuemete Brilique

Kak na npuemare Brilique

BB3MOKHM HEXETaHU peaKuu

Kak na cexpansBare Brilique

ChbabpxaHue Ha ONIAKOBKATa M JOIBIHUTENIHA HH(POPMALIUS

A e e

1. Kaxkso npeacrasiassa Brilique u 3a kakBo ce u3nosnassa

Kaxkso npeacraBasasa Brilique
Brilique cbabpika JeKapcTBEHO BELIECTBO, HApEUEHO THKarpenop. To mpuHaAIe:Ku KbM Ipyna
JIeKapCcTBa, HAPEUCHU aHTUTPOMOO3HH JIEKAPCTBA.

3a kakBo ce u3no.3ssa Brilique
Brilique, B koMOnHaIuMs ¢ aleTUICAIMLMIOBA KUCEINHA (APYTO aHTUTPOMOOTHYHO CPENICTBO), €
npeaHas3ayeH 3a ynorpeda eAMHCTBEHO MPU BBb3pacTHU. ToBa JiekapcTBo Bu e naneno, 3amoTto cre
npeKapaiu:

e uH(}apKT (ChpACUEH yAap) Win

e HecTaOuiHA CTEHOKapAus (CTEHOKAapAWs WM IpbAHa 00JIKa, KOSTO HE ce KOHTPOIUpa Ao0pe).
Toli HaMmasiBa BEpPOATHOCTTA A2 HACTBIN APYT WHPAPKT UM MO3bUYECH UHCYIIT, WA CMBPT OT
3a00JIsIBaHe, CBBP3aHO ChC CHPLETO MM KPbBOHOCHHUTE BH chioBe.

Kak aeiicTBa Brilique

Brilique geficTBa Ha KJIETKH, HApEUEHH ,,TPOMOOIIUTH (OILE HAPEUCHH ,,KpPBBHU IUTouuLn”). Te3u
MHOT'O MaJIK{ KPBBHHM KJIETKU TIOMaraT 3a CIIMpaHe Ha KbPBEHETO, KaTo Ce CIIENBAT U 3aIlyIIBaT MaJKH
MOPSI3aHM WM YBPEICHU YYaCThLHU OT KPbBOHOCHHUTE CHIOBE.

TpomOouuTHTe, 00aue, MoraT Ja 00pas3yBaT U ChbCHUPELH BHTPE B OOIHU KPBBOHOCHU CBHAOBE HA
CHpIIETO U MO3bKa. ToBa Moke 1a Ob/ie MHOTO OIACHO, 3aI0TO:
® CBHCHUPEKBT MOXKE J1a IPEKbCHE HAITBIHO KPHBOCHAOASBAHETO — TOBA MOKE J1a IPUYMHU
MHOKapieH HHAPKT WK MO3bYCH yaap, UiH
® CBHCHPEKBT MOXKE Jja 3allyIlIH YaCTUYHO KPBBOHOCEH CBhJ] HAa ChPLETO — TOBA HaMaJsBa
KPBBOCHA0ISIBAHETO HA CHPLETO M MOKE J1a MPEAU3BUKA IPhAHA 00JIKa, KOSTO CE MOSBSBA U
MocJjie 0T3BydYaBa (Taka HapedyeHaTa ,,HecTaOuiIHa CTEHOKapIus”).

Brilique rnomara aa €€ CIpe CJICIBAaHCTO HaA TpOM6OI_II/ITI/ITe. Ilo To31 HAaYMH ce HaMalIsIBa
BCPOATHOCTTA Aa CC 06pa3yBa KPBbBCH CHCHUPCK, KONTO MOXe Ja HaMaJIn Kp’BBOCHa6,Z[$IBaHCTO.
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2.

Kakso TpsdBa na 3Haete, npeau aa npuemere Brilique

He npuemaiite Brilique, axo:

CT€ aJIeprMYHH KbM TUKArpeJiop Wi KbM HSAKOS OT OCTAHAJIUTE ChCTABKH Ha TOBA JIEKAPCTBO
(u30poeHu B TOUKA 6);

uMare KbpBEHE B MOMEHTA;

CTe UMAaJI MO3bYCH yJap, IPUYMHEH OT KPHBOU3IHUB B MO3bKA;

uMarte TeXKO YepHOAPOOHO 3a00JIsIBaHE;

npreMare HIKOoe OT CICTHHUTE JIKapCTBa:

- KETOKOHa30J (M3MOJI3BaH 3a JICUCHNE HAa I'bONYHN HH(EKLUH);

- KJIAQpUTPOMULMH (M3II0JI3BaH 3a JieueHHe Ha OakTepHaIHd HH(PEKLINN);

- Heda300H (aHTUIETIPECAHT);

~ PHUTOHABHUp W aTazaHaBup (M3Moia3BaHu 3a jeuenue Ha HIV undexumsa u CIINH).

