INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Brilique 60 mg dunMupanu TabneTKu

2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB
Bceska Tabnerka cpabpika 60 mg Tukarpenop (ticagrelor).

3a IBJIHNUA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIDKTE TOUKa 6.1.

3. JIJEKAPCTBEHA ®OPMA
Ounmupana Tabnerka (TabieTka)

Kpbriu, 1BoOMHOM3IBKHAN, PO30BH TaOJICTKH, MapKupanu ¢ ,,60” Hax ,, T oT eqHaTa cTpaHa U 0e3
MapKHpPOBKa OT JpyraTa.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

Brilique, npuno)xeH eqHOBPEMEHHO € alleTHIICAIMIMIOBA KucenrHa (ASA), e mokasaH 3a
npezna3BaHe OT aTepoTPOMOOTHYHN MHLIMACHTH NIPU Bb3PACTHHU MMALUEHTH C
- octwp kopoHapeH cuuapoM (OKC) umn
- aHaMHe3a 3a MUOKapjaeH uHdpapkt (M) u BUCOK PUCK OT pa3BUTHE HA aTEPOTPOMOOTHYHO
croutue (BK. Touku 4.2 u 5.1).

4.2 I[osnponlca N HAYMH HA NPUJIOKECHUE

gOBH[)OBKa

[anuenTure, npuemainu Brilique, TpsiOBa chIo Taka 1a mpreMaT HUCKA MOIAbprKAILa 1034 OT
75-150 mg ASA nHEBHO, OCBEH aKO TOBA € H3PUYHO MPOTHBOIIOKA3aHO.

Ocmpu koporapHu cunopomu

Jleuenuero c Brilique TpsiOBa na 3amouBa ¢ eAHOKpaTHA HaToBapBaiua 1o3a ot 180 mg (aBe TabneTkn
ot 90 mg), cien KoeTo ce mpoAbbkaBa ¢ 103a 90 mg nBa mbTH AHEBHO. [IpenopbyBa ce JeUeHHeTo ¢
Brilique 90 mg nBa nbTH JHEBHO Aa MpoAbkK 12 Mecena npu narnuentd ¢ OKC, ocBeH ako HsAMa
KJIMHAYHU TIOKa3aHMs 32 NIPeKbCBaHEe Ha pueMa (BX. Touka 5.1).

Anamuesa 3a muoxapoen ungapkm

Brilique 60 mg nBa mbTH AHEBHO € MPENOPBHUUTETHATA [103a, KOTAaTO € HEOOXOUMO YABIKCHO
JieyeHHE Ha MAlMEeHTH ¢ aHaMHe3a 32 MU oT moHe efHa roguHa ¥ BUCOK PUCK OT aTepOTPOMOOTHYHO
crOuTHe (BXK. Touka 5.1). Jleuenuero moxe na Obe 3armouyHaTo 6e3 MpeKbCcBaHe, KaTo MpoIbiikKaBalia
Tepanus clie]] HAa4aJIHOTO JICYCHHE OT eAHa roauna ¢ Brilique 90 mg uiu Tepamnus ¢ Ipyr aacHO3HH
mudocdar (AAD) peuentopen naxudutop npu nmanuenTd ¢ OKC 1 BUCOK pHCK OT
aTepoTpoMboTHdHO chOuTHE. JIeueHneTo Moxe 1a Objie 3aM0YHATO CHIO U 70 2 ToanHu oT MU nn
JI0 e/IHa TOJIHA CIIe/l CIIMpaHe Ha mpemecTBanoTo edeHune ¢ AJlP-penentoper naxubutop. Mma
OrpaHHYCHH JaHHU 3a e(PUKACHOCTTA U OE€30IaCHOCTTA Ha YIBJDKCHO JICUYCHHE C TUKArpeaop Hax

3 roAuHMU.

AKo e HeoOxoIuMa CMsIHA Ha Tepanusira, mbpBara f103a Brilique TpsOBa ga 0b1e npuiioskeHa 24 Jaca
clie TIocyaeIHaTa 103a Ha IPYTroTO aHTUTPOMOOTHYHO JIEKapCTBO.



[Iponycuama 0o3sa

Crimio Taka TpsiOBa J1a ce U304rBa MPONMyCcKaHeTo Ha TabneTka. [lanueHT, KOWTo e mpomycHal a
npueMe ao3ara cu Brilique, TpsiOBa 1a mpueMe caMo eHa Tabierka (clie[Baiarta CH J03a) B Jaca, B
KOMTO 00HM4aliHO 5 mpreMa.

Crenyaiiy monyJaiun
Cmapuecka ev3pacm
[Ipu manmeHTH B cTapyecka BB3pacT HE Ce Hajlara KOpeKIus Ha jo3aTa (Bx. Touka 5.2).

Bvopeuno yepescoane

[Ipu nauuenTu ¢ 6p0pevHO yBpekIaHEe HE € HeOOXOANMa KOpPEeKIUs Ha Ao3aTa (Bxk. Touka 5.2). He e
HaJM4Ha HH(pOpMaIs, Kacaella JICYSHHEeTo Ha MAIMEeHTH Ha TUalTi3a U TIOPajIy Ta3u MPUYNHA He ce
MIpernophYBa JICUEHUE C TUKATPEIIOp.

Yeproopobro yepedcoane

Tukarpenop He e MPOy4BaH IMPU NAIMEHTH C TEXKO YePHOIPOOHO yYBpEeXKIaHE U TOPaaH TOBA,
ynoTtpebaTta My OT Te3H MALMEHTH € MPOTUBOIIOKa3aHa (BX. Touka 4.3). Ima camo orpannuena
uH(pOpMAIH [IPH NALUEHTH C YMEPEHO YepHOApoOHO yBpexkaane. Kopurupane Ha go3ata He ce
npenopbYBa, HO THKArpeNop TpsOBa Ja ce U3I0J3Ba C MOBHUIIICHO BHUMaHUE (BXK. TOUKH 4.4 1 5.2).
[pu nanyeHTH ¢ IEKO YEPHOIPOOHO yBpEekKIaHe He € HeoOXoarMa KOPEKIUs Ha 103aTa (BXK.
ToYKa 5.2).

Ieouampuuna nonyrayus
BezomacHocTTa 1 e(hrkacHOCTTa Ha TUKArpesIop MPH Jiela Ha Bh3pacT moJ 18 ronuHu He e
yctaHoBeHa. Hsima HalWyHu TaHHU.

Hauun Ha npuniosxeHue

3a mepopaiiHO IPUIIOKEHHUE.

Brilique Mosxe na ce mpueMa cbe MM 6e3 XpaHa.

[Tpu nanyeHTHTE, KOUTO HE MOTAT J]a MPETIIbIIAT Isuta(1iesn) TadneTka(u), TaOJIeTKUTE MOTaT Jia
OBJaT CTpUTH Ha (UH Mpax, Ja ce CMECAT C MOJIOBUH Yallla BOJA U JIa c€ M3NHAT BenHara. Yanrara
TpsiOBa J1a ce M3IUIAaKHE ¢ OlIe TIOJOBUH Yallla BOJIa ¥ ChIIBPKUMOTO Ja ce m3nue. CMecTa Moxe Ja ce
npuiIara CbIIo U upe3 Hazo-ractpanHa confa (CH8 wim nmo-ronsama). Baxxno e Ha3o-ractpanHara
COH/Ia Ja ce MPOMHE C BOJA CJIe/ IPUIIOKEHHETO Ha CMecCTa.

4.3 IIporuBomokazaHusi

e  (CBpBX4yBCTBUTEIHOCT KbM aKTUBHOTO BELECTBO WJIM KbM HIKOE OT MOMOIIIHUTE BEIECTBA,
n30poeHu B Touka 6.1 (Bk. Touka 4.8).

AKTHBHO NAaTOJIOTHYHO KbPBEHE.

AHaMHe3a 3a HHTpaKpaHuallHa XeMoparus (Bx. Touka 4.8).

Texko yepHOAPOOHO yBpexkaane (Bx. Touku 4.2, 4.4 u 5.2).

CBHBMECTHOTO NPUIIOKEHHE Ha TUKArpesop ¢ MoiHu nHxuoutropu Ha CYP3A4 (aamp.
KETOKOHA30J1, KJIapUTPOMHIIKH, He(a30J0H, PUTOHABHP U aTa3aHaBHp), Thi KaTO MOXE J1a
JIOBeJIe /10 3HAUMTENIHO MOBUIIIEHNE Ha EKCTIO3UIUATa Ha THKArpenop (Bx. Touka 4.5).

4.4 CroenuajaHu npeaynpesxaeHust U NpeANa3sHl MEPKH IIPH ynoTpeda

Puck ot kbpBEHE

[IpunoskeHneTo Ha TUKArpesIop MPH MAMEHTH ¢ U3BECTEH MOBUIIICH PUCK OT KbPBEHE TPsOBa Ja ce

MIPELIeHH CIIPSAMO IT10JI3aTa M0 OTHOIIIEHUE Ha TIPE/Ia3BaHETO OT aT€POTPOMOOTUIHH UHITUIEHTH (BXK.

ToukH 4.8 1 5.1). AKO e KIIMHUYHO TIOKa3aH, THKAarpeIop TpsOBa 1a ce mpuiiara ¢ MoBUIIIEHO

BHUMAHHUE MPU CICTHUTE TPYNH MALIUECHTHU:

e [lanmeHTUTE CHC CKIOHHOCT KbM KBbpPBEHE (HAIp. OPaaX CKOPOIITHA TpaBMa, OTiepaIus,

HapyIICHUS B KPbBOCHCUPBAHETO, AKTHBEH MJIM CKOPOIIEH CTOMAITHO-YPEBEH KPHBOU3IIUB).
HpI/UIO)KeHI/IeTO Ha TUKarpejaop € npoOTUBOIIOKAa3aHO MpH MAIMUCHTH C aKTUBHO IIaTOJIOTUYHO
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KbPBEHE, IPY TAKMBA C aHAMHE3a 33 HHTPAKPaHUAIHA XeMOPAarus U MpH NalMeHTH C TEXKO
4epHOAPOOHO yBpekaaHe (BXk. Touka 4.3).

e [lammenTu, mpueMaly eIHOBPEMEHHO JIEKapCTBEHH MPOIYKTH, KOUTO MOTaT Jia MOBUIIIAT pHUCKa
OT KbpBeHe (Hamp. HecTepouaHN TpoTHBOBB3NanuTenHu cpeacrsa (HCIIBC), nepopanuu
AHTHUKOAryJaHTy H/Wid GUOPHHOIUTHIN) B paMKUTE Ha 24 Yaca OT pueMa Ha TUKarpesop.

Tpancdysusta Ha TpoMOOLKTHA Maca He 00OpbIIa aHTUTPOMOOTHYHHS €(EKT Ha TUKArPeIop IpU
3JIpaBU JTOOPOBOJIIIM U € MAJIKO BEPOSTHO JIa Ma KIIMHUYHA T10J13a TIPH MAIeHTH ¢ KbpBeHe. [loHexke
€HOBPEMEHHOTO NPUIIOKEHHE Ha TUKArpeJop ¢ JE3MOINPECHH HE CKbCSABA BPEMETO Ha KbPBEHE,
BEPOSITHO JIE3MONPECHH HsMa Aa ObJe e(UKaceH 3a OBIasBaHE Ha KPbBOM3IIUB (BXK. ToUKa 4.5).

AHTHQUOPUHONMUTHYHOTO JiedeHHE (AMHHOKAIPOHOBA MITK TPAHEKCAMOBA KHCEIHHA) /U
TepanusTa ¢ pekomOuHanTeH ¢akrop VIla morar ga yckopsT KpbBochcupBaneTo. [IpuemsT Ha
THKarpesop Moxe Jia ce Bb300HOBH ClIe/l KaTo IIPUYNHATA 32 KbPBEHETO € OTKPUTA U TO € OBJIAISHO.

Onepanuu
[TanuenTure TpssOBa 1a ObJAT MOCHBETBAHU J1a MHPOPMHUPAT JIEKAPUTE U CTOMATOIO3HUTE CH, Ue

ImpueMat TUKarpejaop, npeau aa uM 6’[))16 Ha3HauCHa HAKAaKBa XUPYpTrUYHa MHTCPBCHIUA U IPEIU Ja
3armo4vHaT Ja MpueMaT HOB JICKAPCTBCH MPOAYKT.

[pu nanmenture ot npoyuBaneto PLATO c HanpaBeH kopoHapHo-apTepuanen Oaiinac (CABG), npu
TUKarpesop ce HabJroJjaBa oBede KbpPBEHE OTKOJIKOTO IIPU KJIONUAOIPENl, KOraTo € cipsH 1 aeH
IIpeIy ONepanus, HO CXOIHA Y€CTOTa Ha 3HAYUTEITHO KbPBEHE, B CPABHEHHUE C KIOMHUIOTPE, CHE
CIIUpaHe Ha JeUEHUEeTO 2 WM NOBeUe IHU Mpeau oneparus (BxXK. Touka 4.8). AKO MalueHThT MOIeKU
Ha [UTAHOBA OTIEPAIUs U AHTHATPETAHTHUSIT €PEKT € HeXwellaH, THKArpenop TpsAoBa aa ce crpe 7 JHU
npeay XUpypruyHaTta HHTepBeHIH (BX. Touka 5.1).

[anmeHTH ¢ IpeamecTBal HCXEMUYEeH HHCYIAT
[amuenTtn ¢ OKC ¢ npeamecTsa HCXeMUYEH HHCYJIT MOTAT J1a ObJIaT JIEKYBaHH C TUKATPEJIop B
NpoabJDKeHUE Hall-MHOTO 10 12 Mecena (mpoyusane PLATO).

B PEGASUS manmentu ¢ anamuesa 3a MU ¢ nipeaiecTsan HCXeMHIEH HHCYJT HE ca BKIIOYBAHHU.
ITopanu ToBa, mpu JUICa HA JaHHU, JICUEHUE TIOBEUE OT €IHA TOJUHA HE C€ MPENOopPBUBa PU TE3U
MalUEeHTH.

UYepHOoIpoOHO YBpekIaHE

Ynorpebara Ha TUKarpenop € MPOTHBOIIOKa3aHa MPH MAIUEHTH C TEXKKO YePHOIPOOHO YBpEKIaHE
(Bk. Toukn 4.2 1 4.3). FiMa orpaHudeH OIUT ¢ TUKArPEIOpP MPH MAIUEHTH ¢ YMEPEHO Y€PHOAPOOHO
yBpeKAaHe, Iopaay TOBa MPU Te3H MALMEHTH ce MPernophuBa MOBUIIEHO BHUMAaHHUE (BXK. TOUKH 4.2

u5.2).

PuckoBw 3a pasBuTHe Ha OpajiMKapans MAIUCHTH

Ilopaau ycTaHOBSIBAHETO B MO-PAHHO KJIMHUYHO MIPOYUBAHE HA MPEAUMHO aCUMIITOMHU
BEHTPUKYJIAPHU I1ay3H, MAIIMEHTUTE C TIOBUIIICH PUCK OT pa3BUTHE Ha OpaguKapaus (Harp. MalueHTn
ChC CHHAPOM Ha OOJIHHS CUHYCOB Bb3ell 0e3 nericMelikbp, AV-0ok I unu 111 cTeneH, wiu TakuBa che
CBBp3aHu ¢ OpaJiuKapAws CHHKOIH) ca M3KIFOYEHH OT OCHOBHHTE NIPOYYBAHUS 32 OI[CHKA Ha
Oe3omacHocTTa U e(pUKacHOCTTa Ha TUKarpenop. Clie10BaTeHO, TOPAAH OTPAHUYCHHSI KIIMHUYCH
OITHMT, TUKArpeJIop TPsOBa J1a Ce U3IOJI3Ba C MOBUIIICHO BHUMAaHUE MPH TE3H MAIUeHTH (BXK. TouKa 5.1).

OcBeH TOBa, TUKarpeaop TpsOBa J1a ce mpuiiara ¢ MOBUIICHO BHUMAaHNE €THOBPEMEHHO C JIEKapCTBEHH
NPOJIYKTH, 32 KOUTO € U3BECTHO, Ue MHIynupat Opanukapaus. B npoyuBanero PLATO, obaue, He ce
HaOIFO/IaBaT JJOKA3aTeNICTBA 33 KIIMHUYHO 3HAYMMU HEXKEJIaH! PEaKIuy Clie/l eIHOBPEMEHHO
NPUIOKEHHUE C IUH WM TIOBEYE JIEKAPCTBECHU MPOIYKTH, 38 KOUTO € U3BECTHO, Y€ HHIYLUPAT
Opamukapaus (Hamp. 96 % Oerta-6mokepu, 33 % Omokepy Ha KAIIIUEBUTE KaHAIH TUITHA3EM U
Beparmamud, U 4 % Aurokcus) (Bx. Touka 4.5).



ITo Bpeme Ha xonTtepoBoTo noamnpoyusane B PLATO, noBede manueHT! ca UMajil BEHTPUKYJIapHU
naysu > 3 CeKyHIIHU ¢ THKarpeiop, OTKOIKOTO ¢ KIOMMIOTPeE, 10 BpeMe Ha ocTpara (as3a Ha TeXHUS
OKC. YBennueHHETO Ha YyCTAHOBEHHUTE C XOJITEP BEHTPHUKYJIAPHHU Tay3H ¢ THKArpeiop € Ouio mo-
BHICOKO TIpH MAIlMeHTH C XpOHUYHA chpAedHa HegocTaThbuHOCT (XCH), 0TKOIKOTO B IIIIOCTHATA
M3CleBaHa MOMyIalus 1o BpeMe Ha octpata (paza Ha OKC, HO He ¥ Ha TBPBHUS MECel] Ha JICYEHUETO
C THKarpeyop Win B CpaBHEHHUE ¢ KIONUAorpen. B Tazu nomynanus nandeHTH He € MMajlo HUKAKBH
CTpaHWYHH KJIMHUYHU TTOCIIEICTBYSI, CBBP3aHH C TO3M JucOanaHc (BKIIOUYUTEITHO CHHKOII HITH
MOCTaBsSHE Ha MeHCMeKbp) (BK. Touka 5.1).

2 !I/ICHHCH

JlucmHes ce choOIIaBa MpHU MaIMEeHTUTE, JICKYBaHU ¢ TUKarpesop. JlucnHesTa 0OMKHOBEHO € JIeKa JI0
yMepeHa 10 HHTEH3UTET U YeCTO OT3By4YaBa 0e3 He00X0AUMOCT OT MPEKbCBaHE Ha JeueHueTo. [lpu
MAIMEHTHTE ¢ aCTMa/XpOHNYHA 00CTpyKTHBHA OenonpobHa 6onect (XOBB) Moxke 1a mma nosuiieH
a0COIOTeH PUCK OT Bb3HUKBAHE Ha JUCIIHEs ¢ THKarpesop. Tukarpenop TpsOBa 1a ce U3MoI3Ba ¢
MOBHUIIIEHO BHUMAaHHUE MIPH NAMEHTH ¢ aHamMHe3a 3a actMa u/win XObb. Mexanu3MbT Bee ore He €
M3ACHEH. AKO MaLMEHTHT CHOOLIN 32 HOBOBB3HUKHAJIA, IPOABIDKUTEIHA HIIH BIIOIIEHA TUCIIHES, TOBA
TpsI0Ba J1a ce M3CIIeaBa IIJIOCTHO M aKO HE Ce TOJIepUpa, JISIEHHETO ¢ TUKArpeaop TpsiOBa 1a ce crpe.
3a gonbIHMUTENHA HHPOPMALIUS BIXKTE TOUKa 4.8.

IloBumiaBane Ha KpeaTUHHUHA

Hwusara Ha Kp€aTUHUHA MOraT Jia CC IMMOBUIIIAT 110 BPEME Ha JICUCHUETO C TUKAIrpeiop. MexaHU3MBbT
BCe OIIle He € n3sicHeH. brOpeunara pyHKIus TpsOBa 1a ce MpoBepsiBa ChIIIACHO CTaHAapTHATA
MeauimHcka npaktuka. [Ipu namuenTta ¢ OKC ce mpemopbuBa ChIIO Ja ce MpoBepHu OBOpeuHaTa
(YHKIUS €IMH MECell CIe]] 3al0YBaHe Ha JICICHUETO ¢ TUKAIrpeliop, KaTo ce 00phIina 0COOCHO
BHHUMAaHHE Ha MAIMEHTH > 75 TOJWHM, TAIIMEHTH C YMepeHa/Texxka ObOpedHa HeJJoCTaThUHOCT U
TaKWBa, KOUTO TOIYyYaBaT ChITHTCTBAIA TEPAIUs C aHTHOTeH3UH-penenTopHu 01okepu (APB).

YBennuaBaHe Ha MUKOYHATA KUCETUHA

XunepypuKeMusi MOKe 1a Bb3HUKHE 10 BpeMe Ha JieueHHe ¢ TUKarpenop (Bx. Touka 4.8). Tpsaoda na
ce BHUMaBa IIpH MallMeHTH C aHAMHE3a 33 XUIEePYPUKEMUS WU ToAarpo3eH aptput. Kato npeanasxa
MsIpKa He ce HachpyaBa yrnorpedara Ha THKAarpesop NpH MayeHTH ¢ ypeMUIHa Hedponarusi.

[lpyru

Ha 06a3a Ha HaOmogaBanara B PLATO Bpb3ka MeXIy noaabpkaiiara 103a ASA U OTHOCUTEIHATA
e(pMKacCHOCT Ha THKAarpejaop B CpaBHEHUE C KIOMUAOTPEN, HE CE MPENOpPhUBa €AHOBPEMEHHOTO
NPUIOKEHHE Ha TUKArpesiop U BUCOKa noaabpskama 1o3a ASA (> 300 mg) (Bx. Touka 5.1).

Panno npeycraHoBsiBaHe

PanHOTO civpaHe Ha KOSITO U /1a € aHTHarperaHTHa Tepamnusi, BKIIOYUTENIHO U ¢ Brilique, moxe na
JIOBeJIe 10 TIOBUIIIaBaHe Ha pucka oT chpAeuHo-chaoBa (CC) embpt unu MU, BenencTere Ha
NoJIeXKaoTo 3abosBane Ha nanpenTa. CienoBaTenHo, TpsiOBa 1a ce U304rBa MpexIeBPEeMEHHO
CIUpaHe Ha TepaInusiTa.

4.5 Bs3amMmopeiicTBHE ¢ IPYTrH JeKaAPpCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojeiicTBHe
Tuxarpenop e npenu Bcuuko cyocrpar Ha CYP3A4 u cnab uaxubutop Ha CYP3A4. Tukarpenop e
chIo cyocTpar Ha P-rimkonporenna (P-gp) u cab maxubutop Ha P-gp u Moxe 1a moBUIIm

EKCITO3UIMATA Ha cyOcTpaTh Ha P-gp.

Ed)eKTI/I Ha JpYIru JCKAPCTBCHU IIPOAYKTH BBPXY THKArpciop

Jlexapcmeenu npooykmu, koumo ce memaboausupam om CYP3A4

HUnxubumopu na CYP3A4

o  Momau nuaxudutopu Ha CYP3 A4 — eqHOBpEeMEHHOTO MPHIIOKEHNE HA KETOKOHA30JI C
TUKarpejaop BoAu 1o nosumasane Ha Cy,, 1 AUC Ha TuKarpenop, ChbOTBETHO 2,4 TTH U



7,3 mbTH. Cpo 1 AUC Ha aKTUBHHS METa0OJIUT Ce MTOHUKABAT, ChOTBETHO ¢ 89 % u 56 %.
Ouaksa ce u npyru Moinau naxuoutopu Ha CYP3 A4 (knaputpomMunind, Heda3oaoH,
PUTOHABUD W aTa3aHaBHP) Jla KIMAT CXOJHU ¢(EKTH, U TIOPaJX Ta3u MPUIHUHA, CITHOBPEMEHHOTO
npmioxerne Ha MoiTHA CYP3 A4 uHXUOUTOPH C TUKArpesiop € IPOTUBOIOKA3HO (BIK.

Touka 4.3).

o  VYmepenu naxudburopu Ha CYP3 A4 — emHOBpEeMEHHOTO NPUIIOKEHHUE HA JUITHA3EM C
tukarpenop nopumana Cy,, Ha THKarpesiop ¢ 69 %, a AUC — no 2,7 nbTi U noHmkapa C,,,, Ha
aktuBHUA MeTabomuT ¢ 38 %, nokato AUC ocraBa HempoMmeHeHa. Tukarpeiaop He oKa3Ba
BIMSHME BHPXY IIa3MEHaTa KOHIIEHTpanns Ha auiTha3eM. O4JakBa ce ApyruTe yMEpEeHU
naxubutopu Ha CYP3 A4 (Hanp. amnpeHaBup, anpenuTaHT, EpUTPOMUIIMH U (IyKOHA30I) 1a
uMar cXoJieH e()eKT U CHIIO JIa MOTaT Jia ce TPHIIaraT eJJHOBPEMEHHO C THKarpelop.

HUnoyxkmopu na CYP3A

EnHoBpeMeHHOTO NpHIIOKeHHe Ha prudaMIUIMH U THKArpeiaop BoIu 1o noHmwkaBaHe Ha Cy,x 1 AUC
Ha THKarpesop cboTBeTHO ChC 73 % u 86 %. C.x Ha aKTUBHUS MeTabonmuT He ce nmpomeHs, a AUC ce
NOHM)XaBa chOTBETHO ¢ 46 %. Ouaksa ce apyrure uagykropu Ha CYP3A (namp. ¢penurous,
kapbamazenuH u peHoOapOuTam) ChIIO /1a TOHMKABAT SKCIIO3UIUATA Ha THKArPEIop.
EnnoBpeMEHHOTO NPUIIOKEHHE HA TUKArpenIop ¢ MOIHU HHIykTOopy Ha CYP3A Moke na MoHMKH
EKCIO3UIMATA U e(PUKACHOCTTA HAa TUKATPENIOp, U OPaay Ta3u MPUYUHA HE C€ HAChpPYaBa TAXHOTO
€HOBPEMEHHO MPHIIOKEHUE C TUKArPesIop.

Luxnocnopun (unxubumop na P-gp u CYP3A4)

EnnoBpemeHnHOTO npuiiokeHre Ha nukiocnopud (600 mg) u TUKarpenop BOIU 0 MOBUIIIABaHE Ha
Cax 1 AUC Ha THKarpenop cpoTBeTHO 2,3 mbTH U 2,8 bTH. [Ipu HamuueTo Ha rukinocnopud, AUC
Ha aKTUBHMS MeTa0onuT ce nosumana ¢ 32 %, a C,,,, ce moHmxkana ¢ 15 %.

Hsama nannyam nanHM 3a eAHOBpEMEHHaTa ynorpeda Ha TUKarpesop ¢ APyryd akTUBHH BEILECTBa,
KOHTO CBILO ca MOIIHU MHXMOUTOpH Ha P-gp n ymepenu uaxudburopu Ha CYP3A4 (nanp. Bepamamu,
XUHUAMH), KOUTO CBILO MOTaT Aa MOBUIIAT €KCIIO3ULIMATA HA TUKArpenop. AKo KoMOuHanusATa He
MoXe Jja ObJie n30erHara, TAXHOTO eJHOBPEMEHHO MPHIIOKEHUE TPsiOBa J1a ce U3BBPIIIBA C TOBHIICHO
BHUMAaHHe.

QQ yeu

Knuanyanre npoyuyBanus 3a ¢apMaKoIOTHIHN B3aUMOICHCTBHS TIOKA3BaT, Y€ €IHOBPEMEHHOTO
MIPUIIOKEHNE HA TUKATrpeiop ¢ XenapuH, eHokcanapuH 1 ACK uim ne3mMonpecrH He 0Ka3Bat
BB3ACUCTBHE BbPXY (PapMaKOKWHETHKATA HA TUKATPEJIOp WM AKTUBHHUSA MYy METa0ONHUT, UK BBPXY
AJ1®-unaympanaTa TPOMOOLIMTHA arperanys, B CpaBHEHUE C TUKArpesnop, MPUI0KeH
CaMOCTOSTENIHO. AKO € KIIMHUYHO [T0Ka3aHO, JICKaPCTBEHU MPOAYKTH, KOUTO U3MEHAT XEMOCTA3aTa,
TpsOBa J1a ce M3MOJI3BAT C IOBULICHO BHUMAaHKE B KOMOWHAIIMSA C TUKATPeop.

HaGmioaBana e IByKpaTHO yBeIMYEHa €KCIIO3UIUS HA TUKArpesiop ciies KOHCYManus Ha FoJIeMH
KOJIN4ECTBa COK OT rpeiindpyT naesro (3x200 ml). Ta3u cTeneH Ha yBeIMYEHUE HA €KCIIO3ULUATA HE

C€ O4YakKkBa aa 6’[»,[[6 KIMHHUYHO 3Ha4YrMa 3a IMOBCUYCTO IMAalIUCHTH.

EdexTr Ha THKarpenop BepXY APYIH JIEKAPCTBEHN IPOAYKTH

Jlexapcmeenu npooykmu, koumo ce memaboauzupam om CYP3A4
o  Cumeacmamun — €eTHOBPEMEHHOTO MPUIIOKCHHUE HA TUKArPEIOp ChC CUMBACTATHH BOJIU JIO

nopumabane Ha C,, 1 AUC Ha cuMBacTaTuH ChOTBETHO ¢ 81 % u 56 %, KakTo U Ha
nosummaBaHe Ha C,x 1 AUC Ha cmMBacTaTHHOBaTa KHCEJIMHA ChOTBETHO ¢ 64 % u 52 %, kato B
OTJICJIHU CJIy4au Ce JOCTUra 2 10 3-KpaTHO MoBHIIaBaHe. EJHOBPEMEHHOTO NPUJIOKEHHE Ha
TUKarpejaop U CUMBAcCTaTHH B /1033, HajBuIapama 40 mg AHEBHO, MOXKE J1a TOBEE 10
HEe)KeTIaHW PEaKkIMy Ha CUMBACTATHH U TPsiOBa Ja ce MpeleHH CIPsIMO OTEHITMATTHUTE MOJI3H.
CuMBacTaTHH HE OKa3Ba BIHUSHUE BbPXY IUIA3MEHUTE KOHIIEHTPAIIUN HA THKATPEIIOP.
Tukarpenop Moxe J1a OKa3Ba CX0JIeH e(eKT BbpXY JioBacTaTuH. He ce mpenopbuBa




€IHOBpEMEHHATa yrnoTpeda Ha TUKAarpesIop CbC CHMBACTAaTHH WIIM JIOBACTAaTHH B JI03H,
HagBumaBamy 40 mg.

e  Amopeacmamun — €ATHOBPEMEHHOTO MPUIIOKEHNE Ha aTOPBACTATHH U TUKArpeiop BOIH J10
noBumaBane Ha C,, 1 AUC Ha aTropBacTaTHHOBATAa KHCEJIWHA CHOTBETHO C 23 % u 36 %.
Cxonno noeuimasane Ha AUC u C,x € Ha0JII01aBaHO MTPH BCUYKH METa0OJUTH Ha
aTOpBacTaTUHOBATa KUCEIWHA. Te3u NOBUIIEHN CTOWHOCTH HE CE CYUTAT 32 KIMHUIHO
3HAYNMHU.

e He moxe na ce n3kimoun nogo0eH eekT 1 BpXy APYTd CTATHHH, METaOOTU3UPaHH OT
CYP3A4. ITaruentute B npoyuBaneto PLATO, kouTo ca moirydaBaiyd THKarpeiop, ca
NpUeMaly pa3IniHy CTaTHHU 0e3 ChoOpaXKeHre 10 OTHOIICHHE Ha Oe30I1aCHOCTTa Ha CTaTHHA
pu 93 % ot xoxoprata Ha PLATO, kosTO € npuemana Te3u JeKapCTBEHU MPOTYKTH.

Tuxkarpenop e cnabd naxuoutop Ha CYP3A4. EnHoBpeMEHHOTO PUIIOKEHHE Ha TUKATPEIIOP ChC
cyoctparu Ha CYP3A4 ¢ TeceH TepaneBTHUCH MHIEKC (HAIP. IUA3ANPHT WK eproajKalonaIn) He ce
MIPENOPHYBA, ThiI KATO TUKATrPENIOp MOXKE J1a MOBUIIH €KCITO3UIMATA Ha T€3H JEKapCTBEHHU MPOTYKTH.

P-gp cybempamu (sxniouumentio Ou20KCUt, YUKIOCHOPUL)

EnHOBpEeMEHHOTO MPUIIOKEHUE C THKATrpesaop Boau 1o noBuiaBane Ha Cy,, 1 AUC Ha TUTOKCUH
CBOTBETHO CBC 75 % u 28 %. CpenHure Hall-HUCKU HUBA Ha JUTOKCHH ce MoBUIIaBaT ¢ okojio 30 %
MIPH €THOBPEMEHHO MPMIIOKEHUE C TUKATPEIOpP, KaTO B HAKOW OTACIHU CITy4al Ce OTYUTAT MAKCUMYM
JIBYKpaTHU ToBHUIIaBaHus. B npuckcTBreTo Ha MUTOKCUH C.y 1 AUC Ha TUKarpenop u akTUBHUS MY
MeTabouT He ce noBnusaBaT. Clie0BaTEIHO, IPH SHOBPEMEHHO MPUIIOKEHNE Ha TUKArpesop ¢
P-gp-3aBucumu nekapcTBEHU NPOAYKTH C MaTbK TEPANEBTUUEH UHIEKC KAaTO AUTOKCUH, CE
MPETopbYBa MOAXOIAI KIMHUYCH U/UIIN JTa00PaTOPEH KOHTPOJL.

Tuxarpenop He OKa3Ba BIUSHHUE BbPXY KOHIIEHTPALMATA HA IIUKJIOCIIOPHH B KpbBTa. EQEekTsT Ha
TUKarpesop BepXy Apyru cyocTpatu Ha P-gp He e mpoyuBaH.

Jlexapcmeenu npooykmu, koumo ce memabdoausupam om CYP2C9

EnHoBpeMeHHOTO NPUIIOKEHNE Ha THKArpesop ¢ TOJIOyTaMu ] He BOAH J0 MPOMsHA Ha IIa3MEHUTE
KOHIICHTpAIlMK Ha KOWTO U Jia € OT ABaTa MpOoAyKTa, KOETO MpeAroiara, 4e THKarpeiop He e
naxuobutop Ha CYP2C9 u e manko BeposTHO 1a nmoBnusiBa meguupanus oT CYP2C9 merabonnuszsm Ha
JIEKapCTBEHH NMPOAYKTH KaTo Bap(apuH U TOIOYyTaMuUI.

Hepopannu xonmpayenmueu

EnHOBpeMEHHOTO NPUIIOKEHHE Ha TUKATPEIIOP C JICBOHOPTECTPEN U €TUHWII ECTPAION BOAH JI0
MTOBUIIIABAHE Ha €KCIO3UITUATA KbM €THHWI €CTPaauoi ¢ mpuomm3uTeHo 20 %, Ho He TOBIHSIBA
(hapMaKOKMHETHKATa Ha JeBOHOprecTpel. [Ipu enHOBpEeMEHHO PUIOKEHHE Ha JICBOHOPTECTPE U
ETHHIJI €CTPAINOII C TUKATPEJIOp He CE 0YaKBa KIIMHUYHO 3HAYUM e(eKT BhpXY e(hUKACHOCTTA Ha
MIEPOPATHHS KOHTPALICTITHR.

Jlexapcmeernu npoOyKkmu, 3a KOUmMo e U38eCmHO, Ye UHOYyuupam 6paouxapousi

[lopanu HabmogaBane Ha NPEAMMHO AaCUMITOMHH BEHTPHUKYJIAPHH Nay3U U OpaAnKapaus ce U3UCKBa
MOBHILIEHO BHUMaHHE, KOraTo TUKArpesop ce Mpujiara eIHOBPEMEHHO C JIEKApCTBEHH MPOIYKTH, 32
KOHTO € U3BECTHO, Y€ HHAYIMpaT Opaaukapaus (Bx. Touka 4.4). B nmpoyusanero PLATO, obaue, He
ce HabJIo1aBaT JOKA3aTeNICTBA 33 KIMHUYHO 3HAYMMHU HEXEJIaHU PEaKUH CJIe] AHOBPEMEHHO
MIPUIIOKEHHE C €IMH WM TIOBEYE JIEKAPCTBEHU MIPOAYKTH, 38 KOUTO € U3BECTHO, Y€ MHIYIHpaAT
Opanukapmus (Harp. 96 % Gera-6nokepu, 33 % O10KepH Ha KalIIUEBUTE KaHAIHM UITHA3EM U
Bepanamui, u 4 % ITUrOKCHH).

HUpyea convmemsawa mepanus

B knmuHMYHKTE MPOYYBaHUS THUKArpenop e npuiarad eanospeMenHo ¢ ACK, naxuburopu Ha
NPOTOHHATA [TOMIIA, CTATUHH, OeTa-0JI0KepH, THXUOUTOPH Ha aHTMOTEH3UH-KOHBEPTHUPALIHS EH3UM
(ACE) u anruotensuH Il penentopuu 0110kepH, HEOOXOAMMH 32 JICUCHHE HA CHITBTCTBAIIN
3a00JIsIBaHMS 32 JIBIBT TIEPHOJL, & CHIO U XEeMapHH, HUICKOMOJICKYJICH XeTapuH U UHTPABEHO3HH
unaxubutopu Ha Gpllb/Illa 3a kpaTko Bpeme (Bk. Touka 5.1). He ca HanmumuHu nanHu 3a HaOII0AaBaHU
KJIMHAYHO 3HAYMMH HEXEJIaHW B3aUMOACHCTBHS NPH YyNOTpeda Ha Te3H JICKApCTBEHU POYKTH.




EnHOBpeEMEHHOTO NPUIIOKEHNE HA TUKATPEIIOP C XEMAPUH, EHOKCUITAPUH HIIH IE3MONPECHH HAMA
eeKT BbPXY aKTHBHPAHOTO MaplIuaIHO TpoMOoIutacTHHOBO BpeMe (aPTT), akTuBHpaHOTO BpemMe Ha
cbeupane (ACT) wim u3cnenBanusita Ha ¢pakTop Xa. Bee mak, mopaju noTeHIUAIHUTE
(hapMaKOIMHAMUYHHU B3aUMOJCHCTBHUS, €THOBPEMEHHOTO NMPHIOKEHNE Ha TUKAIPEJIOp C JEKAPCTBEHU
NPOIYKTH, 32 KOUTO € U3BECTHO, Y€ MPOMEHST XeMOCTa3aTa, TpsOBa Ja ce U3BBPIIBA C TIOBUIICHO
BHUMAaHHe.

[opanu croOmenus 3a abHOPMHO KOKHO KbpBeHe ¢ SSRI (Hanp. mapokceTuH, cepTpairH U
[UTAJIONpaM), IpernopbuBa ce BHUMaHue, korato SSRI ce npuarar ¢ Tukarpenop, Thit KaTo TOBa
MOJKE /1a TIOBHILIU PUCKA OT KbPBEHE.

4.6 @DepTUaAUTET, OPEMEHHOCT U KbpMeHe
Kenu c nerepojieH moTeHIHAT

Kenu ¢ neTepojicH MOTEHIIMA TPsOBA 1a U3MON3BAT e(PEKTHBHU KOHTPAIICNITUBHA MEPKH, 3a Ja
n30erHar 3a0peMeHsIBaHe 110 BpeMe Ha JICYCHUE C TUKArpesiop.

Bbpemennoct
Hsma unm uma orpaHMueHo KOJIMUYECTBO JaHHHU 3a yIoTpedara Ha TUKArpesop npu OPEeMEHHHU KCHHU.

[IpoyuBaHusaTa IpH )KUBOTHH [TOKA3BAT PEIIPOJYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).
Tuxarpesnop He ce mpenopbyBa 10 BpeMe Ha OpEMEHHOCT.

Kopmene
Hanmuaute papmakonnHaMIYHN/TOKCUKOJIOTUYHH JaHHU TPY )KUBOTHH TTOKA3BaT €KCKPEIHsl Ha

TUKarpeJiop U akTUBHUS My MeTaOOJIUT B MIISIKOTO (BX. Touka 5.3). He Moxe Aa ce M3KII04M pUCK IPH
HOBOpO/IeHH/KbpMaueTa. TpsoOBa 1a ce B3eMe pelleHne JJali Jja ce Cpe KbPMEHETO, WIIH 1a ce
IpeKpaTH/aa He ce IpHiIara Tepamnusi ¢ THKarpenop, KaTo ce B3eMe NMPeaBU]I [oI3aTa 0T KbPMEHETO 3a
JETETO U MoJ3aTa OT TepanusiTa 3a KeHaTa.

DepTunuTer
Tukarpenop He OKa3Ba BIUSHUE BBPXY MBKKHA U )KEHCKUS (DePTUIUTET NIPU KUBOTHH (BK.

Touka 5.3).
4.7 EdexTn BbpXy cnioco0HOCTTA 32 oupaHe u padora ¢ MAIIUHA

Tukarpenop He MOBIUSIBA WU MOBIMIBA MPESHEOPESIKUMO CITIOCOOHOCTTA 32 Iodupane U padoTa ¢
MaruHu. [lo BpeMe Ha JIeueHne ¢ TUKarpenop ce cho0Iana 3amaiiBane u o0bpkBane. CienoBaTenHo,
MAIMEHTH, KOUTO TIOTyYaT Te3W CUMIITOMH TpOBa Jia ca MPeanasiuBy JOKaTo MoGUpPAaT Uik paboTaT
C MalInHU.

4.8 Hexenanu JeKapCTBEHH PeaKINU

Pesrome Ha mpodmira Ha 6e300acHOCT

[IpodunbT Ha 0€30IIACHOCT HAa TUKATPEJIOP € OLICHABAH B JIBC TOJICMH KJIMHHUYHHU M3MMTBaHuUsA (da3a 3
no otHoIieHue Ha uzxona (PLATO u PEGASUS), sxmouany nosede ot 39 000 marueHTH (BXK.
Touka 5.1).

B PLATO, npu nmanmeHTHTe Ha TUKAarpeIop MMa Mo-BUCOKa YECTOTa Ha NIPEyCTaHOBSBaHE Ha
TepanusTa Nopaay HexKeJIaH! ChbOUTHSA, B cpaBHEHHE ¢ kionuaorpein (7,4 % copsmo 5,4 %). B
PEGASUS nanueHnture, 1€KyBaHH ¢ THKarpeaop, IMaT MO-BUCOKA YECTOTA Ha IIPEyCTaHOBSIBaHE Ha
TepanusiTa Iopaay HeKEIaHu ChbOUTHS B CpaBHEHHE C rpymiaTa Ha Tepamnus camo ¢ ASA (16,1 % 3a
tukarpenop 60 mg ¢ ASA crpsimo 8,5 % 3a Tepanus camo ¢ ASA). Haii-uecto cho0miaBanure
HE)KEJIaH! PeaKlUyy MPH MAlMEHTHUTE, JEKYBAaHH C TUKAarpesiop, ca KbpBeHE U JUCTIHES (BX. ToUKa 4.4).



TabnudeH CIMCHK HA HEXKEINAHUTE PEaKIIuu
[IpencraBenuTe Mo-7A0Ty HEXETAHU PEAKIINH Ca UISHTU(HUIIMPAHH B IPOYYBAHUATA WU Ca CHOOIICHU
IIPH MOCT-MapKETUHTOB OMHUT ¢ TUKarpesop (Tadmuna 1).

Hexenanute peakuuu ca n3dpoenu no cucrtemo-opranet kiaac (COK) mo MedDRA. B pamkute Ha
Bceku COK HexxenaHuTe IeKapcTBEHH peakuru ca n30poeHu mo yectora. Kateropuure mo yecrora ce
neduHUpAT 10 ClieHaTa KOHBeHIHs: MHOTO YecTd (> 1/10), wectu (> 1/100 no < 1/10), Heuectn

(> 1/1 000 mo < 1/100), peaxu (= 1/10 000 mo < 1/1 000), maOTO peaxu (< 1/10 000), c Hem3BEeCTHA
yecToTa (0T HATMYHUTE JaHHU HE MOXKe /1a Ob/ie HalpaBeHa OLICHKA).

Tadoauua 1 — Heskes1aHu peaknyu 1mo 4ecTtoTa u cucremo-oprate kiaac (COK)

COK MHoro yecTH Yectn HeuecTn
Heonnazmu — KspBene ot Tymop®
Odobpoxavecmaen,
370KaAYecmeenu u
Heonpeoeneru (8K.

KUCMu U nOaunu)
Hapywenus na xpvema | KppBeHe, CBBpP3aHO €
u IuM@Hama cucmema | HapyLICHHUS Ha
KpPBBTa
Hapywenus na CBpBX4YyBCTBUTEITHOCT
UMYHHAmMa cucmema , BKJITFOUHUTEITHO
aHTHOEIEM

Hapywenus na XI/IHepypI/IKeMI/ISId [Monarpa/Ilomarpo3eH
Memabonuzma u apTpUT
Xpanenemo
Icuxuunu napywenus O0bpkBane
Hapywenus na 3amaiiBane, Borpeuepenen
HepeHnama cucmema Cunkorn, ['naBoOonye | KpbBOU3INB
Hapywenus na oyume KpbBou3IHiB B OKOTO®
Hapywenus na yxomo u Bepturo KpwBOu3nus B yxoto
aabupunma
Cvoosu napyuieHus XHUIMOTOHUS
Pecnupamopnu, epvonu | Aucnnes KspBene ot
U MeOUACMUHAIHY pecnpaTopHaTa
HapYuieHUs. cucTema
Cmomawino-upesHu CroMaurHo-4peBeH Perponepuroneanen
HapyueHus KPBBOHM3IIHBY, KPBHBOU3IUB

Huapus, I'anene,

Hucnencus, 3anek
Hapywenus na [NonkoxHO nnu
Kodcama u JIePMAIHO KbpBeHe',
HOOKOJICHAMA MbKAH O6puB, CrpOex
Hapywenus na MycKyaHO KbpBEHE'
MYCKYIHO-CKelemHama
cucmema u
CheOUuHUmenHama
MbKAH
Hapywenus na KbpBene ot '
b6vbpeyume u MUKOYHUTE IHTUIIE’
NUKOYHUME NbMuya




Hapywenus na

KspBene ot

6b3NPOU3BOOUNETHANA penpoayKTUBHATA
cucmema u 2bpoama cucremMa
Hzcneosanus [ToBumen KkpeaTnHUH

B KpBBTa’
Hapansasanus, KpbBousnus cien
OMPABAHUS U nporenypa,
VCO0JCHEHUS, TpaBmaTuaHO
BbL3HUKHANU 6 PEe3VAMAm KbpBeHE'
Ha UHmMepseHyuu
Hapywenus na KspBene ot
6b3NPOU3EO0UMENHAMA penpoayKTUBHATA
cucmema u 2bpoama CUCTEMA
Uscnedsanus [ToBuieH kpeaTnHUH

B KpbBTa’
Hapanseanus, KpbBousnus cien
OMPABGAHUS U nporenypa,
VCILOXHCHEHUS, TpaBmMaTn4aHO
6bL3HUKHAAU 8 KbpBEHE'

pe3yamam Ha
UHmMep8eHyUU

 HaIp. KbPBEHE OT PaK Ha MUKOYHUS MEXYP, PAK HA CTOMAxa, PaK Ha Je0en0To YepBo

® Hamp. MOBMIEHA TCHACHIMA KbM HACHHSBAHE, CIIOHTAHCH XEMATOM, XeMOPATHYHA JHaTe3a

¢ UnenTuduipana B IOCTMAPKETHHIOB OTIUT

4YecroruTe ca monyuenn ot naGopatopuu HabmoaeHns ([TMKOYHA KMCETHHA IOBUILIEHA > FOPHATA [PAHHMIIA HA HOPMATa
CIIPSIMO U3XOJHO HHMBO TOA WX B peepenTHnTe Tpanuim. Kpeatnaun nosumer > 50 % crpsMo U3X0AHO HUBO.), a HE €
NpuOIM3UTENIHA YeCTOTa Ha ChOOIIaBaHe Ha HEeXKEJIaH!U ChOUTHSL.

© Hamp. KOHIOHKTHBAIHO, PETHHHO, BBTPEOYHO KbPBEHE

T Hanp. emmcraxcuc, xemonTuza

€ Harp. KbPBEHE OT BEHIUTE, KPHBOUIMB OT PEKTYMA, KPHBOU3IMB OT CTOMAIIIHA S3Ba

f‘ Harp. eKXUMO03a, KOXKEH KPbBOU3JIUB, IETEXHU

! Hanp. XeMapTpo3a, MYCKYJIEH KPbBOU3IIUB

J Hamp. XeMaTypus, XeMOPAaruyeH LACTHT

X Hanp. BarMHATEH KPHBOM3IIHB, XEMATOCIIEPMELS, IOCTMEHONAY3AICH KPHBOM3IIHB

! HaIIp. KOHTY3HS, TPABMATHUCH XEMATOM, TPABMATHHUCH KPbBOM3IIHB

Onucanue Ha U30paHu HEXKENaHU PEaKIIMU

Kwvpsene
Haxooxu c kepsene ¢ PLATO
LsmocTHUTE pe3ynraTH 3a yecToTara Ha KbpBeHe B poyuBaHeTo PLATO ca nokasanu B Tabnuuna 2.

Tabauua 2 — AHaIU3 Ha 001MTe CHOUTHSA C KbpBeHe, n3uuciaenus no Kaplan-Meier na
12-tu mecen (PLATO)

Tukarpenop | kjaonuaorpesn
90 mg N=9 186

ABa IbTH p-croit

JTHEBHO HOCT

N=9 235
06110 3nauntendau ot PLATO 11,6 11,2 0,4336
darannu/xuBoro3acrpamiasaniu ot PLATO

5,8 5,8 0,6988

3naunrtenuau ot PLATO, HecBwp3anu ¢ 4.5 3.8 0,0264
CABG
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3naunrtenuau ot PLATO, HecBwp3anu ¢ 3,1 2,3 0,0058

WHTEPBEHITUN
KomOunauUpanu 06110 3HauuTeTHu + 16,1 14,6 0,0084
He3Hauuteanu ot PLATO

Hecbp3anu ¢ MHTEpBEHIINM 3HAYUTETHH + 5,9 4,3 < 0,000
He3HauuTeanu ot PLATO 1
3HaunTenau mo TIMI 7,9 7,7 0,5669
3HauuTenHU + He3HaunTeaHu 1mo TIMI 11,4 10,9 0,3272

Jepunuuum Ha KATErOpuUTe KbpPBEHe:

3HauHuTeNHO (ATATHO//KHBOTO3ACTPAIIABAIIO KbpBeHe: KITMHUYHO NPOSBEHO C MOHIKaBaHEe Ha XeMorioouHa ¢ > 50 g/l
WU C TIpENMBaHe Ha > 4 caka epUTPONUTHA Maca; Wi (aTanHo; WM HHTPAKPAHHAIHO; WM HHTPANIEPHKAPIHO ChC ChpACIHA
TaMIIOHa/a; MM C XUIIOBOJIEMHYEH IIOK; MIIM TeXKKa XUIIOTOHUS, H3UCKBAIIIA IIPECOPH; WM XUPYPrUIHA HHTSPBEHINS.
3naunTenHo Apyro: KinuHuyHo nposiBeHo ¢ moHmwkaBaHe Ha xemorsioouHa ¢ 30-50 g/l unu npenuBane Ha 2-3 caka
EpUTPOLIMTHA Maca; WIN 3HAUYUTEIHO MHBAJIMIN3UPALIO.

He3nauurenno kbpBeHe: V31ckBa MeUIIHCKA HaMeca, 3a CIPUPAHE WU JeKyBaHe Ha KbPBEHETO.

3naunTenHo KbpBeHe mo TIMI: KinunuHo nposBeHO ¢ MOHIKaBaHE Ha XeMorioouHa ¢ > 50 g/l unu ¢ HHTpakpaHuaiHa
XEeMOparusl.

He3nauurtenno kppBene no TIMI: Knunnuno nposiBeHo ¢ noHmkaBane Ha xemoriobuna ¢ 30-50 g/1.
*p-CTOWHOCT, M34YMCIICHA OT MOJE] Ha IPOHOPIHOHAIHNTE prckoBe Ha COX, KaTo rpynara Ha JICYCHHE € ¢IHHCTBeHATA
eKCIUIaHATOPHA TPOMEHIIHBA

Tukarpenop u KJIONUAPOrel HE CE Pa3iuyaBaT Mo OTHOLICHNE HA YECTOTHTE Ha 3HAUYUTEIIHO
(hatanHo/kuBOTO3acTpamasanio kbpeeHe B PLATO, 3naunrtenno kbpBene o61io B PLATO, macuBHO
kbpBeHe 1o TIMI nnu cna6o kepBene no TIMI (Tabnuna 2). Odade, mosiBaTa Ha KOMOWHHPAHO
3HaYUTEHO+HE3HAaunTeHO KbpBeHe B PLATO e moBeue ¢ TUKarpenaop, B CpaBHEHUE € KIOMHIOTPEL.
Manko narmertu B PLATO umar daranau kppBomsnusu: 20 (0,2 %) 3a Tukarpernop u 23 (0,3 %) 3a
KJonuaorpen (Bx. Touka 4.4).

Bw3pacr, mon, TesnecHo Terio, paca, reorpad)CKu paioH, ChI'bTCTBAILM 3a00sIBaHHA, ChIIBTCTBAILA
Tepanus ¥ aHaMHe3a, BKIIOUUTETHO TIPEAX0IeH HHCYIT WIK TPaH3UTOpHA HCXEeMHYHA aTaka, He ca
MIPEIUKTOPH KaKTO 3a 00II0TO, Taka M 32 HECBHP3aHOTO C MHTEPBEHIIMH 3HAYUTEITHO KbPBEHE 110
PLATO. Ilo Ta3u npuuuHa He € uIeHTU(UIMPaHa KOHKPETHA PUCKOBA Tpyma 3a KOMTO U J1a € MOATHIT
KBPBEHE.

Cspp3ano ¢ CABG kbpBene:

B PLATO 42 % ot 1584-te maruenty (12 % ot KoxopTaTa) ¢ HalpaBeH KOpOHApPHO-apTepraIcH
oaitrrac (CABG) ca nmomyuniu PLATO 3naunTenHo ¢aTaiHo/>KHBOTO3acTpaIaBaio KbpBeHe 0e3
pas3inka Mexay TepaneBTHYHUTe rpynu. ParaaHo KepBeHe, cBbp3ano ¢ CABG, ce nmosBsaBa npu
6 manueHTH BbB BCAKA OT TEPANEBTUYHUTE TPYIH (BXK. Touka 4.4).

Hecwp3ano ¢ CABG kbpBeHE U HECBBP3aHO C MHTEPBEHIIMN KbPBEHE:

Hsama paznuka Mexry THKarpeaop U KJIOMUI0rpe 1Mo oTHoLIeHne Ha HecBbp3anute ¢ CABG
TEXKH/KUBOTO3aCTpalllaBallyd KpbBOU3IHBH N0 AeduHununs Ha npoyuBaneto PLATO, o
3HaYUTEeNHUTE 001110, 3HaunTeNHH 10 TIMI u 3HaunTenHU+He3HaynTenHu 1o TIMI kpbBOM3INBH, 1O
neuaums Ha poyuBaneto PLATO, ca mo-yectu mpu Trkarpenop. ChIo Taka, ako ce U3KI0YaT
BCUYKH CBBP3aHH C HHTEPBEHIINN KPHBOU3IIMBH, TIOBEYE KPHBOM3IIUBH C€ HAOIOAaBAaT MPH
THKarpesop, OTKOJIKOTO mpH kionuaorpen (Tabnuna 2). [IpexpaTsiBane Ha JeYEHUETO OPAIH
HECBBP3aHU C HHTEPBEHLUH KPBBOU3JIMBH € M0-4€CTO C TUKarpenop (2,9 %), 0TKONKOTO ¢
kionmuaorpen (1,2 %; p< 0,001).
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WnTpakpanuanHa xeMoparus:

WuTpakpanuamHuTe KpbBOU3INBY, HECBBP3aHU C MHTEPBEHIUH, Ca TIOBEYE NPHU MPHIIOKEHHE Ha
TuKarpeaop (n=27 xpbBOU3IMBa IpH 26 naruenty, 0,3 %), OTKOIKOTO ¢ KIOMHA0TPE
(n=14 xpwBoU3NHBa, 0,2 %), OT KoUTO 11 KPHBOM3IHMBA C TUKATPENOP U | C KIOMUAOTPEN ca paTaiHu.
Hsima pasnuka B 00must Opoii cityyan Ha (paTaiHO KbpBEHE.

Haxooxu c kepsene 6 PEGASUS

LanocTHuTE pe3ynTaTu 3a yectorara Ha KbpBeHe B poyuBaneTo PEGASUS ca mokazanu B

Tabmuma 3.

Tabanna 3 — AHau3 Ha o0IMTe CHOMTHSA ¢ KbpBeHe, n3unciaeHust no Kaplan-Meier na

36-tu mecen (PEGASUS)

Tukarpesaop 60 mg nsa Camo ASA
IIbTHU IHEBHO + ASA N=6 996
N=6 958
Koepuument
Kpaiinu Touku 3a 6e30macHocT KM % Ha PUCKA KM % P-CTOIHOCT
95 % CI)
KaTteropuu Ha kbpBeHe, onpeneaenu ot TIMI
3uauutento (TIMI) 23 a 628’3??21) L1 < 0,0001
Datao 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)

Hpyro 3nauntento (TIMI) 1.6 @ 331’651 65) 0,5 <0,0001
3HAYNUTEITHO WJIU HE3HAYUTEITHO 3,4 2,54 1,4 <0,0001
(TIMI) (1,93, 3,35)
3HAYUTEIHO WA HE3HAYUTEIIHO, WIIH 16,6 2,64 7,0 <0,0001
HM3KCKBAII0 MEIMIIMHCKA HaMeca (2,35,2,97)

(TIMI)
Kareropnu Ha KbpBeHe, onpenesienn B PLATO
3nauutenno (PLATO) 3,5 ( 925’537 37) L4 < 0,0001
2,4 2,38 1,1 <0,0001
daraH0/KUBOTO3aCTpAIIaBaII0 (173, 3.26)
Hpyro 3aauntenno (PLATO) = a 935’357 83) 0.3 <0,0001
3HAYUTEIHO WM HE3HAYUTEIIHO 15,2 2,71 6,2 <0,0001
(PLATO) (2,40, 3,08)

Jepunnuumn Ha KATErOpUATA HA KbpPBeHe:

3nauntenno (TIMI): ®aranno kbpBere NJIU Besko BeTpeuepento kbpsene, NI kIMHUYHO BUAMMU NPU3HALM Ha
KPBBOM3IIMB, CBbP3aH ChbC craja Ha xemoryiobuHa (Hgb) ot > 50 g/1, wnu nonmxenune Ha xemarokputa (Het) ot 15 %, kxoraro

nurcea croiHoct Ha Hgb.

®dartanno: CpOUTHE C KbPBEHE, KOSTO AUPEKTHO € JIOBEJIO 10 CMBPT B PAMKHUTE Ha 7 JIHHU.

BYK: BorrpeueperneH KpbBOU3IIUB.

Jpyro 3uauurteano (TIMI): Heparanno ne-BUK 3naunrtenso kppBene (TIMI).

He3snauurenno (TIMI): KimnHrnuHO BHIUMO ¢ OHIDKEHHE Ha XeMoraoouHa ot 30-50 g/l.

MzuckBamo meanuuHcka Hameca (TIMI): Msucksammo unrepsenuus UM Bogeno no xocnuranuzauus, UJIN nanaramo

OIICHKAa.

