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1. UME HA JIEKAPCTBEHMS ITPOAYKT

Tuno6pactuia 60 mg dunmMupanu TabieTKH
Tilobrastil 60 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Beska punmupana tabnerka chabpika 60 mg Tukarpenop (ticagrelor).

3a MbJIHUA CIIMCHK HA MOMOILLHUTE BEleCTBA BUXKTE TOUKa 6.1.

3. JJEKAPCTBEHA ©®OPMA
dunmupana tadserka (Tabdiaerka).
Kpbriu, 1BOHHOM3NBKHAIK, PO30BU Ta0JIETKH, ¢ 03Ha4YeHHe ,,060™ OT efHaTa CTpaHa M IJIaKH

OT Apyrara, ¢ auameTsp 8,6 mm = 5 %.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHH MOKA3AHHS

TunoGpacTui, NpUIOKeH eIHOBPEMEHHO ¢ aueTuicaauumiosa kucenuia (ACK), e mokasan
3a TIpejina3BaHe OT aTepoTpOMOOTHYHH CHOUTHUSA MPU BB3PACTHH MALIMEHTH C
- ocTbp KopoHapeH cuHpoM (OKC) nnu
- aHamHe3a 3a MuokapaeH uHdapkt (MH) U BUCOK pHUCK OT pa3BUTHE Ha
aTepoTpPOMOOTHYHO ChOUTHE (BK. TOUKH 4.2 1 5.1).

4.2 103MpoBKAa H HAYHH HA NPHJIOKEHHE

J103upoBKa

[TaumenTuTe, npuemainy TuiobpacTua, TpsOBa CHLIO TaKa /1a IpUeMaT HUCKa MoAabprKalla
no3a ot 75-150 mg ACK aHeBHO, OCBEH aKO TOBA € U3PUYHO IPOTHBOITOKA3aHO.

Ocmpu KOpOHAPHU CUHOPOMU

Jleyenuero ¢ Tunobpactun TpsaOBa aa 3anoysa ¢ €IHOKpaTHa HaroBapsauia a03a ot 180 mg
(nBe TabneTku 90 mg), ciea KOeTo ce npoab/Kasa ¢ 103a 90 mg aBa MbTU JHEBHO.
[TpenopbuBa ce sieyenrero ¢ Tunobpactun 90 mg aBa mbTH AHEBHO Ja NMpoAb/KY 12 Mecela
npu naureHTH ¢ OKC, ocBeH ako HAMAa KIIMHUYHH TOKa3aHHs 3a MPEeKbCBaHE Ha MpUema (Bix.

TO4YKa J.1).

Moxke na ce oOmucau npeycradopsirane Ha ACK ciaen 3 meceua npu nauveHtH ¢ OKC, kouro




YABJDKEHO JICUEHHE Ha MALMEHTH ¢ aHaMHe3a 32 MU ot noHe eiHa roquHa H BHCOK PHCK OT
ateporpomboTHaHO crOHTHE (BXK. TouKa 5.1). JleueHnero Moxe Aa Obae 3anouHaro 6e3
MpeKBCBAHE, KATO MPOAB/DKABALIA TEPAIMs Clel HAYATHOTO JISYEHHe OT ¢1Ha roJMHA C
Tuno6pacTun 90 mg wim Tepanud ¢ Apyr aneHosuH gudocdar (AJ1P) peuenropen
urxu6uTop npy nammenTy ¢ OKC 1 BHCOK PUCK OT aTepoTpoMOOTHYHO ChOUTHE. JlewenneTo
MOJKe J1a ObJe 3aMmo9YHaTo ChUIo H A0 2 roauHd or MUY wnu Ao enHa roanHa ¢/ie CnupaHe Ha
npeamecTBamoTo JeueHue ¢ AJlD-peuenropen MHXuOHTOp. IMa orpaHit4eHH JaHHH 34
e)MKACHOCTTA H 6€30MACHOCTTa Ha YB/DKECHO JICYCHHE C THKArpeNop Hal 3 roAuHH.

AKko e Heo6xoauMa cMAHa Ha TepanuATa, MbpBaTa A03a THaobpacTwt TpadBa fa Onae
npuIokKeHa 24 Yaca ciejl Noc/IeHaTa 034 Ha APYroTo aHTHTPOMOOTHYHO JIEKAPCTRO.