AKo HAKOe OT n30poeHuTe ce oTHacs 1o Bac, He mpuemaiite Brilique. Ako He cTe cUTYpHH, TOBOpETE
c JieKaps uin apManeBTa CH, Ipeau 1a 3all04YHeTe Ja IpueMare ToBa JIEKapCTBO.

Ipexynpesxnenns u npeanasHu MepKu
[Ipenu na 3anounere na npuemare Brilique, roBopere ¢ Bammus nekap wiu gpapmanesT, ako:

Nmate moBuIeH puck OT KbpPBEHE NOPAAU:

— CKOpOLIHA TEeKKa TPaBMa;

- CKOpOIITHA XUPYPTUYHA UHTEPBEHIHS (BKIIOYUTEITHO CTOMATOJIOTHYHA MaHHITYJIAITHS,
ronuTaiiTe Bammms cromaTtolor 3a ToBa);

- CBCTOSIHHE, KOETO 3acsira CbCUPBAHETO HA KPHBTA;

- CKOpPOITHO KbPBEHE OT CTOMAaxa MJIM YepBara (KaTo HalmpuMep OT CTOMAITHA S3Ba WU
,,TIOJUIH”’ B 1€0EII0TO YEPBO).

Axo Bu nipencron Xupypruysa WHTEPBEHITUS (BKITFOUUTEITHO CTOMATOIOTUYHA MAaHUITYJIAIHs)
IO KOETO U J1a € BpeMe, nokato npuemare Brilique. [IpuunHaTa 3a TOBa € MOBUIICHUAT PUCK OT
KbpBeHE. BamusT ekap Moxe J1a pelly Ja COpeTe IprueMa Ha TOBa JIEKapCTBO 5 THU Mpeau
XUPYpPruyHaTa UHTEPBEHIIUS.

Axo cppaeunaTa Bu yectoTa e HeoOn4uaitHO HUCKA (OOMKOHOBEHO MO-HHUCKA OT 60 ymapa B
MUHYTa) 1 BCE OIIe HSIMATe TTOCTABEHO YCTPOUCTBO, KOETO PEryiupa chpAeuHus Bu puTbm
(meticMeHKbD).

Nmate actma wimu Ipyru 0eoApoOHH MPOOIIEMH, WITH 3aTPyIHEHO JUIIAHE.

AKO cTe UManu pooOIIeMH ¢ YepHUS cH Apo0 WIIH MPeId TOBa CTe MpeKapain 3a00sBaHe, KOETO
MOJKe J1a € 3acerHaio YepHus Bu npod.

Axo Bu e HarpaBeH KpBbBEH TECT, KOWTO € TIOKa3all Ch/IbpXKaHHUE Ha MIOBEYE OT 0ONYAfHOTO
KOJWYECTBO ITMKOYHA KHCEIHHA.

AKo HsKOe OT U30poeHHTe ce oTHAcs 10 Bac (1u ako He cTe CUT'YpHH), ToBopeTe ¢ Bamms nekap nnn
(apmareBT, Ipeay Ja MpUeMeTe TOBa JIEKapCTBO.

Ako npuemMate egHOBpeMeHHO Brilique u xemapus:
e Bammsr nexkap Moe 1a U3UCKa KpbBHA [Tpo0a 3a IMarHOCTHYHH TECTOBE, aKO MOA03UPa PAIAKO

HapyLeHUE Ha TPOMOOLUTHUTE MPUYMHEHO OT XenapuH. Baxkno e na ungopmupare Bamms
nekap, 4e npuemare Brilique u xemapus, Thi kato Brilique Moxe 1a noBiuse AMarHOCTUYHUS
TECT.

Jeua u ronoumu
Brilique He ce npenopbuBa 3a Aena u 0HOIWM noA 18 roguHu.