3HaunTenHo paTanHo/KuBoTO3acTpamapamo (PLATO): datanno xkepsene MJIM Besko BpTpeuepenHo kbpaene, MJIN
MHTpanepruKapIHaiHo CbC ChpaeyHa TamioHana, MJIN ¢ XumoBoaeMuyeH OK WM TeXKa XHIIOTOHHS, Hajlarama
IPHUIIOKSHNUETO Ha IIPECOPHU/MHOTPOIHU cpeAcTBa win oneparus, VIJIU kinHuaHOo BuguMo ¢ > 50 g/l moHmwkenue Ha
XEMOTTI00MHA WM TIPENATH > 4 eAMHUIM YePBEHU KPBBHH KIICTKH.
3naunrenno apyro (PLATO): 3naunmo uaBanmansupamo NMJIN xmmamaso Bugumo ¢ 30-50 g/l moHmkeHue Ha
xemornobuna, NJIU npenstu 2-3 exuHUIM YepBEHU KPBBHH KIICTKH.
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He3nauureano (PLATO): M3uckBa MeMIMHCKa MHTEPBEHLIMS 32 CIIMPaHE WM JICUEHHE Ha KbPBEHETO.

B PEGASUS 3nauutennoto kbpBeHe (TIMI) mpu Tuxarpenop 60 mg aBa mbTH THEBHO € HO-CHUITHO
OTKOJIKOTO IIpH JieueHne camo ¢ ASA. He e HabmrogaBaH MOBHILEH PUCK OT (aTanHO KbPBEHE U CE
YCTaHOBSIBA CAMO HE3HAYUTEIHO MOBUIIIEHHE Ha BbTPEUEPEHUTE KPBBOU3INUBU B CPABHEHHUE C
TepanusTa camo ¢ ASA. Mima manko cpOuTHS Ha (aTaaHO KbpBeHE B poyuBaHeTo, 11 (0,3 %) 3a
tukarpenop 60 mg u 12 (0,3 %) 3a Tepanusra camo ¢ ASA. HabGnronaBaHUAT MOBUILIEH PHCK OT
3HauuTenHo KkbppBeHe (TIMI) ¢ Tukarpenop 60 mg ce ABIHKU IPETUMHO Ha IMO-BHCOKATa 4eCTOTa Ha
npyro 3HaunTenHo kbpBeHe (TIMI), cBbp3ano cbe crouTHs B cTroManmHo-upeBanss COK.

[ToBuiieHa YecToTa Ha CHOUTHUS C KbPBEHE, MOA00HH Ha 3HaUNTENHO KbpBeHe (TIMI), e HaOr01aBaHa
B KaTeropuuTe 3HaYUTETHO Wiu HesHaunTenHo KkbpBeHe (TIMI) u 3nauntenno (PLATO) u
3HauuTeNHO Win He3HaunTenHo kKbpBeHe (PLATO) (Bxk. Tabmuna 3). [IpeycTanoBsBaneTo Ha
JICYEHUETO TIOPaIX KbPBEHE € T0-UeCTO B Tpyrara Ha Tukarpenop 60 mg B cpaBHEHUE ¢ Tpyrara Ha
TepanusiTa camo ¢ ASA (crotBeTHO 6,2 % 1 1,5 %). [loBeueTo OT TE€3M Cilydan Ha KbPBEHE Ca C MO0~
MaJika Texect (Ki1acu(uuupanu KaTo U3uCKBaIy MeauiuHcka Hameca (TIMI)), nanp. enmcrakcuc,
HACHHSIBaHE U XEMaTOMHU.

[IpodunbT Ha KEpPBEHE Ha THKarpenop 60 mg e cXo/1eH B MHOYKECTBOTO MPEIBAPUTEITHO OMPEICTICHN
NOATpyIH (Hamp. IO BB3PACT, MO, TEIJI0, paca, reorpad)CKu peruoH, ChbI'bTCTBAIM 3200 IsIBaHNUS,
CBITBTCTBAIIIA TEPAIUs ¥ MEIUIMHCKA aHaMHe3a) TIPU ChOUTHSI Ha 3HaYnTeNHO KbpeeHe (TIMI),
3HauuTenHo win HesHauutenHo (TIMI) u 3uauutento kppBeHe (PLATO).

BbTpeuepenHo KppBeHe:

Cnonrannu BUK ce chobmaBar ¢ mogo0Ha yectora 3a TUKarpenop 60 mg u tepamnus camo ¢ ASA
(n=13, 0,2 % B aBeTe rpynu Ha jeueHnue). Habmomasa ce HezHaunTenHo nopuiieHne Ha BUK
CBBP3aHO C TpaBMa M MPOLEIYPH NpH JieueHue ¢ Tukarpenop 60 mg, (n=15, 0,2 %) B cpaBHeHue ¢
tepanusta camo ¢ ASA (n=10, 0,1 %). Cpobrienu ca 6 garanan BUK ¢ tukarpenop 60 mg u

5 ¢aramau BUK c tepanust camo ¢ ASA. YectoTara Ha BETpEUEpEIHO KEPBEHE € HUCKA B JBETE TPYITH
Ha JIeUeHHE, KaTo ce MMa MPeBU 3HAUUTEIHUTE ChIIbTcTBAIIM 3a0o0msiBanus 1 CC prucKoBU QakTopu
B IIpOy4YBaHaTa MOMyJanusl.

Qucnyeﬂ

HucnHest, ycemane 3a 3aayX, ce cb0oOIIaBa OT MalUEHTUTE JIeKyBaHU ¢ Tukarpesop. B PLATO,
00eIMHEHNTE KaTO JUCITHES HEKENaH! JICKApCTBEHU CHOUTHS (AMCIHES, IUCITHES B TIOKOU, TUCTIHES
IpU YCUIIME, TApOKCH3MalHA HOIIHA JUCIIHES U HOIIHA AUCIHEs) ce chobmmanart ot 13,8 % ot
NAallUEeHTUTE, JEKYBaHU ¢ TUKarpeop, 1 3a 7,8 % oT nalueHTuTe, JeKyBaHu ¢ kionujorpen. [lpu

2,2 % OT manueHTUTe, IprueMaIiy TuKarpenop, u npu 0,6 % ot marueHTuTe, MpUeMaly KIOMHI0Tped,
B ipoyuBaHeTo PLATO u3cienoBarenure cuuTar, 4e JUCIHEsTa € IPUIHMHHO CBbP3aHa C JICYEHHETO U
Opodr Ha cepuosznuTte ciydau e manbk (0,14 % tukarpenop; 0,02 % xnonugorpen) (Bx. Touka 4.4).
Haii-yecto cpo011aBaHuTe CUMIITOMH Ha AUCIHES Ca JIEKH A0 YMEPEHH [0 HHTEH3UTET U OBEYETO Ce
ChOOIIABAT KATO €AMHUYCH €THM30/1 PAHO CJICH 3all0YBaHE Ha TEPaluATa.

B cpaBHenue ¢ knonuaorpen, nanueHtuTe ¢ actMa/XOBB, nekyBaHu ¢ TUKarpeynop, MoXxe Jia MMat
MIOBUIIICH PUCK OT TMOJyYaBaHe Ha HecepuosHa nuciaes (3,29 % tukarpenop capsamo 0,53 %
kjonuporpen) u cepuosna aucnued (0,38 % tuxarpenop cupsmo 0,00 % kiaonunorpen). B abcomotHu
CTOMHOCTHU TO3U PUCK € MO-BUCOK OTKOJKOTO B LisiocTHaTa nomynanud Ha PLATO. Tukarpenop
Tps0Ba Ja ce mpuJiara C MOBUIIIEHO BHUMAaHHWE TIPH TAIUEHTH ¢ aHaMHe3a 3a actMa u/mwu XOBb (Bk.
Touka 4.4).

Oxkoro 30 % ot enmu3zoauTte oT3By4aBaT B pamkute Ha 7 gau. PLATO BKiII0YBa mAIlMeHTH, KOUTO Ha
W3XOJIHO HUBO UMAT 3aCTOMHA ChpieuHa HeAocTaThuHOCT, XOBB i acTMa; Te3u nanueHTH u
MAIMEHTUTE B CTapUecKa Bh3pacT € MO-BePOSITHO J1a ChoOmaBaT nuciHes. 3a tukarpenop, 0,9 % ot
MAIMECHTHUTE MPEKbCBAT MPUIATAHETO HA MPOYYBAHOTO AKTUBHO BEIECTBO MOPAIU AUCITHES, CITPSIMO
0,1 % ot Te3u, mpuemaru kinonugorpen. [lo-BucokaTa yectoTa Ha AUCIIHES C TUKArpeJIoOp HE ce
acolMupa ¢ HOBa IMOsIBa WM BIIOIIABAHE HA ChPJCUHO WK OenoapoOHo 3a0oisBaHe (BK. ToUKa 4.4).
Tukarpenop He NOBIUsIBa OenoAPOOHUTE (PYHKIIMOHATHH TECTOBE.
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B PEGASUS nucmiaes ce crobmiaBa npu 14,2 % oT manueHTuTe, mpueMany Tukarpeaop 60 mg asa
I'BTH THEBHO, U TIpH 5,5 % oT manmenture, nmpuemamu caMo ASA. Kakto B PLATO, nosedeTo cirydan
Ha ChOOIICHA JUCITHES Ca JIEKU 0 YMEPCHH 0 HHTCH3UTET (BXK. Touka 4.4). [TanmeHTUuTe, KOUTO
ChOOIIaBaT AUCITHES ca OMIIM MPEAVMHO TI0-BBh3PACTHH H MO-9ecTo ca uManu auciHes, XObb mim
acTMa Ha U3XOJHO HHBO.

Hzcnedsanusa

IToBuienue Ha nukounara kucenuna: B PLATO e oTueTeHo NOBHILIaBaHE HAa CEPYMHATa MUKOYHA
KHCEJIMHA JO CTOMHOCTH, HAJABUIIIABAIM FOpHATA T'PaHULAa HA HOpMaTa, pu 22 % OT MolyJyaBalluTe
THUKATpeIop ManueHTH, crpsamo 13 % oT mosrydyaBammTe KIOnuaAorpesn narmueHTH. ChOTBETHUTE
crorinoctr B PEGASUS ca crotBeTHO 9,1 %, 8,8 % 1 5,5 % 3a Tukarpenop 90 mg, 60 mg u manebo.
CpenHara cepyMHa MTUKOYHA KUCEIIMHA Ce TTOBHINAaBa ¢ 030 15 % mpu npuiiokeHre Ha TUKarpesiop,
B CpaBHEHHUE C MPUOIU3UTEITHO 7,5 % Tpu MpUiIoKeHNE Ha KIOMUIOTPEN, a CJIe] CITUpPaHe Ha
JICYEHUETO Ce MOHIKaBa MPUOIN3UTENHO 10 7 Yo MpHU MPUIIOKEHNE Ha TUKArpesop, JOKaTo Mpu
KJonuaorpen He ce Habmoasa cnax. B PEGASUS ce ycranoBsiBa 00paTiMo MOBHIICHUE HA
CpelHUTE HMBA Ha CEpyMHa MMKOYHa KucenuHa oT 6,3 % u 5,6 % cboTBeTHO 3a THKarpeaop 90 mg u
60 mg B cpaBHeHHe ¢ 1,5 % moHmwkeHue B rpynara c miane6o. B PLATO dectoraTta Ha mogarpo3eH
aptput ¢ 0,2 % 3a tukarpenop crpsmo 0,1 % 3a kmonugorpen. CbOTBETHTE CTOMHOCTH 3a
nonarpa/mogarposer aprput B PEGASUS ca 1,6 %, 1,5 % u 1,1 % cproTBeTHO 3a THKarpenop 90 mg,
60 mg u maiebo.

Cno0II1aBaHe Ha MOO3UPAHU HOWKEITIAHHW PEAKITUH

CpoOI11aBaHeTO Ha TTOI03UPAHH HEXKETAHU PEAKIMK CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUsI
NPOAYKT € BaskHO. TOBa MO3BOJISIBA 1a TIPOIBIKH HAOIOICHUETO Ha ChOTHOIIICHUETO TOJI3a/pUCK 32
JIEKapCTBEHUS MPOAYKT. OT MEMIMHCKHUTE CIICIHATMCTH CE H3UCKBA J]a ChOOIaBaT BCsKa
MOJI03UPaHa HeXKeNlaHa Peakiys uype3 HalMOHAIHA CHCTEMa 3a ChOOIIaBaHe, MOCOYCHA B

Ilpunoxenue V.

4.9 TIlpeno3mpane

Tukarpenop ce moHacs 1o0pe npu eqHoKpatHu 1034 10 900 mg. ['acTporHTECTHHATHATA TOKCHYHOCT
¢ OmiIa JO30IMMHUTHPAHA B €HO MPOYUYBaHE C €IHOKPATHA HapacTBaIla 103a. Jpyru KIMHUYHO
3HaYMMU HEXEJIaHW PEaKIUH, KOUTO MOTaT a Ce MPOSIBST PU NpeI03UpaHe BKIIOUBAT IUCITHES U
BEHTPUKYJIApHU May3u (BXK. ToUka 4.8).

B cnyuaii Ha npeno3upane, MOTaT Jia c€ IPOSBAT TOpe CIIOMEHATUTE MOTEHIIMATHN HEeXeJIaH!
JIEKapCTBEHH peakiuu 1 TpaoBa aa ce uma npensua EKI” Mmonutopupane.

KbM MOMeHTa He € M3BECTeH aHTHAOT Ha THKArpesiop U He ce OYaKBa THKArpesop Aa ce Iuaau3npa
(Bx. Touka 4.4). [Ipu npexo3upane JeuyeHUETO TPSAOBA Aa ce MPOBEKIA B CHOTBETCTBHE C MECTHATA
CTaHJapTHA MEUIIMHCKA MpakTHKa. OUakBaHHUAT ePeKT OT mpero3rpane Ha THKArpesop € yAbDKeHa
NPOJIBIKUTEIHOCT Ha PUCKA OT KEPBEHE, CBBP3aH ¢ TpOMOOIMTHOTO nHXuOUpaHe. TpancdysusTa Ha
TpoMOOLIMTHA Maca € MaJKO BEPOSITHO Jja UMa KJIMHWYHA T10J13a PU MaLUEeHTH ¢ KbPBEHE (BXK.

Touka 4.4). Axo ce MosIBM KbpBEHE, TPAOBa Ja ce MpeIupruemMar ApYTrd HOAXO IS MMOATbPKAIIN
MEpKH.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoguHAMHYHH CBOJCTBA

®dapmakoTepaneBTi4Ha rpyna: MTHXuOuTOpH Ha arperarusara Ha TPOMOOIIUTHTE, C U3KITIOYCHUE Ha
xenapul, ATC koa: BOIAC24.

MexaHus3bM Ha IEHCTBUE
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Brilique cbabpxka THKarpeaop, CbeAMHEHHE OT Kiaca Ha [UKIIONEHTUITPHA30JIONUPUMUANHUTE
(CPTP), koiiTo e mepopalieH aHTaroHHUCT ¢ JUPEKTHO JeiicTBre Ha P2Y, peuenTopa, KaTto ce CBbp3Ba
C HETO CEJICKTUBHO B 00paTuMo U mpenoTsparsaBa AJ{D-menunpanara, 3aBucemnia ot P2Y |,
TPOMOOLIMTHA aKTUBALIMSA U arperanus. THUKarpenop He npeaoTBpatsaBa cBbp3BaHeto ¢ A/lD, a koraTo
ce cBbp3Ba ¢ P2Y |, penenTtopa, BE3NPENATCTBA CUTHAIHATA TPaHCAYKIUs, HHAynupana ot AJID. Teit
KaTO TPOMOOILIUTHUTE y4acTBAaT B MHULIMUPAHETO H/UIM PA3BUTUETO HA TPOMOOTHYHHUTE YCIOKHEHHUS
Ha aTepOCKIEPOTHYHATA OOJIECT, € 10Ka3aHo, 4Ye MHXUOMPaHEeTO Ha TPOMOOUTHATA (PYHKLIUS
HamansBa pucka ot CC croutms, kato cMbpT, MU 1w uHCYINT.

Tukarpesnop chlI0 YBeIHYaBa JIOKAIHUTE SHIIOTCHHN HHUBA HA aJICHO3MHA Ype3 HHXUOUpaHe Ha
eKkBUIMOpupamys HykiaeozuaeH Tpancnoprep -1 (ENT-1).

JokymeHTHpaHo e, ue npH 31paBu juna u nauuetu ¢ OKC, Tukarpenop yBenudasa ClIeAHUTE
edeKTH, MHIYIIUPaHH OT aJICHO3MH: Ba3oquiiaTaius (M3MepeHa Ype3 yBeInIaBaHeTo Ha KOPOHAPHHUSI
KPBBOTOK TIpH 3/ipaBu gooposoiy 1 nanuentu ¢ OKC; rmaBobonue), MHXHOUpaHe Ha
TpoMmOonuTHATa QYHKIMS (B YOBEIIKA I1sU1a KPBB i1 Vitro) v AUCIHes. Bpbp3kara Mex Iy
HaOJII0IaBaHUTE YBEJIMYCHUS HA alCHO3MH U KIMHUYHUTE pe3ynTaTu, obade (Hamp. 3a0oneBaeMoCT-
CMBPTHOCT), HE € KAaTETOPHUYHO U3SICHEHA.

dapmakoguHaMU4HU eHEKTH

Hauano na deicmsuemo

[Ipu manmenTH ¢he cTabmiIHa HexemuuHa OoiecT Ha cbpiieTo (MBC), mpuemaniun ASA, THKarpeiop
NOKa3Ba ObP30 HaCTBIIBaHE HA (papMaKOJIOTHUYEH eEeKT, KOWTO ce JEMOHCTPHUpPa OT CPEAHOTO
uHxubupane Ha TpomOonuTHaTa arperauus (UTA) okono 41 % 0,5 waca cnen nmpunoxenue Ha 180 mg
HaTOBapBallla 103a TUKarpenop, ¢ MakcumaieH epekt Bbpxy UTA 89 % 2-4 yaca cnen npuiioKeHUETO
Ha J03aTa, KOUTO ce 3aabpxka Mexy 2 u 8 gaca. [Ipu 90 % oT manmenture 2 gaca cien
MIPUIIOKEHUETO Ha J03aTa TepMuHanHoTo mukoBo MTA e > 70 %.

Kpaiut na devicmseuemo

Axo e mnannpana CABG nponenypa, pucKbT OT KbpPBEHE CBbp3aH C THUKArpeJIop € MOBUILIEH B
CPaBHEHHUE C KJIIOMUIOTPeNl, KOTaTo TepanusTa € IpeKpaTeHa Mo-Majko oT 96 yaca npeau
npolenypara.

Cmana Ha nekapcmeama

IIpemuHaBaHETO OT JIEUEHUE C KIOMUAOTPEN 75 mg Ha JedeHue ¢ Tukarpeiaop 90 mg aBa MbTH JHEBHO
BOIM 110 abcomoTHO noBumanane Ha UTA ¢ 26,4 %, a npeMHHABAaHETO OT JICYCHUE C TUKArpeiIop Ha
JIeYeHHUE C KIIOMHUOTPEN BOIHU 10 abcomoTHO noHmxkaane Ha TA c 24,5 %. [lanuenTture morat na
NPEMHUHABAT OT KIIOMUIOTPEN Ha TUKarpesiop 0e3 IpeKbcBaHe Ha aHTHArPETaHTHOTO JIHCTBHE (BXK.
Touka 4.2).

Kinanuna edukacHoCcT M 6€3001aCHOCT
KimandanTe nanHu 32 epUKacHOCTTa U 0€30MaCHOCTTA HA THKArpeliop ca MOyYeHH OT IB€ KIIMHUYHU
U3MMTBaHUA (asa 3:

e IIpoyuBanero PLATO [PLATelet Inhibition and Patient Outcomes (TpomboTH4yHO HHXHOHpaHE
Y KIIMHUYEH U3XO0J Ha MAaIMeHTa)], CpaBHEHHE Ha THKArpesIop ¢ KIOMUAOIPpe, U ABaTa
npuiIarand B komOuHaums ¢ ASA, 1 Apyra cTaHgapTHA Tepamusl.

e IIpoyuBanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IIpeBenIius ¢ THKarpenop Ha
BTOPHYHH TPOMOOTUYHU CHOUTHSI ITPU BUCOKOPUCKOBH MAITUEHTH C OCTHP KOPOHAPEH
CHHJIPOM)], CpaBHEHHE Ha THKarpeaop, komOuHupan ¢ ASA, ¢ Tepamus camo ¢ ASA.

IIpoyusane PLATO (ocmpu koporapHu cuHOpomiL)

IIpoyuBanero PLATO BkitouBa 18 624 nmanueHTH, KOUTO ca B 24-4acoBUS IEPUOJ OT HAYAJIOTO Ha
CHUMIITOMH Ha HecTaOWITHA CTEHOKapaus, HpapKT Ha Muokapaa 6e3 ST-enesauust [NSTEMI] unu ¢
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uH}apkT Ha MuoKapaa cbe ST-eneBanus [STEMI], u kouTo mppBOHAaYaTHO Ca JEKyBaHH
MeANKaMEeHTO3HO, WX Ype3 NepKyTaHHa kopoHapHa untepBeHius (PCI), niu upe3 nocraBsHe Ha
CABG.

Kaunuuna egpuxacrnocm

Ha ¢ona Ha exxenneBHo npuioxenue Ha ASA, Tukarpenop 90 mg Ba mbTH JHEBHO JEMOHCTPUPA
MIPEBB3XOICTBO CIPAMO 75 mg THEBHO KIOMUOTPEN MO OTHOLIEHNE Ha MIPEBEHIM Ha ChCTaBHATA
KpaitHa Touka 3a CC cMbpT, MU nnm uHCYAT, ¢ pasnuka, npousnu3ama ot CC cmbpt 1 MU
[NanuenTture nomyuyasar 300 mg HaTOBapBalla 103a KIOMUAOTrpel (Bb3MOoKHO € 600 mg, ako uMat
PCI) unmu 180 mg tuxarpemnop.

PesyararsT ce nosiBaBa paHo (abcostoTHa peaykius Ha pucka [APP] 0,6 % u oTHOCHTEIHA PeIyKITHsI
Ha pucka [OPP] 12 % na 30-1 neH) ¢ nocTosiHeH eeKT OT JCYSHHUETO 110 BpeMe Ha 1enus 12 MeceueH
nepuon, nasai ARR 1,9 % na roguna ¢ OPP 16 %. Tosa npeanonara, 4e € moAXOASIIO NallUEHTUTE
Jia ce JeKyBart ¢ TUKarpeaop 90 mg aBa mbTH IHEBHO 3a 12 mecena (Bx. Touka 4.2). Jleuennero Ha

54 nmauuent ¢ OKC ¢ TuKarpenop BMecTo ¢ KJIOMUAOTpeN MpeaoTBpaTsiBa 1 aTepoTpoMOOTHIHO
cpouTHe; teuenuero Ha 91 nanuentu npeporspatssa | CC cmbpt (Bk. @urypa 1 u Tabnuna 2).

TepaneBTHUHUAT €EeKT HAa TUKATPENIOp, HAAXBBPIIAIL TO3H Ha KIOMUAOTPET, U3TIIEKIa CXOIEH B
MHOT'O IOATPYIIH, BKIIFOYUTEIHO TETJIO0, [0Jl, aHAMHE3a 3a 3axapeH JuadeT, TPaH3UTOpHA HCXEMHUYHA
aTaka WM He-XeMOparnueH WHCYIT, UM PEBACKYJIapU3alisl; TP ChI'BTCTBAILO JCYCHNE BKITIOYBAILO
xemapuH, GplIb/Illa vaxnOUTOPH M MHXUOUTOPU HA TIPOTOHHATA TTOMIMA (BXK.TOYKA 4.5); pH
OKOHYaTeNHaTa JuarHosa Ha nokazatento csoutue (STEMI, NSTEMI, HA); u ipu rranupanus npu
paHgOMM3aIUATA JIeueOeH MOX0 ] (HHBa3WBEH W MEIMKAMEHTO3CH ).

YcranoBeHo € cn1abo CUTHU(HUKAHTHO TEPAeBTUYHO B3aUMOJICHCTBUE B 3aBUCMOCT OT PErHoHa,
CBIIIacCHO KoeTo KoeduueHTsT Ha pucka (HR) 3a mbpBruuHaTa KpaiiHa TouKa € B 1oJ13a Ha
TUKarpesop 3a ocTaHajaTa 4acT Ha CBETa, HO € B [10J13a Ha Kionujorpe 3a CeBepHa AMepuKa, KOsITO
cheTapisABa npuonmsuTenHo 10 % oT usanara mpoyyBaHa nomyjiamnus (p-CTOHHOCT Ha
B3anmozaericteue=0,045). ExcruioparopHuTe aHanu3u Mpeanoiarat BeposiTHa Bph3Ka ¢ 103aTa Ha
ASA, kato ¢ yBennuaBaHe Ha 1o3ata Ha ASA ce HabmogaBa HaManeHa eUKaCHOCT Ha TUKArpesnop.
XpoHuyHaTa IHEBHA 1032 ASA, KOSATO a ChI'BTCTBA TUKArpenop, Tpsaosa na 6vae 75-150 mg (Bxk.
Touku 4.2 u 4.4).

@urypa | moka3Ba ouakBaHUsI PHCK 32 HACTHIIBaHE HA TbPBU MHLUACHT, BKIIOUYEH B KOMOMHUpaHaTa
KpaiiHa TOYKa Ha €(pUKACHOCT.
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®urypa 1 — AHaJIM3 Ha NTBPBHYHATA KIMHMYHA CbCTaBHA KpaiiHa Touka ot CC embpT, MU 1
uHcyart (PLATO)

13 Tuxarpenop (T) [864/9333]
——————— Krnonmumorpen (C) [1014/9291]
124 - 11,67%
114 -
. 104 9,80%
X 9
5 8-
)
= 7
= 5
SN
<
= 3
=
= 2 1 HR 95% Cl p-CTOMHOCT
Q 1 T cpewy C 0,84 0,77,0,92 < 0,001
0
0 60 120 180 240 300 360
Bpow 3acTpalueHun
T 9 333 8 628 8 460 8 219 6743 5161 4147
C 9 291 8 521 8 362 8124 6 650 5096 4047

B cpaBHenue ¢ knonumorpesn, TUKarpeaop HamajsiBa 4ecToTaTa Ha HACThIIBaHE HA WHIUIECHTHUTE,
BJIM3AIH B ChCTaBa HA IbPBUYHATA ChCTABHA KpaiiHa Touka — KakTo B nomyiauusita ¢ HA/STEMI,
taka u B nonynarusta ¢ NSTEMI (Tabnuma 4). CnenoBarenHo, Brilique 90 mg qBa mbTH THEBHO
3aeIHO ¢ HUCKa 103a ASA Moxe aa ce uznon3sa npu nanueHTn ¢ OKC (Hectabumnna creHOKapaus,
muokapneH ungapkr 6e3 ST eneparust [NSTEMI] nnn muokapaen uadapkt cbe ST eneBanus
[STEMI]); BKJIIOUNTENHO MallMEHTH, JIEKYBaHU MEINKaMEHTO3HO, U MAIlUeHTH, JIEKYBaHH C
nepkytanHa kopoHnapHa nnatepsenius (PCI) mnu 6aiinac Ha koponapHsa aprepus (CABG).
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Tabsmna 4 — AHaInM3 Ha MBPBUYHATA U BTOPHYHHUTE KpaiiHU TO4YKH 3a epukacHoct (PLATO)

Tuxarpesop Kaonuagorpea
90 mg nBa 75 mg BeIHBK

I'bTH THEBHO aHeBHo (Yo APP? OPP?* (%)

(% nmanmyMeHTH | MALMEHTH ChC (%lyr) (95 % CI) P-CTOHHOCT

ChC CHOUTHE) chLOuTHE)

N=9333 N=9291

CC cmppT/MU
(c M3KI1. Ha 9,3 10,9 1,9 16 (8, 23) 0,0003
,,Tux”” M)
WA UHCYJIT
Hawmepenne 3a 8,5 10,0 1,7 16 (6, 25) 0,0025
WHBa3UBHA
Tepanus
Hawmepenwe 3a 11,3 13,2 2,3 15 (0.3, 27) 0,0444d
JICKapCTBEHA
Tepamus
CC cMbpT 3,8 4,8 1,1 21 (9, 31) 0,0013
MU (¢ U3k 5,4 6,4 1,1 16 (5, 25) 0,0045
Ha ;X" M)
Wucynr 1,3 1,1 -0,2 -17 (-52, 9) 0,2249
CwmppT 6€3
3HAaYCHHUE Ha
MIpUYMHATA, 9,7 11,5 2,1 16 (8, 23) 0,0001
MU (¢ u3KI.
Ha ,,TiX~ M)
WJIH UHCYIIT
CC cMmbpr,
ob6mo MU,
uncynt, CPU, 13,8 15,7 2,1 12 (5, 19) 0,0006
RI, TIA, i
npyra ATC*
CwmppT 6€3
3HAaYCHHUE Ha 4,3 5,4 1,4 22 (11, 31) 0,0003¢
MIpUYHHATA
JedunutnBHA
TpoMO03a Ha 1,2 1,7 0,6 32 (8,49) 0,0123¢
CTCHTA

*APP=a6comoTHa peaykuus Ha pucka; OPP=otHocurenna pexykius Ha pucka=(1-Koeduuuent na puck) x 100 %.
Otpunarensa OPP o3HauaBa noBuIlIaBaHEe HA OTHOCUTEIHUS PUCK.

° y3KIroUeHKE Ha ,,Tux”” MU.

°CPU=cepuno3Ha peKypeHTHa ucxemus; PU=pekypentHa ucxemus; TUA=TpansuropHa ucxemuuna araka; ATC=aprepuaiano
TpoMboTHaHO chouTHe. O0mo MU BkmouBa ,,tux” MU, nara Ha CHOMTHETO € aTaTa HAa HETOBOTO YCTaHOBSIBAaHE.

¢ HoMHHaTHA CTOMHOCT Ha CHTHA(DUKAHTHOCT; BCHUYKH OCTAHAIH ca (POPMAIHO CTATHCTHYECKH CHTHUGHKAHTHH 110 TIpe-

JNeUHUPAHO HepapXUuHO TECTBAHE.

PLATO zenemuyno noonpoyusane

Ompenensaero Ha CYP2C19 u ABCB1 renoruna Ha 10 285 manuentu B PLATO naBa BE3MOXKHOCT 3a
acouuanys Ha TeHOTHNHUTE rpynu ¢ pesyarature oT PLATO. IIpeBp3Xx0ACTBOTO Ha TUKArpesiop Haj
KJIOTUIOTPETI 110 OTHOIIICHHE Ha peAyKuusaTa Ha 3HaunTenHn CC cbONUTHS HE € CHTHU(PUKAHTHO
noByusiHO 0T CYP2C19 unu ABCB1 renoruna Ha naruentute. [10100HO Ha IIIOCTHOTO IPOYYBaHE
PLATO, HsAMa pa3znuka MKy THKArperop U KIOMOJ0TPeN P 0010 3HAYUTSITHUTE XeMOParuaHN
uHuuaeHTd B PLATO, Benpeku renotuna CYP2C19 unu ABCB1. Hecsbpzanoro c CABG
3HaunTenHo KbpBeHe B PLATO ce moBuiaBa ¢ THKarpeiop B CpaBHEHHE C KIOMHIOT eIl Ipu
nanueHTy ¢ enuH win noseue CYP2C19 anenu cwe 3aryba Ha QyHKITHS, HO € CXOTHO Ha KIIOTHIOTPET
MY MAIMSHTH C aJie)l, KOMTO HIMa 3ary0a Ha (QyHKIHS.
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Kombunupan noxazamen 3a egpuxacnocm u b6ezonacrocm

KoMOuHMpanusT nokaszaten 3a epukacHocT u 6e3omacHocT (CC cmbpT, MU, MHCYNT MK 001110
3HAYHUTENTHO KbpBeHe 1o Aedununmsira Ha PLATO) nokassa, ye mon3aTa OT HPUIOKEHHETO Ha
THUKarpesop 1Mo OTHONICHUE HA €(PUKACHOCT B CPABHEHHE C KIIOMUAOTPEN HE C& KOMIICHCHPA OT
ciydante Ha 3HaunTenHo kKspBere (PAP 1,4 %, POP 8 %, KP 0,92; p=0,0257), 12 mecena cieq OKC.

Knunuuna 6ezonacnocm

XonTepoBo NOANPOYUBAHE:

3a J1a ce OIIEHU YecToTaTa Ha BeHTPUKYJIApHUTE May3u U JPpYTU €MH30/I1 Ha apUTMUS TI0 BpeMe Ha
npoyuBaneTo PLATO, e ochIecTBEHO X0JITEP-MOHUTOPUPAHE Ha MOATPyTa OT OJIM30

3 000 manmenTty, npubmmzutenHo 2 000 OT KOUTO UMAT 3amucH, Kakto B octpara ¢aza Ha OKC, taka u
Mecel H0-KbcHO. [IbpBrYHaTa npocieasiBaHa MPOMEHINBA € YeCTOTaTa Ha BEHTPUKYJIAPHU Hay3H C
MPOABIDKUTEIHOCT > 3 ceKyHIU. BeHTpuKynapHu nay3u pa3BHUBaT MOBEYE MALMEHTH Ha JICUCHHE C
tukarpenop (6,0 %), OTKOIKOTO TakMBa Ha JiedeHue ¢ kionuaorpen (3,5 %) B octpara daza u
cb0oTBeTHO 2,2 % u 1,6 % cnen 1 mecery (Bk. Touka 4.4). YBeIMUeHNETO HA BEHTPUKYJIApHUTE May3H B
octpara (aza Ha OKC e mo-u3pa3eHo npu manydeHTUTe Ha TUKarpeaop ¢ anamuesa 3a XCH (9,2 % ¢
anamuesa 3a XCH cropsmo 5,4 % mpu naruenTu 6e3 anamuesa 3a XCH; 3a narueaTuTe Ha
knonuaorpen, 4,0 % npu te3u cbe crpsiMo 3,6 % mpu Te3u 6e3 anamuesa 3a XCH). Ta3u pasnuka He
ce mposiesiBa 3a equH mecell: 2,0 % cnpsamo 2,1 % 3a nauueHTUTe Ha TUKArpenop, CbOTBETHO, ChC U
0e3 anamuesa 3a XCH; u 3,8 % copsamo 1,4 % 3a knonuaorpen. Ta3u pa3nrka He € CBbp3aHa C
HeXeJIaH! KJIIMHUYHU TOCIeTUIH (BKIIIOUYUTETHO U TIOCTaBsiHEe Ha NeficMeNKbp) BB BBIPOCHATA
TMOTTyJTallKs alMeHTH.

Ipoyusane PEGASUS (anamnesa 3a muoxapoen unapkm)

PEGASUS TIMI-54 e npoyuBane ¢ 21 162 naruenTy, ¢ qu3aifH 3aBUCEI] OT HACTHIIBAIIUTE CHOUTHS,
PaHIOMU3UPAHO, IBOMHOCIAINO, I1a1e00-KOHTPOIUPAHO, MEKIYHAPOIHO MHOTOLIEHTPOBO NMPOYYBaHE
C MapajielIHH TPYITH 3a OIIEHKa Ha MPEBEHIINATA HA aTePOTPOMOOTHYHH CHOUTHUS C TUKATPeIop,
npmiarad B 2 no3u (90 mg nBa mbTH AHEBHO Wiy 60 mg qBa MbTH THEBHO) B KOMOWHAIMS C HUCKA
no3a ASA (75-150 mg), B cpaBHeHHe ¢ Tepamnusi camo ¢ ASA TIpH NMAMeHTH ¢ aHaMmHe3a 3a MU u
JIOITBITHATEITHU PUCKOBU (PaKTOPH 3a aTepoTpoMO03a.

[NanMenTH, TOAXOISIIM 3a BKIIOYBAHE B IPOYUYBAHETO ca OMIIM TaKMBa HA BB3PACT Ha WM Hal

50 roguaM, Hanu4yKe Ha aHamHe3a 3a MU (1 1o 3 ronuHu npeau paHAOMHU3HPAHETO) U HAJTMYUE Ha
MOHE €JIMH OT CJICIHUTE PUCKOBH (akTOpH 3a aTepoTpoMO03a: Bb3PacT > 65 roJUHHM, 3aXapeH AualdeT,
HaJarail MeAMKaMeHTO3HO JIeueHue, BTopy npeamectsay MU, nanan 3a MmHOrocsaosa MBC wn
XpoHH4HA OBOpeyHa AUCHYHKUIUSI U3BBH KPalHUS CTaIHH.

[TaruenTuTe He ca OUITM MOAXOIAIIM 3a BKIIIOYBAHE B MPOYYBAHETO, KO Ca MMANIX TUTaHUPaHa
ynotpeba Ha P2Y|,-perienToper aHTaroHUCT, TUIUPHIAMOJI, [IUJIOCTA30J1 WM aHTUKOATryJIaHTHA
Tepamnus 3a [IepUoJa Ha IPOYyYBAHETO; HAPYLIEHUE, CBBP3aHO C KbPBEHE WM aHAMHE3a 33 UCXEMHUUYEH
HHCYJT WU BBTPEUYEPENIHO KbPBEHE, TYMOP Ha LIEHTPAJIHATA HEPBHA CUCTEMA WJIM BhTPEUEPEIHA
ChJI0BA AHOMAJINS; AIIMEHTH ChC CTOMAIIHO-YPEBHO KbPBEHE MPe3 MPEAIIECTBAIINATE 6 MECeNa NIH
rojsMa onepanus npes npeamecrsamure 30 gHU.
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Knunuuna eghuxacrnocm

@urypa 2 - AHAJIM3 Ha MBPBUYHATA KJIMHUYHA CbCTaBHA KpaiiHa Touka oT CC cmbpT, MU M

uncyart (PEGASUS)
11
— Turarpenop G0 mg - - - - Nnausbo _'
10 [E8 MuTH JHESHD pr=""
Bpoii 7045 7067 o
9 7 MaumeHTH CeC cubutHe 487 (6.9%) 578 (B.2%) . Pl
|| KM% Ha 36-Tn mecey 7.8% 9.0% P
8 CrOTHOWEHKE Ha ’.."r
] || pucka e
s 7 (Hazard Ratio) (95% C1) 0.84 (0.74, 0.95) " -
E § | pcToiHocT 0.0043 _="
E * 7 -~ -
H o7
4 o
3 = - -
_
" -
2 - .
1 - L -
0 1 T T T | T T T | T
0 120 240 360 480 600 720 840 960 1080 1200
AHu cneg paHgoMmuzayms
Bpoi nauueHTH B pHCcK
Ti60 mg 7045 6948 6857 6784 6711 6357 5904 4926 3608 2055 710
Placebo 7067 6950 6842 6761 6658 6315 5876 4899 3646 2028 714

1320

Tab6aunua 5 - AHAJIU3 HA MbPBUYHATA U BTOPUYHUTE KpaiiHu ToukH 32 epukacHoct (PEGASUS)

TuxarpeJsop 60 :;gsina IbTH JTHEBHO Camo ASA
N=7 045 N=7 067 P-CTOIHO
IManuentn CcT
HR IManuentn
[\) (1)
XapakrepucTuka chC KM % (95 % CI) | cve coourns KM %
crouTHS
IIspBuy4Ha KpaiiHa TO4Ka
CncraBHa ot CC 0.84
cMbpT/MHA 487 (6,9 %) 7,8 % ’ 578 (8,2 %) 9,0 % 0,0043 (s)
- (0,74, 0.95)
0,83
0, o, > 0, o
CC cmmpT 174 (2,5 %) 2,9 % (0.68. 1,01) 210 (3,0 %) 3,4 % 0,0676
0,84
o o > 0, o
MHU 285 (4,0 %) 4,5 % (0,72, 0,98) 338 (4,8 %) 5,2 % 0,0314
scya 91 (13%) | 1.5% 0,75 122(1,7%) | 1.9% 0,0337
’ ’ (0,57, 0,98) ’ i ’
BropuuHna xpaiiHa Touka
CC emmpr 174 2,5%) | 2.9% 0,83 2003,0%) | 3.4% -
’ ’ (0,68, 1,01) ’ >
CMmBpT IO o o 0,89 N 0
BCSAKaKBa MPUYMHA 289 (4,1 %) 47% (0,76, 1,04) 326 (4,6 %) 3,2 % )

KoedHuIMeHThT Ha pUCKa U p-CTOMHOCTHUTE Ca M3YMCIICHH OTACIHO 32 TUKArpesiop CIip. Tepamnus camo ¢ ASA ot Mozen Ha

MPONOPHHUOHATITHUTE PUCKOBE HA COX, KaTo rpymnara Ha JICHCHHUE € €IMHCTBEHATA CKCIJIaHATOPHA IIPOMCHJIUBA.

KM nponueHnT, nu3uuciex Ha 36-Tu Mecell.

Benexka: 6posT Ha mbpBUTe cHOUTHS 32 KoMmoHeHTHTe CC cMbpT, MU M HHCYAT € AeiicTBUTETHUAT OpOil HAa MBPBU
CHOMTHS 32 BCEKH KOMITOHEHT M He ce 100aBsi KbM Oposi Ha ChOUTHSATA B ChCTAaBHATA KpaiHa TOUKa
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(s) [Tokaspa craTucTU4ecKa 3HAYUMOCT.
CI=[loBepurenex uatepai; CC=Copaeuno-craoB; HR=Koedumment Ha pucka; KM=Kaplan-Meier; MI=Muokapaex
nHdpapkT; N=bpoii manueHTH.

JIBeTe cxemu Ha JiedeHue ¢ Tukarpesop 60 mg qBa mbTH AHEBHO U ¢ 90 mg 1Ba MHTH THEBHO B
KoMOuHanus ¢ ASA npeBb3X0XKAaT CAMOCTOSITETHOTO JieueHue ¢ ASA 10 OTHOIIEHHE Ha
MPEBEHIIUATA Ha aTePOTPOMOOTHYHHUTE CHOUTHS (ChcTaBHA KpaitHa Touka: CC cmbpt, MU 1 nHCYNT),
C TIOCTOSIHEH €()eKT OT JICUSHHUETO Npe3 LEeIHs IEPHO Ha IpoydYBaHeTo, Bozel 10 16 % RRR u

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

Bwnpeku ue npodunute Ha epukacHocT HAa 90 mg u 60 mg ca Moj00HH, MMa JIaHHH, Y€ TO-HUCKATa
71032 € ¢ M0-100bp MPodUI Ha MOHOCUMOCT M 0€30IaCHOCT 110 OTHOILICHHE Ha PUCKA OT KbPBEHE U
nuciHest. CiaenoBatenHo, camo Brilique 60 mg aBa mbTu THEBHO, MPUIIOKEH €THOBPEMEHHO ¢ ASA,
ce mpernopbyBa 3a npeBeHnus Ha ateporpoMbotnunn croutus (CC cmbpt, MU 1 mHCYNT) IpH
MAIMeHTH ¢ aHaMHe3a 32 MU 1 BHCOK pUCK OT pa3BUTHE Ha aTepOTPOMOOTHYHO CHOHUTHE.

B cpaBHeHue cbec camoTosTenHOTO JiIeueHue ¢ ASA, Tukarpenop 60 mg aBa MbTHU AHEBHO 3HAYUMO
MOHMKaBa ITbPBUYHATA ChcTaBHA kpaiiHa Touka oT CC cmbpT, MU 1 nncynT. Beeku ot
KOMITOHEHTHUTE JIOTIPUHACS 33 TOHMKEHUETO Ha MbPBUYHATA ChcTaBHA KpaitHa Touka (CC eMbpT 17 %
RRR, MU 16 % RRR u uncynt 25 % RRR).

RRR 3a cecraBHaTa kpaitaa Touka ot 1 10 360 quu (17 % RRR) u ot 361 nuu HataTek (16 % RRR) e
nmoo6Ho. MiMa orpaHnYeHn JaHHU 32 €PUKACHOCTTA U O€30MIACHOCTTA HA yIBIDKEHO JICUCHHE C
THKarpesop Haa 3 TOANHM.

JluncBaT nokaszarencTBa 3a mojisa (He ce HaOMoAaBa peayKIus Ha YecToTaTa Ha IbpBUYHATA
npocnensaBana kpaiHa Touka oT CC cMbpT, MU 1 HHCYNT, HO MMa TOBUILIABAHE HA YECTOTATA HA
3HaYUTEITHO KbPBEHE), KoraTo THKarpenop 60 mg 18a NbTHU AHEBHO € MPHIIOKEH MPU KIMHUYIHO
CTaOMJTHH NMALMEHTH C TaBHOCT HA MH(ApPKTa > 2 TOJUHU WU ITOBEYE OT €HA FOJUHA CIIE/ CIIUpaHe
Ha npeaxonHoTo jedenue ¢ AJld-penentopeH HHXUOUTOP (BXK. Touka 4.2).

Knunuuna 6ezonacnocm

UecroTara Ha IpeyCTaHOBSBAaHE Ha TepanusATa ¢ Tukarpenop 60 mg nopaau KbpBeHE U TUCITHES € TI0-
BHCOKA MPH NaIueHT > 75 rogunan (42 %), B cpaBHEHUE C IMO-MJIaIN TarueHTH (uaTepBai: 23-31 %),
C pasimKa crpsMo Iianebo rpymnara no-romsama ot 10 % (42 % copsimo 29 %) mpu narueHTu

> 75 rOAVHU.

IlenmaTpuyHa nonyaanus

EBpomneiickaTa areHuus o JiekapcTBaTa 0cBOOOKAaBa OT 3aABJDKCHUETO 3a MPEJOCTaBSIHE Ha
pe3yaTaTuTe OT npoyuBaHusaTa ¢ Brilique BbB BCHUKH MTOJTPYITH HA MEMAaTPUIHATA MOITyJIAINS 32
octpu kopoHapuu cunpomu (OKC) n anamuesa 3a muokapyeH uadapkr (MH) (Bx. Touka 4.2 3a
nH(pOpMaIHs OTHOCHO yOTpeba B MeANaTPHITA).

5.2 @®@apmakoKMHETHYHHU CBOMiCTBa

Tuxarpenop uma nuHeiiHa papMaKOKUHETHKA, & eKCIO3UIUUTE KbM THKArpeIop U aKTUBHUS MY
MeTabout (AR-C124910XX) ca nmpuOnu3uTeTHO NPONOPLHOHATIHH Ha fJo3ata 10 1 260 mg.

AOcoporus
AGcopOIusaTa Ha THKarpenop ¢ 0bp3a, ¢ MeJMaHa Ha ty,, NpuoausuTenno 1,5 daca. [IpeBphinaHeTo Ha

THKarpesop B OCHOBHUs IUpKyupail metadomut AR-C124910XX (chio akTHBeH) € 0bp30, ¢
MeIuaHa Ha ty,,, Ipuoau3uTeaHo 2,5 gaca. Cien nepopaiHoO IPUI0oKEHNE HA eIMHUYHA 71032
tukarpenop 90 mg Ha riagHo npH 3apaBu Juna, Co,, e 529 ng/ml u AUC e 3 451 ng*h/ml.
CroTHOmEeHusATa MeTaboUT/0CHOBHO BetecTBO ca 0,28 3a C, 1 0,42 3a AUC. dapmakokuHeTHKaTa
Ha Tukarpenop 1 AR-C124910XX npu nanueHTn ¢ anamHe3a 32 MY 0OMKHOBEHO € 1Mo100Ha Ha Ta3H
B nomynarusata ¢ OKC. Bb3 ocHOBa Ha e[H TOITyTaluoHeH (hapMaKOKHHETUUEH aHAJIU3 Ha
npoyusaneto PEGASUS meaunanata Ha C,,x Ha THKarpesnop € 391 ng/ml u AUC e 3 801 ng*h/ml B
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CTaLlMOHAPHO ChCToAHUE 3a THKarpenop 60 mg. 3a Tukarpenop 90 mg Cy.x € 627 ng/ml u AUC e
6 255 ng*h/ml B cTanioHapHO CHCTOSIHUE.

Cpennata abcomoTHa OMOHAIMYHOCT HA TUKArpesop ¢ uzuncieHa Ha 36 %. [IpueMbT Ha Oorara Ha
Ma3HMHU XpaHa Boau A0 nosumasaHe ¢ 21 % Ha AUC Ha THKarpenop u 1o MoHWkaBaHe ¢ 22 % Ha
Cinax Ha aKTHBHHSI My METa0O0JIHT, HO HE MOBJIMSABA M0 HUKAKBB HauMH C,,,, Ha THKarpenop wiu AUC
Ha aKTUBHUS My MeTa0onuT. CMATa ce, 4e Te3W MAJIKH MPOMEHH ¢a C MUHUMATHO KIIMHUYHO
3Ha4YeHHE; MOPaJH TOBa TUKArpeIop MOXKe Ja ce IMpueMa che wiu 0e3 XxpaHa. Tukarpenop u
AKTUBHUAT My METa0OJUT ca cyOcTpatu Ha P-gp.

Tukarpenop BbB BU Ha CTPUTH TaOJIETKH, CMECCHH C BOJIa, MPUJIaraH MEePOPaTHO WK Upe3 Ha30-
racTpajiia COHJa B CTOMaxa, iMa CpaBHUMa OHOHAJIMYHOCT C IEIUTE TaOJCTKH 10 OTHOIICHHE Ha
AUC u C,,,x Ha THKarpenop 1 akTuBHAA MeTabonut. Havanmnarta excriosumus (0,5 u 1 gac cien
MIPIJIOKEHHUE ) OT CTPUTUTE TAOJIETKU THKATPENIOp, CMECEHH C BOA, € M0-BICOKA B CPABHEHUE C
nenuTe TabJIeTKH, ¢ KaTo IS0 HISHTHYEH MpoQwil Ha KOHIEHTpaIws ciex ToBa (2 10 48 daca).

Pasnpenenenue
B crammonapHo chcTosiHEE 00EeMBT Ha pasipe/iesieHne Ha Tukarpenop e 87,5 1. Tukarpenop u

AKTUBHUAT MY MeTa6OJ'H/IT CC CBBHP3BAT C YOBCIIKHUTC INIa3MCHU IPOTCUHU BBB BUCOKA CTCIICH
(> 99,0 %).

Buotpanchopmanus

CYP3A4 e oOCHOBHUST €H3UM, OTTOBOPEH 32 METaOOJM3UPAHETO HA TUKATPeNop U 00pa3yBaHETO Ha
AKTUBHUS My METa0OJIUT, KATO TEXHUTE B3aUMOJACHCTBHA ¢ pyru cyoctpatu Ha CYP3A Bapupat ot
aKTUBUpPAaHE 10 MHXHUOHUpaHe.

OcHoBHEAT MeTabomuT Ha TuKarpenop € AR-C124910XX, KoHTO ChIO € aKTUBEH — KOETO CE OIICHIBA
4pe3 in vitro cBbp3BaHe ¢ TpomOoruTHUS P2Y 1, AI® peuentop. CucreMHara eKCIIO3ULUS Ha
aKTUBHUS MeTabonuT e mpuommsutenHo 30-40 % ot Ta3u Ha TUKarpesnop.

Eanmunupane
OCHOBHUSAT IIBT 33 CIIMMUHUPAHE Ha TUKArpesIop € upe3 uepHoapoOHa TpaHcopmanus. [1pu

MpriaraHe Ha paJinOakTHBHO MapKHUpaH TUKArpeIop CPETHOTO Bh3CTAHOBSBAHE HAa PAINOAKTHBHOCTTA
e npubmmzutenHo 84 % (57,8 % BBB dereca, 26,5 % B ypuHaTa). KonndecTBoTO Ha THKArpenop u
aKTUBHUS My MeTa0OJUT, KOUTO Ce OTKpPHUBAT B ypuHaTa, ca noa 1 % ot npuerara no3a. Bepostao
OCHOBHUST ITHT HA SIIMMUHUPAHE Ha aKTUBHUS META0OIUT € Upe3 eKCKpeIus B xrbukaTa. CpeHUAT
t1, HA THKarpeop € MpuOIU3UTEHO 7 Jaca, a Ha aKTUBHUSA My MeTabomuT — 8,5 Jaca.

Crenuaily Ionyiali

Cmapuecka ev3pacm

[To-BuCOKHM eKCTIO3ULIMU Ha THKArpenop (mpuoim3utenHo 25 % u 3a Cyy, 1 32 AUC) 1 Ha aKTUBHUS
My Metabonut npu nanueHTa ¢ OKC B cTapuecka Bb3pact (= 75 roIuH#) B CpaBHEHHUE C ITO-MIIaIH
MAaIlMEHTH ca HAaOJI0AaBaH! MIPY MOMYIaLMOHHMS (hapMaKOKMHETHYEH aHan3. Te3n pa3iuku He ce
CMSTAT 32 KIMHUYHO 3HAYUMHU (BXK. TOUKa 4.2).

Ileouampuuna nonynayus
Tuxarpesnop He € OLEHsBaH B IeAUaTpUYHATA omyaanus (BxX. Touku 4.2 u 5.1).

Ton
B cpaBHEHME ¢ MBKe, TP )KCHH ca HAOJIIO1aBaHH MMO-BUCOKH SKCIIO3UIIMH Ha TUKArpeJIop U Ha
aKTUBHUS My MeTa0onuT. PasnmuknTe He ce cMATAT 33 KIIMHUYHO 3HAYHMU.

bvopeuno yepescoane
B cpaBHenue ¢ xopa ¢ HopManHa Ob0pedHa QyHKIHS, IPY MAIMEHTH C TeKKO OBOPEUHO YBpekKaaHe
(xpeaTrHUHOB KIHPBHHC < 30 ml/min) eKCHIO3UIUATA HA THKArPeJIop € MO-HUCKA C TPUOTH3UTEITHO
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20 %, a eKcIo3nIuATa Ha aKTUBHUS META00JIHT € ITO-BUCOKa MPHOIM3UTETHO Cbe 17 % (BXK.
Touka 4.2).

YeprnoopobHo yspecdane

B cpaBHeHHE Cche 3MpaBu TOOPOBOIIIH, TIPH MAMMECHTH C JICKO YepHOAPOOHO yBpexkaane C,, 1 AUC
Ha THKarpeIop ca Imo-BHCOKU ChOTBETHO € 12 % u 23 %, obaue UTA edexThT Ha TUKarpenop e
nmono6eH B aBere Tpynu. He e HE0OX0aMMO KOpUTHPaHe Ha J103aTa MPH MAIUEHTH C JIEKO
4epHOIPOOHO yBpekIane. HaMa npoyuBaHus ¢ THKArpeIop MPH MAIMSHTH C TEXKKO YSPHOAPOOHO
YBPEKIaHE U JINTICBA (hapMaKOKHHETHYHA HH(POPMALIKS IPY HAIIMEHTH ¢ YMEPEHO YePHOIPOOHO
yBpexaane. [Ipu marrieHTy ¢ yMepeHO Wi TEXKO ITOBUIIICHUE HA €IMH WIH TTOBeUYe YSPHOAPOOHHU
(hYHKITMOHAHY TIOKa3aTel Ha U3XO0JHO HUBO, TUTA3MEHNUTE KOHIICHTPALIMN Ha TUKArpeop ca
OOMKHOBEHO MOI00OHHU MJIH MaJIKO TI0-BUCOKH B CPAaBHEHHUE C MAIUCHTHTE 0€3 U3XOIHO MMOBUIIICHHUE.
He ce npenoppuBa kopurupane Ha 103aTa IpH MaUeHTH ¢ YMEPEHO YePHOAPOOHO yBpekKaaHe (BK.
Touku 4.2 u 4.4).

Emnuuecka npunaonexcnocm

B cpaBHeHHE ¢ MAIMEHTHTE OT €BPOINIEHIHATA paca, TALMEHTUTE OT a3UaTCKU MPOU3X0A UMatT
no-Bucoka ¢ 39 % cpenHa OMOHATMYHOCT. B cpaBHEHHE ¢ MaLIMEHTUTE OT EBPONEUAHATA paca, IpU
CaMOOTIPEACIIIIUTE Ce KATO YEPHOKOKH MALIMEHTH, OMOHATMYHOCTTA HAa TUKArPEJIOp € MO-HUCKa C

18 %. B xnmuHuKo-papmakosorndau npoyusanust ekcrno3unusra (C,,, 1 AUC) Ha THKarpeiaop npu
SITIOHIIA € TI0-BUCOKa ¢ pubausutento 40 % (20 % ciex KOpeKIus CIpsiMO TEIECHOTO TETJIO0),
OTKOJIKOTO TIPH XOpa OT eBporenHaTa paca. Excro3unusara npy nanueHTH, KOUTO €€ CaMOOTIPEIETIST
KaTo MCIIaHO WJIU JIATHHO THII, € T0100Ha Ha Ta3u NpH MAMEHTHTE OT €BPOIICHIHATA paca.

5.3 IlpenkJMHUYHH JAHHHU 32 0€30MACHOCT

[IpenkmMHUYHUTE TAaHHY 32 TUKArpeiop U OCHOBHUS My METa0OJNT He MOKa3BaT HEMPUEMIIHB PUCK 3a
pa3BHUTHE HA HEKEJIaHHM PEaKIK MPU Xopa Ha 0a3aTa Ha KOHBCHIIMOHATHUTE (hapMaKOJIOTHUHU
M3IUTBAHUS 32 0€30I1aCHOCT, TOKCUYHOCT TIPH €THOKPATHO U MHOTOKPATHO TMPHIaraHe u
T€HOTOKCHUYEH MOTEHIINAL.

[Ipu HAKOIKO KUBOTHHCKY BUA € HAOIIOaBaHO CTOMAIITHO-YPEBHO JIPa3HEHE MIPU KIMHIUYHO
3HAYMMH HHBa Ha €KCTIO3HUINUSA (BXK. TOUKa 4.8).

[Ipu KeHCKH MITbXOBE, TUKATPEIOP BB BUCOKH JTO3U IEMOHCTPHpA IMOBUIIIEHA YeCTOTa HAa TYMOPH Ha
MaTKara (aJeHOKapIHOMH) U IOBUIIICHA YeCTOTA Ha aleHOM Ha YepHUs Ipo0. MeXaHu3MbT 3a MosiBa
Ha TYMOPH Ha MaTKaTa BEpPOSTHO € XOpMOHAJIEH IucOanaHc, KOWTO MOXe Jja TOBEJE 10 MOsBa Ha
TYMOPH TIPH TUTEX0BE. MEeXaHU3MBT 3a TI0sIBA Ha YEPHOIPOOHHU aJICHOMH BEPOSTHO € CrieluuyHa 3a
TpU3a4nTe EH3MMHA MHIYKIUS B uepHust qpo0. [Topaau ToBa ce cumra, 4ye € Majiko BEPOSITHO
KapIIMHOT€HHNTE HAXOJKH Ja NMaT 3HaUYEHUE 3a XopaTa.

[Tpu mbpxoBe ca HaOIFOJaBaHU MUHUMAJTHH aHOMAJIUU Ha Pa3BUTHETO MPH 1032, TOKCHYHA 3a
Maiikara (rpaHuna Ha 6e3omacHoct 5.1). [lpu 3afinu ce HaOmr0AaBa IeKo 3a0aBsHE HA YEPHOIPOOHOTO
Ch3pSBAaHE U CKEJIIETHOTO pa3BUTHE HA (DETYCUTE MPU MAWKK HA BUCOKA J]03a 0e3 /1a ce HaOro1aBa
TOKCHYHOCT 3a Maiikara (rpaHuIia Ha 0e3omacHocT 4.5).

