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Kpycakcus 60 mg puimupalin TabJIeTKH
Kpycakcun 90 mg ¢puamupann TabneTku

Krusaxyl 60 mg film coated tablets
Krusaxyl 90 mg film coated tablets

2, KAYECTBEH U KOJIUYECTBEH ChCTAD

Besika puivupana tabnerka chabpxka 60 mg THKArpelop (ticagrelor).
Besika ¢puimupana tabnetka chabpxa 90 mg THKarpesop (ticagrelor).

34 IbJIHUS CIIMCHK HA MMOMOLLHHUTE BEIECTBA BHXXTE TOUYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana taderka.

Po30BH, KPbIJIH, ABOHHOM3IIbKHAIH, (pUAMHpaHu TabieTk1 (MPUOJU3UTEIHO 8 mm auaMeTsbp), ¢ BJUILOHATO
pesnedHo o3HayeHue ,,60 & M” oT eHaTa cTpaHa M IJIaZIkk OT /ipyrara CTpaHa.

YKCBIITH, KB, ABOHHOM3IIbKHANN, GuaMHpain TabJIeTKH (mpubau3KuTENHO 9 mm JMaMeThp), ¢ BAUILOHATO
pesieduo osnavenue "90 & M" ot exHara cTpaHa H raJKi OT Apyrara CTpaHa.

4. KJUHUYHUA JAHHH

4.1 TepaneBTHYHH MOKA3aAHUA

Kpycakcuii, NpHIIoXkKeH €IHOBPEMEHHO € alleTHJICAIHIHIIOBA KHCeInHa (ACK), e noka3saH 3a
npejina3BaHe OT aTepOTPOMOOTHYHH HHLIM/ICHTH TIPH Bb3PAaCTHH NALUEHTH €

e ocrbp KopoHapeH cunapoM (OKC) uiu
e aHaMHe3a 3a MHOKapzeH undapkr (MH) 1 BUCOK PHCK OT pa3BHTHC Ha aTepoTpoMOOTHYIIO CHLOHTHE

(Bk. ToukH 4.2 u 5.1).

4.2 JIo3MpOBKAa H HAYHH HA NPHJIOKEHHE

03UPOBKA
[Manuenture, npuemany Kpycakcui, TpsadBa CbLIO Taka Ja NpHeMaT HACKa MOUlbpikallia /103a OT 75-

150 mg ACK nHeBHO, OCBEH aKO TOBa € U3PUYHO NPOTHBOINOKA3AHO.

Ocmpu_koponaphu CUHOPOMU
Jleuennero ¢ Kpycakcu TpsOBa Jia 3aro4sa ¢ €/IHOKpaTHa HaToBapBallla /103a oT 180 mg (nBe Tabnerku ot 90

mg), cJie/JI KOETO ce IpoAb/kasa ¢ 1o3a 90 mg /1Ba ITbTH JAHEBHO. [TpenopbuBa ce Jjeyennero ¢ Kpycakcui 90
mg /iBa I'bTH JAHEBHO /1a NPOABLJDKK 12 Mecena MpH HalHeHTH ¢ OKC, ocBeH ako HiAMa KJIMHHYHM NOKa3aHus 34

npekbcBaHe Ha npueMa (Bx. Touka 5.1).

Anamnesa 3a muokapoer uH@papkm
Kpycakcus 60 mg aBa MbTH JIHEBHO € NPENOPBYUTEIIHATA J103a, KOI'aTo € HEeOOX0IMMO YABJIKEL

NALMEHTH ¢ aHaMHe3a 3a MU oT roHe e/iHa rojiiHa H BUCOK PUCK OT aTepOTPOMOOTHYHO Ch

5.1). Jleuennero moxe aa Obje 3ano4Haro 6e3 npekpcBale, Kato NpoAbjnKaBallia Teparini

neyenue ot ejHa roauna ¢ Kpycakcun 90 mg nwian tepanus ¢ Apyr aACHO3HH nudocedar (

uxu6uTop npH nauuenTH ¢ OKC 1 BUCOK PUCK OT aTepOTPOMOOTHYHO cpouTHe. JleueHu
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3aTIOYHATO CHLIO M A0 2 romuiy oT MU uimin 1o efiHa FOAHHA ClIe/l CIUPaHe Ha MPEJLIECTBALIOTO ICHEHHE ¢
AJId-pententoper nuxuburop. Mma orpaHuyCHH AaHHH 34 edukacHocTTa U 6€30MaCHOCTTA HA YABIKCHO

NevYeHHe ¢ THKarpeJop Haa 3 roaAMHH.

AKO € HeoBXOHMA CMAHA Ha TepanusTa, nspsata Jo3a Kpycakenn Tpabsa na 6bae npuioxkena 24 yaca ciel
nocieaHaTa 103a Ha APYroTo aHTHTPOMOOTHYHO JIeKapCTBO.

Iponycrhama 0o3a
CLi10 Taka TpA6Ba Aa ce u36Area MpornycKaHeTo Ha TabneTKa. [TauueHT, KOUTO € NponycHan Ja lIpueMe

nosata ci Kpycakcui, TpsOBa ja npucMe caMo ciHa TabneTka (cneisallara ¢y Jo3a) B 4aca, B KOHTO
ofnuailiHo 4 mpueMa.

Cneynanyu nonyaayuu
Cmapuecka gv3pacm |
[Tpy nayMeHTH B cTapuecKa Bb3PacT HE CC Hanara KOpEKIHa Ha 103aTd (BX. TOUKa 3.2).

Bv6peuno yepescoare
[1pu nauuentH ¢ GbOPEHHO YBpEXAaHEe HE ¢ HeoOX0/HMa KOPEKIUA Ha J103aTa (BXk. TOYKA 5.2),

Yeprodpobro yepescoare
TuKarpejop He € MpoyuBaH JIPH NAILHCHTH € TEXKO yepHOAPOBHO YBPEXKAAHE U NOPaJM TOBA, yNoTpebara My

OT Te3M NaLHUEeHTH e MPOTHBOIIOKa3aHa (BXK. Touka 4.3). Ma camo orpaHHYicHa uHdopMaLHs [IPU MALKUEHTH C
yMepcHO HepHoApoOHO yBpexaanc. KopuripaHe Ha 403aTa He e NpenopkiBa, HO THKArpeiop TpsOBa na ce
HAMOJI3Ba C IOBULLEHO BEAMaHHe (Bx. ToukH 4.4 1 5.2). [py nauueHT! ¢ 1eKO 4epHOAPOOHO yBPEXKAAHE HE €

HeoGXOaUMa KOPEKLHs Ha Jo3aTa (BX. TouKa 3.2).

ITeouampuuna nonyrayua
bezonacHOCTTa H €pHKACHOCTTA HA THKArpe/j0p NpH Acla Ha Bb3pacT oA 18 roaunn He € ycranopeHa. Hama

CHLOTBETHA ynoTpeba Ha THKarpesiop npH Aewa CbC ChpMOBHAHOKICTLYHA GosecT (BK. TOUKH 5.1 1 5.2).

HayyH Ha IIPHJIOXKEHHE
3a nepopaJiHo NPUIIOKEHHE.

Kpycakcuil Moxe a ce IpueMa chC UK Oes xpaHa.
[1pyn nauueHTHTE, KOUTO i€ MOTAT Aa NPerTbulaT wana(uenn) tabnerka(u), Tabnetkure Morat aa 6uaar

CTPHUTH Ha (HH Npax, Aa C& CMECAT C NIOJIOBHH Hallla BOJA ¥ A4 C€ U3NHUAT BEAHAra. Yamata Tpsabea aa ce
H3MJIAKHE C OLLE MOJIOBHH Yalla BOoAa H ChAbPXKUMOTO Ja c¢ H3nue., CMecTa MOXE /12 C€ puiara ChUlo M 4pes3

Haso-racTpainHa cona (CH8 unu no-ronama). BaxHo e Hazo-ractpannara cOHAa Aa CC IPOMHC C BOJa CJIC]
MPHJIOKEHHETO HA CMECTA, -

4.3 I1poTHBOINOKA3IAHHA

o CBpbXUYBCTBHTEIHOCT KbM aKTHBHOTO BEIIECTBO HJIH KbM H3KOE OT MOMOLUHNUTE BCIICCTBA,
n3GpoeHH B Touka 6.1 (BX. Touka 4.8).

AKTHBHO MMAaTOJMOTHYHO KBLPBEHC.
AHaMHe3a 33 MHTPaKpaHHanHa xemoparus (Bx. Touka 4.8).

Texko uepHoApoSHO yBpexaaHe (Bx. Touku 4.2, 4.4 1 5.2).

CLBMECTHOTO NPUIIOKEHHKE Ha THKArpeJiop C MOLUHY HIIXHOHTOPH Ha CYP3A4 (uarmp.
KETOKOHA30/1, KTApHTPOMHLIMH, Hea3040H, PUTOHABHP M aTa3aHaBUp), TbH KAaTO MOXe /a IOBCAC 110
JHAYKTEJIHO OBUILIEHHE 1A eKCTIO3HIHATA Ha THKarpenop (Bx. Touka 4.5).




4.4 Coenua i NpeaynpeRIeHHS H NpeANa3HH MEPKH NIPH yunorpeba

PHCK OT KbpBEHE
[MprnoxeHHETO HA THKArpenop npH NauueHTH ¢ HIBECTEH [IOBHILEH PHCK OT KbPBCHE TpAGRa Na ce npeleHH

CIIpAMO I10J13aT4a 110 OTHOLICHUE HA NPEANAa3BaHeTO OT ATEPOTPOMOOTHUHH HHIMACHTH (BX. ToukH 4.8 1 5.1).
AKO € IJTHHHYHO MOKa3aH, THkarperop Tpabsa Aa ce npuiara ¢ NOBULUIEHO BHHMAHUE NPH CICAHUTC IPYITH

MaLUeHTH:
e [lalMeHTHTE CBC CKJIOHHOCT KbM KbpBeHe (Hanp. Iopaad CKOpOLIHa TpaBMa, ONepaLis, HapyllCHH B

KPBbBOCHCHPBAHETO, aKTHBEH MJIH CKOPOLICH CTOMANIHO-4PEBCH KPBLBOW3/IMB) HIH TE€3H KOUTO Ca C MOBHILIEH
pHCK OT TpaBMa. [IPHIOKEHHETO Ka THKArpeNop € POTHRONOKA3aHO NPH NALHEHTH € aKTHBHO NaTOJOrHYHO
KbpBEHE, IPH TAKHBA C aHAMHE33 32 HHTPaKPaHHAIHA XEMOPArus H NpH NaLHCHTH € TCKKO 4epHOAPOOHO
yBpexaaHe (Bx. Touka 4.3).

e [lauueHTH, TpHEMALI[H €AHOBPEMEHHO JIEKAPCTBEHH [IPOAYKTH, KOUTO MOTraT /ia NOBULUAT pHCKa Ot
KbpBeHe (Hamp. HECTEPOU/HH 11POTHBOBB3NANKHTE/IHH CPEACTBA (HCIIBC), nepopaiii aHTHKOAryJIaHTH H/KJIx

huOPHUHOJINTHLM) B pAMKHUTE Ha 24 vaca OT NIpHeMa HaTHKarpesiop.

Tpancy3usTa Ha TpoMOOLUTHA Maca He o0pbila aHTHTPOMOOTHUHHS edekT Ha THKArpeaop npH 3Apasu
0GPOBOJILIA ¥ € MAKO BEPOATHO Jla MMa KITMHUYHA NTONI3a MIPH NalMeHTH ¢ KbpPBCHE. [To”exe
eJHOBPEMEHHOTO TMPHIOKEHUE HA THKATPENIop ¢ Ae3MONPECHH HE CKbCABA BPEMETO Ha KbpPBEHE, BEPOATHO

ne3MonpecHH Hama Aa 6bae edukacen 3a OBNaAsBaHE Ha KPbBOH3JIMB (Bx. To4Kka 4.5).

AHTHDUOPUHOTHTHYHOTO JICUeHUE (AMHHOKANIPOHOBA HJIH TPAlICKCAMOBA KHCEIHHA) W/UJY TepalusiTa ¢
pexoMOuHaHTeH ¢aktop Vlia Morar fa yCKOPAT KpbBOChCHPBAHETO. [IpHeMbT Ha THUKArpeJsiop MOXe Ra ce

BE300HOBH CJiea KaTo NPMYMHATA 338 KbPBEHETO € OTKPHUTA U TO € OBMaXAHO.

Onepanyu
[TauwenTure TpabBa aa ObAAT NOCHBETBAHH Aa UH(pOPMHPAT JIEKapATE U CTOMATOJIO3UTE CH, HE NIPHEMAT

THKArpenop, Npey Aa uM One HasHaYeNa HIAKAKBA XUPYPrH1HA HUTEPBEHLHS H NPE/M /12 3a1101HaT Aa
npueMaT HOB JIEKapCTBEH MTPOAYKT.

[Tpu naunentute oT npoyusaneto PLATO ¢ nanpaBeH kopoH2pHO-apTepUaICH Gaitnac (KAD), npu
THKArpenop ce Hab/oaasa noseye KbpBEHC OTKOMKOTO NPA KNOMHAOrPES, KOraTo € Chpst | men npeau
onepalus, HO CXOAHA YECTOTa Ha 3HAYKUTENHO KbPBCHE, B CPABHEHHE C KJIONUIOrpES, CIe] CrIHPAHC Ha
IeYeHKHETO 2 WM [TOBeYE AHM npend onepanys (BX. Touka 4.8). AKO MaUUCHTDLT OAJCKH HA IINaHOBA
Onepalius ¥ AHTHArPEraHTHUAT edEKT € HeXENaH, THKArpeaop TpsbBa fa ce cnpe S AHU NpeAr XUPYypru4HaTa

HHTEpBeHUHs (BXK. ToYka 5.1).

Il TH C IpeAlliecTRaIL HCXeMHYEH HHCYIIT
Maupenty ¢ OKC ¢ npenwecTaall HCXeMUYCH HHCYJIT MOraT 4 ObAAaT JIeKyBaHH C THKarpesop B

npoxbikeHue Hali-MHoro 1o 12 Mecena (npoyusate PLATO).

B PEGASUS naunenTH ¢ aHamuesa 3a MU ¢ npeiiuecTpal| HCXEMHYEH HHCYNIT He Ca BKIIOUBaHH. [lopann
TOBa, TIPH JIMNCA HA JAHHH, JIEYCHHE 110BeUe OT €/{HA FO/iU1a HC C& NPENOopbHBa NPH TE3N MALUEHTH.

YephoapoOHO YBPE
VrnotpefaTa Ha THKATPEJIOp € NPOTUBONOKA3ala NPy NAUHEHTH € TEAKO yepHOAPOOHO YBpexAaHe (BX.

Touky 4.2 u 4.3). ViMa orpaHudes onuT ¢ THKarpeJop npH NalMeHTH ¢ yMEpEHO 4yepHOAPOOHO YBPEXAAHE,
NOpajH TOB4, NPH Te3H NALMCHTH ce MPEenopbYuBa NOBHLICHO BHHMAHAC (BK. TOukH 4.2 ¥ 5.2).

PrckoBH 3a pa3BHTHE Ha OpajHKapAns NAaLHEHTH
Xonrtep EKI" MOHUTOpHpaKe NOKa3Ba [I0BHILCHA YECTOTa NPEAHMHIO Ha aCHMITOMHH BCHTPH

BpEME Ha NIeYEHHE C THKArpesop B CPaBHEIHE C KIOMHAOTPE. [TalHeHTHTE C NOBHLIEH PH
GpaHKapAus (HAMp. MaHENTH ChC CHHAPOM 112 OOIHAS CHHYCOB BB3CI! 6ez neficMelKep,
CTENEH, UM TAKHBA CbC CBLP3aHH ¢ OpayiuKapius CHHKOIH) ca HIKMOUYEHH OT OCHOBHUTC
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olieHKa Ha 6e30M1acHOCTTa H ePHKACHOCTTA Ha THKarpeaop. CIeA0BATE/HO, TOPARH OTPaHHHCHHA KJIWHHYEH
ONUT, THKarpenop Tpabra na ce H310/3BA ¢ NOBUIUCHO BHHMAHME NPH TE3H nayueHTH (BX. Touka 5.1).

OcBeH TOBA, THKArpeaop Tps6Ba Ja ce NpHiara ¢ NOBHLLCHO BHUMAHKE CAHOBPEMEHHO C JICKAPCTBCHH

NPOAYKTH, 32 KOUTO € U3BECTHO, 4e HIAYLHpaT 6paxukapaus. B npoy4sanero PLATO, obaue, He ce
Ha6110aBaT NOKA3ATENCTBA 32 KIMHKYHO 3HaYHMH HEXEJIAHH PeaKUHH Cel eAHOBPEMEHHO MIPHIIOKEHHE C

eIIMH MJIY NOBeye JIEKAPCTBEHH NPOAYKTH, 38 KOMTO € H3BECTHO, ‘1€ HHAYLHPAT 6paaukapaua (Hamnp. 96 %
6era-GnokepH, 33 % Gnokepu Ha KaIIHEBATE KAHAIH IYIITHA3EM H BEpallaMui, | 4 % murokcHuH) (BX. Touka

4.5).