JApyru nexapcrBa u Brilique

Mo, undopmupaiite Bammus nexap wim gpapmaneBT, ako IpremMare, HACKOpPO CTe IpUeMalll WU €
BB3MOXKHO JIa IpreMaTte ApYyrH jekapcTsa. [Ipuunnara 3a ToBa e, ue Brilique Moxxe 1a nosmnusie Ha
JEMCTBHETO Ha HIKOM JIEKapCTBa, KAKTO U HAKOM JIEKapCTBa MOTaT Ja MOBIMSAT Ha ISHCTBUETO HA
Brilique.

yBC,Z[OMCTC Bamms JICKAp Wjin q)apMaueBT, AKO IMpUEMaTe HAKOC OT CJICAHUTC JICKApPCTBA:
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e qoBeue oT 40 mg THEBHO CUMBACTATHH WJIM JIOBACTATUH (JIEKapCTBA, M3IIOJI3BaHH 3a JCUCHHE Ha
BHCOK XOJIECTEPOI);

pudaMnuIuH (aHTHOMOTHK );

¢ennronH, kapbamazenut u heHodapOuTan (M3MOA3BaHH 32 KOHTPOJI Ha MPUTIAIbIIN);
JUTOKCHH (M3MO0JI3BaH 3a JICYCHUE HA ChpAeYHa HEAOCTAThYHOCT);

LUKJIOCTIOpUH (M3MOJI3BaH 3a OTCIIa0BaHe Ha 3aIlIMTaTa Ha OPraHU3Ma);

XMHUAMH U AUATHA3EM (M3M0I3BaHM 32 JICUeHHE Ha a0HOPMEH ChpACUYCH PUTHM);

Oera-0s10KepH 1 BepanaMul (M3M0I3BaHHU 3a JICUEHHE Ha BUCOKO KPbBHO HaJIsIraHe);

MOpGHH U IPpyTH ONHOUAX (M3MI0JI3BaHU 3a JICUCHUE Ha CHITHA 0OJIKa).

YBengomere Bamms ekap wiu papMarieBT, 0COOSHO aKo IMpreMare HIKOe OT CISIHUTE JIEKapCTBa,
KOWTO TIOBHIIIABAT PUCKA OT KbPBEHE:
e  TEpOpaHH aHTUKOATYJIAHTH ’, YeCTO HAPUYAHHU U ,JIEKAPCTBA 32 pa3pekIaHe Ha KPbBTa”,
KOWTO BKIIIOYBAT Bap(hapuH;
® HEeCTepoWHH NMPOoTHBOBB3NanuTeNHU cpeacTa (HIIBC), uecTo npuemanu kato 00e300siBaIy,
KaTo uOynpodeH 1 HarpoOKCeH;
® CEJIEKTHBHH MHXHOUTOPH Ha OOpaTHOTO IMOeMaHe Ha cepoToHrHa (chkpareHo SSRI), mpuemanu
KaTo aHTUCTIPECAHTH, HAIPUMED TAPOKCETHH, CEPTPAIUH U ITUTAIIONPAM;
® JpyTH JIEKAPCTBA KaTO KETOKOHA30JI (M3MOI3BaH 32 JIeYeHNEe Ha IbONYHHI WHEKIINN),
KJIAPUTPOMUIIMH (M3ITIOJI3BaH 3a JieueHHe Ha OakTepuanu nH}ekyn), Heda3ooH
(aHTHOETIpECAHT), pUTOHABUP U aTa3aHaBUp (M3MOI3BaHU 3a JNevuenne Ha HIV undexkuns n
CIINH), uuzanpun (M3M0713BaH 32 JICYCHHE Ha KUCEITMHH ), €proalkaionan (M3M0I3BaHu 3a
JIeYeHUE Ha MUTPEHA U TTIaBOOOITHE).

C’LH_IO TaKa, KaXXCTC Ha Bamms JICKap, 4e TBI KaTo B3eMaTe Brilique, MOZKC Ja UMAaTC IMOBUIICH PUCK
OT KbPBCHC, B cnyqaﬁ qcC JICKapAT Bu Jaae (I)I/I6pI/IHOJ'II/ITI/ILII/I, YCCTO HapU4aHHu ,,JICKaApCTBA 3a
CTOIIIBaAHC Ha CT»CI/IpeLII/I”, KaTO CTPCITOKMWHA3a UK AJITCIIJIa3a.