IIponycuama doza

Camo Taxa TpsabBa Ja ce u3baraa npomyckadero Ha Tabnerka. [1aupeHT, KoHTo € npommycHan
na npueMe f03aTa cu Tunobpactun, TpaOBa ia npHeMe caMo eHa TalneTka (cnexBalaTa cH
7103a) B 4aca, B KoiTo 0OHuaifHo A mpuema.

Cneyuanny nonyaayuy
Cmapuecka év3pacm

IIpy naLpeHTH B CTApYecKa BB3PACT HE C& HAJIAra KOPEKIHMs Ha 403aTa (BX. TOUKa 5.2).

bvbpeuno yspeowcoane
Ipu napenTu ¢ 6u6peuHo yepexaane He € HeoOXOaHMa KOpeKLMA Ha 103aTa (BXK. TOYKA
5.2).

Ueprodpobno yepeoicoane

Tukarpenop He € NPOYYBAH MPH NAIMEHTH € TEKKO HEPHOAPOOHO yBpeKAaHe M MOpanH TOBa,
ynorpebara My OT Te3M NALMEHTH € MPOTHBONOKA3aHa (BX. ToukKa 4.3). MMa caMO orpaHH4eHa
uH(OpMALMA NTPH MALMEHTH C YMEPEHO YepHOApoOHO yBpexaaHe. KopurupaHe Ha fo3aTa HE
ce TIpeNnophbYBa, HO THKArPENOp TPAORa Na ce U3MO0/I3Ba C MOBMUICHO BHUMAaHHe (BX. TOUYKH 4.4
u 5.2). TIpu narueHTH ¢ J1eKO YepHOAPOOHO yBpeXKAaHe He € HeoOXO0MMa KOpeKLs Ha
no3ara (BxX. To4ka 5.2).

Ileduampuuna nonyaayun

BesonacHocTTa H €PMKACHOCTTA HAa THKAIPEJIOp MPH AeLia Ha BH3pacT noA 18 roAuHH He €
ycraHoseHa. Hiama cboTBeTHa ynorpeba Ha TUKArpenop rpH Aetla CbC CbPNOBUAHOKIETEYHA
6onect (BxkK. ToukH 5.1 M 5.2).

HauuH Ha NPWIOKEHUE

3a nepopanHoO MPHIOKEHHE.

TunoGpacTin MoxKe Ja ce mpueMa ¢be WM 6e3 XxpaHa.

[IpH naupeHTH, KOMTO He MOTaT Ja nperTeiiar wina(uenu) tabnerka(m), TabneTkure Morar a
6B0aT CTPHTH Ha PHUH Npax, Ja ce CMECAT ¢ NOJIOBHH Yallla BOIA M Aa Ce W3MHUAT BeaHara.
Yamrara Tpa0Ba Ja ce H3IUIAKHE ¢ OLle MTOJOBHH Yalia BoAa H ChABPXHMOTO Aa CE H3MHMe.
CMecTa MOXe Ja C€ MpuIara Chlio M upe3 Hazo-ractpaitHa coHaa (CH8 wnu mo-ronama).
Ba:KHO € Ha30-TacTpalIHATA COH/IA Aa C€ NIPOMME C BO/a Clie/l MPHUIIOKEHHETO Ha CMECTa.

4.3 IIporrBONOKA3AHAS

e CBpPBXUYYBCTBHTETHOCT KbM AKTHBHOTO BELIECTBO WIH KbM HAKOE OT NOMOLIHHTE
BeLecTBa, M30poeHn B Touka 6.1 (BxK. Touka 4.8).
e AKTHBHO NMaTOJOTrH4YHO KbpPBEHE.
AHamHe3a 3a HHTpaKpaHHa/IHa xeMoparus (BK. TO4YKa 4.8).
e Texko yepHOAPOOHO yBpexkaaHe (BxK. Toukn 4.2, 4.4 1 5.2).




¢ CBHBMECTHOTO NPUIOKEHHE HA THKArpenop ¢ MolqHK HHxubuTopu Ha CYP3A4
(Hanp. KeTOKOHa30J1, K1apUTPOMHLIMH, He(Pa300H, PHTOHABHD H ATA34HABHD),
Tbii KATO MOXKe [a JOBEJAe A0 3HAMHUTCIIHO NOBHIICHHE HA €KCIIO3MUIIUATE Ha
THKArpesuop (Bx. To4ka 4.3).