[To Bpeme Ha xonTepoBoTo nojanpoy4sate B PLATO, nobeqe nalucHTH Ca HMaJli BEHTPHUKYIApHU Nay3u >3
CEKYH/M ¢ THKArpenop, OTKOJKOTO ¢ KIOMHAOrpe, 110 BpeMe Ha OCTpaTa dasa Ha Texuua OKC. YBenuueHueTo
HA YCTAHOBEHHTE C XOJITEP BEHTPUKYJIAPHH Nay3H ¢ THKArpeJiop € 6GUII0 110- BUCOKO NPH NAayUEeHTH ¢ XPOHHUYHA
chpaeuHa HenoctaTbuHocT (XCH), 0TKONKOTO B UANOCTHATA H3C/icBaHa NONyJIaUHA 110 BpeMe Ha ocTpara ¢asa
na OKC, HO He ¥ Ha IEPBHA MECEl Ha JIEYCHHETO C THKAarpesIop HiK B CPaBHEHHE C KIONH0IDEL. B Ta3u
ronyJauus auMeHTH He € KMano HHKAKBH CTPaHHYHA KITHHIUHH NOCACACTBHA, CBbP3anh ¢ TO3KR AncHananc

(BKJOYHTENHO CHHKOI MM NOCTaBAHE 1A lIeCMERKDP) (Bx. TOuka 3.1).

B nocTMapKeTHHIOBUA NEPHON NPH NALMEHTIH, IPHEMALLH THKarpelop, ¢e cboOllaBa 3a CeOHTHA Ha
6paauapuTMus B AV-610k (BXK. Touka 4.8), npeANMHO NPY NALHUEHTH C OKC, npH KOUTO CbPAEYHATA HCXEMUA
H CHIBTCTBALIO IPHIATAHKTE JIEKAPCTBA, KOHTO HAMAJABAT ChPACYHATA YCCTOTA HIIH 3aCAraT Chp/ieiHata

NPOBOAMMOCT C€ ABABAT NOTCHLHANIN CMYIIaBallH dakTopH. KTHHHYHOTO CbCTOSIHKE HA [IaLHEHTA U
CHITBTCTRALLIO TIPHNIAraiuTe NeKapcTBa TPAOBRA Aa 6bAAT pasriexkAaHH KaTo NOTCHUHAIHY IPHYKIN 32 TC3H

CBCTOAHHA, NIPEAH Ja C€ KOpHrupa JICHCHHCT Q.

JucnHes
TucnHes ce crobLIaBa Npy MALMEHTHTE, JIEKYBaHH C THKarpenop. JTucnHesTa OOMKHOBEHO € JIEKa 10 YMEpeHa

[10 HHTEH3UTEeT ¥ UECTO OT3BY4YaBa 6e3 HeOOXOAMMOCT OT NPEKBCBAHE HA JIEYEHHUETO. [IpH nauMEeHTHTE C
acTMa/xpoHKuHa o6cTpyxTUBHA Genoapobha bonect (XOBB) Moxe Aa MMa NnosuIlieH a0CONIOTEH PHCK OT
BL3HMKBAHE Ha JUCIHEs ¢ THKarpenaop. Tukarpenop TpadBa fa ce H3MoJi3Ba ¢ NOBUILICHO BHIMaHKC TP
nalMenTH ¢ aHaMHe3a 3a acrma W/uny XOBb. MexaHR3MDLT BCE OLIE HE € H3SCHCH. AKO MalHEeHTLT CHOOIIH 3a
HOBORBL3HHMKHANA, TIPOIBIKHTCIINA HIIH BJIOLICHA IMCIHES, TOBA TPAOBA Aa CE U3CNEABA UAIOCTHO H AKO HE CC
TONEPHPA, NEUEHHETO ¢ THKArpeop Tps6Ba Aa ce cnpe. 3a IoNbuTemia HHPOpMaLKMS BHXTE TOYKA 4.8.

[[eHTpanHa ChHHA anHes -
B nocTMapKeTHHIOBHA MEPHOJ NPH NAHCHTH, NPHEMAIIH THKarpenop, ce c¢p00l1ilaBa 3a LIeHTpaJlHa CbHHA

anHes, skmounTento Anwane Ha Cheyne-Stokes, [1py CBMHEHHC 32 UCHTpAJIHA CbHHA AITHEA, TpabBa aa ce
OOMMCIH AONBJIHNATENHA KIHIHYHA OLICHKA.

[ToBHIlIaBaHe Ha KpeaTHHHHA
HuBarta Ha KpeaTHHHHA MOTAT Jia CC [IOBHLLAT N0 BpEME Ha JIEHEHHETO C THKarpenop. MexaHnsMbT BCe OLUE HE

e HancHeH. Bubpeunara QyHKUMs TPAOBa Ja Ce NPOBEPABA ChITIACHO CTaHAapTHATa MEAULIHHCKA NIPAkTHKA.
[Tpu nauuenTu ¢ OKC ce npenopbysa ChiO Aa CC POBEPH Gu6peunara GpyHKUNSA €AHH Mecell CIIe/ 3all0uBaHe
Ha JIeYCHHETO C THKArpenop, Kato ce o0puia ocobeno BHHMaHHUE Ha NAUHEHTH 2 75 roaiHy, NauUeHTH C

ymepeHa/Texka 6r0peyHa HeJOCTaTLHHOCT § TaKWBa, KOHTO N0J1y4aBaT ChbNBTCTBAILA Tepaltii ¢
aHTHOTEH3HH-peuenTopHH 6nokepu (APb).

Y BeJIM4aBaHe Ha NHKOYMHATA KHCC/IHHA

XnnepypHKeMHs MOXKE a Bb3HHKHE 110 BpEME Ha JIEYEIINE € TRKArpeiop (Bx. Touka 4.8). Tpsabsa na ce BHUMaBA
[pH NaHEHTH C aHAMHE3A 32 XHIIEPYPHKEMHS HIIH NOAarpo3CH apTpHT. Karo npeana3Ha MApKa He C€ HachLp4yaBsa

yrorpefara Ha TMKarpeaop 1pH IatuenTH ¢ ypeMruina He(ponaTHA. WEH




TpomGoTnuna TpoMGouuTonenysa nypaypa (TTI1)

TpomboTuuna TpomGonuToneHnuna nypnypa (TTII) ce choOIaBa MHOI'O PAAKO IIpH ynorpeba Ha THKarpesuop.
Xapaktepusupa ce ¢ TPOMOOLHTONENHA U MUKPOAHTHONATHYHA XCMOHTHYHA aHEMHA, CBbp3aHd ¢
HEeBPOJOrHYHH HaxoaxH, GbOpeuHa auchyHKUNA HIH BUCOKA TEMIICPaTypa. TTI1 e nOTEHUKANIHO NETANIHO

CHCTOSHME, H3HCKBALLO GbP30 JeUEHHE, BKIIOYATENHO NnasMadepesa.

[TopnugBaHe Ha TECTORETE 33 TPOMOOLUTHA QYHKLHA OpH AMarHOCTHIHPaHe Ha XEMApHH- HHAYUHpaHa
rpomGonrTonenus (XHT)

Ipu TecTa 3a XenapHH-HIIAYLHPaHa aKTHBAIHS Ha TpoMmGountute (XHUTA), H3noN3BaH 3a AHarHOCTHUHPaHE
na XUT, antu-TpoMOoLuTeH akTop 4/xenapuii aHTHTEIaTa B CEpyMa Ha NalHeHTa akKTHBHApat TpomOBolnTHTE

Ha 3paBH ACHODPH B IPHCHCTBHETO HA XEMAPHH.
danuMBO OTpHUATENHH pe3ynratd 3a XHT npu TecT 3a TpOMOOLHTHE byHKLKR (KOETO BKIIOYBA, HO MOXE Ja

He ce orpaHn4apa o Tect 3a XM TA) ce choOlLaBaT py NauMeHTH, NpHEMallld THKarpesnop.
Tosa e cBbp3aHo ¢ HHxubupane Ha P2Y j2-penentopa BbpXy TPOMOOLMTHTE Ha 34PAaBHTE AOHOPH OT THKArpeJop
B cepyMa/1a3MaTa Ha auxeHTa npyu Tecta, MHdopmaliis 3a CbMbICTBALIA Tepanis € THKArpeiop & H3HCKba,

KOTaTo Ce Pa3yMTaT TeCcToBeTe 3a TpoMOoluTHATA (GYHKILHA NPH AHArHOCTHLHMPAHE Ha XHT.
[TIpu nauueHTH, KouTo ca pa3int XHT, CLOTHOIIEHHETO T10/138-PHCK OT NPOABJLUKHTENHO JIEHCHHE C THRArpeJlop

TpA6GBa 43 Ce OLEHH, KaTo Ce B3eMaT NPEABAJ U NPOTPOMOOTHYHHA CTATYC Ha XHUT u noBHILEHUS PUCK OT
KbPBEHE IIPH CHIBTCTBALA TEPATIHA C AHTUKOAry/laHT H THKArpenop.

EQ!I‘H

Ha 6a3a Ha Habmonasanata B PLATO sphaka Mexy noaaspxatnara 103a ACK 1 oTHOCHTeHaTa epUKACHOCT
Ha THKArpesop B CPABHEHKE C KIIOMUIOrPE, HE Ce MPENnopbYBa eAHOBPEMEHHOTO NPHIIOKEHHE HA THXKArpesIop M

BHCOKA noaabpxaina 1o3a ACK (> 300 mg) (Bx. Touka 3.1).

PaHHO npeycTaHOBABAHE
PaHHOTO CIHpaHe Ha KOSTO U J1a € allTHarperaiTHa Tepanys, BKIAKOUYUTENHO H € Kpycakcnia, Moxe Jia A0BeAE A0

noBHilaBaHe Ha pucka oT chpactHo-cbAacBa (CC) eMLpT, MU nan HHCYIT BCICACTBUE HA NONIEXKALIOTO

336015182 a Ja ce n304area NpexacspeMelio
cnUpaHe Ha TepanHsATa.

4.5 BianmojelicTBHe C APYrH JeKapPCTBEHH NPOXYKTH M APYTH GOpMH 11a B3aHMOAeHCTBHE

Tuxarpenop e npeau scuuko cyberpar Ha CYP3A4 u ciab uuxubutop Ha CYP3A4. Tuxarpenop e ¢bulo
cy6eTpar Ha P-ranxonporenHa (P-gp) v cnab uxuburop Ha P-gp 1 MOXe fa NOBHIUH CKCTIO3UUHATA Ha

cybcTpartu Ha P-gp.

EdexTy Ha jexapcTBeHH H ' ripOJAVKTH BLDXY TUKAIrDCno

Hrxubumopu na CYP3A4 | N
o  Mownu unxubumopu na CYP3A4 — e AHOBpEMEHHOTO NPHJIOKEHHE Ha KETOKOHA30J1 ¢ THKArpesiop

BOAHM A0 noBuiaBaie Ha Crmex M AUC Ha THKArpenop, ChoTBETHO 2,4 MbTH H 7.3 mbTH. Ciax 1 AUC
Ha aKTUBHH MeTaBONUT cC IOHWXKABAT, CLOTBETHO ¢ 89 % 1 56 %. Ouaksa ce H APYrH MOLIHH
nuxubuTopu Ha CYP3A4 (xnapHTpOMHIKH, Hea3soaOH, PUTOHABHP U aTa3aHaBHp) A4 HMAT CXO/HH
edekTd, ¥ MOPaJy Ta3u NPUYHIIA, CLITBTCTBAIROTO NIPHI0KEHHC HA MOLUHH CYP3A4 nuxuburopu ¢
TUKArpeJIop € NPOTHBONOKA3HO (BX. TouKa 4.3).

o  Vmepenu unxubumopu na CYP3A4 — eKHOBPEMEHHOTO IIPHIIONKEHHE HA ARNTHA3EM ¢ THKArpeliop
noBHIaBa Cumsx Ha THKARPENOP € 69 %, a AUC — 110 2,7 bTH H NOHHKABA Crmax HA aKTHBHHA METAO0NHT C

38 %, nokato AUC ocrapa Henpomenena. Tukarpenop HC OKka3Ba BIMSHHE BbPXY IIA3MC
KONIEHTpaWKs Ha AunTHasem. O4akea ce ApyruTe YMEpEeHH HHXHOHTOPH Ha CYP3A4
AMIIPEHABHP, alPENMTAHT, EPUTPOMHLIKI H IYKOHA30]) 1a UMAT CXOACI e(EKT U C

fpuaaratr eRHOBPpEMCHHO C THKACPCIOP.
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e HabniofapaHa e 2 IbTH YBC/IHYEHS EKCIO3HIMA 11a THKArpe/op cnef KOHCyMallis Ha rojlIcMu KOJIM4ecTsa
cok ot rpengpyTt AuesHo (3x200 mi). Taszu cTenen Ha NOBUIICHA EKCIIOIHIIUA HE CE OHaKBd ld Obae

KJIMHHYHO 3HAYKWMa 3a NNOBEYCTO MalHCHTI.

Huodyxmopu na CYP3A
EnsoBpeMEHHOTO NPUIIOKEHHE HA pHPAMITHLMH H THKAarpeuop BOLH 10 MOHHXKABaHE Ha Cmax 1 AUC Ha

THKarpenop choTBeTHO cbe 73 % u 86 %. Cuax Ha aKTHBHAA METAOONMT HE CC NPOMEHA, 2 AUC ce nounxasa

CHOTBETHO ¢ 46 %, Ouaksa ce ApyruTe HHAykTopH Ha CYP3A (nanp. penuronH, kapbamasenus u

dhenobapOUTANT) CHLIO [ [MOHHXKABAT CKCI1031IHATE HA THKArpEap.

EAHOBPEMEHHOTO NPHAOKCHHE HA THKArpeaop ¢ MOWHH KHAYKTOPH Ha CYP3A Moxe J1a IIOHH)XH EKCIIO3HIHATA
i e(pMKACHOCTTA Ha THKArpeJop, H NOpajaH Ta3H NPHYHHA HE CE HACHhpiaBa TAXHOTO CHILTCTBALIO NPUIIOXKEHHE C

THKArpeJiop.

Luxenocnopun (unxubumop ua P-gp u CYP3A)
e Ha Cmax ¥ AUC

EAHOBpEMEHHOTO NpHiokeHHe Ha 1ukiocnopiH (600 mg) ¢ THxarpenop BoAH 10 NOBHIIABAH
Ha THKarpeaop CbOTBETHO 2,3 mMbTH M 2,8 NbTH. IIpH HANMHYKMETO Ha LHKIOCIIOPHH, AUC Ha akTHBHHA

MeTaBOoJIUT ce NoBKiaea ¢ 32 %, a CmaxCe NOHKWXKaBa ¢ 15 %.

HsMa Hanu4HK AaHHH 33 eJHOBpeMEHHaTa ynotpeda Ha THKArpeiop ¢ Apyrv akTHBHH BELLECTBA, KOMTO ChILO
ca MOLLHK MHXuGHTOpH Ha P-gp n ymepeun uuxuburopu Ha CYP3A4 (Hanp. Bepanamul, XUHHIUH), KOUTO
CHILO MOTAT A3 MOBUILIAT EKCHO3MIUMATA HA TUKArpeiop. AKO KOMOHHALHATA HE MOXE Jla Obae nabernara,

TAXHOTO €IHOBPEMEHHO NMPHAOKEHHE TPAOBa a ¢e H3BLPLUIBA C NOBULICHO BHUMaHHE.

Lpyeu |

KJIMHUYHKTE TPOYYBAHMSA 33 (GapMaKOIOTHUHH B3aUMOACHCTBMS TOKA3BAT, He €AHOBPEMEHHOTO
pKIOKEHHE Ha THKArpeop ¢ xenapuH, etoxcanapud 1 ACK uin 2€3MOMNpecH HE OKas3BaT Bb3JIcHCTBHE
BbpXY papMaKOKHHETHKATA Ha THKArpeiaop Wi aKTHBHHA MY meTabonut, win Bupxy AJIP-HHAYLHpaHaTa
TpOMOOLITHA arperauys, B CpaBHCHHE C THKarpesop, NpUJIoKeH CaMOCTOSTENHO. AKO € KIMHHYHO
NOKA3aHO, JIEKapCTBEHH NPOJAYKTH, KOUTO H3MEHSAT XeMocTasara, TpabBa Ja ¢e H3N0/I3BaT C NOBHILCHO

BHMMaHHe B KOMOHHALUS C THKArpesiop.