BpemenHocT 1 KbpMeHe

[Ipuemst Ha Brilique He ce npenopbuBa, ako cre OpeMeHHA WIIM UMa BEPOSATHOCT Aa 3a0peMeHeeTe.
Kenwnre Tpsi0Ba 1a U3MOI3BAT MOAXOSIIN KOHTPALICTITUBHY CPEICTBA, 32 1A CE MPEATNA3AT OT
3a0peMeHsABaHe JOKATO MpHUeMaT TOBa JIEKAPCTBO.

AKO KbpMHTE, TOBOPETE C JIEKapsl CH, IPEAX Ja 3all0YHETE 1a IPUEMaTe TOBA JIEKApCTBO. Bamuar
nekap e oochau ¢ Bac momsure u pruckosere oT npremMa Ha Brilique npe3 To3u nepuon.

Axo cte 6peMeHHa HJIN KbPMUTEC, CMATATC, Y€ MOKEC a CTC 6p€MCHHa WJIN IITIaHUPaTe 6peMeHHOCT,
IIOChBETBaNTE ce ¢ Bamms JICKap Uin q)apMaueBT npeau yHOTpe6aTa Ha TOBa JICKApCTBO.

lodupane u padora ¢ MAalIUHU

Brilique e manko BeposiTHO na nosmiusie ciocodHocTTa Bu na modupate nin na paboTute ¢ MaliHH.
AKO ce IOUyBCTBAaTE 3aMasiHU WM 00BPKaHH, IOKATO MIPpUeMaTe TOBa JICKapCTBO, ObJIeTe BHUMATEIHH,
KOTraTo Imodupare Uiy padoTuTe ¢ MaLIHHU.

Chabpkanue HA HATPHIA

ToBa siekapcTBO ChIBPKA MO-MaNKo OT 1 mmol HaTpuii (23 mg) Ha 1034, T.€. MOXKE /1a ce Kaxe, ye
MPAaKTUYECKU HE ChIbPKa HATPUU.

3. Kak na npuemare Brilique

Bunaru npuemaiite TOBa JIEKAPCTBO TOYHO KakTo By e kazan Bammat nekap. AKo He CTe CUTYpHH B
Helo, nonurtaite Bammus nekap wim GpapmanesT.

Koako na npuemare
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o [IppBOoHauanHaTa 1032 € ABE TaOJIETKU eMHOBpEeMEHHO (HaToBapBaia 103a ot 180 mg).
OOMKHOBEHO Ta3H [03a 1ie Bu Ob1e nageHa B OOJHHIATA.

e Crex Ta3u MbpBOHAYAHA 7032 OOMYaliHATA TO3UPOBKA € eHa Tabnerka oT 90 mg 1Ba IbTH
JTHEBHO B TIPOIBIDKEHHUE Ha He MmoBeve OoT 12 Mecera, ocBeH ako Bamust nekap He Bu
MMOCHBETBA APYTO.

o [IpuemaiiTe TOBa IEKAPCTBO IO €THO U CHIIIO BpEME BCEKH JIeH (HarpuMep, eHa TabieTKa
CYTpHIH U €JIHa Beuep).

IIpuem Ha Brilique ¢ npyru JiekapcTBa, NOBJIMABAIIM KPHBOChCHPBAHETO

Oo6ukHoBeHo Bammst nekap e Bu mocsBeTBa Aa npuemare U aleTWICAIMIIIOBa KucenuHa. Tosa e
BEIIECTBO, KOETO MPUCHCTBA B MHOTO JIEKAPCTBA, U3IOJI3BAHM 32 IPEJOTBpATABAaHE HA
KpbBOChCUpBaHeTo. Bammsat nekap me Bu kaxe konko na npueMate (0OOMKHOBEHO Mexy 75-150 mg
JTHEBHO).

Kak na npuemare Brilique
He otBapsiite 6aucrepa, JokaTo He JOiAE BpeMe a puemere BaieTo iekapcTBo.
e 3a na u3BaauTe TabneTkaTa, paskbcaiite GoauoTo Ha OnHcTepa — He HATUCKaKTe TabieTKara
npe3 (HOINOTO, 3aII0TO MOXKE Ja CE Pa3uyIH.
e Cnoxere TabneTkaTa BbpPXY €3UKa CH U 51 OCTaBETE J1a CE Pas3NajiHe.
e Cnen ToBa MOXe Jia 51 IPETITBTHETE ChC WK O€3 BOJA.
e MoxkeTe a mpueMeTe TabJIeTKaTa CbC MM 03 XpaHa.
Ako cre B 0onHHMLA, TabaeTkaTa Moke na Bu Obae nangena, cMeceHa ¢ Majko BOJA M IPUIJIOXKEHA Ype3
COHIa TIpe3 Hoca (Ha30-racTpajiHa COHAA).