[IpoyuBaHus npy IUIBXOBE U 3alllM OKa3BaT PENPOAYKTUBHA TOKCHYHOCT € JIEKO IOHMKaBaHe Ha
HaJIaBaHETO Ha TETJI0 NPU MaiiKaTa ¥ HaMaJleHa HeOHaTaJIHa KU3HECTIOCOOHOCT U TETJIO TIPH
paKaaHeTo, chC 3a0aBsiHE Ha pacTeka. THKarpeaop BOIU 10 HEPELOBEH LUK (OCHOBHO YIBJIKEH
LUKBJ) IPU )KEHCKH IUTBXOBE, HO HE MOBIHsIBA 00N (PEPTUIUTET IIPU MBKKHU U )KEHCKH ITbXOBE.
dapMaKOKHUHETUYHY NMPOYYBAHUSA C PAAHOAKTUBHO MapKUpaH THUKArpesop MoKa3BaT, 4¢ OCHOBHOTO
BEIIECTBO M HETOBUTE META0OJIUTH C€ eKCKPETUPAT B MIISIKOTO MPH IIIbXO0BE (BXK. Touka 4.6).

6. OAPMAIEBTUYHU JAHHU

6.1 Chnucnk Ha NIOMOIIHNUTE BelIECTBA
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A0po Ha mabremkama

Manwuromn (E421)

Kanmues xuaporendocdar muxuapar
Maruesues creapat (E470b)
Hatpue HuIIeCTEH rIMKOIAT TUI A
Xunpokcunponuiienyno3a (E463)

Tabnemua obeuexa

TuranoB nuokcun (E171)

XKenesen oxcun, yepen (E172)

YKenesen okcun, yepseH (E172)

Maxporon 400

Xumnpomenosza (E464)

6.2 HecnbBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha roaHoct

3 roguHU

6.4 CrnenuajaHu ycJI0BHSI HA CbXPaHeHHUe

To3u nekapcTBEH MPOAYKT HE M3UCKBA CIICIIMAIHH YCIIOBHUS 32 ChXpaHEHHE.

6.5 Buau cbabpkaHue HA ONIAKOBKATA

e PVC-PVDC/AI npo3paunu 6muctepu (CbC CUMBOIM CiIbHIE/TyHA) OT 10 TabneTku; KapTOHEHH
orakoBku oT 60 TabneTku (6 Onucrepa) u 180 Tabnerku (18 Omuctepa).
e PVC-PVDC/AI npo3paunu kajieHAapHH OJcTepH (ChC CUMBOJIN CIIBHLE/TyHA) OT

14 TabneTkw; KapTOHEHU OMAKOBKH OT 14 Tabnerku (1 6muctep), 56 Tabnerku (4 Gnuctepa) u
168 tabnetku (12 Gnuctepa).

He Bcruky BUaoBe OMaKOBKK Morart a ObaT MyCHATH B IPoJaxoa.

6.6 CrnenuajaHu nMpeanasHy MEPKH NPH U3XBbPJIsIHE

Hewusnomn3BanusT n1eKapcTBeH NPOAYKT MM OTIAIbYHUTE MAaTEpHaM OT HETo TPsIOBa Ja c€ U3XBBPIAT

B CbOTBETCTBHE C MECTHUTE N3UCKBAHHSI.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

SE-151 85 Sodertilje

IBenms

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/10/655/007-0011

9. JATA HA I'BPBO PA3ZPEINIABAHE/IIOTHOBABAHE HA PASPELHIEHUETO 3A
YIIOTPEBA
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Jara Ha mepBoO paspemasane: 03 gexemspu 2010 1.
Jara Ha mociaeaHo nogHoBsiBane: 17 romm 2015 T.

10. JOATA HA AKTYAJIMN3BUPAHE HA TEKCTA

[Monpo6Ha nH(pOpMaIs 3a TO3H JIEKapCTBEH MPOIYKT € pejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus 10 JIeKapcTBaTa http://www.ema.europa.eu
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1. HNME HA JIEKAPCTBEHUS TPOAYKT

Brilique 90 mg ¢buimMupanu tabiaeTku

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB
Bcesika Tabnetka chabpxa 90 mg Tukarpenop (ticagrelor).

3a IBIHUA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIYKTE TOYKa 6.1.

3. JEKAPCTBEHA ®OPMA
dunmupana Tabnerka (TabaeTka)

Kpbriau, 1BOMHOU3IIBKHAIIH, JKXBJITH Ta0IETKH, MapKupaHnu ¢ ,,90” uan ,,T” oT eqHata cTpaHa u 6e3
MapKUpPOBKa OT ApyraTa.

4, KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUS

Brilique, npunoxeH eTHOBPEMEHHO ¢ alleTHIICATUIMIOBA KiuceanHa (ASA), e mokas3aH 3a
Ipena3BaHe OT aTepOTPOMOOTHYHN MHLIMACHTH IIPU Bb3PACTHH MAIUCHTH C
- octbp kopoHapeH cunapom (OKC) mnun
- aHaMmHe3a 3a MuoKapjaeH uHdpapkt (M) u BUCOK PHCK OT pa3BUTHE HA aTEPOTPOMOOTUIHO
croOuTHe (BK. Toukn 4.2 u 5.1).

4.2 I[OI}HpOBKﬂ W HAYUMH HA NPUJTOKECHUEC

EO3I/IQOBKa

[TanmenTure, mpuemarnu Brilique, Tpsa6Ba chio Taka Ja mpreMar HUCKa HOJIbpKalla 1033 OT
75-150 mg ASA nHEBHO, OCBEH aKO TOBA € H3PUYHO POTHBONOKA3aHO.

Ocmpu kopoHapuu cunopomu

Jleuenuero c Brilique TpsiOBa na 3amouBa ¢ eAHOKpaTHA HaToBapBaiua 1o3a ot 180 mg (aBe TabneTku
ot 90 mg), cieq KoeTo ce mpoabIKaBa ¢ 1o3a 90 mg aBa mbTH nHEBHO. [IpenopruBa ce IeyeHneTo ¢
Brilique 90 mg nBa mbTH AHEBHO Jaa poabku 12 Mecena npu namueHtd ¢ OKC, ocBeH ako HsIMa
KJIMHAYHY TIOKa3aHUs 32 IpeKbCBaHEe Ha pueMa (BXX. Touka 5.1).

Anamneza 3a muokapoern ungdapkm

Brilique 60 mg nBa bTH AHEBHO € MPEMOPBHUUTETHATA 103a, KOTaTO € HEOOXOANMO YIBIIKECHO
JieueHre Ha MaIMeHTH ¢ aHaMHe3a 32 MU oT moHe ejiHa roJIiHa U BUCOK PUCK OT aTepOTPOMOOTHIHO
cpouTne (Bx. Touka 5.1). JleuenHuero Mosxe J1a ObJie 3armouHaro 6e3 mpeKbeBaHe, KaTo Mpo.IbJKaBallia
Tepamnus cjiel HAauaIHOTO JICYCHHE OT eAHa roauna ¢ Brilique 90 mg mim Tepamus ¢ Ipyr aaeHO3UH
mudocdar (AAD) peuentopen naxuoduTOp npu nanuent ¢ OKC u BUCOK puck ot
aTepoTpoMOOTHYHO chOuTHE. JleueHneTo Moxe Aa ObAe 3al0YHATO CHUIO U A0 2 roauHu oT MU unun
710 elHa TOJMHA CJIe]l CIIMPaHe Ha IpeAalecTBamoTo Jeuenne ¢ AJlP-peuentopen naxuburop. Mma
OTpaHMYCHH JIaHHU 33 ePUKACHOCTTA U 0€30MacHOCTTa Ha YIBIDKEHO JICUEHUE C THKArpeinop Hall

3 TOaUHH.

AKo ¢ HeoOxoIuMa CMsIHA Ha TepamnusTa, mbpeara 103a Brilique TpsiOBa na Ob/¢ npuiioskeHa 24 yaca
CJIe]] TIOCHIeTHATA 71032 Ha IPYTOTO aHTUTPOMOOTHYHO JIEKapCTBO.
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Iponycuama 0oza

CnI110 Taka TpsOBa Ja ce U305rBa MPOIyCKaHeTo Ha TabseTka. [TalueHT, KOMTO € MPOIyCHaN 1a
npueme no3ara cu Brilique, TpsOBa na npueme camo efHa TabieTKa (cieaBaliara cu 103a) B 4aca, B
KOITO 00n4aiiHO 51 mpreMa.

CrnenyanHu Monynauu
Cmapuecka ev3pacm
[Ipu manmenTH B cTapyecka Bb3pacT HE ce Hajara KOpekuus Ha jo3aTa (Bxk. Touka 5.2).

bvopeuno yepescoarne

[Ipu nauuentu c 6p0pedHO yBpeKIaHE HE € HE00X0AUMa KOpEeKLs Ha 1o3arta (BK. Touka 5.2). He e
HaJIM4HA HH(pOpMaIys, Kacaela JICYSHHETo Ha MAIMEeHTH Ha TUalii3a U Topajiy Ta3u IPUYNHA HEe ce
MpenopbyBa JEUCHUE C TUKATrpesIop.

Yeprodpobmo yepeacoare

Tukarpenop He e IPOy4BaH MPU NAIEHTH C TEXKO YePHOIPOOHO YBpEKIaHE U MOpPaIH TOBA,
ynoTtpebarta My OT Te3H MALMEHTH € MPOTUBOIOKa3aHa (BXK. Touka 4.3). Mima camo orpanndena
nH(pOopMaIs MpH MaLMEHTH ¢ yMEPeHO 4epHOoApoOHO yBpexkaane. Kopurupane Ha go3ara He ce
MpernopbryBa, HO TUKArpesaop TpsiOBa Ja ce U3IM0JI3Ba ¢ MOBHUIIEHO BHUMaHKE (BX. TOUkd 4.4 u 5.2).
[Ipu maumenTy ¢ J1eKo 4epHOAPOOHO YBpEKIaHE HE € He00X0AnMa KOPEKLUs Ha 103aTa (BX.
To4Ka 5.2).

Ileouampuuna nonynayus
Be3zonacHocTTa M e(hukacHOCTTA Ha THKArpeIop Npu Aema Ha Bb3pacT noa 18 rogunu He e
ycTraHoBeHa. Hiama HaIMyHu TaHHH.

Hauwn Ha npuioskeHne

3a mepopaiHo MPUIOKEHUE.

Brilique mo>e na ce mpueMa cbe uiam 6e3 XxpaHa.

[Ipu marueHTHTE, KOUTO HE MOTAT J]a MPETIBIIAT Is1a(mesnu) TabneTka(u), TabIeTKUTE MOTaT Aa
ObJaT CTPUTH Ha (PHH Mpax, Ja ce CMECAT ¢ TOJIOBHH Yallia Boja | Jia ce U3MUAT BenHara. Yamrara
TpsiOBa Jla ce U3IUIAKHE C OIIE IMOJIOBUH Yallla BOJa U ChIBPKUMOTO Ja ce usnue. CMecra MOXKe J1a ce
Mpujiara chIlo U ype3 Hazo-ractpanna conaa (CHS wnu nmo-ronsima). BaxkHo e Ha3o-racTpamHaTa
COHJIa JIa ce IPOMHUE C BOJIA CIie]l IPUIIOKEHUETO Ha CMecTa.

4.3 IIporuBomoka3zaHus

e  CBpPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEIECTBO MIIM KBM HAKOE OT IOMOLIHHUTE BEIIECTBA,
n30poeHu B Touka 6.1 (Bxk. Touka 4.8).

AKTHBHO MaTOJIOTUYHO KbPBEHE.

AHamHe3a 3a HHTpaKpaHUalHa XxeMoparus (Bx. Touka 4.8).

Texko uepHOPOOHO yBpekaaHe (Bxk. TOUKH 4.2, 4.4 u 5.2).

CBHBMECTHOTO TIPUIIOKEHHE Ha THKArpeiop ¢ MoiHu naxuoutopu Ha CYP3A4 (Hamp.
KETOKOHA30J1, KIIAPUTPOMUIINH, He(a3010H, pUTOHABUD U aTa3aHaBHp), Thil KATO MOXeE Jla
JIOBEIC /IO 3HAYUTEITHO IMOBUINIEHUE HA €KCITO3UITMATA HA THKArpeop (BX. Touka 4.5).

4.4 ChnenuanaHu npeaynpesxaeHus: U NpeANa3Hil MEPKH NIPH ynoTpeda

Puck oT KbpBEHE

[TpunoskeHneTo Ha TUKArpeIop MPH MAIUEHTH C M3BECTESH MTOBUINEH PUCK OT KbPBEHE TPsiOBa aa ce

MIPEICHH CIPSMO I10J13aTa [0 OTHONICHHUE Ha MPEANa3BaHeTO OT aTePOTPOMOOTUYHHU HHITUACHTH (BK.

ToukH 4.8 1 5.1). AKO € KIIMHUYHO TI0Ka3aH, THKArpesiop TpsOBa j1a ce mpuiiara ¢ IOBHIIECHO

BHUMAHUE MPU CIECTHUTE TPYNH MALIUECHTHU:

e [lammeHTHTE CHC CKIOHHOCT KbM KBpPBEHE (HAIp. TIOPaIy CKOPOIITHA TpaBMa, OTeparts,

HapylIeHUs B KPbBOCHCHPBAHETO, AKTHBEH WIJIH CKOPOIIEH CTOMAITHO-YPEBEH KPHBOH3IIUB).
[IpunoxeHneTo Ha TUKATPeNop € MPOTUBOIIOKA3aHO MIPU MALMEHTH ¢ AKTUBHO MATOJIOTMYHO
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KBbpBEHE, IIPH TaKUBA C aHAMHE3a 33 MHTPaKpPAHUAIHA XEMOPArus U MPH MalUEHTH C TEXKO
4epHOAPOOHO yBpexaaHe (Bxk. Touka 4.3).

e [lammenTu, mpuemariy eIHOBPEMEHHO JIEKapCTBEHH NMPOAYKTH, KOUTO MOTaT Ja MOBHUILAT pUCKa
OT KbpBeHE (Harp. HecTepouaAHU poTuBoBh3nanuTerau cpeactsa (HCIIBC), nepopanau
AQHTUKOATYJIaHTH W/Win GUOPUHOIUTHIN) B paMKHUTE Ha 24 daca OT pueMa Ha TUKarpesop.

Tpancdyszusta Ha TpoMOOLKMTHA Maca He 0OpBIIAa AaHTUTPOMOOTHYHUS e(DEeKT Ha TUKATPEIop IpU
37paBH JOOPOBOJILIM M € MAJIKO BEPOSATHO Jla UMa KJIMHUYHA I10J13a MIPH MAIlHeHTH ¢ KbpBeHe. [loHexe
€IHOBPEMEHHOTO NMPWIOKEHNE HAa TUKArpesIop ¢ JE3MOINPECHH HE CKbCABA BPEMETO HAa KbPBEHE,
BEPOSITHO IE3MOIPECHH HsMa Ja ObJe eUKaceH 3a OBIasBaHE Ha KPbBOM3IUB (BXK. TOUKa 4.5).

AHTHOUOPUHOIUTHYHOTO JICYeHHE (AaMHHOKAIPOHOBA MITH TPAHEKCAMOBA KHCEITHHA) W/IITH
TepanusTa ¢ pekomOuHanTeH gakrop VIla morar ga yckopsAT kpbBochcupBaneTo. [IpuemsT Ha
THKarpesop Moe Ja ce Bb300OHOBH ClIel KaTO MPUYMHATA 32 KBPBEHETO € OTKPUTA U TO € OBJIAISHO.

Oneparu
[Naruenture TpsOBa 1a ObAAT MOCHBETBAHU J1a MHPOPMHPAT JISKAPUTE M CTOMATOJIO3UTE CH, Ue

ImpueMatT TUKarpejaop, npeau 1a uM 61)11e Ha3HauCHA HAKAKBa XUPYypruiHa HHTCPBCHIUA U IIPEAN Oa
3allovHaT Aa npueMat HOB JICKAPCTBCH MMPOAYKT.

[Ipu manmenture ot npoyuBanero PLATO c nHanpaBen kopoHapHo-apTepuaiie Oaitnac (CABG), npu
THUKarpesop ce HaOJIroJaBa MoBeYe KbPBEHE OTKOJKOTO HPH KJIOMUAOIPEII, KOTaTo € CpsiH 1 J1eH
MIpeIy OTepanys, HO CXOJ/IHA YeCTOTa Ha 3HAYUTEITHO KbPBEHE, B CPaBHEHUE C KIIOMUOTPE, CIIeT
CITUpaHE Ha JICYCHUETO 2 WJIU TMOBEUe JHU MPEAH oneparus (BX. Touka 4.8). AKO TarMeHTHT MOIICKHI
Ha TUIAaHOBA OTIepallsl U aHTHArPETaHTHUAT €PEKT € HeKeIIaH, TUKArpesop TpsOBa 1a ce cupe 7 JHH
MpeId XUPypPruyHaTa HHTepBeHIHs (BXK. Touka 5.1).

[ManMeHTH ¢ IPeAIIecTBAI HCXEMUYCH HHCYAT
[Tanmentu ¢ OKC ¢ mpemmmecTan HCXEMUYCH HHCYIIT MOTaT Jla ObJIaT JICKYBaHHU C TUKArpesiop B
MpoJbIDKeHre Haii-MHOTO 110 12 Mecena (mpoyuBane PLATO).

B PEGASUS nanuentu ¢ anamuesa 3a MU ¢ npenmecTBai HCXeMHUYEH HHCYIT HE ¢a BKIIOYBAHU.
ITopaau ToBa, pu JMIICa HA TaHHH, JEUEHUE NTOBEYE OT €HA TOAMHA HE C€ PENOPBYUBA MIPH TE3U
MAIUEeHTH.

UYepHopoOHO yBpexkIaHe

Ynorpebarta Ha THKarpenop € MpOTHBOIOKAa3aHa MPH MAMEHTH C TEKKO YePHOPOOHO YBPEKIaHE
(Bk. Touku 4.2 u 4.3). ima orpaHiueH OIMUT ¢ TUKArPEJIop MPH MAIUSHTH ¢ YMEPEHO YEPHOAPOOHO
yBpexJaHe, opaan TOBa, IPY Te3H MALMEHTH ce MPENophyuBa MOBUILIEHO BHUMaHHE (BXK. TOUKH 4.2

us.2).

PuckoBu 3a pa3BuTHe Ha OpaguKapaus HalueHTH

[Topanu ycTaHOBSIBAHETO B MO-PAaHHO KIMHUYHO MPOYYBAHE HA MPEAUMHO ACUMIITOMHHI
BEHTPUKYJIApHU Tay3H, MAIIUEHTUTE C TIOBUIIICH PUCK OT Pa3BUTHE Ha OpaguKapaus (Harp. MarueHT
ChC CHHJIPOM Ha OOJIHUS CHHYCOB BB3el 0e3 nericMenkbp, AV-6mok II wiu 111 cTenen, umu TakuBa che
CBBP3aHU C OpaguKapausi CHHKOIIH) Ca U3KIIIOUCHU OT OCHOBHUTE TIPOYYBAHMS 32 OIICHKA HA
Oe3omacHoCcTTa 1 e()UKacCHOCTTAa Ha TUKarpenop. CienoBaTeHo, IOPad OTPAHWYCHUS KITMHIYEH
OITUT, THKATPeJIop TPsOBa J1a Ce U3IOJI3Ba C MOBHUIIEHO BHUMAaHUE MIPH TE3W MalMeHTH (BXK. Todka 5.1).

OcBeH ToBa, TUKarpeop TpAa0Ba Ja ce mpujiara ¢ HOBUIIEHO BHUMaHUE EAHOBPEMEHHO C JICKApCTBEHU
MPOAYKTH, 32 KOUTO € U3BECTHO, Ye MHAynupat Opagukapaus. B npoyusanero PLATO, obaue, He ce
HaOJroIaBaT JOKA3aTEeNICTBA 32 KIIMHUYHO 3HAYMMU HEXKEJIaH! PEakIiy CIie/l eIHOBPEMEHHO
MPUIOKEHHUE C SIUH WM TIOBEYE JIEKAPCTBEHH POTYKTH, 32 KOUTO € U3BECTHO, Y€ MHIYLIUPAT
Opanukapaus (Harp. 96 % Oera-6okepu, 33 % ONOKepH Ha KAIIIUEBUTE KAaHATIH JUITHA3EM H
Beparnamui, U 4 % MUrokcuH) (Bk. Touka 4.5).
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ITo Bpeme Ha xontepoBoTo nognpoyuyBane B PLATO, noBede nanyeHT! ca UMald BEHTPUKYJIapHU
naysu > 3 CeKyH[IU C THKarpeiaop, OTKOJIKOTO ¢ KIOMUIOTpell, II0 BpeMe Ha ocTpaTa (as3a Ha TeXHUS
OKC. YBennueHHeTo Ha yCTAHOBEHUTE C XOJITep BEHTPUKYJIAPHHU TAy3H ¢ THKArpesop € Ouio mo-
BHCOKO TpH MAaIlUEHTH C XPOHUYHA ChpAeyHa HegocTaTbyHOCT (XCH), OTKONKOTO B LAJIOCTHATA
n3cieBaHa MOMyIalus 1o BpeMe Ha octpata (aza Ha OKC, HO He U Ha IBPBHUS Mecel] Ha JICYEHUETO
C THKarpesop Wiu B CpaBHEHHE ¢ KJIOMUAOTpen. B Ta3m nomynamnus naiueHTH He € NMao HUKaKBH
CTpaHUYHU KJIMHUYHH MTOCIEACTBHSA, CBBP3aHU C TO3U AUCOaTaHC (BKIFOUYUTETHO CHHKOI WITH
MOCTaBSHE Ha MEeUCMENKbp) (BK. ToUKa 5.1).

le/ICHHeSI

JlucriHes ce cho0IIaBa Mpy NalueHTUTe, JIEKYBaHU ¢ TUKarpenop. JlucrnHesra OOMKHOBEHO € JIeKa JI0
yMepeHa 110 MHTEH3UTET U YeCTO OT3By4aBa 6e3 HeoOX0IMMOCT OT IIPEKbCBaHe Ha JeueHueTo. [Ipu
MAIUEHTHUTE C aCTMa/XPOHNYHA 00CTpyKTHBHA Oe0apooHa Oonect (XOBB) Moxke 1a nMa HOBHIIICH
abCOJIOTEH PUCK OT Bb3HUKBAHE Ha TUCIIHES ¢ THKarpeiop. Tukarpenop TpsoOBa na ce U3moissa ¢
MOBUIICHO BHUMAHHUE NIPH NAlMEHTH C aHaMHe3a 3a actMa u/unu XObb. Mexanu3MbT Bee olie He €
U3ACHEH. AKO MTALMEHTHT CHOOLIH 32 HOBOBB3HMUKHAJIA, IPOABIDKUTENHA UIIH BJIOIICHA JUCIIHES, TOBA
TpsiOBa Jla ce M3CcIie/iBa ISUTOCTHO M aKO HE C€ TOJIEPUPA, JICYEHUETO ¢ THKArpesop TpsOBa aa ce crpe.
3a nombIHATENHA HHPOPMALIUS BIDKTE ToUKa 4.8.

IToBuiiaBaHe Ha KpeaTUHUHA

HuBara Ha kpeaTHHHHA MOTaT Aa c€ MOBUIIAT [0 BPEME HA JICUEHUETO C TUKArpeaop. MexaHu3mMbT
BCe OlIe HE € u3sAcHeH. brOpeunara ¢pyHkius TpsOBa aa ce MpoBepsBa ChIIACHO CTaHAapTHATA
MeaunmrHacka npaktuka. [pu namuentu ¢ OKC ce npenopbuBa ChIIo Ja ce IpoBepu ObOpeyHaTa
(YHKITHS €TUH Mecel] CIIe/] 3al04YBaHe Ha JICYSHUETO C THKArpeop, KaTo ce 00pbhina 0cobeHo
BHUMaHUE Ha MAIIMEeHTH > 75 TOUHM, TAIIMEHTH C YMepeHa/Texxka ObOpedHa HeJoCTaThUHOCT U
TaKuBa, KOUTO TMOJIyYaBaT CHITBTCTBAIIA TEPAIUs C aHTHOTEH3UH-perienTopHu 61okepu (APB).

YBennuaBaHe Ha TUKOYHATA KHCEIMHA

XurmepypukeMusi MOXKe Jla Bh3HUKHE 110 BpeMe Ha JICUCHHE ¢ TUKarpenop (Bxk. Touka 4.8). Tpsosa na
Ce BHMMaBa IPH MAIUCHTH C aHAMHE3a 33 XUIICPYPUKEMHUS HJIH IoAarpo3eH aptput. KaTto npeamnasHa
MsIpKa He ce HachpuaBa yroTrpedara Ha TUKArpenop Mpu MalueHTH ¢ ypeMrudHa HeporaTusl.

[pyru

Ha 6a3a na mabmonaBanata B PLATO Bpb3Kka Mexy noaabspxamara g03a ASA 1 OTHOCUTETHATa
e(pHKaCHOCT Ha THKArpeiop B CPaBHEHHUE C KIOMUIOTPENl, HE CE MPEHopbhUBa €AHOBPEMEHHOTO
MIPUIIOKEHUE Ha THKATrpeIop U BIUCOKa moabpxama gqo03a ASA (> 300 mg) (Bx. Touka 5.1).

PanHO mpeycTaHoBsIBaHE

PanHOTO crimpaHe Ha KOSTO W J1a € aHTHATPETaHTHA Teparusl, BKIIOUUTENHO 1 ¢ Brilique, Moxe na
JIOBEJIE 10 TMOBHUIIIaBaHE Ha pUCKa OT cbpaeyHo-choBa (CC) cMmbpT mim MU, BeiencTeue Ha
MoJyIeXKaloTo 3abossBaHe Ha nanueHTa. CieqoBaTeHo, TpSIOBa 1a ce U30sArBa MPEkKIECBPEMEHHO
CIHMpAaHE Ha TepanusTa.

4.5 BzamMmopeiicTBHe ¢ IPYIH JeKAPCTBEHH NPOAYKTH M APYTrH (POPMH Ha B3aUMoOJeiicTBHE
Tuxkarpesop e npenu Bcnuko cyocrpar Ha CYP3A4 u cnad naxubutop Ha CYP3A4. Tukarpeinop e
cblI0 cyocTpat Ha P-rimkonporenna (P-gp) u cnab naxuburop Ha P-gp 1 Moke J1a MOBHIITH

EKCIO3ULMATA Ha cyOcTpaT Ha P-gp.

Ed)eKTI/I Ha JPYTH JCKAPCTBCHU MPOAYKTH BBPXY THKAI'PCJIOP

Jlexapcmeenu npooykmu, koumo ce memaboausupam om CYP3A4

Huxubumopu na CYP3A4

o  Momau naxubutopu Ha CYP3 A4 — eHOBpEeMEHHOTO MPHIIOKEHNE HA KETOKOHA30JI C
THUKarpesop Boau 1o noBuiaBane Ha C,, 1 AUC Ha TUKarpenop, cboTBETHO 2,4 TbTU U
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7,3 mbTH. Cpa 1 AUC Ha aKTUBHMS META0ONUT CE MOHUKABAT, CHOTBETHO ¢ 89 % u 56 %.
Ouaxksa ce u n1pyru MowHu naxuouropn Ha CYP3A4 (knaputpomuiing, HedazonoH,
PUTOHABUP U aTa3aHaBHP) Jla UMAT CXOAHU €()EKTH, U TIOPAJX Ta3u MPUIHHA, CIHOBPEMEHHOTO
npwiokenue Ha MouHH CYP3 A4 MHXUOUTOPH ¢ TUKArpesIop € MPOTHBOMOKA3HO (BXK.

Touka 4.3).

o  VYwmepenu uaxuburopu Ha CYP3A4 — eqHOBpeMEHHOTO MPUIIOKEHIE HA AUITHA3EM C
Ttukarpenop nosumana C,,, Ha TaKarpesnop ¢ 69 %, a AUC — no 2,7 mbtu u noamkapa Cy,,, Ha
aktuBHUS MeTabomuT ¢ 38 %, mokato AUC ocraBa HempoMeHeHa. Tukarpenop He Oka3Ba
BJIMSIHUE BBPXY IUIa3MEHAaTa KOHIIEHTpalus Ha AuntuazeM. OuakBa ce JpyruTe yMepeHu
naxuouropu Ha CYP3 A4 (Hanp. aMmnpeHaBup, anpenuTaHT, epUTPOMUIIMH U (PIyKoHA30:) 12
uMar cxoJieH e()eKT U CHIIO JIa MOTaT Jia ce TpIIaraT eJHOBPEMEHHO C THKArpeJiop.

Hnoyxkmopu na CYP3A

EnHoBpeMeHHOTO NpHIIOKEHHE Ha pr(aMIUIMH U THKArpeiaop BoIu 0 NoHmkaBaHe Ha C,,, 1 AUC
Ha THKarpesop cboTBETHO ChC 73 % u 86 %. C,.x Ha akTUBHUSA MeTabomuT He ce nmpomens, a AUC ce
MOHMXaBa ChOTBETHO ¢ 46 %. Ouaksa ce apyrure uHaykTopu Ha CYP3A (Hamp. ¢penurouH,
KapbamazenuH U peHob6apOouTai) ChIIo Ja MOHMKABAT EKCIO3UIUATA Ha TUKArpesop.
EnHOBpeMEHHOTO NPHIIOKEHNE HAa TUKArpenop ¢ MourHu nHAykropr Ha CYP3 A Moxe 1a MOHMKH
EKCTIO3ULIHATA U e(PUKACHOCTTA HA TUKArPENIop, ¥ IOpay Ta3 MIPUYMHA HE Ce HachpyaBa TIXHOTO
€THOBPEMEHHO TPIIIOKEHUE C TUKATrPeop.

Huxnocnopun (unxubumop na P-gp u CYP3A4)

EnnoBpemenHoTo npunoxkenre Ha nuukiocnopud (600 mg) u TMKarpenop BOIU 0 MOBUIIABaHE HA
Ciax 1 AUC Ha THKarpesnop cboTBeTHO 2,3 mbTH U 2,8 bTH. [Ipu HaMMmuueTo Ha rukiaocnopud, AUC
Ha aKTUBHHUA MeTa00IuT ce noBuIana ¢ 32 %, a Cyay c€ MOHMKaBa ¢ 15 %.

Hsma Hanu4HM AaHHU 32 €THOBpEMEHHATa ynoTpeba Ha THKarpenop ¢ APyrd aKTHBHU BEIIECTBA,
KOHTO CBILO Ca MOIIHN HHXUOUTOpH Ha P-gp n ymepenu naxudburopn Ha CYP3A4 (nanp. Bepanamui,
XMHUJAMH), KOUTO CHIIO MOTaT J1a MOBUILAT EKCIO3UIUATA Ha TUKArpeiaop. AKo KOMOMHALUATA He
MOJKe Ja ObJie n30erHara, TIXHOTO €THOBPEMEHHO MPUJIOKEHHE TPsIOBa Ja ce U3BBPIIBA C TOBUIICHO
BHHMAaHHUeE.

[pyeu

KnuangyauTe Mpoy4BaHus 3a papMakoJIOTHIHU B3aMMOJICHCTBUS OKa3BaT, 4e eTHOBPEMEHHOTO
MIPWJIOKEHUE Ha TUKArpesiop ¢ XenapuH, eHokcanapud 1 ACK unm ne3MonpecuH He oka3BaT
BB3ICHUCTBHE BBPXY (PAPMAKOKHHETHKATA HA TUKATPEJIOp WM AKTUBHHUSA MYy METa0OJINT, WK BBPXY
A1®-unayMpaHaTa TPOMOOIIMTHA arperaiys, B CpaBHEHHE ¢ THKATrPesiop, MpUIokKeH
CaMOCTOATETHO. AKO € KIIMHUYHO TIOKa3aHo, JIEKAPCTBEHU MIPOAYKTH, KOUTO U3MEHAT XeMOCTa3ara,
TpsiOBa J1a ce M3MO3BAT C IOBUIICHO BHUMaHKE B KOMOMHAIMSA C TUKArpesop.

HaGnronaBaHa e IByKpaTHO yBeJIMYEHA €KCIIO3ULIUSA Ha TUKAIPENIOp ClIel KOHCyMallysl Ha FoJeMU
KOJIN4eCTBa coK oT rpeindpyT naesHo (3x200 ml). Ta3u cTeneH Ha yBeIMYeHNE HA €KCIIO3ULUATA HE

CC O4YakKkBa Jga 6I>I[€ KIMHHUYHO 3Ha4YrMa 3a IIOBCYCTO MAITUCHTH.

Ed)eKTI/I Ha TUKArpcjiop BbPXY JPYIH JCKAPCTBCHHU NPOAYKTH

Jlexapcmeenu npoodykmu, koumo ce memabdoausupam om CYP3A4
e Cumgacmamun — €THOBPEMEHHOTO MPUIIOKCHUE HA TUKArPeJIOp ChC CHMBACTATHH BOJIU 10

nosumaBane Ha Cp,, 1 AUC Ha cuMBacTaTuH ChOTBETHO ¢ 81 % u 56 %, KakTo U Ha
nosumaBaHe Ha C,,x 1 AUC Ha cmMBacTaTHHOBAaTa KHCEJIMHA ChOTBETHO ¢ 64 % 1 52 %, kato B
OTJICIIHHU CITy4au ce JoCTUra 2 10 3-KpaTHO NoBHIIaBaHe. EMHOBPEMEHHOTO MPUIIOKEHUE HA
THUKarpeaop ¥ CHMBACTaTHH B /1033, HajBuIapama 40 mg JHEBHO, MOXKE Jia TOBEAE 10
HEXeJIaHW PeaKIii Ha CUMBACTaTHH M TPsIOBa Ja ce MPEIEHH CIPSIMO OTEHIIMATHUTE MOJI3H.
CHMBacTaTHH HE OKa3Ba BJIMSHUE BBPXY IUIA3MECHUTE KOHIICHTPAIIMHM Ha THKATrpeJiop.
Tukarpenop Moxke 1a OKa3Ba CX0JeH edeKT BbpXY JioBacTaTuH. He ce mpenopbuBa
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eHOBpEeMEHHaTa ynorpeda Ha THKAarpeaop chC CUMBACTATHH WU JIOBACTATHH B 103U,
HajBumasaum 40 mg.

e  Amopsacmamun — €THOBPEMEHHOTO MPUIIOKEHNE Ha aTOPBACTAaTHH U TUKArpeJiop BOIH JI0
noBumaBane Ha Cy,, 1 AUC Ha aTopBacTaTHHOBATa KHCEIWHA CHOTBETHO C 23 % 1 36 %.
Cxonno nopumasade Ha AUC u C,x € HabII01aBaHO IIPU BCUYKH METa00JIUTH Ha
aTopBacTaTUHOBAaTa KuceluHa. Te3n NOBUIIEHH CTOMHOCTH HE C€ CUUTAT 33 KIMHUYHO
3HAYUMH.

e He Moxe na ce u3kimoun nogo0eH epekT u BbpXyY JAPYTH CTATUHH, META00IU3UPaHH OT
CYP3A4. ITarmuentute B mpoyuBaneto PLATO, xouTo ca moiaydaBaiu THKarpesop, ca
MprUeMaly pa3IniHu CTaTHHU 0e3 ChoOpaXeHUE 10 OTHOLICHNUE Ha 0€30IaCHOCTTa Ha CTaTUHA
pu 93 % ot koxoprata Ha PLATO, xosTO € nmpuemana Te3u JeKapCTBEHU MPOTYKTH.

Tuxkarpenop e ciad naxudutop Ha CYP3A4. ETHOBpEeMEHHOTO MPUIIOKEHUE Ha TUKArPEIOpP ChC
cybcrpatn Ha CYP3A4 ¢ Tecen TepaneBTHUeH MHACKC (HAP. ITU3AMIPUI UK €ProaKaIONIN) HE Ce
NpPEnopbYBa, Thi KaTO TUKATPEJIOP MOKE Ja MOBUILIY SKCIIO3ULIMITA Ha TE€3U JIEKaPCTBEHU MPOLYKTH.

P-gp cybocmpamu (sxnrouumento OueoKCut, YUKIOCHOPUH)

EnHOBpeMEHHOTO MPUIIOKEHUE C THKATPEIop Boau 10 moBumaBane Ha Cy,, 1 AUC Ha TUTOKCHH
CBHOTBETHO ChC 75 % 1 28 %. CpenHuTE Hall-HUCKYM HUBA Ha JUTOKCUH ce MoBHIIaBaT ¢ 0koio 30 %
MIPU €THOBPEMEHHO MPUIIOKEHUE C TUKATPEIOpP, KaTO B HAKOM OTACIHU CIIydal c€ OTYUTAT MAKCUMYM
JIBYKpaTHU MoBHIaBanus. B mpucsctBrero Ha TUToKCHH Co 1 AUC Ha TUKArpenop u aKTUBHUS My
MeTabonuT He ce moBnusaBaT. ClieZIoBaTEIIHO, IIPH STHOBPEMEHHO MPIIIOKEHNE Ha TUKArpesop ¢
P-gp-3aBucumu ekapcTBEHU MPOAYKTU C MATBK TEPANIEBTUYECH UHAEKC KATO JUTOKCHH, CE
MpeNnopbYBa MOAXO A KIMHUYCH U/UIN JTa00paTOPEH KOHTPOJL.

Tukarpenop He OKa3Ba BIMSHUE BbPXY KOHIIGHTPALIMATA HA IUKIOCTIOPUH B KpbBTa. EdekThT Ha
THKarpesop BbPXY Ipyru cyocTparu Ha P-gp He e mpoydBaH.

Jlexapcmeenu npooykmu, koumo ce memaboausupam om CYP2C9

EnHoBpeMeHHOTO MpUIIOKEeHNE Ha TUKArpesIop ¢ TOIOyTaMul He BOAM O MIPOMSHA Ha TUIa3MEHUTE
KOHIIEHTpAIINH Ha KOWTO U Jia € OT ABaTa MpOoAyKTa, KOETO MpeaIosiara, 4e THKarpeiop He €
naxubutop Ha CYP2C9 u e manko BeposTHO na noBnusiBa meauupanus or CYP2C9 merabonuszbm Ha
JIEKapCTBEHHU NMPOJYKTH KaTo Bap(apuH U TOIOYyTaMuUI.

Ilepopannu konmpayenmueu

EnHOBpeMEHHOTO MPUIIOKEHNE Ha TUKATPEJIOpP C JICBOHOPTECTPEI M STHHIUI €CTPAJUOI BOJIU 10
TIOBHUIIIaBAaHE HAa €KCITO3UIUATA KbM €TUHWII eCTPaaroi ¢ mpuoim3uTeHo 20 %, Ho He TOBIHsIBA
(hapMaKOKMHETHKATa Ha JIeBoHOprecTpes. [Ipu emHOBpeMEHHO PUIIOKESHHUE Ha JICBOHOPIeCTPeIl U
STUHHJI €CTPAINOII C TUKATPEIOp HE Ce 0YaKBa KIIMHUYHO 3HAYUM e(eKT BbpXY e(hUKACHOCTTA Ha
MEPOPATTHUS KOHTPALICTITHR.

Jlekxapcmeenu npodykmu, 3a KOUMo e U38eCMHO, Ye UHOYuupam 6paouxapous

[Mopaau HaOmoaBaHe HA IPETUMHO AaCUMITTOMHY BEHTPHUKYJIApHU May3U U OpauKapans ce H3UCKBa
MOBHIIICHO BHUMaHHUE, KOTaTO THKATPEJIop Ce Mpuiiara eJHOBPEMEHHO C JICKAPCTBEHHU MPOYKTH, 32
KOHUTO € U3BECTHO, Y€ HHIynupar opagukapaus (Bx. Touka 4.4). B npoyusanero PLATO, obaue He ce
HaOII0/IaBaT IOKA3aTENICTBA 33 KIMHUYHO 3HAYNMH HEXKETIaHH PEaKII|H CJIe]l €THOBPEMEHHO
MPUIOKEHHUE C SJIUH WM TIOBEYE JIEKAPCTBEHH POJTYKTH, 32 KOUTO € U3BECTHO, Y€ MHIYLIUPAT
Opanukapaust (Harp. 96 % Oera-0nokepH, 33 % ONoKepH Ha KAIIIUEBUTE KAaHATIH JUITHA3EM H
Bepanamui, u 4 % IUTOKCHH).

Apyea convmemeawa mepanus

B xnuHUYHUTE MPOYYBaHUS TUKArpesop e npuiarad exHospemeHHo ¢ ACK, naxuburopu Ha
MPOTOHHATA [TIOMIIA, CTATUHH, OeTa-0JIOKepH, THXMOUTOPH Ha aHTMOTEH3UH-KOHBEPTHUPALLSI €H3UM
(ACE) u anrnorensun-1I penentopau 610kepu, HeOOXOAUMHU 3a JCYCHHUE HA ChIIBTCTBAILT
3a00JIsIBaHUS 3a OBIBI IEPUO]I, @ ChIIO U XeMapuH, HUICKOMOJIEKYJICH XeapiH U HHTPAaBEHO3HU
naxuouropu Ha Gpllb/Illa 3a kpatko Bpeme (Bk. Touka 5.1). He ca HanmnuHM JaHHU 32 HAOMIO1aBaHH
KIMHAYHO 3HAYMMHU HEXeJIaHW B3aUMOACHCTBHA PU yHOoTpeda Ha Te3H JIEKapCTBEHU POIYKTH.
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EnHOBpEMEHHOTO NPUIIOKEHNE HA TUKATPEJIOP C XEMapHH, EHOKCUITAPUH WIH JE3MOIPECHH HAMA
eeKT BbpXY aKTHBUPAHOTO MapIuaiHo TpoMOoruiacTuHoBo Bpeme (aPTT), akTHBUpaHOTO Bpeme Ha
cbeupBane (ACT) i uzcnensanusira Ha Gakrop Xa. Bee nmak, mopaan noTeHIIUATHITE
(hapMaKoJUHAMUYHU B3aMMOJICHCTBUS, €THOBPEMEHHOTO MPHUIIOKECHUE HA THKATPEJIOP C JEKapCTBEHU
MPOAYKTH, 32 KOUTO € U3BECTHO, Y€ MPOMEHST XeMOocTa3aTa, TpsiOBa Aa ce 3BBPIIBA C IIOBUILICHO
BHHMaHHUe.

[lopanu crobmenus 3a aOHOPMHO KOXKHO KbpBeHe ¢ SSRI (Hamp. mapokceTuH, cepTpanvH U
LUTAJIONpaM), IpernopbuBa ce BHUMaHue, korato SSRI ce npunarar ¢ Tukarpenop, Thit KaTo TOBa
MOJK€ J1a TIOBHILIN PUCKA OT KbPBEHE.

4.6 @DepTUaUTET, O)PEMEHHOCT U KbpMeHe
KeHu ¢ neTepojieH NoTeHnHan

Kenu ¢ meTepojicH MOTEHIIMA TPSIOBA A2 U3MON3BAT e(EKTUBHU KOHTPAIICITHBHE MEPKH, 32 Ja
n30erHat 3adpeMeHsBaHe 10 BpeMe Ha JICUCHUE C TUKArpeop.

Bpemennoct
HsiMa miin uMa orpaHryYeHO KOJIMYECTBO JIaHHU 3a YIoTpedaTa Ha THKArpeyiop Mpu OpeMEHHH JKEHH.

[IpoyuBaHusTa PH )KMUBOTHU MTOKA3BaT PENPOAYKTHBHA TOKCUYHOCT (BXK. Touka 5.3).
Tuxarpenop He ce npenopbyBa 0 BpeMe Ha OpEMEHHOCT.

Kspmene
Hanmunure hapmakouHaMHYHI/TOKCUKOIOTHYHH TAHHY TIPY )KUBOTHHU TIOKA3BaT EKCKpEIUs Ha

THUKArpesiop ¥ akTUBHUSA My METa0OJIUT B MIIIKOTO (BX. Touka 5.3). He Moxe Ja ce U3KITI0UH PUCK TIPU
HOBOpOIeHH/KbpMaueTa. TpsOBa na ce B3eMe pelieHre Tali Ja e CIpe KbPMEHETO, HIIH J1a Ce
NpeKpaTh/aa He ce TpHiiara Tepamnusi ¢ TUKarpenop, KaTo ce B3eMe MpeBH/I [oj13aTa OT KbPMEHETO 3a
JICTETO U MOJI3aTa OT TeparnusATa 3a KeHaTa.

DepTUnuTeT
Tukarpenop He Oka3Ba BIHUSHUE BbPXY MBKKHS U )KEHCKUS (DePTUIUTET TPH )KUBOTHH (BXK.

Touka 5.3).
4.7 Edextn BbpXy ciocod0HOCTTA 32 oupaHe u padoTa ¢ MAIIUHA

Tukarpenop He HOBIUsIBA WK MOBIUIBA MPESHEOPESIKUMO CITIOCOOHOCTTA 3a 110 upane u padoTa ¢
MamuHy. [1o BpemMe Ha JieueHue ¢ THKarpenop ce cho0IaBa 3amaliBane u o0bpkBane. ClieioBaTesHo,
MAIUEHTH, KOUTO TOJIyYaT Te3U CUMIITOMHU TPsiOBa Ja ca MpeAIa3InBy JOKaTo modupar win padoTsT
C MallInuHU.

4.8 Hexenann JeKapcTBEHH PeaKINU

Pesrome Ha poduiia Ha 6e30macHOCT

[IpoduabT Ha 0€30NACHOCT HA THKATPEJIOp € OlICHIBAH B JIBE TOJIEMU KJIMHUYHY U3MHUTBaHUs ¢a3a 3
o otHotenue Ha u3xona (PLATO u PEGASUS), BxirouBanu mosede ot 39 000 maruenTn (BxK.
Touka 5.1).

B PLATO manmenTnTe Ha THKArpejlop UMat MO-BUCOKA YECTOTa Ha IIPEYCTAHOBSIBAHE HA TEPAMHSITA
MOpajy HEeXEJIaH! ChbOUTHS OTKOJIKOTO mpH kinonuporpen (7,4 % cupsmo 5,4 %). B PEGASUS
MAIMeHTUTE, JIEKyBaHH C THKArpesiop, MMaT MO-BUCOKA YECTOTa Ha IPEYyCTaHOBSIBAaHE HA TepanusiTa
Mopajay HeXeJlaHW ChbOUTHUS B CpaBHEHHE C rpynara Ha Tepanus camo ¢ ASA (16,1 % 3a Tukarpenop
60 mg c ASA crpsimo 8,5 % 3a Tepanus camo ¢ ASA). Haii-uecto choO11aBaHnTe HEXXENaHU PEaKIun
MIpH MAIUEHTUTE, JIEKYBaHH C THKATrpesiop, ca KbpBeHe U AUCIHes (BX. Touka 4.4).
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TabauyeH CIHUCHK HA HEXKETAHUTE PECAKIINN

HpeI[CTaBeHI/ITe IMO-A0J1y HEXKCJIaHU PCAKIIUU Ca I/IJJ;eHTI/Iq)I/IHI/IpaHI/I B IIpOy4YBaHUATA UJIK Ca C’I)O6H_[eHI/I

IIPH MTOCT-MapKETUHIOB ONHUT ¢ THKarpenop (Tadmuma 1).

Hexenanute peakmum ca n3d6poenu no cucremo-opradet kinac (COK) mo MedDRA. B pamkute Ha

Bcekn COK HexenaHuTe JIeKapcTBEHH Peakliy ca n30poeHu 1o yecrora. Kareropuure no yecrora ce

neuHUpAT IO CJIeJHATa KOHBEHIIMA: MHOTO YecTH (> 1/10), yectu (> 1/100 no < 1/10), HeyecTn
(> 1/1 000 o < 1/100), penxu (> 1/10 000 mo < 1/1 000), maOTO peaxu (< 1/10 000), c HEn3BecTHA
yecToTa (0T HAJIMYHKUTE JaHHU HE MOJXKE Ja ObJic HalpaBeHa OICHKA).

Tabauna 1 — Hexkenanu peakuuu 1o 4ecTora u cucremo-opranet kiaac (COK)

MHuoro yectn YectH HeuecTn
COK

Heonnazmu — KbpBene ot Tymop®

dobpoxayecmeeH,

3710Ka4ecmeeHu u

Heonpeodenenu (6K.

KUCmu u noaunu)

Hapywenus na KspBene, cepp3aHo

Kpvema u iumMpuama | ¢ HapylIeHUs Ha

cucmema KpBBTA"

Hapywenus na CBpBX4yBCTBUTEIHOCT,

UMYHHAMA cucmema BKJIIOUUTEIIHO
aHruoeneM”

Hapywenus na XymepypHKeMHsId [Monarpa/Ilomarpo3en

Mmemabonuzma u apTpuT

XpaHenemo

Hcuxuunu napywenus OO0bpKBaHe

Hapywenus na 3amaiiBaHe, Brrpeuepenen

HepsHama cucmema Cunkor, ['maBobonue | KpHBOU3IHB

Hapywenus na ouume KpbBOU3/IHB B OKOTO ©

Hapywenus na yxomo Bepturo KpbBOU3NIUB B YXOTO

u 1abupunma

Cvoosu HapyuieHus. XHMOTOHUSA

Pecnupamopnu, HucnHes Kspaene ot

2PBOHU U pecnupaTopHaTa

MeOUACTNUHANHU cucremMa

HapyuieHus

Cmomawno-upesru CromanrHo-4peBeH Perponepuroncanen

HapyuieHus KPbBOU3JIHBE, KPBBOU3IINB

Huapus, 'agene,
Hucnencus, 3anek

Hapywenus na
Koorcama u
NOOKOMCHAMA MbKAH

IloakoxxHO Ui
JIEPMAaITHO KBpBeHeh,
O6puB, CrpOex

Hapywenus na
MYCKYIHO-

MycKyJIHO KbpBEHE'
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MHoro yecT Yectn Heuectn
COK
cKellemuama cucmema
U cveOuHumenHama
MbKaAH
Hapywenus na KbpBene ot

O6vopeyume u
NUKOYHUE NbMUa

MUKOYHUTE MbTUIIA’

Hapywenus na KspBene ot
8b3NPOU3EOOUMENHAM penpoayKTUBHATA
a cucmema u 2vpoama cucrema®
H3zcneosanus IToBuieH kpeaTHHUH

B Kp’bBTad
Hapaussanus, KpbBouznus cien
ompassauus u mporeaypa,
VCI0ACHEHUS, TpaBmaTu4aHO
BBIHUKHAIU 6 KI,pBeHe1

pe3yimam Ha
UHmMepseHyuu

 Harp. KbPBEHE OT paK Ha MMKOYHHUS MEXyp, Pak Ha CTOMaxa, paK Ha Ie0elI0TO YepPBO
Harp. TIOBHIIIEHA TEHCHINS KbM HaCHHsSBAHE, CHOHTAHEH XeMaToOM, XeMOparndHa Juares3a
¢ Unentuduimpana B IOCTMAPKETHHTOB OITHT

dYecrorure ca monyuenn ot naboparopuy HaGmogeHus ([[MKOYHA KMCETMHA TOBHIICHA > FOPHATA FPAHHIIA HA HOPMATA
CIPSIMO U3XOJHO HUBO NOA WK B pedeperTHHTE rpaHuL. Kpeatunun nosuiieH > 50 % crpsMo M3XOIHO HHUBO.),  HE €
HpHOJIM3HUTENIHA YECTOTa Ha ChOOIIaBaHEe Ha HEXKETaHH CHOUTHSI.

¢ Hanp. KOHIOHKTUBAJIHO, PETUHHO, BHTPEOUHO KbPBEHE

f amp. emmcraxcuc, xemonTusa

£ Harp. KbPBEHE OT BEHIUTE, KPBBOU3INB OT PEKTyMa, KPHBOM3JINB OT CTOMAIIIHA 3Ba
Harp. eKXHMO03a, KOKCH KPHBOU3IIHB, IETEXUH
! Hamp. XeMapTpo3a, MyCKyJIeH KPbBOU3IHNB
J Hamp. XeMaTypusi, XeMOparndeH HUCTUT
Harp. BaruHajeH KpbBOU3JIMB, XeMAaTOCIEPMHUS, IOCTMEHOIAay3aJIeH KPbBOU3JIUB
! Hamp. KOHTY3Hs, TPaBMATHUYCH XEMATOM, TPABMATHUEH KPHBOH3IIHB

Onucanue Ha I/I36DaHI/I HCXCIaHU pCaKnu
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Kwpegene
Haxooxu c kvpsene 6 PLATO

sumocTHHUTE pe3ynTaTu 3a YecToTara Ha KbpBeHe B mpoyuBaneTo PLATO ca noka3anu B Tabnmma 2.

Tabumuna 2 — AHanu3 Ha o01HMTe CHOMTHSA ¢ KbpBeHe, n3unciaeHust no Kaplan-Meier na
12-tu mecen (PLATO)

TuxarpeJsop KJIonuaorpe
90 mg nBa a
IIbTH THEBHO N=9 186 p-cToit
N=9 235 HOCT
OO6mo 3nauntenau ot PLATO 11,6 11,2 0,4336
®darannu/xuBoro3actpamasaniu or PLATO
5,8 5,8 0,6988

3nauntennu ot PLATO, HecBBp3aHu C 4.5 3,8 0,0264
CABG
3naunutensu ot PLATO, HecBbp3aHu C 3,1 2,3 0,0058
WHTEPBEHITUU
KomOunampanu 061110 16,1 14,6 0,0084
3HaunTenHu + He3HaunTeHu oT PLATO
HecBbp3anu ¢ HHTEpBEHIINN 5,9 4,3 < 0,000
3HAYUTEHU + He3Hayuteaau ot PLATO 1
3uaunTennu no TIMI 7,9 7,7 0,5669
3HaunTenHu + He3HaunTenHu 1mo TIMI 11,4 10,9 0,3272

JeduHNIN HA KaTeropuuTe KbpBeHe:

3HaunTeTHO (PaTATHO//KHBOTO3ACTPAIIABANLIO0 KbpBeHe: KIMHNYHO pOsSBEHO C MOHMKaBaHe Ha XeMorioounHa ¢ > 50 g/l
W C TIpeNUBaHe Ha > 4 caka epUTPOLUTHA Maca; WIN (aTaIHO; MM HHTPAKPAHUAIHO; WIIN HHTPANEPHKAPIHO ChC ChpACIHA
TaMITOHA/[a; YJIH C XUIOBOJIEMHYEH IOK; MIIM TeXKa XUIIOTOHUS, M3UCKBAIIA IPECOPH; WM XUPYPTUIHA HHTEPBEHIIUL.
3HaunTeHO APYro: KIImHUYHO MpOsBEHO ¢ OHMKaBaHe Ha XxemoraobuHa ¢ 30-50 g/l wnn npenuBaHe Ha 2-3 caka
€PUTPOIUTHA Maca; WX 3HAYUTEITHO HHBAIMIU3UPAIIO.

He3nauuresiHo KbpBeHe: M31cKkBa MeIUIIMHCKa HaMeca, 3a CIIPUPAaHE WK JIEKyBaHe Ha KbPBEHETO.

3naunTenHo kbpBene mo TIMI: KinuudHo nposiBeHO ¢ OHMKaBaHe Ha XxeMorioouHa ¢ > 50 g/l uinu ¢ nHTpakpaHuaiHa
Xemoparusi.

He3nauyurteano kbpBene no TIMI: Knuangaao nposiBeHO ¢ moHMKaBaHe Ha xeMorsiobuna ¢ 30-50 g/l.
*p-CTOHHOCT, U3UUCIEHA OT MOJIeN Ha IPOIOPIMOHATHNTE prUckoBe Ha CoX, KaTo Tpynara Ha JedeHHe € eIMHCTBEHATa
eKCIITaHaTOpHA MPOMEHINBA

Tukarpenop u KJIOMUAPOTeN He CEe pa3inyaBaT 10 OTHOIICHHE Ha YECTOTUTE Ha 3HAYUTEITHO
(aTtanHo/sxuBoTO3acTpamasaiio kbpseHe B PLATO, 3HaunTenHo kppBeHe o010 B PLATO,
3HaunTeNHO KbpBeHe mo TIMI mmu cnabo kspeene mo TIMI (Tabmuma 2). O6ade, mosiBaTa Ha
KOMOWHHPAHO 3HAYUTETHO+He3HAUnTeNHO KbpBeHe B PLATO e moBede ¢ THKarpenop, B CpaBHEHHE C
knormuaorpen. Manko naruentd B PLATO umat daranau kpbBousnusu: 20 (0,2 %) 3a Tukarpenop u
23 (0,3 %) 3a kmonmmorpen (Bx. Touka 4.4).

Bb3pacrt, o, TeJIECHO Terio, paca, reorpa)Ccku paioH, ChITbTCTBAIIM 3a00JIIBaHNS, ChITBTCTBAIIA
Tepanusi U aHaMHe3a, BKIIOYUTETHO MPeX0AeH HHCYIT WIN TPaH3UTOPHA HCXEMHYHA aTaka, He ca
MPEIUKTOPHU KaKTO 3a 0OLIOTO, TaKa M 32 HECBBP3aHOTO C HHTEPBEHIIMY 3HAYUTEIHO KbPBEHE 110
PLATO. Ilo Ta3u npuunHa He € HACHTU(HUIMPaHA KOHKPETHA PUCKOBA IPyTa 3a KOWTO U Ja € IOATUI
KbpBEHE.

Cspp3ano ¢ CABG kbpBeHe:

B PLATO 42 % ot 1 584-te marnentu (12 % oT koXxopTara) ¢ HarpaBeH KOPOHAPHO-apTepUaICH
6aiinac (CABG) ca nonyuninu PLATO 3HauutenHodaraiHo/sKHBOTO3acTpaliaBaiio KbpBeHe 6e3
pasinKa Mexay TepaneBTHYHHTe rpynu. ParaiaHo KepBeHe, cBbp3ano ¢ CABG, ce mosiBsiBa npu
6 MaIrMeHTy BbB BCSAKA OT TePaNeBTUUHUTE TPYIH (BXK. Touka 4.4).
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Hecsbp3ano c CABG kbpBeHE M HECBBP3aHO C HHTEPBEHIIUN KbPBEHE:

Hsma pa3znuka Mexxay THKarpenop u KIOMUAOIpeN Mo OTHOIIEHNE Ha HecBbp3aHuTe ¢ CABG
TEXKH/)KUBOTO3aCTpaIlIaBallid KphBOU3IHBHY 10 AeuHunus Ha npoyuBaHeto PLATO, Ho
3HAUUTETHUTE 00110, 3HaunTenHu 1o TIMI u 3HaunTenau+He3HaunTenHu o TIMI kpsBOM3IUBY, 110
nedununmsa Ha npoyusaneto PLATO, ca mo-uectu npu Tukarpenop. ChIIo Taka, ako ce U3KII0YaT
BCHYKH CBBP3aHH C MHTEPBEHIINU KPBBOHU3IUBH, IOBEYE KPHBOM3IUBH C€ HAOMIOAAaBAT IPH
THUKarpesop, OTKOJIKOTO npu kionuaorpen (Tadmuua 2). [IpekpaTsiBaHe Ha JIEYEHUETO MTOPAIH
HECBBP3aHU C MHTEPBEHLINH KPBBOU3JIMBH € MO-4E€CTO ¢ TUKarpenop (2,9 %), 0TKOIKOTO C
kiormorpen (1,2 %; p< 0,001).

WuTpakpanuanHa xeMoparusi:

WnaTpakpannaiHuTe KPHBOU3INBH, HECBBP3aHHU C MHTEPBEHIINH, ca TIOBEYE IPH NMPHIIOKECHUE Ha
TUKarpenop (n=27 KpbBOU3IHBa NpH 26 nanuenTy, 0,3 %), OTKOJIKOTO ¢ KIOMUAOTpe

(n=14 xpbBouznuaa, 0,2 %), oT kKouto 11 KPBBOM3IMBA C TUKArpesop U 1 ¢ KIonuaorpen ca ¢araiHy.
Hsma pasznuka B 001mms 6poit cimydan Ha (aTaaHO KbpPBEHE.

Haxooxu c kvpsene 6 PEGASUS
LsanocTHuTe pe3ynTaTy 3a yectoTrata Ha KbpBeHe B mpoyuBaHeTo PEGASUS ca mokazanu B
Tabmuma 3.