Ha6mogabana e 3a0apeHa M MOHWXKEIa EKCNO3HLMs Ha nepopaiHi HHXHOUTOPH Ha P2Y 13, BKITIOUHTEIHO

TUKArPENoOp M HEroBUs akTHBEH MeTabonuT npy nauxenTH ¢ OKC nexyBanH ¢ mopduH (35% NMoHHXKABAHE HA
eKCIIO3MLMATA Ha THKarpeaop). Tora BzauMmoaeiicTBHE MOKE A4 € CBBP3aHO ¢ HAMAJICH CTOMAIIHO-4PEREH
MOTHIHTET U 4 CE OTHACA 32 APYTH ONHOUIH, KIMHUYHOTO 3HAaYEeHNe € HEH3BECTHO, HO AAHHNTE 110Ka3BaT

MOTEHLIMAJ 32 HaMa/leHa eDHKACHOCT Ha THKAarpeIop NpH NalUeHTH ¢ ERHOBPEMCHHO TPHJIONKEHHE HA
tukarpenop 1 Mopdun. Ipu nanuentu ¢ OKC, npu KOUTO MopdHHBT He Moxe Ja Gbae cnpsH H 6Bp30TO
nuxuGupane Ha P2Y 2 €.OT ChILECTBEHO 3HAUEHHUE, MOXE A2 CE OOMUCTH ynotrpeba Ha mapeHTepaieH

HHxHOuTOp Ha P2Y 2.

Edexry Ha THKArpeaop BbpXY JAPYTy ACKApCTBEHH MPOAYKTH

Jexapcmeenu npodykmu, xoumo ce memabonuzupam om CYP3A4
o  Cumeacmamun — €JHOBPEMEHHOTO NIPHIOXKEHHE HA THKArpenop ¢bC CHMBACTaTHH BOAH 40 MMOBHIIABAHC

Ha Cru  AUC Ha cumBacraTil choTBeTHO € 81 % 1 56 %, KakTO H Ha NOBHIIABAHE Ha Cmax ¥ AUC Ha
CHMBACTATHHOBATA KHCEIHHA CLOTBETHO ¢ 64 % H 52 %, KaTo B oTenHN Cy4yau ce aocTura 2-a0 3-
KpaTHO NoBHiIaBane. EnoBpeMeHHOTO PHI0KEHHE Ha THKArpeaop H CHMBACTAaTHH B 11034,
HajBHINaBalia 40 mg AHeBHO, MOXKE Ja J0BEAE A0 HEXKCNIAaHH peaKlHi Ha CHMBACTATHH H TpsaGBa Aa ce
[pEleHH CIPAMO NOTeHUUanHuTe nojsy. CHMBACTATHH HE O0Ka3Ba BAHAHHE BbPXY IIA3ME
KOHIEHTpaLHK Ha THKarpesaop. THKAIpeIop MOXe ia OKa3Ba CXOACH epeKT BbpPXY JIOB
[peHopBYBa €AHOBPEMEHHATA yioTpeba Ha THKarpenop ¢C CHMBACTATHI HITH J10BAC

HaaBHIuasauM 40 mg.




e  Amopsacmamus — € AHOBPEMCIIHOTO LIPHAOKEHHE HA ATOPBACTATHH H THKArpeJiop BOAH 10
HOBULIABAHE HA Crmex H AUC Ha aTOpBACTATHHOBATA KHCENHIIA CBOTBETHO € 23 % i 36 %. CxoaHo

nopumabaie #a AUC H Caax € Ha6A10Ja8aHO TPH BCHYKH METAOONIHTH HA aTOPBACTATHHOBATA

kucenuHa. Te3n MoBHIIEHH CTORHOCTH HE €€ CUHMTAT 3a K/IHHUYHO 3HAYHMH.
o He MOXe 1a Ce U3KIIOUH 1T0106eH cheKT U BLPXY APYFH CTATHHH, MeTaboIH3HPaHH OT CYP3AA4.

[Mauuentrure B npoyusaHeto PLATQO, KOMTO Ca NoJy4aBaiyi THKarpenop, ca NpueMalli pasiidiHH
CTATHHH 6e3 chofpaxkeHue 10 OTHOUICHHE Ha 6e30MacHOCTTA Ha CTATHHA NPH 93 %oT KOXOpTaTa Ha

PLATO, x0sTO € lipHeMana Te3u NeKapCTBeHH NPOAYKTH.

Tukarpenop e ¢j1ab nuxuburop Ha CYP3A4. EXHOBpeMEHHOTO NPUJIOKEHHC 11 THKAIPENIop Che cybcTpaTH Ha
CYP3A4 c TeceH TepaneBTHUYCH HHAECKC (HAMp. UM3ANPpHI HITH epProaKajIon/in) He C€ MPEenopbLYBa, ThA KaTo

TUKarpeaAop MOXcE /1a IMOBHIIHN €KCINO3HIIHUATA HA T3 JICKAPCTBCHH IMPOJAYKTH.

P-on cvbempamu (BKIIQUUMEHE QU20KCUN, YUKAOCNODUH)
E/HOBpEMEHHOTO MPHJIOKCHHE ¢ THKArpeiop BOAH A0 MOBHIIABAHC Ha Cnex 4 AUC Ha ZUIOKCHN CLOTBETHO

cbe 75 % v 28 %. Cpeanunte Hafi-HHCKH HMBA 1A IHTOKCHH €€ NOBUIIABAT ¢ okoJlo 30 % npH ¢AHOBPEMEHHO
[IPUTIOXEHHE C THKArpeNop, KaTo B IAKOM OTAE/HH CIfy4an CC OTYMTAT MakCuMyM ABYKPaTHH nosxuiasanus. B
MPHCHCTBUETO HA AUIOKCHH Crmax B AUC Ha THKArpenop H akTHBHHS MY MeTabONHT HE CE MOBIHABAT.

CnenoBaTeHO, NPH €JHOBPEMEHHO NPHIIOKEHHE HA THKArpeop ¢
P-gp-3aBHCHMH JICKAPCTBEHH MPOAYKTH ¢ MANbK TEPANeBTHYECH HHAEKC KATO AUIOKCHH, CE Npenopbtba

rHoaxXoasul KTHHHYeH H/Unu nabopaTopeH KOHTPOJX,

THKarpeaop He 0ka3pa BJIHSHHE BbPXY KOHUEHTPALUATa Ha HKJIOCTIOPHH B KPbBTA. EdexThT Ha THKArpeJiop
BBPXY ApYrd cybcTpat Ha P-gp He € npoy4BaH,

Jlexapcmaenu npodyxmuy, KOuUmo ce memaborusupam om CYP2C9
ERHOBPEMEHHOTO NPHIIOKEHHC Ha THKArpesop ¢ ToAByTam#u Jic BOJH 10 NPOMAHA Ha NJIa3MCHHUTE

KOHLUEHTpAllMH Ha KOHTO M Ja € OT ABAaTa NPOAYKTa, KOCTO NPEANoiara, 4 THKarpe/iop He ¢ HHXUOHUTOP HA
CYP2C9 u e MaJIKo BEpOATIIO A3 NOBAMABa Meauupadus oT CYP2C9 meTabonn3bM Ha JIEKapCTBEHH NPOJYKTH

kaTo Bapdapuil U TONOyTaMHL.

Pozysacmamu |
Tukarpenop Moxe Aa nosnuse 61x0peuHara exckpelrs Ha po3yBacTaTHH, yBeH4aBaky pHCKa OT KYMYJIHpaHe

Ha pO3YBACTATHH. BBIIPeKkn Ye TOUHHAT MEXAHWIBM He € H3BECTCH, B HAKOH ClyHak eAHOBPCMEHHOTO
[MpUNOKEHHE Ha THKATPEIOp M PO3yBacTaTHH BOAM A0 HamanssaHe Ha ObOpewiaTa (b YHKUHSA, NOBULIEHO HHBO Ha

CPK u pabaomMuonu3a.

Ie HU Koxmpauenmueu
EAHOBPEMEHHOTO NPHIJIOKEHHE HA THKArpeop ¢ JIEBOHOPreCTpeN 1 eTHHHN eCTPAANO0] BOAH A0 NOBHLIABAHE HA

EKCIO3HLHMATA XbM STHHI ecTpaaHon ¢ npuénausutento 20 %, 10 He NOB/IHABA GapMaKOKHHETHKATA HA
nesoxoprecrpen. IpH eqHOBPEMCHHO MPHJIOKCHHE HA NEBOHOPTECTPEN ¥ ETHHUJI €CTPAANOI € THKAIDEIOP HE CC

04axBa KJIHHHYHO 3HaYHM e(CKT BBpXY €(PHKACHOCTTA Ha NEPOPAIHHs KOHTPAIICNTHB.

Jlexapcmeenu npooykmu, 3a KOumao ¢ u3gecmno, e unoyyupam bpaduxapousn

[opanu HabaoaBaHe Ha MPEAUMHO aCUMIITOMHH BEHTPHKYJAPHH nay3u 1 OpaauKap/us c€ U3IHCKBA NOBHILCHO

BHHMaHHe, KOraTO THKArpeJop ce Npiiara ¢AHOBPEMEHHO C JIEKapCTBEHH NPORYKTH, 32 KOHTO € U3BCCTHO, HE
HHAyunpat 6paaukapans (Bx. Touka 4.4). B npoyusateTo PLATOQ, o6aue He ce HabiioaaBaT J0Ka3aTeICTRA 34

KJITHHHUYHO 3HAYHMH HEXEJIaHH peakUHH chcx €AHOBPEMCHHO NPUIONCHHUE C €AHH WIH ITOBCHE NEKapCTBCHH

NPOAYKTH, 33 KOHTO € H3BECTHO, YC UHAYLIMpAT Opaflkap/Hs (Hamp. 96 % Gera-6nokepy, 3
KaJILMEBUTE KAHAIM AMNTHA3EM H BepanaMul, i 4 % RHrOKCHH).

lpyea convmemeawa mepanus - 5 A
B KIHHHYHHTE NPOYYBAHHA THKArpeaop ¢ npuiaran eanospemento ¢ ACK, uHXnGU TR Ha iR on

— - o e PR
[MOMII4, CTATHHH, 6eTa-010KepH, HHXHOUTOPH 1A aHTHOTEH3HH-KOHBEPTHPALINSA CH3U FEEHANTHO:
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11 peuentopHu 60KepH, HEOOXOAMMH 32 JICHEHHE lid ChNBTCTBAINA 3a60JIsIBAHUA 3 ABJIBI IIEPHOJ, a Chill0 U
XefapyH, HHCKOMOJIEKY/IeH XenapHil 1 HII'TPABCHO3HH uaxuburopn na Gpllb/Illa 3a kpaTko BpeMe (BX. To4Yka
5.1). He ca HanuuHK AaHHH 33 HA0JQAABAHK KIIMHHYHO 3HauHMH HEKCTIaHiH B3aHMOAEHCTBHA IIPH ynoTpeba Ha

TE3H JIEKAPCTBECHH NPOAYKTH.

EaHOBPEMEHHOTO TPHIIOXKEIHE HA THKArPENop € XenapHH, CHOKCHNapHH HIH AE3MOTIPECHH HAMA edeKT BLPXY
aKTHBHPaHOTO NapLHAIHO TPOMOOILIACTHHOBO BpEME (aPTT), akTUBHPAHOTO BpPEME Ha ChCHPBAHE (ACT) nim
uscjenBaHuaTa Ha daktop Xa. Bee nax, nopaan MOTEeHLHANHHUTE PapMakoAHHAMHYHH B3aHMOACHCTBHA,
eAHOBPEMEHHOTO NPUNOXKEHHE HA THKArpenop C IeKapCTBEHH NPOAYKTH, Tps0Ba Aa ce U3BbLPLIBA C

NMOoBHILICHO BHHMAHHE.

[MTopany ¢bo0lIEeHHA 3a a0HOPMIIO KOXHO KbPBEHE ChC CCICKTHBHM MHXHONTOPH HAa 0OPATHOTO 3aXBAlLlAHE HA

ceporonui (CHO3C) (Hanp, nmapoxceTsdit, CEpTPalHH H LIHTAONpPaM), penopb4Ysa c¢ BHHMaHHe, KOraTo
CHUO3C ce npunarat ¢ THKArpenop, Tl KaTo TOBA MOXKE /1a MOBHIUK PHCKa OT KbPBCHE.

4.6 ®eprranTeT, OPEMEHHOCT H KbpMeHe

XeHH ¢ geTepoieH NOTCHUHA
YKeHH ¢ leTepoieH NoTeHHan TpsiGBa Aa H3N0:13BaT ePEeKTHBHH KOHTPAUCNITHBHHE MEPKH, 34 Ja nabernar

3abpeMeHsABaHe 0 BpeMe Ha JICUCHUE ¢ THKarpeJop.

bpeMeHHOCT
HsMa WK KMa OrpaHHYeHOo KOJIMYECTBO JaHHU 3a ynoTpebara Ha THKArpesop 1pH OpeMEHHHU XKEHH.

IMpoyuBaHHATa MPH XKUBOTHH [10KA3BAT PENPOAYKTHBHA TOKCAUHOCT (BXK. TOUKa 35.3).
THKarpenop He ce NPenopbYBa 110 BpeMe Ha 6peMEHHOCT.

KnpMeHe
HanuuuuTe hapMaKoIHHAMMYHW/ TOKCHKOJIOTHYHH JaHHH NPH XKHBOTHY NOKa3BAT €KCKPCLHA HA THKArpenop M

aKTHBHHA MY MeTabGoIMT B MIAKOTO (BXK. Touka 3.3). He Moxe Aa C€ H3KIIIOYH PHCK NPH
HoBopoJeHi/KppMaueTa. TpabBa Jia ce B3eME pellieHHE JlalM [a Ce Cpe KbpPMCHETO, HIIH Aa ¢C npekpaTd/na He
Ce TIpHJIara Tepalus ¢ THKArpeJiop, KaTo ¢ B3CME NIPE/IBH]L T0/I3aTa OT KLPMEHETO 38 ACTETO H noJi3ata OT

TepanuaTa 3a XeHaTa.

DepTUHINTET
Tuxarpesop He 0Ka3Ba BAUAHHUE BLPXY MbXXKHA U XKCHCKHA GepTHIMTET [IPH XKHBOTHH (BX. TOUKa 5.3).

4.7 Edextn Bbpxy cnocofHocTTa 38 wodupane v paboTa c MANIMHM

THkarpenop He NOBIHABA HIM TOBAHABA NPEeHEOPEKUMO criocobHOCTTa 3a 1nothupate U pabota ¢ MawniH. [lo
BpeMeE Ha JIeYeHHe ¢ THKarpesop ce cxobilasa 3aMaiBaHe H obspkBaHe. CnefoBaTeHO, NALMECHTH, KOHTO

[IOJIy4aT Te3W CUMIITOMH TpsOBa Na ca Npeanasivay J0KaTo iwo¢upar uaM padboTAT ¢ MALLKHH.

4.8 HexkelalH JeKapcTBCHH PCAKIHH

PezioMe Ha npodguna Ha 6e30macHoCcT

INpodumeT Ha Ge30MaCHOCT HAa THKArPenop € olieHABaN B IBC NONCMH KIHHHYIN HINUTBAHHA ¢daza 3 no
oTHoweHue Ha u3xoaa (PLATO u PEGASUS), simoysain nosede ot 39 000 nanueHTH (Bx. TOuka 5.1).

B PLATO naiHeHTHTE Ha THKarpesop HMat Nno-s4coKa 4eCToTa Ha NPEyCTaHOBABAaHE HA TCPANMATA NOpajil
HexenaHH ChOGHTHS OTKOJIKOTO HpH kionugorpen (7,4 % cnpamo 5,4 %). B PEGASUS naiy
C TRKarpesop, MMaT M0-BHCOKA YECTOTA Ha NpCyCTaHoBABale Ha TEpanHuaTa opajli HEXCE
cpaBHeRwe ¢ rpynata Ha tepanus camo ¢ ACK (16,1 % 3a Tukarpenop 60 mg ¢ ACK cn
camo ¢ ACK). Hafi-uecTo cLOBIABAHUTE HEXKENalld PeaKliuy 1pH MalHCHTHTE, JICEKYBa

KbpBCHE H AUCHHEd (BXK. ToukKa 4.4).
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TabiMyeH CNHCHK Ha NeXeIAHHTE PeaKIiluH i

[TpeacTaBeHMTE MO-AOMY HEXCRAHH PEAKLUTH Ca HICHTH
MapKeTHHToB onuT ¢ THkarpenop (Tabauua 1),

dbMIHpauK B NPOYYBaHIATA HIIH C2 ChODLIEHH JIPH MOCT-

HexenanuTte peakuuH ca #30poeHH Mo CHCTEMO-OpraneH Kiiac (COK) no MedDRA. B pamkure Ha Bcekn COK
HexeNaHUTe JEKAPCTBEHH peaki(Hu ca H30poeHH Mo 4ecToTa. KaTeropuuTe no HecTora e nepuHUpar no

ClleHATA KOHBEHUHMS: MHOTO yecTH (> 1/10), uects (= 1/100 po < 1/10), neuecTd (= 1/1 000 no < 1/100), peaxu
(> 1/10 000 no < 1/1 000), muoro peaxu (< 1/10 000), ¢ Hen3sBecTHa YecToTa (OT HANMYHHUTE AAHHH HE MOXE Ja

61be HalpaBeHa OlUCHKa).