AKo cTe IpHeJIn MoBevye 0T HeoOxoanMaTa qo3a Brilique

AKo cTe mpueny noseve oT HeodxoaumMaTa no3a Brilique, He3abaBHO ce cBBpXKeETE C JeKaps U HIU
otuzeTe B OonHuIa. B3emere onakoBkara Ha JIEKapcTBOTO Che cebe cu. Bue Moxke a cTe n3noXeHu
Ha MOBUIIEH PUCK OT KbPBEHE.

AKo cTe mponycHaJM 1a npuemere Brilique
e AKO CTe IpOITyCHANIH /1a IPUEeMETe J03aTa CH, B3eMeTe cieBamaTa Kakro 00H4aiiHo.
e He B3umaiite ABoOiiHA 1032 (ABE 103U €THOBPEMEHHO), 32 1a KOMIICHCUPATE MIPOIycHaTaTa 103a.

AKko cTe cripesin npueMa Ha Brilique

He cniupaiite npuema Ha Brilique, 0e3 aa cte ce mochbBeTBaHM € JieKaps cH. B3nmaiite ToBa 1eKapcTBO
penoBHO JoToraBa, nokaTo Bammst nekap Bu ro npeanuca. Ako crpere na npuemare Brilique, ToBa
MOJKE []a MOBHIIN B3MOXHOCTTA J1a TOJIyYUTEe APYT MUOKApAeH HHPAPKT MU MO3bUCH ylIap, HIIH
CMBPT OT 3a00JIs1BaHe, CBBP3aHO ChC CHPLETO U KpbBOHOCHUTE B chaoBe.

AKO MaTe HIKAaKBU JOIBIHUTEIHH BBIIPOCH, CBBP3aHH € YIOTpebaTa Ha TO3U MPOIYKT, IONUTAHTE
Bamms nexap nnu gapmanesT.

4. BB3MOKHN HexkeTaHU peaKkIuu

Kakro Bcuukn JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a IPCAN3BHUKA HCIKCIIaHU PCAKIIUU, BBIIPCKU Y€ HC
BCCKH T'l [10JTy4aBa. HpH npueMa Ha TOBa JICKAPpCTBO MOT'aT Aa CC pa3BUAT CIICAHUTC HECIKCIIAaHU
pcaKkuuu:

Brilique MOBJINABA KPbBOCHCHUPBAHCTO, TaKa Y€ MOBCYCTO HCIKCIIAaHU e(i)eKTI/I Ca CBbp3aHU C KbPBCHEC.
K’LpBeHe MOXKE Ja Bb3HUKHC BbB BCJAKA 4aCT HA TAJIOTO. Hsxon BHUIOBC KbPBCHC Ca UCCTU (KaTO I1osBa
Ha CUHUHU U KbPBCHC OT HOC&). Texkoro KBPBCHEC HC € YECTO, HO MOXKXC a 6’1:)16
JKMBOTO3acCTpamiaBamio.

AKo 3a0eJIeskuTe HAKOM OT CJIeJHUTe CHMIITOMM, TPsi0Ba He3a0aBHO 1a Bu Buau jexkap — Moike
Ja ce Hy’K[IaeTe OT CIeLIHO JIeYeHne:
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Mo3bueH uin BbTPEUYEPEIICH KPBBOU3J/IUB € HEYECTA HEKEIAaHA peaKIusl, U MOXKeE /1a

NpeaAu3BUKA NPU3HAIIU HA MO3bY€H HHCYJIT KaTO:

— BHC3AIIHO U3TPBIIBAHC WA cnabocT Ha Bamara PBKa, KpaK Wi JIUIe, 0CO0EHO aKo € camMo
OT €AHAaTa CTpaHa Ha TAJIOTO,

— BHC3AIIHO O6’LpKBaHC, 3aTPYAHCH T'OBOPp WJIN pa36HpaHe Ha OKOJIHHUTCE,

— BHC3allHa MI0sABA HA 3aTPYAHCHHUC IIPHU XOACHC, HAPYHICHO PABHOBCCUC NI KOOPAUHALIUA,

— BHE3aIHO 3aMaliBaHEe WU BHE3AIMHO CHUJIIHO TTTAaBOOOJIHME C HEACHA npuYrHa.