4.4 CoensanEE npeJynpeikaeHds H Npeina3sHA MEPKH 3a ynorpeba

PMCK OT KbpBEHE

TIpHwi0XKeHHETO HAa THKATPENOp MPH MALMEHTH ¢ H3BECTEH MOBHLICH PUCK OT KbpBeHe TpadBa
7ia ¢e MpeLeHH CrpAMO TOJ3aTa MO OTHOUICHHE Ha NMPEANAa3BaHeTO 0T aTePOTPOMOOTHYHH
cpOuTHA (BX. ToukH 4.8 1 5.1). Axo € KIIMHHMYHO MOKa3aH, THKarpeop Tpabea fa ce nmpunara
¢ MOBHIIIEHO BHUMAHHE [PH CICAHUTE MPYNH MALMCHTH:

° [TarmeHTHTE CBHC CKJIOHHOCT KBM KBpBeHE (HAIIp. IIOpaal CKOpOLlHA TpaBMa,
CKOpOIIHA OTepaLiyi, HApYLICHHs B KPbBOCECUPBAHETO, AKTUBEH WIK CKOPOIIEH
CTOMALITHO-4YpEBEH KPBBOMAMHB) MJIH TE€3H KOMTO Ca C MOBUILEH PUCK OT TPaBMA.
[TpunoxkeHHETO Ha TUXArpesIop € MPOTHBOIOKA3aHO MPH MALMEHTH C AKTHBHO
NMaTOMIOrMYHO KHPBEHE, MPH TAKMBA C aHAMHE34 33 HHTPaKPaHHAIHA XeMOoparua
pH NANHEHTH C TE&XKO HepHOAPOoOHO yBpexkaaHe (Bx. To4ka 4.3).

o [TaumeHTH, NpHeMalOy eJHOBPEMEHHO JICKAPCTBEHH IPOAYKTH, KOUTO MOrar Aa
IIOBMLIAT PHCKA OT KbpBeHE (Hanp. HECTEPOUIHHM NPOTHBOBB3NAIUTE/IHA CPEACTBA
(HCIIBC), nepopanHi aHTHKOAry/JJaHTH WM QUOpHHOIMTULIN) B paMKHTE Ha 24

Haca OT NNpMcMa Ha THKArpesiop.

B ase paHaoMu3upaHy koHTponupady npoy4deanua (11CO u TWILIGHT) npu maumenTH ¢
OKC, xouto ca npeMuHanu PCI npolieaypa ¢ MeIMKAMEHT-H3THYBALLl CTEHT C€ BIDKAA, Ye
npekiscBaHeTo HAa ACK cien 3 Mecelia KBoiHa aHTHArperaHTHa Tepanus ¢ THxarpenop H ACK
(dual antiplatelet therapy with ticagrelor and ASA, DAPT), u npoxsikaBaHe ¢ TUKAarpenop,
KaTO eMHMYHA aHTHarperaHTHa Tepanus (single antiplatelet therapy, SAPT)3a 9 u 12
Mecella, PeCIIEKTHBHO BOAH 20 HaMaJIABAHE HA PHCKA OT KbpBEHE M He ¢ HabmoaapaHo
[MOBHIISBAHE Ha PHCKA OT CEPHO3HH HeXKeNaHH ChpAeuHOCHA0BH cs0uTud (MACE) B
cpasHeHue ¢ npoabmxaBane HAa DAPT. Peiuenuero 3a npeycraHopasaHe Ha ACK cnen 3
MeceLla H MPOARDKEHHE C THKAIPENIOp, KaTo €AWHHYHA aHTHArperaHTHA TepanuA 3a 9 Mecela
HpH NALHEHTH C NOBHIIEH PHCK OT KbpBEHe, TpAbBa Ja c€ OCHOBaBa Ha K/IMHHYHA MPELICHKA,
KaTO Ce WMA NMpeABHA PHCKBT OT KbpBEHE CIIPAMO pHcKa OT TpoMOoTHYHH cHOMTHA (BXK. TOMKA
4.2).

TpancdyzuaTa Ha TpoMOOLIMTHA Maca He 0OpBiia AHTHTPOMOOTHYHHA ¢EKT Ha THKArPEIop
NpH 34pasi JOOPOBOIUH K € MaJIKO BEPOSATHO fa HMa KNHHHYHA [10/13a MPH NMalMEHTH ¢
KbpBeHe. [ToHexKe eJHOBPEMEHHOTO NPHIOKEHHUE Ha THKATPEJIOp € AE3MONPECHH He CKBCABA
BPEMETO Ha KhPBEHE, BEPOATHO AC3IMOIPECHH HAMa a 6bae eduKkaceH 3a oBnansBaHe Ha
KPBbBOM3JIHE (BX. TOMKA 4.5).