Tabsmna 3 — AHanu3 Ha o01MTe CHOMTHA ¢ KbpPBeHe, n3unciaeHust no Kaplan-Meier na
36-tu mecenr (PEGASUS)

Tukarpeaop 60 mg nBa Camo ASA
'bTH JHEBHO + ASA N=6 996
N=6 958
Koepuuuent
Kpaiinn Touku 3a 6e30macHOCT KM % Ha pHCKa KM % P-CTOHOCT
95 % CI)
Karteropuu Ha KbpBeHe, onpenenenn or TIMI
3uaunrenno (TIMI) 23 a 628,33? 21) = <0,0001
daranto 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)

Jpyro 3aauntento (TIMI) L6 @ 331’651 65) 0.5 <0.0001
3HAYUTETHO WIIM HE3HAUYNUTEITHO 34 2,54 1,4 <0,0001
(TIMI) (1,93, 3,35)
3HAYNTEIHO UM HE3HAYUTEIIHO, WIIH 16,6 2,64 7,0 <0,0001
M3UCKBAI0 MEIUIIMHCKA HaMeca (2,35, 2,97)

(TIMI)
Kareropnu Ha kppBeHe, onpeneyaenu B PLATO
3naunrenHo (PLATO) 3 (1 925’537 37) L4 <0,0001
2,4 2,38 1,1 <0,0001
daraaHo/KUBOTO3aCTpAIIIABAII0 (1,73, 3.26)
Jpyro 3xaauntenno (PLATO) L1 a 9?;-’357 83) 0.3 <0,0001
3HAYNTEITHO I HE3HAYUTEIHO 15,2 2,71 6,2 <0,0001
(PLATO) (2,40, 3,08)

Jedpunuuum Ha KaTeropusATa HAa KbpPBeHe:

3nauntenno (TIMI): daranHo xppBere MJIN Besiko BbTpeuepennHo KbpBeHe, MJIW KMMHUYHO BUAMMU MIPH3HAIN Ha
KPBBOU3IIUB, CBBP3aH ChC craj Ha xemorinobuna (Hgb) ot > 50 g/, nnu nonmxkenue Ha xemarokpura (Hcet) ot 15 %, xorato
nUricBa croHoCT Ha Hgb.

®aranHo: CprOHUTHE C KBPBEHE, KOTO JUPEKTHO € JOBEIO 10 CMBPT B PAMKHUTE Ha 7 JHU.
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BUYK: BrrpeuepeneH KpbBOU3IMB.

Jpyro 3nauuteano (TIMI): Heparanno ne-BUK 3nauntenHo xkppsene (TIMI).

He3nauyurteano (TIMI): Kiimanyao BHIMMO ¢ IOHIKEHHE Ha xemorioouHa ot 30-50 g/l.

H3uckBamo meauuuncka Hameca (TIMI): M3ucksammo unrepsenuus MJIN Boxemo no xocnuranuzauus, MJIN nanaramo
OIICHKA.

3HauuTenHO PpaTanno/xkuBoTo3acTpamasamo (PLATO): daranno kepsene WJIN Besiko BpTpedepenHo kbpBeHe, NI
UHTpaIlepUKapAUAIHO ChC ChplieuHa TamnoHazna, MJIM ¢ xunoBoneMuueH MIOK WM TEXKa XUIIOTOHUS, Hajlarama
HPHIOKEHNUETO Ha IIPECOPHU/MHOTPOIHHU cpezcTBa win onepanus, MJIN kinHudaHo BumuMo ¢ > 50 g/l moHmwkeHue Ha
XEeMOIIOOMHA WU NPEJIATU > 4 eJUHULIM YePBEHU KPBBHU KIICTKH.

3nauntenno apyro (PLATO): 3naunmo naBanmuamnsupamo MJIN kmmamaHO Bunumo ¢ 30-50 g/l noHmkeHne Ha
xemoriiobuna, MJIN npensty 2-3 eAMHUNN YepBEHH KPBBHU KIICTKH.

Hesnauurenno (PLATO): M3uckBa MeauMHCKa MHTEPBEHLINS 32 CIIMPAHE UJIH JICUeHUE Ha KbPBEHETO.

B PEGASUS 3naunrtennoto kbpBene (TIMI) mpu tukarpenop 60 mg aBa MbTH JHEBHO € IT0-BUCOKO
OTKOJIKOTO TIpH JiedeHue camo ¢ ASA. He e HaOIroaBaH MOBUIIEH PUCK OT (aTalHO KbPBEHE U Ce
YCTaHOBSIBA CaMO HE3HAUYHUTEIHO MOBUIIEHHE HA BETPEUEPEITHUTE KPBBOU3IINBY B CPABHEHUE C
Tepanuara camo ¢ ASA. Mima manko ¢crOuTHs Ha pataiHo KbpBeHe B npoyuBaHero, 11 (0,3 %) 3a
tukarpenop 60 mg u 12 (0,3 %) 3a Tepanusara camo ¢ ASA. HabnronaBaHUAT NOBHUILIEH PUCK OT
3HaunTenHo kKbpBeHe (TIMI) ¢ Tukarpenop 60 mg ce AbIKM MPEIUMHO Ha T0-BUCOKAaTa 4YeCTOTa Ha
npyro 3HaunTenHo kppBeHe (TIMI), cBpp3aHo cbe chbuTHs B cromammHo-4peBHust COK.

[loBumiena yectota Ha CHOUTHSA C KbPBEHE, MOA00HH Ha 3HaunTenHO KbpBeHe (TIMI), e HaOmonaBana
B KaTErOpUHTE 3HAYUTEITHO WK HesHaunTenHo kbpBeHe (TIMI) u 3nauntenno (PLATO) u
3HaYUTENTHO WK He3HaunTeaHo KbpBeHe (PLATO) (k. Tabmuna 3). [IpeycTanoBsiBaHeTO Ha
JICYEHUETO MOPaJu KbPBEHE € M0-4eCTO B Ipynara Ha TUkarpeiop 60 mg B CpaBHEHUE ¢ Ipynara Ha
Tepamuara camo ¢ ASA (cpoTBeTHO 6,2 % u 1,5 %). [loBeueTo OT Te3u caydyan Ha KbPBEHE ca C T0-
MaJIka TexecT (KiacupuIMpaH KaTo W3UCKBaIy MeaunnHcka Hameca (TIMI)), Hamp. enucrakcuc,
HacCHHSIBaHE U XEMaTOMHU.

[IpodunsT Ha KbpBEHE HA TUKarpenop 60 mg e CX0JeH B MHOKECTBOTO MPEABAPUTEIIHO ONPEEeIIEHU
MOJTPYIH (Harp. Mo BB3PacT, MO, TETJI0, paca, reorpadCKu peruoH, ChIbTCTBAIM 3200 sIBaHNS,
CBITBTCTBAILA TEPANUS U MEIUIMHCKA aHaMHe3a) IpU chOUTHs Ha 3HaYnTeNHO KbpBene (TIMI),
3HaunTenHo win HesHaunteaHo (TIMI) u 3HauntenHo keppBeHe (PLATO).

BwTpeuepenHo kbpBeHe:

Cnontanuau BUK ce cpobmmaBar ¢ mogo6Ha gectoTa 3a TUKarpenop 60 mg u tepammst camo ¢ ASA
(n=13, 0,2 % B aBeTe rpynu Ha jeyeHue). Habmronasa ce He3HaunTeHO noBuineHne Ha BUK
CBBP3aHO C TpaBMa U MPOLICAypH IIpu JedeHue ¢ Tukarpenop 60 mg, (n=15, 0,2 %) B cpaBHEHHE C
tepanusta camo ¢ ASA (n=10, 0,1 %). CpoOmienu ca 6 ¢araxau BUK c tukarpenop 60 mg u

5 ¢atanau BUK c tepamus camo ¢ ASA. YectoTara Ha BbTpeuepenHO KbPBEHE € HUCKA B JIBETE TPYIH
Ha JIeUueHHe, KaTo ce UMa IPEeABU 3HAUUTEIHUTE ChIIbTCTBAILM 3a00msBanus 1 CC pUCKOBU (PaKTOpu
B IIpOy4BaHaTa MOIyJIalusl.

Qucnﬁe}z

JucmHes, ycemaHe 3a 3a1yX, ce cboOI1aBa OT MaeHTUTE JIEKyBaHu ¢ Tukarpenop. B PLATO,
00eIMHEHNTE KaTO AUCIHES HEe)KEJIaHH JIEKaPCTBEHU ChOUTHA (IUCITHES, TUCTIHES B TOKOH, JUCITHES
IpY YCHIINE, TApOKCH3MaIHA HOIIHA JUCIIHES U HOIIHA TUCIIHEs ) ce chodmanar ot 13,8 % ot
NalMEHTUTE, JEKYBaHU ¢ TUKarpeop, u 3a 7,8 % OoT malueHTuTe, JeKyBaH| ¢ kionujorpen. [Ipu

2,2 % OoT manMeHTuTe, mpueMaIy Tukarpenop, u npu 0,6 % ot marueHTruTe, MPUEeMaly KIOMHIOTped,
B ipoyuBaneTo PLATO u3cnenoBaTenute CUUTaT, Ye JUCITHESITA € MPUIMHHO CBBp3aHa C JICUSHUETO U
OposT Ha ceprosHuTe cirydan € Mainbsk (0,14 % tukarpenop; 0,02 % xronugorpen) (Bxk. Touka 4.4).
Haii-yecto cpo011aBaHTEe CUMIITOMH Ha IUCIHES Ca JIEKH IO YMEPEHH 10 HHTEH3UTET U IOBEYETO Ce
cbOOIIABAT KaTO EMHUYEH €MU30/ PaHO CIIe/I 3all0YBaHE HA TeparusiTa.

B cpaBHenue ¢ knonuporpen, nanueHture ¢ actMa/XOBb, gekyBaHu ¢ THKarpeaop, Moxe J1a UMaT
MOBHIIEH PUCK OT MOJyyaBaHe Ha Hecepruo3Ha auciHes (3,29 % tuxarpenop cupsamo 0,53 %
kionuaorpen) u cepuosna aucmaes (0,38 % tukarpenop crpsimo 0,00 % kmonmmorpen). B abcomoTHn
CTOMHOCTH TO3M PHUCK € ITO-BUCOK OTKOJKOTO B IistocTHaTa momynarus Ha PLATO. Tukarpenop
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TpsOBa Ja ce mpuJiara ¢ MOBUIIIEHO BHUMaHUE MPH MallueHTH ¢ aHaMHe3a 3a actMa w/miu XObb (Bix.
Touka 4.4).

Oxkoo 30 % ot enuzoaute oT3By4aBaT B pamkute Ha 7 qau. PLATO BriIroYBa mareHTH, KOUTO Ha
M3XOJIHO HUBO UMAT 3aCTOIHA ChplieuHa HeAocTaThuHOCT, XOBB miu acT™Ma; Te3u nanueHTH 1
MAIUEHTHUTE B CTapUecKa Bh3pacT € MO-BePOsITHO J1a ChOOIIaBaT nuciHes. 3a Tukarpesop, 0,9 % ot
MAIMEHTUTE MPEKbCBAT MPUIATAHETO HA MPOYYBAHOTO AKTHBHO BEIECTBO MOPAIN AUCITHES, CIIPSIMO
0,1 % ot Te3m, mpuemarniu kionugorpei. [lo-Bucokara yecTora Ha IUCITHES ¢ TUKATPEJIOp HE ce
acollMupa ¢ HOBa MOsIBa WJIM BJIONIABAHE HA ChPACYHO MM OeI0ApOOHO 3a00sBaHe (BXK. ToUka 4.4).
Tukarpenop He HoBIUsBa 0€10APOOHUTE (PYHKIIMOHATHH TECTOBE.

B PEGASUS nucnnes ce cpobmasa npu 14,2 % oT nauueHTuTe, IpueMaliy Tukarpenop 60 mg asa
II'bTH JHEBHO, U 1pH 5,5 % ot nanuentute, npueManiu camo ASA. Kakro B PLATO, mosedeto ciaydan
Ha CHOOITIEHA TUCITHES ca JICKH J0 YMEPEHH 10 HHTCH3UTET (BXK. Touka 4.4). IlaruenTute, KOUTO
ChOOIABAT AUCITHES ca OMJIU MPEAUMHO MO-Bb3PACTHH U IO-4eCTOo ca uMaiu auciHes, XObb uinu
acTMa Ha M3XO/JHO HHBO.

Uscnedsanus

[ToBumenue Ha nukouHata kucenuHa: B PLATO e otueTeHo moBUIlIaBaHE HA CEPYMHATa MUKOYHA
KHCEJIMHA JI0 CTOWHOCTH, HaJ[BUIIIaBaIM TOpHATa TpaHHUIla Ha HOpMaTta, pu 22 % OT MoTy4aBaIiTe
THUKArpeaop MauueHTH, cupaMo 13 % oT nmosydaBamure KIonuaorpen nanueHTH. CbOTBETHUTE
croritnoctt B PEGASUS ca crotBeTHO 9,1 %, 8,8 % 1 5,5 % 3a Tukarpenop 90 mg, 60 mg u mianedo.
CpenHara cepyMHa MUKOYHA KUCEITMHA CE MTOBHIIaBa ¢ 0Jin30 15 % mpu npuiokeHue Ha THKarpesnop,
B CpaBHEHHUE C IPUOIU3UTETHO 7,5 % MpH MpuiIoKeHNEe Ha KIOMUIOTPEN, a CJIe] CIIUpaHe Ha
JICYCHUETO Ce MOHMKaBa MPUOIM3UTENIHO 10 7 % MPH NPUIIOKEHHE Ha TUKArpesop, J0KaTo MpH
Kionuaorpen He ce Habmonasa cnaa. B PEGASUS ce ycranoBsiBa 00paTHMO MOBHIIICHUE HA
CpeIHUTE HMBA Ha cepyMHa MUKOYHA KucennHa oT 6,3 % u 5,6 % cboTBeTHO 3a TUKarpenop 90 mg u
60 mg B cpaBHenue ¢ 1,5 % nonmwkenue B rpynata ¢ mwiane6o. B PLATO vectoTtara Ha mogarpo3eH
aptpur e 0,2 % 3a tukarpenop cupsmo 0,1 % 3a xkmonugorpen. CbOTBETHTE CTOMHOCTH 3a
nojarpa/monarpose aprput B PEGASUS ca 1,6 %, 1,5 % u 1,1 % cpoTBeTHO 3a THKarpenop 90 mg,
60 mg u manebo.

CroO1aBane Ha MOJ03MPaHH HEKETAHN PEAKIINHA

Cno0111aBaHeTO Ha TOJ03MPAHT HEeXKEIIaHU PEaKIluH CJIe] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakHO. ToBa IM03BOJIABA Ja MPOIBJIKKM HAOIOICHUETO Ha ChOTHOIIICHUETO I0JI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTIICIIHAINCTH CE U3MCKBA J1a ChOOIaBaT BCsKa
MOI03UPaHa HeXKeIaHa peakius Ype3 HAIMOHAIHA CUCTEMa 3a ChOOIIaBaHe, IOCOYCHA B

[Ipunoxenue V.

4.9 IIpepo3upane

Tuxkarpenop ce noHacst 100pe npu eaHoKpaTHU 103 10 900 mg. ['acTpouHTECTHHAIHATA TOKCHYHOCT
e Omia 1030IMMUTHpaHa B €JHO POYYBaHe C €IHOKpaTHA HapacTBala 103a. pyru KMuHUYHO
SHAaYUMM HCXKCJIAHU PCAKIIMN, KOUTO MOTraT Ja CC IMPOABAT IIPU NPCAO03NPAHE BKIIIOUBAT AUCITHEA U
BEHTPUKYJIApHU May3H (BXK. ToUKa 4.8).

B ciyyaii Ha ipego3upane, MoraT J1a ce MPOSABAT TOPe CIOMEHATUTE MMOTEHIIMAIHN HEKEIaHN
JIEKapCTBEHU peakiuu U TpsioBa na ce uma npeasu EKI” MmonuTopupane.

KBbM MOMEHTa HE € U3BECTEH aHTUAOT Ha THKArpesiop ¥ He ¢€ 09aKBa THKAarpesop Ja ce Tualn3upa
(Bx. Touka 4.4). Ilpu npego3upane nedeHUETO TPsAOBa /1a ce MPOBEX A B CHOTBETCTBHE C MECTHATA
CTaHJapTHA MEJUIMHCKA MpakTuka. O4akBaHUAT e(PeKT OT Mpeo3upane Ha THKArpesop € yabKeHa
MPOABIKUTEITHOCT Ha PUCKA OT KbPBEHE, CBBP3aH C TPOMOOLUMTHOTO nHXHOupane. Tpancdysusra Ha
TpoMOOLIMTHA Maca € MaJKO BEPOSITHO Jja MMa KJIMHWYHA T10J13a P MAaLUEeHTH ¢ KbPBEHE (BXK.

Touka 4.4). AKO ce MOsIBM KbpBEHE, TPAOBa Ja ce MpeaupruemMar APYrd HOAXOISIIIH TOATbPKAIIN
MEPKH.
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5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoAMHAMMYHH CBOlicTBA

dapmakoTepaneBTHuHa rpymna: MTHXHOUTOpH Ha arperanusra Ha TPOMOOIIMTUTE, C U3KITIOUEHUE Ha
xernapul, ATC xkox: BOIAC24.

MexaHu3bpM Ha eicTBUE

Brilique chabpxa THKarpeiaop, CbeAMHEHNUE OT KJlaca Ha HUKIIONEHTUIITPUA30I0MMPUMHUINHATE
(CPTP), koiiTo € nepopalieH aHTaroHUCT C JUPEKTHO JeiicTBue Ha P2Y |, peuenrtopa, Kato ce CBbp3Ba
C HETO CEJIEeKTUBHO M 00paTtuMo u npenotepatsiBa Ald-meaunpanarta, 3aBucenia ot P2Y
TPOMOOIIMTHA aKTHUBAIIWS M arperaius. TUkarpenop He npeaoTBpaTsBa cBbp3BaHeTo ¢ AJID, a koraro
ce cBBp3Ba ¢ P2Y |, penienitopa, BE3MPENATCTBA CUTHAIHATA TPAHCIYyKIWA, HHAynHupana ot AJ{D. Twit
KaTo TPOMOOIUTHTE Y4acTBAT B MHUIIMUPAHETO W/HIIH Pa3BUTUETO HA TPOMOOTHYHHUTE YCIOKHEHHUS
Ha aTepOCKIEPOTUYHATA OOJIECT, € 10Ka3aHo, Ye MHXUOUPAaHETO Ha TPOMOOLUTHATA (DYHKLIUS
HamassiBa pucka ot CC cpbutus, karo cMbpT, MU mitn HHCYAT.

Tukarpesnop chIO yBeIH4YaBa JOKATHUTE SHIIOTCHHN HHUBA HA aJICHO3MHA Upe3 UHXUOUpaHe Ha
eKBUIHOpHUpaIys Hykieo3uaeH Tpancmnoprep -1 (ENT-1).

JlokyMeHTHpaHO e, ue npu 3Apasu mna u naueratu ¢ OKC, Tukarpenop yBenu4aBa CleTHUTE
edeKTH, HHAYIMPAaHU OT aICHO3WH: Ba3oaujaTanus (M3MepeHa upe3 YBeInJaBaHeTO Ha KOPOHAPHUS
KPBBOTOK TIpH 37paBu A00poBoiiy u naruentu ¢ OKC; rmaBobonue), nHXuOMpaHe Ha
TpoMOonMTHAaTa QYHKIMS (B YOBEIIKA IsU1a KPBB ix Vifro) U JucIiHes.. Bpb3kara Mex Iy
HaO0JII0/JTaBaHUTE YBEIIMYCHUS Ha aJICHO3MH U KJIMHUYHUTE PE3y/ITaTd, obaue (Hamp. 3a00JeBacMOCT-
CMBPTHOCT), HE € KATETOPHUYHO U3SICHEHA.

dapmMakoaHAMUYHY €EKTU

Hauano na oeticmsuemo

[Ipu nmaruenTn cbe cTabmiHa ucxemuana 6osnect Ha ceprieto (MBC), mpuemaru ASA, Tukarpesnop
MoKa3Ba 0bp30 HACTHIIBaHE HA (hapMaKOJIOTHUYCH €EKT, KOWTO ce JEMOHCTPUPA OT CPEITHOTO
nHXuOUpane Ha TpomOorTHaTa arperanus (MTA) okono 41 % 0,5 vaca cnen npunoxenue Ha 180 mg
HaTOBapBallla 103a TUKarpenop, ¢ MmakcumaieH epekt Bbpxy UTA 89 % 2-4 yaca cnen npuiio>KeHHETO
Ha J103aTa, KOWTO ce 3aabpka Mexay 2 1 8 waca. [Ipu 90 % ot nanmenTtute 2 yaca cien
MPWIOKEHUETO HA J]03aTa TepMUHAIHOTO MUKOBO MTA e > 70 %.

Kpaii na oeticmsuemo

Axo e mraaupana CABG mporierypa, pucKbT OT KbPBEHE CBBP3aH ¢ TUKArpesiop € MOBHUITICH B
CpPaBHEHUE C KJIOMUIOTPEIl, KOraTo TEpANUsITA € MPeKpaTeHa no-Majiko oT 96 daca npeau
mpolenypara.

Cmana Ha nekapcmeama

[IpemuHaBaneTo OT JeueHHe ¢ KIOMUAOorpen 75 mg Ha JeueHue ¢ Tukarpenop 90 mg nBa mbTH JTHEBHO
BOoaM 10 abcomoTHO noBuiasane Ha UTA ¢ 26,4 %, a npeMuHaBaHETO OT JIEYEHHE C TUKArpesIop Ha
JIEYeHHUE C KIIOHOTPEI BOIH 10 abcomroTHO noHmxkasane Ha ITA c 24,5 %. [lanuenture morat na
MPEMHUHABAT OT KJIOMUAOTPEN Ha THUKArpesiop 0e3 NpeKbcBaHe Ha aHTHATPEraHTHOTO AEHCTBHE (BXK.
Touka 4.2).

Kinnnnuna edukacHocT U 6€300aCHOCT
K.HI/IHI/I‘IHI/ITC JAHHU 3a e(i)I/IKaCHOCTTa nu 6630HaCHOCTTa Ha TI/IKane.HOp ca HOJ'Iy‘IeHI/I OT ABC KIIMHUYHHU
M3MUTBaHUA (asa 3:
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e [IpoyuBanero PLATO [PLATelet Inhibition and Patient Outcomes (TpomMOOTHYHO UHXUOUpaHE
U KJIMHUYEH U3XO0J Ha MAallleHTa)|, CpaBHEHHE Ha TUKArpesiop ¢ KIOMUIOTpell, U ABaTa
Mpuiaranyd B koMOuHaIms ¢ ASA, u qpyra cTaHJapTHA Teparnusl.

o [Ipoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IIpeBenuus ¢ Tukarpenop Ha
BTOPHYHH TPOMOOTUYHU CHOUTHSI ITPU BUCOKOPUCKOBH MAITUEHTH C OCTHP KOPOHAPEH
CUH/IpOM)], CpaBHEHHE Ha TUKarpenop, komOouHupan ¢ ASA, ¢ Tepamnus camo ¢ ASA.

Ipoyvusane PLATO (ocmpu koporapHu cCunOpomu)

[IpoyuBanero PLATO BxitouBa 18 624 nanuenTu, KOUTo ca B 24-4acoBusl NEPUO OT HAYaJIOTO Ha
CHUMIITOMH Ha HecTaOMIIHA cTeHOKapaus, HHPapKT Ha Muokapaa 6e3 ST-eneBanust [NSTEMI] nm ¢
nH(papkT Ha Muokapaa ckc ST-eneBarus [STEMI], u KouTo MbpBOHAYAIHO ca JIEKYBaHU
MEIMKaMEeHTO3HO, WIIH Ype3 NepKyTanHa kopoHapHa unTepBeHius (PCI), unm upes nmoctapsiHe Ha
CABG.

Knunuuna egpuxacrnocm

Ha ¢ona na exenneBHo npuioxenue Ha ASA, tukarpesnop 90 mg n1Ba mbTH AHEBHO JEMOHCTPUPA
MPEBB3XO/ICTBO CIPSIMO 75 mg THEBHO KIOMUIOTPEN 1O OTHOILICHHE Ha MPEBEHIHs Ha ChCTaBHATA
kpaiina Touka 3a CC cmbpT, MU unmu uHCYNT, ¢ pasznuka, npousnusama ot CC cmbspt u MU.
[TanmentuTe momy4dasar 300 mg HaTOBapBala g03a Kionuaorpen (Bb3mMoxkHo € 600 mg, ako umat
PCI) nnu 180 mg Tuxarpemnop.

PesynTarsT ce nosieaBa paHo (abcomrotHa penykuus Ha pucka [APP] 0,6 % u oTHocuTenHa peayKuus
Ha pucka [OPP] 12 % na 30-s1 ieH) ¢ moCTOsTHEH eeKT OT JICUYCHUETO 110 BpeMe Ha menus 12 MeceueH
niepuon, gaBamr ARR 1,9 % na roguna ¢ OPP 16 %. Tosa npeamnonara, 4e € moaxo/IsII10 TarfueHTHTe
Jla ce JIeKyBat ¢ Tukarpesop 90 mg nBa mpTH THEBHO 32 12 Mecena (Bx. Touka 4.2). Jleduennero Ha

54 marment ¢ OKC ¢ TUKarpeiaop BMECTO ¢ KJIONHIOTPeN NpeAoTBpaTsiBa 1 aTepoTpoMOOTHYHO
cpouTue; neyeHuero Ha 91 maumentu npenorsparsisa 1 CC cmbpt (Bx. Purypa 1 u Tabnuna 2).

TepaneBTHUHUAT eEKT HA TUKATPEJIOP, HAAXBBPIIAIL TO3H Ha KIOMUIOTPEN, U3TIIEKIA CXOJICH B
MHOTO MTOATPYIH, BKIIOYUTEITHO TErJI0, I0JI, aHaMHEe3a 3a 3aXapeH AUa0eT, TPaH3UTOpHA HCXEMHYHA
aTaka WM He-XeMOParnueH WHCYIIT, WIIH PEBACKYIapU3allHsL; IPU CHITBTCTBAIIO JIeYEHUE BKITFOUBAIIIO
xenapuH, Gpllb/Illa naxuObUTOPH M MHXMOUTOPH HA MPOTOHHATA ToMIa (BXK.TouKa 4.5); npu
OKOHUaTeNHaTa Iuar€osa Ha nokaszarenno cpoutne (STEMI, NSTEMI, HA); u npu ninanupanus npu
paHaoOMHU3aLMATa JieueOeH NoAX0 ] (MHBa3HBEH MM MEAMKAMEHTO3EH).

YcraHoBeHO € c1abo CUTHU(QHUKAHTHO TePareBTHYHO B3aUMOJICHCTBIE B 3aBUCUMOCT OT PETHOHA,
CBIJIaCHO KoeTo KoepuiueHTsT Ha pucka (HR) 3a mppBu4HaTa KpaiiHa TOYKa € B M0JI13a Ha
TUKarpesop 3a ocTaHajara 4acT Ha CBETa, HO € B MoJ3a Ha kionugorpen 3a CeepHa AMepHKa, KOSITO
cbeTaBisiBa npuonu3uTenHo 10 % ot 1s1aTa npoy4BaHa nomyyianus (p-cTOHHOCT Ha
B3aumopeiicteue=0,045). ExcropaTopHUTE aHAIM3M MPpeanoaraT BEposTHA Bpb3Ka C J03aTa Ha
ASA, xaTo ¢ yBeJaMuaBaHe Ha f03aTta Ha ASA ce Ha0J1r01aBa HaMalieHa €PUKACHOCT Ha THKArpeliop.
XpoHnYHAaTa JHEBHA 1032 ASA, KOATO Ja CHITBTCTBA THKArpesop, Tpsiosa na obuae 75-150 mg (Bx.
Touku 4.2 u 4.4).

Qurypa 1 moka3zBa 0O4yaKBaHUS PUCK 32 HACTHIIBAHE HA IIbPBU MHITUIEHT, BKIIIOYEH B KOMOMHHUpaHaTa
KpaifHa TOuKa Ha e(pUKACHOCT.
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®urypa 1 — AHAJIM3 Ha MBPBUYHATA KJIMHUYHA CbCTaBHA KpaiiHa Touka oT CC embpT, MU 1

uHcyart (PLATO)
13 Tuxarpenop (T) [864/9333]
------- Knomumorpen (C)  [1014/9291]
127 . 11,67%
114
. 104 9,80%
X 9
5 8
(5}
= 7
= 5
SN
<
= 3
=
= 2 1 HR 95% Cl p-CTOMHOCT
Q 1 T cpely C 0,84 0,77,0,92 < 0,001
0 -
0 60 120 180 240 300 360
Bpow 3acTpalueHun
T 9333 8 628 8 460 8 219 6 743 5161 4147
C 9 291 8 521 8 362 8124 6 650 5 096 4 047

B cpaBHenue ¢ knonumorpen, TUKarpeaop HamajsBa 4ecToTaTa Ha HACThIIBaHE HA WHIUICHTHUTE,
BJIM3AIH B ChCTaBa HA IbPBUYHATA ChCTABHA KpailHa Touka — KakTo B nomyiauusita ¢ HA/STEMI,
taka u B nomynamusata ¢ NSTEMI (Tabnuna 4). CnenoBarenso, Brilique 90 mg aBa mbTH THEBHO
3aeIHO ¢ HHCKa 103a ASA Moxe aa ce uznon3sa npu naiueHTH ¢ OKC (Hectabunna creHOKapaus,
muokapneH ungapkr 6e3 ST eneparust [NSTEMI] nnn muokapaen uadapkt cbe ST eneBanus
[STEMI]); BKIIOUNTENHO MAlMEHTH, JIEKYBaHH MEINKaMEHTO3HO, U MAIlUeHTH, JIEKYBaHH C
nepkytanHa kopoHapHa nntepsenius (PCI) mnu 6aiinac Ha koponapHsa aptepus (CABQG).
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Tabsmna 4 — AHaIu3 Ha MBPBUYHATA U BTOPHYHHUTE KpaiiHU TO4YKH 3a epukacHoct (PLATO)

Tuxarpesop Kaonugorpea
90 mg nBa 75 mg BeIHBK

I'bTH THEBHO aHeBHo (%o APP? OPP?* (%)

(% manmuMeHTH | MALMEHTH ChC (%lyr) (95 % CI) P-CTOHHOCT

ChC CHOUTHE) chLOuTHE)

N=9333 N=9291

CC cmppT/MU
(c M3KI1. Ha 9,3 10,9 1,9 16 (8, 23) 0,0003
,,Tux”” M)
WA UHCYJIT
Hawmepenne 3a 8,5 10,0 1,7 16 (6, 25) 0,0025
WHBa3UBHA
Tepanus
Hawmepenwe 3a 11,3 13,2 2,3 15 (0.3, 27) 0,0444d
JICKapCTBEHA
Tepamus
CC cMbpT 3,8 4,8 1,1 21 (9, 31) 0,0013
MU (¢ U3k 5,4 6,4 1,1 16 ( 5, 25) 0,0045
Ha ;X" M)
Wucynr 1,3 1,1 -0,2 -17 (-52, 9) 0,2249
CwmppT 6€3
3HAaYCHHUE Ha
MIpUYMHATA, 9,7 11,5 2,1 16 ( 8, 23) 0,0001
MU (¢ u3KI.
Ha ,,TiX~ M)
WJIH UHCYIIT
CC cMmbpr,
ob6mo MU,
uncynt, CPU, 13,8 15,7 2,1 12 (5, 19) 0,0006
RI, TIA, i
npyra ATC*
CwmppT 6€3
3HAaYCHHUE Ha 4,3 5,4 1,4 22 (11, 31) 0,0003¢
MIpUYHHATA
JedunutnBHA
TpoMO03a Ha 1,2 1,7 0,6 32 (8,49) 0,0123¢
CTCHTA

*APP=abcommoTHa peayKius Ha pucka; OPP=orHocutenna peaykuus Ha pucka=(1-Koeduuuent Ha puck) x 100 %.
Otpunarensa OPP o3HauaBa noBuIlIaBaHEe HA OTHOCUTEIHUS PUCK.

° y3KIroUYeHKE Ha ,,Tux” MU.

°CPU=cepuno3Ha peKypeHTHa ncxemust; PU=pekypenrna ucxemus; TUA=TpansutopHa ucxemuuna araka; ATC=aprepuaino
TpoMboTHaHO chouTHe. O0mo MU BkmouBa ,,tux” MU, nara Ha CHOMTHETO € aTaTa HAa HETOBOTO YCTaHOBSIBAaHE.

¢ HOMHHaTHA CTOMHOCT Ha CHTHA(DUKAHTHOCT; BCHYKH OCTaHAIH ca (OPMAIHO CTATHCTHIECKH CHTHAMDHKAHTHH 110 Tpe-

JNeUHUPAHO HepapXUuHO TECTBAHE.

PLATO zenemuuno noonpoyusane

Ompenensaero Ha CYP2C19 u ABCB1 renoruna Ha 10 285 manuentu B PLATO naBa BE3MOXKHOCT 3a
acouuanys Ha TeHOTHNHUTE rpynu ¢ pesyarature oT PLATO. IIpeBp3Xx0aCTBOTO Ha THKArpesiop Haj
KJIOTIHJIOTPETI 110 OTHOIIIEHHE Ha peAyKuuaTa Ha 3HauuTeTHu CC chOUTHS HE € CHTHU(UKAHTHO
noByusiHO 0T CYP2C19 unu ABCB1 renoruna Ha naruentute. [10100HO Ha IIIOCTHOTO IPOYYBaHE
PLATO, HsAMa pa3znuka MKy THKArperop 1 KIOMOIOTPeN PH 00II0 3HAYUTEITHUTE XEMOParuIHu
unuuaeHTd B PLATO, Benpeku renotuna CYP2C19 unu ABCB1. Hecbpszanoro c CABG
3HaunTenHo KbpBeHe B PLATO ce moBuiaBa ¢ THKarpeiop B CpaBHEHHE C KIOMHIOT eIl Ipu
nanueHTy ¢ enuH win noseue CYP2C19 anenu cwe 3aryba Ha QyHKITHS, HO € CXOTHO Ha KIOTMHIOTPEeT
MY MAIMSHTH C aJie)l, KOMTO HIMa 3ary0a Ha (QyHKIHS.

Kombunupan noxazamen 3a egpuxachocm u b6e3onacrocm
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KomOunupanusaT nokaszaren 3a epuxacHoct u 6esonacuoct (CC embpT, MU, HHCYNT Win 001110
3HAYHUTENTHO KbpBeHe 1o Aeununmsara Ha PLATO) nokassa, ye mon3aTta oT HPUIOKEHHETO Ha
THKAarpesop 1o OTHOIICHHE Ha e(PUKACHOCT B CPAaBHEHHE C KIIOMUAOTPEI He Ce KOMIIEHCHPA OT
cirydyauTe Ha 3HaunTenHo KppBeHe (PAP 1,4 %, POP 8 %, KP 0,92; p=0,0257),12 mecena cnex OKC.

Knunuuna 6ezonacnocm

XoaTepoBO NOJANPOYUBAHE:

3a J1a ce OLIEHU YecToTaTa Ha BeHTPUKYJIapHUTE May3u U JPYTH €MH30/I1 Ha apUTMUS IO BpeMe Ha
npoyuBaneTo PLATO, e ochIiecTBEHO X0JITEP-MOHUTOPHUPAHE Ha MOATPyTa OT OJIM30

3 000 mauuentu, npubnuzutenHo 2 000 oT KOUTO UMAT 3amucH, KakTo B ocTpaTa ¢aza na OKC, taka u
Mecel] 0-KbcHO. [IppBUYHaTa pocieasBaHa MPOMEHIINBA € YECTOTaTa Ha BEHTPUKYJIAPHU Nay3H €
MPOABIDKUTENHOCT > 3 CeKyHAU. BeHTpHKynapHH nay3u pa3BUBAT MOBEUE MALMEHTH Ha JICYEHHE C
tukarpesnop (6,0 %), OTKOJIKOTO TakMBa Ha JieueHue ¢ kionuaorpen (3,5 %) B octpara ¢asa u
cpoTBeTHO 2,2 % 1 1,6 % cien 1 mecent (Bx. Touka 4.4). YBeTUUEeHUETO HA BEHTPUKYJIAPHUTE MTAY3H B
octpara (aza Ha OKC e mo-u3pa3eHo Nnpu malydeHTUTe Ha TUKarpeaop ¢ anamuesa 3a XCH (9,2 % ¢
anamHesa 3a XCH crpsimo 5,4 % npu nauuentu 6e3 anamuesa 3a XCH; 3a nanuenTure Ha
knonuaorpen, 4,0 % npu te3u cbe crpsimMo 3,6 % mpu Te3u 6e3 anamuesa 3a XCH). Ta3u pasnuka He
ce mposiesiBa 3a eauH mecell: 2,0 % cropsamo 2,1 % 3a nauueHTUTe Ha TUKArpenop, CbOTBETHO, ChC U
6e3 anamuesa 3a XCH; u 3,8 % copsimo 1,4 % 3a xionmaorpen. Ta3u pa3nvka He € CBbp3aHa ¢
He)XeJIaHU KJIIMHUYHHU TIOCIe NI (BKIIIOUYUTENTHO U TIOCTaBsHE Ha NeiicMeWKbp) BB BBIIPOCHATA
TMOTTyJTallKs alMeHTH.

Ipoyvusane PEGASUS (anamnesa 3a muokapoen ungapkm)

PEGASUS TIMI-54 e npoyuBane ¢ 21 162 naiieHTH, ¢ qu3aiiH 3aBUCEIIl OT HACTHIIBAIIIMTE CHOUTHS,
PaHIOMHU3UPAHO, TBOMHO-CIIAMO, TUIANEe00-KOHTPOIUPAHO, MEXKTYHAPOJHO MHOTOLIEHTPOBO
MpOy4YBaHe C MapaielHy TPYIIH 3a OLIEHKA Ha IPEBEHIUATA Ha aTePOTPOMOOTHYHN CHOUTHS C
TUKarpemnop, npuinarad B 2 go3u (90 mg n18a mpTH AHEBHO wiu 60 mg JBa THTH THEBHO) B
KoMOuHanus ¢ Hucka 1o3a ASA (75-150 mg), B cpaBHeHue ¢ Tepanus caMo ¢ ASA Tpu MaIMEeHTH ¢
aHaMHe3a 3a MU 1 TOMBIHUTETHN PUCKOBH (HAKTOPH 3a aTepoTpoMO03a.

[TaneHTH, TTOAXOIAIIM 32 BKJIIOYBAHE B MPOYYBAHETO ca OMJIM TaKWBA HA BH3PACT HA WM HaL

50 roauHu, HamU4Ke Ha aHamHe3a 3a MU (1 1o 3 roguau mpenu paHAOMU3MPAHETO) U HAJTH4Ke Ha
MIOHE EMH OT CIEeIHUTE PUCKOBH (pakTopH 3a aTepoTpoMO03a: BB3pacT > 65 TOJMHHM, 3aXapeH Auader,
Hajaraii MeJMKaMeHTO3HO JiedeHue, BTopu npeamectsam MU, nanan 3a mHOrochaoBa MbC mn
XpoHHYHA OBOpeuHa AUCHYHKITUSA U3BBH KpalHUS CTaIHi.

[NaruenTrTe He ca OMITM MOAXOIAIIN 32 BKIIFOUYBAHE B POYYBAHETO, KO Ca MMANIH TUTAHUPAaHA
ymoTpeba Ha P2Y |,-pernenTopeH aHTaroHUCT, TUIMUPUAAMOI, IFJIOCTA30JI MIH aHTHKOAryJIaHTHA
Teparnus 3a MepPUo/ia Ha MPOYYBAHETO; HApYIIIeHHEe, CBhP3aHO ¢ KbPBEHE WIIM aHAMHE3a 32 HCXEMHUEH
WHCYJT WM BETPEUEPEITHO KbPBEHE, TyMOP Ha IICHTpaJIHATa HEPBHA CHCTEMAa WM BbTpeUuepertHa
ChJIOBA AaHOMAJIUS; TAIIMEHTH ChC CTOMAIIIHO-YPEBHO KbPBEHE MPe3 MPEIISCTRAIINUTE 6 Mecela Uil
roJisiMa omepanus npe3 npeamecraanure 30 THH.
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Knunuuna eghuxacrnocm

@urypa 2 - AHAJIM3 Ha MBPBUYHATA KIMHMYHA CbCTaBHA KpaiiHa Touka oT CC embpT, MU 1

JS)

uncyart (PEGASUS)
11
— Turarpenop 60 mg ----MNnausbo _'
10 LB8 MsTH AHEBHD pr=""
Epoi 7045 7067 T -
9 NaumeHTH b cubntre 487 (6.9%) 578 (8.2%) . Lo
|| KM3e Ha 36-Tu mecew, 7.8% 9.0% -
8 ChoTHOLEHKE Ha _,.."r _
-2 + _|| pucka e
S {Hazard Ratio) (5% Cl) 0.84 (0.74, 0.95) -
2 & — p-CTOMHOCT 0.0043 L=
E 4 - "’
é . -
3 - -
--‘ —_—
s
2 = -'J -
14 L= _
0 T T | | 1 T | | T
0 120 240 360 480 600 720 840 9860 1080 1200 1320
AOHu cneg pangomMmuzayuna N
Bpoi nayMeHTH B pUCcK
Ti B0 mg 7045 6948 6857 6784 6711 6357 4926 3698 2055 710 B
Placebo 7067 6950 6842 6761 6658 6315 4899 3646 2028 714
My 28D (4,0 Y 4.5 v ’ 338 (4,5 3,2 uU,u314
(.U 7o) * | (0,72,0,98) (4,8 7o) °
Hncysr NA3%) | 1,5% 0,75 1220,7%) | 19% 0,0337
(0,57, 0,98)
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Tuxarpesop 60 mg 1Ba NbTH THEBHO Camo ASA
+ASA
—7 04 N=7 067
N=7045 P-CTOoliHOC
MaunenTn T
HR MaunenTn
o, o,
XapakTepucTuka che KM % 95 % CI) | cbe cnburus KM %
cLOMTHS
Bropuuna kpaitna Touka
CC cMBpT 174 (2,5 %) 2,9 % 0.83 210 (3,0 %) 34 % -
’ ’ (0,68, 1,01) ’ ’
0,89
Cuwmp o 289 (4,1%) | 4,7% 36@4,6%) | 52% -
BCsKaKBa IIpUYMHA (0,76, 1,04)

KoeduImeHThT Ha pUCKa U p-CTOMHOCTHUTE Ca M3YUCIICHH OTACTHO 33 THKArPeJIop CIIp. Tepamus caMo ¢ ASA ot Mozen Ha
MIPOTIOPIIOHATHATE prcKoBe Ha COX, KaTo rpyraTa Ha JICUCHUE € eIMHCTBEHATAa eKCIUTaHATOpHA TPOMEHIIUBA.

KM mponeHT, n34nciieH Ha 36-TH Mecell.

Benexxka: 6post Ha mppBHUTEe cHOUTHS 32 KoMoHeHTUTe CC cMBbpT, MU 1 MHCYAT € NEHCTBUTEIHUAT OpOoii Ha IBPBHU
CBHOMTHS 32 BCEKH KOMITOHEHT M He ce 100aBsi KbM Oposi Ha ChbOMTHsATA B ChCTAaBHATA KpaiiHa TOYKa

(s) Iloka3Ba craTHCTHYECKA 3HAYMMOCT.

CI=[loBepurenex uatepsai; CC=Copaeuno-cpaoB; HR=Koedumment Ha pucka; KM=Kaplan-Meier; MI=Muokapaex

nHdpapkT; N=bpoii manueHTH.

JBere cxemu Ha JedeHue ¢ Tukarpenop 60 mg na mbTU AHEBHO U ¢ 90 mg ABa IBTU THEBHO B
KoMOHMHANUsA ¢ ASA NPeBb3X0XKIAT CAMOCTOSTEITHOTO JieueHHe ¢ ASA 10 OTHOIICHHE Ha
MPEBEHIINATA Ha aTePOTPOMOOTHYHHITE CHONTHS (CheTaBHA KpaitHa Touka: CC cmbpt, MU 1 nHCYNT),
C TIOCTOSIHEH €()eKT OT JICUSHHUETO Npe3 LEIHs IEPHO Ha IpOoydYBaHeTo, Bozel 10 16 % RRR u

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

Brnpeku ue npopunute Ha eduxacHocT HAa 90 mg u 60 mg ca nogoOHH, UMa JaHHH, Y€ ITO-HUCKaTa
71032 € ¢ M0-100bp MPo(dUII Ha MOHOCHMOCT M 0€30IaCHOCT 110 OTHOILIEHHUE Ha PUCKA OT KbPBEHE U
nmucriHest. CiaenoBaTenHo, camo Brilique 60 mg 1Ba mbTH THEBHO, MPUIOKEH eTHOBpeMEHHO ¢ ASA,
ce mpernopbyBa 3a npeBeHnus Ha ateporpombornanan croutust (CC cmbpT, MU 1 HHCYNT) ipH
MaIMeHTH ¢ aHaMHe3a 32 MU 1 BUCOK pHCK OT pa3BHTHE HA aTEPOTPOMOOTHYHO CHOUTHE.

B cpaBHeHue cbe camoTosTenHoTo JeueHue ¢ ASA, tukarpenop 60 mg 1Ba MbTU AHEBHO 3HAYMMO
MMOHMKaBa TbpBUYHATA ChCTaBHA KkpaliHa Touka oT CC cmbpT, MU 1 nHCYnT. Beeku ot
KOMITOHEHTHUTE JOMPUHACS 3a TTOHIKCHUETO Ha MbPBUYHATA chcTaBHA KpakiHa Touka (CC cmbpt 17 %
RRR, MU 16 % RRR u uncynt 25 % RRR).

RRR 3a chcraBHaTa kpaiina Touka ot 1 10 360 gau (17 % RRR) u ot 361 nau Hatathk (16 % RRR) e
nmono6Ho. MiMa orpaHnYeHn JaHHU 32 €PUKACHOCTTA U O€30MMaCHOCTTA HA yIBIDKEHO JICUCHHE C
TUKArpenop Haj 3 TOAWHU.

JluncaT noka3arescTBa 3a IIoji3a (He ce HaOJroAaBa peAyKIys Ha yecToTaTa Ha IbpBUYHATA
npociensBana kpaiiHa Touka ot CC cmbpT, MU 1 uHCYNT, HO MMa MTOBHUILIABaHE HA YeCTOTAaTa Ha
3HAYUTEIIHO KbPBEHE), KOraTto TUKarpesaop 60 mg aBa MbTU AHEBHO € MPHUIIOKEH NPH KIMHUIHO
CTaOMJTHH MAIMEHTH C JAaBHOCT Ha MH(apKTa > 2 TOJUHU WU ITOBEYE OT €HA FTOJUHA CIIE/ CIIUpaHe
Ha npeaxonHoTo jedenue ¢ AJld-penentopeH HHXUOUTOP (BXK. Touka 4.2).

Knunuuna 6ezonacnocm

UecroTara Ha rpeycTaHOBABAaHE Ha Tepanuara ¢ Tukarpeiaop 60 mg nopanu KbpBeHE U TUCIHES € To-
BHCOKA TpH ManueHT > 75 roauaun (42 %) B CpaBHEHHUE C MMO-MJIaau NarueHTy (uaTepsai: 23-31 %),
C pas3nuka crupsMo mianedo rpynara mo-rojsiMa ot 10 % (42 % crpsimo 29 %) npu nauueHTn

> 75 roguHU.

HCZ[I/IaTDI/I‘IHa nonyJjanusa
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EBponelickaTa areHuus 1o JiekapcTBara 0cBOOOKAaBa OT 3aIbJDKEHUETO 3a IPEAOCTaBSIHE Ha
pe3yaTaTuTe OT nMpoyyBaHusaTa ¢ Brilique BbB BCHUKH MOJTPYITH HA MEMAaTPUYHATA MOITYJIAINS 32
octpu kopoHapuu cuaapomu (OKC) u anamnesa 3a muokapeH nuapapkt (M) (Bx. Touka 4.2 3a
nH(pOpMaIs OTHOCHO yOTpeba B MeANaTPHITa).

5.2 @®apmakoKMHETHYHHU CBOMiCTBa

Tukarpenop uma nuHeiiHa papMaKOKUHETHKA, & eKCIO3UIUUTE KbM THKArpeiIop U aKTUBHHUS My
MeTabout (AR-C124910XX) ca npuOnu3uTeTHO NPONOPLHOHATIHH Ha fJo3ata 10 1 260 mg.

AOcoporus
AGcopOIHsaTa Ha TUKAarpenop ¢ 0bp3a, ¢ MeMaHa Ha ty,, Npuoau3uTenHo 1,5 gaca. [IpeBphinanero Ha

THKarpesop B OCHOBHUS IUpKyupail metadomut AR-C124910XX (chio akTHBeH) € 0bp30, ¢
MeIuaHa Ha tp,, Ipuoau3uTeaHo 2,5 gaca. Cien nepopaiHoO IPUIIOKECHNUE Ha SAMHIYHA 71032
TUkarpesop ot 90 mg Ha riaaHo npH 3apaBu Juna, Cp., ¢ 529 ng/ml u AUC e 3 451 ng*h/ml.
CroTHOmEeHusATa MeTaboUT/0CHOBHO BetecTBO ca 0,28 3a Cy, 1 0,42 3a AUC. dapmakokuHeTHKaTa
Ha Tukarpenop u AR-C124910XX npu nauueHTu ¢ anamuesa 3a MU oOMKHOBEHO € 0J00Ha Ha Ta3H
B nonyianusaTa ¢ OKC. B3 ocHOBa Ha eArH MOMynauoHeH (apMaKOKMHETHUEH aHATU3 Ha
npoyusaneTo PEGASUS mennanara Ha C,,,x Ha THKarpenop e 391 ng/ml u AUC e 3 801 ng*h/ml B
CTAaIlMOHAPHO ChCTOsIHUE 3a TUKarpeaop 60 mg. 3a Tukarpenop 90 mg C. € 627 ng/ml u AUC ¢

6 255 ng*h/ml B cTaninoHapHO CHCTOSIHUE.

Cpennara abcomoTHa OMOHATMYHOCT Ha THKArpesop e uzducieHa Ha 36 %. IlpuemsT Ha Oorara Ha
Ma3HMHU XpaHa Boau A0 nosumasaHe ¢ 21 % Ha AUC Ha THKarpenop u 1o MoHWkaBaHe ¢ 22 % Ha
Ciuax Ha aKTUBHUS My METa0O0JINT, HO HE TTOBJIHABA IO HUKaKEB HAauWH C,,, Ha THKarpenop win AUC
Ha aKTUBHHA My MeTa0oauT. CMATa ce, 4e Te3U MaJIKi MPOMEHH ca C MUHUMAJIHO KIIMHUYHO
3Ha4YeHHE; MOPaJH TOBa TUKArpeIop MOXKe Ja ce IMpuemMa che wiu 0e3 XxpaHa. Tukarpenop u
aKTHUBHHUAT My MeTaOoJIHT ca cyOcTparu Ha P-gp.

Tukarpenop BbB BUJ] Ha CTPUTH TaOJIETKH, CMECEHU C BOJA, IPUJIaraH MepopaHO UIH Ype3 Ha30-
racTpaliHa COHJa B CTOMaxa, Ma CpaBHUMa OMOHAIMYHOCT C MEJTUTe TaOJETKH 10 OTHOIIICHHE Ha
AUC u C,,,x Ha THKarpenop 1 akTuBHUA MeTabonut. Havanmnarta excriosumus (0,5 u 1 gac cien
MIPWIOKEHHUE) OT CTPUTUTE TAOJIETKH THKArpesiop, CMECEHH ¢ BOZA, € MO-BUCOKA B CPABHEHUE C
LenuTe TabJISTKH, C KaTo 1[I0 MISHTHYEH MPoguiI Ha KOHIEHTpaIus cien ToBa (2 10 48 Jaca).

Paznpenenenue
B cranmonapHo chcTosIHEE 00eMBT Ha pasnpeneieHue Ha Tukarpenop e 87,5 1. Tukarpenop u

AKTUBHUAT My MGTa6OHI/IT CC CB’Lp3BaT C YOBCHIKHUTC ITIJIa3BMCHHU HpOTeI/IHH BBHB BUCOKA CTCIICH
(> 99,0 %).

Buotpanchopmanus

CYP3A4 ¢ 0OCHOBHHAT €H3UM, OTTOBOPEH 3a META00IM3UPAHETO Ha TUKArpeaop U 00pa3yBaHETO Ha
AKTUBHUS My METa0OJIUT, KATO TEXHUTE B3aUMOACHCTBHS C pyru cyoctpatu Ha CYP3A Bapupart ot
aKTUBUPAHE J0 MHXUOHUpaHe.

OcHoBHEAT MeTabouT Ha TuKarpenop € AR-C124910XX, KoHTO ChIIO € aKTUBEH — KOETO CE OIICHIBA
upe3 in vitro cbp3BaHe ¢ TpoMOoruTHUS P2Y |, AJI® pernienitop. CucteMHaTa €KCIIO3UITUS Ha
aKTUBHUSA MeTabonuT € npubausurenHo 30-40 % ot Ta3u Ha THKArpesuop.

Enumunupane
OCHOBHUSAT ITBT 3a CIIMMUHUPAHE Ha TUKArPENIop € upe3 uepHoApoOHa TpaHcopmarus. [pu

Mpujiaraie Ha paJnoakTHBHO MapKHUpaH TUKArpeaop CPEAHOTO Bh3CTAHOBABAHE HA PaJIMOAKTUBHOCTTA
e npubnuzutenHo 84 % (57,8 % BBB deneca, 26,5 % B ypunata). KonndecTBoTo Ha TUKarpenop u
aKTUBHUS My MeTa0OJUT, KOUTO Ce OTKpPHUBAT B ypuHaTa, ca moa 1 % ot npuerara no3a. Bepostao
OCHOBHUST ITBT Ha EIMMUHHUPAHE HA aKTUBHUSA META00NIHUT € Ype3 eKCKpelHs B KIbuKkara. CpeaHusT
ti» Ha TUKarpesop e NpuOIM3UTEeNHO 7 yaca, a Ha aKTUBHUSA My MeTabonut — 8,5 yaca.
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Coenmaiau nonyJganvuu

Cmapuecka év3pacm

[To-BucOKH excro3unuu Ha THKarpesop (mpudausnuteaHo 25 % u 3a Cpay, ¥ 32 AUC) 1 Ha aKTUBHHS
My Mmetabomnut npu naruentd ¢ OKC B crapuecka Bb3pact (> 75 roaquHu) B CpaBHEHHUE C ITO-MJIaIu
MAIUEHTH ca HAaOJIF0IaBaHU MPH MOMYyIAIMOHHIS (papMaKOKUHETHYEeH aHamn3. Te3n pa3uKky He ce
CMSTAT 32 KIMHUYHO 3HAYNMHU (BXK. TOUKa 4.2).

Ileouampuuna nonynayus
Tukarpenop He e olleHsIBaH B MeANaTpHUyHaTa rmomyianus (Bx. Touku 4.2 u 5.1).

Ton
B cpaBHeHHe ¢ MBKe, IIPH KEHH ca HAOII0JaBaHU TI0-BUCOKH €KCIIO3HUIIMU Ha TUKArpeiop U Ha
AKTUBHUS My MeTa0oNuT. Paznukure He ce cMsITaT 3a KIIMHUYHO 3HAYNMHU.

Bbvbopeuno yepesicoane

B cpaBHenue ¢ xopa ¢ HopManHa Ob0peyHa (pyHKIUS, TP MAUEHTH C TEKKO OBOPEUHO YBpEeKIaHEe
(xpeaTnHUHOB KIHPBHHC < 30 ml/min) eKCNIO3UIUATA Ha THKArpesIop € MOo-HUCKA C TPUOIM3UTEITHO
20 %, a eKcIo3uIUATa Ha aKTUBHUS META00JHT € TI0-BUCOKA MPHOIH3UTENHO c¢he 17 % (BXK.

Touka 4.2).

Yeprnoopobuo yspecdane

B cpaBHeHUE CchC 37paBu TO0OPOBOIIIH, TIPH MAMMEHTH C JICKO YepHOAPOOHO yBpekaane C,, 1 AUC
Ha THKarpelop ca Imo-BHCOKU ChOTBETHO C 12 % u 23 % obaye UTA edeKxThT Ha TUKArpemnop €
nmono6eH B aBete Tpynu. He e HE0OX0aMMO KOpUTHPaHe Ha J103aTa IIPH MAIUEHTH C JIEKO
YepHOIPOOHO yBpexkaane. HaMa npoydyBaHusi ¢ THKArpesiop Mpy MAIMeHTH C TEXKO YSPHOAPOOHO
YBPEKIaHE U JIUTICBA (hapMaKOKHHETHYHA HH(POPMALIKS IPU HAIIMEHTH ¢ YMEPEHO YePHOIPOOHO
yBpexaane. [Ipu maruieHTy ¢ yMepeHo Wi TEXKO ITOBUIIICHUE Ha eIMH WIH MTOBeYe YSPHOAPOOHHU
(hyHKIIMOHATHY ITOKa3aTeNId HAa U3XOHO HUBO, IIA3MEHHUTE KOHIICHTPAITMH Ha THKArpeiop ca
OOMKHOBEHO MOI0OHHU MJIH MaJIKO TI0-BUCOKH B CPAaBHEHUE C MAIUCHTHTE 0€3 M3XOIHO MMOBUIIICHHUE.
He ce npenoppuBa kopurupane Ha 103aTa MMpH MaUEHTH C YMEPEHO YePHOAPOOHO YBpeKaaHe (BK.
Touku 4.2 u 4.4).

Emnuuecka npunaonexcnocm

B cpaBHeHMe ¢ MalMEHTHTE OT EBPONIEHIHATA paca, MAUEHTUTE OT a3UaTCKU MPOU3X0] UMatT
no-Bucoka ¢ 39 % cpenHa OMOHATMYHOCT. B cpaBHEHHE ¢ MALIMEHTUTE OT EBPONEUAHATA paca, IpU
CaMOOTNPEACIIIIUTE Ce KATO YSPHOKOXKH MAIMEHTH, OMOHAIMYHOCTTA Ha TUKATPEJIOp € MO-HUCKa ¢

18 %. B xiuHuKo-papmakosorndau npoyusanust ekcrno3unusra (C,,, 1 AUC) Ha THKarpeiaop npu
SITIOHIIA € TI0-BHCOKa ¢ pubauszutento 40 % (20 % cien KOpeKIus CIpsiMo TEIECHOTO TETJIO0),
OTKOJIKOTO TP XOpa OT eBpomeniHaTa paca. Excro3unusara npy nanueHTH, KOUTO Ce CaMOOTIPEAETIST
KaTO MCIIaHO WJIM JIATHHO THII, € T0100Ha Ha Ta3u NpH MAMEHTHTE OT €BPOIICHIHATA paca.

5.3 IlIpenkJMHUYHHU JAHHU 32 0€30MACHOCT

[IpenkIMHUYHUTE TAHHY 32 TUKArpeIop U OCHOBHUS My METa0OJHUT HE TTOKa3BaT HEIIPUEMITUB PUCK 32
pa3BUTHE HA HEXKEJIAHH PEaKIMK IIPU XOpa Ha Oa3zaTa Ha KOHBEHIIMOHAIHUATE (hapMaKOJIOTHIHH
M3IUTBAHUS 32 0€30I1aCHOCT, TOKCUIHOCT TIPH €THOKPATHO U MHOTOKPATHO TMPHIaraHe u
T€HOTOKCHUYEH MOTEHIINAL.