IIpu3Hany Ha KbpPBeHe KaTo:

— KBPBEHE, KOETO € TEKKO, HJIN KOETO HE MOYKETE J1a KOHTPOJIHUPATE;

-~ HEOYaKBaHO KbPBEHE WIH KbPBEHE, KOETO TPac MPOIBIKUTEIHO BPEME;
- pO30Ba, YepBeHA WU Ka(siBa ypUHA;

- MOBpBIIAHE HAa YePBEHA KPbB WU MOBPBILAHE C BUJ HA ,,CMJISTHO Kade*;
— YepBEHH WM YEPHU M3NPaKHEHUS (MIPUINYAILN Ha KaTpaH);

- KAallJIsSHE UM MOBPBLIAHE HA KbPBAaBH CHCHPELIH.

IIpunagane (CHHKOI)
- Bpemenna 3ary6a Ha Chb3HAaHUE TIOPAI BHE3AITHO HAMAJIIBaHE Ha MTPUTOKA Ha KPBB KbM
MO3bKa (4eCTH).

IIpu3Hanu Ha Mpo0JieM CbC CbCHPBAaHETO HA KPBBTA, HApe4YeH TPOMOOTHYHA

TpoMOonuTonennyHa nypnypa (TTII), kato:

— BHCOKa TeMIIepaTypa U MypIlypHH NeTHa (HapeueHo MypIlypa) Ha Ko)KaTa WK B YCTaTa, ChC
M 0e3 MOXBITABAHE HA KOXKAaTa MM 04uTe ((KBITEHNLA), HEOOSICHIUMO U3TOLICHUE HITH
00BpKaHOCT

Oo0cbaere ¢ Jekaps cH, aK0 3a0eJ1e;KUTe HIAKOM OT CJleITHUTe CUMIITOMHU:

YyBCTBO 32 HEIOCTUT HA BB3/yX — TOBA € MHOI'0 4YecT0. MoXe 1a ce IbKU Ha ChPIIEYHOTO
Bu 3abossBaHe nim Ha apyra NpUYMHA, UM MOXKe Ja ObJe HexxenaHa peakuus Ha Brilique.
Cebp3anust ¢ Brilique 3a1yx 0OMKHOBEHO € JIEK U Ce XapaKTepu3Hpa ¢ BHE3alleH HEOYaKBaH
HEIOCTHUT Ha BB3IYyX, OOMKHOBEHO Bb3HUKBALL IIPU TIOKOM, KATO MOXKE /1a CE TIOSIBU Ipe3
I'BPBUTE CEIMHUIIM Ha JICYCHUE U IPU MHOTO XOpa MOXe Ja U34e3He. AKO yyBCcTBOTO Bu 3a
HEIOCTHUT Ha BB3IyX CE BIJIOLIABA WIN MPOABIDKABA IBJITO BpEME, YBEIOMETE JIEKaps CH.
Bammsar nekap e pemu 1anyd ToBa U3UCKBa JICYEHUE WK AOITbIHUTETHH U3CIICIBAHNU.

Jpyru Bb3MOKHM HeKeJIaHH peaKkuu

MmHoro yecTu (Moke 1a 3acerHat nmosede ot 1 na 10 qymm)

Brcoko HMBO Ha MMKOYHA KHCEIMHA B KPBbBTa (YCTaHOBSBA CE C TECT);
K®pBeHe, mprunHEHO OT HAPYIIEHHUS HA KPBBTA.

Yectn (Morar aa 3acersar 10 1 Ha 10 xymm)

CuHuHU;

['maBoGomnue;

UyBCcTBO 32 3aMastHOCT MJIH YCeIllaHe, Ye CTasTa ce BbPTH;

Jyapus 1y JIOIIO XpaHOCMUIIAHE;

[To3uBu 3a moBpbINaHe (TajcHe);

3arrex;

O6pus;

Cwpoex;

Cuaa 0oJKa M MoAyBaHe Ha CTaBUTE — TOBA Ca MPHU3HAIM HA IOAarpa;

UyBCcTBO 32 3aMassHOCT WJIM CBETOBBPTEK WA 3aMBIIICHO 3pEHHE — TOBA Ca MPHU3HAIM HA HUCKO
KPBBHO HAJSTaHE,

KspBene ot Hoca;

KbpBeHe cnen xupypruyHa HHTEPBEHIIMS WIK OT TIOPs3BaHUs (HAaIlpuMep Tpu OpbCHEHE) U
PaHU MO-CHUITHO OT HOPMAITHOTO;
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e KebpBeHe 0T cromairHaTa JuraBuia (s38a);
e KopBsmu BeHIH.