AHTHOHO DHHOMHTHYHOTO NeveHne (RMHHOKAIPOHOBA HIIH TPAHEKCAMOBA KHCE/TUHA) B/IIH
TepanuiTa ¢ pekomOuHaHTeH Pakrop Vila MoraT na yckopsaT KpbBOCECUpBaHeTO. [IpHeMbT
Ha THKAIPEJIOp MOXKE Ja ¢e BE300OHOBH Clel KATO NPHUYMHATA 38 KBPBEHETO € OTKPHTa H TO €
OBJIAASHO.

Onepauns
[NammeHTHTE TPAOBa Na 6BJaT MOCHBETBAHH A2 HHPOPMHPAT JIEKAPHTE H CTOMATONO3HUTE CH, Ye

MPHEMAT THKAIpeJIop, MpeaH Ja HM Oble HasHAYeHA HIKAKBA XUPYPrUdHA HHTEPBEHIMA H
[peay Aa 3aM0YHAT Ja MPHeMAT HOB JIEKapCTBEH MPOIYKT.

ITpu naumenTuTe 0T NpoyuBaHeTo PLATO ¢ HanpaseH kopoHapHoO-apTepHaieH b¢
(KADB), npH THKarpenop ce Habmonapa NOBEYE KEPBEHE OTKOJIKOTO NPH KJIONHAO



e CIpAH | JieH ImpeaM ornepanu, HO CXOQHA YeCTOTa Ha 3HAUHTEHO KbpBEHE, B CPABHEHHE C
KJIOMHAOIPEI, CJ1e CIIMpaHe Ha JIEYEHHETO 2 WIH NoBeYe HH NpeH onepaiya (BxK. TO4Ka
4.8). AKO NaLMEHTHT TO/JIEXKH Ha UIAHOBA ONepalys 1 AHTHAIPErAHTHUAT ¢EKT € HeXKeNaH,
THKarpesop Tpafsa 11a ce cnpe S AHA NPeRH XUPYPrHyHaTa HHTEPBEHLMA (BX. To4ka 3.1).

[laweHTH ¢ 01 e HCXEMHYEH MHCYJIT
[Mauuentu ¢ OKC ¢ npeainectTpaly MCXEMHYEH HHCYIT MOraT 11a OBhIaT JIeKyBaHH C
THKArpENop B MPOALDKeHHe Hali-mHoro 1o 12 meceua (npoyysane PLATO).

B PEGASUS naumeHnTH ¢ aHamHe3a 3a MU ¢ npeauecTsall] HCXeMHYEH HHCYJIT He ca
sno4BaHd. [Topaau TOBa, MpH JIMICA HA JAHHH, ICUCHHE MOBEYe OT €HA FOAMHA HE ce

[MpEeNnopbUBa ITPH TE3H NAUHCHTH.

YeproapobHo yBpexnaHe
VnoTtpebaTa Ha THKArPEIOp € MPOTHBONOKA3AHA NPH MAIIMEHTH C TEXKKO yepHOAPOOHO

yBpexgaHe (Bk. ToukH 4.2 u 4.3). IMa orpaHH4eH ONHT ¢ THKArpeJop MpH NaHeHTH ¢

yMEPEHO MepHOAPOOHO yBpexaaHe, IOpa Iy TOBA NPH TE3H NALHEHTH Ce MpenopbYBa
NOBULIEHO BHUMaHHe (BX. ToukH 4.2 u 5.2).

[TalveHTH ¢ PHCK 38 pa3BUTHE Ha Opaaukapaus
Xonrep EKTI' MOHUTOpHpPaHE NMOKAa3Ba NOBHIIIEHA YECTOTA IPEAHMHO HA ACHMITTOMHH

BEHTPHUKYJIApHM AY3H 110 BpeMe Ha JIeYEHHE C THKarpeop B CPABHEHHE C KNOMHIOTPE.
[ManyeHTHTE ¢ MOBHINEH PHCK OT pa3BUTHE Ha Opagukapaus (HAnp. NALMEHTH CbC CHHAPOM
Ha 6OJIHHA CHHYCOB BB3eJ1 Oe3 nelicmeiixnp, AV-6nok II-pa unu HI-ta crenen, nwim takusa
ChC CBBP3aHM C OpaguKapAus CHHKOIHK) Ca HIKIIOYEHH OT OCHOBHHTE MPOYYBAHUA 33 OlICHKA
Ha Ge3omacHOCTTa H eHKACHOCTTA Ha THKarpenop. Cnenosarenno, nopany orpaHUYEHHA
KIMHHYEH ONMT, TUKArpelop TpsaOea Ja ce H3No/3Ba ¢ NOBHIIEHO BHHMAHHE ITPH TE3H
nauHeHTH (BXK. Toukad.1).