Tabsnua 1 - Hexe1aHH PeaklHH [0 YECTOTa H CHCTCMO-OPraneH Kjaac (COK)

COK Muoro 4yecTn YecTn HeuecTn C HeniBecTHA
4yecToTa
Heonnazmu — Kwspeene ot TyMop®
oobpoxavecmeeru,

MOKAYECMEERU U
neonpeoeaeHu (8Ka.

Kucmu 1 nOAUNy)
Hapywienus na KspseHe, TpomGoTH4HA
Kpvema u CBBP3aHO C TPOMOOLIUTONEHHYHA
numpnama cucmema | HapylleHHs Ha nypnypa”
KPbBTA® _
Hapywenus na - CBpbX4yBCTBHTE]IH
UMYHHamMQ cucmema OCT, BKJIFOUHTEIHO
aHruoeeM”
Hapywenus 1a Xunepypukemis' | [Togarpa/Ilosarpos
mMemaboruzma u CH apTpUT
XpaxeHemo
Hewcuynu O6bpkBaHe
HapPYWeHus
Hapywenua na 3amaiiBalie, BhTpeuepeneH
Heperama cucmemd Cunkon, KpbBOU3/IHUB"
- | ["naBobosiue
Hapywenua na KpbsBoHu3nus B
ouume OKOTO *
Hapywenus na Bepruro KpbBOM3JIMB B

yxomo u aabupunma YXOTO

=

Bpaauaputmus, AV-

Cwpoeurnu

HADYULEHUR 6s10K"
Cv008u HapywieH U XHIOTOHUSA

Pecnupamopnu, Hucnues Kwpeene ot

2pbonuU U pecridparopliara

MeOUACMUHAIHY cHcTeMa’

HADYUEHUA
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Cmomauno-uypesru CromawHo-upescH | PerponeputoneaneH
Hapyuiesun KPBBOH3IMB®, KPBLBOU3JIHB
Ilunapns, Nanene,
Hucnencug, 3anck
Hapywenus xna [ToAKOXHO HAH
KoXcama u ACpPMANHO
nROGKOXCHAMA kbpBeHe’, O0pHB,
muKkan Crpbex
Hapywenus na MyCKyJHO KbpBEHe"
MYCKYIHO-
cKkeaemnama
cucmema u
cbeQuHumenHama
MbKaH |
Hapywenus na K®spBeHe OT
bvbOpeyume u ITHKOYHHTE
NUKOYHUME NoMUWQ [HTHILE"
Hapywenun na Kwpeene ot
8b3NPOUIBOOUMERHA PENPOAYKTHBHATA
ma cucmema u cucTeMa”
zepoama
H3zcnegaanun [loBuicH
KpCATHHHH B
KpbBTa'
Hapanasanus, Kpwrousnus cien
OMPAaBRHUS U npoueaypa,
YCAONCHEHUA, TpasMaTH4HO
GHLIHUKHARU 8 KbpBEHE"
pesyimam na ‘ |
unmepeenyuy

*Hamp. KbPBEHE OT PaK Ha [IUKOYIHA MEXYP, PaK Ha CTOMaxa, pak Ha Ae0eI0TO 4epBo
6 Hanp. NOBHILEHA TEICHLMS KbM HACHHABAIIE, CHONTAHEH XEMATOM, XeMOpariiia Anare3a

» UnentuduiLiMpana B MOCTMapKETHITOB ONHT
r YecTOTHTE ca nojyyelin or aaboparopuu HabmoneHus (I1nkoyHa kiiceHHa NOBHIICHA > ropHaTa rpaHHila
HA HOPMATa CIIPAMO H3XOAHO HUBO NOJ| HJIH B Pe()ePCHTHHTE MPANHILH. Kpearunun nopuuied > 50 % cnpsmo

H3XO/JHO HKBO.), a He ¢ MPHONHINTE N YECTOTA Ha ChoOLIaBaHe Ha HEXCII2HH CHOUTHA.
aganp. KOHIOHKTUBAIHO, PETHHIIO, BbTPCOYHO KbPBCHE

° HaMp. eNUCTAKCHC, XEMOITTH3a

* Hanp. KbPBEHE OT BCHLNTE, KPLBOU3JIHB OT PEKTyMa, KPhBOH3HB OT CTOMAILIHA #3BA

"Hanp, eKXMMO034, KOXKEH KPbBOH3JIUB, NNETEXHH

" HAMp. XEMapTpo3a, MycKynell KphbBOU3JIHB
kR Hanp. XxeMaTypHs, XeMoparui4eH HHCTHT

« Hamp. BarMHANEH KPbBOU3IHB, XEMATOCIIEPMHS, ITOCTMEHONAY3aliCH KPbBOH3JIHB
"Hanp. KOHTY3MS, TPABMATHUCH XEMATOM, TPaBMATHUCH KPBBOH3JIHB
“T.€. CIIOHTAHHO, CBLP3aHO ¢ MHTEPBEHLMS WK TPaBMATIYHA HHTPAKpaHHAIHA XeMOparus

Onucanne Ha #36paly HOKENAHH PEeaKiy

Kvpaene
Haxooxu ¢ xvpeene 6 PLATO L
LisnocTiiKTe pe3y/ITaTH 3a YCCTOTATA ifa KbPBEHE B NMPOYYBaHLTO PLATO ca nokasani B T
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Tabauua 2 — Anaaus na obumpre cLOITHN ¢ KhpBEtle, HITHIICHI HO Kaplan-Meier na
12-ta mecen (PLATO)

Tuxkarpeaop Knonugorpen
90 mg aBa N=9 186 p-cToil
MLTH /IHCBHO HOCT
N=9 235
Q6o 38auntennd ot PLATO 11,6 11,2 0,4336
daTann/kuBoTo3acrpamasaiull or PLATO
5,8 5,8 0,6988
InauutesHu oT PLATO, HecRbLp3aHH € 4,5 3,8 0,0264
KAB
3nauntens ot PLATO, Hecrbp3aHu C ' 3,1 - 2,3 0,0058
HHTEPBEHIIHH
KomGuunpaHH o010 | 16,1 14,6 0,0084
3HAYATENHH + He3nauuTennu oT PLATO |
HecBbp3aHu ¢ UHTEPBEHLMH 5,9 4,3 < 0,000
3HAYUTENRHY + HesHayuTenHu ot PLATO ]
3HayutenHu o TIMI 1.9 7,7 0,5669
JHAUHTENHH + HesHauuTeaHn no TIMI | 11,4 10,9 (,3272

JMedpsuuums HA KATETOPHUTE KhpRele: JHauuTeAHO GaATANHOAKHBOTOIACTPANIABALLO KL PBEHE: KnuHuyHO NposBEHO C
OHHIKABANE Ha XeMOTTOOHHa ¢ > S0 g/l WK ¢ npenuBaHe Ha > 4 CaKa epHTPOLUTHA Maca; WITH (PATATHO; WIH HHTPAKPAHWAIHO; 1/
HHTPANEPHKAPAHO CHC CHPAEYHA TAMIIOHALE; HAN ¢ XHITOBOMEMHUCK HIOK; HIIH TEHKA XHITOTOHHA, y3HCKBALA APECOPH; HIY XHPYPrHuHa

MHTEPBCHLIMA.
3pauuTeNHO Apyro: KiHHHUHO NPOABEIO C NONHKABAHC HA XEMOTTIOORHA C 30-50 g/l unu npenupate Ha 2-3 caka CPHUTPONMTHA MacCy;

H/IK 3HAMKTENHO HHBAIHAKIHPAWO.
Heanaunreano xupaene: [M3uckpa MEANUMHCKE HAMECE, 38 CIIPHPAHC IUTH JICKYBAHE HA KBDBEHCTO.
Jnauntenno kspaere no TIMI: KnyuHnyHO NpOABEHO € NOHHAABAHC HA xemornobixa ¢ > 50 g/l unM c HHTpaKpaHHaHA XeMOparya.

Hexnaunreano knpeene no TIMI: KnuanyHo nposBeHO ¢ NORHAKABAHE Ha xemorsao0uua ¢ 30-50 g/l.
* p-CTOMIIOCT, U3UMCACHA OT MOAE HA MPONOPUHOHANHKTE PUCKOBC HA Cox, KaTo rpynara Ha JIe4eHHE ¢ CAMHCTBECHATR €KCNJaHaTOPHA

NPOMEH/IHBA

THKarpeaop ¥ KJIOMHAPOres! HE Ce pa3nyuaBat no OTHOLUICHAHE HA YECTOTHTE Ha 3HARHTCIIHO
thaTanHo/xKBOTO3acTpaliaBanlo KbpeeHe 8 PLATO, 3HaUMTENHO KbPBEHE o6uio B PLATO, 3HauuTenHO

kupBeHe no TIMI niu cna6o kupeene no TIMI (Tabnuna 2). Obave, nossara Ha KOMOHHHPAHO
3HAYNTENHOHHE3HAUNTENIHO KbPBEHC B PLATO e noBeye ¢ THKArpeop, 8 CPaBHEHHE ¢ KIonuAorpen. Manko
nauuentH B PLATO nuMar datamni kppaonsnusu: 20 (0,2 %) 3a THKarpenop i 23 (0,3 %) 3a k1onugorpen (Bx.

Touka 4.4).

Bb3pact, noJi, TeJIECHO TETNIO, paca, rcorpapcxy paioH, CbIILTCTBALLH 1a00/IIBAHHA, CHITBETCTBALLA Tepanus U
aHaMHe3a, BKIIOYHTEIHO NPeIX0AEH HHCYIT HIIH TPAH3UTOPHA HCXCMHUHA aTaxa, He ca NIPEAUKTOPH KaKTo 3a
oOIOTO, TaKa H 32 HECBLP3AHOTO ¢ HHTEPBEHLUMH 3HRAYHTEIIHO KbpBEHE 11O PLATOQO. ITo Ta3u npH4YHHa, He €

uaeHTUGULHpaHa KOHKPETHa PHCKOBA IPYNa 3a KOATO H Aa € MOATHII KbpPBEHE.

CebpsaHo ¢ KAD kbpacHe:!
B PLATO 42 % ot 1 584-re nauuexTty (12 % OT KOXOpTaTa) ¢ l1anpascH KOPOHAPHO-aPTEPHAJICH Oaitnac

(KAB) ca noayunnu PLATO 3uaunTenHOQATaIHOKHBOTO3ACTpaALIABAIO KbPBEHE 6e3 _MERAY-. .
TepanesTH4HUTE rpynH, PaTajHO KhpBeHE, CBHP3 SBABa NP e, P
6 naLMEHTH BhB BCAKA OT TEPaNcBTHYHHTE IpynH (Bx. T04ka 4.4).

Hecebpsano ¢ KAD KbpBeHC M HECRLP3aHO C HHTEPBCHUHH KbPBCHC:
Hsma pasnuka Mexy THKarpesiop X KIOIHAOrpes 110 OTHOUISHHE Ha HECBBPIAHHTC C K

TCHKKW KHBOTO3ACTPALABALILH KPEEONIKBA N0 AEPHEHLIA HA POYYBaHETO PLATO, n

AyHTENHHTE OBILO,
1 2 ' p
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snayuTendr no TIMI u sHauuTenuu-+uesnagurenyy no TIMI KpLBOU3IUBY, 10 AEPHHIIINA HA TPOYUBAHETO
PLATO, ca no-uects 1pH tuxarpenop. CblLo Taka, ako ¢¢ W3KIOYAT BCHUYKH CBbP3aHH C HHTCPBCHUHH
KPBLBOM3JIMBH, IOBEYE KPbBOH3IMBY ce Hab/oaasar npH THKATPEIOP, OTKOJIKOTO MPH KIONHAOTPL (Tabnuua
2). FlpekpaTaBaHe 1a JeYeHHEeTo NOpaRH HECBbP3aHH ¢ HHTEPBEHIMH KPHBOH3INBH € [10-HECTO C THKArpeJiop

(2,9 %), oTkounkoTo ¢ knomunorpen (1,2 %; p< 0,001).

HuTtpakpansaiiia XxemMoparus:
WMHTPaKpalHaHATE KPbBOUINUBH, HECBBP3AHHU C HITCPBCHLMH, Ca TOBEHE NMPH NPHJIOKCHHE HA THXKArpeop

(n=27 xpwBOH3nuBa 11pu 26 nauuenTn, 0,3 %), OTKOAKOTO € KJIONNACTPE
(n=14 kppBOM3NHBa, 0,2 %), OT kouTo | ] KPBEBOM3JIMBA C THKArpesop ¥ 1 ¢ Knonujorpen ca dartanuu. Hama

pa3finka B o6 6poli cnyyan na (paTanHo KbLpBEHE.

Haxooxit ¢ kvpaere 8 PEGASUS
Ia10CcTHUTE pEe3yNTATH 32 YECTOTATa HA KbPBEHC B TIPOYHBAHCTO PEGASUS ca nokaszann B Tabnuua 3.

Tabmuua 3 — Anajaus HA oﬁumw enbIrus ¢ KLpBeHe, n3unciacuns no Kaplan-Meier sa 36-tn mecen
(PEGASUS)

T:marpe.uop 60 mg aBa Camo
ne1H aucene + ACK ACK
N=6 958 N=6 996
. Kocdpuuuenr |
Kpaiinu Toukn 3a 6c3onacuHocr KM % 1A PHCKA KM % p-CroiiHocT
(95 % CI)
Kateropun ua Knpseiie, onpeaenenn or TIMI
3uaunrento (TIMI) 23 (1 628!3521) 1,1 <0,0001
datano 0,3 1,00 0,3 1,0000
| - (0,44, 2,27) o
0,6 1,33 0,5 0,3130
K | (0,77, 231) |
Tlpyro 3uauuTento (TIMI) 1,6 e 331,651 ) 0,5 < 0,0001
3HAYUTETHO UM HE3HAYHTEJIHO 34 2,54 1,4 < (,0001
(TIMI) (1,93, 3,35)
JHAUYUTESIHO MY HE3HAYHUTCIIHO, H/IH 16,6 - 2,64 71,0 < (3,000!
M3UCKBALIO MERNIIHHCKA HaMeca (2,35, 2,97)
(TIMI)
Kareropuu Ha KbpBeiie, onpejeaein 8 PLATO
3,5 2,57 1,4 < 0,0001
3nauntenHo (PLATO) (1,95, 3,37)
daranio/HKUBOTO3aCTPALIABALLO 2.4 2,38 1 <0,0001
(1,73, 3,26)
Hpyro 3Haunrensio (PLLATO) 1,1 (1 9%5’3; 83) 0,3 <0,0001
3HAYHUTENIHO HIIH HE3HAYMWTCIHO 15,2 2,71 6,2 < (,0001
(PLLATO) (2,40, 3,08)

JNepHHBIHN HA KATErOPHATE HA KBPBEHC:
Juauntenno (TIMI): daranso xppsene MJT o BHAMME DPUINALA 1 KPBBOWINNB, CBLP3AH CbC € HA XCMATOKPHTA s

nTUncea croinoct ua Hgb.
datanno; CGUTHE ¢ KEPBEHE, KOETO AUPCKTHO € IOBCIIO IO CMDBPT B PAMKHTE Ha 7 JHH,

BYK: BrTpeuepenen KphBOH3IKB. .
Jpyro snaunteano (TIMI): Hedaraiano ne-BUK 3uaufienno K1L.pacle (TIMI).