Heuectu (Morat ga 3acernar o 1 na 100 xymm)

e AnepruyHa peakuusi — 0OpuB, CbpOEK WIKM OTOK HA JIUIIETO, MM OTOK HAa yCTHUTE/E3UKa MOTaT
Jla ca MPU3HALM Ha allepruyHa peaKLus;
O06mbpkBane;

e 3purenHu npodieMH, NPUUYMHEHU OT HATUYUETO Ha KPBB B OKOTO;

e BaruHamHO KbpBEHE, KOETO € IMO-TEKKO WK CE CIIyYBa 110 BpeMe, Pa3IMyHO OT HopMasiHOTO B
(MEHCTpyaTHO ) KbPBEHE;

e KpbpBeHE B CTaBUTE U MYCKYJIHTE, IPEIU3BUKBAILO OOJIE3HEHO OAYBAHE;
Kp®B B yxoT0;
BrwTperieH KpbBOU3IMB, TOBA MOXKE /1A IPEIM3BUKA 3aMaiiBaHe UM CBETOBBPTEX.

Cpo0ImaBane Ha He)KeJAHH PeaKIHH

AKXO NOITyYnTe HAKAKBU HEXKEIIAaHU JICKAPCTBEHU PEaKLUK, yBeoMeTe Bamms iexap uin papmareBT.
ToBa BKJIFOYUBa BCUYKM B3MOKHH, HEOIIMCAHU B Ta3M JIMCTOBKA HEXEJIaHH peakiuu. Moxkere chio 1a
CHOOIMTE HEXENIAHHW PEaKIny JUPEKTHO Ype3 HAIlMOHAIHATA CUCTEMa 32 ChOOIIaBaHe, MOCOYCHA B
[punoxenue V. Karo cpo0mmaBare He)XeNaHH peakiny, MOXKETe 1a 1a/IeTe CBOS MPUHOC 32
MoJTyYaBaHe Ha MOBeYe HH(POPMAIKS OTHOCHO 0€30MacHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na coxpansiBare Brilique

CpxpaHsBaiiTe TOBa JIEKAPCTBO HA MSICTO, HEAOCTBITHO 3a JIeLa.

He n3non3BaiiTe TOBa JIeKapCcTBO ClIe]] CpOKa HA TOAHOCT, OTOENsI3aH BEPXY OJricTepa U KapToOHeHaTa
OMaKoBKa, COTBETHO cien Haanuca “EXP” u “T'onen 10”. CpokbsT Ha TOAHOCT OTrOBaps Ha
MOCHEIHUS ICH OT ITOCOYECHHUSA MeCell.

ToBa nekapcTBO HE U3KUCKBA CIEIUAIHU YCIOBUS Ha ChXpaHEHUE.

He u3xBbpnsiiTe nekapcTBaTa B KaHATU3ALMITA UM B KOHTEHHEPA 3a TOMAIIHU OTHAAbLIH.
[Nonmraiite Bamms hapmaneBT kak Ja M3XBBPIATE JIEKapCTBaTa, KOUTO Beue He u3moinspare. Te3n
MEPKH 1IIe CTIOMOTHAT 3a OIla3BaHe Ha OKOJIHATA Cpeaa.

6. ChbabpkaHue HA OIIAKOBKATA M JOINBJIHUTEIHA HHpOpManms

Kakso cpabpika Brilique
e AKTHBHOTO BEUIECTBO € TUKarpenop. Besika TabneTka, Aucneprupaiia ce B ycraTa, ChbIbpika
90 mg Tukarpemnop.

e Jlpyrure cbCTaBKH ca:
manuton (E421), mukpokpucrannaa nemynosa (E460), kpocnoBumnon (E1202), kcunmuron (E967),
0e3BozeH kanuues xunporeH gocdar (E341), narpues creapundpymapar,
xuapokcunponuminenyiaosa (E463), kononnen 6e3B0A€H CHIMLIUEB TUOKCU.