OcBeH TOBa, THKArpenop TpaOBa a ce pMiiara ¢ NOBUINeHO BHUMAaHHE €THOBPEMEHHO C
NEKAPCTBEHM MPOAYKTH, 338 KOUTO € H3BECTHO, Y¢ HHAyLMpaT Opanukapaus. B npoyusaHeTo
PLATO, obaue, He ce HabMrogaBaT JOKA3aTENACTBA 38 KIMHUYHO 3HAYHMH HEXKEIaHH PEaKLMH
clie/] €AHOBPEMEHHO MPHIOKEHHKE ¢ €IMH WIH NOBeYe JICKapCTBEHH MPOAYKTH, 38 KOUTO €
H3BECTHO, Ue MHOyuMpar OpagHkapaua (Hanp. 96% Gera-6noxepH, 33% Gnokepu Ha
KaJI[MEeBUTE KaHANU JIMNTHA3eM Y BepanamMu, H 4% murokcuH) (Bxk. Touka 4.5).

ITo BpeMe Ha XONTepoBOTO Noanpoy4sane B PLATO, noBeve malMeHTH ca MUMaIH
BEHTPHKYJIAPHH Nay3H >3 CEeKYH/H ¢ TUKAIrpesiop, OTKOJKOTO ¢ KIOIHAOTPEN, 110 BpeMe Ha
ocTpara ¢aza Ha TexHus OKC. YBenn4eHHeTO Ha YCTAHOBEHHTE ¢ XOMTEP BEHTPHKYIapHH
Nay3H C THKArpeJaop € OM0 Mo-BHCOKO MPH MAMEHTH ¢ XPOHHUHA CHPACYHA HENOCTATEYHOCT
(XCH), 0TKONKOTO B LII0CTHATA U3C/Ie/IBaHA MIOMMyJIALMA 10 BpeMe Ha ocTpaTa ¢asa Ha OKC,
HO HE H Ha MbPBHA Mecell Ha JIEUeHHETO ¢ THKArpeJiop WiH B CpaBHEHME ¢ kionuaorpen. B
TA3H NOMYJIALHA NNAUHEHTH HE € HMAI0 HHKAKBH CTPAHHYHM KITHHHYHH NOCIICACTBHA,
CBBP3aHHM C TO3H AucOaNaHC (BIUTIOUYHTENIHO CHHKOMN HIH NOCTaBgHe Ha neACMenKsp (BX.
TO9KA 3.1).

B nocTMapKkeTHHIoBHA IEPHO NMPH MALMEHTH, NpUeMaiilH TUKarpesiop, ce cpo0iana 3a
cay4yaH Ha OpaauapurTMus ¥ AV-6nok (Bx. Touka 4.8), npeanmuo npu nauuexHtd ¢ OKC, npn
KOHTO Chp/ieYHATa HCXEMHA H CHINbTCTBALIO NPHIArAHUTE JIEKAPCTBA, KOMTO HaMaJIABAT
ChpACYHATA YECTOTA MIIH 3aCATaT ChpACYHATa NPOBOAMMOCT C€ ABABAT MOTEHIHAIHH
cMmylasamm ¢akropi. KIIHHUYHOTO CHCTOAHME Ha MMAUMEHTa W CHITBTCTBALIO NPH/IAraHHTE
NieKapcTBa TpAORa Aa OBAAT pa3riiexJaHH KaTo MOTEHUHANHH TPUYHHH 34 TE3H CHCTOA

npean Aa ¢€ KOPHTHpa JIEYSHHETO.