[Ipu HAKOIKO KUBOTHHCKY BUA € HAOIIOaBaHO CTOMAIITHO-YPEBHO JIPa3HEHE MIPU KIMHIUYHO
3HAYMMH HMBAa Ha €KCIIO3UIUS (BXK. TOUKa 4.8).

HpI/I JKCHCKHU IITBXOBC, TUKATPEIIOP BbB BUCOKU NO3U JCMOHCTPHPA NOBUIIICHA Y€CTOTA HAa TYMOPH Ha

MaTKaTa (aJCHOKapPIIMHOMH) U IIOBHUIIICHA Y€CTOTa Ha aJIcCHOM Ha YepHUs Apo0. MexaHH3MBbT 3a MosiBa
Ha TyMOPH Ha MaTKaTa BEPOSTHO € XOPMOHAJICH qucOaiaHc, KOHTO MOKe J1a JOBEIe J0 MosBa Ha
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TYMOPH IIpH ILTbX0BE. MeXaHU3MBT 3a MOsBa Ha YEPHOIPOOHH aJICHOMH BEPOSITHO € CIelu(rIHa 3a
TpU3ayuTe EeH3MMHA HHIYKIMS B uepHus apo0. [lopamu ToBa ce cunra, 4e € MaaKo BEpOSTHO
KapIMHOTE€HHUTE HAaXOJIKU Jla UMaT 3Ha4eHHUE 3a Xopara.

[Tpu mrpxoBe ca HaONMIOJaBaHN MUHUMATHI aHOMAJIMU Ha Pa3BUTHETO MPH /1032, TOKCHYHA 32
Maiikara (rpaHuna Ha 6e3omacHoct 5.1). [lpu 3afinu ce HaOmr0AaBa JeKo 3a0aBsHE HA YSPHOIPOOHOTO
CB3psBaHE U CKEIIETHOTO pa3BUTHE HA (PeTyCHTE NP MAKK Ha BHCOKa JI03a 0e3 Ja ce Habro1aBa
TOKCHYHOCT 32 Maiikara (rpaHuua Ha 6e3omacHocT 4.5).

[IpoyuyBaHus IpH IIIBXOBE U 3aMIIM ITOKA3BaT PENPOLYKTHBHA TOKCHYHOCT C JIEKO MIOHMKABaHE Ha
Ha/lJaBaHEeTO Ha TeIJIo NIpU MaikaTa U HamMajieHa HEOHATaJIHa )KU3HECIIOCOOHOCT U TETJIO IIPU
paKIaHeTo, ChC 3a0aBsiHe Ha pacTeka. THKarpeaop BOIU 10 HEPEAOBEH LUK (OCHOBHO YIBIIKECH
IIUKBIT) TIPU )KEHCKH TUTHXOBE, HO HE MOBIHsIBA OOIINS (EPTHIUTET IIPH MBIKKHU M )KEHCKH TTHXOBE.
PapMaKOKMHETUYHY NIPOYUYBAHUS C PAIMOAKTUBHO MapKUpaH TUKArpenop nokKa3par, 4¢ OCHOBHOTO
BEIIECTBO M HETOBUTE META0OJIUTH Ce EKCKPETUPAT B MIISIKOTO IPH ITHXOBE (BXK. TOUKa 4.6).

6. OAPMANEBTNYHU JAHHHA
6.1 Chnucnk Ha NIOMOIIHNUTE BeIECTBA

A0po Ha mabremkama

Manwuromn (E421)

Kanmues xunporendocdar quxuapar
Maruesues creapat (E470b)
Hatpue HuIIECTEH IIIUKOIAT TUI A
Xunpokcunponwiienyno3a (E463)

Tabnemna obsuska

Tank

TuranoB auokcun (E171)
Kenesen okcun, xbaT (E172)
Maxporon 400

Xumnpomenosza (E464)

6.2 HecnbBMecTHMOCTH
Henpunoxumo
6.3 Cpoxk Ha roaHocT
3 roguHU
6.4 CrnenuajaHu ycJI0BHSI HA CbXPaHeHHUe
To3u ekapcTBEH MPOAYKT HE H3UCKBA CIICIUATHH YCIIOBHUS 32 ChXpaHEHHE.
6.5 Bwuau cbabpkaHNe HA ONIAKOBKATA
e PVC-PVDC/Al npospaunu 6muctepu (ChC CUMBOIH CIIbHIIE/TyHA) OT 10 TabneTku; KapTOHEHH
omakoBku oT 60 TabneTku (6 Oiucrepa) u 180 Tabnerku (18 OucTepa).
e PVC-PVDC/Al npo3paunu kaieHAapHH OJHcTEpH (ChC CUMBOJIM CI'BHLE/ITyHA) OT
14 TabneTku; KapTOHEHU OMAKOBKH OT 14 Tabnerku (1 6muctep), 56 Tabnerku (4 Gnmctepa) u
168 tabmetku (12 Gmucrepa).

e PVC-PVDC/Al nepdopupanu eqHomo30su npo3padynu oiaucrepu oT 10 TabieTky; KapTOHEHN
omakoBku oT 100x1 Tabnerka (10 Gxucrepa).
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He Bcuuku BHI0BE OMAKOBKH MOTAT A3 OBJIAT MyCHATH B TIPOAaX0A.

6.6 CrnenuajaHu npeana3Hu MepKHU NPH U3XBbPJIsiHE

Hewnsmon3BaHuAT JTeKapCTBEH NMPOIYKT WK OTIAIbUHUTE MaTEpPHUAaIN OT HETO TPIOBa /1a Ce U3XBBHPIIAT

B CHOTBETCTBHE C MECTHUTE M3UCKBAHUS.

7. HNPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

SE-151 85 Sodertilje

IBenms

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/10/655/001-006

9. JATA HA I'bPBO PASPEIIABAHE/IIOJJHOBSIBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

Jara Ha mepBo paspemasane: 03 gexkemBpu 2010 T.

Jara Ha mocimenno nogHoBsiBaHne: 17 roau 2015 1.

10. JATA HA AKTYAJIMU3BUPAHE HA TEKCTA

[MonpoGHa nHpopMalus 3a TO3U JICKAPCTBEH MPOIYKT € IpeocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus 1o JeKapcTBaTa http://www.ema.europa.eu
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1. HNME HA JIEKAPCTBEHUS TPOAYKT

Brilique 90 mg TabyieTky, IUCHIEPrUpaliy ce B ycTaTa

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika Tabnerka, qucnepruparia ce B ycrara, cbabppka 90 mg tukarpenop (ticagrelor).

3a IBIHUA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIYKTE TOYKa 6.1.

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

Kpsrm, miocku, ¢hC CKOCEHU ph0OOBE, 0eu 10 61e10p030BH TaOJIETKH, JUCTIEPTUPAIITH CE B YCTaTa,
MapKupanu ¢ ,,90” nax ,,TI” oT exnaTa cTpana u 0e3 MapKupOBKa OT Apyrara.

4, KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUS

Brilique, npunoxeH eTHOBPEMEHHO ¢ alleTHIICATUIMIOBA KiuceanHa (ASA), e mokas3aH 3a
Mperna3Bale OT aTepOTPOMOOTHYHN MHIUACHTH MIPY Bb3PACTHU MALUEHTH C
- octbp kopoHapeH curapoM (OKC) umu
- aHamHe3a 3a MuokapiaeH uHdapkt (M) 1 BUCOK pHCK OT pa3BUTHE HA aTEPOTPOMOOTUIHO
crOuTHe (BXK. Toukn 4.2 u 5.1).

4.2 I[OI}I/IPOBKZI 1 HAYUMH HA NPUWIOKEHUE

EO3I/IQOBKa

[TanmenTure, mpuemanu Brilique, Tpsa6Ba chio Taka Ja mpreMar HEUCKa HOJIbpKalia 103a OT
75-150 mg ASA nHEBHO, OCBEH aKo TOBa € U3PUYHO MPOTHUBOIOKA3aHO.

Ocmpu KopoHapHu cuHopomu

Jleuenuero c Brilique TpsiOBa na 3amouBa ¢ eAHOKpaTHa HaToBapBaia a03a ot 180 mg (aBe TabneTku
ot 90 mg), cieq KoeTo ce mpoabIKaBa ¢ 103a 90 mg aBa meTH 1HEBHO. [IpenopruBa ce edeHneTo ¢
Brilique 90 mg nBa mbTH AHEBHO Jaa poabku 12 Mecena npu namuentyd ¢ OKC, ocBeH ako HsIMa
KJIMHAYHY TIOKa3aHUs 32 IpeKbCBaHEe Ha pueMa (BX. Touka 5.1).

Anamneza 3a muokapoern ungdapkm

Brilique 60 mg nBa bTH AHEBHO € MPEMOPBHUUTEIHATA 103a, KOTaToO € HEOOXOANMO YIBIIKECHO
JieueHre Ha MaIMeHTH ¢ aHaMHe3a 32 MU oT moHe ejiHa roJIiHa U BUCOK PUCK OT aTepOTPOMOOTHIHO
cpouTne (Bx. Touka 5.1). JleuenHuero Mosxe J1a ObJie 3armouHaro 6e3 mpeKbeBaHe, KaTo Mpo.IbJKaBallia
Tepamnus cjie]l HAauaJIHOTO JICYCHHE OT eAHa rojauna ¢ Brilique 90 mg miu Tepamnus ¢ Ipyr aaeHO3UH
mudocdar (AAD) peuentopen naxuoduTOp npu nanuent ¢ OKC u BUCOK puck ot
aTepoTpoMOOTHYHO chOuTHE. JleyeHneTo Moxe Aa ObAe 3alI0YHATO CHLUIO U A0 2 ronuHu o MU unun
710 elHa TOJMHA CJie]l CIIMPaHe Ha IpealecTBamoTo Jeuenne ¢ AJlP-peuentopen naxuburop. Mma
OTpaHMYCHH JIaHHU 33 ePUKACHOCTTA U 0€30MacHOCTTa Ha YIBIDKEHO JICUEHUE C THKArpeinop Hall

3 TOaUHH.

AKo ¢ HeoOxoIMMa CMsIHA Ha TeparusTa, ’bpBarta a03a Brilique TpsioBa na Obje npuiiokeHa 24 yaca
CJIe]] OCNIeIHATA 032 Ha IPYTOTO aHTUTPOMOOTHYHO JIEKapCTBO.
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Iponycuama 0oza

Caimo Taka TpsiOBa Jia ce n30sTrBa MpoIryckaneTo Ha Tabierka. [laruenT, KOHTo e mporycHan aa
npuemMe fo3ara cu Brilique, TpssOBa 1a npueMe camo eHa TadieTka (clieaBalnara cu 03a) B Jaca, B
KOITO 00H9aiiHO 5 mpHeMa.

Cneyuannuu nonyiayuu
Cmapuecka ev3pacm
[Ipu manmenTH B cTapyecka Bb3pacT HE ce Hajara KOpekuus Ha jo3aTa (Bxk. Touka 5.2).

bvopeuno yepescoarne

[Ipu nauuentu c 6p0pevHO yBpekJaHe HEe € He00X0AUMa KOPEKLUs Ha j1o3aTa (BXK. Touka 5.2). He e
HaJIM4HA HH(pOpMaIIYs, Kacaela JICYSHNEeTO Ha MAIMeHTH Ha TUalii3a, U TIopajy Ta3u MIPUYHHA He ce
MpenopbyBa JCUCHUE C TUKArpesiop.

Yeprodpobno yepesicoatrie

Tukarpenop He € MpOoyyYBaH P NAIEHTH C TEXKO YepHOIPOOHO yBpeXkKIaHe U MOpaJH TOBa,
ynoTtpebarta My OT Te3H MALMEHTH € MPOTHUBOIOKa3aHa (Bx. Touka 4.3). Mima camo orpannyena
nH(pOopMaIs MpH MaLMEHTH ¢ yMEPeHO 4epHOoApoOHO yBpexkaane. Kopurupane Ha go3ara He ce
MpernopbrYBa, HO TUKArpesop TpsiOBa Ja ce U3I0JI3Ba ¢ MOBHUINEHO BHUMaHKe (BX. TOUkd 4.4 u 5.2).
[Ipu maumenTy ¢ 1eKo YepHOAPOOHO YBpEKAaHE HE € He00X0IuMa KOPEeKLUs Ha 103aTa (BXK.
To4Ka 5.2).

Ileouampuuna nonynayus
Be3zonacHocTTa M e(hukacHOCTTA Ha THKArpeIop Npu Aema Ha Bb3pacT noa 18 rogunu He e
ycTraHoBeHa. Hiama HaIMyHu TaHHH.

Hauun Ha npunoxenue

3a mepopaiHo MPUIOKEHUE.

Brilique mo>e f1a ce mpremMa cbc uim 6e3 XxpaHa.

Jucneprupanyre ce B ycTara TabJIeTKH MOKE J1a c€ M3II0JI3BAT KaTo aiaTepHaThBa Ha Brilique 90 mg
¢unmupanu TabJIeTKU NPpH NALUEHTH, KOUTO CE 3aTPyAHSABAT Ja MPErIbILAT UEeNU TaOJSTKH WIN
KOHUTO MPEINOYHuTaT TabJIeTKU, TUCTIEPTHpaIy ce B ycTara. TabnerkaTta TpsaOBa Jja ce MOCTaBU BHPXY
€3uKa, KbAETO TS OBbP30 IIe ce qucIieprupa B cionkata. Ciell ToBa TS MOXKE Jia Ce MPErIIbTHE ChC WIIH
0e3 Bozia (Bk. Touka 5.2). TabneTkara MoXke Ja ce JUcIieprupa ChIo U BbB BOJIA U J1a CE TPUIIOKHU
ype3 Hazo-ractpanHa conaa (CH8 wmm mo-ronsima). BaxkHo € Ha3o-racTpajiHaTa COHIA Jja ce IPOMHE C
BOJIa cliell IPWIIOKEHHETo Ha cMecTta. Hsima tabrnerka, mucneprupaiua ce B ycrara, ot 60 mg.

4.3 IIporuBomokazanusi

e  CBpPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HSIKOE OT MTOMOIIIHUTE BEIIECTBa,
m3bpoeHu B Touka 6.1 (Bk. Touka 4.8).

AKTHBHO NaTOJIOTHYHO KbPBEHE.

AHaMHe3a 32 HHTpaKpaHualHa XeMoparus (Bx. Touka 4.8).

Texxko yepHOAPOOHO yBpexkaaHe (Bx. ToUku 4.2, 4.4 u 5.2).

CBHBMECTHOTO NPHIIOKEHHE Ha TUKArpeiaop ¢ MoiHu naxuouropu Ha CYP3A4 (namp.
KETOKOHA30J]1, KJIapUTPOMHUIIKH, He(a30J0H, PUTOHABUD U aTa3aHaBHp), Thi KaTO MOXKE Ja
JIOBEIC /IO 3HAYUTEITHO IMOBUINIEHUE HA €KCITO3UITMATA HA THKArpesop (BX. Touka 4.5).

4.4 CnenuajaHy npeaynpeskaeHUs! U NMpeANa3sHil MePKH NIPH ynoTpeda

Puck or kbpBEHE

[IpunokeHHeTo Ha TUKarpesiop MpH NalMeHTH C U3BECTeH MOBUIIIEH PUCK OT KbpBEHE TpsiOBa a ce
MPELEHH CIPSMO TI0JI13aTa 110 OTHOILIECHHE Ha MPEANA3BaHETO OT aTepOTPOMOOTUYHN HHLIUACHTH (BXK.
Touku 4.8 1 5.1). AKo e KIMHUYHO MTOKa3aH, THKarpeiIop TpsAOBa Ia ce mpujara ¢ IOBUIICHO
BHUMAaHUE NPH CIEIHUTE TPYIH MallUCHTH:
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e [lammeHTUTE ChC CKIIOHHOCT KbM KBbPBEHE (HAIp. HOpaad CKOPOIIHA TpaBMa, OTepaLusl,
HapyLIEeHUS B KPbBOCHCUPBAHETO, AaKTUBEH WIIM CKOPOIIEH CTOMAIIHO-YPEBEH KPHBOU3IHB).
[IpunoxeHneTo Ha TUKArpenop € MPOTUBOIIOKA3aHO MPH MAMEHTH C AKTUBHO IaTOJIOTHYHO
KbpBEHE, IIPU TaKMBa C aHaMHE3a 3a MHTPaKpaHUaIHA XeMOPArus U MPH MaIUeHTH C TEXKO
YepHOIPOOHO yBpexkIaHe (BXK. Touka 4.3).

e [JamuenTtn, npuemMaly eIHOBPEMEHHO JIEKAPCTBEHHU NMPOTYKTH, KOUTO MOTaT Jja MOBUIIIAT PHUCKa
OT KbpBeHE (Hamp. HecTepouHM poTuBoBB3nanuTentu cpeacrsa (HCIIBC), nepopannu
AHTUKOATYJIaHTH W/nin GUOPUHOIUTHUIN) B pAMKHUTE Ha 24 Jaca OT IpueMa Ha TUKarpesop.

Tpancdyszusta Ha TpoMOOLKTHA Maca He 0OpBIIa aHTUTPOMOOTHYHUS e(heKT Ha TUKATPEIop IpU
31paBu TOOPOBOJIIM U € MaJIKO BEPOSTHO Ja MMa KIIMHUYHA M0JI3a IIPH NalueHTH ¢ KbpBeHe. [lonexe
€/THOBPEMEHHOTO MPUIIOKEHIE Ha TUKArpeJiop ¢ Ie3MOIPECHH HE CKBCSABA BPEMETO HA KBPBEHE,
BEPOATHO JIE3MOIIPECHH HsAMA J1a ObJie e(prKaceH 3a oBlajsiBaHe Ha KPHBOURIHUB (BXK. ToUka 4.5).

AHTHOUOPUHOIMTHYHOTO JIeUeHUe (aMUHOKAIIPOHOBA WITH TPaHEKCaMOBa KHCEINHA) U/HITH
TepanusTa ¢ pekomOuHanTeH pakrop VIla morar ga yckopsT KpbBochcupBaneTo. [IpueMbT Ha
TUKArpesop MOKe J1a ce Bb30OHOBH CJIe]] KaTo MIPUYMHATA 32 KbPBEHETO € OTKPHUTA U TO € OBJIAISHO.

Omnepariu
[Naruenture TpsOBa a OBAAT TOCHBETBAHU JIa HH(POPMHPAT JEKAPUTE H CTOMATOIIO3UTE CH, Ue

IpreMat THKarpeiop, npenu 1a uM Objie Ha3HaueHaA HAKAKBAa XUPYPruuHa HHTEPBEHLUS U IPean Aa
3al04YHaT J1a IpueMaT HOB JIEKAPCTBEH IPOIYKT.

[Ipu nauuentute ot npoyusanero PLATO c HampaBeH kopoHapHO-apTepuaieH 6aiinac (CABG), mpu
THKarpesop ce HabI01aBa moBeye KbpBEHE OTKOJIIKOTO MPH KIOMHUIO0TPEN, KOraTo € CipsiH 1 aeH
IIPEIU olepalysi, HO CXOJlHa YECTOTa Ha 3HAUUTEIHO KbPBEHE, B CPABHEHUE C KJIONUIOIPEIL, CIe]
CIIMpaHe Ha JICUCHUETO 2 WM [0BeYe JHU Npean onepanus (BxK. Touka 4.8). AKO MalMeHThT HOAJIESKU
Ha IJIAHOBA ONEPaLlUsl ¥ aHTUArPETAHTHHUAT €EeKT € HexXellaH, TUKarpenop TpsoBa aa ce cupe 7 IHU
Mpei XUpypruyHaTa HHTepBeHIH (BXK. Touka 5.1).

IlanmenTy ¢ npeamecTBan HCXeMUYEH HHCYIT
[MammenTtn ¢ OKC ¢ npeamecTBal HCXeMHYEH HHCYIT MOTaT fa ObJaT JIEKyBaHH C TUKArpeop B
MpoabibKeHre Haii-mHoro 70 12 mecena (mpoyuBane PLATO).

B PEGASUS mnanuenTtu ¢ anamaesa 3a MU ¢ mpeamecTBaIi HiCXeMUYeH HHCYIT HE ca BKIIIOYBAHHU.
[Topanu ToBa, mpu JWIICa HA JaHHY, JICUCHUE TIOBEUE OT €JHA TOAMHA HE Ce IIPETIOPhUBa NP TE3U
MHalUEHTH.

UYepHOpoOHO yBpEKIaHE

YmoTtpebaTta Ha THKarpesiaop € MpOTHUBOMOKa3aHa IIPH MAIUEHTH ¢ TEXXKO YePHOIPOOHO YBPEKIaHE
(Bk. Touku 4.2 1 4.3). ima orpaHuyeH OMUT ¢ TUKArpesop MpH MAIUeHTH ¢ YMEPEHO YepHOAPOOHO
YBpEXJIaHe, TopaJn TOBA, IPY TE3U MAIMEHTH Ce NPENophyuBa MOBUIIIEHO BHUMaHKE (BXK. TOUKH 4.2
u5.2).

PurckoBu 3a pa3puTre Ha OpaguKapIvs NalUeHTH

[Topanu ycTaHOBSIBAHETO B MO-PaHHO KIMHUYHO MPOYYBAHE HA MPEAUMHO ACUMIITOMHHU
BEHTPHKYJIAPHU May3H, MAIMEHTUTE C MOBUIIICH PUCK OT pa3BUTHE HA OpafuKapus (Hamp. HalueHTH
ChC CHHIPOM Ha OOJIHUS CHHYCOB Bb3el 0e3 neficmeiikbp, AV-0mox 11 wim 111 crenen, unm TakuBa che
CBBp3aHU ¢ OpamuKapaAns CHHKOIN) ca U3KIIIOUEHN OT OCHOBHHUTE MPOYYBAHUS 32 OIICHKA Ha
Oe3omnacHocTTa U epukacHOCTTa Ha THKarpenop. ClieoBaTeIHo, MOpaIy OTPaHUICHUS KITHHHYCH
OIUT, TUKATPEJIOp TPSOBa J1a ce U3IOJI3Ba C TIOBHUINIEHO BHUMAHKE TIPH TE3W MAaIUEeHTH (BXK. Todka 5.1).

OcBeH TOBa, TUKarpesop TpsaoBa Ja ce mpuiiara ¢ OBUIIEHO BHUMaHUE STHOBPEMEHHO C JIEKAPCTBEHU
MPOAYKTH, 32 KOUTO € U3BECTHO, Ye MHIyLupaT Opagukapaus. B mpoyusanero PLATO, obaue, He ce
HaOJII01aBaT JOKA3aTEeNICTBA 32 KIIMHUYHO 3HAUNMH HEXeJTaHHU PEeaKIUU ciel] eAHOBPEMEHHO
MPWIOKEHHUE C €AMH WIN NIOBEYE JIEKAPCTBEHN IIPOAYKTH, 3a KOUTO € U3BECTHO, Y€ MHAYIIPAT
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Opaaukapaus (Hanp. 96 % Oeta-0moxepu, 33 % OJOKEepH HA KANIMEBUTE KAHAIH JVIITHA3EM H
Beparnamui, U 4 % MUrokcuH) (Bxk. Touka 4.5).

ITo Bpeme Ha xonTepoBoTo moAnpoyuBane B PLATO, moBeue manueHTr ca Majil BEHTPUKYIAPHH
naysu > 3 CeKyH/HU C THKarpesaop, OTKOJIKOTO ¢ KIOMHIOTPel, 10 BpeMe Ha ocTparta (as3a Ha TeXHUS
OKC. YBenu4eHHEeTo Ha YCTAHOBEHUTE C XONTEP BEHTPUKYJIAPHH MaYy3H ¢ THUKArpesiop € Ouio mo-
BHCOKO TpH MAaIlUeHTH C XPOHUYHA ChpAeyHa HegocTaTbyHOCT (XCH), OTKONKOTO B IAJIOCTHATA
n3cieBaHa MOMyJIauus 1Mo BpemMe Ha octpara (asza Ha OKC, HO He M Ha TBPBHUS Mecel] Ha JICYEHUETO
C THKarpesop Wiu B CpaBHEHHE ¢ KJIOMUAOTpen. B Ta3m nomynamnus naueHTH He € NMalo HUKaKBU
CTpaHUYHU KJIMHUYHH MTOCIEACTBHSA, CBBP3aHU C TO3U AUCOaaHC (BKIIIOUYUTETHO CHHKOI WU
MOCTaBsSHE Ha MeWcMeNKbp) (BK. Touka 5.1).

[luctines

JlucriHes ce choOIaBa Mpy MalueHTUTe, JIGKYBaHU C TUKarpenop. JlucnHesra OOMKHOBEHO € JIeKa JI0
yMepeHa 110 MHTEH3UTET U YeCTO OT3By4aBa 6e3 He0OX0IMMOCT OT IIPEeKbCBaHe Ha JeueHueTo. [Ipu
MAIMEHTHUTE C aCTMa/XPOHNYHA 00CTpyKTHBHA OenoapoOHa Oonect (XOBB) Moske a MMa MOBHUIIICH
abCOJIIOTEH PUCK OT Bb3HMKBAHE Ha TUCIIHES ¢ THKarpeiop. Tukarpenop TpsoOBa 1a ce U3moissa ¢
MOBUIIICHO BHUMAHHUE NIPH NAMEHTH C aHaMHe3a 3a actMa u/uni XObb. Mexanu3MbT Bee olie He €
U3ACHEH. AKO MallMEHTHT CHOOLIH 32 HOBOBBb3HUKHANA, TPOABKUTEIHA MU BJIOLICHA TUCITHES, TOBA
TpsiOBa Jla ce M3Clie/iBa ISUIOCTHO M aKO HE C€ TOJIEPUPA, JICYEHUETO ¢ THKArpesop TpsiOBa aa ce crpe.
3a gonbIHHUTENHA HHPOPMAIIUS BIDKTE ToUKa 4.8.

IloBuiiaBaHe Ha KpeaTUHUHA

HuBarta Ha kpeaTuHHMHA MOTaT Ja ce MOBULIAT 110 BPEME Ha JICYCHUETO ¢ TUKarpenop. MexaHu3smbT
BCeE OIIle He € M3siICHeH. brOpeunaTa pyHKIUs TpIOBa /1a ce MPOBepsiBa ChIIIACHO CTaHAapTHATA
MeaunuHacka npaktuka. [pu namuentu ¢ OKC ce npenopbuBa ChIIo Ja ce IpoBepr ObOpeyHaTa
(GYHKITMS €TUH Mecell CJIe] 3all04BaHe Ha JICYSHUETO ¢ THKArpesiop, KaTo ce 00pbhila 0CO0EeHO
BHUMaHUE Ha MAIIMEeHTH > 75 TOJUHM, TAIIMEHTH C YMepeHa/Texkka ObOpedHa HeJoCTaThUHOCT U
TaKuBa, KOUTO MOJIyIaBaT ChITFTCTBAIIA TEPAIUs C aHTHOTEH3UH-perienTopHu 61okepu (APB).

VYBenuuaBaHe Ha MUKOYHATA KUCEINHA

XunepypuKeMus: MOKe 1a Bb3HUKHE 10 BpeMe Ha JIeueHHe ¢ TUKarpenop (Bx. Touka 4.8). Tpsosa na
ce BHMMaBa IpH MaIMeHTH C aHaMHe3a 3a XUIMIePYPUKEMHUsI WM Ioarpo3eH apTput. Kato npeamnasna
MsIpKa He ce HachpyaBa ynorpedara Ha THKAarpesiop NpH NaUeHTH ¢ ypeMUIHa HedponaTusi.

Ha 06a3a na HabnromaBanata B PLATO Bpb3ka Mexay Hoabpikaiiara g03a ASA v OTHOCUTEIHATa
e(UKacCHOCT Ha TUKarpesop B CPaBHEHHE C KIOMHUIOTPEI, HE Ce MPENophuBa €THOBPEMEHHOTO
MIPIIIOKEHUE Ha TUKATPEJIOp M BICOKa moabpkamma go3a ASA (> 300 mg) (Bx. Touka 5.1).

PanHO mpeycTaHoBsIBaHE

PanHOTO crimpaHe Ha KOATO U J1a € aHTUATPETaHTHA Tepamusl, BKIIOUUTENIHO u ¢ Brilique, Mmoxe na
JIOBEJIE 10 TMOBHUIIIaBaHEe Ha pUCKa OT cbpaeyHo-choBa (CC) cMbpT miim MU, BeiencTeue Ha
MoJyIeXKaloTo 3abosBaHe Ha nanuenTa. CienoBaTenHo, TpsiOBa 1a ce U30ArBa MPekXIEBPEMEHHO
CIMpaHE Ha TepanusTa.

4.5 BzauMmopeiicTBHE ¢ IPYTrHU JeKapCTBEHH MPOAYKTH M APYrd (JopMH Ha B3auMo/jeiicTBHe
Tuxkarpenop e npenu Bcndko cyocrpar Ha CYP3A4 u cnabd naxubutop Ha CYP3A4. Tukarpeinop e
cblI0 cyocTpat Ha P-rimkonporenna (P-gp) u cmab naxuburop Ha P-gp 1 Moke J1a MOBHIIH

eKCTO3ULHATA Ha cyOcTpaTu Ha P-gp.

Ed)eKTI/I Ha JPYTH JCKAPCTBCHU MPOAYKTH BbPXY THKAI'PCJIOP

Jlexapcmeenu npooykmu, koumo ce memaboausupam om CYP3A4

Huxubumopu na CYP3A44
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o  Momau naxubutopu Ha CYP3 A4 — eHOBpEeMEHHOTO NMPHIIOKEHNE HA KETOKOHA30JI C
THKarpesiaop Boau 1o nosumnaBane Ha Cy,, 1 AUC Ha TUKarpenop, CbOTBETHO 2,4 TBTH U
7,3 mbTH. Cpa 1 AUC Ha aKTUBHMS META0ONUT CE MOHMKABAT, CHOTBETHO ¢ 89 % u 56 %.
Ouaxksa ce u n1pyru MowHu naxuouropn Ha CYP3A4 (knaputpomuiing, HedazonoH,
PUTOHABUD U aTa3aHaBHp) J1a UMAT CXOJHHU e(eKTH, U IOPaaX Ta3u MPUIHNHA, €THOBPEMEHHOTO
npuioxenue Ha MOHE CYP3 A4 nuxuOUTOpH € THKArpeiop € MpoTUBOMOKA3HO (BXK.
Touka 4.3).

o  VYwmepenu uaxuburopu Ha CYP3A4 — eqHOBpeMEHHOTO MPUIIOKEHUE HA AUITHA3EM C
TUKarpesnop nosuiasa Cy,,, Ha THKarpenop ¢ 69 %, a AUC — o 2,7 nbTi 1 moHnxkana C,,, Ha
aktuBHUS MeTabomuT ¢ 38 %, mokato AUC ocraBa HenpoMeHeHa. Tukarpenop He Oka3Ba
BIIUSHHE BHPXY IJJa3MeHaTa KOHIIEHTpanus Ha auitrazeM. O4dakBa ce IpyruTe yMepeHu
naxuouropu Ha CYP3A4 (Hanp. aMmnpeHaBup, alpenuTaHT, epUTPOMUIIMH U (HIYKOHA30IT) a
uMar cxoJieH e()eKT U ChUIO J1a MOTaT Jia ce MpHIaraT €AHOBPEMEHHO C THKArpeJiop.

Hnoyxkmopu na CYP3A

EnHoBpeMeHHOTO NpHIIOKeHHE Ha pru(aMIUIMH U THKArpeiaop BoIu 0 noHmkaBaHe Ha C,,, 1 AUC
Ha THKarpesop cboTBETHO ChC 73 % u 86 %. C.x Ha akTUBHUSA MeTabomuT He ce mpomeHs, a AUC ce
MOHWKaBa ChOTBETHO ¢ 46 %. Ouaksa ce apyrure uaAykTopr Ha CYP3A (Hamp. ¢heHurounH,
kapbOamasenuH u (eHoOapOuTal) ChINO Jia OHKABAT EKCTIO3UIHSITA Ha THKArPeIop.
EnHOBpEMEHHOTO NPHIIOKEHNE HAa TUKArpenop ¢ MourHu nHAykTopr Ha CYP3A Moxe 1a MOHMKH
EKCTIO3ULHATA U e(PUKACHOCTTA HA TUKATPEIIop, U MOPaax Ta3H MPUIYMHA HE CE HAachpyaBa TIXHOTO
€THOBPEMEHHO IMPIIIOKEHUE C TUKATrpenop.

Huxnocnopun (unxubumop na P-gp u CYP3A)

EnnoBpemenHoTo npunoxenue Ha uukiocrnopud (600 mg) u TMKarpesop BOIH 0 MOBUIIABaHE HA
Ciax 1 AUC Ha THKarpesnop cboTBeTHO 2,3 mbTH U 2,8 bTH. [Ipn HanmuueTo Ha rukinocnopud, AUC
Ha aKTUBHHUA MeTa00IuT ce noBuIaBa ¢ 32 %, a Cpay c€ MOHMKaBa ¢ 15 %.

Hsama nanuyau qaHHM 3a eAHOBpEMEHHATa yrnoTpeda Ha TUKarpenop ¢ APyrd aKTHBHH BELIECTBA,
KOHTO CBILO Ca MOIIHK HHXUOUTOpH Ha P-gp n ymepenun naxudburopu Ha CYP3A4 (nanp. Bepamamu,
XMHUAMH), KOUTO CHIIO MOTaT J1a MOBUILAT EKCIO3UIUATA Ha TUKArpeiIop. AKo KOMOMHALUATA He
MOJKe Ja ObJie n30erHara, TIXHOTO €THOBPEMEHHO MPUJIOKEHHE TPsIOBa Ja ce U3BBPIIBA C TOBUILIEHO
BHHMAaHHUE.

Lpyeu

KnuanyauTe Mpoy4BaHus 3a papMaKkoJIOTHIHU B3aMMOJICHCTBUS OKa3BaT, 4e eTHOBPEMEHHOTO
MIPWJIOKEHUE Ha TUKArpesiop ¢ XxenapuH, eHokcanapud 1 ACK unu ne3MonpecuH He oka3Bat
BB3JICHCTBIE BHPXY (PapMaKOKHHETHKATA HA TUKATPENIOP MM aKTHBHHS My META0O0JIUT, WIH BBPXY
AJ1®-unayMpaHaTa TPOMOOIIMTHA arperaiys, B CpaBHEHHE ¢ THKATrPesiop, MpUIoKeH
CaMOCTOSATETHO. AKO € KIMHUYHO MIOKa3aHo, JIEKAPCTBEHN IPOAYKTH, KOUTO U3MEHAT XEMOCTAa3ara,
TpstOBa J1a ce M3MO3BAT C IOBUIICHO BHUMAaHKE B KOMOWHAIINS C TUKArpesop.

HaGnronaBaHa e IByKpaTHO yBeJIMY€HA €KCIIO3ULIUSA Ha TUKAIPEJIOp ClIel KOHCyMalysl Ha roJeMU
KOJIn4ecTBa coK oT rpeiindpyt naesro (3x200 ml). Ta3u creneH Ha yBeIMYeHNE HA €KCIIO3ULUATA HE

CC O4YakKkBa aa 6’[:):[6 KIMHHUYHO 3Ha4YMMa 3a ITOBCYCTO ITallMCHTH.

Ed)eKTI/I Ha THUKArpcjiop BbPXY JPYIH JCKAPCTBCHHU NPOAYKTH

Jlexapcmeenu npoodykmu, koumo ce memabvoausupam om CYP3A4
o  CumsacmamuH — €THOBPEMEHHOTO MPHUIIOKEHIE HA THKArpeJiop CbC CUMBACTATHH BOH JI0
noBumaBaHe Ha C,, 1 AUC Ha cuMBacTaTuH ChOTBeTHO ¢ 81 % u 56 %, KakTo U Ha
noBumaBane Ha Cp,, 1 AUC Ha cuMBacTaTHHOBaTa KMCEJIMHA CHOTBETHO ¢ 64 % 1 52 %, xaTo B
OTJICITHU CITy4au ce JocTura 2 10 3-KpaTHO NoBHIIaBaHe. EHOBPEMEHHOTO MPUIIOKEHNE Ha
TUKarpeJop U CHMBACTAaTHH B /1034, HaBuIIaBama 40 mg JHEBHO, MOXKe J1a TOBE/E 10
HEXEJIaHHW PeaKIni Ha CHMBACTATHH U TPIOBa Jla Ce MPEIEH! CIPSIMO MTOTSHITHATHUTE TTOJI3H.
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CuMBacTaTHH HE OKa3Ba BIMSHUE BbPXY IJIA3MEHUTE KOHLICHTPAIUU HA TUKATrPEiop.
Tukarpenop Moxxe J1a OKa3Ba CX0/ieH eeKT BbpXY JioBacTaTuH. He ce mpenoppuBa
€IHOBPEMEHHATa yIoTpeda Ha THKArpelIop ChC CUMBACTATHH MM JIOBACTATHH B JIO3H,
Hagsumasay 40 mg.

e Amopeacmamun — eTHOBPEMEHHOTO MPUJIOKEHUE HA aTOPBACTATUH U TUKArpeIop BOIU A0
noBumasaHe Ha C,,x 1 AUC Ha aTopBacTaTMHOBATa KUCEIWHA COTBETHO C 23 % u 36 %.
Cxomno nopumasane Ha AUC u C,,,x € HaOIItoJaBaHO TIPU BCHYKU META0OJINTH Ha
aTopBacTaTUHOBATA KUCEIMHA. Te3W MOBUIIIEHU CTOMHOCTH HE CE€ CIUTAT 32 KIMHIUYIHO
3HAYHMHU.

e He Moxe 1a ce U3KITI04H 1Mo100eH eeKT U BhPXY IPYTH CTATHHU, METa0OIN3UPaHU OT
CYP3A4. ITaumentute B mpoyuBaneto PLATO, kouTo ca nosny4aBany THKarpeuop, ca
MIPUEMATH PA3INIHH CTATUHU 0€3 ChOOpakeHHE 110 OTHOIICHUE Ha OE30MaCHOCTTA HA CTaTHHA
ipu 93 % ot koxoprata Ha PLATO, ko510 € mpuemara Te3u JeKapCTBEHHU MPOTYyKTH.

Tuxarpenop e cnad naxuburop Ha CYP3A4. EnHoBpeMEeHHOTO NPUIIOKEHHE Ha THKArpesiop Cbe
cyoctpatu Ha CYP3A4 ¢ TeceH TepaneBTHUEH MHACKC (HAIP. IU3ANPH] WM €proalIKajJOuan) He ce
MPeTophYBa, Thil KATO TUKATPEJIOp MOXKE J]a MOBUIIIN €KCITO3UINITA Ha T€3U JEKapCTBEHHU MPOTYKTH.

P-9p cybempamu (gxnrouumento Ou2oOKCUH, UUKIOCHOPUH)

EnHOBpeMEHHOTO NMPUIIOKEHUE C TUKATPEIOp Boau A0 moBumnaBane Ha Cy,, 1 AUC Ha TUTOKCHH
CBOTBETHO ChC 75 % 1 28 %. CpenHuTte Hal-HICKW HUBA HA JUTOKCHH ce ToBHIaBar ¢ okoso 30 %
MIPU €IHOBPEMEHHO MPUIIOKEHUE C TUKATPEIOP, KATO B HIKOU OTACIIHU CIy4Yau Ce OTYUTAT MAKCUMYM
JIBYKpaTHU noBuiaBanus. B npuckctBueTo Ha TUrokcuH Co,.x 1 AUC Ha TUKarpemnop u akTUBHUS My
MeTaboIuT He ce moBnausaBatr. Ciea0BaTeNHo, IPU €THOBPEMEHHO MPUIIOKEHUE Ha THKATPEIOp C
P-gp-3aBucumu ekapcTBeHH MPOAYKTU C MATBK TEPANEBTHUEH UHACKC KaTO IUTOKCUH, CE
MPETopHYBA MOAXO A KIMHUYEH U/UIN JIA00OPaTOPEH KOHTPOI.

Tuxkarpenop He OKa3Ba BIUSHHE BbPXY KOHIICHTPAIMSTA HA IIUKIOCIIOPHH B KpbBTa. EQEeKkThT Ha
TUKarpenop BbpXy Apyru cyoctparu Ha P-gp He e mpoyuBaH.

Jlexapcmeenu npooykmu, koumo ce memaboauzupam om CYP2C9

EnHOBpeMEHHOTO PUIIOKEHNE Ha TUKArPeIop ¢ TOIOyTaMH [ He BOAM JO IPOMSHA Ha TUIa3MEHUTE
KOHIICHTpAIINH HA KOWTO U J]a € OT ABaTa MPOAYKTa, KOETO MPEAIoiara, 4e THKarpeiop He €
naxuoutop Ha CYP2C9 u e manko BeposTHO Aa nosnusaBa meaunpanug or CYP2C9 merabonan3bpm Ha
JIEKapCTBEHU MPOAYKTH KaTo Bap(apuH U TOIOYTaMHUI.

Ilepopannu konmpayenmueu

EnHoBpeMeHHOTO MpHIIOKEHNE Ha TUKATPENIOp C JISBOHOPTECTPET U ETHHUII €CTPaInOI BOIH J10
MOBHIIABaHE HA EKCIIO3UIMATA KbM €TUHHII €CTpaauo ¢ mpubimsutenHo 20 %, HO He OBNHsABA
(hapMakoKMHETHKaTa Ha JieBoHoprecTpen. [Ipu eqHOBpeMeHHO NMPUIIOKEHHE Ha JIEBOHOPTeCTpen 1
STHHUJI €CTPAJNOJ C THKATPEIOp He ce OYaKBa KIIMHUYHO 3HAYNM eeKT BbpXy eprkacHOCTTa Ha
MIEPOPATHUS KOHTPALICIITHB.

Jlexapcmeenu npodykmu, 3a KOUmMo e u36eCmuo, ye uHoyyupam opaduxapous

[Mopanu HabmogaBaHe HA MPETUMHO ACUMIITOMHH BEHTPUKYJIAPHU May3H U OpauKapaus ce H3UCKBA
MOBHIICHO BHUMAHHUE, KOTaTO THKATPEJIOp Ce MpuiIara eAHOBPEMEHHO C JICKapCTBEHU MPOIYKTH, 32
KOHUTO € U3BECTHO, Y€ MHAYIIUpaT Opaaukapaus (Bx. Touka 4.4). B npoyusanero PLATO, obade He ce
HaOJr0IaBaT JOKA3aTEeNICTBA 32 KIIMHUYHO 3HAYMMU HEXKEJIaH! PEakIiy CIie/l eIHOBPEMEHHO
MPUIOKEHHUE C €IUH WM TIOBEYE JIEKAPCTBEHU MPOIYKTH, 38 KOUTO € U3BECTHO, Y€ HHIYLIUPAT
Opaaukapaus (Hanp. 96 % Oeta-0nokepu, 33 % OMokepu Ha KAIIUEBUTE KaHAIH TUITHA3EM U
Bepanamui, 1 4 % TUTOKCHH).

Lpyea convmcemsawa mepanus

B knmmHMYHWTE pOoyYBaHUS THKArpenop e npuiarad exnoBpeMenHo ¢ ACK, naxuburopu Ha
MIPOTOHHATA IOMIIa, CTATHHU, OeTa-0I0KepHr, MHXHOUTOPH HA aHTMOTEH3WH-KOHBEPTUPAIITUS CH3UM
(ACE) u anruorensun-II perientopau 0J10kepH, HEOOXOAUMH 3a JICUCHHE Ha ChIIBTCTBAIIH
3a00JIsIBaHus 3 IBJIBT IEPHOJ, & ChIIO U XEMapyuH, HUICKOMOJIEKYJIEH XeMapyH U HHTPABCHO3HU
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naxubutopu Ha Gpllb/Illa 3a kpatko Bpeme (Bk. Touka 5.1). He ca HanmmuHM naHHU 3a HAOIIOAaBaHH
KIMHAYHO 3HAYMMU HEXeJIaHW B3auMOACUCTBHS NIPU YIoTpeda Ha Te3! JICKapCTBEHN NPOIYKTH.

EnHoBpeMeHHOTO MpUIIOKEHNE Ha TUKArpesIop ¢ XeMapuH, EHOKCUIIAPHUH WM Je3MOIIPECHH HAMa
edeKT BbpXY aKTUBHPAHOTO MapuuasHo TpoMmoOomuiacTuHoBo Bpeme (aPTT), aktuBrpanoTo Bpeme Ha
cbeupBane (ACT) unu nzcnenBanusaTa Ha gaxkrop Xa. Bee mak, mopaan noTeHIMaIHUTE
(hapMaKoJMHAMUYHH B3aUMOJEHCTBUSA, €THOBPEMEHHOTO MPHIIOKEHUE Ha TUKATPENIOp C JIEKAPCTBEHH
MPOAYKTH, 32 KOUTO € U3BECTHO, Y€ MPOMEHST XeMOCTa3aTa, TpsiOBa Aa ce U3BBPIIBA C IOBUIICHO
BHHMAaHHUE.

[Hopaau croOmienus 3a abHOPMHO KOXKHO KbpBeHe ¢ SSRI (Hamp. mapoKceTHH, CepTpaIuH U
LUTAJIONpaM), IpenopbuBa ce BHUManue, korato SSRI ce nmpunarat ¢ Tukarpenop, Thbi KaTo TOBa
MOXKE Ja IMOBUIIN pUCKa OT KbPBCHC.

4.6 dDepruauTer, )PEMEHHOCT U KbPMEHe
JXKeHu ¢ JeTeposieH NOTEHIHAl

Kenm ¢ ACTCPOACH IMOTCHIHAII TpSI6Ba Ja U3I10J13BaT 6(1)6KTI/IBHI/I KOHTpPALICIITUBHU MCPKH, 34 1a
n30ersaT 3a6peMeHﬂBaHe 10 BPpEMC Ha JICUCHUC C TUKATPECII0P.

BbpemenHocT
HsMa mimm mma orpaHrueHo KOJIMYeCTBO JIaHHU 3a YIoTpedaTa Ha TUKArpesop npu OpeMeHHH JKEHHU.

[IpoyuBaHusTa MPH )KUBOTHU MTOKA3BaT PENPOAYKTHBHA TOKCUYHOCT (BXK. TOUKa 5.3).
Tukarpesnop He ce IpernopbyBa 1o BpeMe Ha OpEMEHHOCT.

Kspmene
Hannunute hapmMakouHAMUYHH/TOKCUKOIOIMYHH JaHHH ITPY )KUBOTHHU TIOKa3BaT KCKpPEIUs Ha

THUKarpesop 1 akTUBHUSA My MeTa0OJIUT B MIIIKOTO (BX. Touka 5.3). He Moske a ce U3KITI0UM PUCK MPH
HOBOpOJIeHH/KbpMadeTa. Tpsa0Ba 1a ce B3eMe PeLIeHUe Jalli [1a ¢e CIIpe KbPMEHETO, UK J1a ce
IpeKpaTH/aa He ce IpHiIara Tepanusi ¢ THKarpenop, KaTo ce B3eMe MPeIBU]I [oI3aTa 0T KbPMEHETO 3a
JIETETO U [0J13aTa OT TepalnusiTa 3a XKeHaTa.

depTUauTer
Tukarpenop He Oka3Ba BIUSHUC BBPXY MBIKKHS U )KCHCKUS (DEPTUIUTET IPHU )KUBOTHH (BK.

Touka 5.3).
4.7 EdexTu BbpXy cnoco0HOCTTA 32 odupaHe u padoTa ¢ MAIIUHA

Tukarpenop He MOBIUSIBA WIK HOBJIHMABA IPEHEOPEKUMO CIOCOOHOCTTA 3a mopupaHe U padboTa ¢
MamuHu. [1o BpeMe Ha JieueHue ¢ THKarpenop ce cho0IaBa 3amaliBane U o0bpkBane. ClieioBaTeiHo,
MaIMEHTH, KOUTO TOIy4aT Te3U CHMIITOMH TPSIOBa Jia ca MpeIna3iuBy I0KaTo mopupaT il padoTsIT
C MaIlluHU.

4.8 Hexenanu JekapcTBEeHH peaKIUu

Pestome Ha poduia Ha Ge3omacHOCT

[IpodunbT Ha Ge30MacHOCT Ha TUKArpesop € OLEeHABaH B IBE rojeMU KIMHUYHHU U3MUTBaHus ¢asa 3
o otHomenue Ha uzxona (PLATO u PEGASUS), sximrouBamy mosede ot 39 000 marueHTH (BxK.
Touka 5.1).

B PLATO nmanueHTHTE Ha THKArpeaop UMaT MO-BUCOKA YECTOTA HA IPEyCTaHOBSIBaHE Ha TEpaNUATa
nopajay HeXeJlaHu ChOUTHUS OTKOJIKOTO Ipu Kinonuaorpen (7,4 % copsmo 5,4 %). B PEGASUS
MAIUEHTHTE, JIEKYBaHH C TUKArpesiop, MMaT MO-BUCOKA YECTOTAa Ha IPEYCTaHOBSIBAHE HA TEpanusaTa
Mopajay HeXeJlaHd CbOUTHUS B CpaBHEHHE C rpymara Ha Tepanus camo ¢ ASA (16,1 % 3a Tukarpenop
60 mg c ASA crpsimo 8,5 % 3a Tepanus camo ¢ ASA). Haii-uecto cho011aBaHnTe HEXKENaHU PEaKIUn
MPY MALMEHTUTE, JIEKYBaHU C TUKArpesop, ca KbpBEeHE U AUCIHed (BX. Touka 4.4).
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TabauyeH CIUCHK HA HEXKEIAHUTE PECAKIINN

[IpencraBeHuTe Mo-710Ty HEXKETAHN PEAKIMH ca WACHTH(PHUIMPAHH B IPOYYBAHUATA UK ca ChOOIIEHU

IIPH [TOCT-MapKETUHIOB ONHKT ¢ THKarpenop (Tadnuma 1).

Hexenanute peakmum ca n3d6poenu no cucremo-opradet kinac (COK) mo MedDRA. B pamkute Ha

Bcekn COK HekenaHuTe JIeKapcTBEHH peakLuy ca n30poeHu no yectora. Kareropuure no yecrora ce

neuHUpAT IO CJIeHATa KOHBEHIIUA: MHOTO YecTH (> 1/10), yectu (> 1/100 no < 1/10), HeyecTn
(> 1/1 000 o < 1/100), penxu (> 1/10 000 mo < 1/1 000), maOTO peaxu (< 1/10 000), c Hen3BecTHA
yecToTa (0T HAJIMYHKUTE JaHHU HE MOJXKE Ja ObJic HalpaBeHa OICHKA).

Tabauna 1 — Hexkenanu peakuuu 1o 4ecTora u cucremo-opranet kiaac (COK)

MHuoro yectn YectH HeuecTn
COK

Heonnazmu — KbpBene ot Tymop®

dobpoxayecmeeH,

3710Ka4ecmeeHu u

Heonpeodenenu (6K.

KUCmu u noaunu)

Hapywenus na KspBene, cepp3aHo

Kpvema u iumMpuama | ¢ HapylIeHUs Ha

cucmema KpBBTA"

Hapywenus na CBpBX4yBCTBUTEIHOCT,

UMYHHAMA cucmema BKJIIOUUTEIIHO
aHruoeneM”

Hapywenus na XymepypHKeMHsId IMonmarpa/Ilomarpo3en

Mmemabonuzma u apTpuT

XpaHenemo

Hcuxuunu napywenus OO0bpKBaHe

Hapywenus na 3amaiiBaHe, Brrpeuepenen

HepsHama cucmema Cuskor, ['maBobonue | KpHBOU3IHB

Hapywenus na ouume KpbBOU3/IHB B OKOTO ©

Hapywenus na yxomo Bepturo KpbBOU3IHUB B yXOTO

u 1abupunma

Cvoosu HapyuieHus. XHMOTOHUSA

Pecnupamopnu, HucnHes KspBene ot

2PBOHU U pecniupaTopHaTa

MeOUACTNUHANHU cucremMa

HapyuieHus

Cmomawno-upesru CromanrHo-4peBeH Perponepuroncanen

HapyuieHus KPbBOU3JIHBE, KPBBOU3IINB

Huapus, I'agene,
Hucnencus, 3anex

Hapywenus na
Koorcama u
NOOKOMCHAMA MbKAH

IloakoxxHO Ui
JIEPMAaITHO KBpBeHeh,
O6puB, CrpOex

Hapywenus na
MYCKYIHO-

MycKyJIHO KbpBEHE'
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MHoro yecT Yectn Heuectn

COK
ckenemHama cucmema
U cveOuHumenHama
MbKaH
Hapywenus na KspBene ot ‘
O6vopeyume u MUKOYHUTE MbTUIIA’
nUKOUHUmMe Nomuuia
Hapywenus na KspBene ot
8b3NPOU3EOOUMENHAM penpoayKTUBHATA
a cucmema u 2vpoama cucTeMa
H3zcneosanus IToBumieH kpeaTHHUH

B Kp’bBTad

Hapaussanus, KpbBouznus cien
ompassauus u mporeaypa,
VCI0ACHEHUS, TpaBmaTu4aHO
BBIHUKHAIU 6 KI,pBeHe1
pe3yimam Ha
UHmMepBeHYUU

 Harp. KbPBEHE OT paK Ha MMKOYHHUS MEXyp, Pak Ha CTOMaxa, paK Ha Ie0ell0TO YepPBO
Harp. TIOBHIIIEHA TeHICHIUS KbM HAaCHHIBAHE, CIOHTAHEH XeMaToOM, XeMOparudHa Juares3a
¢ Unentuduimpana B IOCTMAPKETHHTOB OITHT
dYecrorure ca nonyuenn ot naboparopuu HaGmogeHus ([[MKOYHA KMCETMHA TOBHIIIEHA > FOPHATA FPAHHIIA HA HOPMATA
CIPSIMO U3XOJHO HUBO NOA WK B pedeperTHnTe rpanuiy. Kpeatnnun noeuien > 50 % crnpsMo H3X0AHO HUBO.), a HE €
HpHOJIM3HUTENIHA YECTOTa Ha ChOOIIaBaHEe Ha HEXKETaHH CHOUTHSI.
¢ Hanp. KOHIOHKTUBAJIHO, PETUHHO, BHTPEOUHO KbPBEHE
f amp. emmcraxcuc, xemonTusa
£ Harp. KbPBEHE OT BEHIUTE, KPBBOU3INB OT PEKTYMa, KPHBOM3JINB OT CTOMAIIIHA S3Ba
" Hamp. eKXMMO03a, KOXKEH KPHBOU3JIUB, IETCXUU
' HaIp. XeMapTpO3a, MyCKyJIeH KPhBOM3INB
J Hamp. XeMaTypusi, XeMOparndeH HUCTUT
HaIp. BarMHAJICH KPbBOM3JIMB, XeMaTOCIEPMUsI, IOCTMEHOIIay3aJIeH KPhBOU3JINB
! Hamp. KOHTY3Hs, TPABMATHYCH XEMATOM, TPABMATHUEH KPHBOH3ITHB

Onucanue Ha I/I36DaHI/I HCXCIaHU pCaKnu

Kwvpeene
Haxooxu c kepsene 6 PLATO
LsmocTHUTE pe3ynTaTy 3a yectoTraTa Ha KbpBeHe B npoyuBaHeTo PLATO ca nokazanu B Tabnuua 2.
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Tabumna 2 — AHanu3 Ha o0IHMTe CHOMTHSA ¢ KbpBeHe, n3unciaenust no Kaplan-Meier na
12-tu mecenr (PLATO)

Tukarpesaop KJI0IIU0rpe
90 mg nBa a
I'bTH IHEBHO N=9 186 p-cToi
N=9 235 HOCT
OO6m1o 3Hauntenau or PLATO 11,6 11,2 0,4336
®darannu/xuBoro3actpamasanii or PLATO
5,8 5,8 0,6988

3nauntennu ot PLATO, HecBBp3aHH C 4.5 3,8 0,0264
CABG
3nauntenau ot PLATO, HecBBp3aHu C 3,1 2,3 0,0058
WHTEPBEHITUU
KomOuamnpanu o610 3HauuTenHu + 16,1 14,6 0,0084
He3HaunTeaau ot PLATO
Hecbp3anu ¢ HHTEpBEHIINY 3HAYUTETHH + 5,9 4,3 <0,0001
He3HauutTeanu ot PLATO
3uaunTennu no TIMI 7,9 7,7 0,5669
3HauuTeHH + He3HaunTesHU mo TIMI 11,4 10,9 0,3272

JeduHNIN HA KaTeropuuTe KbpBeHe:

3HauynTeTHO aTATHO/KNBOTO3aCTPAIIaBal0 KbpBeHe: KIIMHUYHO NPOSsIBEHO ¢ TIOHM)KaBaHe Ha XxeMorinobuHa ¢ > 50 g/l
WITH C TIpeNUBaHe Ha > 4 caka epUTPOLUTHA Maca; WIH (aTaIHO; WM HHTPAKPAHUAIHO; WIIM HHTPANEPHKAPIHO ChC ChpICYHA
TaMITOHA/[a; YJIH C XUIOBOJIEMHYEH IIOK; MITH TEXKA XUIIOTOHUS, H3UCKBAIIA IPECOPH; WIIM XUPYPTUIHA HHTEPBEHIIU.
3HaunTeHO APYro: KiImHUYHO MpOsSBEHO ¢ OHMKaBaHe Ha xemoriobuHa ¢ 30-50 g/l wnn npenuBaHe Ha 2-3 caka
€PUTPONUTHA Maca; WIN 3HAYUTEIHO HHBATHAN3ZUPALIIO.

He3nauuresiHo KbpBeHe: M31cKkBa MeIUIIMHCKA HaMeca, 3a CIIPUPaHe WM JIEKyBaHE Ha KbPBEHETO.

3naunTenHo kbpBene mo TIMI: KinHuvHo nposiBeHO ¢ OHMKaBaHe Ha XxeMorinobuHa ¢ > 50 g/l uinu ¢ nHTpakKpaHuaiHa
XeMmoparus.

He3nauyurteano kbpBene no TIMI: Knuangarao nposiBeHO ¢ oHMKaBaHe Ha xeMorsiobuna ¢ 30-50 g/l.
*p-CTOHHOCT, U3UUCIEHA OT MOJIeN Ha IPOIOPIMOHATHNTE prUcKkoBe Ha CoX, KaTo Tpynara Ha JedeHHe € eIHHCTBEHATa
eKCITaHATOpHA MPOMEHINBA

Tukarpesop u KIOMUAPOTell He Ce Pa3iinuaBaT Mo OTHOIICHUE HA YECTOTHUTE HA 3HAYMTEITHO
¢aranHo/xuBoTO3acTpanapanio kebpeeHe B PLATO, 3HaunTenHo kppBene o61io B PLATO,
3HaunTeNHO KbpBeHe 1o TIMI miu cnado kepeene no TIMI (Tabauua 2). Odaue, mosiBata Ha
KOMOWHHMpaHO 3HAYUTEIHOTHe3HaunTeIHO KbpBeHe B PLATO e noBeue ¢ TUKarpenop, B CpaBHEHHUE C
knonuaorpen. Manko nanuentu B PLATO umar datanau kpbBomznusu: 20 (0,2 %) 3a ThKarpenop u
23 (0,3 %) 3a xnonuaorpen (Bx. Touka 4.4).

Bw3pacr, mmon, TenecHo Terio, paca, reorpad)cKu paifoH, ChITbTCTBAIIHN 3200IIIBaHHS, CHITBTCTBAIIA
Tepanus U aHaMHE3a, BKJIFOUUTEIHO IIPEAXOIEH HHCYJIT WM TPAaH3UTOPHA HCXEMUYHA aTaka, He ca
MPEIUKTOPHU KaKTO 3a 0OLIOTO, TaKa U 32 HECBBP3aHOTO C MHTEPBEHIIMY 3HAYUTEIHO KbPBEHE 110
PLATO. 1o Ta3u npuumnHa He € HACHTU(HUIIIPAHA KOHKPETHA PUCKOBA TPpyIa 3a KOWTO U JIa € IOATUT
KBpBCHE.