HeanaunTtenuo (TEMI): KnHEHUHO BHAMMO © LOISIKEHHE Ha XEMOII00HHR OT 30-50 g/l
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HMincksanio megumincka nameca (TIMI): Usnckeaino uuarepscHuya IH Boaeio Ao xocnuranuianus, WUJIH ranaraimo oneHka.
SugunTeno gaTanno/xusorosacrpaniasamo (PLATQ): daranto KepBeHe WY ncako spTpeuepento kbpeene, HJIN
HHTPANEPUKAPAHAITHO Cb¢ ChpAcuHa TaMnoHana, MITH ¢ xumopoaemu'eH UIOK HilH TEXKKA XHNOTOHMUS, Hanaraia npuaoXKCHHETO Ha
NPECOPHW/ HHOTPOTIKH CpeACTBa Wi onepauuy, HIIH ko sBHaiMo ¢ > 50 g/l nonuxkenue Ha xeMornoO1Ha WK NpenaTH 2 4

eIMHULIH YEPBEHH KPBBHH KIIETKH.
3uauutenno apyro (PLATO): 3uaviumo nusannausupaimo WIH kimnuuHo BRAMMO € 30-50 g/1 nounmenne Ha xemornobuna, HJIH

NpenaTy 2-3 eAMHHUA YEPBEHH KPBBIIH KJICTKH.
Heznauuteano (PLATO): M3ucksa MEXHUHHCKA HHTEPBCHLILA 34 CITHPAHE WM JTCYCHHE HA KbPBCHETO.

B PEGASUS 3unauntennoto xbpsene (1TIMI) npu tukarpenop 60 mg asa MuTH JHEBHO € MO-BHCOKO OTKOJIKOTO
npy neuexue camo ¢ ACIC. He ¢ HaGn1io)apaH NOBUILEH PUCK OT (PaTanHO KbPBEHC H €C YCTAHOBABA CAMO
HE3HAYKTENHO NOBHILEHUE HA BbTPEUEpENIHHTE KPLBOM3IIHBH B CPABHEHHE C TEPANUATa CaMo C ACK. Nma
MaTKO CHOHTHS Ha (paTalHO KbpBeHe B npoyyatero, 11 (0,3 %) 3a Tekarpenop 60 mg u 12 (0,3 %)3a
teparusrta camo ¢ ACK. HaGmonasauusT NOBHUICH PHCK OT 3HAUMTENIHO KbPBEHE (TIMI) ¢ Thkarpenop 60 mg
ce JBJDKH NpeIHMHO Ha [IO-BUCOKATA YECTOTA HA JIPYro 3HAYHTC/IHO KbPBEHE (TIMI), cBBp3aHO CbC CLOUTHS B

cromatuHo-upestus COK.

[loBHMIIEHA YECTOTA lia CLOUTHS ¢ KbpBeHe, mopobiu na auauntento kubpeeHe (TIMI), e Habmoaasala B
KaTEropHHUTE 3HAYHTENHO UAN ne3naunTenio kppaeHe (TIMI) u suaquTenHo (PLATO) u 31a4HTETHO HIIH

HesnaunTenHo kupBeHe (PLATO) (Bx. Tabmuua 3). [IpeycTanoBsBaHETO Ha IEUCHUETO NOPaH KBPBCHE € 110-
4ECTO B Ipynara Ha THKarpeaop 60 mg B cpaBHCHHUE C rpynara Ha T€panusaTa camo ¢ ACK (cbotBeTHO 6,2 % M
1,5 %). [ToBeueTo OT TE3H Cly4YaH Ha KLpBeHE ca C No- Mallka TexecT (krnacu(pHuupaHH KaTo H3UCKBALIHY

meguiHceka Hameca (TIMI)), Hanp. enucTaKCHC, HACHHABAHE H XEMATOMH.

ITpods.ThT HA KbpBEHC Ha THKarpenop 60 mg € CxoaeH B MHOXKECTBOTO NPeBapHTENHO ONPEACICHRA HOAPYIIH
(Hanp. o BB3PacT, Moli, TCro, paca, reorpad)cki perioH, CLILTCTBAM 3a00nsBaHHA, CbOBTCTRALIE TCPANMS U
MEeIHIIHHCKA aHaMHe3a) NpH cbO1THA Ha 3naunTento kupseic (TIMI), 3Ha4uTETHO HITH HE3NAUHTENHO (TIMI) u

sHauuTenHo kppeeHe (PLATO).

BosTpeuepenio KepBeHe:
Crontanii BUK ce choBiuasaT ¢ nogo6Ha YecTora 3a Tukarpenop 60 mg u Tepanus camo ¢ ACK (n=13, 0,2

% 8 ABeTe rpyny Ha acuyenye). Habalogasa ce HE3HAUYNTEIHO MOBHLICHWE Ha BYK cBbp3aHo ¢ TpaBMa U
npolleAYpPH NpH Jeuelire ¢ Tukarpenop 60 mg, (n=15, 0,2 %) B cpaBHEHHE C TCpaNnusiTa CaMo C ACK (n=10,

0,1 %). Cvobitenn ca 6 paransy BUK c tukarpenop 60 mg 1 5 daraniu BUK ¢ Tepanns camo ¢ ACK.
YecToTara Ha BLTPEUEPENHO KLPBEHE € HHCKA B JBCTE I'PYIIH Ha JIEHEHHE, KaTo CC€ UMa NPCABHUA 3HAUNTCIHHTC
cpnbTeTBaly 3ab6onsasannst ¥ CC puckoBH GaKTOPH B NPOY4UBaHATA NOMYJIALIHA.

Hucnres

IucnHed, ycemaHe 3a 3aayx, ce cbobLiana oT HALHEHTUTE IEKYBalH C THKarpeop. B PLATO, obecaunenure
KaTO AMCIHEs HexcnanH JICKapcTEeHH cuOMTUs (AKMCTiied, JUcnies B OKOH, IMCIIHEs NPH YCHIHE,
NapoKCH3MaJlHa HOLHA IUCITHEH ¥ HOLHA JUCTIHER) ce ChoOIIaBaT OT 13,8 % oT nauMeHTHUTE, JIEKYBaHH C
THKarpenop, 4 3a 7,8 % oT naumMeliTiTe, JeKyBaHu ¢ kinonuorpen. Hpu 2,2 % OT nalMeHTUTE, NPHEMAILIH
THKAarpenop, # npu 0,6 % oT narucHTUTE, NPHEMALUK KAOTTHAOFPEN, B NPOY1BaHETO PLATO uscneaoBaTeNHTE
CUMTAT, Y€ AMCITHEATA € MPUYMHHO CBLP3aHa C JICHCHHCTO M OPOAT HA CEPHOZHUTE CllyHaH € MalbK (0,14 %
rukarpenop; 0,02 % knoouznorpe:n) (px. rouxa 4.4). Haii-uecto cnobimaBanuTe CHMITOMHA Ha JAHCITHER €4 JICKH
0 YMEpPEHH 110 HHTEH3UTET Y NIOREHETO Ce Chodlanat KaTo CANIIMYEH CITH30/ paHo CIe/ 3ano4Balic Ha

TCpalluiaTa.

B cpaBHERHE ¢ KJIOIMAOIPEN, nALHEHTHTE ¢ actMa/XObb, nexysany ¢ THKarpenop, MOXe a uMar NOBHILCH
PHCK OT NOMy4aBane Ha neccpHo3na aucnHes (3,29 Yo THKArpenop cnpsamo 0,53 % KNONHAOTPSIL)-H CEPHO3HA
nucnnes (0,38 % tuxarpenop cnpsamo 0,00 % knonunorpen). B aG¢omoTHH CTORHOCTH T K

naLMeHTH ¢ aHaMiie3a 3a actma u/uit XOBBb (Bk. Touka 4.4).
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Okoio 30 % oT enu3oAnTe 0T3Byuasar B pamkute Ha 7 aud. PLATO Bknoysa natHeHTH, KOUTO Ha H3XOAHO
HUMBO MMAT 3aCTOMHA ChpAeuHa HenocTaTbuHoCT, XOBD wiy acTMa; Te3H NAUHEHTH H MAlHEHTUTE B CTaptccka
BB3pACT € NO-BCPOATHO Jia ChoOLIABaT JUCTIHEN. 38 TUKATpenop, 0,9 % oT malHEeHTHTE IPEKLCBAT IIPHJIAraHeTo
Ha NPOYYBaHOTO aKTHBHO BEUIECTRO NMOPaji AUCHHEs, cnpsaMo 0,1 % OT Te3u, npueMallli KIONHAOrpel. Ilo-
BHCOKATA YeCTOTa HA AUCNHEA C THKArpe/op 1e ce acolHipa ¢ 110Ba NOsBa WiH BJIOIIABaHE Ha ChPACHHO HIIH
6en0apobHo 3abonspanc (Bx. Touka 4.4). Tukarpenop lc nosnnssa 6eno1poOHATE (YHKLHOHAJIHK TECTOBE.

B PEGASUS nucrites ce chobmara npy 14,2 % or nalueHiTe, mpreMaiin Tukarpenop 60 mg Asa IILTH
AHEBHO, U 1IpH 5,5 % or nauuentire, npueMau camo ACK. Kakro B PLATO, noseuero citytan Ha cpoblieHa
JMCTIHES ca JICKM [0 YMEPEHH 110 KITCH3UTET (BX. Touka 4.4). [launenTnre, KOMTo cpob1lapar Aucnies ca
6UITH NpeqUMHO NO-BL3PACTIH U No-uccTo ca uMann Aucanedn, XObb Hian acTMa Ha H3XOAHO HHBO.

H3cnedeanus
[Moeuwenue Ha nuxkouHaTta kucenuna: B PLATO e orvercno noBHinapali¢ Ha CepyMHara MHKO4Ha KHCCInHA

J10 CTOMHOCTY, HAABUIIIABAIIN [OPHATA I'PaHMIla Ha HOPMATa, IIpH 22 % OT NONYHaBALLMTEe THKArpe/op
nauKeHTH, cupamo 13 % or nomyyaBalliTe KNOMuaorpen nanent. ChOTBCTHUTE crorinocty B PEGASUS ca
choTBeTHO 9,1 %, 8,8 % u 5,5 % 3a Tukarpenop 90 mg, 60 mg u miauebo. Cpeanara cepyMHa MUKO4HA
KUCEJMHA ce NOBMIUABA ¢ 611130 15 % npH NpuaoKelue Ha TUKArpeiop, B CpaBHEHHE ¢ NIPHONIHIHUTENHO 7.5%
Npd NPANOXKEHHE Ha KNOIUAOTPEN, & CJIC/ CIHPAHE HA JICUCHHETO CC NMOHHKABA npubim3nTeaHo Ao 7 % npu

[PHIIOKCHHE HA THKAPEIop, KOKATO Npii KIONKHACIPEN HE ce Habntonasa cnaj. B PEGASUS ce ycTaHOBsIBa
o6paTHMO NOBHIUEHKE Ha CPCAIINTE 1IUBA HA CEPYMIia NMAKOYIA KHCEHHA OT 6,3 % u 5,6 % CBLOTBETHO 34

tukarpenop 90 mg 1 60 mg B cpasienye ¢ 1,5 % NORHKEHUE B rpynata ¢ mnauebo. B PLATO uecroTaTta Ha
noaarposen apTput ¢ 0,2 % 3a tukarpesiop cupamo 0,1 % 3a knonyaorped. C1LOTBETHHTE CTOHHOCTH 32
noparpa/noaarposct aprput B PEGASUS ca 1,6 %, 1,5 % u 1,1 % CbOTBETIIO 3a THKarpe:1op 90 mg, 60 mg u

nnaie6o.

ChofliaBaHe 1a NQA03UPAHH HEKCTAHH PEAKUHH
C1b0o6LapaneTo Ha MOAO3UPaHH HEXKEIAHH PeaKilii ciic] paspelliaade 3a ynotpeba Ha JIeKapCTBEHUS [POJIYKT €

saxHo. TOBa [03BOJIABA 2 NPOALIKI HaG/IIOACHHETO 12 CLOTHOLUEHHETO N0/138/PHCK 32 JIEKapCTBEHUS IPOYKT.
OT MeIHUHHCKUTE CIIeqNalluCcTH ¢e H3HCKBa Aa choOIiaBaT BCika [10031paHa HeXE/laHa pCakus Hpes.

HanbnHuTenna arcHIMS 110 JICKapCTBaTa
yi. ,,Jlamsx [pyeB” Ne 8

1303 Codus, br.nrapus

Ten.: +359 2 8903417

yeOcaliT: www.bda.bg

4.9 IIpeno3npane

Tukarpenop ce nonacsi Jo6pe npu eAHoKpaTk 403k A0 900 mg. [acTPOUHTECTHHAJIHATA TOKCHHOCT € Ouna
JIO30THMHTHPAHA B €JIHO TPOYYBAie C ¢/HOKPATHA HapacTBawa 1033, JIpyru KNHHHYHO 3HaUHMH HEXCJIaHH
peaki[MH, KONTO MOrAT Aa C¢ POSBAT NPH NPEeAO3NpaHe BKMOUBAT IMCIIHEA U BEHTPHKY/IapHH Nay3u (BK.

To4Ka 4.8).

B cnydait na npego3upalie, MOrar jia C€ MPOABAT rope ClIOMEHATHTE NOTCHUHANHI HEXC/IAHH NIEKAPCTBCHH
peakuuy v TpsitBa na ce uMa npenenl EKI monuropHpase.

npakTHKa., QuakBaHKUAT ehCKT OT IPEROIUPAHE HA THKArPEIOP € yABLIDKCHA IPOLL]]
KbpBEHe, CBbp3al ¢ TpoMBouTHOTO Mixubipane. Tpancdysuara na TpoMOOUHTHA
HMA KJIMHHYNA 10132 TIPH NAUHEHTH ¢ KbpbeHe (Bx. Touka 4.4) AKO ce nosBH KbpB

npeAnpHeMaT ApYrk NOAXOALIM HOARLPKARIM MEPKH.
| ' i5



5. PAPMAKOJOrHYHY CBOUCTDA

5.1 ®apMaxoAHHAMHYIHH CBOACTBA

dapmaxoTepaiiesTHynia rpyna: MuxuGnTopn Ha arperauusirta Ha TPOMGOLMTHTE, C H3KJIIOUEHHE Ha XenapuH, ATC
koqa: BO1AC24.

MexaHiibM Ha ICHCTBUE
Kpycakcul ChbIbpiKa THKarpeaop, CbeAMHCHHE OT KRaca Ha [HKJIOTICHTHNTPHA300TTHPHMHAHHHTC (CPTP),

KOWTO € mepopaneH aHTarOHMCT C AUPCKTHO AelicTBie Ha P2Y 12 peuenTopa, KaTo ¢e CBbp3Ba C HEro CENEKTHBHO
u 06paTHMo ¥ npeaoTepatssa AJ[D-meauupanara, 3asucedia oT P2Y 12 TpoMGOLHTIIA AKTHBALHKA 1 arperalys.
TuKarpesnop He npeaoTBparisa cBbp3saHeTo ¢ AJIM, a koraTo ¢€ CBbp3Ba C P2Yi; peuenrtopa, Bb3NpENSTCTBA
CHrHaNHaTa TpaHcAykuus, nHayuupana ot AJ®. Toit xaro TpoMOOUMTHTC YHaCTBAT B MHUIIHHPAHCTO H/HITH
Pa3BHTHETO Ha TPOMOOTHUHHMTE YCNOXKHEIIHA Ha aTCPOCKICPOTH HATA Gonect, € A0Ka3aHo, Ye HHXHOKpaHeTo Ha
rpoMboLiTHaTa QyHKIH Hamanasa pucka oT CC cbOuTHs, xaro cMept, MM uiny uHCyaT.

Tukarpesop ChillO YBEAMYARA JIOKAMIIITE €lA0FEHIH HABA Ha alICHO3NHA 4pE3 HHXHOHpaHe Ha eKBUIAHOpHpauIud
lykaeo3naeH tpaHcnoprep-1 (ENT-1).

JToKyMCHTHpAHO ¢, Y€ HpH 31paBi Jkua u nauxents ¢ OKC, THkarpenop yBeii4asa CACAHNTE e(PeKTH,
HHIAYLMpPaHH OT aICHO3MH; Ba20/IHIIATALINS (M3MEPeHA Upe3 YBEIHYABAHCTO Ha KOPOHAPHHA KPLBOTOK IpH
aapasH jo6poposity M nauHenTu ¢ OKC; riapobonne), nuxudupane Ha TpoMOoimTHaTa (hyHKUMs (B YOBElIKa
LiA/1a KPBB in vitro) 1 pucities. Bpbakara Mexjy Ha0JIOaBAHHTC YBENIHUIEHNA HA REHOIMH K KIHHHUHHUTC
pe3yaTaTH, obauc (Banp. 3a601eBaeMOCT- CMBLPTIIOCT), 1iC € KATEIOPUYHO H3ACHCHA.

QapMakoAUHAMHYHH eeKTH

HHauano na oelicrmeuemo
[Tpu naumenT cbe crabunita ucxemnuna 6oaect na cupuero (MbC), npuemaiiy ACK, tukarpenop nokaspa

6BP30 HACTHLNABAHE Ha (haPMAKOIOIHYEH eEKT, KOHTO C& ACMOIICTPHPA OT CPEHOTO uHxubupaHe Ha
tpomGounTiaTa arperauns (MTA) oxono 41 % 0,5 yaca cae NpHAOKEHHE Ha 180 mg HaToBapsalla 1032
THKArpenop, ¢ Makcumanch edexrt Bbpxy MTA 89 % 2-4 uaca ¢i1ca NPHI0KCHHETO Ha /103aTa, KOHTO Cce 3abpxka
mexcay 2 1 8 uaca, [Tpu 90 % ot nauuenTuTe 2 4aca Cic/i NPHI0KEHHETO Ha 103aTa TEPMHHANIHOTO [TUKOBO HUTA

e > 70 %.