CNIHCA




JlHcrHea ce cho0mana MpH NaUEHTHTE, JIEKYBaHH C TUKarpenop. [JucrHesra OOMKHOBEHO €
JIeKa /10 YMEpPeHa IT0 MHTEH3WTET H 4eCTO OT3By4YaBa He3 HeoOXOAMMOCT OT NpeKbCBAHE Ha
neuenrero. [Ipu nauuenTuTe ¢ acTMa/XpoHAYHA 00cTpykTHBHA Dentoapobna 6onect (XObb)
MOXK€E Ja MMa MOBHIIEeH a0COTIOTeH PHCK OT Fb3HHKBAHE HA JUCHHEA ¢ THKArPENop.
Tukarpenop Tpabea aa ce H3NON3Ba ¢ NOBUIICHO BHUMAHME TIPH MNMALMEHTH ¢ aHAMHE3a 3a
acT™a w/unu XObb. MexaH3sMEBT BCe Olle He € H3ACHEH. AKO NAUMEHTHT CHOOINH 32
HOBOBB3HMKHAJIA, MPOALLKHTENHA HiIH BIOLICHA AUCITHEA, TOBA TpaOBa Ja ce macneapa
LIETOCTHO H aKO He C€ TONIEPHpA, IEUCHUETO ¢ THKarpenop Tpadsa aa ce crpe. 3a
AOITEITHUATETHA HHPOpMAaLiA BIDKTE TOUKa 4.8.

IlenTpanHa chbHHa anHes

B nmocTMapKeTHHroBHA IEPHOA NMPH NMALMEHTH, MMPHEMaIlM THKarpenop, ce ¢ro01asa 3a
LIEHTPAJIHA ChHHA almHesd, BKMounTenHo Avinane Ha Cheyne-Stokes. IIpy chMHeHuEE 32
LIEHTPalHa ChHHA anHed, TpAOBa Aa ce OOMHCIH JOMBTHATENHA KIMHHYHA OLICHKA.

[TlopHinaBsaHe Ha KpeaTUHWHA
HuBaTa Ha KpeaTHHHHA MOTAT [a C¢ ITOBHILIAT IO BPEME Ha JICHCHHETO ¢ THKAIpesiop.

MexaHH3MBT BCe Ollle He e u3icHeH. brOpednara Gynkuus TpabBa ga ce mpoBepsaBa CbINIACHO
cTaHJapTHaTa MeJuUHMHCKa npakTHka. I1pu natperntu ¢ OKC ce npenopp4sa ChILO Aa Ce
npoBepH 6v0peunaTa GyHKUMA €MH MECEll CIE 3aMOYBaHE Ha JIEYEHHETO ¢ THKArpeIop,
kato ce 00ppina ocodeHO BHHMAHHE Ha MALIMEHTH 275 roIUHK, NALMEHTH ¢ YMEPEHA/TEXKA
O0BOpeuHa HENOCTATHYHOCT M TAKHBA, KOUTO MOIMYYABAT CHITBTCTBAILIA TEPAIiMA C
&HMMOTECH3MH-peleTTOpHH DnokepH (APD).

YBenuuasaHe Ha MHKOYHATA KHCEJIHHA

XunepyprukeMHs MOXe Aa Bb3HHKHE 10 BpeME Ha JIEYSHUE ¢ THKArpesop (8. To4uka 4.8).
Tpa6Ba na ce BHUMABA PH NAI[HEHTH ¢ AHAMHE3a 34 XHINEpYPHKEMHs WIH NIOAArpo3eH
apTpuT. Kato npeanasHa Mapka He ce Hachp4aBa yrorpedara Ha TUKArpeaop NpH NalHeHTH ©

ypeMHYHa He(pponaTHA.

TpoMOoTryHa TpoMOouuTONeHHYHa nypaypa (TTI1)

TpomGoTiuna TpoMboLTOneHHuHa myprypa (T [1l)ce csobinasa MHOrO paaxko npHu ynorpeba
Ha THKarpeaop. Xapakrepusdpa ce ¢ TPOMOOUMTONCHHA ¥ MUKPOaHTHOMATHYHA XEMOJIMTHYHA
aHeMMs, CBbP3aHA C HEBPOJIOrHYHH HAXOAKH, OBOpeuHa AUCPYHKIIMA HIH BHCOKA
teMneparypa. 1 T1] ¢ NoTeHLMAIHO JIETAIHO CHCTOAHHE, H3UCKBaLIO Obp30 NeueHue,
BKJIIOUMTEIHO ma3sMadepesa.