Cspp3ano ¢ CABG kbpBeHe:

B PLATO 42 % ot 1584-1e nanuentu (12 % oT xoxopTara) C HallpaBeH KOpOHApHO-apTepHalieH
6aiinac (CABG) ca nonyuninu PLATO 3HauutenHodaraiHo/sKHBOTO3acTpaliaBaiio KbpBeHe 6e3
pasnuka MeKIy TepaneBTHIHHUTE rpynu. DaramHo kppBeHe, cBbp3ano ¢ CABG, ce mosBsBa npu
6 MaIMEeHTH BB BCSAKA OT TEPANIEBTUYHUTE TPYIH (BXK. TOUKa 4.4).

Hecsbp3ano c CABG kbpBeHE U HECBBP3aHO C HHTEPBEHIIUN KbPBEHE:

Hsma paznuka Mexay THKarpenop v KIOMUAOTpe Mo OTHOIIeHne Ha HecBbp3anute ¢ CABG
TEKKH/)KUBOTO3aCTpallaBalli KpbBOU3IMBH N0 AeduHuINs Ha poyuBaHeTo PLATO, Ho
3HAYUTENHUTE 001110, 3HauuTeIHU 10 TIMI u 3HaunTenau+uesnauntennu no TIMI kpbpBOU3NIMBH, 110

59



neununma Ha npoyusaneto PLATO, ca mo-uectu npu Tukarpenop. ChIIo Taka, ako ce U3KII0YaT
BCHYKH CBBP3aHH C MHTEPBEHIINN KPBBOU3IIMBH, TIOBEUE KPHBOU3INBH C€ HAOIIOAaBaT IIPH
THUKarpesop, OTKOIKOTO Hpu kionuaorpen (Tadmuua 2). [IpekpaTsiBaHe Ha JIeYeHUETO MTOPAIH
HECBBP3aHU C MHTEPBEHITUN KPHBOU3IIMBH € IT0-4€CTO ¢ TUKarpeiop (2,9 %), OTKOJIKOTO C
kiormmorpen (1,2 %; p< 0,001).

WnTpakpannaitna xemoparus:

NnTpakpannanHuTe KpbBOU3INBY, HECBbP3aHU C MHTEPBEHIINH, Ca TIOBEYE MPH MPHIOKEHUE Ha
TukKarpenop (n=27 kppBousnusa npu 26 namuenty, 0,3 %), OTKOIKOTO C KJIOMUAOTPET

(n=14 xpbBouznuaa, 0,2 %), oT KouTo 11 KpPBBOM3IKBA C TUKArpeaop u 1 ¢ kaonuporpen ca QaraiHu.
Hsma pasznuka B 00mms 6poit cimydan Ha (aTaaHO KbpPBEHE.

Haxooxu c kvpsene 6 PEGASUS
LsanocTHuTe pe3yaTaTy 3a yectoTata Ha KbpBeHe B mpoyuBaHeTo PEGASUS ca mokazanu B
Tabmuma 3.

Tabsmna 3 — AHanu3 Ha o01MTe CHOMTHA ¢ KbpPBeHe, n3unciaeHust no Kaplan-Meier na
36-tu mecen (PEGASUS)

Tuxarpeaop 60 mg 1Ba Camo ASA

'bTH THEBHO + ASA N=6 996
N=6 958
Koepuuuent
Kpaiinn Touku 3a 6e30macHOCT KM % Ha pHCKa KM % P-CTOHOCT
95 % CI)
Karteropuu Ha kbpBeHe, onpeneaenu ot TIMI
3uagutenHo (TIMI) 2,3 a 628,3?? 21) L1 < 0,0001
® 0,3 1,00 0,3 1,0000
ATaHo (0,44, 2.27)
0,6 1,33 0,5 0,3130

BAK (0,77,2,31)

Hpyro 3naunrtenno (TIMI) 1.6 @ 331’651 65) 0,5 <0,0001
3HAYUTETHO WIIM HE3HAUYUTEITHO 34 2,54 1,4 <0,0001
(TIMI) (1,93, 3,35)
3HAYHNTEIHO UM HE3HAYUTEIIHO, UIIH 16,6 2,64 7,0 <0,0001
M3UCKBAI0 MEIUIIMHCKA HaMeca (2,35, 2,97)

(TIMI)
Kareropuu Ha kppBeHe, onpenesaenu B PLATO
3uayutenso (PLATO) 3,5 a 925’537 37) 1.4 <0,0001
2,4 2,38 1,1 <0,0001
daraHO/KUBOTO3aCTpAIIIABAIIO (1,73, 3.26)
Hpyro 3Hauutento (PLATO) L1 a 93,’5’357 83) 0.3 <0,0001
3HAYMUTEITHO WY HE3HAYMTEIHO 15,2 2,71 6,2 <0,0001
(PLATO) (2,40, 3,08)

JeduHNINN HA KATErOpHATA HA KbPBEHe:

3nauntenno (TIMI): daranHo xppBene NJIN Besko BbTpeuepenHo kbpeene, MJIW kmMHUYHO BUAMMU NPU3HALM Ha
KPBBOM3IIHMB, CBbP3aH ChC craja Ha xemornoouHa (Hgb) ot > 50 g/l, nnu nonmxkenne na xemarokputa (Het) ot 15 %, koraro
nUricBa croHoCT Ha Hgb.

®atanno: CrOuTHE C KEPBEHE, KOETO JUPEKTHO € IOBEJIO 10 CMBPT B paMKHTE Ha 7 JTHU.

BUK: Bbrrpeuepener KpbBOU3IIUB.

Jpyro 3nauntenano (TIMI): Hedaranuo ne-BUK 3nauntento kppeene (TIMI).

He3nauyurteano (TIMI): Kiimanyno BHOMMO ¢ IOHIKEHHE Ha xemorioouHa ot 30-50 g/l.

H3uckBamo meanuuncka Hameca (TIMI): Msucksamo unrepsenuus MJIN Boxemo no xocnuranuzauus, MJIN nanaramo
OIICHKA.
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3HauuTenHO PpaTanno/xuBoTo3acTpamasamo (PLATO): daranno kepsene WJIN Besiko BpTpedepenHo kbpeeHe, NI
HHTpaIepruKapAnaIHoO ChC ChpAeUHa TammnoHaaa, MJIM ¢ XxumoBosleMU4eH MIOK MITH TeXKa XUTIOTOHUS, Halaraia
MIPUJIOKEHUETO Ha MPECOPHH/UHOTPOIHY cpecTBa iy onepanust, MJIW kmunmano Buaumo ¢ > 50 g/l nonmxkenne Ha
XEMOTJIOOMHA WU TIPENSATH > 4 eAUHNIM YePBEHU KPBBHU KIICTKH.

3nauntenno apyro (PLATO): 3naunmo naBanmuansupamo MJIN kmmamaHO Bunumo ¢ 30-50 g/l noHmkeHue Ha
xemorsioouna, MJIN npensatu 2-3 eAMHULIN Y€PBEHH KPbBHU KICTKH.

Hesnauurenno (PLATO): M3uckBa MeMIIMHCKA HHTEPBEHLIMS 32 CIIMPAHE UJIH JICUEHUE Ha KbPBEHETO.

B PEGASUS 3nauntennoto kppBere (TIMI) npu tukarpenop 60 mg 1Ba IbTH JHEBHO € ITO-BUCOKO
OTKOJIKOTO TipH JiedeHne camo ¢ ASA. He e HaOIro1aBaH MOBHIIICH PUCK OT (aTaiHO KbPBEHE U CE
YCTaHOBSIBA CaMO HE3HAUYHUTEIHO MOBUIIEHHE HA BETPEUEPEITHUTE KPBBOU3IINBY B CPABHEHUE C
tepanusTa camo ¢ ASA. Mma manko cpOuTHs Ha (haTamHo KbpBeHE B ipoyuBaHeTo, 11 (0,3 %) 3a
tukarpenop 60 mg u 12 (0,3 %) 3a Tepanusra camo ¢ ASA. HabnronaBaHHUAT OBUIIIEH PUCK OT
3HaunTenHo kbpBeHe (TIMI) ¢ Tukarpenop 60 mg ce ABIKK MPEIMMHO Ha IT0-BUCOKATa YeCTOTa Ha
npyro 3HaunTenHo kbpBeHe (TIMI), cBbp3aHo cbe crOuTHs B cromainHo-upeBHust COK.

[ToBuimena gecToTa Ha CHOUTHS C KbPBEHE, MOAO00HN Ha 3HAYNTENHO KhpBeHe (TIMI), e HabmomaBana
B KaTErOPUHTE 3HAYUTEITHO WK He3HaunTeHO KbpBeHe (TIMI) u 3nauntenno (PLATO) u
3HAYUTENTHO WK He3HaunTeaHo KbpBeHe (PLATO) (Bxk. Tabmuna 3). [IpeycTanoBsBaneTo Ha
JIEYCHUETO MOPaTH KEPBEHE € MO0-9eCTO B IpymaTa Ha Tukarpenop 60 mg B CpaBHEHHE ¢ TpyIaTa Ha
Tepammara camo ¢ ASA (cpoTBeTHO 6,2 % u 1,5 %). [loBeueTo OT Te3u caydyan Ha KbPBEHE ca C T0-
MaJka TexecT (Kiaacupuuupanu KaTo H3ucKBaIy MeauuHcka Hameca (TIMI)), nanp. enucrakcuc,
HaCHHSBAaHE WU XEMaTOMH.

[IpodunsT Ha KbpBEeHE Ha TUKarpesop 60 mg € cX01eH B MHOXECTBOTO IIPEABAPUTEIHO ONPEACICHU
MOATPYIH (Hamp. Mo BB3PacT, NOJ, TErJI0, paca, reorpad)CKu peruoH, ChI'bTCTBAILH 3a00JsIBaHN,
CHITBTCTBAILIA TEPAIUsI U MEIUIIMHCKA aHaMHe3a) MpH chOUTHS Ha 3HauuTeNnHO KbpBeHe (TIMI),
3HaunTenHo win HesHaunteaHo (TIMI) u 3HauntenHo keppBere (PLATO).

BrrpedepenHo KkbpBeHeE:

Cnonrtannu BUK ce cpobmiaBar ¢ mogo0Ha yecToTa 3a THKarpenop 60 mg u tepanus camo ¢ ASA
(n=13, 0,2 % B nBeTe rpynu Ha nedyeHne). Habmronasa ce HesHaunTenHo nopumeHre Ha BUK
CBBP3aHO C TpaBMa M MPOLEAYPHU IpH JieueHue ¢ Tukarpenop 60 mg, (n=15, 0,2 %) B cpaBHEeHuE ¢
tepanusta camo ¢ ASA (n=10, 0,1 %). Cpobmienu ca 6 ¢paraxan BUK ¢ tukarpenop 60 mg u

5 ¢aranau BUK c tepamus camo ¢ ASA. YectoTtara Ha BTpeuepenHO KbPBEHE € HUCKA B JIBETE TPYIH
Ha JIeUueHHe, KaTo ce MMa TPEJIBU] 3HAYUTEIHUTE ChIIbTcTBaINM 3a0omsBanus U CC pUCKOBU QaKkTOpH
B IIPOy4YBaHaTa MOMyIaLHs.

Quaneﬂ

JucnHes, ycemane 3a 3ayX, ce choOIaBa OT MalueHTUTe JIeKyBaHu ¢ Tukarpenop. B PLATO,
00eIMHEHUTE KaTO AUCITHES HEXKEJIaHH JICKapCTBEHU CHOUTHS (IMCIIHES!, TUCITHES B TTOKOH, JIMCITHESI
MIPU YCUJINE, MTAPOKCHU3MAaITHA HOIITHA JUCITHES ¥ HOIITHA TUCITHEes) ce chooOmanar ot 13,8 % ot
MalMeHTHTE, JEKYBaHH C THUKArpesop, u 3a 7,8 % OT malueHTHTe, JeKyBaHH ¢ Kinonuaorpen. [Ipu

2,2 % OT mauMeHTuTe, NpueMaIly Tukarpenop, ¥ npu 0,6 % ot maueHTuTe, MpUeMaly KJIOMHUI0Tped,
B ipoyuBaHeTo PLATO u3cnenoBaTenuTe CUUTaT, Ye UCIHESTA € IPUIMHHO CBBbP3aHa C JICUEHUETO U
OposIT Ha cepuo3HuTe cirydau ¢ Maibk (0,14 % tukarpenop; 0,02 % knonumorpen) (BxkK. Touka 4.4).
Haii-uecTo chobmaBaHuTe CHMOTOMH Ha JUCIIHESA ca JIEKH 0 YMEPEHU 10 HHTEH3UTET U MOBEYETO ce
CHOOIIABAT KATO €JIMHUYEH MM30]1 PaHO CIIe/ 3alI0YBAHE HA TepaITHsTA.

B cpaBuenue ¢ knonuporpen, naureHtute ¢ actma/XOBb, nekyBanu ¢ Tukarpenop, Moxe a UMaT
MOBHIIICH PUCK OT MOJTyyaBaHe Ha Hecepro3Ha auciHes (3,29 % tuxarpenop cupsamo 0,53 %
kionuaorpen) u cepuosna aucmaes (0,38 % tukarpenop crpsmo 0,00 % kmonumorpen). B abcomoTHn
CTOMHOCTH TO3H PHUCK € ITO-BUCOK OTKOJKOTO B IistocTHaTa momynarus Ha PLATO. Tukarpenop
TpsiOBa J1a ce puiiara ¢ MOBHIIICHO BHUMAaHUE MPH MAIllMEHTH ¢ aHaMHe3a 3a actMa n/un XOBb (Bxk.
Touka 4.4).

Oxkono 30 % ot enu3oaute oT3By4aBaT B pamkute Ha 7 qau. PLATO BriIroYBa marueHTH, KOUTO Ha
M3XO0JTHO HUBO MMAaT 3aCTOHHA ChpleYHa HeaocTaThYHOCT, XOBb miu actMa; Te3u manueHTs u
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MalMEeHTHUTE B CTApUeCcKa Bb3PacT € MO-BEPOSTHO Ja ChoOIaBar AucnHes. 3a Tukarpenop, 0,9 % ot
MaIUMEHTUTE NPCKHCBAT NMPUJIAraHCTO Ha MPOYUYBAHOTO aKTUBHO BEIIECCTBO IMMOpaar AUCITHES, CIIPAMO
0,1 % ot Te3u, mpuemMarnu kiaonugorpen. [lo-BucokaTa yecToTa Ha AUCIIHES C TUKArpeJIOp HE ce
acoImupa ¢ HOBa MOsBA WK BJIOIIABAHE HA CHPJCYHO WK 0eI0po0HO 3ab0saBane (Bxk. Touka 4.4).
Tuxarpenop He noBnusiBa 6enopoOHUTE HYHKIHUOHAIHN TECTOBE.

B PEGASUS pgucrines ce cro0riasa mpu 14,2 % 0T manueHTuTe, npueMaiiy Tukarpenop 60 mg nsa
IIETU THEBHO, U TIpH 5,5 % oT nmaruenture, npuemanm camo ASA. Kakto B PLATO, moBedero cirydan
Ha CHOOITIEHA TUCITHES ca JICKU J0 YMEPEHH 10 HHTCH3UTET (BXK. Touka 4.4). IlaruenTure, KOUTO
ChOOIIABAT AUCITHES ca OMJIU MPEAUMHO MO-Bb3PACTHH U MO-4ecTo ca uMainu auciHes, XOBb wiu
acTMa Ha M3XO0JHO HHUBO.

Uscnedsanus

[ToBumenue Ha nukouHata kucenuHa: B PLATO e otueTeHo moBHIlIaBaHE HA CEpYyMHATa MTUKOYHA
KHCEJIMHA JI0 CTOWHOCTH, HaJ[BUIIIaBaIM TOpHATa TpaHHUIla Ha HOpMaTta, pu 22 % OT MoTy4aBaliTe
THUKarpesop mauueHTH, cupamo 13 % oT momydapamure kionuaorper naueHTn. ChboTBETHUTE
croritnoctd B PEGASUS ca crotBeTHO 9,1 %, 8,8 % 1 5,5 % 3a Tukarpenop 90 mg, 60 mg u mianedo.
Cpennara cepyMHa NMKOYHA KMCEJIMHA CE OBHUIIaBa ¢ 0sin30 15 % mnpu npuiiokeHue Ha TUKarpesnop,
B CpaBHEHHE C MPUOIU3UTETHO 7,5 % MpH NpUIIOKEHHE Ha KIIOMUIOTPET, a cJie] CIMpaHe Ha
JICYCHUETO Ce MOHMKaBa MPUOIM3UTEIHO 10 7 % MPH NPUIIOKEHHE Ha TUKArpesop, J0KaTo MpH
kjonuaorpen He ce Habmoaasa cnal. B PEGASUS ce ycranoBsiBa 06paTiMo NOBHIIIEHHE HA
CpeIHHUTE HMBA Ha cepyMHa MUKOYHA KucennHa oT 6,3 % u 5,6 % cboTBeTHO 3a TUKarpenop 90 mg u
60 mg B cpaBHeHue ¢ 1,5 % nmoHmwkeHue B rpynara ¢ miareto. B PLATO yectoTara Ha mogarpo3ex
aptpur e 0,2 % 3a tukarpenop cupsmo 0,1 % 3a xkronugorpen. CbOTBETHTE CTOHHOCTH 3a
nojarpa/monarpose aptput B PEGASUS ca 1,6 %, 1,5 % u 1,1 % cpoTBeTHO 3a THKarpenop 90 mg,
60 mg u miame6o.

Cho01aBane Ha MOJIO3UPAHN HOWKEITIAHHW PEAKITUH

CpoOI11aBaHeTO Ha MMOJ03UPAHH HEXETaHHU PEaKIMu CJIe]] pa3peliaBaHe 3a yrnoTpeoa Ha JIeKapCTBEHHs
HPOIYKT € BayKHO. ToBa M0O3BOJIsIBA 1 TIPOABIIKM HAOIIOICHUETO HA ChOTHOIICHHETO T0J13a/PUCK 32
JIEKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CICIUATICTH CE U3UCKBA J]a ChOOIIaBaT BCsIKa
MOJI03MPaHa HEeXKeNIaHa Peakiys upe3 HAllMOHAIHA CHCTEMa 3a ChOOIaBaHe, MOCOYCHA B

[Ipunoxenue V.

4.9 IIpeno3upane

Tuxkarpenop ce noHacst 100pe npu eaHokpaTHU 1034 10 900 mg. ['acTpouHTECTHHAIHATA TOKCHYHOCT
e Omia 1030IMMUTHpaHa B €JHO IPOYYBaHe C €IHOKpaTHA HapacTBala 103a. pyru KMuHUYHO
3HAYMMH HEXEJIaHU PeaKIlui, KOUTO MOTaT JIa Ce MPOSBAT IPU NPeJI03upaHe BKIFOUBAT JAUCITHES U
BEHTPUKYJIApHU May3H (BX. ToUKa 4.8).

B ciyuaii Ha mpego3upane, MoraT Ja ce IpOsABAT rOpe CIOMEHATUTE OTEHINATHI HEXEIIaH!
JIEKapCTBEHHU peaklru U Tpsibsa na ce uma npeasua EKI' monuTopupane.

KbM MOMEHTa He € U3BECTEH aHTUAOT Ha TUKArpesop U HE c€ 04aKBa TUKArPeNIop Ja ce Iuaau3upa
(Bk. Touka 4.4). Ilpu npeno3upaHe Te4eHUETO TPSOBA J1a Ce MPOBEXIA B ChOTBETCTBHE C MECTHATA
CTaHJapTHA MEIUIIMHCKA npakTuka. OuakBaHUAT €EKT OT MPEAO3UPaHE Ha THKArPeiop € yAbDKEeHa
MPOIBIDKUTEITHOCT Ha PUCKA OT KbPBEHE, CBBP3aH ¢ TPOMOOIIMTHOTO HHXUOUpane. TpaHcdy3usTa Ha
TPOMOOIIMTHA Maca € MaJIKO BEPOSITHO J1a MMa KIIMHUYHA T10J13a TIPU MAIUEeHTH ¢ KbpBeHE (BK.

Touka 4.4). AKO ce TOsBU KbpPBEHE, TPAOBA 1a ce MPpEApUeMar JPYTH MOIXOISIIH MO bPKAIIN
MEPKH.

5. ®APMAKOJIOTUYHHU CBOMCTBA

5.1 @apmakoaMHAMHYHHU CBOMiCTBA

62


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

dapmakoTepaneBTHuHa rpyna: MHXuOutopu Ha arperanusara Ha TPOMOOLIUTUTE, C U3KIIOYEHUE Ha
xernapul, ATC kox: BOIAC24.

MexaHu3bpM Ha eicTBUE

Brilique chabpika THKarpeiop, CheIMHEHNE OT KJlaca Ha UKIONCHTHIITPHA30JIOTUPUMUTTHHTE
(CPTP), koiiTO € mepopalieH aHTarOHUCT ¢ AUPEKTHO AeiicTBue Ha P2Y |, pernentopa, kaTo ce cCBbp3Ba
C HEro CeIEeKTUBHO M oOpaTtumo u npenotpatsiBa AlP-meaunpanarta, 3aBucemia ot P2Y
TpoMOOLIMTHA aKTUBALKMs U arperanus. Tukarpenop He npeaoTBparaBa cBbp3BaHeTo ¢ AJ[D, a korato
ce cBbp3Ba ¢ P2Y |, penentopa, BE3NpENITCTBAa CUTHAIHATA TpaHCAYyKIUs, nHAynupana ot AIlD. Teit
KaTo TPOMOOIUTHTE Y4acTBAT B HHUIIMUPAHETO W/UIIM PA3BUTUETO HA TPOMOOTHYHHUTE YCIOKHEHHUS
Ha aTepOCKIEPOTUIHATA OOJIECT, € IOKa3aHo, Ye MHXUOUPAHETO Ha TPOMOOIIUTHATA (DYHKIIUS
HamansBa pucka ot CC cp0uTus, kato cMbpT, MU MM HHCYINT.

Tuxarpesnop chII0 yBeIUYaBa JOKAITHUTE CHIOTCHHN HHMBA HA aJICHO3MHA Ype3 HHXUOupaHe Ha
eKBUIIMOpHUpaIus HyKkineo3uneH tpancnoprep-1 (ENT-1).

JlokyMeHTHpaHO e, ye npH 3apaBu iuna u nauertu ¢ OKC, Tukarpenop yBennuaBa ClIeIHUTE
eeKTH, MHIYIPaHH OT aJICHO3WH: Ba3oquiiataius (M3MepeHa 4pe3 yBeInIaBaHeTo Ha KOPOHAPHHUSI
KPBBOTOK IpH 3pasu Aooposoiiy u nauuertu ¢ OKC; rmaBobonue), uHXuOupaHe Ha
TpoMOouuTHaTa QYHKIMS (B YOBELIKA Ls1a KPBB in Vifro) U quciiHes.. Bpb3kara Mexmy
HaOJIroIaBaHUTE YBEJIMUYCHUS HA alCHO3MH U KIMHUYHUTE Pe3ynTaTu, obade (Hamp. 3a001eBaeMOCT-
CMBPTHOCT), HE € KAaTeTOPHYHO HU3sICHEHA.

dapMakoarHAMUYHU eEeKTH

Hauano na deiicmsuemo

[Tpu maruenTu cbe crabunHa ncxemuyHa 6ornect Ha cbpiieto (MBC), mpuemaru ASA, THKarpenop
Moka3Ba Obp30 HacThIIBaHE HA (PapMaKOJIOTHUYCH €PEKT, KOWTO ce JEMOHCTPUpPA OT CPEAHOTO
nHXuOUpane Ha TpomOoruTHaTA arperamnus (MTA) okono 41 % 0,5 daca cnen npunoxenue Ha 180 mg
HaTOBapBallla 703a TUKarpenop, ¢ MakcuMaieH edext Bbpxy UTA 89 % 2-4 yaca ciien MpHI0KEHUETO
Ha Ji03aTa, KOUTO ce 3aabpxa Mexy 2 1 8 gaca. [Ipu 90 % ot mammenture 2 gaca cien
MPWIOKEHUETO HA Jj03aTa TepMUHAIHOTO MUKOBO UTA e > 70 %.

Kpait na oeticmeuemo

Axo e mraaupana CABG mporienypa, pucKbT OT KbPBEHE CBBP3aH ¢ TUKArpesiop € MOBUITICH B
CpaBHEHHE C KJIOMUIOTPEII, KOTaTo TepalusiTa € IpeKpaTeHa mo-Majiko oT 96 daca mpeau
mporeaypara.

Cmsana na JeKapcmeama

[IpemMuHaBaHEeTO OT JICUCHHE C KIOMUAOTPe 75 mg Ha JeueHue ¢ Tukarpenaop 90 mg aBa mbTH AHEBHO
BOoaM 10 abcomoTHO noBuiasane Ha UTA ¢ 26,4 %, a npeMuHaBaHETO OT JIEYEHHE C TUKArpesop Ha
JIeYCHHE ¢ KIOMUAOTPEI BOAM 10 a0comoTHO oHrkaBane Ha UTA ¢ 24,5 %. [lanmenture Morar na
MIpeMHUHABAT OT KJIOMUAOTPEN Ha TUKarpeaop 0e3 MpeKkbcBaHe Ha aHTHATPETaHTHOTO JeiicTBHE (BK.
Touka 4.2).

Kinnununa edbnkacHoCcT 1 0€300aCHOCT
KnuananuTe naHHu 3a euKacHOCTTa U 0€30IIaCHOCTTA Ha THKArpesiop ca MOJyYeHH OT 1B KIMHHYHU
M3MUTBaHUS (asa 3:

e [IpoyuBanero PLATO [PLATelet Inhibition and Patient Outcomes (TpomOGoTHUHO HHXUOUpaHE
W KJIMHUYEH U3XO0J] Ha MAalMeHTa) |, CpaBHEHHE Ha THKArpesIop ¢ KIOMUIOTPE, U ABaTa
Mpuiaranyd B koMOuHaIms ¢ ASA, u qpyra cTaHJapTHA Teparnusl.

e [IpoyuBanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IIpeBenius ¢ Tukarpenop Ha
BTOPUYHH TPOMOOTHUYHHU CHOUTHSI TP BUCOKOPUCKOBHU MALTUEHTH C OCTHP KOPOHAPEH
CUH/IpOM)], CpaBHEHHE Ha TUKarpesop, komouHupan ¢ ASA, ¢ Tepamnus camo ¢ ASA.
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Ipoyusane PLATO (ocmpu koporapHu CUHOpOMU)

[IpoyuBaneto PLATO BxurouBa 18 624 narueHnTu, KouTo ca B 24-4acoBus IepHoJI OT HA4YaIoTo Ha
CHUMIITOMH Ha HecTaOMIIHA cTeHOKapaus, HHPapKT Ha Muokapaa 6e3 ST-eneBanust [NSTEMI] nm ¢
nHbpapkT Ha Muokapaa cbc ST-eneBaust [STEMI], n kouTo mbpBOHAYAIHO Ca JEKyBaHH
MEIMKaMEeHTO3HO, WM Ype3 MepKyTaHHa kopoHapHa untepsenuus (PCI), unu upes nocrassine Ha
CABG.

Knunuuna epuxacnocm

Ha ¢ona na exenneBHo npuioxenue Ha ASA, tukarpenop 90 mg n1Ba mbTH AHEBHO JEMOHCTPUPA
MIPEBB3XOACTBO CIPSIMO 75 mg THEBHO KIOMUAOTPEN M0 OTHOLIEHNE Ha MPEBEHIM Ha ChCTaBHATA
KpaitHa Touka 3a CC cMbpt, MU nim uHCYAT, ¢ pasnuka, npousnusama oT CC cmbpt 1 MU.
[TanmentrTe momydasatr 300 mg HaTOBapBalia g03a KiIonuaorpen (Bp3mMoxkHo € 600 mg, ako umat
PCI) umm 180 mg tukarpemnop.

PesynTarsT ce nosisaBa paHo (abcomntotHa penykuus Ha pucka [APP] 0,6 % u oTHocuTenHa peayKuus
Ha pucka [OPP] 12 % na 30-51 1eH) ¢ mocTosiHeH e(heKT OT JICUEeHUETO 110 BpeMe Ha meivs 12 MecedeH
nepuon, aasam ARR 1,9 % na roguna ¢ OPP 16 %. Tosa npeanonara, 4e € NOAXOASAIIO NAUCHTUTE
Jla ce JIeKyBat ¢ Tukarpesop 90 mg nBa mbTH THEBHO 32 12 Mecena (Bx. Touka 4.2). Jleduennero Ha

54 naunentu ¢ OKC ¢ Tukarpenop BMeCTo ¢ KIOMUAOTPeN IpeaoTBpaTsBa 1 aTepoTpoMOOTHIHO
cbouThe; nedenrero Ha 91 nanuentu npenoreparsisa 1 CC cmbpt (Bx. Purypa 1 u Tabnuna 2).

TepaneBTHUHUAT €EKT HA TUKATPENIOP, HAAXBBPILAIIL TO3M Ha KIOMUIOTPEN, U3IJICKAa CXOICH B
MHOT'0 IIOATPYTIH, BKJIIIOYUTEIHO TETJIO0, M0JI, aHAMHE3a 3a 3axXapeH AuadeT, TPaH3UTOPHA UCXEMUYHA
aTaka WM He-XeMOParnueH WHCYIIT, WIIH PEBACKYIapU3AIHS; IPH ChITBTCTBAIIO JICYEHUE BKIIOUYBAIIO
xenapuH, Gpllb/Illa vEXUOUTOPH M MHXUOWTOPHU HA IPOTOHHATA TIoMIIA (BXK.TOYKa 4.5); npu
OKOHYaTenHarTa AuarHo3a Ha nokazarenHo csoutne (STEMI, NSTEMI, HA); u npu mutanupanus npu
paHIOMU3aIMATa JieueOeH Moaxo ] (MHBa3UBEH WM MEAUKAMEHTO3EH).

YcraHoBeHO € ¢1ab0 CUTHU(HUKAHTHO TEPANEBTHYHO B3aNMOACHCTBHE B 3aBUCUMOCT OT PETHOHA,
CBIJIACHO KOeTo KoeuueHTsT Ha pucka (HR) 3a mbpBuYHaTA KpaiiHa ToUka € B 10J3a Ha
TUKarpesop 3a ocTaHajaTa 4acT Ha CBETa, HO € B [10J13a Ha kionujorpen 3a CeBepHa AMepuKa, KOSITO
cheTaBisaBa npubausuTenHo 10 % ot 1snara npoyyBaHa nomyianus (p-CTOHHOCT Ha
B3aumopeiicteue=0,045). ExcriopaTopHUTE aHAIM3M MpeanoaraT BEposiTHA Bpb3Ka C 03aTa Ha
ASA, karo ¢ yBenn4aBaHe Ha o3ata Ha ASA ce HaOmogaBa HaMajieHa eprKacHOCT Ha TUKArpesnop.
XpoHnyHata 1HeBHa 1032 ASA, KOSATO Aa ChI'BTCTBA TUKArpenop, Tpsaosa na 6vae 75-150 mg (Bxk.
Touku 4.2 u 4.4).

CDI/Irypa 1 moka3Ba o4akBaHUS PUCK 3a HACTBIIBAHC HA IbPBU MHIWUJCHT, BKJIIOYCH B KOM6I/IHI/IpaHaTa
KpaiiHa TOYKa Ha €(UKaCHOCT.
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®urypa 1 — AHAJIM3 Ha TbPBUYHATA KJIMHAUYHA CbCTaBHA KpaiiHa Touka oT CC embpT, MU 1

uHcyart (PLATO)
13 Tuxarpenop (T) [864/9333]
------- Knomumorpen (C)  [1014/9291]
127 . 11,67%
114
. 104 9,80%
X 9
5 8
(5}
= 7
= 5
SN
<
= 3
=
= 2 1 HR 95% Cl p-CTOMHOCT
Q 1 T cpely C 0,84 0,77,0,92 < 0,001
0 -
0 60 120 180 240 300 360
Bpow 3acTpalueHun
T 9333 8 628 8 460 8 219 6 743 5161 4147
C 9 291 8 521 8 362 8124 6 650 5 096 4 047

B cpaBHenue ¢ knonumorpen, TUKarpeaop HamajsBa 4ecToTaTa Ha HACThIIBaHE HA WHIUICHTHUTE,
BJIM3AIH B ChCTaBa HA IbPBUYHATA ChCTABHA KpaifHa Touka — KakTo B nomyiauusita ¢ HA/STEMI,
taka u B nonynanusta ¢ NSTEMI (Tabnuma 4). CnenoBarenso, Brilique 90 mg qBa mbTH THEBHO
3aeIHO ¢ HHCKa 103a ASA Moxe aa ce uznon3sa npu naiueHTH ¢ OKC (Hectabunna creHOKapaus,
muokapneH ungapkr 6e3 ST eneparust [NSTEMI] nnn muokapaen undapkr cbe ST eneanus
[STEMI]); BKIIOUNTENHO MALMEHTH, JIEKYBaHH MEINKaMEHTO3HO, U MAIlUeHTH, JIEKYBaHH C
nepkytanHa kopoHapHa nntepsenius (PCI) mnu 6aiinac Ha koponapHsa aptepus (CABQG).
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Tabsmna 4 — AHaIu3 Ha MBPBUYHATA U BTOPHYHHUTE KpailHU TO4YKH 3a epuxacHoct (PLATO)

Tuxarpesop Kaonuagorpea
90 mg nBa 75 mg BeIHBK

I'bTH THEBHO aHeBHO (Yo APP? OPP?* (%)

(% nmanmyMeHTH | MALMEHTH ChC (%lyr) (95 % CI) P-CTOHHOCT

ChC CHOUTHE) chLOuTHE)

N=9333 N=9291

CC cmppT/MU
(c M3KI1. Ha 9,3 10,9 1,9 16 (8, 23) 0,0003
,,Tux”” M)
WA UHCYJIT
Hawmepenne 3a 8,5 10,0 1,7 16 (6, 25) 0,0025
WHBa3UBHA
Tepanus
Hawmepenwe 3a 11,3 13,2 2,3 15 (0.3, 27) 0,0444d
JICKapCTBEHA
Tepamus
CC cMbpT 3,8 4,8 1,1 21 (9, 31) 0,0013
MU (¢ U3k 5,4 6,4 1,1 16 ( 5, 25) 0,0045
Ha ;X" M)
Wucynr 1,3 1,1 -0,2 -17 (-52, 9) 0,2249
CwmppT 6€3
3HAaYCHHUE Ha
MIpUYMHATA, 9,7 11,5 2,1 16 ( 8, 23) 0,0001
MU (¢ u3KI.
Ha ,,TiX~ M)
WJIH UHCYIIT
CC cMmbpr,
ob6mo MU,
uncynt, CPU, 13,8 15,7 2,1 12 (5, 19) 0,0006
RI, TIA, i
npyra ATC*
CwmppT 6€3
3HAaYCHHUE Ha 4,3 5,4 1,4 22 (11, 31) 0,0003¢
MIpUYHHATA
JedunutnBHA
TpoMO03a Ha 1,2 1,7 0,6 32 (8,49) 0,0123¢
CTCHTA

*APP=a6comoTHa peaykuus Ha pucka; OPP=otHocurenna peaykius Ha pucka=(1-Koeduuuent na puck) x 100 %.
Orpuuarenna OPP o3HauyaBa noBuiliaBaHe Ha OTHOCUTEIHHS PHUCK.

° y3KIrOUCHKE Ha ,,Tux” MU.

‘CPU=cepuro3Ha peKypeHTHa ucxemust; P=pekypenrtna ucxemus; TUA=rpan3uTopHa ucxemuuHa ataka; ATC=aprepualiHo
TpoMboTH4HO chouTHE. O0mo MU BkimouBa ,,tux” MU, narta Ha CBOMTHETO € 1aTaTa HAa HETOBOTO YCTAaHOBSIBAHE.

¢ HoMHHaTHA CTOIHOCT Ha CUTHU(HUKAHTHOCT; BCHYKH OCTAaHAIH ca (JOpMaITHO CTATHCTHYECCKHA CUTHU()UKAHTHH IO TIpe-

JNeUHUPAHO HepapXUuHO TECTBAHE.

PLATO zenemuuno noonpoyusane

Ompenensaero Ha CYP2C19 u ABCB1 renoruna Ha 10 285 manuentu B PLATO naBa BE3MOXKHOCT 3a
acouuanys Ha TeHOTHNHUTE rpynu ¢ pesyarature oT PLATO. IIpeBp3Xx0ACTBOTO Ha TUKArpesiop Haj
KJIOTIHJIOTPETI 110 OTHOIIIEHHE Ha peAyKuuaTa Ha 3HauuTeTHu CC chOUTHS HE € CHTHU(UKAHTHO
noByusiHO 0T CYP2C19 unu ABCB1 renoruna Ha narentute. [10100HO Ha IAIIOCTHOTO MPOYYBaHE
PLATO, HsAMa pa3znuka MKy THKArperop U KIOMOJ0TPeN P 0010 3HAYUTSITHUTE XeMOParuaHN
unuuaeHTd B PLATO, Benpeku renotuna CYP2C19 unu ABCB1. Hecbpszanoro c CABG
3HaunTenHo KbpBeHe B PLATO ce moBuiiaBa ¢ THKarpeiop B CpaBHEHHE C KIOMHIOTPeIT pU
nanueHTy ¢ enuH win noseue CYP2C19 anenu cwe 3aryba Ha QyHKITHS, HO € CXOTHO Ha KIIOTHIOTPET
MY MAIMSHTH C aJie)l, KOMTO HIMa 3ary0a Ha (QyHKIHS.

Kombunupan noxazamen 3a egpuxachocm u b6e3onacrocm

66



KomOunupanusaT nokaszaren 3a epuxacHoct u 6e3onacHoct (CC embpT, MU, HHCYNT Mian 001110
3HAYHUTENTHO KbpBeHe 1o Aedununmsara Ha PLATO) nokassa, ye mon3aTa OT HPHUIOKEHHETO Ha
THKAarpesop 1o OTHOIICHHE Ha e(PUKACHOCT B CPAaBHEHHE C KIIOMUAOTPEI He Ce KOMIIEHCHPA OT
ciydyauTe Ha 3HaunTenHO KbpBeHe (PAP 1,4 %, POP 8 %, KP 0,92; p=0,0257),12 mecena cnex OKC.

Knunuuna 6ezonacnocm

XonATepOBO MOJNPOYUBAHE:

3a J1a ce OLIEHU YecToTaTa Ha BEHTPUKYJIApHUTE May3H U APYTH eMU3011 Ha apUTMUS 110 BpeMe Ha
npoyuBaneTo PLATO, e ochIiecTBEHO X0JITEP-MOHUTOPHUPAHE Ha MOATPyTa OT OJIM30

3 000 mauuentu, npubnuzutenHo 2 000 OT KOUTO UMAT 3amucH, KakTo B octpata ¢aza nHa OKC, taka u
Mecel] 0-KbcHO. [IbpBUYHATA MpoceasBaHa MPOMEHINBA € YECTOTaTa Ha BEHTPUKYJIApHU May3H C
MPOABIDKUTENHOCT > 3 CeKyHAU. BeHTpHKynapHH nay3u pa3BUBAT MOBEUE MALMEHTH Ha JICYEHHE C
tukarpesnop (6,0 %), 0OTKOIKOTO TakuBa Ha JieueHue ¢ kinonuaorpen (3,5 %) B octpaTa daza u
cpoTBeTHO 2,2 % 1 1,6 % cien 1 mecent (Bx. Touka 4.4). YBeTUUEeHUETO HA BEHTPUKYJIAPHUTE MTAY3H B
octpara (aza Ha OKC e mo-u3pa3eHo Nnpu malydeHTUTe Ha TUKarpeaop ¢ anamuesa 3a XCH (9,2 % ¢
anamHesa 3a XCH crpsimo 5,4 % npu nauuenTn 6e3 anamue3a 3a XCH; 3a nmanuenTure Ha
knonuaorpen, 4,0 % npu te3u cbe crpsimMo 3,6 % mpu Te3u 6e3 anamuesa 3a XCH). Ta3u pasnuka He
ce nposBsBa 3a equH Mecell: 2,0 % crpsmo 2,1 % 3a manueHTuTe Ha TUKarpenop, CbOTBETHO, ChC U
6e3 anamuesa 3a XCH; u 3,8 % copsimo 1,4 % 3a xionmaorpen. Ta3u pa3nvka He € CBbp3aHa ¢
He)XeJIaHU KJIIMHUYHHU TIOCIe NI (BKIIIOUYUTENTHO U TIOCTaBsHE Ha NeiicMeWKbp) BB BBIIPOCHATA
TMOTTyJTallKs alMeHTH.

Ipoyusane PEGASUS (anamnesa 3a muoxapoen unapkm)

PEGASUS TIMI-54 e npoyuBasne ¢ 21 162 marueHTH, ¢ U3aiiH 3aBUCEIT OT HACTHIIBAIIUTE CHOUTHS,
PaHIOMHU3UPAHO, TBOMHO-CIIAMO, TUIANE00-KOHTPOIUPAHO, MEXKTYHAPOJHO MHOTOLIEHTPOBO
MpOy4YBaHe C MapajieIHy TPYIIH 32 OLIEHKA Ha MPEBEHINATA HAa aTePOTPOMOOTHYHN CHOUTHS C
TUKarpemnop, npuinarad B 2 go3u (90 mg nBa mbTH AHEBHO wiu 60 mg JBa THTH THEBHO) B
KoMOuHanus ¢ Hucka 1o3a ASA (75-150 mg), B cpaBHeHue ¢ Tepanus caMo ¢ ASA Tpu MaIMEeHTH ¢
aHaMHe3a 3a MU 1 TOMBIHUTETHN PUCKOBH (HAKTOPH 3a aTepoTpoMO03a.

[TanneHTH, TOIXOISAITH 32 BKIIFOYBAHE B IIPOYYBAHETO ca OMJIM TaKMBa HA BH3PACT HA WM HaL

50 roauHu, Hamu4Ke Ha aHamHe3a 3a MU (1 1o 3 roguaM mpeau paHAOMU3MPAHETO) U HAJTH4Ke Ha
MTOHE EMH OT CIEeIHUTE PUCKOBH (pakTOpH 3a aTepoTpoMO03a: BB3pacT > 65 TOJMHHM, 3aXapeH Auader,
Hajaraii MeJMKaMeHTO3HO JiedeHue, BTopu npeamectsam MU, nanan 3a mHOrocha0Ba MbC mn
XpoHHYHA OBOpeuHa AUCHYHKITUSA U3BBH KpalHUS CTaIHi.

[NaruenTrTe He ca OUITHM MOAXOIAIIN 32 BKIIFOUYBAHE B POYYBAHETO, KO €4 MMANH TUTAHUPAaHA
ymoTpeba Ha P2Y |,-pernentopeH aHTaroHUCT, TUIMMUPUAAMOI, IFJIOCTA30JI MIH aHTHKOAryJIaHTHA
Teparnus 3a MepPUo/ia Ha MPOYYBAHETO; HApYIIIeHHEe, CBhP3aHO ¢ KbPBEHE WIIM aHAMHE3a 32 HCXEMHUEH
WHCYJT WM BETPEUEPEITHO KbPBEHE, TyMOP Ha IICHTpaJIHATa HEPBHA CHCTEMAa WM BbTpeUuepertHa
ChJIOBA AaHOMAJIUS; TAIIMEHTH ChC CTOMAIIIHO-YPEBHO KbPBEHE MPe3 MPEIISCTRAIINUTE 6 MeCela Ul
roJisiMa omepanus npe3 npeamecraanure 30 THH.

67



Knunuuna eghuxacrnocm

@urypa 2 - AHAJIM3 Ha MBPBUYHATA KIMHMYHA CbCTaBHA KpaiiHa Touka oT CC embpT, MU 1

JS)

uncyart (PEGASUS)
11
— Turarpenop 60 mg ----MNnausbo _'
10 B3 MuTH JHEBHD r==
Bpoii 7045 7067 e
9 NaumeHTH b cubntre 487 (6.9%) 578 (8.2%) . Lo
|| KM3e Ha 36-Tu mecew, 7.8% 9.0% -
8 ChoTHOLEHKE Ha _,.."r -
2 7 || prcka w7
S {Hazard Ratio) (5% Cl) 0.84 (0.74, 0.95) e -
2 § || p-cToitnocT 0.0043 ___-'
E 4 - "’
é . -~
3 -
--‘ —_—
’(
2 = -'J -
14 .= -
0 T T T T T T T T T T
0 120 240 360 480 600 720 840 980 1080 1200 1320
Oxu cneg paHgomMmuzaLMa 7
Bpoi nayMeHTH B pUCcK
Ti B0 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710 _
Placebo 7067 6950 6842 6761 6658 6315 5876 4899 3646 2028 714
I\%17% 28D (4,U 7 4,3 Y . 338 (4,8 7 J,2 U,U5 14
(4, ) 5 o (0’72, 0,98) (4, 0) > 0 5
Hncynr 91 (1,3 %) 1,5 % 0,75 122 (1,7 %) 1,9 % 0,0337
> ’ (0,57, 0,98) > > ’
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Tuxarpesop 60 mg 1Ba MbTH JTHEBHO Camo ASA
+ASA
-7 04 N=7 067
N=7045 P-CTOoliHOC
MaunenTn T
HR MaunenTn
o, o,
XapakTepucTuka che KM % 95 % CI) | cbe cnburus KM %
cLOMTHS
Bropuuna kpaitna Touka
CC cMBpT 174 (2,5 %) 2,9 % 0.83 210 (3,0 %) 34 % -
’ ’ (0,68, 1,01) ’ ’
0,89
Cuwmp o 289 (4,1%) | 4,7% 36@4,6%) | 52% -
BCsKaKBa IIpUYMHA (0,76, 1,04)

KoedumeHThT Ha pUCKa U p-CTOMHOCTHUTE Ca M3YUCIICHH OTACTHO 33 THKArPeJIop CIIp. Teparus caMo ¢ ASA ot Mozern Ha
MIPOTIOPIIOHATHATE prcKoBe Ha COX, KaTo rpyraTa Ha JICUCHUE € eIMHCTBEHATAa eKCIUTaHATOpHA TPOMEHIIUBA.

KM mponeHT, n34nciieH Ha 36-TH Mecell.

Benexxka: 6post Ha mppBHUTEe cHOUTHS 32 KoMmoHeHTUTe CC cMBbpT, MU 1 HHCYNT € NEHCTBUTETHUAT Opoii Ha IBPBHU
CBHOMTHS 32 BCEKH KOMITOHEHT M He ce 100aBsi KbM Oposi Ha ChbOMTHsATA B ChCTAaBHATA KpaiiHa TOYKa

(s) Iloka3Ba craTHCTHYECKA 3HAYMMOCT.

CI=[loBepurenex uatepai; CC=Copaeuno-cpaoB; HR=Koedumment Ha pucka; KM=Kaplan-Meier; MI=Muokapaex

nHdpapkT; N=bpoii manueHTH.

JIBeTe cxemu Ha JedeHue ¢ Tukarpenop 60 mg nBa mbTH AHEBHO U ¢ 90 mg ABa MBTU JHEBHO B
KoMOHMHANUsA ¢ ASA NPeBb3X0XKIAT CAMOCTOSTEITHOTO JieueHHe ¢ ASA 10 OTHOIICHHE Ha
MPEBEHIINATA Ha aTePOTPOMOOTHYHHITE CHOUTHS (CheTaBHA KpaitHa Touka: CC cmbpt, MU 1 nHCYNT),
C TIOCTOSIHEH €()eKT OT JICUSHHUETO Npe3 LEeIHs IEPHO Ha IPOoydYBaHeTo, Bozel 10 16 % RRR u

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

Brnpeku ue npopunute Ha eduxacHocT HAa 90 mg u 60 mg ca nogoOHH, UMa JaHHH, Y€ ITO-HUCKaTa
71032 € ¢ M0-100bp Mpo(dUII Ha MOHOCHMOCT B 0€30IaCHOCT 110 OTHOILECHHUE Ha PUCKA OT KbPBEHE U
nmucriHest. CiaenoBaTenHo, camo Brilique 60 mg 1Ba mbTH THEBHO, MPUIOKEH eTHOBpeMEHHO ¢ ASA,
ce mpernopbyBa 3a npeBeHnus Ha ateporpombornann croutus (CC cmbpT, MU 1 vHCYNT) ipH
MaIMeHTH ¢ aHaMHe3a 32 MU 1 BUCOK PHCK OT pa3BHTHE HA aTEPOTPOMOOTHYHO CHOUTHE.

B cpaBHeHue cbec camoTosTenHOTO JieueHue ¢ ASA, tukarpenop 60 mg 1Ba MbTU AHEBHO 3HAYUMO
MMOHMKaBa TbpBUYHATA ChCTaBHA kpaiiHa Touka oT CC cmbpT, MU 1 nHCYnT. Beekn ot
KOMITOHEHTHUTE JOMPUHACS 3a TIOHIKECHUETO Ha MbPBUYHATA chcTaBHA KpakiHa Touka (CC cmbpt 17 %
RRR, MU 16 % RRR u uncynt 25 % RRR).

RRR 3a chcraBHaTa kpaiina Touka ot 1 10 360 gau (17 % RRR) u ot 361 nau Hatathk (16 % RRR) e
nmono6Ho. MiMa orpaHnYeHn JaHHU 32 ePUKACHOCTTA U O€30MIACHOCTTA Ha YIBIDKCHO JICUCHHE C
TUKarpenop Haj 3 TOAWHU.

JluncaT noka3arescTBa 3a IIoji3a (He ce HaOJroAaBa peAyKIys Ha yecToTaTa Ha IbpBUYHATA
npociensBana kpaiiHa Touka ot CC cmbpT, MU 1 uHCYNT, HO MMa MMOBHUINIABaHE HA YeCTOTaTa Ha
3HAYNUTEIHO KbPBEHE), KOraTo TUKarpenaop 60 mg aBa MbTH AHEBHO € MPHUIIOKEH NPH KIMHUIHO
CTaOMJTHH MAIMEHTH C JAaBHOCT Ha MH(apKTa > 2 TOJUHU WU ITOBEYE OT €HA FTOJUHA CIIE/ CIIUpaHe
Ha npeaxonHoTo jedenue ¢ AJld-penentopeH HHXUOUTOP (BXK. Touka 4.2).

Knunuuna 6ezonacnocm

UecroTara Ha IpeyCTaHOBSBaHE Ha TepanusaTa ¢ Tukarpenop 60 mg nopanu KbpBeHE U TUCITHES € To-
BHCOKA TpH ManueHT > 75 roauaun (42 %) B CpaBHEHHUE C MMO-MJIaau NarueHTy (uaTepsai: 23-31 %),
C pas3nuka crpsmMo mianedo rpynara no-rojsiMa ot 10 % (42 % crpsimo 29 %) npu nauueHTn

> 75 roguHU.

HCZ[I/IaTDI/I‘IHa nonyJjanusa
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EBponelickaTa areHuus 1o JiekapcTBara 0cBOOOKAaBa OT 3aIbJDKEHUETO 3a IPEAOCTaBSIHE Ha
pe3yaTaTUTe OT NMpoyyBaHusaTa ¢ Brilique BbB BCHUKH MTOJTPYITH HA MEMaTPUIHATA MOITyJIANus 32
octpu kopoHapuu cunnpomu (OKC) n anamuesa 3a muokapzeH uadapkr (MN) (Bx. Touka 4.2 3a
nH(pOpMaIs OTHOCHO yOTpeba B MeANaTPHITa).

5.2 @®apmakoKMHETHYHHU CBOMiCTBa

Tukarpenop uma nuHeiiHa papMaKOKUHETHKA, & eKCIO3UIUUTE KbM THKArpeiIop U aKTUBHHUS My
Metabonut (AR-C124910XX) ca mprOIM3UTENHO MPONOPLHOHATTHY Ha fo03aTta 10 1260 mg.

AOcoporus
AGcopOIHsaTa Ha TUKAarpenop ¢ 0bp3a, ¢ MeMaHa Ha ty,, Npuoau3uTenHo 1,5 gaca. [IpeBphinanero Ha

THUKarpesaop B oCHOBHUS IupKyiupai Metabonut AR-C124910XX (chio akTHBeH) € OBp30, C
MeIuaHa Ha ty,, IpuoIu3uTeaHO 2,5 gaca. Cien mepopaiHO NPUIOKCHHE HA €IMHUYHA 1034
Tukarpenaop ot 90 mg Ha riagHo mpu 3apaeu Juna, Cu., ¢ 529 ng/ml u AUC e 3 451 ng*h/ml.
CroTtHOmEeHusATa MeTaboUT/0CHOBHO BetiecTBO ca 0,28 3a Cy, 1 0,42 3a AUC. dapmakokuHeTHKATa
Ha Tukarpenop u AR-C124910XX npu nauueHTu ¢ anamuesa 3a MY oOMKHOBEHO € 0J00Ha Ha Ta3H
B nonyianusaTa ¢ OKC. B3 ocHOBa Ha eArH MOMynauoHeH (apMaKOKMHETHUEH aHATU3 Ha
npoyusaneTo PEGASUS meananara Ha C,,,x Ha THKarpenop e 391 ng/ml u AUC e 3 801 ng*h/ml B
CTAaIlMOHAPHO ChCTOsIHUE 3a TUKarpeaop 60 mg. 3a Tukarpenop 90 mg C., € 627 ng/ml u AUC ¢

6 255 ng*h/ml B cTaninoHapHO CHCTOSIHUE.

Cpennara abcomoTHa OMOHATMYHOCT Ha THKArpesop € nzuncieHa Ha 36 %. IlpuemsT Ha Oorara Ha
Ma3HMHU XpaHa Boau A0 nosumasaHe ¢ 21 % Ha AUC Ha THKarpenop u 1o MoHWkaBaHe ¢ 22 % Ha
Ciuax Ha aKTUBHUS My METa0O0JINT, HO HE TTOBJIHABA IO HUKaKEB HAauWH C,,, Ha THKarpenop win AUC
Ha aKTUBHHA My MeTa0oauT. CMATa ce, 4e Te3U MaJIKi MPOMEHH ca C MUHUMAJIHO KIIMHUYHO
3HAYeHUE; MopaJy TOBA TUKArpeJIop MOXKe Jia ce IpreMa che uin 0e3 xpaHa. Tukarpenop u
aKTHBHUAT My MeTa0oJHT ca cyOcTparu Ha P-gp.

Jucneprupamyre ce B ycTara TadJIeTKH THKarpeaop, AMCHEPTUpaHu B CIIIOHKATa U IperabTHaTU Oe3
BOJIa MJIM CyCIICHIMPAHHU BBB BOJA U IPUIIOKEHH Ype3 HAa30-TacTpalHa COH/Ia B CTOMaxa, ca
onoekBuBaneHTHN Ha Guamupanute nenu tadbnetku (AUC u C,, B pamkute Ha 80-125 % 3a
THKarpenop u akTuBHUs MeTabonuT). Koraro aucneprupamiara ce B ycrara Ta0JieTKa ce IUCIeprupa B
CITIOHKAaTa U ce mperntbTHE ¢ Boaa, AUC Ha Tukarpenop e mogao6Ha, m1okato Cp.y € okono 15 % mo-
HHUCKa B CpaBHEHHE ¢ pruiMupaHuTe TabeTku. Hsama BeposiTHOCT MarkaTa oroenszana pa3nuka B Ciax
Jla ©Ma KIIMHUYHO 3HAYCHUE.

Paznpenenenue
B crammonapHo chcTosiHEE 00EeMBT Ha pasipe/ieieHne Ha Tukarpenop e 87,5 1. Tukarpenop u

AKTUBHUAT MY META0O0JIUT ce CBBP3BAT C YOBCIIKUTE IJIa3MCHU IPOTCUHU BbB BUCOKA CTCIICH

(> 99,0 %).

Buotpancdhopmarus

CYP3A4 e oOCHOBHUST €H3UM, OTTOBOPEH 32 METaOOJIM3NUPAHETO HA TUKATPeNop U 00pa3yBaHETO Ha
aKTHBHUS My METabO0JIUT, KaTO TEXHUTE B3aUMOJIeicTBuUS ¢ Apyru cyoctpatu Ha CYP3A Bapupat ot
aKTHBHpPAHE 10 HHXUOUpPaHE.

OcHoBHuAT MeTabonuT Ha Tukarpenop € AR-C124910XX, kKoiTO ChIO € aKTUBEH — KOETO CE OLICHBA
upe3 in vitro cebp3BaHe ¢ TpoMOoruTHUS P2Y |, AJI® pernienitop. CucteMHaTa €KCIIO3UITUS Ha
AKTUBHUSA METa00UT ¢ npuosn3utenHo 30-40 % oT Ta3u Ha TUKarpesop.

Eanmunupane
OCHOBHUST ITBT 32 CIIMMUHUPAHE Ha TUKArpesIop € upe3 uepHoApoOHa TpaHcopmanus. [pu

MpUJIaraHe Ha painoOakTUBHO MapKHpaH TUKArpeIop CPEAHOTO Bb3CTAHOBSBAHE HA PalOAKTUBHOCTTA
e npubmuzutenHo 84 % (57,8 % BBB deneca, 26,5 % B ypunata). KonndectBoTo Ha THKarpenop u
aKTUBHUS My MeTa0OJUT, KOUTO Ce OTKpPHUBAT B ypuHaTa, ca noa 1 % ot npuerara no3a. Bepostao
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OCHOBHUST ITBT Ha EIMMUHHUPAHE Ha aKTUBHUS META0OJIUT € Upe3 eKCKpenus B sKrbukara. CpenHusT
ty, Ha TUKarpesaop e NpuONrM3nuTeNHO 7 Yaca, a Ha akTHBHUS My MeTabonut — 8,5 yaca.

Crenuaily IonyiIalni

Cmapuecka ev3pacm

[To-BuCOKHM eKCTIO3ULIMHU Ha THKArpenop (mpuoim3utenHo 25 % u 3a Cyy, 1 32 AUC) 1 Ha aKTUBHUS
My Metabonut npu nanueHTa ¢ OKC B cTapuecka Bb3pact (= 75 roIuHH) B CpaBHEHHE C ITO-MIIaIH
MAIMEHTH ca HAOJI0IaBaHy MTPU MOMYJIAMOHHNS (hapMakOKHHETHYEH aHan3. Te3n pa3iuku He ce
CMSTAT 32 KIMHUYHO 3HAYUMHU (BXK. TOUKa 4.2).

Ileouampuuna nonynayus
Tuxarpesnop He € OLEHsSIBaH B IeAUaTpUYHATA Momyaanus (BxX. Touku 4.2 u 5.1).

Tlon
B cpaBHeHME ¢ MBKe, IPU )KCHH ca HAOJII01aBaHH MMO-BUCOKH €KCTIO3UIIMH HAa TUKArpeJiop U Ha
AKTUBHUS My MeTa0onuT. PasnmuknTe He ce cMATAT 33 KIIMHUYHO 3HAYHMU.

Bvbpeuno vepesrcoane

B cpaBHenue ¢ xopa ¢ HopMmanHa ObOpedHa (QyHKIMSA, TP NAIMEHTH C TeXKO OBOPEUHO YBpexKaaHe
(xpeaTnHUHOB KIMPBHC < 30 ml/min) eKCIO3UIUATA HA THKArpesIop € Mo-HUCKa ¢ TPUOIU3UTEIHO
20 %, a ekcTIo3uIUATa Ha aKTUBHUS METAOOJINT € MO-BUCOKa MpUOIU3uTenHo cbe 17 % (BK.

Touka 4.2).