Kpaii na oeucmauemq
Axo e niannpana KADB npoucaypa, pUCKET OT KbpBEHE CBbP3al C THKArpeaop € NOBHIUICH B CPAaBHCHHC €
KNOMAAOrpesl, KOraTo TepalusTa e NpeKparena no-Majiko oT 96 yaca npejiv npoucaypara.

Cuana ha aexapemgama
[TpeMHH2BAHETO OT JICHEHHE C KJIONHAOTPEN 75 mg Ha IEUCHUE C THKArpenop 90 mg aBa MbTH AHEBHO BOAM A0

abcomoTHO rosuiuasane i1a UTA ¢ 26,4 %, a mpeMyiiaBaiero OT ISYEHHE ¢ THKArpeJop Ha IEHCHHUE €
Konugorpen BoAu Ao abcomorno nonnwkasane Ha UTA ¢ 24,5 Yo. [laumenTiTe MOraT Aa IpECMUHABAT OT

KIONMAOrpeN Ha THKarpenop 6e3 1ipexbCBAHE Ha aHTHArPCraHTHOTO HCHCTBHE (Bx¢. TOUKA 4.2).

KnunnuHa edbHKacHOCT ¥ DE30HACIOCT
KnuHuuHUTE JaHHH arpenop ca noJjiy4yelt oT ABe KNHIHYHH U3NUTBAHHA ¢aza 3:

o [Ipoyusancro PLATO [PLATeclet Inhibition and Patient Outcomes (TpomboTHY
KNIMHUYEH U3X0M Ha NAaUMEHTA)], CpaBHEHHE 112 THKAIPENOp ¢ KNONHAOIpes, U
xkombunauns ¢ ACK, n apyra cranjapriia Tepanms.
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e [Ipoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events in
High-RiSk AcUte Coronary Syndrome Patients (IIpecHIuA € THKarpeaop Ha BTOPHHHH TPOMOOTHYHH
¢cLONTHS NIPH BHCOKOPHCKOBH IIaLHEHTH € OCThP KOPOHAPCH CHHJ/IpOM)], CpPaBHEHNE Ha THKArpeJop,

kom6unupan ¢ ACK, ¢ tepanus camo ¢ ACK.

IIpoyueane PLATO (ocmpu xoponapry cunopoi)

[Tpoyusatero PLATO skimousa 18 624 nausenTty, Kouro ca B 24-4acOBUA [ICPHOJ OT HAUAJIOTO HA CHMITTOMH Hd
HectaGuina crenokapans [UA], nundapkr na muokapaa Ges ST-enesaiis [NSTEMI] unu ¢ uHgpapkr Ha
Muokap/ia cec ST-enesauus [STEMI], n xokTo MbpBOHa4aliHO €2 JICKYBaHII ME/IMKaMEHTO3HO, HAH HpPES
nepKyTanna kopoxapsa uiirepsenuus (PFCI), nny upes nocrapsie Ha KAB.

Kaunuuna echpuxacrnocm
Ha dona Ha excauenHo npunoxkenne 1ia ACK, tukarpesnop 90 mg asa nbTH AHEBHO ICMOHCTPHPA

NPEBBLIXOACTBO CIPAMO 75 Mg AHEBHO KJIONUAOTPEN 110 OTHOWECHHE Ha NIPEBEHRNA Ha ChCTAaBHATA KpaiHa Toyka
3a CC cMbpT, MU M HucynT, ¢ pasnuka, npousnmsama ot CC cmupr 1 MHL TaupentrTe nony4dasar 300 mg
HaTOBapBallia 5033 Kionuaorpen (Ru3moxHo ¢ 600 mg, axo nmar PCD nau 180 mg THKarpesiop.

Pe3ysiTaTLT Ce nosBaBa paHo (abCoMOTHA PEAYKLUMA Ha PHCKA [APP] 0,6 % 1 OTHOCHTENHA PEAYKLHA HA PUCKA
[OPP] 12 % Ha 30-3 AeH) c NOCTOsIHCH €(pEKT OT JICHEHHCTO O BPCME Ha 11C/HA 12 MeceueH Nepuon, AaBaill

ARR 1,9 % na roguna ¢ OPP 16 %. Tosa npeinonara, 4e ¢ NoAXOASILIO MalMEHTUTE fa Ce JICKYBAT C
ruxarpesiop 90 mg asa MLTH AnesHo 32 12 meccua (Bac. Touka 4.2). Jlevenuero Ha

54 naunenty ¢ OKC ¢ THKarpeiop BMCCTO ¢ KJIOUHIOrpes NpeRoTRpaTssa 1 atepoTpoOMOOTHYHO crOnTHE;
neyennero Ha 91 nauuenty upenornparasa 1 CC cmupt (BX. Ourypa 1 v Tabnuua 4).

TepaneBTHYHHAT €QEKT HA THKArpeaop, HAAXBbPJIALL TO3H Ha KIONKAOrpe, H3riexaa CXoaeH B MHOTO
NOATrPYNH, BKIIOUHUTENHO TErjlo, MoJl, dHaMlic3a 33 3aXapCH Jiuaber, Tpal3MTOpHA MCXEMHYHA aTaKa WK He-
XEMOparuyeH WHCYAT, Wil PCBAcKyJlapH3auus; npy CbIbTCTBAILO JICHCHHE BKIIOYBALIL0 XClIaphH, Gpllb/1l1a

HIXUBHTOPH ¥ MHXMOHTOpPH HA NIPOTOHHATA IOMIIA (BXK.TOUKA 4.5); Npx OKCHHATENHATA AHArHO3Aa Ha
nokasarento ceoutue (STEMI, NSTEMI, wim UA); u npu nnaiiHpatys PH paHNOMH3ALHATA ne4edeH noaxon

(MBa3vBEH WK MEUKaMCHTO3EH).

VeTaHOBeHO e ¢1abo CHrEHMUKAHTHO TEPANCBTHIHO B3aUMOJEACTBHE B 3aBHCHMOCT OT PErHONHA, CHITIACHO

koero koeduuuenThT Ha pucka (HR) 3a mbpBuuiiaTa Kpajina Touka ¢ B N0JI3a Ha THKarpeiop 3a otTananara
yacT Ha CBETa, HO ¢ B NoJi3a na xionuiorpel 3a Cescpa AMEpHKa, KOATO ChCTaB/ABA npubimantento [0 % ot

[ANaTa POYYBAHa nonyraims (p-croiivoct Ha B3aumozaeiictsne=0,045). ExcnnopaTtopHHTE aHIR3N "
MpeANOaraT BeposTHa Bph3ka ¢ fo3ara ua ACK, karo ¢ ypeiMyapaHe Ha Jo3arta Ha ACK cc nabioaasa
HamaneHa e(MKacnocT Ha THKarpenop. Xpouiusara atesia 103z ACK, koaTo Aa ChbIbTCTBA THKArpe/op,

Tpabpa aa 6bie 75-150 mg (k. ToukH 4.2 1 4.4).

durypa | nokazpa ouaxkBaHUA HCK 32 HACTLNBANE HAa TbPBH HILHACHT, BKIIOHCH B kKoMOHHHpaHaTta
kpaifHa Touka Ha e(pHKacHOCT.

17




®urypa 1 — Anaau3 Ha ILPBHYHATA KAMHHYHEA ChCTABNA KPAlina TOMKA OT CC cmbpT, MU H
uucyat (PLATO)

i Trxarpeaop (T) (864/9333] i
....... Knomtgorpen (C)  [1014/9291]
12 — 11,67%
1H
10
* 9.
5 8-
s 7-
5 -
e 5
o 4.
.-}
= 34
=
- 2 - HR g5% Cl P-CTOMHOCT
Z 14 T cpewy C 0.84 0,77,0,92 < 0,001
- _ = — === £
T T = T T R | T
0 60 120 180 240 300 360
Bpow 3acTpalleHs
¥ 9333 8 628 8 460 8219 6743 5161 4 147
G 0 291 8 521 8 362 8 124 6 650 5096 4 047

B cpaBHEHHE C KJIOMMIOIPe, THKArpEJIop HaMassiBa YecToTaTa Ha HaCThIIBaHEe Ha HHIHACHTHUTE, B/IH3AlLN B
chbCTaBa Ha I'bPBHYHATA CHCTABHA KpaHHa TGYKA — KaKTO B NOIynalusiTa ¢ UA/NSTEMI, Taka u B nonyJianusra ¢
STEMI (Ta6nuua 4). Cnenoearento, Kpycakcus 90 mg aABa 'bTH JIHEBHO 3a€/1HO € HHUCKA J103a ACK moxe na ce
u3nosssa npu nauueHTd ¢ OKC (necrabuiiHa CTCHOKapAns, MIIOKapACH undapkr 6e3 ST eneBaumnst [NSTEMI|
win Muokapien nHapkr che ST enepauus [STEMI]); BIOUNTENNO HAUKMEHTH, JICKYBaHH MEIMKaMCHTO3HO, M
alMeHTH, JIKYBaHH ¢ nepkyranHa kopodapua nnrepseHuna (PCI) i koponapHo-apTepHalieh 6aiinac (KAD).
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Ta6aina 4 — AHANH3 HA THPBHYNATS ¥ BTOPHYIINTE KPAHUH TOUKH 32 ePHKACHOCT (PLLATO)

Tuxkarpenop | Knonnaorpena
90 mg nBa 75 mg BeAHBK

NBbTH ANEBUHO anesHo (% APP* OPP* (%) P-CTOHHOCT

(%6 nauHCHTH | HAIHEHTH ChC (Yo/yr) (95 % Cl1)

CLe CLOKnTHE) cLOuTRE)

=9 333 N=9 291
CC cmbp1/MH
(¢ M3KJ1. HA 9.3 10,9 1,9 16 (8, 23) 0,0003
»x” MH)
HIH HHCYNT
Hamepcuune 3a 8,5 10,0 1,7 16 (6, 25) 0,0025
HHBa3HBHA
TepanHs -
Hamepenue za 11,3 13,2 2,3 15 (0.3, 27) 0,0444°
JICKapCTBEHA
Tepanus .
CC emupT 3,8 4.8 1,1 21 (9, 31) 0,0013
MH (c u3xan. 54 6,4 1,1 16 ( 5, 25) 0,0045
ta ,,Tx” MH)° _.
Hucyarr 1,3 1,1 -0,2 -17 (-52,9) 0,2249
CuMbpT O€3 |
3HAYCHHE Hia 9.7 11,5 2,1 16 ( 8, 23) 0,0001
IIPHYHHATA,
MH (¢ u3x.
Ha ,,tux” MH)
HAH HHCYIT
CC cMmmprT,
obmo MH, 13,8 15,7 2,1 12(5,19) 0,0006
uncynr, CPH,
RI, TIA, i
apyra ATC®
Cumnpr be3
IHAYEHMUE Ha 4,3 5,4 1,4 22 (11, 31) 0,0003F
_NpHYHHATA

HeduHnTHEHA
TpombO3a Ha 1,2 1,7 0,6 32 (8, 49) 0,0123°
CTEHTA

*APP=afcomoTna penykuns Ha pucka; OPP=oTHocHTeIHa penykuns 1A prcka=(1-Koeduurent Ha puck) x 100 %. Orpuuarensa OPP
03HAYaBa OBHILABAHE HA OTHOCKHTE/HHS PHCK.

¢ wakmouende Ha ,,THX MH.
*CPH=ceproana pexypenTna nexemus; PH=pexypenrna ncxemns; THA=TpansHTOpHa HOXEMIHA &TaKA, ATC=aprepuanHo

tpoMGoTauno ceburre. O6we MU nxmouna ,, Tux” MH, nara 112 ChOHTHETO C ATATA HA HETOBOTO YCTAHOBABAIIE.
* HOMHHAUTHR CTOMHOCT HA CHTHR(MKAHTHOCT; BCHUKK OCTAHATH ca (JOPMATHO CTATHCTUNECKH CHTHHQHKAHTHH 110 Npe- acGUHNPAHO

fiepapXxHuHO TECTBAHE.

PLATO zenemuuinio noonpoyuaare
Onpenensuero na CYP2C19 n ABCBI renoruna na 10 285 nalueHTH B PLATO naBa Bb3MOXHOCT 34

acoUMalns Ha reHoTunHuTe rpyny ¢ pesyirature ot PLATQO. [1pesb3X0ACTBOTO HA THKArpenop Hai
KJIONIHAONPEN 10 OTHOLIEHAC Ha pefyKuHATa Ha 3HaunTeNiu CC ChOMTHS HE € CHTHUPHKAHTHO NOBJIHAHO OT
CYP2C19 win ABCB1 resotuiia na nauuenture. [fonoGHo ua uanocrioro npoyysaHe PLATO, HaMa pas/ivka
MEXY THKArpenop # Kjionojorpen npy oo 3naiiTeHHTe XeMOparniin HHUUACHTH B PL )
reqotrna CYP2C19 unu ABCB1. Hecpbpsaioro ¢ KAB suauntenio xbpsene 8 PLATO ¢
TUKArpeaop B CPABHEHHUE C KIIOMHUAOTPEN NpU NalKeHTH ¢ €Al HIIH ITOBEYE CYP2C19 an

dyHKIMS, HO € CXOHO HA KJIONHI0Tpel 1IPH NAilHeHTH © aJic, KOMTO HMa 3aryba Ha ¢y
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Kombunupan noxasamei 3a ehouxacnocm u bezonacriocm
KoMGuHHpaHHAT Nokasaren 3a edukacuoct n 6esonactoct (CC cMbprT, MU, nHcyaT UK 00LIO 3HAYUTEIHO

kbpBeHe 10 gedunuimara va PLATO) nokassa, 4e NOA3ATA OT NPUWIOKEHHETO Ha THKArpenop no OTHOILECHHE
Ha e(HKacIOCT B CPABHCIIHE C XIOMMAOrpe)l HE CC KOMNEHCHPa OT CIyuanuTe Ha 3HAYATCIHO KhbPBEhE (APP 1,4

%, OPP 8 %, KP 0,92; p=0,0257),12 mccena cien OKC.

Knrunuuna beszonaciocm

XoaTepoBo MOANPOYYBAHC!
3a [a ce OLCHH YCCIOTaTa Ha BCHTPUKYJIAPHHTC Nay3H K APYrH €11M30/14 HA apHTMMHA 110 BpEME Ha [1pOYHBaHCTO

PLATO, e ocBILECTBECHO XOJITEP-MOHHTOPUpPAHC Ha noArpyna ot 6iu3o 3 000 nauHedTH, npubnuzuresiHo 2 000
OT KOWTO MMAT 3afiiCH, KaKTo B ocTpaTa daza na OKC, Taka u Mecel, o-KbCHO. IThpBHYHATA NPOCIEAABAHA
[IPOMEHITHBA € YECTOTATA [1a BEITPUKYIAPIH 18Y3H C fIPOAB/LDKHTENHOCT 2 3 cexKyHaH. BeHTpUKynapHH nay3u
pa3BHBaT NOBEUE MAUMEHTH Ha neveHHe © Thxarpenop (6,0 %), OTKONKOTO TakUB2 Ha JICHCHHE C KIONHAOTPEL
(3,5 %) B ocrpara ¢asa u cuorsetno 2,2 % i 1,6 % cnex 1 mecerl (BK. TOUKa 4.4). YBEeNHUYCHHETO HA
BEHTPKKYJapHATE naysu B cctpaTa $asa ma OKC ¢ no-u3paseHo npH NauuelTHTE Ha THKArpeiop ¢ aHaMhesd 34
XCH (9,2 % c anamue3a 3a XCH cnpsamo 5,4 % nipii NalHeHTH Oe3 aHamHe3a 3a XCH; 3a nallMeHTHTE Ha

knonuaorpen, 4,0 % npu te3u cue cnpamo 3,6 % 1pu Te3u 6e3 aHamiiesa 3a XCH). Ta3u pa3iuka te ce
nposieaBa 3a efuH mecell: 2,0 % cnpsmMo 2,1 % 3a nanyelTHTE Ha THKArpenop, CbOTBETHO, CbC H Oes aHaMHe3a

3a XCH; n 3,8 % cnpsmo 1,4 % 3a xnonujorpesn. Ta3u pasinka le € CBbp3aHa ¢ HEXCIaHH KIIHHUHHA
NOCHCAHLHA (BKAIOUHTEIHO If IOCTABAHE Ha NEACMCHKBD) BBB BRIIPOCHATA NONy/1auHs NalHeHTH.