Kak nm3ruexnga Brilique n kakBo cbabpika onmaKkoBKaTa
Tabnerkute, IUCHIEPTUPAIIH CE B yCTaTa, ca KPBIUIH, TUIOCKH, ChC CKOCEHH Kpaulia, Oenu 1o 0seso
pO30BH, MapKupanu ¢ ,,90” Hazg ,,T1” oT enHaTa cTpaHa.

Brilique ce mpeaiara B:
e  mnephopupaHu eIHOA030BU OIMCTEPH B KapTOHEHU ornakoBku ot 10 x 1, 56x1 n
60x1 TabneTku, TUCTIEPTUpAIIH CE B yCTara.

He Bcuuku BHUIOBC OIMAKOBKU MOrart aa 6’L,I[aT ITyCHATHU B npona>i<6a.

IIpuTekaTes Ha pa3pelIeHHETO 32 YIIOTPe®a M NPOM3BOIUTET
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[IputexaTen Ha pa3peLIeHUETOo 3a ynoTpeoda:

AstraZeneca AB
SE-151 85 Sodertilje
IBernms

[IponzBoguren:
AstraZeneca AB
Gértunavagen
SE-151 85 Sodertilje
[IBenus

IIponzBoguren:
AstraZeneca UK Limited
Silk Road Business Park

Maccelsfield, Cheshire, SK10 2NA
Benukobpuranus

3a JOIIBJIHUTCIIHA I/IH(l)OpMa]_II/ISI OTHOCHO TOBa JICKApCTBO, MOJIsI, CBBP’KCTC CC C JIOKAJIHUA
NPEACTABUTCII HA IPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
AstraZeneca S.A./N.V.
Tel: 432237048 11

Bbarapus
Acrtpa3eneka boarapus EOO/]
Ten.: +359 2 44 55 000

Ceska republika
AstraZeneca Czech Republic s.r.0
Tel: +420 222 807 111

Danmark
AstraZeneca A/S
TIf: +45 43 66 64 62

Deutschland
AstraZeneca GmbH
Tel: +49 41 03 7080

Eesti
AstraZeneca
Tel: +372 6549 600

EALGoa
AstraZeneca A.E.
TnA: +30 2 106871500

Espaiia
AstraZeneca Farmacéutica Spain, S.A.
Tel: +34 91 301 91 00

France
AstraZeneca
Tél: +33 141 29 40 00
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Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +322 37048 11

Magyarorszag
AstraZeneca Kft.
Tel.: +36 1 883 6500

Malta
Associated Drug Co. Ltd
Tel: +356 2277 8000

Nederland
AstraZeneca BV
Tel: +31 79 363 2222

Norge
AstraZeneca AS
TIf: +47 21 00 64 00

Osterreich
AstraZeneca Osterreich GmbH
Tel: +43 1711310

Polska
AstraZeneca Pharma Poland Sp. z o.0.
Tel.: +48 22 245 73 00

Portugal

AstraZeneca Produtos Farmacéuticos, Lda.

Tel: +351 21 434 61 00



Hrvatska
AstraZeneca d.o.o.
Tel: +385 1 4628 000

Ireland
AstraZeneca Pharmaceuticals (Ireland) DAC
Tel: +353 1609 7100

Island
Vistor hf.
Simi: +354 535 7000

Italia
AstraZeneca S.p.A.
Tel: +39 02 9801 1

Kvnpog
Aléktop PapuokevTiky] Atd
TnA: +357 22490305

Latvija
SIA AstraZeneca Latvija
Tel: +371 67377100

Romania
AstraZeneca Pharma SRL
Tel: +40 21 317 60 41

Slovenija
AstraZeneca UK Limited
Tel: +386 1 51 35 600

Slovenska republika
AstraZeneca AB, o.z.
Tel: +421 2 5737 7777

Suomi/Finland
AstraZeneca Oy
Puh/Tel: +358 10 23 010

Sverige
AstraZeneca AB
Tel: +46 8 553 26 000

United Kingdom
AstraZeneca UK Ltd
Tel: +44 1582 836 836

IlaTa Ha MOCJECAHO MpepasrjaeKaaHe Ha JUCTOBKaTa

JApyru n3rouHuny Ha mHGpopmanus

Hoz[p06Ha I/IH(i)OpMaI_II/IH 34 TOBa JICKApCTBO € MMPCA0CTAaBCHA Ha ye6ca1>'ITa Ha EBpOHefICKaTa arCHIus

T0 JIeKapcTBara http://www.ema.europa.eu.
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