Yeprnoopobuo yspecdane

B cpaBHeHue cbe 3apaBu JOOPOBOIIIH, P MMALUEHTH C JIEKO YepHOApoOHO yBpexkaane C,, u AUC
Ha THKarpeJop ca Io-BUCOKU ChOTBETHO ¢ 12 % u 23 % ob6aye UTA edekThT Ha TUKArpesop €
no/o0eH B iBeTe rpynu. He e Heo0XoMuMo KopuriupaHe Ha Jjo3aTa MPH MAIUeHTH C JIEKO
4epHOAPOOHO yBpexaaHe. Hsima nmpoydBaHus ¢ THKarpenop NpH MaUeHTH ¢ TEKKO YepHOAPOOHO
YBpEXKIaHE U TUICBa (hapMaKOKHHETHYHA UH(POPMAIIHS NPH MAIUSHTH C YMEPEHO YePHOAPOOHO
yBpexaane. [Ipu maneHTH ¢ yMepeHo WK TeXXKO NOBUIIICHUE Ha €IMH WITU MOBeYe YePHOIPOOHH
(YHKLIMOHAIHY MOKAa3aTeIN Ha U3XOJHO HUBO, IUIA3MEHHUTE KOHIICHTPALIMH Ha TUKArpesop ca
OOMKHOBEHO MOAOOHU HIIM MAJIKO IT0-BUCOKH B CPAaBHEHHUE C MAMEHTUTE 0€3 U3XOTHO TIOBUILICHHE.
He ce npenoppuBa kopurupaHe Ha J103ata IpH MAIMEHTH ¢ YMEPEHO YEepPHOIPOOHO yBpEeKIaHe (BiK.
Touku 4.2 u 4.4).

Emmuuuecka npunaonescnocm

B cpaBHeHME ¢ manMeHTHTE OT €BPOIIEUIHATA paca, MAUEHTUTE OT a3HaTCKH MTPOU3XO0 UMAT
mo-Bucoka ¢ 39 % cpenna OnoHaaMuHOCT. B cpaBHEHHe ¢ MAIllMEHTUTE OT €BpoIenHAaTa paca, IPU
CaMOOTPEAEIAIINTE Ce KaTO YePHOKOXKU MAIIHeHTH, OMOHAJIMYHOCTTA Ha TUKArpeIop € MO-HUCKA C

18 %. B ximHuKo-(papmakogorndau npoyusanust ekcrno3uiusra (C,,, 1 AUC) Ha THKarpeiaop npu
SITIOHITH € TI0-Bucoka ¢ mpuommsutenHo 40 % (20 % cien KopeKIus CrpsMo TEIECHOTO TETJIO),
OTKOJIKOTO IIPH XOpa OT eBpoNenIHaTa paca. Excro3unuara npu nanueHTH, KOUTO C€ CaMOOTIPEAETIAT
KaTO MCIaHO WJIM JIATHHO THII, € T0100Ha Ha Ta3u NpH MALMEHTHTE OT €BPONCHIHATA paca.

5.3 IlpenkJMHUYHH JAHHHU 32 0€30MACHOCT

[IpenKIMHUYHUTE TaHHY 32 TUKArpeIop U OCHOBHHS My METa0OJIUT HE MOKa3BaT HEPUEMIIMB PUCK 3a
pa3BUTHE HA HEKEJIAaHH PEaKIMK ITPH XOpa Ha 0a3aTa Ha KOHBCHIIMOHATHUTE (hapMaKOJIOTHUHU
M3MUATBaHUS 32 0€30MaCHOCT, TOKCUYHOCT TIPH €HOKPATHO M MHOTOKPATHO IIPHJIaraHe u
T€HOTOKCHYEH MMOTCHLHAIL.

[Ipu HAKOIKO )KUBOTHHCKH BHJIa € HAOII01aBaHO CTOMAIITHO-UYPEBHO JIpa3HEHE MPH KIMHIUYHO
3HAYMMH HMBAa Ha €KCIIO3UIUS (BXK. TOUKa 4.8).
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[Ipu sxeHCKU TUTBXOBE, TUKATPEIOP BbB BUCOKH 103U JEMOHCTPUpA MOBUILIEHA YECTOTA HA TYMOPHU Ha
MaTKaTa (aJeHOKapIIMHOMH) 1 TIOBUIIICHA YeCTOTA Ha aJICHOM Ha YepHHA Ap00. MexaHU3MbT 32 MosiBa
Ha TyMOPH Ha MaTKaTa BEPOSTHO € XOPMOHAJICH IucOaIlaHc, KOWTO MOXKe J1a JJOBEJIE JI0 MMOsBa Ha
TYMOPH IIPH ILTbX0BE. MeXaHU3MBT 3a [TOSIBA Ha YEPHOIPOOHH aJCHOMH BEPOSITHO € CIelu(uyuHa 3a
TpU3ayuTe EH3MMHA HHIYKIMS B uepHus apo0. [lopamu ToBa ce cunra, 4e € MajaKo BEpOSTHO
KapIIMHOTCHHUTE HAXOJIKH J]a UMaT 3HAUYEHUE 3a XopaTa.

[Tpu mrpx0Be ca HaOIrOJaBaHN MUHUMATTHY aHOMAJIUN Ha Pa3BUTHETO TMIPH /1032, TOKCHYHA 32
Malikara (rpaHuna Ha 6e3omacHoct 5.1). [lpu 3afinu ce HaOmr0oAaBa IeKo 3a0aBsHE HA YEPHOIPOOHOTO
CB3psBaHE U CKEJICTHOTO Pa3BUTHE HA eTyCHUTE MPHU MAKK Ha BUCOKA 71032 0e3 ja ce Habro1aBa
TOKCHYHOCT 3a Malikara (rpaHuIia Ha 6e3omacHocT 4.5).

[IpoyuyBaHus IpH IIIBXOBE U 3alIIM [TOKA3BAT PENPOLYKTHBHA TOKCHYHOCT C JIEKO IIOHMKABaHE Ha
HaJIaBaHETO Ha TETJI0 NPU MaiiKaTa ¥ HaMaJleHa HeOHaTaJIHa KU3HECTIOCOOHOCT U TETJIO TIPH
paXIaHeTo, ChC 3a0aBsiHE Ha pacTeka. THKarpeaop BOIU 10 HEPEIOBEH LUK (OCHOBHO yIBIIKECH
LUKBJ) IPU )KEHCKH IUThXOBE, HO HE MOBIHsIBA 00N (PEPTUIUTET IIPU MBKKHU U )KEHCKH ITbXOBE.

PapMaKOKMHETUYHU NIPOYYBAHUS C PAIHOAKTHBHO MapKUpaH THUKArpenop NoKa3Bart, 4¢ OCHOBHOTO
BEIIECTBO M HETOBUTE META0OJIUTH CE EKCKPETUPAT B MIISIKOTO NP ILTBXOBE (BXK. ToUKa 4.6).

6. DOAPMAIEBTUYHHU JAHHHA

6.1 Chnucnbk Ha NIOMOIIHNUTE BeIECTBA

Manwuromn (E421)

Mukpoxkpuctaina renyinosa (E460)

Kpocnosunon (E1202)

Kcumuron (E967)

BesBonen kammues xumaporer gpocdar (E341)

Hatpues creapundymapar

Xuapokcunponuinenynosa (E463)

Konounen 6e3Bo/1eH CHITUINEB THOKCHT

6.2 HecbBMecTUMOCTH

Henpunoxumo

6.3 Cpoxk Ha roaHoct

3 roguHU

6.4 CrnenuajaHu ycJI0BHSI HA CbXPaHeHHUe

To3u nexapcTBeH NPOAYKT HE MU3MCKBA CIICITUAIHU YCIOBUS 32 ChXPaHEHUE.
6.5 Buau chabp:KaHHe HA ONIAKOBKATA

Al/Al nepdopupanu emqnomo30Bu Onmctepy ot 8 wim 10 TabJIeTKH; KAPTOHEHU OMTAKOBKU OT
10x1 tabnetku (1 61mcTep), KApTOHEHH OMAKOBKHU OT 56x 1 TabneTku (7 6mucTepa) U KapTOHEHH
omakoBkH OT 60x1 TabneTku (6 Gimctepa).

He Bcuuku BHI0BE OMTAKOBKHU MOTAT Ja OBJIAT ITyCHATH B IPOAAKOA.

6.6 CrnenuajaHu nNpeaNna3sHu MePKH NMPH U3XBbPJIsIHE

Heusnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHAABYHUTC MATCPpUATIA OT HECT'O TpH6Ba Ja CC U3XBbPJIAT
B CHhbOTBCTCTBUEC C MCCTHUTC U3UMCKBAHM.
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7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIHOTPEBA

AstraZeneca AB

SE-151 85 Sodertilje

IBenms

8. HOMEP(A) HA PASPEIHLIEHUETO 3A YIIOTPEBA

EU/1/10/655/012-014

9. JATA HA ITbPBO PA3ZPEINABAHE/IIOJTHOBABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

Jara Ha mepBoO paspemasane: 03 nexemspu 2010 r.

Jara Ha nmocimemno nogHoBsiBaHne: 17 roau 2015 1.

10. JATA HA AKTYAJIMN3BUPAHE HA TEKCTA

[ToapoOHa nHpopManus 3a TO3H JEKapCTBEH MPOAYKT € MpeAocTaBeHa Ha yebcaiita Ha EBpomneiickara
areHIus 10 JieKapcTBaTa http://www.ema.europa.eu
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HNPUJIOKEHUE 11

NNPOU3BOJUTEJI(M), OTTOBOPEH(HN) 3A
OCBOBOXKIABAHE HA ITAPTUAN

YCJIOBUA NN OTPAHUYEHUSA 3A TOCTABKA 1
YIIOTPEBA

APYI'U YCJIIOBUA U UBUCKBAHUA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEGA HA JIEKAPCTBEHUS ITPOJAYKT
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A. TIPOU3BOIUTEJIM), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTUIN

HmMme u anpec Ha nponsBoauTens(ure), OTTOBOPeH(HH) 32 0CBOOOKIaBaHE HA NApTUIUTE

AstraZeneca AB
Giértunavigen
SE-151 85 Sodertilje
IBenms

AstraZeneca UK Limited

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

[TeuaTHaTa TMCTOBKA HA JICKAPCTBEHUS MPOAYKT TPSOBA Ja ChIBpPKa UMETO U ajapeca Ha
MIPOU3BOAMTENS], OTTOBOPEH 32 OCBOOOXKAaBaHETO HA ChOTBETHATA MAPTHIA.

b. YCJIOBUS NWJIN OI'PAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MIPOAYKT C€ OTIIyCKa I10 JEKAPCKO IPEAIUCAHUE.

B. JPYI'M YCJIIOBUA N UBUCKBAHUA HA PASPEIIIEHUETO 3A YIIOTPEBA
. IepnoanyHu noxaagu 3a 6€30MACHOCT

WzuckBanusTa 3a mojaBaHe Ha IEPUOIUYHA aKTyaTU3UPAHU JOKIAIX 32 O€30MACHOCT 3a TO3U
JICKapPCTBEH MPOAYKT ca MOCOYCHH B CITUCHKA ¢ pehepeHTHUTE 1aTH Ha EBponeickus chio3
(EURD cniucek), npeasuzeH B wi. 1078, an. 7 ot upextura 2001/83/EO, u BbB BCHUKH
CJIeJIBAIM aKTyaJu3alluy, MyOINKyBaH! Ha €BpPOIENCKHs yeOrmopTana 3a JIeKapcTBa.

r. YciaoBusi HJiM OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUSA TPOAYKT

. IInan 3a ynpasiaenue Ha pucka (IITYP)

IIPY tpsi6Ba na U3BBpIIBA U3UCKBAHUTE ACHHOCTH U ICHCTBUS, CBBP3aHH C IPOCICAIBaHE Ha
JeKapcTBeHaTa Oe30macHoCT, nocoueHu B ogoopenus [IYP, npeacrasen B Moayn 1.8.2 Ha
Pazpemenneto 3a ynorpeda, KakTo M Y BCUYKH CJIEABAILM ChIIacyBaHU akTyanu3anuu Ha [TYP.

Axtyanuzupas [1YP ce nonaga:

e 110 uCKaHe Ha EBporielickaTa areHuus o JIEKapcTBara;

e BUHArM, KOraTo ce U3MEHs CHCTeMaTa 3a yIpaBlieHHE Ha PUCKa, 0COOCHO B Pe3yJITaT Ha
MoJy4aBaHe Ha HOBA MH(pOpPMAaLKs, KOSITO MOXKE Aa AOBEE 10 3HAYNMH IPOMEHHU B
CHOTHOILCHHUETO T0JI3a/PHUCK, WIN CIIEeN IOCTUTaHe Ha BasKEH eTarl (BbB Bpb3Ka C MPOCIEIsBaHe
Ha JIeKapcTBeHaTa 0€30IMacHOCT WM CBEKAAaHE Ha PUCKA IO MUHUMYM).
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HPUJIOKEHHUE II1

JAHHU BBPXY OITAKOBKATA U JIMCTOBKATA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBJABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HUME HA JIEKAPCTBEHUS TIPOAYKT

Brilique 60 mg ¢punmupanu TabaeTku
THKarpesiop

| 2. OBSIBABAHE HA AKTUBHOTO BEIIECTBO/AKTUBHUTE BEILIECTBA

Bcska dunmupana tabieTka cpabpika 60 mg Tukarpenop.

| 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

14 ¢unmupanu TabICTKH
56 punmupaHu TabIETKH
60 dhunMupanu TabJCTKH
168 punmupanu TabneTKH
180 dunMupanu TabIeTKH

| 5. HAYMH HA TIPUJIOKEHUE U IBT/ITBTUILIA HA BBBEXK/IAHE

[Ipenu ynorpeba npovereTe IMCTOBKATA.
[lepopanHo mpunoxkeHue

6. CIIEIIUAJIHO NPEAYHPEXJIEHUE, YE JEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSABA HA MsICTO JAJIEYE OT IIOT'JIEJA U JOCET' A HA JTELIA

Jla ce cpxpaHsiBa Ha MICTO, HEAOCTHITHO 3a JICTIa.

| 7. APYI'U CIIEHUAJIHU TPEAYIPEXIEHUSA, AKO E HEOBXOJINMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'omen no:

9. CIHHELIUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHEHOUWAJIHU NPEAITA3SHU MEPKHU ITPU N3XBBPJIAHE HA HEN3IIOJI3BAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU NJIX OTHHAABYHUN MATEPHUAJIN OT TAX,
AKO CE U3UCKBAT TAKHUBA

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

AstraZeneca AB
SE-151 85
Sodertélje
IBenms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/10/655/007 14 dunmupanu TadieTKu
EU/1/10/655/008 56 ¢dunmupanu TabaeTku
EU/1/10/655/009 60 dunmupanu TadbieTKu
EU/1/10/655/010 168 duiMupanu Ta0IeTKH
EU/1/10/655/011 180 ¢punmupanu TabneTku

13. HNAPTHUAEH HOMEP, KOAOBE HA JAPEHUETO U HA ITIPOAYKTA

[TapTugen Ne

14. HAYMH HA OTITYCKAHE

.HCKapCTBeHI/IHT MMPOAYKT CC OTITYCKa I10 JICKAPCKO NPCANNCaHUC.

| 15. YKA3AHWUA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

brilique 60 mg

| 17. YHHMKAJIEH WJEHTUO®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mMepeH 0apKoA ¢ BKIIOYEH YHUKAIEH HICHTU(DUKATOD

| 18. YHMKAJIEH WIEHTUO®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHHMMYM JAHHU, KOUTO TPABBA TA CBABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

1. HUME HA JIEKAPCTBEHUS TIPOAYKT

Brilique 60 mg Tabnerku
TUKarpenop

2. HUME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUAEH HOMEP, KOONOBE HA JAPEHUETO U HA ITIPOAYKTA

Lot

|5.  JPYTO

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

KAJIEHJAPEH BJIMCTEP

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Brilique 60 mg Tabnerku
TUKarpenop

2. HUME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUAEH HOMEP, KOONOBE HA JAPEHUETO U HA ITIPOAYKTA

Lot

|5.  JPYTO

IH BT Cp 4T NT cO HA
CHMBOJIH CITBHIIE/TyHA
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JAHHHU, KOUTO TPABBA JA CBJABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HUME HA JIEKAPCTBEHUS TIPOAYKT

Brilique 90 mg ¢punmupanu tabaeTku
THKarpesiop

| 2. OBSIBABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIIECTBA

Bcska dunmupana tabieTka cpabpka 90 mg Tukarpenop.

| 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

14 ¢unmupanu TabICTKH

56 punmupaHu TabIETKH

60 dhunMupanu TabJCTKH
100x1 ¢pummupana TadieTKa
168 dbunMupanu TabIeTKu
180 dunMupanu TabIeTKH

| 5. HAYMH HA NIPUJIOKEHUE U IBT/ITBTUILIA HA BBBEXK/IAHE

[Ipenu ymorpeba mpovereTe TUCTOBKATA.
ITepopanHo npunoxeHue

6. CHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCET'A HA JIELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a ACLA.

| 7. APYI'U CIIEHUAJIHU TPEAYIPEXJIEHUS, AKO E HEOBXOJINMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'omen no:

9. CIHHELIUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHEHOMWAJIHM ITPEAITA3HA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTHTAABYHU MATEPUAJIN OT THX,
AKO CE U3UCKBAT TAKHUBA

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

AstraZeneca AB
SE-151 85
Sodertélje
IBenms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/10/655/001 60 dunmupanu TadieTku
EU/1/10/655/002 180 ¢unmupanu TabieTKH
EU/1/10/655/003 14 dunmupanu TabieTku
EU/1/10/655/004 56 dunmupanu TabieTku
EU/1/10/655/005 168 ¢punmupanu TadieTKH
EU/1/10/655/006 100x1 ¢unmupana TadbaeTka

13. HNAPTHUAEH HOMEP, KOAOBE HA JAPEHUETO U HA ITIPOAYKTA

[TapTugen Ne

14. HAUYMUH HA OTIITYCKAHE

HCKapCTBeHI/IHT MNPOAYKT CC OTITYCKa I10 JICKAPCKO NPpCANNCaHUC.

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. HWH®OPMAIIMA HA BPAMJIOBA A3BBYKA

brilique 90 mg

| 17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mMepeH 0apKoA ¢ BKIIOYEH YHUKAIECH HICHTU(DUKATOD

| 18. YHMKAJIEH WIEHTUOPUKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHHUMYM JAHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

HEP®OPUPAH ETHOA0O30B BJIMCTEP

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Brilique 90 mg Tabnerku
TUKarpenop

2. UME HA TTPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUAEH HOMEP, KONOBE HA JAPEHUETO U HA ITIPOAYKTA

Lot

|5.  JPYIo
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MHUHHMMYM JAHHU, KOUTO TPABBA TA CBABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Brilique 90 mg Tabnerku
TUKarpenop

2. HUME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUAEH HOMEP, KOONOBE HA JAPEHUETO U HA ITIPOAYKTA

Lot

|5.  JPYTO

CHMBOJH CITBHIIE/TyHA
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MHUHHMMYM JAHHU, KOUTO TPABBA A CBABPXAT BJIMCTEPUTE U JIEHTUTE

KAJIEHIAPEH BJIMCTEP

1. HUME HA JIEKAPCTBEHUS TIPOAYKT

Brilique 90 mg Tabnerku
THKarpesiop

2. NME HA TTIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHHAPTUAEH HOMEP, KOOOBE HA JAPEHUETO U HA ITPOAYKTA

Lot

|5.  JAPYTo

ITH BT Cp YT NT cO HJ
CHMBOJIH CITBHIIE/TyHA
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JAHHHU, KOUTO TPABBA JA CBJABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HUME HA JIEKAPCTBEHUS TIPOAYKT

Brilique 90 mg Ta0nerku, Tucieprupaliy ce B ycrara
THKarpesiop

2. OBSIBABAHE HA AKTUBHOTO BEHIECTBO/AKTUBHUTE BEIIECTBA

Bcska tabnerka, mucneprupaiia ce B ycrara, chabpxka 90 mg Tukarpesnop.

| 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

10 x 1 TabneTky, AUCHEPTUPALIN CE B ycTaTa
56 x 1 TabneTky, AUCHEPTUPALIN CE B ycTaTa
60 x 1 TabJMeTKH, TUCIICPTHPAIIN CE B yCTaTa

5. HAYMH HA TPUJIOKEHUE U IBT/ITBTUILIA HA BBBEXK/IAHE

[Ipenu ymorpeba mpouerere TUCTOBKATA.
ITepopanHo npusnoxeHue

6. CHELNUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a ACHA.

| 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIHHEIIUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHELOUWAJIHM NPEAITAZHU MEPKWU ITPU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU NJIX OTHHAABYHUN MATEPUAJIN OT TAX,
AKO CE U3UCKBAT TAKHUBA
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11. HME U AJAPEC HA ITIPUTEXKATEJISA HA PASPEIHEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85
Sodertélje
IBemus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/10/655/012 10 x 1 TabneTku, AUCIIEPTUPAIIH CE B yCTaTa
EU/1/10/655/013 56 x 1 TabneTku, AMCIIEPTUPAILIH CE B ycTaTa
EU/1/10/655/014 60 x 1 TabneTku, AMCIIEPTUPAIIH CE B ycTaTa

13. MAPTHJAEH HOMEP, KOOJOBE HA JAPEHUETO U HA ITPOAYKTA

[TapTunen Ne

14. HAYMH HA OTITYCKAHE

JlexapCTBEHUSAT MIPOAYKT C€ OTIIyCKa I10 JIEKAPCKO IPEAIUCAHUE.

| 15. YKA3AHWUA 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

brilique 90 mg

| 17. YHHMKAJIEH WJEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3mepeH 0apKoJI ¢ BKIIOUEH YHUKAJICH HACHTU(DUKATOD

| 18. YHMUKAJIEH HIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHHUMYM JAHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

HEP®OPUPAH ETHOA0O30B BJIMCTEP

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Brilique 90 mg TabyieTky, IUCIEPrUpaliH e B ycTaTa
THUKarpenop

2. NUME HA TIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUAEH HOMEP, KONOBE HA JAPEHUETO U HA ITIPOAYKTA

Lot

|5.  JPYIo
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b. IUCTOBKA
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JIncroBka: Undopmanus 3a morpeduresis

Brilique 60 mg ¢puamupanu TadaeTkn
THKarpesop (ticagrelor)

IIpoyeTreTe BHUMATETHO HAJIATA JHCTOBKA, IIPEAN 1A 3all049HeTe 1A IpUeMaTe TOBa JIEKapCcTBo,

Thil KATO TS CbAbPka BaxkHa 3a Bac nagopmanus.

- 3amazere Ta3u JMCTOBKAa. MoJKe /1a ce HaJIOKH J1a 51 POYeTeTe OTHOBO.

- AKO MaTe HIKaKBU JOIMBIHUTEIIHNA BBIIPOCH, TToNHTaiTe Bamms nexap mim dhapmarienT.

- ToBa nexapcTBO € MpeanIucaHo eINHCTBEHO U TUYHO Ha Bac. He ro npeoTcrenBaiite Ha 1pyru
xopa. To Moke fa UM HaBpelu, HE3aBUCUMO, Y€ IPU3HALUTE Ha TAXHOTO 3a00JsIBaHe ca
ChIIMTE KaTo Bammure.

- AKO ToNTyunTe HIKaKBU HEXXEJIaHU peakiuy, yBenomere Bamms nekap nim ¢papmanent. ToBa
BKJIFOUBA M BCHUKU BB3MOYKHHU HEKEIAHN PEAaKIMK, HEONMCAHU B Ta3u JIMCTOBKA. Brk Touka 4.

KakBo cbabpika Ta3u JUCTOBKA

Kakso npencrasnsasa Brilique u 3a kakBo ce n3non3sa
Kakso tpsi0Ba na 3Haere, npeau ga npuemere Brilique

Kak na npuemare Brilique

BB3MOKHY HEXENaHU peakiuu

Kak na cexpansiBare Brilique

ChabpxaHue Ha ONAKOBKATa U AOIBIHUATETHA HHPOPMALUS

A e

1. Kaxkso npeacrasiasBa Brilique u 3a kakBo ce usnosissa

Kaxkso npencraBiasBa Brilique
Brilique chabpika JIEKapCTBEHO BEILECTBO, HAPECUCHO THKArpesop. To MPUHAICKH KbM IpyIa
JIEKapCcTBa, HAPEYCHU aHTUTPOMOO3HH JICKapCTBa.

3a kakBo ce u3noJu3ssa Brilique
Brilique, B koMOMHAIMS ¢ alleTHICATUIIMIOBA KUCEIUHA (IPYro aHTUTPOMOOTHYHO CPEICTBO), €
MpeHa3a4yeH 3a ynorpeda eIMHCTBEHO NPU Bb3pacTHU. ToBa jiekapcTBo Bu e naieHo, 3amoro cre
npeKapam:

e uHapKT (ChpCUEH yJap) MPean MoBeUe OT eIHA TOINHA.
Toii HamaIsIBa BEpOATHOCTTA J1a HACTHITH JIPYT MH(APKT WX MO3bUYESH UHCYIT, WIH CMBPT OT
3a0oIsBaHe, CBhP3aHO ChC CHPIIETO WM KPhBOHOCHUTE Bu choBe.

Kak peiicrBa Brilique

Brilique neiicTBa Ha KJIETKH, HApE4eHH ,,TpOMOOIIUTH (OIlle HAPEUCHH ,,KPBBHH TuTouuIn”’). Te3u
MHOT'O MaJIK{ KPhbBHH KJIETKH TIOMaraT 3a CIIUpaHe Ha KbPBEHETO, KaTO Ce CIICMBAT U 3aIyIlIBaT MaIKH
MOPSI3aHH WM YBPEICHU YYacThLU OT KPbBOHOCHHUTE ChJOBE.

TpomboruTrTe 00aue MoraT Jia 00pa3yBaT M ChCUPEIH BHTPE B OOJHH KPBBOHOCHH ChIOBE Ha
ChpIETO U MO3bKa. ToBa MOXe J1a ObZie MHOTO OIAacHO, 3aIl0TO:
® CBCHPEKBHT MOXE Ja IPEKhCHE HAITBITHO KPHBOCHAOIIBAHETO — TOBA MOXKE J]a IPHYNHHU
MHUOKapJieH HH(APKT WU MO3BYCH yIap, WiIH
® CBHCUPCKBT MOXKE [a 3allylIld YaCTUYHO KPbBOHOCCH CBH/] Ha ChbpPLETO — TOBa HAMaJIsIBa
KpBBOCHa6Z[${BaHeTO Ha CHPICTO U MOXKE [a IMPEAN3BUKA I'pbaAHA 6OJIKa, KOATO C€ IIOsIBsABA U
MoCJIe 0T3BYYaBa (Taka HapedyeHaTa ,,HeCTaOHITHA CTCHOKAPIHS ).

Brilique momara 51a ce cripe cienBaHeTo Ha TpoMmbonuTuTe. 10 TO3u HaYMH ce HamallsiBa
BEPOSITHOCTTA JIa ce 00pa3yBa KPbBEH ChCHPEK, KOMTO MOXKE Jla HaMAITd KPhBOCHAOASIBAHETO.
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2. Kakso TpsdBa na 3Haerte, npeaun xa npuemere Brilique

He npuemaiite Brilique, axo:
® CTe aIEpIrHYHH KbM THKArpeaop Wik KbM HAKOS OT OCTaHAJIMTE ChbCTABKH Ha TOBA JICKAPCTBO
(u30poeHu B TOUKA 6);
uMare KbpBeHE B MOMEHTA;
CTe UMaJl MO3bYCH yJiap, IPUYNHEH OT KPHBOU3JIHMB B MO3BKA;
UMare TeXKO YePHOAPOOHO 3a00JIsIBaHE;
npreMare HIKoe OT CIeTHHUTE JICKapCTBa:
- KETOKOHA30JI (M3M0JI3BaH 3a JICYeHHEe Ha IrbONYHHI WH(EKIINN),
— KJIAPUTPOMHUIMH (M3IIOJI3BAH 3a JieueHHE Ha OaKTepUaiHu HHDEKIUH),
- Heda30/10H (aHTHIETIPECAHT),
- PUTOHABHp U aTtazaHaBUp (M3ron3BaHM 3a iedeHue Ha HIV undexnus u CITMH).
AKo HIKO€ OT n30poeHuTe ce oTHacs 110 Bac, He npuemaiite Brilique. AKo He CTe€ CUTypHH, TOBOPETE
c Niexaps uiM apMareBTa CH, Ipeay /1a 3ar04HeTe Ja IpueMare ToBa JIEKapCcTBo.

[penynpeskaeHust U Mpeana3sHu MEPKH
[Ipenu na 3amounete na mpuemare Brilique, roBopeTe ¢ Bamms nekap wnn papmaneBT, ako:
e Jlmare NOBHIIEH PUCK OT KbPBEHE NOPAIU:
— CKOpOIIIHA TeKKa TPAaBMa;
- CKOpOIITHA XUPYPTUYHA UHTEPBEHIHS (BKIFOUUTEITHO CTOMATOJIOTHYHA MaHHITYJIAITHS,
nonutaiite Bamms ctomaTosor 3a ToBa);
- CBCTOSIHHE, KOETO 3acsira CbCHPBaHETO Ha KPHBTA;
— CKOpPOIIHO KBPBEHE OT CTOMaxa WJIN Yc€pBaTa (KaTO HallpyuMEp OT CTOMAIlIHA A3Ba WUJIN
,,ITOJATH” B IEOEIIOTO YEPBO).

¢ Axo Bu npezacron xupypriuuia HHTEpBEHINA (BKIIOYUTETHO CTOMATOIOTMYHA MaHUITYJIAITHS)
IO KOETO U Jia € BpeMe, TokaTo npuemMarte Brilique. [IpuunHara 3a TOBa € MOBUIIIEHHUAT PUCK OT
KbpBeHe. BammsaT nexap Moske J1a pely J1a CrpeTe MpreMa Ha TOBa JISKAPCTBO 7 THU Mpean
XUpyprudHaTa HHTEPBEHITHUS.

e Axko chpiaeuyHara Bu uectora ¢ HeoOMUaitHO HECKa (0OMKOHOBEHO IMO-HUCKA OT 60 ymapa B
MHHYTa) M BCE OIIIe HAMATE MOCTABCHO YCTPOHCTBO, KOETO peryyupa chpiacunus Bu purbm
(meiicMenKsp).

e lmate actMa wiu Ipyru OeoApOOHH MPOOIEMH, WITH 3aTPYAHEHO TUINAHE.

AKO cTe UMau MpoOJIEMH C YepHUS CH P00 WM MPEeIy TOBa CTe MpeKapann 3a00JsBaHe, KOETO
MOJKe Ja € 3acerHaio yepHust Bu npo0.

e Axko Bu ¢ HampaBeH KpBBEH TECT, KOHTO € IMOKa3aj ChIAbpP)KaHUE Ha MMOBEUE OT OOUYaHOTO
KOJINYECTBO ITMKOYHA KHNCCIJINHA.

AKO HAKOE OT H30pOeHUTE ce oTHACA A0 Bac (nam ako He cTe CUTYpHH), TOBOpeTe ¢ Bamms nekap wim
(hapmareBT, Ipean 1a MPUEMETE TOBA JICKapCTRO.

Jeua u roHomu
Brilique He ce mpenopbyYBa 3a Jielia U IOHOIIN 1o 18 roauHH.

JApyru nexkapcrBa u Brilique

Mons, uadopmupaiite Bamms nekap nin papmarneBt, ako preMare, HaCKOpO CTe MpHeMalH Uil €
BB3MOXKHO JIa preMaTe JpyTrH JekapcTea. [I[puunHara 3a ToBa e, ye Brilique Moxke a mopmnusie Ha
JEHCTBHETO HA HAKOM JIEKAapCTBa, KAKTO U HAKOM JIEKapCTBA MOTAT Ja MOBJIMSAT Ha IEHCTBUETO HA
Brilique.

VYBenomere Bammst nekap nim ¢papManeBT, ako IpHeMaTe HIKOE OT CIICAHUTE JIeKapCTBa!

e qoBeue oT 40 mg THEBHO CHMBACTAaTHH WJIN JIOBACTAaTHH (JIEKapCTBa, M3II0JI3BAHU 3a JCUCHNE Ha
BHCOK XOJIECTEPOI);
pudaMnuuuH (aHTHOMOTHK);
¢ennrtorH, kapbamazenuH u GeHoOapOuTan (M3MOA3BAHM 332 KOHTPOJI HAa IPUIaIbLIN);
JUTOKCHH (M3MO0I3BaH 32 JICYEHUE Ha ChpJeyHa HEIOCTAThYHOCT);
LUKJIOCTIOpUH (M3MOI3BaH 3a OTCIa0BaHe Ha 3aIUTAaTa Ha OPraHU3Ma);
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® XWHHIUH U JWITHA3eM (M3II0JI3BaHHU 32 JieueHUe Ha aOHOPMEH ChP/ICUeH PUTHEM);
e Oera-0yoKepH 1 BepanaMu (M3M0JI3BaHH 32 JICUeHHE Ha BUCOKO KPBBHO HaJISITaHE).

VBenomere Bammmus nexap win papmaneBT, 0COOEHO aKo MpHUeMaTe HAKOE OT CIICAHHUTE JIEKapCTBa,
KOHTO MOBHINIABAT PUCKA OT KbPBCHE:
e _IepOpaJHU aHTUKOATYJIaHTH , YeCTO HAPHYAHU U ,,JIEKapCcTBa 32 pa3pexk/aHe Ha KPbBTa”,
KOHUTO BKJIIOUBAT Bap(hapuH;
e HecTepouHM npoTtuBoBb3nanuTenuu cpeacrsa (HIIBC), yecto npuemanu kato 06e3001sBanu
KaTo uOynpoeH 1 HaIpOKCEH;
® CCIEKTHBHU HHXMOMTOPHU Ha OOPAaTHOTO IMoeMaHe Ha cepoToHuHA (chkpaTeHo SSRI), mpuemanu
KaTo aHTUACTIPECAHTH, HAIPUMEp IMAPOKCETHH, CEPTPATIHH M IUTAJIONPaM;
® JIpYTH JIEKapcTBa KaTo KETOKOHA30J (M3MO0JI3BaH 3a JIeYeHHE Ha IbONYHN HHEKINH),
KJIApUTPOMUILIMH (M3II0JI3BaH 3a JieueHHEe Ha OakTepuanHu HHPEKIun), Hea3zoI0H
(aHTHIENpECAaHT), PUTOHABHP U aTa3aHaBUD (M3M0JI3BaHU 3a jJeuenre Ha HIV undekuuns u
CIIMH), un3anpua (M3M0I3BaH 3a JICUeHUE Ha KUCEIIMHM), €proajikagonay (M3I0JI3BaHu 3a
JIeYeHHe Ha MUTpEHa U Ti1aBo0osne).

Caimo Taka, kaxxere Ha Bamus nekap, ue Thit kato B3emare Brilique, Moxke 1a ©MaTe MOBHIIEH PHCK
OT KbpBEHE, B CIy4ail ue Jiekapar Bu nane GuOpHHOIUTHIN, YECTO HAPHUYAHH ,,JIEKApCTBA 32
CTOIISIBAHE HA ChbCUPELH”’, KATO CTPENTOKMHA3a WIH aJITerJiasa.

BpemeHHOCT U KbpMeHe

[IpuemsT Ha Brilique He ce npenopbuBa, ako cTe OpeMeHHa MIIM UMa BEPOATHOCT Ja 3a0peMeHeeTe.
Kenwnre Tpsi0Ba 1a U3MOI3BAT MOAXO SN KOHTPALICTITUBHY CPEICTBA, 32 1A CE MPEATNA3AT OT
3a0peMeHsIBaHe JOKAaTO IIpUeMar ToBa JIEKapCTBO.

AKO KbpMHTE, TOBOPETE C JIEKapsl CH, IPEIN J1a 3all04HeTe Aa MpueMare ToBa JekapcTBo. Bammsar
nekap 1e oochau ¢ Bac momsure u puckosete oT puema Ha Brilique nipe3 To3u nepuo.

AKO cTe OpeMeHHa WM KbPMHUTE, CMATATe, Y€ MOXKeE Jla CTe OpeMeHHA WM IJIaHUpaTe OPEMEHHOCT,
MMOCHBETBalTE ce ¢ Bamms jnexap win apmaneBT npeau ynorpedaTa Ha TOBa JIEKapCTBO.

lopupane u padoTa ¢ MAIIUHU

Brilique e Mayiko BEpOsTHO J1a IOBJHUsie criocoOHocTTa Br na modupare nim na paboTUTe ¢ MAITUHH.
AKO ce MmovyBCTBaTe 3aMassHA WA 00BbPKaHHU, JIOKATO MTPHEMaTe TOBa JIEKapCTBO, ObJeTe BHUMATEIHH,
KOraro modupare uin paboTHTe ¢ MAITUHH.

3. Kak na npuemare Brilique

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e ka3an Bammsr inekap. AKo He cTe CUTYpHU B
HeIo, nonuraite Bamus nexap win ¢papmarienT.

KoJixo 1a npuemare
e OO6wnuaitHara f03a e enHa Tabnerka oT 60 mg 1Ba mbTH AHEBHO. [IpoabkeTe na mpuemare
Brilique TonmkoBa abiro, konkoro Bu kaxe BamusT igekap.
e [IpuemaiiTe TOBa JIGKAPCTBO IO €IHO U CHIIO BpeMe BCEKH JeH (Hampumep, eqHa Tadierka
CYTPHUH U e[lHa BeYep).

IIpuem Ha Brilique ¢ apyru JiekapcTea, NOBJIMABAIIH KPbBOChCHPBAHETO

Oo6ukHoBeHo BammsaT nekap e Bu mockBeTBa Aa npuemare U aleTHICATUIUIOBA KUceIrHa. ToBa e
BEIIECTBO, KOETO MPUCHCTBA B MHOTO JIEKAPCTBA, U3IIOJI3BAHU 32 IPEJOTBPATIBaHE Ha
KpBBOCHCUpPBaHETO. BamusT siekap 1mie Bu kaxke konko fma npuemare (0OMKHOBEHO MexXIy 75-150 mg
JTHEBHO).

Kak na npuemare Brilique
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e MosxeTe ja mpuemMete TabiIeTKaTa ChC WM 0e3 XpaHa.
Moxe Ja mpoBepUTe Kora CcTe MpHeJH NocieHara tTadbnerka Brilique, kaTo mornensere
onmuctepa. Ha Hero uMa cirpHIlE (32 CYTpHHTA) M JIyHa (3a Beuepra). Topa e Bu mokaxe nanu
CTe TPUEITH J103aTa CH.

AKo0 UMaTe 3aTPyJAHEHHA 1A NperyIbTHeTe TadJieTKaTa

AKO uMate 3aTpyJHEHHS Ja MPETrTbTHETE Ta0leTKaTa, MOXKe Ja S CTPUETE U Ja 1 CMECHUTE C BOJa
KaKTO ClIe/[Ba:

Crpuiite TabneTKaTa Ha (UH Mpax.

W3zcumere npaxa B MOJIOBHH Yala BOja.

Paz0Owpxaiite n u3nuiite BegHara.

3a ;a cTe CUrypHH, Ye He € OCTaHaJIo JICKapCTBO, M3IIJIAKHETE MTpa3HaTa Jaila ¢ OIlle TOJI0BUH
yaia BoJia U sl U3IHINTE.

Axo cre B OonHHUIIA, TabneTkaTa Moxe Ja Bu Objie nageHa, cMeceHa ¢ Mallko BoJia M MPUIIOKEHa upe3
COHJIa TIpe3 Hoca (Ha30-TacTpaHa COHIA).

AKo cTe IpHesn oBeye 0T HeodxoanMaTa no3a Brilique

AKo cTe npuenu noseve ot HeodxoauMaTta no3a Brilique, He3a0aBHO ce CBBPKETE C JieKaps CH WU
otuzeTe B OonHuIa. B3emere omakoBkara Ha JIEKapcTBOTO Che cebe cu. Bue Moxe na cTe n3iaoKeHn
Ha NOBUIIICH PUCK OT KBPBCHE.

AKO cTe mponycHaJau Aa npuemete Brilique
e AKO CTe IIpOITyCHAJIH Jia IPUEMETE J]03aTa CH, B3EMETE Clle/iBalaTa KakTo 00HYaiiHo.
e He B3umaiiTe ABOIHA 032 (IBE 103U SAHOBPEMEHHO), 3a J1a KOMIIEHCHpATe MPOIyCcHATaTa J103a.

AKko cTe cipesu npuemMa Ha Brilique

He cniupaiite npuema Ha Brilique, 6e3 na cTe ce mocsBeTBamiy ¢ Jiekaps cu. B3umaiite ToBa JeKapcTBO
penoBHO noToraBa, fokaTo Bammst nekap Bu ro npeanucsa. Ako crpere na npuemare Brilique, ToBa
MO’KE Jia TOBHUIIN BH3MOKHOCTTA J1a TIOJIYYHUTE APYT MHOKAapAeH WHPAPKT UM MO3bYEH yap, WIn
CMBPT OT 3a00JI1BaHe, CBBP3aHO ChC CHPLETO U KpbBOHOCHUTE B chI0BE.

AXO0 “MaTe HIKaKBY JIOMIBIHUTEIHN BBIIPOCH, CBBP3aHU C YIIOTpebaTa Ha TO3H MPOIAYKT, TOMUTANTE
Bammis nexap wim gpapmanesT.

4. Bb3MOKHH HeKeJIaHU pP€aKkuumn

KakTo BcHUKH JIeKapcTBa, TOBA JIEKAPCTBO MOXKE JIa MPETU3BUKA HEXKETaH! PEaKIMU, BHIIPEKU U HEe
BCEKH T Moy4asa. IIpu mprieMa Ha TOBa JIEKapCTBO MOTAT Ja C€ Pa3BUAT CIETHUTE HEXETaHH
peaKIuu:

Brilique moBnusiBa KpbBOCHCUPBAHETO, TaKa Y€ MMOBEUYETO HEXKEINAHU e(DEKTH ca CBhP3aHU C KbPBCHE.
KbpBeHe Moke /1a Bb3HUKHE BBB BCSKa YACT Ha TSUI0TO. HsIKOM BUOBE KBpPBEHE ca YeCTH (KaTo TOsBa
Ha CUHMHHU M KbPBEHE OT HOca). TeKKOTO KbPBEHE HE € YeCTO, HO MOXe Ja ObJe
KHBOTO3aCTpAILABALLIO.

AKo 3a0eJieskuTe HAKOM OT CJIeJHUTe CHMIITOMM, TPsi0Ba He3a0aBHO 1a Bu BuaH Jiekap — MoKe
Ja ce Hy’KJIaeTe OT CIICIIHO JIeYeHHe:
e Mo3bueH WM BbTpeuepeneH KPbBOU3IUB € HeuecTa HesKeJIaHA peaklus U MoKe 12
NpeAu3BHKA NPU3HAIIA HA MO3b4YeH HHCYJIT KATO:
- BHE3aITHO M3TPBIIBaHE WK ciadocT Ha Bamara ppka, Kpak win Juie, 0co0eHO ako € caMo
OT eJlHaTa CTpaHa Ha TSUI0TO;
- BHE3aIHO 00BbPKBaHe, 3aTPyIHEH FOBOP WK pa30upaHe Ha OKOJIHUTE;
- BHE3aIIHa [10sIBa HA 3aTpyJHEHHE IIPU XOACHE, HAPYLIEHO PABHOBECUE UM KOOPANHALINS;
— BHE3aITHO 3aMaiiBaHe WM BHE3aITHO CHIIHO TJIaBOOOIKE C HesICHA IPHUYUHA.
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IIpu3Hanu HAa KbpBeHe KaTo:

- KBpPBEHE, KOETO € TeKKO, HIJIM KOETO HE MOXKETE J]a KOHTPOJIHUPATE;

- HEOYaKBaHO KbPBEHE W KbPBEHE, KOETO Tpae MPOIBIIKUTEIHO BPEME;
- PpO30Ba, YepBeHa WU KadsBa ypHHA;

— TOBpBILAHE HA YEPBEHA KPBB WJIM MOBPBILAHE C BU] HA ,,CMIISTHO Kade™;
— YEepBEHH WM YEPHU M3NPaKHEHHA (MIPUINYAILY Ha KaTpaH);

- KalUISHE WU MOBPBIIaHe HA KbPBABH CHCUPELH.

IIpunagane (CMHKOM)
- BpeMenna 3ary6a Ha ch3HaHHE TTOPATU BHE3AMHO HaMaIsIBaHE HAa IMPUTOKA HA KPHB KbM
MO3BKa (IECTH).

O0cbaere ¢ 1ekaps €U, aKO0 3a0eJIe;KUTe HAKOM OT CJIeJHUTEe CUMIITOMMU:

YyBCcTBO 32 HEJOCTUT HA BB3AyX — TOBA € MHOTO 4ecTo. MoxXe J1a ce IBbIKH Ha ChPACYHOTO
Bu 3a0ossBaHe Win Ha qpyra IpUYMHA, WK MOXe J1a ObJe HexelaHa peakius Ha Brilique.
Cebp3anust ¢ Brilique 3a1yX 0OMKHOBEHO € JIEK U ce XapaKTepu3upa ¢ BHE3alleH HeOYaKBaH
HEJOCTHUT Ha Bb31yX, OOMKHOBCHO Bh3HUKBAII] IIPH ITOKOM, KATO MOXKE Jia Ce TIOSBU IIPe3
ITbPBUTE CEIMUITU HA JICUSHUE U TIPU MHOTO XOpa MOKe J1a n3ue3He. AKO 4yBCTBOTO Bu 3a
HEJOCTHUT Ha BB3JIyX CE BIIOIIABA WM MPOJBIDKABA ABJITO BpEME, YBEIOMETE JIeKaps CH.
BamusT nexap mie pemm ganu ToBa H3UCKBA JICYCHUE WIIN TOITBIIHUTEITHN H3CIICABAHMS.

)Ipyl"l/l BbH3MOKHM HEKEJTAHU PEAKIIUHA

MHoro 4ectu (Moke Ja 3acerHat nosede or 1 Ha 10 xymm)

Bricoko HMBO Ha MMKOYHA KMCEIMHA B KPBBTa (YCTaHOBSIBA CE C TECT);
K®pBeHe, mpuanHEHO OT HApyIIEHU Ha KPBBTA.

Yectu (Morart aa 3acersar 10 1 va 10 xymm)

CunuHY;

I'maBoGomue;

UyBCcTBO 32 3aMastHOCT WJIH YCEIllaHe, Ye CTasiTa ce BhPTH;

Jyapust vy JIOIIo XpaHOCMILIAHE;

[To3uBwu 3a moBpHBIaHe (TaJCHE);

3arex;

O6pus;

Copbex;

Cunna OoJKa M MoAyBaHe Ha CTAaBUTE — TOBA ca MPHU3HAIM Ha ITOAarpa;

UyBCcTBO 32 3aMastHOCT WJIM CBETOBBPTEK MIIHM 3aMBIJICHO 3pEHHE — TOBA Ca MPHU3HAIA Ha HUCKO
KPBBHO HaJIsTaHe,

KspBeHe oT HOCa;

KbpBeHe ciaen XupyprudsHa HHTEPBEHIUS WU OT MOPsI3BaHUs (HallpuMep Mpu OpbCHEHE) U
paHM MMO-CHUITHO OT HOPMAITHOTO;

KbpBeHe oT cromamntHara turaBuna (sS38a);

KbpBsamu BeHIN.

HeuecTtu (Morat ga 3acernat 10 1 na 100 qymmu)

AJeprudHa peakius — 00puB, ChpOEK MM OTOK Ha JIMIETO, WIIM OTOK Ha YCTHUTE/€31Ka MOTaT
Jla ca MPU3HALM Ha aJlepruyHa PEeaKius;

Oo6mbpkBane;

3putenHy npoOneMu, IPUINHEHH OT HAJIMYUETO HA KPBB B OKOTO;

BarunanHo kbpBeHe, KOETO € MO-TEXKKO WJIH CE CIIy4Ba M0 BpeMe, pa3InyHO OT HOpMaIHOTO Bu
(MeHcTpyallHO) KbpBEHE;

KbpBeHe B cTaBUTE 1 MyCKYJINTE, IPEAN3BUKBAIIO OOJIE3HEHO MTOTyBaHE;

KpsB B yxoT0;

BrbTpenieH kpbBOU3NUB - TOBA MOXKeE J1a PEAN3BUKA 3aMaiiBaHE UJTH CBETOBBPTEXK.
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Cpho011aBaHe HA HeKeJIAHU peaKluu

AKO TIONTyunTe HAKAKBU HEXKEJIaHU JIKAPCTBEHH PEaKIIH, yBeoMere Bamms nexap wim (apMmarieBT.
ToBa BKIIIOUBAa BCUUKH Bb3MOKHH, HEOIMCAHU B Ta3U JINCTOBKA HEXKENAHU peakunu. MoxkeTe ChIIo Ja
CHOOIINTE HEXETaH! Peakliy JUPEKTHO Ype3 HAllMOHAIHATA CHCTEMa 3a ChoOIIaBaHe, IOCOUCHA B
[punoxenue V. Kato crobiaBare HeXeIIaHU PEaKIIUN, MOYKETE Ja JAJCTe CBOS MIPUHOC 3a
MoJTyyaBaHe Ha MoBeue HHQPOpMalKsa OTHOCHO 6€30MacCHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cexpansiBate Brilique

CbxpaHsBaiiTe TOBa JEKapCTBO Ha MACTO, HEAOCTBIIHO 3a JeLa.

He u3non3paiite ToBa JIeKapcTBO ClIel] CPOKA HAa TOJHOCT, OTOENsI3aH BPXY OJIMcTepa U KapTOHEHaTa
OIaKoBKa, cboTBeTHO ciel Haanuca “EXP” u “I'ogen n0”. CpokbsT Ha TOAHOCT OTrOBaps Ha
HOCJIEIHUS AEH OT I0COUYEHHsI MECELL.

ToBa jlekapcTBO HE U3MCKBA CIIELUAIHY YCIOBUSA Ha ChbXpaHEHUE.

He n3xBbpiidiiTe 1ekapcTBaTa B KaHAIM3alUATa WM B KOHTEHHEpa 3a JOMAIIHU OTHAAbLH.
[omuTaiite Bamus hapManeBT Kak Aa U3XBBPILATE JIEKapCTBaTa, KOUTO Beue HE U3Mo3Bare. Te3n
MEpKH Il CIIOMOTHAT 3a OI1a3BaHE Ha OKOJIHATa Cperia.

6. Chm,pmaﬂne Ha onmaKkoBKaTa M J0IIbJHUTE/THA I/IH(l)OpMaIH(lﬂ

Kakso cpabpika Brilique
e AKTHBHOTO BELIECTBO € TUKarpenop. Beska ¢puimupana tabnerka cpabpxka 60 mg Tukarpenop.

e JlpyruTe ChCTaBKH ca:
Aopo na mabremrxama.: manuton (E421), kanuues xuaporendocdar TuxuapaT, HATPUCB
HUIIIECTEH TIIMKOJAT THI A, Xuapokcunponuiienyno3a (E463), maruesues creapat (E470b).

Quiamoso nokpumue Ha mabremrkama: xunpomenosa (E464), turanos quokcun (E171),
makporon 400, gepen xeneszeH okcunl (E172) u gepBeH xenezen okcun (E172).

Kak n3ruexxnga Brilique n kakBo cbaBbp:ka OMaKOBKAaTa
dunmupana TabneTka (Tabnerka): TabneTkuTe ca KpbIiv, TBOWHOU3IIBKHAIIN, PO30BH, PHIMHPAHU
TabieTku, Mapkupanu ¢ ,,60” Haxg ,,T” OoT enmHaTa cTpaHa.

Brilique ce npemnara B:
®  CTaHJapTHH OIHUCTEpH (ChC CUMBOJIHM CIBHIIE/ITYHA) B KAPTOHEHU OMaKOBKH OT 60 1
180 TabneTkw;
e  KaJleHOapHH OnucTepu (ChC CUMBOJIHM CITBHIIE/TyHA) B KADTOHEHM OMAKOBKH OT 14, 56 u
168 TabmeTku.
He BcHukM BUI0BE OMIAKOBKH MOT'aT Ja ObJAT MMyCHATH B IPOaaX0a.

IIpuTe:xkaTes Ha pa3pelIeHHETO 32 yNOTpeda M MPOU3BOIUTET

[IpuTexaren Ha pa3penieHUETo 3a yrnoTpeoa:
AstraZeneca AB

SE-151 85

Sodertélje

IBenms

ITpounsBoauTen:
AstraZeneca AB
Gértunavagen
SE-151 85 Sodertilje
[IBemus
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[IpousBoaure:

AstraZeneca UK Limited

Silk Road Business Park
Maccelsfield, Cheshire, SK10 2NA
Bennkobpuranus

3a JOIIBJIHUTCIIHA I/IH(I)OpMaLII/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIsA, CBBPIKCTC CC C JIOKAJTHUA
MNPEACTABUTCII HA IPUTCIKATCIIA Ha pa3pCIICHUCTO 3a yHOTpe6a:

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

Buarapus
Actpa3eneka boarapus EOO/L
Ten.: +359 2 44 55 000

Ceska republika
AstraZeneca Czech Republic s.r.o
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

EALada
AstraZeneca A.E.
TnA: +30 2 106871500

Espaia
AstraZeneca Farmacéutica Spain, S.A.
Tel: +34 91 301 91 00

France
AstraZeneca
Tél: +33 141 29 40 00

Hrvatska
AstraZeneca d.o.o.
Tel: +385 1 4628 000

Ireland
AstraZeneca Pharmaceuticals (Ireland) Ltd
Tel: +353 1609 7100

Island
Vistor hf.
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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

Romainia
AstraZeneca Pharma SRL
Tel: +40 21 317 60 41

Slovenija
AstraZeneca UK Limited
Tel: 4386 1 51 35 600

Slovenska republika
AstraZeneca AB, o0.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 10 23 010
Kvnpog Sverige

Aréxtop Qappoxevtikn 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 mocJieJHO Npepasrjie;KaaHe Ha TUCTOBKATA
Apyru u3rouynuuu Ha uHGopmanus

[MonpoOHa mH(pOpMaIKs 3a TOBa JIEKApCTBO € MpeJoCTaBeHa Ha yeOcaiita Ha EBporetickaTta areHus
T0 JIeKapcTBara http://www.ema.europa.eu.
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JIncroBka: Unpopmanus 3a morpeduTesis

Brilique 90 mg ¢puamupanu TadaeTkn
THKarpesop (ticagrelor)

IIpoyeTreTe BHUMAaTEIHO LSAJIATa JHCTOBKA, IIPEIH 1A 3all04HeTe a NpHeMaTe TOBa JIEKapCTBO,

Thil KATO TS CbAbPka BaxkHa 3a Bac nagopmanms.

- 3amazere Ta3u JMCTOBKAa. MoJKe /1a ce HaJIOKH J1a 51 POYeTeTe OTHOBO.

- AKO MaTe HIKaKBU JOIMBIHUTEIIHNA BBIIPOCH, TToNHTaiTe Bamms nexap mim dhapmarienT.

- ToBa nexapcTBoO € MpeanucaHo €ANHCTBEHO U IMYHO Ha Bac. He ro mpeotcrenBaiite Ha apyru
xopa. To Moke fa UM HaBpeIu, He3aBUCHMO, Y€ TIPU3HALUTE Ha TAXHOTO 3a00JsIBaHe ca
ChIIMTE KaTo Bammure.

- AKO MoJTyuuTe HAKaKBU HEXEJaHU peakyy, yBegomere Bamus nekap ninu papmanest. Toa
BKJIFOUBA Y BCHUKH BB3MOYKHHU HEKEIAHN PEaKIMK, HEOIIMCAHU B Ta3M JIMCTOBKA. Brk Touka 4.

KakBo cbabpika Ta3u JUCTOBKA

Kakso npencrasnsasa Brilique u 3a kakBo ce n3non3sa
Kakso tpsi0Ba na 3Haere, npeau na npuemere Brilique

Kak na npuemare Brilique

BB3MOKHY HEXENaHU peakinu

Kak na cexpansiBare Brilique

ChbabpxaHue Ha ONIAKOBKATa M AOIBIHUTENIHA HH(POPMALUS

A e

1. Kaxkso npeacrasiasBa Brilique u 3a kakBo ce usnosissa

Kaxkso npencraBiasBa Brilique
Brilique chabpika JIEKapCTBEHO BEILECTBO, HAPECUCHO THKArpeop. To MPUHAICKH KbM Irpyma
JIEKapCcTBa, HAPEYCHU aHTUTPOMOO3HH JICKapCTBa.

3a kakBo ce u3noJu3ssa Brilique
Brilique, B koMOMHAIHS ¢ alleTHICATUIIMIOBA KUCEIUHA (APYro aHTUTPOMOOTHYHO CPEICTBO), €
MpeHa3a4yeH 3a ynorpeda eIMHCTBEHO NPU BB3pacTHU. ToBa jiekapcTBo Bu e naneHo, 3amoro cre
npeKapam:

e uH(}apKT (ChpAEUEH yaap) Win

e HecraOuiHA cTeHOKapAus (CTEHOKAapAWs WM IphIHA 00JKa, KOSITO HE ce KOHTPoJIUpa 100pe).
Toiif HamansIBa BEpOATHOCTTA J1a HACTHITH JIPYT MH(APKT WX MO3bUYESH UHCYIT, WIH CMBPT OT
3a00JIsIBaHe, CBBP3aHO ChC CHPIIETO WIIM KPbBOHOCHUTE Bu chjioBe.

Kak peiicrBa Brilique

Brilique neiicTBa Ha KJIETKH, HApE4EHH ,,TpOMOOLUTH (OILle HAPEUECHH ,,KpBBHU Tutouunn’). Te3u
MHOT'O MaJIKi KPBbBHH KJIETKU TIOMaraT 3a CIIUpaHe Ha KbPBEHETO, KaTO CE CIICMBAT U 3aITyIIBaT MaJIKH
MOpPSI3aHH WK YBPEJCHN YIacThIIM OT KPHbBOHOCHUTE ChJIOBE.

TpombonuTrTe, 06ade, MoraT Ja 00pa3yBaT U ChCHPEIH BHTPE B OOJIHU KPHBOHOCHH ChJIOBE HA
ChpIIETO U MO3bKa. ToBa Moke 1a Ob/ie MHOI'O OIIacHO, 3all0TO:
® CBHCHUPEKBT MOXKE Ja MPEKbCHE HAITBIHO KPHBOCHAOASIBAHETO — TOBA MOJKE J1a IPUYMHU
MHUOKapJeH HH(APKT WK MO3BYCH yaap, WK
® CHCHPEKBT MOXKE J]a 3aIlyIIN YaCTUIHO KPhbBOHOCEH ChJl Ha ChPLIETO — TOBA HaAMasiBa
KPBBOCHA0IIBAaHETO HA CHPIIETO M MOKE Ja MpeInu3BHUKa IPphIHA O0JIKa, KOATO Ce MOABSIBA U
1ocJjie 0T3By4YaBa (Taka HapedeHaTa ,,HecTaOuiIHa CTEHOKapIus”).