Mpoyuearne PEGASUS (ananiesy 3a muoxapoer undapxn)

PEGASUS TIMI-54 e npoyusaiic ¢ 21 162 naunenty, ¢ xn3aii sasHCell OT HACThIBALUMTC CuOuTHA, -
PaHAOMH3UPAalio, ABOHHO-CNIAMO, NNauedo-KOHTPOIHPANO, MEXYHAPOAHO MHOTOLICHTPOBO NPOY1BAHE C
napanelH{ rpymny 3a OUCHKA HA [IPEBEHIIHATA Ha ATEPOTPOMOOTHYIIN CbOHTHA C THKArpes10p, npHiarad B 2
1034 (90 mg ABa MLTH ANEBHO 1GH 60 Mg ABA WHTH AHEBIO) B KOMOMHALMS C HHCKA 1032 ACK (75-150 mg), B
cpaeHenye ¢ Tepanus camo ¢ ACK npu nanuenTit ¢ anamiiesa 3a MU H AOHLIHUTCIHA PHCKOBH (GaKToOpH 3a

aTepoTpoMbo3a.

[MaLHeHTH. NOAXOASILH 32 BKIIOUBAIC B IPOYUEaHCTO ¢a ORI TAKHBA HAa Bb3PacT HA WK Hall 50 rOAMHH,
Hanuuue Ha anamHuesa 3a MU (1 10 3 rofiHHM npcAK PanJ(OMH3HPAHETO) ¥ HATHYKME Ha NTOHE CIWH OT CIICAHNTC
PHCKOBH (hakTopH 3a arepoTpombo3a: Be3pacT 2 65 rofuii, 3axapeH nuaber, ranaran MeJHKaMeHTO3HO
;ieueHue, BTopH npeawectsaiy MH, nannn 3a Muorocsiona HbC vim xpoHu'iHa O6LOpeyna AUChYHKIINA U3BBH

Kpaluus craguil.

INanHCHTHTE He ca OUJIM TOAXOMALIM 30 BKIIOUBAHE B 11pOY4BaHETO, aKO €a MMAJIH MJIaHHPpaHa ynoTpeda Ha
P2Y >-perieniTope aHTATOHUCT, JUITHPHAAMOJ, UHNOCTA30] HITH AlITHKOATYNAHTHA Tepanus 3a [IepHoJa Ha
[POYYBAHETO; IaPYLUIEHIE, CBHP320 C KEPBEHE MM 211aMIe3a 33 MCXEMHUCH HHCYNT HIH BTPCUEPETIHO
KbpBEHE, TYMOD Ha UCHTPAJIHATA HEPBHA CHCTCMA UM BLTPEYEPENHA ChA0BA RHOMANNA,; NIALMEHTH CbC
CTOMALIHO-4PEBHO KbPBEIC NPE3 Npe/IecTBaTe 6 Mecella WiM rojisMa onepaius 1pes npeAliccTBaluTe 30

JHH.
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Kaunuuna egpuxkacnocm

@urypa 2 2 UbPBHYHATA KJIHHHYNA CbCTABHA KPRIiHA TOYKA OT CC emupr, MU H

uncyar (PEGASUS)
't ..T.-_ —— — S —————— [ . i
_j Tukarpanop 60 mg --- - Masmls ‘.:
10 | AL MaTH S=eP-C o P
| | Spod 7045 7057 _‘..-"
D | nauawnrn cuc Cuburve aR7(66%)  SIF(32%) N
5 - KM% na 36T mecey 7.9% Qg% .-"F-
Coomouemuce a8 L=
*
# ? - PECED e _'-l"
|Hezord Retio} (95% Q1) 0.84 (0.74,0.95) L
E g | prerodmocr 00043 #_-"'
=
9 e e ooy mrecasind | — e ey ey T
0 120 240 €0 48D GO0 70 B840 G660 1080 1200 1320
Arn cneg panpomnaayne
Bpodt NaymeNTH B prci

Ti 00 mg 7045 6948 6as? 8784 eri 6357 5904 4620 3093 2025 710
Macebo 7097 €950 €242 6761 €65€ €315 5876 4699 3648 <0<8 T14

Ta6auua 5 - AHAJIN3 Ha MHPBHYHATA H BTOPHYIATE KPAMHH TOYKH 32 ePHKACHOCT (PEGASUS)

-

Tuxkarpesop 60 mg ABa NLTH AHCBHO

Camo
+ACK
ACK N=7 . Y
- p-CTOHHOCT

N=7 045 067

IHlaumenrn
: 5 HR Mauuenrn .
XapakTepHCTHKA | CbC KM % (95 % CI) | cbe cnbirmust KM %

CLOHTHSH

| TepBHYHA KpaiiHa TOYKA

L

Cuncrasna or CC 0,84

eMbpT/MHU 487 (6,9 %) 78% | (0,74,0,95) | 578 (8,2%) | 9,0% 0,0043 (s)

/MHCYIT , -

CC cMBpT 174(25%) | 29% | 083 210(3,0%) | 3.4% 0,0676
(0,68, 1,01)

MU 285(4,0%) | 45% | 0.84 338 (4,8%) | 5.2% 0,0314
(0.72, 0,98)

HUHcyaT 91 (1,3 %) 1,5% | 075 122 (1,7%) | 1,9% 0,0337
(0,57, 0,98)

BropuyHa KpaHHa TO4YKa

0,83
Y 0 ﬂ " o 0 =
CC cmbpT 174 (2,5%) | 2,9 % (0.68. 1,01) 210 (3,0 %) 3.4 %
CMBpT 110 § 0,89 "
Y 26 (4,6 ° 2 %
BCAKAKBA IPHYHHA e e | (0,70, 1,04) i =
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KOedHIHCHTBT Ha pHCKa K p-CTOHHOCTHTE CA M34MCACHH OTACIHO 32 THKArPENOop CIp. TEPanua CaMo ¢ ACK or moaen Ha
LPOIOPUKOHAIIKTE prckoBe Ha CoX, KATO rPynara 1a NCYCHHE ¢ EANHCTBCHATA CKCITAIATOPHA IPOMCHITHBA.

KM npoueHT, H34HCICH Ha 36-Tv Mecell.
Benexka: GpOAT Ha MEPBUTE CLOUTHR 32 KomnoReHTUTe CC CMBPT, MIH ® KHCYIT ¢ NeHCTBHTENHHAT Gpoit Ha MbpBH CHOMTHA 33 BCEKH

KOMIIOHENT U He ce 7106aBa KkbM 6pos Ha CLOWTHATA B CLCTABHATA Kpaiika TOUKa

(s) [Toka3sa cTaTHCTHYECKA IHAMHUMOCT.
Cl=llosepureneH narepsat; CC=Cbpaeuno-chaos, HR=Koeduument Ha pucka; KM=Kaplan-Meier; MH=MuoxapaeH undapxT;

N=bpoh nauneHTy.

JBeTe cXeMu Ha JicMcHUe ¢ THKarpenop 60 mg 11Ba ITbTH IHCBHO H C 90 mg ABa NbTH JHEBHO B KOMOHWHaUuUs C

ACK npeBB3xoxaT caMocrostenoTo seuekne ¢ ACK no oTiomenne Ha npeseHMATa Ha
aTepoTpoMOOTHYHHTE CBOHTHA (ChCTAaBHA KPaHHA TOYKA: CC cmupT, MU H HHCYNIT), € MOCTOSHEH €EKT OT
JIeMEHHETO Npe3 LeNus NepHoR Ha npoy4eaieTo, Bogety 1o 16 % RRR u 1,27 % ARR 3a akarpenop 60 mg u

15 % RRR u 1,19 % ARR 3a tuxarpenop 90 mg.

Benpeku ue npoduiute Ha edukacliocT Ha 90 mg i 60 mg ca nojoONH, MMa JaHHH, Ue 110-HHUCKATa A03a € C

no-1065p npodHI Ha MOHOCHMOCT 1 6e30NaCHOCT 10 OTHOLICHHC 112 PHCKA OT KBPBEHE W IMCIIHCA,
CrenoBarento, camo Kpycaxcun 60 mg upa mbTH AHCBHO, MPUIOKEH €XHOBPEMEHHO C ACK, ce npenopbusa

3a [peBens Ha arepoTpomboTiunu cuburust (CC embpt, MH 1 MHCYAT) NPH NalueHTH ¢ aHamuesa 3a MU i
BHCOK PHCK OT Pa3BHTHE HA aTepoTPOMOBOTHUHO CHOUTHE. |

B cpaBHenue cbe camoctosrentoro Jiewenue ¢ ACK, THkarpenop 60 mg aBa MbTH AHEBHO 3HAWHMO NOHHKABA
TbPBUYHATA CCTABHA KpailHa TOYKA OT CC cmbpT, MU 4 uiicynT. Beeku OT KOMIOHEHTHTE JIOTIpHHACS 32
NOHWKEHUETO HA MbPBUYHATA cheTapHa kpaiina Touka (CC eMupT 17 % RRR, MH 16 % RRR u nucynt 25 %

RRR).

RRR 3a cheraBHara kpajiia Touka ot 1 10 360 anu (17 % RRR) 1 0T 361 AiHH HATATHK (16 % RRR) e noaobno.
MMa orpaHH4eHy JaHHH 3a €pHKAcHOCTTa H O€30NaCHOCTTa Ha YABJDKEHO JICHEHHC C THKArPEJIop Hajl 3 roAMHH.

Jluncear JJoKa3zaTencTsa 3a noi3a (He ce nabsioasa pellyKUils Ha YCCTOTaTa Ha ITbpBMYHATA NPOCICANBAHA
kpajina Touka ot CC cMbpT, MU 1 MuCY!IT, HO HMA NIOBUILIABAHC HA 4ECTOTATa HA 3HAYHTEIHO KLPBEHE),

KOraTo THKarpesnop 60 mg ipa ITbTH KHCBHO € NPHJIONEH NPH KANHHYNO CTaORNHH MALKEHTH C AaBIOCT Ha
uHbapkTa > 2 FOQUHHK HIIK TIOBEUE OT €ANA I'0/JHHA C/IEA CIHPANC Ha MIPCAXOAHOTO JCHCHHE C AJlD-

peLenToOpeH KHXHOUTOP (BX. TOUKA 4.2).

Knunuuna beszonacnocm
YecToTaTa Ha NpeycTaHOBSBANE 112 TEPANHATA C THKaIpelop 60 mg 1nopaaH KbpBEHE M JHCNHES € 110- BUCOKA

py nalMenT! > 75 roaunu (42 %) B cpaBiieHHE C MO-MNaj4 NaUHCHTH (MHTEPBAL: 23-31 %), ¢ pa3nuka cripamo
nnauebo rpynara no-ronama ot 10 % (42 % crpamo 29 %) npu natuedTH > 75 roiuHy.

[ lenuarpiyia NONyaalHA
B pasgomu3npaHo, ABoiH cisno npoyusate dasa 1l ¢ napaneany rpyni (HESTIA 3),

193 neanaTpHuHH NauUeHTH (Ha BB3pacT OT 2 110 oA 18 rofntk) Che ChpIoBHAHOKACTLYHA GoJlecT ca
paHJIOMH3HPaHH Ja NOJyHaT WK [11auebo, HIH THKArpelop B 1031 OT 15 mg ae 45 mg ABa NbTH AHEBHO B
3aBHCHMOCT OT TeJeCHOTO Teryo. THKarpenop BoAH RO McIHaHa Ha TpoMOoLuTHATA HHXHOHLMA 35% npean

npueM 1a 1o3ara i 56% 2 yaca Ciic/l IIPHEM Ha /(03aTa TP CTaI(HOHAPHO CBCTOAHME.

B cpaBHCHHE ¢ Mianefo HAMa 1107132 OT NCHEHHETO ¢ THKArPesiop no OTHOLWEHHE Ha HECTOTATA Ha
BA300KJIY3MBHUTE KPH3H.

Epponetickata arenitus 1o JekapcrsaTta 0¢B000KAaBa OT 3/ABJIKCIHETO 32 NPEAOCTaBIHE Ha
npoy4BaHnaTa ¢ Kpycakcun BhB BCHUKH 11OJUPYIH Ha NCHATPHRIATA MOy NAUNA 32 OCTPH
cuapoMu (OKC) 1 aHamHe3a 3 MioKapaet HHpapkT (MU) (Bx. Touka 4.2 3a uHoOpMaIHUs

B NEIHATPHATA).
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5.2 PapMaKOKHHETHHH CBOHCTBA

Tukarpesop ¥Ma nuHelna GpapMaKOKHHETHKA, 8 CKCIIO3HUMUTE KbM THKArpENop M akTHBHIA my MeTabonut (AR-
C124910XX) ca npu6AMIUTEIHO NPONOPUMOHANHM HA 03aTa /0 | 260 mg.

AG6copbuus
Ab6copbuunaTa Ha THKarpenop € 0bp3a, C Me1HaHa Ha lmax npubnuaurenno 1,5 yaca. IlpeBpbuiaHeTo Ha

THKArpenop B OCHOBHHMSA LHPKYIHPALL META0O0INT AR-C124910XX (cblLo akTHBEH) € 6bp30, ¢ MEAHAHA HA tmax
npubnusrTento 2,5 uaca. Cliel nepopaniio NPRJICKEHHE 1ia eABHI'HA 1034 THKArperop ot 90 mg na rnagHo

apy 34paBH MMLA, Cmax ¢ 529 ng/ml u AUC e 3 451 ng*h/mi.
CLOTHOLIEHHATa METabonUT/ocHOBHO BetuecTso ca 0,28 33 Cira i 0,42 33 AUC. ©apMakOKHHETHRATA HA

tukarpenop 1 AR-C124910XX nipi naiMeHTH ¢ aHaMHe3a 3a MMH oBukHOBEHO € 10/100Ha Ha Ta3H B

nonynauusta ¢ QKC. Bb3 ocHoBa lia €IMH [I0My/1auuoHeH GapMaKOKHHETHYEH aHAIH3 Ha NpoYy4BaHETO
PEGASUS meananata Ha Cuex Ha THKarpesiop € 391 ng/mi 1 AUC ¢ 3 801 ng*h/ml B crannoHapHO CbCTOAHHE

3a THKarpenop 60 mg. 3a Tukarpenop 90 mg Craxe 627 ng/ml 1 AUC ¢ 6 255 ng*h/ml B cTaunonapHo
CBCTOSHHE. | | |

Cpeanara a6comoTHa OHOHAIMMHOCT HA TMKArpe/op € H3UHCICHa Ha 36 %. [1puemsT Ha Gorara Ha MasHHHH

xpaHa Boay a0 nopuwanane ¢ 21 % Ha AUC Ha THKarpenaop H 10 NOHHXaBaHe C 22 % Ha Cmax HA AKTHBHUA MY
METaBOHUT, HO He MOBNKMABA N0 HUKAKHB HAYNH Crax Ha THKarpenop v AUC xa akTuBHES My MeTalO/uT.

CM4Ta ce, Ye Te3d MATKH IPOMEHH €A C MWHMMAANO KIUHUUIIO 3HAUCHHE, I0PaJ TOBA THKArpeJIop MOKE 2id
ce npHeMa cie uin 6e3 xpaHa, THKArpesop ¥ akTHBUMAT My METa0ONMHT Ca cyberpars Ha P-gp.

THKArpeNop BLB BUA Ha CTPHTH TaBJETKH, CMCCEHH ¢ BOJA, [pKJIarai NepopasiHo MM Ypes Ha30- racTpaiHa
COHJIa B CTOMAXA, HMa CPaBHHMA GHOHANHUIIOCT ¢ HeMiTe TabneTkH 1o orhowenre Ha AUC U ConuxHa
THKArpeiop ¥ akTuehus MetaGonuT. Havanuara excrosuuus (0,5 v 1 4ac CneA npuioxenue) OT CTPUTHTE
1a6IeTKH THKArpeiop, CMECCHH C BOJA, € NO-BHCOKA B CpaBlicliue ¢ LeanTe TabneTkH, ¢ KaTo LAN0 HACHTHHEH

npoun Ha KOHIEHTpaLus cieR Tosa (2 1o 48 vaca).

Pa3npeaeleHue
B cTAaMOHAPHO ChCTOAHKE 0GEMBT lia pasnpeleNeHHE Ha THKarpeiop € 87,5 1. Tukarpenop H aKTHBHHAT

My METabOJIUT ce CBLP3BAT C YOBCIUKNTE NJIA3MEHH NPOTCHHH BbB BUCOKa CTENCH (> 99,0 %).

buotpancopMausg
CYP3A4 e OCHOBHUST €H3HM, OTI'OBOPEH 34 METaG0o/M3UPAHCTO 11a THKArpenop ¥ 00pa3yBaHeTO Ha AKTUBHHA My

METaBOIRT, KATO TEXHHTE B3auMoelicreus ¢ upyru cybetparu Ha CYP3A papupat oT
aKTHBHpaHe A0 HHXHOHpaHeE. | |

OCHOBHUSAT MeTaB0UT Ha THKarpenop ¢ AR-C124910XX, xolTo CBIIO € aKTUBEH — KOETO C¢ OLEHABa 1PCS in
vitro cebpaBane ¢ TpombouuThis P2Y 12 AJI® peuentop. CHCTCMHATa €KCNO3HLIMA HA aKTHBHHUA MeTaboNuT e

npubnusurento 30-40 % or Ta3u Ha THXArPeEIop.