[TosnuaBaHe HA TECTOBETE 3a TPOMOOLMTHA (PYHKIUMA NMPH JHATHOCTHLIMPAHE HA XeNapHH-
HHayumpaHa TpoMbouuronenus (XUT)

[Ip4 TecTa 3a XenapHH-MHAYLHpaHa akTHBaums Ha TpomboumTuTe (XUTA), HanonssaH 3a
auarHoctuimpane Ha XUT, anrurpoMbonuTeH akrop 4/XenapyH aHTHTENATA B CEpYMa Ha
NALHEeHTa aKTHBHPAT TPOMOOLIMTHUTE Ha 3paBH JOHOPH B MPHCHCTBHETO Ha XeNapHH,
@amunBo OTpHUATETHH pe3ynTaTH 3a XUT npu tect 3a TpoMOOLIMTHA PYHKIUMA (KOSTO
BKJIIOYBA, HO MOXKe JIa He ce orpaHuqasa A0 TecT 38 XU TA) ce chofluaBar npu nauueHTw,
NpHeMallH{ THKarpeaop. ToBa e cBbp3aHo ¢ HHXuOupaHe Ha P2Y 12-peuentopa BbpXy
TpOMOOLIMTATE Ha 3PABHTE JOHOPH OT THKArpelop B cepyMa/iiazMara Ha NauHeHTa mpy
tecTta. Undopmanms 3a CHITETCTBALIA TEPAITHA ¢ THKArPEJIOp ¢ H3HCKBA, KOTATO C& pa3uHTAT
TE€CTOBETE 3a TPOMOOLIMTHATA QYHKLMSA NTpH AMarHoctuunpane Ha XHT.

[Tpu napenTH, KOMTO ca pazBWiId XHUT, CHOTHOLHEHHETO MTO/38-PHCK OT NPOXB/DKHTENHO
NnedyeHKe ¢ THKArpeaop tpadBa 1a ce OLEHH, KaTO C€ B3EMAT IpeABHA H MPOTPOMOOTHYHHA
ctarycHa XU T u nopumieHUs puCK OT KBEPBEHE IIPH CHITETCTBALIA TEPAITHA C AHTHKOAT Y

THKATPEIop.

Hpyry
Ha 6a3a Ha Habmopapanara B PLATO Bpb3ka Mexnay noaxspikaiara nosza ACK




OTHOCHTEJIHATA e(PUKACHOCT Ha TUKATPEJIOp B CpaBHEHHE ¢ KIOIHAOTPEN, HE C€ MPETopHYBa
eJHOBPEMEHHOTO NMPWIOKEHHE Ha THKarpenop 1 sucoka noaaspxatma go3a ACK (>300 mg)
(BX. TOUKA 5.1).

PaHHO NpeycTaHOBABaHE

PakHOTO cITHpaHe Ha KOATO U ia € aHTHArperaHTHa Tepaltis, BRTOYHTENHO U ¢ TrunobpacTtun,
MOXe Ja IOBE/IC A0 NOBUIIABAHE HAa PHCKA OT chpaedHo-cbaoBa (CC) cmppt, MU mnu uncynt
BCJIEACTBUE HA NIOANIEXAIOTo 3a00/1aBaHe Ha MalHEHTa.

CnenosarenHo, TpaOpa na ce H30iArea nNpexxAeBpeMeHHO CITHPaHe Ha TeparuaTa.

TunobpacTin crabpPXA HATPHH
To3u nekapcTBeH MPOAYKT ChAbPKA No-Manko ot 1 mmol Hatpuii (23 mg) Ha Tabnerka, Ha

NpaKkTHKAa HE ChABPXKA HATPHHA.

4.5 BiaamopeticTBHe ¢ APYrH JIeKAPCTBEHH NPOAYKTH H APYTH GOPMH HA
B3AHMONCHCTBHE

Tukarpenop e npeau scuuko cybctpat Ha CYP3A4 u cnab unxuburop Ha CYP3A4.
Tukarpenop e ¢pino cy6crpar Ha P-rinikonporenna (P-gp) u cna6 naxuburop Ha P-gp u
MOXe€ [ia MOBHIIM €KCNO3HLMATA Ha cyOcTpaT Ha P-gp. Tukarpenop ¢ naxuburop Ha
MPOTEMHA, CBBP3aH C PE3UCTEHTHOCTTA NIPH pak Ha rbpAara (breast cancer resistance protein,
BCRP).