Brilique momara 51a ce cripe cienBaHeTo Ha TpoMbonuTuTe. 10 TO3u HaYMH ce HamallsiBa
BEPOSITHOCTTA JIa ce 00pa3yBa KPbBEH ChCHPEK, KOMTO MOXKE Jla HAMAITd KPhBOCHAOASBAHETO.
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2. Kakso TpsdBa na 3Haerte, npeaun xa npuemere Brilique

He npuemaiite Brilique, axo:

® CTe aJIepIrUYHHU KbM TUKArpesop Wik KbM HAKOS OT OCTaHAJIUTE ChbCTABKHM HA TOBA JICKAPCTBO
(u30poeHu B TOUKA 6);
MUMaTe KbpBEHE B MOMCHTA,
CTe UMaJl MO3bYCH yJiap, IPUYNHEH OT KPHBOU3JINB B MO3bKA;
UMare TeXKO YePHOAPOOHO 3a00JIsIBaHE;
npreMare HsIKoe OT CICTHHUTE JISKapCTBa: KETOKOHA30J (M3MO0JI3BaH 3a JICUCHUE HA IhONYHU
nHGEKINN), KIapUTPOMHULIMH (M3II0N3BaH 3a JeUeHre Ha OaKTepuaHi HHPEKIHHN), Hea30J0H
(aHTHIENpECAaHT), PUTOHABHP U aTa3aHaBUp (M3M0JI3BaHU 3a jJeyenre Ha HIV undekuns u
CIIMH).
AKo HIKO€ OT n30poeHuTe ce oTHacs 10 Bac, He npuemaiite Brilique. AKo He CTe€ CUTypHH, TOBOPETE
c JieKaps M (apManeBTa CH, Ipeau /1a 3ar04HeTe Ja IpueMare ToBa JIEKapCTBo.

[penynpeskaeHust U Mpeana3sHu MEPKH
[Ipenu na 3amounete na npuemare Brilique, roBopete ¢ Barus nekap win apMmarieBT, aKo:
e lIMaTe MOBUIIICH PUCK OT KbPBEHE MOPAJIH:
- CKOpOIIIHA TEXKAa TPaBMa,
— CKOpOIIIHA XUPYPTrUYHA UHTEPBEHIIMS (BKIIOYUTETHO CTOMATOJIOMYHA MAHUITYJIAIHS,
nonutaiite Bamms ctomaTosor 3a ToBa);
- CBCTOSIHHE, KOETO 3acsira CbCHPBaHETO Ha KPBBTA;
- CKOpOIIHO KbPBEHE OT CTOMAaxa HMITU YepBara (KaTo HalmpuMep OT CTOMAITHA S3Ba HITH
,,IToJATH” B IEOEII0TO YEPBO).

e Axko Bu npeacron xupypruuHa HHTEPBEHINS (BKIIOYUTEIHO CTOMATOIOIMYHA MaHUITYJIAITHsl )
o KOETO U Jia € BpeMe, Jlokaro npuemare Brilique. [Iprunnara 3a ToBa € MOBHIICHUST PHCK OT
KbpBeHe. BammsaT nexap Mosxe J1a pely 1a CIpeTe MprueMa Ha TOBa JISKAPCTBO 7 THU Mpean
XUpyprudHaTa HHTEPBEHITHUS.

e Axko cepaeuyHara Bu yectora e HeoOn4aitHO HrcKa (0OMKOHOBEHO IMo-HUCKA OT 60 yrmapa B
MUHYTa) ¥ BCE OIll¢ HIMaTe MOCTABEHO YCTPONCTBO, KOETO PETyJrpa ChpAeyHus Bu puTsm
(meicMenKsp).

e llmare actMma wnu apyru 6e10ApoOHH TIPOOIIEMH, WK 3aTPYHEHO JHIIaHE.

AKO cTe UMau MpoOJIEMH C YepHUS CH Jpo0 WM MPEeIr TOBa CTE MpeKapann 3a00JsBaHe, KOETO
MOJKe Jia € 3acerHajo yepHusi Bu qpo0.

e Axko Bu e HampaBeH KpBBEH TECT, KOMTO € IMoKasaj ChAbp)KaHHE Ha MTOBeYe OT 00MIaifHOTO
KOJINYECTBO TMKOYHA KUCEJIHHA.

AKO HAKOE OT U30pOeHUTE ce oTHACA A0 Bac (nim ako He cTe CUTYpHH), TOBOpeTe ¢ Bamms nekap wim
(hapmarieBT, Ipean Ja MPUEMETe TOBA JEKapCTBO.

Jleua u roHOIIM
Brilique He ce mpenopbyYBa 3a Jiela U IOHOIIN 1o 18 rouHH.

JApyru nexapcrBa u Brilique

Mouns, uadopmupaiite Bamms nekap nin papmarneBT, ako mpreMare, HaCKOpo CTe MpHeMalH Uil €
BB3MOYKHO J1a IpHeMaTe OpyrH JekapcTsa. [lpuunHara 3a ToBa e, ye Brilique Moske na mosnusie Ha
JEMCTBHETO Ha HAKOM JIEKapCTBa, KAKTO U HAKOM JIEKapCTBA MOraT Jja MOBJIMSIAT HA IEHCTBUETO HA
Brilique.

VYBenomere Bammst nekap nim ¢papManeBT, ako IpHeMaTe HIKOE OT CIICAHUTE JIeKapCTBa!
e toBeue oT 40 mg THEBHO CHMBACTATHH WJIK JIOBACTATHH (JIEKapCTBa, H3MOJI3BaHU 3a JICUCHUE Ha
BHCOK XOJIECTEPOI);
pudaMnuuuH (aHTHOMOTHK);
¢ennronH, kapdamazenuH u heHodapOuTan (M3MOA3BaHH 32 KOHTPOJI HAa PUIaIbLIN);
JUTOKCHH (M3MO0I3BaH 32 JICYEHUE Ha ChpJeyHa HEIOCTAThYHOCT);
LUKJIOCTIOpUH (M3MOI3BaH 3a OTCIabBaHe Ha 3aIMTaTa Ha OPraHu3Ma);
XMHUAMH U JUITHA3EM (M3II0I3BAaHH 32 JICUCHHE HAa a0HOPMEH ChpACUCH PUTHM);
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° 6€Ta—6J'IOK€pI/I " BCpanaMuil (I/I3HOJ'I3BaHI/I 3a JICYCHUC HAa BUCOKO KPBBHO HaJ'IS[FaHe).

VYBenomere Bamus iexkap nim ¢papManeBT, 0COOCHO ako IIpUeMaTe HIKOE OT CICTHHUTE JIEKapCTBa,
KOHTO MOBHINIABAT PUCKA OT KbPBCHE:
e _IepOpaJHU aHTUKOATYJIaHTH , YeCTO HAPHYAHU U ,,JIEKapCTBa 32 pa3pek/iaHe Ha KphBTa”,
KOUTO BKITIOYBAT BaphapuH;
e HecTepouHM NpoTtuBoBb3nanuTenyu cpeacrsa (HIIBC), yecto npuemanu karo 06e3001sBanu
KaTo uOynpoeH 1 HaIpPOKCEeH;
® CEIEKTHBHU MHXMOMTOPHU Ha OOpaTHOTO MOeMaHe Ha cepoToHHHA (chkpaTeHo SSRI), mpuemann
KaTo aHTUCTIPECAHTH, HAIPUMED ITAPOKCETHH, CEPTPATIHH U IUTAJIONPaM;
® JIpYTH JIEKapcTBa KaTo KETOKOHA30J (M3MO0JI3BaH 3a JIeUeHHE Ha IbONYHU HHEKINH),
KIIAPUTPOMHUIIHMH (M3TI0JI3BaH 32 JICUCHHE Ha OaKTepUaTHU HHPEKIH), Heha3oJ0H
(aHTHIETpECAaHT), PUTOHABHUP U aTa3aHaBup (M3M0i3BaHu 3a neuenne Ha HIV undekuns u
CIIMH), un3anpua (M3M0I3BaH 3a JICUeHUE Ha KUCEIMHM), €proajikagonay (M3I0JI3BaHu 3a
JieueHHEe Ha MUTPEHA U TT1aBO0OIHE).

Coimo Taka, kaxxere Ha Bamus nekap, ue Thit kato B3emare Brilique, Moxke 1a ©MaTe MOBHIIEH PHCK
OT KbpBEHE, B clly4ail ue Jiekapat Bu nane GuOpHHOIUTUIM, YECTO HAPUYAHH ,,JIEKApCTBa 3a
CTOIISIBAHE Ha ChbCUPELH”’, KATO CTPENTOKMHA3a WIH aJITerJasa.

BpemenHOCT U KbpMeHe

[IpuemsT Ha Brilique He ce npenopbuBa, ako cTe OpeMeHHa MIIM HMa BEPOATHOCT Ja 3a0peMeHeeTe.
’Kenute TpsiOBa a M3MON3BAT MOAXOIAIIN KOHTPALIENITUBHU CPEJCTBA, 32 J]a C€ MPena3siT OT
3a0peMeHsIBaHe 0KaTo MpUeMaT TOBa JIEKapCTRBO.

AKO KbpMHTE, TOBOPETE C JIEKaps CH, IPEIH J1a 3all09HETe Aa IpueMare ToBa JeKapcTBo. Bammsar
nekap 1e oochau ¢ Bac momsure u puckosere oT mpueMa Ha Brilique nipe3 To3u mepuo.

AKO cTe OpeMeHHa WM KbPMHUTE, CMATATe, Y€ MOXKE Jla CTe OpeMeHHA WM IJIaHUpaTe OPEMEHHOCT,
MMOCHBETBalTE ce ¢ Bammms jnexap win apmaneBT npeau ynorpedata Ha TOBa JIEKapCTBO.

lopupane u padoTa ¢ MAIIUHU

Brilique e manko BeposiTHO fa nmosnusie cocodHoctTa Bu na modupare win na padoture ¢ MalIvHU.
AKO ce Io4yBCTBaTe 3aMasHU WIH 00OBbPKaHH, JOKATO IPHEMaTe TOBa JIEKapCTBO, ObIeTe BHUMATEIHH,
KoraTo mogupare Wik paboTUTE C MAIIHHH.

3. Kak na npuemare Brilique

Bunaru npuemaiite ToBa JIEKapCcTBO TOYHO KakTo Bu e ka3an Bammsar nekap. Ako HE cTe€ CUTYpHU B
HeIo, nonutaite Bamus nexap min ¢papmarienT.

Koako na npuemare

e [IppBOHAUaMHATA 7032 € ABE TaOJIETKH STHOBPEMEHHO (HaToBapBaiia go03a oT 180 mg).
OOuKHOBEHO Ta3u 1032 e Bu 0b11e najena B 00HUIIATA.

e (Crnen Ta3u MFPBOHAYATHA 10332 OOMUYaifHATa JO3UPOBKA € eaHa TadieTka oT 90 mg nBa MbTH
JTHEBHO B IIPOJBDKEHUE HA HE MoBede OT 12 Mecera, OcBeH ako Bammst nekap He Bu
nmockBeTBa Apyro. [IpueMaiiTe ToBa IeKapcTBO O €HO M CHINO BpeMe BCEKH JIeH (HarpuMmep,
enHa TabJeTKa CYyTpUH U eJ[Ha Beuep).

IIpuem Ha Brilique ¢ apyru JiekapcTea, NOBJIMSABAIH KPbBOChCHPBAHETO

Oo6ukHoBeHo BammsaT nekap e Bu mockBeTBa Aa npuemare U aleTHICATUMIMIOBA KUCceIHa. ToBa e
BEIIECTBO, KOETO MPUCHCTBA B MHOTO JIEKapCTBa, U3IOJI3BAHHU 32 TIPEJOTBpATIBaHE Ha
KpbBOChCUpBaHeTo. BamusT nekap me Bu kaxe kosko na npuemare (0OOMKHOBEHO Mexay 75-150 mg
JTHEBHO).
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Kak na npuemare Brilique
e MosxeTe Jja mpuemMeTe TabiIeTKaTa ChC WM 0e3 XpaHa.
e Moske 1a IpoBEpUTE KOTa CTe IIpUEiH rmocieanara tadnerka Brilique, kaTo morienHere
onmuctepa. Ha Hero uma ciipHIle (32 CyTpHHTA) | JIyHA (3a Beuepra). Topa e Bu nmokaxe nanm
CTe TIPUEIH J103aTa CH.

AKo0 UMaTe 3aTPyAHEHHA A2 NperyIbTHeTe TadJeTKaTa

AKO uMate 3aTpyJHEHHS Ja MPETrThTHETE Ta0leTKaTa, MOXKe Ja S CTPUETE U Ja 1 CMECHUTE C BoJa
KaKTO CIIe/Ba:

Crpuiite TabneTKaTa Ha (UH Mpax.

W3zcunere npaxa B MOJOBUH Yallia BoJia.

Paz0Obpkaiite u u3nuiiTe BeaHAra.

3a ;a cTe CUrypHH, Ye He € OCTaHaJIo JICKapCTBO, M3IIIAKHETE MTpa3HaTa Jaila ¢ OIlle TOJI0BUH
yaia BoJa U sl U3IHKNTE.

Ako cte B OomHMIIa, TabneTkara Moxke 1a Bu Obe najeHa, cMeceHa ¢ Majako BOJIa U IPUIIOKEHA Upe3
COHJIa TIpe3 Hoca (Ha30-TacTpaHa COHA).

AKO cTe mpueJiM MoBe4Ye 0T HeoOxoanMaTa no3a Brilique

AKo cTe npuenu noseve oT HeodxoauMaTta fo3a Brilique, He3a0aBHO ce CBBPKETE C JieKaps CU WU
otuaere B ObosnHnIa. B3emere omakoBkara Ha JEKapcTBOTO che cebe cu. Bue Moske na cTe u3noKeH:
Ha MOBHILEH PUCK OT KbPBEHE.

AKo cTe mponycHaJiM 1a npuemere Brilique
e AKO CTe IpOITyCHANH /1a IPUEMETe 103aTa CH, B3EMETe ClIeBalara KakTo 00rJaiHo.
e He B3umaiiTe ABOIHA 1032 (IBE 103U €AHOBPEMEHHO), 32 1a KOMIIEHCHpATe MPOITyCHATAaTa J103a.

AKo cTe cipesiu npremMa Ha Brilique

He cniupaiite npuema Ha Brilique, 6e3 na cTe ce mocsBeTBaiy ¢ Jiekaps cu. B3umaiite ToBa JeKapcTBO
pEeloBHO 0TOTaBa, JJokaTo Bammst nekap Bu ro npennucea. Ako cripere na npuemare Brilique, ToBa
MOJKE J1a MOBHIITM BE3MOYKHOCTTA JIa TIOJTyYUTe APYT MUOKAp/IeH HH(PAPKT MU MO3IBUCH yJIap, HITH
CMBPT OT 3a00JIs1BaHe, CBBP3aHO ChC CHPLETO U KpbBOHOCHUTE B chaoBe.

AKO HNMaTC HAKAKBU JOMNBJIHUTCIHU BBIIPOCHU, CBHP3aHU C yHOTpeGaTa Ha TO3U MPOAYKT, MOIIUTANTE
Bamus nexap win papmarienr.

4. BB3MOKHN HeKeTaHU peakIuu

KakTto Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia IPCAU3BHUKA HEKECIIaHNU pCaKIINU, BBIIPEKU Y€ HC
BCCKM I' [TOJTy4aBa. HpI/I ImpyueMa Ha TOBa JICKapCTBO MOraT Ja C€ pa3BUAT CICAHUTC HEKCIIaHN
pCaKkuuu:

Brilique moBnusiBa KpbBOCHCUPBAHETO, TaKa Y€ MMOBEUYECTO HEXKENAHU e(DEKTH ca CBhP3aHU C KbPBCHE.
KbpBene Moxe 1a Bb3HUKHE BBB BCSAKa YaCT Ha TsUI0TO. HsiKOM BUIOBE KbpPBEHE Ca YeCTH (KaTo MOsABa
Ha CUHMHHU M KbPBEHE OT HOca). TeKKOTO KbPBEHE HE € YECTO, HO MOXe Ja ObJe
’KMBOTO3aCTPAIIaBalIlo.

AKo 3a0eJieskuTe HAKOM OT CJIeJHUTe CHMIITOMH, Tpsi0Ba He3a0aBHO 1a Bu Buau jexap — Moxke
Ja ce Hy:KIaeTe 0T CICLIHO JeYeHHe:
e Mo3bueH WM BbTpeuepeneH KPbBOU3IUB € HeuecTa HesKeJlaHa peaKius, 1 Moxe 1a
NpeAu3BHKA MPU3HAIM HA MO3bYeH HHCYJIT KATO:
- BHE3aIlHO M3TPBIIBaHE WM c1abocT Ha Bamara ppka, Kpak WIH JHIE, 0OCOOEHO aKo € CaMo
OT eJ]HaTa CTpaHa Ha TSUI0TO;
- BHE3aIlHO 00BPKBaHe, 3aTPyIHEH FOBOP WK pa30upaHe Ha OKOJIHUTE;
— BHC3allHa I10sABa Ha 3aTPYAHCHHUE IIPHU XOACHE, HAPYIICHO PABHOBECUEC WUJIN KOOPAUHALINA,
— BHE3aITHO 3aMaiiBaHe WM BHE3AITHO CHIIHO TTIaBOOOIME C HEsICHA IPUYUHA.
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IIpu3Hanu HA KbpPBeHe KaTO:

- KBpPBEHE, KOETO € TeKKO, HIIM KOETO HE MOXKETE J]a KOHTPOJIHUPATE;

- HEOYaKBaHO KbPBEHE WM KbPBEHE, KOETO Tpae MPOIBIKUTEITHO BPEME;
- poO30Ba, YepBeHa WU KadsiBa ypHHA;

— TOBpBILAHE HA YepBeHA KPbB WM MOBPBILAHE C BUI HA ,,CMJISTHO Kade;
— YEepBEHH WIM YEPHU M3NPaKHEHMS (MPUINYAILY Ha KaTpaH);

- KalUIsHE WU MOBpbIaHe Ha KbPBaBH ChCUPEITH.

Ipunagane (CMHKOM)
- BpeMeHnHa 3ary6a Ha ch3HaHHE TTOPATU BHE3AIMHO HaMaIsIBaHE Ha IPUTOKA HA KPHB KbM
MO3bKa (4eCTH).

O0cbaere ¢ 1ekapsi €U, aK0 3a0eJIe;KUTe HAKOM OT CJIeJHUTE CUMIITOMMU:

YyBCcTBO 32 HeJOCTUT Ha Bb3/1yX — TOBAa CE pa3BHBAa MHOTO 4ecT0. Moe 1a ce ABbJDKU Ha
ChpIIeYHOTO Bu 3a00isiBaHe Win Ha Apyra MPUYUHA, WK MOXKE J1a OblIe HeXKeIaHa peakiys Ha
Brilique. Cbpp3anust ¢ Brilique 3a1yx 0OMKHOBEHO € JIeK U Ce XapaKTepU3nupa ¢ BHE3aIeH
HEOYaKBaH HEOCTHUT Ha Bb3AyX, OONKHOBEHO BB3HUKBAIL IIPH MTOKOH, KATO MOKE J1a C€ MOSIBH
npe3 MbPBUTE CEIMUIIM Ha JICYSHHE U IIPU MHOTO XOpa MOXe Ja U34e3He. AKO 4yBcTBOTO Bu 3a
HEIOCTUT Ha BB3IYX CE BIIOLIABa WIN NPOIBIDKABA IBITO BpEME, YBEAOMETE JICKapsi CH.
Bammsar JICKap e peln aajiki ToOBa U3WCKBA JICUHCHUC UJIW JOIIBJIHUTCIIHU U3CIICABAHMA.

)Ipyl"l/l BbH3MOKHM HEKEJTAHU PEAKIIUU

MHoro 4yectu (Moke Ja 3acerHat nosede or 1 Ha 10 xymm)

Brcoko HMBO Ha MMKOYHA KMCEIMHA B KPBBTa (YCTaHOBSIBA CE C TECT);
KbpBeHe, IPUUUHEHO OT HAPYLIEHUS Ha KPBBTA.

Yectu (Morar aa 3acersar a0 1 Ha 10 xymm)

CuHuHH;

I'maBoGomue;

UyBCcTBO 32 3aMastHOCT WJIH YCeIllaHe, ue CTasTa ce BhPTH;

Jnapus unu Jo1io XxpaHOCMUIAaHE;

[To3uBwu 3a moBpHBINaHe (TaJcHE);

3arex;

O6pus;

CwpOex;

Cunna OoJka M MoAyBaHe Ha CTAaBUTE — TOBA ca MPHU3HAIM Ha TOarpa;

UyBCTBO 3a 3aMastHOCT WJIM CBETOBBPTEK MIIM 3aMBIJICHO 3pPSHHE — TOBA ¢a MIPHU3HALIM Ha HUCKO
KPBBHO HaJIsraHe,

KspBeHe oT HOCa;

KbpBeHe cien xupyprudHa HHTEPBEHIUS WM OT TOPSA3BaHUs (HAIpUMep pu OpbCHEHE) U
paHM MMO-CHUITHO OT HOPMAITHOTO;

KbpBeHe oT cromamntHata turaBuIia (sS3Ba);

KbpBsiy BeHIH.

Heuectu (Morat ga 3acernat 10 1 na 100 xymm)

AJnepruuna peakius — 00puB, CbpOESK MIIM OTOK Ha JIMLIETO, UM OTOK Ha YCTHHUTE/€3MKa MOraT
Ja ca IPU3HAIM Ha AJICPTUYHA PEaKIIHs;

O06mbpkBane;

3putenHu NpoOIeMu, IPUIUHEHH OT HAJIMYUETO HA KPBB B OKOTO;

BaruHanHo KbpBeHE, KOETO € TI0-TEXKKO HITH e CIy4Ba M0 BpeMe, Pa3IiiHo OT HOPMAJIHOTO Bu
(MeHCTpyaIHO) KbPBEHE;

KbpBeHe B cTaBUTE 1 MyCKYJIUTE, TIPEAU3BUKBAIIO O0JIE3HEHO MOTyBaHE;

KpsB B yxoT0;

BwTpernieH KpbBOU3IHB, TOBA MOXKE JIa MPETU3BUKA 3aMaliBaHE WIIH CBETOBBPTEXK.
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Cho0maBaHe Ha HeKeJIAHU pPeakInu

AKO monyunTe HIKaKBH HEKETaHU JICKApPCTBCHU PEaKIluy, yBeJoMeTe Bamst nekap uiu hapMarieBr.
ToBa Bk/II0YUBa BCUUKH BB3MOXXHHU, HCOITMCAHU B Ta3U JIMCTOBKA HCXKCIJIAHU PCAKIIUU. Moxete ChIIO aa
ChOOIIMTE HEXXEJIAHN PEaKIUH JUPEKTHO Ype3 HallMOHAIHATa CHCTEeMa 32 ChOOIIaBaHe, TOCOYCHA B
[Ipunoxenue V. Karo crobmiaBare HexenaH! peakiy, MOXKETe a JajleTe CBOS NPUHOC 3a
MoJy4aBaHe Ha MoBeue HH(opManus OTHOCHO 0€30MacHOCTTa Ha TOBA JICKApCTBO.

5. Kak na coxpansBate Brilique

CpxpaHsiBaliTe TOBA JIEKapCTBO HA MSICTO, HEAOCTBITHO 3a JIeLa.

He usmon3Baiite ToBa JIeKapCTBO ClIe CPpOKa Ha TOTHOCT, OTOEIsI3aH BhPXY OnHcTepa M KapToHEHATa
OTIaKOBKa, ChOTBETHO cien Haamnuca “EXP” u “T'onen 10”. CpoKbT Ha TOMHOCT OTIOBaps Ha
MOCHEIHUS ICH OT ITOCOYCHUS MecelIl.

ToBa nekapcTBO HE U3UCKBA CIEIUAIHU YCIOBUA HA ChbXPaHCHUE.

He u3xBopiistiiTe nekapcTBaTa B KaHATU3AIMMSITA WK B KOHTEHHEPA 32 TOMAIITHA OTHAIbIIH.
[Nonwmraiite Bamms dapmaneBT Kak Ja H3XBHPIATE JIeKapcTBaTa, KOUTO BeUue He u3Ionspare. Te3u
MEPKHU L€ CIIOMOTHAT 3a OIMa3BaHE HAa OKOJHATA CPeaa.

6. ChbabpikaHHe HA OTIAKOBKATA M JONBJHUTEJIHA HH(POPpMANHA

Kaxkso cbabp:ka Brilique
e AKTHBHOTO BEUIECTBO € TUKarpenop. Beska punmupana Tadnerka cpabpxka 90 mg TuKarpenop.

e Jlpyrure cbCTaBKU ca:
Aopo na mabremrxama.: manutona (E421), kanuues xuaporendocdar qTuxuapaT, HATPUCB
HUILECTEH IIIMKOJIAT TU A, Xuapokcunpomwienyinosa (E463), maruesues creapat (E470b).

Quiamoso nokpumue na madremkama: xunpomenosa (E464), turanos muoxcun (E171), Tank,
makporod 400 u xwiat xeneseH okcua (E172).

Kak m3ruexxnga Brilique n kakBo cbaBbp:ka OMaKOBKAaTa
dunmupana TabneTka (Tabnerka): TabneTkuTe ca KpbIiin, IBOWHOUBIIBKHAIIH, )KBITH, (pUiIMUpaHu
Ta0JIeTKH, MapKupanu ¢ ,,90” vazg ,,T” oT enHara cTpana.

Brilique ce npennara B:
®  CTaHJapTHH OIUCTEpH (ChC CUMBOJIHM CI'BHIIE/ITYHA) B KAPTOHEHU OMaKOBKH OT 60 1
180 TabneTkw;
e  KaJeHJapHH OyucTepH (ChC CHMBOJM CITBHIIE/TYHA) B KAPTOHEHH OMAKOBKH OT 14, 56
168 TabneTkw;
e nepdopupanu eqHOA030BH OIHCTEpU B KapToHeHU onakoBku oT 100 x 1 Tabnerka.

He BcHukM BUI0BE OMIAKOBKH MOT'aT Ja ObJAT MMyCHATH B IPOaaX0a.
IIpuTe:xkaTes Ha pa3pelIeHHETO 32 yNOTpeda M MPOU3BOIUTET
[Iputexaren Ha pa3pelICHUETO 3a yroTpeoda:

AstraZeneca AB

SE-151 85

Sodertélje

Isenus

ITpounsBoauTen:
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AstraZeneca AB
Gértunavagen
SE-151 85 Sodertilje
[IIBenusa

[IpousBoaure:

AstraZeneca UK Limited

Silk Road Business Park
Maccelsfield, Cheshire, SK10 2NA
BenukoOputanus

3a nombaHUTENHA HHPOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JTOKATHHS
MPEICTABUTEN Ha IPUTEKATENSI Ha pa3pelIeHUETo 3a yrnotpeda:

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

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

Ceska republika
AstraZeneca Czech Republic s.r.o
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

| WYX T
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

Hrvatska
AstraZeneca d.o.o.

Tel: +385 1 4628 000

Ireland
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Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +32 237048 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
Romania

AstraZeneca Pharma SRL
Tel: +40 21 317 60 41

Slovenija



AstraZeneca Pharmaceuticals (Ireland) Ltd
Tel: +353 1609 7100

Island
Vistor hf.
Simi: +354 535 7000

Italia
AstraZeneca S.p.A.
Tel: +39 02 9801 1

Kvmpog
Aléktop Papuokevtikn Atd
TnA: +357 22490305

Latvija
SIA AstraZeneca Latvija
Tel: +371 67377100

AstraZeneca UK Limited
Tel: +386 1 51 35 600

Slovenska republika
AstraZeneca AB, o0.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

I[aTa Ha MOCJICAHO NMpepasrijec:;kaane Ha JIMCTOBKaTa

JApyru n3TouHunM Ha HH(pOpMALHA

[MonpoGHa uHpOpMaIIKs 3a TOBA JICKAPCTBO € IPeJ0CTaBeHa Ha yeOcaiTta Ha EBporetickaTa areHius

10 JiekapcTBara http://www.ema.europa.eu.
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JIncroBka: Undopmanus 3a morpeduresis

Brilique 90 mg TadJjieTku, TUCIEPTrUPAIIU CE€ B yCTAaTa
THKarpesop (ticagrelor)

IIpoyeTreTe BHUMATETHO HAJIATA JHCTOBKA, IIPEAN 1A 3all049HeTe 1A IpUeMaTe TOBa JIEKapCcTBo,

Thil KATO TS CbAbPka BaxkHa 3a Bac nagopmanms.

- 3amazeTe Ta3u JUCTOBKA. MoOJe /1a ce HaJIOXKH J1a 5 POYeTeTe OTHOBO.

- AKO MaTe HIKaKBU JOIMBIHUTEIIHNA BBIIPOCH, TToNHTaiTe Bamms nexap mim dhapmarienT.

- ToBa nexapcTBO € MpeanIucaHo eINHCTBEHO U TUYHO Ha Bac. He ro npeoTcrenBaiite Ha 1pyru
xopa. To Mo>ke fa UM HaBpeIu, HE3aBUCUMO, Y€ TIPU3HALUTE Ha TAXHOTO 3a00JIsBaHE ca
ChIIMTE KaTo Bammure.

- AKO ToNTyunTe HIKaKBU HEXXEJIaHU peakiuy, yBenomere Bamms nekap nim ¢papmanent. ToBa
BKJIFOUBA M BCHUKU BB3MOYKHHU HEKEIAHN PEAaKIMK, HEONMCAHU B Ta3u JIMCTOBKA. Brk Touka 4.

KakBo cbhabp:ka Ta3u JUCTOBKA

Kakso npencrasnsasa Brilique u 3a kakBo ce n3non3sa
Kakso tpsi0Ba na 3Haere, npeau ga npuemere Brilique

Kak na npuemare Brilique

BB3MOKHY HEXENaHU peakiuu

Kak na cexpansiBare Brilique

ChbabpxaHue Ha ONIAKOBKATa M AOIBIHUTENIHA HH(POPMALUS

A e

1. Kaxkso npeacrasiasBa Brilique u 3a kakBo ce usnosissa

Kaxkso npencraBiasBa Brilique
Brilique chabpika JIEKapCTBEHO BEILECTBO, HAPECUCHO THKArpesop. To MPUHAICKH KbM IpyIa
JIEKapCcTBa, HAPEYCHU aHTUTPOMOO3HH JICKapCTBa.

3a kakBo ce u3noJu3ssa Brilique
Brilique, B KOMOMHAITHS ¢ alleTHJICAIMITAIIOBA KUCEIIMHA (IPYro aHTUTPOMOOTHYHO CPEICTBO), €
MpeHa3a4yeH 3a ynorpeda eIMHCTBEHO NPU Bb3pacTHU. ToBa jiekapcTBo Bu e naieHo, 3amoro cTe
TpeKapam:

e uH(}apKT (ChpAEUEH yAap) Wiu

e HecraOuiHA cTeHOKapaus (CTEHOKapAWs WM IpbaHa 00JIKa, KOSTO HE ce KOHTPOIMpa Joope).
Toii HamalsiBa BEpOSTHOCTTA J1a HACTHIH JIPYT WH(GAPKT UIN MO3bYEH UHCYIT, WIIA CMBPT OT
3a00JIsIBaHe, CBBP3aHO ChC CHPIIETO WM KPBBOHOCHUTE Bu choBe.

Kak peiicrBa Brilique

Brilique neiicTBa Ha KJIETKH, HApEUYEHH ,,TPOMOOLUTH (OILle HAPEUCHH ,, KPBBHU Iu1ouniy”’). Te3n
MHOT'O MaJIKi KPBbBHH KJIETKU TIOMaraT 3a CIIUpaHe Ha KbPBEHETO, KaTO CE CIICMBAT U 3aITyIIBaT MaJIKH
MOpPSI3aHH WK YBPEJCHN YYaCThIIU OT KPHBOHOCHHUTE CHJIOBE.

TpomOotuTHTe, 06ave, MoraT na 00pa3yBaT U ChCHPEIH BHTPE B OOJHU KPHBOHOCHU CHJIOBE Ha
ChpIIETO U MO3bKa. ToBa Moke 1a Ob/ie MHOI'O OIIacHO, 3all0TO:
® CBHCHUPEKBT MOXKE Ja MPEKbCHE HAITBIHO KPHBOCHAOASIBAHETO — TOBA MOJKE J1a IPUYMHU
MHUOKapJieH HHPAPKT WX MO3bUCH yIap, HITH
® CHCHPEKBT MOXKE J]a 3aIlyIIN YaCTUIHO KPhbBOHOCEH ChJl Ha ChPLIETO — TOBA HaAMasiBa
KPBBOCHA0IIBAaHETO HA CHPIIETO M MOKE Ja MpeInu3BHUKa IPphIHA O0JIKa, KOATO Ce MOABSIBA U
1ocJjie 0T3By4YaBa (Taka HapedeHaTa ,,HecTaOuiIHa CTEHOKapIus”).

Brilique momara 51a ce cripe cienBaHeTo Ha TpoMbonuTuTe. 10 TO3u HaYMH ce HamallsiBa
BEPOSTHOCTTA JIa ce 00pa3yBa KPbBEH ChCHPEK, KOUTO MOXKE J1a HAMAJIU KPhBOCHAO SIBAHETO.
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2. Kakso TpsdBa na 3Haerte, npeaun xa npuemere Brilique

He npuemaiite Brilique, axo:

® CTe aIEpIrHYHH KbM THKArpeaop Wik KbM HAKOS OT OCTaHAJIMTE ChbCTABKH Ha TOBA JICKAPCTBO
(u30poeHu B TOUKA 6);
uMare KbpBeHE B MOMEHTA,;
CTe UMaJl MO3bYCH yJiap, IPUYNHEH OT KPHBOU3JINB B MO3bKA;
UMare TeXKO YePHOAPOOHO 3a00JIsIBaHE;
npreMare HIKOoe OT CIeJHHUTE JISKapCTBa: KETOKOHA30:1 (M3MOJI3BaH 32 JIeYeHUE Ha M’bOMYHH
nHGEKINN), KIapUTPOMHULIMH (M3II0N3BaH 3a JeUeHne Ha OakTepuaiHi nHGEKIun), He(ha3010H
(aHTHIENpECAaHT), PUTOHABHP U aTa3aHaBUp (M3M0JI3BaHU 3a jJeyenre Ha HIV undekuns u
CIIMH).
AKo HIKO€ OT n30poeHuTe ce oTHacs 10 Bac, He npuemaiite Brilique. AKo He CTe€ CUTypHH, TOBOPETE
c JieKaps M (apMareBTa CH, Ipeau 1a 3al0vHeTe Ja IpueMare ToBa JIEKapCTBo.

[penynpeskaeHust U Mpeana3sHu MEPKH
[Ipenu na 3amounete na npuemare Brilique, roBopete ¢ Barus nekap wnu (papMaieBT, aKo:
e lIMaTe MOBUIIIEH PUCK OT KbPBEHE MOPATIH:
- CKOpOIIIHA TEXKAa TPaBMa,
— CKOpOIIIHA XUPYPTrUYHA UHTEPBEHIIMS (BKIIOYUTEIHO CTOMATOJOTHYHA MaHHITYJIAITHs,
nonutaiite Bamms ctomaTosor 3a ToBa);
- CBCTOSIHHE, KOETO 3acsira CbCHPBaHETO Ha KPBBTA;
- CKOpOIIHO KbPBEHE OT CTOMAaxa HMJIM YepBara (KaTo HampuMep OT CTOMAIITHA S3Ba WK
,,IToJATH” B IEOEII0TO YEPBO).

e Axko Bu npeacron xupypruuHa HHTEPBEHINS (BKIIOYUTEIHO CTOMATOIOTMYHA MAHHUITYJIAITHS )
o KOETO U Jia € BpeMe, Jlokaro npuemare Brilique. [Iprunnara 3a ToBa € MOBHIICHUST PHCK OT
KbpBeHe. BammsaT nexap Moe J1a pely J1a CrpeTe MpreMa Ha TOBa JISKAPCTBO 7 THU Mpean
XUpyprudHaTa HHTEPBEHITHUS.

e Axko cepaeuyHara Bu yecrora e HeoOn4aitHO HrcKa (0OMKOHOBEHO MMO-HUCKA OT 60 ymapa B
MUHYTa) ¥ BCE OIll¢ HIMaTe MOCTABEHO YCTPONCTBO, KOETO PETyJrpa ChpAeyHus Bu puTsm
(meicMenKsp).

e llmare acT™ma Wi Ipyru 6enoaApoOHN TPOOIIEMH, WK 3aTPYAHEHO JHIIAHE.

AKO cTe UMaH MpoOJIEMH C YepHUS CH JPO0 WM MPEI TOBA CTE MpeKapain 3a00JsBaHe, KOETO
MOJKe Jia € 3acerHajo yepHusi Bu qpo0.

e Axko Bu e HampaBeH KpBBEH TECT, KONTO € IMOKa3al ChIAbp)KaHUE Ha MTOBeYe OT 0OUYaiHOTO
KOJINYECTBO TMKOYHA KUCEJIHHA.

AKO HAKOE OT U30pOeHUTE ce oTHACA A0 Bac (M ako He cTe CUTYpHH), TOBOpeTe ¢ Bamms nekap wim
(hapmarieBT, Ipean 1a MpUEeMeTe TOBA JEKapCTBO.

Jleua u roHOIIM
Brilique He ce mpenopbyYBa 3a Jiela U IOHOIIN 1o 18 rouHH.

JApyru nexapcrBa u Brilique

Mouns, uadopmupaiite Bamms nekap nin papmarneBT, ako mpreMare, HaCKOpo CTe MpHeMalH Uil €
BB3MOJKHO J1a IpHeMaTe OpyrH JekapcTsa. [lpuunHara 3a ToBa e, ye Brilique Moske na mosnusie Ha
JEMCTBHETO HA HAKOM JIEKAapCTBa, KAKTO U HAKOM JIEKapCTBA MOTaT Ja MOBJIMST Ha IEHCTBUETO HA
Brilique.

VYBenomere Bammst nekap nim ¢papManeBT, ako IpHeMaTe HIKOE OT CJICAHUTE JIeKapCTBa:
e toBeue oT 40 mg THEBHO CHMBACTATHH WJIK JIOBACTATHH (JIEKapCTBa, H3MOJI3BaHU 3a JICUCHUE Ha
BHCOK XOJIECTEPOI);
pudaMnuuuH (aHTHOMOTHK);
¢ennrtorH, kapbamazenuH u GeHoOapOuTa (M3MOI3BAHM 332 KOHTPOJI Ha IPUIaIbLN);
JUTOKCHH (M3M0I3BaH 3a JICYCHUE Ha ChpAeYHa HEA0CTAThYHOCT);
LUKJIOCTIOpUH (M3MOI3BaH 3a OTCIabBaHe Ha 3aIMTaTa Ha OPraHu3Ma);
XMHUAMH U AWITHA3EM (M3M0I3BaHHM 32 JIeUeHHE Ha a0HOPMEH ChPACUYCH PUTBM);
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° 6€Ta—6J'IOK€pI/I " BCpanaMuil (I/I3HOJ'I3BaHI/I 3a JICYCHUC HAa BUCOKO KPBBHO HaJ'IS[FaHe).

VYBenomere Bammst gexap uian ¢papManeBT, 0COOCHO ako MpreMaTe HAKOE OT CIeIHUTE JIEKapCTBa,
KOHTO MOBHINIABAT PUCKA OT KbPBCHE:
e _IIepOpaJHU aHTUKOATYJIaHTH ’, Y€CTO HAPUYaHU H ,,JIEKapCTBa 3a pa3pekJaHe Ha KpbBTa”,
KOUTO BKITIOYBAT BaphapuH;
e HectepougHH npotuBoBb3nanutensu cpeacrsa (HIIBC), yecto mpuemanu kato 06e300msBaty,
KaTo uOynpoeH 1 HaIpPOKCEeH;
® CEIEKTHBHU MHXMOMTOPHU Ha OOpaTHOTO MOeMaHe Ha cepoToHHHA (chkpaTeHo SSRI), mpuemann
KaTo aHTUACTIPECAaHTH, HAIPUMEp IMAPOKCETHH, CEPTPAIHH M IUTAJIONPaM;
® JIpYTH JIEKapcTBa KaTo KETOKOHA30J (M3MO0JI3BaH 3a JIeYeHHE Ha I'bONYHN HHEKINH),
KIIAPUTPOMHUIIHMH (M3TI0JI3BaH 32 JICUCHHE Ha OaKTepUaTHU HHPEKIH), Heha3oJ0H
(aHTHIENpECAaHT), PUTOHABHP U aTa3aHaBUp (M3M0JI3BaHU 3a jJeuenre Ha HIV undekuuns u
CIIMH), un3anpua (M3M0I3BaH 3a JIeYeHHE Ha KUCEJIIMHH), €Proajkalona (M3M0I3BaHU 32
JieueHHEe Ha MUTPEHA U TT1aBO0OIHE).

Coimo Taka, kaxxere Ha Bamus nekap, ue Thit kato B3emare Brilique, Moxke 1a ©MaTe MOBHIIEH PHCK
OT KbpBEHE, B CIIy4ail ue Jiekapat Bu nane GuOpHHOIUTUIN, YECTO HAPUYAHH ,,JIEKApCTBa 3a
CTOIISIBAHE HA ChbCUPELH”’, KATO CTPENITOKMHA3A WM AJITETIa3a.

BpemenHOCT U KbpMeHe

[IpuemsT Ha Brilique He ce npenopbuBa, ako cTe OpeMeHHa MIIM HMa BEPOATHOCT Ja 3a0peMeHeeTe.
’Kenute TpsiOBa Aa M3MONI3BAT MOAXOAIIN KOHTPAIIENITUBHU CPEJICTBA, 32 Ja e MPEeANna3sT OT
3a0peMeHsIBaHe 0KaTo MpHeMaT TOBa JIEKapCTRBO.

AKO KbpMHTE, TOBOPETE C JIEKaps CH, IPEIH J1a 3all04HeTe Aa IpueMare ToBa JekapcTBo. Bammsar
nekap 1e oochau ¢ Bac momsute u puckosete oT puema Ha Brilique nipe3 To3u nepuo.

AKO cTe OpeMeHHa WM KbPMHUTE, CMATATe, Y€ MOJXKE J1a CTe OpeMeHHa WiIH IJIaHUpaTe OPEeMEHHOCT,
MMOCHBETBalTE ce ¢ Bammms jnexap win apmaneBT npeau ynorpedata Ha TOBa JIEKapCTBO.

lopupane u padoTa ¢ MAIIUHU

Brilique e manko BeposiTHO Ja nmosnusie ciocodHocTTa Bu na modupare wium na padotute ¢ MalIvHU.
AKO ce IO4yBCTBAaTe 3aMasiHi WM 00OBbPKaHH, JOKATO MPHEMaTe TOBa JIEKApPCTBO, ObIeTe BHUMATEIHH,
KoraTo modgupare Wik paboTUTE C MAIIIHHH.

3. Kak na npuemare Brilique

Bunaru npuemaiite ToBa JIEKapCcTBO TOYHO KakTo Bu e ka3an Bammsar nekap. Ako HE cTe€ CUTYpHU B
Helo, monurtaite Bamus nexap win ¢papmanenT.

Koako na npuemare

e [IppBOHAUaMHATA 7032 € ABE TaOJIETKH STHOBPEMEHHO (HaToBapBaiia go03a oT 180 mg).
OOuKHOBEHO Ta3u 1032 e Bu 0b11e najena B 00HUIIATA.

e (Crnen Ta3u MFPBOHAYATHA 10332 OOMUYaifHATa JO3UPOBKA € eaHa TadieTka oT 90 mg nBa MbTH
JTHEBHO B IIPOIBDKEHUE HA HE ToBeYe OT 12 Mecera, OCBeH ako Bammst nekap He Bu
MMOCHBETBA APYTO.

o [IpuemaiiTe TOBa IEKapCTBO MO €HO ¥ CHIIO BpeMe BCEKH JIeH (HaIllpuMep, eHa TabIeTKa
CYTpHH U €/IHa Be4ep).

IIpuem Ha Brilique ¢ apyru JiekapcTBa, NOBJIMSBAIH KPbBOChCHPBAHETO

O6uxHOBeHO BammusT nekap me Bu mochBeTBa fja npremare U aleTHICATMINIOBA KucenuHa. ToBa e
BEIIECTBO, KOETO MIPUCHCTBA B MHOTO JIEKAPCTBA, U3IOJI3BAHM 3a IIPEJOTBpATIBaHE Ha
KpbBOChCUpBaHeTo. BammusT nekap me Bu kaxe kosko na npuemare (0OOMKHOBEHO Mexay 75-150 mg
JTHEBHO).
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Kak na npuemare Brilique
He otBapsiite 6iucTepa, 10KaTO HE J0M/Ie BpeMe J1a IpueMeTe BameTo nekapcTBo.
e 3a na u3BaauTe TabJIeTKaTa, pa3KbcalTe QOIHMOTO Ha OJUCTEepa — HE HATHUCKaiTe TabieTKaTa
mpe3 QoIHOTO, 3aII0TO MOKE J1a Ce pa3dyIlu.
e Crnoere TablleTKaTa BbPXY €3UKa CH U 51 OCTaBETE J]a ce pas3MaHe.
e Crnex ToBa MOXeE Ja 51 IPETIIbTHETE ChC WIIH O€3 BOJa.
e MosxeTe ja mpuemMere TabiIeTKaTa ChC WM 0e3 XpaHa.
Ako cte B OomHMIIa, TabneTkara Moxke 1a Bu Ob1e najeHa, cMeceHa ¢ Majiko BOJIa U IPUIIOKEHA Upe3
COHJIa TIpe3 Hoca (Ha30-TacTpaHa COHIA).

AKO cTe mpueJIM MoBe4Ye 0T HeoOxoanMmaTa no3a Brilique

AKo cTe npuenu noseve oT HeodxoauMaTta fo3a Brilique, He3a0aBHO ce CBBPKETE C JieKaps CH WU
otuaere B OonHUIA. B3emere onakoBKaTa Ha JIEKapCTBOTO Che cebe cu. Bue Moke 1a cTe H3nokeHH
Ha NOBUIIICH PUCK OT KBPBCHE.

AKo cTe mponmycHaJim 1a npuemere Brilique
e AKO CTe IIpOITyCHAJIH Jia IPUEMETE J]03aTa CH, B3EMETE ClleiBalaTa KakTo 00HYaifHo.
e He B3umaiiTe ABOIHA 032 (JIBE 103U SAHOBPEMEHHO), 3a J1a KOMIIEHCHpATe MPOIyCcHATaTa J103a.

AKko cTe cipesu npuemMa Ha Brilique

He cniupaiite npuema Ha Brilique, 6e3 na cTe ce mochBeTBamiy ¢ JieKaps ci. B3umaiite ToBa JeKapcTBO
pEeloBHO 0TOTaBa, JJoKaTo Bammst nekap Bu ro npennucsa. Ako cripere na npuemare Brilique, ToBa
MOJKe J]a MOBHIIH BH3MOXHOCTTA Ja MOTYYHTE APYT MUOKAp/IeH HHPAPKT HIH MO3BUYCH yap, Ui
CMBPT OT 3a00JIs1BaHe, CBBP3aHO ChC CHPLETO U KpbBOHOCHUTE B chaoBe.

AKO HNMaTC HAKAKBU JOMIBJIHUTCIHU BBIIPOCHU, CBHP3aHU C yHOTpeGaTa Ha TO3U MPOAYKT, MOIIUTANTE
Bamus nexap win papmarienr.

4. Bb3MOKHH HeKeJIaHU pP€aKkuumn

KakTto Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia IIPCAU3BHUKA HEKECIIaHNU pCaKIINK, BBIIPEKU Y€ HC
BCCKH I' [TOJTy4aBa. HpI/I ImpyueMa Ha TOBa JICKapCTBO MOraT Ja C€ pa3BUAT CICAHUTC HEKCIIAaHU
peaKkuuu:

Brilique moBnusiBa KpbBOCHCUPBAHETO, TaKa Ye MMOBEUYECTO HEXKENAHU e(DEKTH ca CBhP3aHU C KbPBCHE.
KbpBene Moxxe 1a Bb3HUKHE BBB BCSAKA YaCT Ha TSUI0TO. HsiKOM BUIOBE KBpPBEHE Ca YeCTH (KaTo MOsABa
Ha CUHMHHU M KbPBEHE OT HOca). TeKKOTO KbPBEHE HE € YeCTO, HO MOXe Ja ObJe
’KMBOTO3aCTPAIIaBaIIlo.

AKo 3a0eJieskuTe HAKOM OT CJIeJHUTe CHMIITOMH, TPsi0Ba He3a0aBHO 1a Bu Buau Jiekap — Mosxke
Ja ce Hy:KJIaeTe 0T CICLHO JeYeHHe:
e Mo3bueH WM BbTpeuepeneH KPbBOU3JIUB € HeuecTa HelKeJIaHA peaKlus, U MoxKe Ja
NpeAu3BMKA MPU3HAIIM HA MO3bY€H MHCYJIT KaTo:
- BHE3aIlHO M3TPBIIBaHE WM c1abocT Ha Bamara ppka, Kpak WIH JHIE, OCOOEHO aKo € CaMo
OT eJjHaTa CTpaHa Ha TSUI0TO;
- BHE3aITHO OOBPKBaHe, 3aTPYIHEH r'OBOP WM pa3dUpaHe Ha OKOJIHUTE;
- BHE3aIHa [10sIBa HA 3aTpYJHEHHE IIPU XOACHE, HAPYIIEHO PABHOBECUE UM KOOPANHALINS;
- BHE3aITHO 3aMaiiBaHe WM BHE3aIHO CHJIHO I71aBO0OJIME ¢ HESCHA IIPUYHHA.

e IIpuzHany Ha KbpBeHe KaTo:
- KBPBEHE, KOETO € TEXKKO, HIIM KOETO HE MOXKETE J]a KOHTPOJIUPATE;
- HEOYaKBaHO KbPBEHE WM KbPBEHE, KOETO Tpae MPOIBIIKUTEIHO BpEME;
- PpO30Ba, YepBeHa WU KadsBa ypHHA;
- TOBpBILAHE HA YEPBEHA KPHB WM MOBPBILAHE C BUJ Ha ,,CMJISTHO Kade*;
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— UYCPBCHU WM YCPHU HU3MPAKHCHUA (npnnnqamn Ha KanaH);
— KallJIAHE WJIM MMOBPBUIAHC HAa KbPBAaBU ChCHUPCIIU.

Ipunagane (CMHHKOM)
- BpeMenHa 3ary6a Ha ch3HaHHE TTOPAU BHE3AIMHO HAMAISIBAaHE HA MMPUTOKA HA KPBB KbM
MO3bKa (4ecTn).

O0cbaere ¢ 1ekaps €U, aK0 3a0eJIe;KUTe HAKOM OT CJIeJHUTE CUMIITOMMU:

YyBCcTBO 32 HeJOCTHI Ha Bb3/1yX — TOBAa CE pa3BUBa MHOTO 4ecTO. MoJe 1a ce ABJKU Ha
ChpIIeYHOTO Bu 3a00isBaHe Win Ha ApyTra MPUYUHA, WK MOXKE J1a ObJIe HeXeIaHa peakiys Ha
Brilique. Cebpp3anust ¢ Brilique 3a1yx 0OMKHOBEHO € JIEK U Ce XapaKTepU3Hupa ¢ BHE3aIeH
HEOYaKBaH HEIOCTUT Ha Bb3AyX, OOMKHOBEHO Bb3HMKBAIII IPU ITOKOW, KATO MOKE J1a C€ TOSIBU
npe3 MbPBUTE CEIMHUIN Ha JICYSHUE U IIPU MHOTO XOpa MOXe Ja U34e3He. AKO 4yBcTBOTO Bu 3a
HEIOCTHUT Ha BB3/yX CE BJIOLIABA MM MPOABIKaBa IBJIT0 BpeMe, YBEIOMETE JIeKaps CH.
Bammsar JICKap e peun aajiv ToOBa U3UCKBA JICHCHUC UJIU JOIMIBJIHUTCIIHN U3CIICABAHMS.

)Ipyl"l/l BbH3MOKHM HEKEJTAHU PEAKIIUHA

MHoro 4ectu (Moke Ja 3acerHar nosede or 1 Ha 10 xymm)

Brcoko HMBO Ha MMKOYHA KMCEIMHA B KPBBTa (YCTaHOBSIBA CE C TECT);
KbpBeHe, IPUUUHEHO OT HAPYLIEHUS Ha KPBBTA.

Yectu (Morat aa 3acernat 10 1 na 10 xymm)

CuHuHHE;

I'maBoGomnue;

UyBCcTBO 32 3aMastHOCT WJIM yCeIlaHe, Ye CTasiTa ce BbPTH;

Jwrapus unu Jo1io XpaHOCMUJIAHE;

[To3uBwu 3a moBpHBIaHe (TaJCHE);

3arek;

O6pus;

CwpOex;

Cunna OoJka M MoAyBaHe Ha CTAaBUTE — TOBA Cca MPHU3HAIM HA IOAarpa;

UyBCTBO 3a 3aMastHOCT WJIM CBETOBBPTEIK MIIM 3aMBIJICHO 3PSHHE — TOBA Ca MPHU3HALIM Ha HUCKO
KPBBHO HaJIsraHe,

KspBeHe oT HOCa;

KbpBeHe cien xupypruiHa WHTEPBEHITUS WU OT MOPSI3BaHUS (HAIpuMep pu OpbCHEHE) U
paH# MMO-CHUITHO OT HOPMAITHOTO;

KbpBeHe oT cromamnrHara nuraBuIa (s38a);

KbpBsiy BeHIH.

Heuyectu (Morat ga 3acernar 10 1 na 100 qymmu)

AnepruuHa peakius — 00puB, CbpOESK MIIM OTOK Ha JIMLETO, MM OTOK HA YCTHUTE/€3UKa MOrat
Jla ca MPU3HALM Ha aJlepruyHa PeaKius;

O06bpkBane;

3puTenHu npoOaeMu, IPUIMHEHN OT HAIMYHETO Ha KPBB B OKOTO;

Barunanto kbpBeHe, KOETO € MO-TEXKKO WM CE CIIy4Ba M0 BpeMe, pa3InyHO OT HOpMaIHOTO Bu
(MeHcTpyallHO) KbpBEHE;

K®pBeHe B cTaBUTE 1 MyCKYJINTE, IPEAN3BUKBAIIO OOJIE3HEHO MTOTyBaHE;

Kp®B B yxoT0;

BrbTpeieH KpbBOM3INB, TOBA MOXKE J1a MPEIU3BUKA 3aMaliBaHE WA CBETOBBPTEXK.

Cpo0ImaBane Ha HeKeJAHU PeaKIHH

AXO NOJTyunTe HAKAKBU HEXKEJIAaHU JICKAPCTBEHN PEaKLUK, yBeroMeTe Bamms iexap win papMarieBT.
ToBa BKJIFOYUBa BCHYKH BH3MOXKHH, HEOTIMCAHH B T3 JIMCTOBKA HEKEJIAHH peakunu. MoxkeTe ChIo aa
ChOOIINTE HEXEJIAHN PEaKIUH JUPEKTHO Ype3 HallMOHAIHATa CHCTEeMa 32 ChOOIIaBaHe, IOCOYCHA B
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[Ipunoxenue V. Karo crobmiaBare HexenaHy peakiy, MOXKETe a JajieTe CBOS NPUHOC 3a
HOJTy4aBaHe Ha [ToBe4e HH(POPMAIHA OTHOCHO O0€30I1aCHOCTTA Ha TOBA JICKAPCTBO.

5. Kak na cexpansiBate Brilique

CbxpaHsBaiiTe TOBa JEKapCTBO Ha MACTO, HEAOCTBIIHO 3a JeLa.

He u3non3BaiiTe ToBa JIeKapcTBO Cliel CPOKa HAa TOIHOCT, OTOENA3aH BPXY OJMcTepa U KapTOHEHATa
OIaKoBKa, cbOTBETHO ciel Hagnuca “EXP” u “I'ogen 10”. CpokbsT Ha TOAHOCT OTrOBaps Ha
HOCJIEHUS AEH OT I0COUYEHHSI MECELL.

ToBa nexapcTBO HE H3HCKBA CIIEIUAIHU YCIOBUS Ha ChXpaHEHHE.

He n3xBbpuidiite 1ekapcTBaTa B KaHAIM3alKMATa WM B KOHTEHHEPa 3a JOMAIIHU OTHAAbLH.
[MomuTaiite Bamus hapManeBT Kak Ja U3XBBPIATE JIEKapCTBaTa, KOUTO BeUe He U3No3Bare. Te3n
MEpKH Il CIIOMOTHAT 3a OI1a3BaHE Ha OKOJIHATa Cperia.

6. Chm,pmaﬂne Ha onmaKkoBKaTa M J0II'bJHUTE/THA I/IH(l)OpMaIH(lﬂ

Kakso cpabpika Brilique
e AKTHBHOTO BEIIECTBO € THKarpenop. Beska tabneTka, [ucneprupaiia ce B ycrara, Chabpxka
90 mg Tukarpenop.

e JIpyrure cChCTaBKH ca:
manuton (E421), mukpokpucranna nemyno3a (E460), kpocnoBumgon (E1202), kcunmron (E967),
0e3BoseH KanuueB xuaporeH ¢pocdar (E341), natpues creapuindymapar,
xuApokcurpormmienyio3a (E463), komonaeH 0e3B0/IEH CHIIMIIUEB THOKCHUI.

Kak n3ruexxna Brilique n kakBo cbaBbp:ka OMaKOBKaTa
TabneTkuTe, AUCTIEPTHpPAILH CE B yCTaTa, ca KPBIJIM, TUIOCKH, ChC CKOCEHH KpauIla, 6enu 10 01e10
po30BH, Mapkupanu ¢ ,,90” mazg ,,T1” ot eqHaTa cTpana.

Brilique ce npeaara B:
e  nepdopupaHu €IHOI030BH OJIMCTEPH B KApTOHEHHU onakoBku oT 10 x 1, 56x1 u
60x1 TabaeTKH, AUCIICPTUPAILIH CE B yCTaTa.

He Bcruky BUaoBe OMaKOBKK MOrart 1a ObAaT MMyCHATH B IPOJaxoa.
IIpuTe:kaTes Ha pa3penIeHHETO 32 yNOTpeda M MPOM3BOIUTET

[Iputexaren Ha pa3peLICHUETO 3a ynoTpeda:
AstraZeneca AB

SE-151 85

Sodertélje

IBenms

[IpousBoaure:
AstraZeneca AB
Gértunavagen
SE-151 85 Sodertilje
[IBenusa

[IpousBoaure:
AstraZeneca UK Limited
Silk Road Business Park

Maccelsfield, Cheshire, SK10 2NA
BenukoOpuranus
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3a JombIHUTENHA HHPOPMAITUS OTHOCHO TOBA JICKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
MPEICTABUTEN Ha IPUTEKATENSI Ha pa3pelIeHUETo 3a yrnorpeda:

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

Bbbarapus
Actpa3eneka boarapus EOO/L
Ten.: +359 2 44 55 000

Ceska republika
AstraZeneca Czech Republic s.r.o
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

EALada
AstraZeneca A.E.
TnA: +30 2 106871500

Espaia
AstraZeneca Farmacéutica Spain, S.A.
Tel: +34 91 301 91 00

France
AstraZeneca
Tél: +33 141 29 40 00

Hrvatska
AstraZeneca d.o.o.
Tel: +385 1 4628 000

Ireland
AstraZeneca Pharmaceuticals (Ireland) Ltd
Tel: +353 1609 7100

Island
Vistor hf.
Simi: +354 535 7000

Italia
AstraZeneca S.p.A.
Tel: +39 02 9801 1
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Lietuva
UAB AstraZeneca Lietuva
Tel: +370 5 2660550

Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +32 237048 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

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



Kvnpog Sverige

Aréxtop Qappoxevtikn 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 mocJieHO NpepasrJie;KaaHe Ha TUCTOBKATA
Apyru u3rouynuuu Ha uHGopmanus

[MonpoOHa mH(pOpMaIKs 3a TOBa JIEKapCTBO € IpeJ0CTaBeHa Ha yeOcaiita Ha EBporietickaTta areHus
T0 JIeKapcTBara http://www.ema.europa.eu.
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