EJuMBanpane
OCHOBHUST N'BT 33 ENMMHHMPARE HA THKATPENIOp € 4pe3 YepHoApodia TpaHcgopmalus. [1py npuiarage Ha

palHOAKTUBHO MaPKHPaH THKArpe/1op CPEAHOTO Bb3CTAHOBABAlIC HA PaJIMOAKTHBHOCTTA © npubnusutenHo 84
% (57,8 % BeB teueca, 26,5 % B ypunara). KoIH4eCTBOTO Ha THKAIPENOP U AKTHBHUA My MeTa0oNMHT, KOUTO
ce OTKpHUBAT B ypUHaTa, ca no4 1 % OT npuerara f03a. BepoATiio OCHOBHUAT BT HA CIMMUHADAHE Ha

aKTHBHHS MeTaBoMT € Upe3 eKCKpPCL B kALuKata. CpeaAnusAT Lz 1 THKArpeop ¢ nprONH3HTEN
112 aKTHBHUA My MeTabonuT — 8,5 waca. | |
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CrenHaJHU TONYJIaLHH

Cmapuecka gb3pacm
[To-BHCOKH €KCMO3HLIMH Ha THKarpeaop (upuGau3ntenno 25 % 1 3a Cuax, U 32 AUC) 1 Ha aKTHBHHA My

metabonur np# namuenTs ¢ OKC B crapuccka Be3pacT (> 75 rofiMHy) B CpaBHEHHE C NO-MJIAJH NIALMCHTH €2
Ha6IIOAaBaHH [IPU NONMYNALMOHHUA dapMakoKMHETHUeH afani3. Te3d pasTMKH HE e CMATAT 32 KJAHHHHHO

3HauHMH (BX. TOouKa 4.2).

[leduampuyna nonyvaayus
HannuHy ca orpaHHYeHy JaHHH NpI Aclia Che CLPNOBHAHOKICTLYHA GonecT (BX. ToukH 4.2 1 5.1).

B npoyusanero HESTIA 3 npu naudeHTH Ha BL3PAcT OT 2 10 NOJ | 8 rOAMHY C TErNO

> 12 no < 24 kg, > 24 no < 48 kg u > 48 kg, ¢ npunaraH THKarpenop Kato neadaTpuHn AMCICpripatiy cc
Tabinerkn 15 mg B 1034 cboTheTHO 15, 30 M 45 mg ABa nbTy AHCBIHO. B3 OCHOBA Ha NONYNALHOHCH
dapmMakoKHHeTHYeH aHanu3 cpeanara AUC Bapupa ot

1095 ng*h/ml o 1458 ng*h/ml, a cpentara Crax Bapupa 01 143 ng/iml 10 206 ng/ml npH cTaiuoHapHo

CHCTOARNC.

Hon
B cpaBsieHBe ¢ MbKeE, IPH KEHH Ca& nabJII01aBaHH NTO-BHCOKH €KCIIO3HLMHK Ha THKAarpeJop U Ha akTHBHHSA MY

MeTabonuT. PasHKHTE He ¢e CMATAT 34 KNHHHUYHO 3HAYHMH.

Buwbpevno ygpexcoaiie
B cpaBHeHIIC ¢ XOpa ¢ HopMaTHa 6bOpeuna QynKuHs, NPH MaUACUTH € TEKKO O6bOpeyHo yBpexaane

(KpeaTHHHHOB KIHpBHC < 30 ml/min) exclio3nuUATa HA TUKArpeiop € no-HUCKa ¢ npudnusutento 20 %, a
eKCIIO3HLHATA Ha AKTHBHUS MEeTabONHT ¢ 110-BHCOKA NpHOJM3uTENHO ¢bC 17 % .

[pn nauueHTH ¢ TepMUHaNeH cTauuii Ha 6b0peyHo 3abossBane Ha XeMoHanysa AUC H Cuax Ha THKArpEIop

90 mg npunaras 8 jicH 6e3 auanu3a ca ¢ 38% u 51% mo-BUCOKH B CpaBHEHHE C XOpa C HopMallHa 61L0peuna
dbyHxuus, [ogo6HO MOBHLICHYE B CKCMNO3MIHATA Ce HabMmo/1aBa, KOTaTo THKArpeaop ce npuiara
HelOCPEACTBEHO PSRN AHanu3aTa (CLOTRETHO 49% 1 61%), KoeTo noka3ssa, He TMKarpe/op He CC AHalM3upa.
EXCIO3MUUATA Ha AKTHBHHSA MeTabonuT ce nogiasa B no-vanxa crenet (AUC 13-14% U Crax 17-36%).
EgextsT Ha HiXHOupane Ha TpoMOOLHTHATA arperald (MTA) e He3aBHCHM OT AHANTH3aTa NPH TIALKECHTH €
TepMUHanel cTanuii Ha Gu6peuno 3abonssate 8 ¢ oA00eH NPH X0pa ¢ HopManHa onOpeuna QpyHkuus (BX.

Touka 4.2).

YepnoopobHo yapeaicoane > - |
B cpaBHEHHE ChC 3ApaBH A0OPOBOJIIH, MPH NALMEHTH C JIEKO YCPHOAPOOHO yBpEkKAaHe Ciaax M AUC na

THKArpenop ca no-BUCOKH ChOTBETHO ¢ 12 % n 23 % obaue UTA edekThbT Ha THKArpeI0p ¢ noaobeH B ABETE
rpyns. He ¢ HeoGxoaumo xopHrupalie Ha A03aTa NnpH NaLHCHTH € JICKO uepHOAPoOHO yBpexaaHe. Hama
NpOY4BAHHUS C THKArPENOp NPH MaLMEHTH € TEXKO YepHOAPOOHO yBPEXIaNe H JIUNCBA hapMaKOKHHETHUHA
udopMAaLMs TIPH MAUMEHTH ¢ YMepetio HepiioipoOHo yBpexaane. [IpH nanuenTs ¢ yMEpeHo I TEXKO
[MOBHILICHHE Ha eIHH WK NoBeye YyepuoApoduy GyHKUHOHAIHN N0KA3aTe 14 Ha H3XOAHO HHUBO, IIIASMCHHTC
KOHLEHTPALMH HA THKArpeIop ca oOUIsioBeHO MOAOOHH HITH MAJIKO HO-BHCOKH B CPABHEHHUE C NMAIMEHTHTE 6e3

H3XOAHO [TOBHILUCHHC.

He ce npenopb4Ba yMEPEHO 4eplOAPOGHO yBpexaanc (B, ToukH 4.2 1 4.4).

Emnuvecka npunadiesichocm
B cpaBHEHUE ¢ TaRMEHTHTE OT €BPOIIEHHATA paca, MALHCHTHTE OT a3HATCKH NPOU3XO0J HMAT 110

cpenna GHOHAIMUHOCT. B CpaBHCHIC C NARUEHTUTE OT CBPOMEHAIIATA Paca, PH CAMOOTIPEAC
YEPHOKOXKH MalMeHTH, GHOHAIHUHOCTTA 1{a THKArpeaop ¢ [o-HUCKa ¢ 18 %. B xnuuuKo-dap

] . e ol AT
npoyuBaHus excno3HUUATa (Crax 8 AUC) Ha THKArpenop npH snomuH € no-BHCoKa ¢ npubi &]‘G,/JIH
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% CeA KOPEKLMS CIPAMO TENECHOTO TEro), OTKOJIKOTO NPH XOpa OT €BPONCH/IHATA paca. ExcriosuuusTa npu
NAlHEHTH, KOMTO CE CAMO NpPEEeNsT KAaTO HCHAHO MM ATHHO THII, ¢ N10JI00HA HA Ta3H NpH NaLUHACHTUTE OT

eBpoIeniHaTa paca.

5.3 YIpeAKAHHMYHY AaHHH 32 6e30ACHOCT

[peAKIHHHYHHTE JaHHK 33 THKArPEJIOp M OCHOBHHA MY META00/IHT HE NOKa3BaT HEMPHEMJIHB PHCK 33
pa3BUTHE HA HeXENaHH peaKLHy NPH Xopa 1Ha 6asara Ha KOHBCHUHONAIHHTE ¢dapMakoNOrHuHH H3IMUTBAHHA 3a
6e30HaCHOCT, TOKCHYHOCT NPH CAHOKPATHO 1 MHOIMOKPATHO NpHAAraHe H rCHOTOKCHYEH NOTeHIHAA.

[1pH HAKOJIKO KUBOTHHCKH BH/A € HAORIOAABAHO CTOMAILIHO-YPEBHO APasSHCHE NMPH KWIHHUHYHO 3HAUHMH HHBA
Ha ekcro3unus (BX. Touka 4.8).

FlpH XEHCKH TUTbXOBE, THKATPENOP BbB BHCOKH A03H ACMOHCTPHpA NOBHIIICHA 4ECTOTA HA TYMOPH Ha MATKATa
(a7€HOKapLHHOMH) H NOBHILEHA YECTOTA Ha aJICHOM Ha 4epus Apod. MexaHH3MBT 32 1OABa Ha TYMOpPH Ha
MaTKaTa BEPOATHO € XOpMOHaJieH AnclanaHc, KoiTo MoXKe Jia JIoBEAC 10 110582 Ha TYMOPH FIPH ILTbXOBE.
MexXaHu3MET 33 NOABA Ha YepHOAPOGHH a/IcHOMYU BEPOATHO € cneudutia 32 rpH3auHTe CHIUMHEA HHAYKIHS B
yeprEs ApoO. [Topaay ToBa ce CYHTA, HE € MAKO BEPOATIIO KAPLUUMHOTCHHUTE HAXOAKH 1a UMAT 3HACHUE 34

Xopara.

[Tpu murbXxoBe ca HabnlogaBaHK MHHHMaHH AHOMANHH Ha PA3BHTHETO NIIPH 1034, TOKCH'YHA 34 MaikaTa

(rpaHHUa Ha GesonacHocT 5.1). TTpy 3aituy ce Habntoasa exo-3adapane Ha 4epHOAPOOHOTO CHL3PABAHC H
CKCIIETHOTO pa3BHTHE Ha GeTycHTe TPH Mailxy 11a BUCOKa A03a Oe3 J1a ce HabJil0AaBa TOKCHYHOCT 3a MaHKaTa

(rpanuia Ha 6e3onacHocT 4.5). -

[poyusaHus NpH MIBXOBE U 3aH1IH MOKA3BAT PCAPOAYKTHBHA TOKCHHHOCT C JICKO NOHMKABAHE Ha Ha/1aBaHETO
Ha Teryio Npy MalikaTa B HamMalieHa HeolaTania )HU3HECHIOCOOHOCT H TETNO NPU PAXAAHETO, CBC 3abaBsAHe Ha
pacTexa. Tukarpenop BOAN A0 HEPEJOBeH UMKD (OCHOBHO YABIDKCH LWHKDJT) IPH )KEHCKH NIAHXOBE, HO HE
NOBNMABA OGLIMs DEPTHIHTET NPH MBAKKI ¥ HEHCKH MIbxoBe, PapMakOKHHETHHHHA NPOYyBaHHA C
paj(HOAKTHBHO MapKHPaH THKArpesop I10Ka3BaT, Y€ OCHOBHOTO BELICCTBO K HCTOBHTE mMeTaboJIHTH ce

eKCKPETHpAT B MJISKOTO NpH TLTBX0BE (BX. TO4KA 4.0).
6. PAPMAIIEBTH'YIHHU JAHHH

6.1 CnacbK HA NOMOLIHHTE BEINCCTBA

SAnpo na TabneTkara
Mannton (E421)

X HEPOKCHITPOIIHIT 14€N1Y1033, HUCKO 3aMECTCHa
Kanuues xuaporeudochar AMXHIPAT

Maruesues creapar (E470b) .
Xuapoxkcunponuenysosa (£463), cuhihpialiia CHINK2

DuUIMOBO MOKPHUTHE

Xunpomenosa 2910 (E464)

Turanos auokcng (E171)

Maxkporoa 400 (E1521)

Tank (ES53b) | -
¥esnescH okcupa, yepsen (E172) (camo 3a 60 mg)
XKenezen oxkcuy, XpiT (E172)

¥eneseH oxcun, yepeH (E172) (camo 3a 60 mg)




6.2 HeCLBMCCTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

4 rOJMHN,

6.4 ConennaJjiny yCIOBHS HA ChXpaHenHe

To3u NeKapCTBEH NPOAYKT He HIUCKBA CleLHaHH YCIOBHA Ha ChXPaHEHHE.

6.5 Buj H cbaAbpxKaHHE HA ONAKOBKATA

60 mg:
e 'PVC-PVDC/Al crangaprhu 6auctepi (C.c CHMBOJIH CALIILC/JIyHA) B KAPTOHCHA ONMAaKOBKH OT 60 u 180
TabJleTKH,
e PVC-PVDC/Al xancHaapHu 6mucrepy (ChC CHMBOJIH CIIbHIIG/Jyla) 8 KAPTOHEHH ONIAKOBKH OT 14, 56 u
168 TabneTku;
s PVC-PVDC/AI nepdopupan ¢anonosos 6auctep or 10 Tabnery; KApTOHEHH KYTHH C 60x1 u 180x1
TabJICTKHY;

e PVC-PVDC/AIl nepdopupan easHono3os Gnucrep oT 14 rabnetku; KapTolieHH ONAKOBKH OT 14x1, 56x1,
168x1 TabneTku.

90 mg:
¢ PVC-PVDC/AI cranpapTHy 611cTepH (CLC CHMBOJH CIBHLC/AYHA) D KAPTOHEHH ONIAKOBKH OT 60, 100 u
180 Tabnerky;
e PVC-PVDC/Al kanenpapuy GuucTepH (ChC CHMBOM ClIBILE/JIYHA) B KAPTOHEHH ONAKOBKH OT 14, 56 u
168 TabneTky; |

e PVC-PVDC/Al nephopupat exronozon 6ancrep or 10 tablicTki; KapTOHEHH KYTHH C 60x1, 100x1] 1

180x%1 rabnetky;
» PVC-PVDC/AI nepdopupail ennoao3os 6aucrep or 14 Tabnerki; KapTOHEHH ONAKOBKH OT 14x1, 56x%1,

168x1 TabnerkHu.

He BCHUKH BHIOBC OMAKOBKI MOTat ja 6bAaT IyCHaTH B pojaxba.

6.6 Cnenua/ iy HPEANA3HE MCPKH HPH HIXBBLDJISHC

Heu3non3BaHUsIT IEKAPCTBEH MPOAYKT MIlif OTNAABYHHTC MATCPHANH OT Hero TpsdBa a €& U3XBLPIAT B
CHLOTBETCTBHE C MECTHUTE H3UCKBAHNUA.

3a MALMEHTH, KOUTO He MOTAT Aa HOTIbINAT TabaeTkaTa(ure) Uusnad, TabneTkHTe MOrar 2 ¢ CTPUAT Ha (huH Hpax
H 14 Ceé CMECAT C MOJIOBHUH Yallia BOJa H 1a CC H3NKIT BCAHArA. YaiuaTa TpsOBa ga ce U3MNJIAKHE C OLUE 110JIOBHH

yalla BOAa M ChAbPKAHKETO Aa c¢ u3mte, Cmecra Moxe Aa C¢ NpHjiara U npes HaloracTpajaHa Colad (CH8 unn
no-sMcoka). BakHo e HazoracTpaniara COHAR /ia €€ MPOMMUE C BOJA CJIE]L IPHAAraHe Ha CMECTa.

7. IPUTEXKATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

MSN Labs Europe Limited
KW20A, Corradino Park Paola PL.A 3000

Manra

26




8. HOMEP(A) HA PA3SPEIIEHUETO 3A YIIOTPEBA

Kpycakcun 60 mg ¢uamuparn tabnerin Per. Ne: 20240196
Kpycakcun 90 mg dunmupany tabnerkn Per. Ne: 20240197

9. TATA HA IThbPBO PASPEIIABAHE/IIOJTHOBSAAIBAHE HA PA3SPEHIEHHETO 3A YIIOTPEBA

Iara Ha nLpBeo paspeuiasanc: 26.07.2024
Jlara Ha NocieAHO MOAHOBABAHE!

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

01/2026
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