Edexry Ha NeKapPCTBEHH H APYI'H IPOAYKTH BHDXY THKATPEIOp

Huxubumopu na CYP3A4

o Mownu unxubumopu va CYP3A4 — eJTHOBpEMEHHOTO NPHIOKESHHE HA KETOKOHA30M
C THKArpenop Boau 1o nopuiiasane Ha Cmax # AUC Ha THKarpesnop, CbOTBETHO 2,4
mbTH U 7,3 ITbTH. Chnax 1 AUC Ha akTHBHHA MeTabONKT C€ TTOHWXABAT, ChOTBETHO C
89% u 56%. Ouaksa ce ¥ ApyrH MolHH HHXHORTOpH Ha CYP3A4
(XNapHTpOMHIHMH, Heta30/10H, PUTOHABHP U ATA3AHABHP) 8 HMAT CXOIHH €PEKTH,
M MOpPaJaH Ta3u NMPHYMHA, CHITBTCTBALIOTO MPWIOKEHHE Ha MOIITHY UHXUOHMTOPH Ha
CYP3A4 ¢ Tukarpenop € NpOTHBONOKA3aHO (BXK. TO4YKa 4.3).

o Vmepenu unxubumopu na CYP3A4 — eIHOBPEMEHHOTO MPHIIOKEHHE Ha NWITHA3EM
¢ THKarpenop noBHLIaBa Cmax ¢ 69%, 8 AUC 1o 2,7 1T U MOHIDKABA Cmax HA
Tukarpenop ¢ 38%, npoxaro AUC ocrapa HerpomMeHeHa. THKarpenop He oxa3Ba
BIMAHHE BBHPXY IUIa3MEHATa KOHICHTpauus Ha quirtda3eM. Ovaksa ce Apyrure
yMepeHd uuxuOuTopy Ha CYP3 A4 (Hanp. aMrpeHaBHp, alIpEriHTaHT,
epUTPOMMIMH K (PIIYKOHA30J1) /14 HMAT CXOAEH e(eKT U CHUIO Aa MOTaT a ce
MIPUAAraT €AHOBPEMEHHO ¢ THKArpeop.

e HabmopnasaHa e 2 MBETH yBeIHY€HA €KCMO3HIIME HA THKATPENOP Clel KOHCyMAalHs
HA roJIEMH KOJIMYecTBa cok ot rpeingpyTt aueBHo (3x200 ml). Tasu crerieH Ha
NMOBHINEHA EKCITO3HIHA He Ce OYMaKkBa Aa 0bAe KIMHHYHO 3HaAYHMMa 3a NOBEYETO
HALHEHTH.

Hudyxkmopu na CYP3A4
EnHoBpeMeHHOTO NMPHIOKEHHE Ha pHGaMIMIMH ¥ THKATPEJIOP BOAH HO MOHMXEHHE HA Crax

H AUC Ha Tukarpenop cbOTBeTHO CBC 73% U 86%. Cynax Ha akTHBHMS MeTabOMIUT HE Ce

nmpomenn, a AUC ce moHiwkasa c»0TBETHO ¢ 46%. Oyakea ce Apyrure HHAYKTOPH Ha

CYP3A (vanp. deHnrouH, kapbamazenuH U peHoOapOUTAT) CHUIO A2 NOHKDKABAT

eKCMO3HLMATA Ha THKarpenop. EAHOBPEMEHHOTO NMPHIOKEHNE HA THKAIPEIOP ¢ MOLIHH @W fo
uraykTopu Ha CYP3A MOje 3 NOHIDKH €KCTIO3MIMATA H epHKACHOCTTA Ha THKarpesngp, »#
Nopaas Tasy NPHYMHA He C€ HACHP4aBa TAXHOTO CHITBTCTBALIO IIPHIOKEHHE C THK: fen




Huxaocnopun (unxubumop na P-gp u CYP34)

EnHoBpeMEHHOTO MPHWICKeHHe Ha LMKAocnopuH (600 mg) ¢ Tuxarpenop Boau oo
noeuiapaHe Ha Cmax ¥ AUC Ha TUKarpeaop ¢s0TBeTHO 2,3 IMbTH M 2,8 meTH. [IpH HanwumeTo
Ha uukitocnopul, AUC Ha akTHBHHA MeTalomuT ce mopuinasa ¢ 32%, a Cpnax C€ MOHIKABA C

15%.

HsaMa Hanu4HM JaHHH 33 €AHOBpPEMEHHATR YNoTpeba Ha THKArpenop ¢ Apyrd aKTHBHH
BEIIECTBA, KOHTO CHIUIO Ca MOMHA HHXHOHTOPH Ha P-gp # YMEpeHH MHXUOUTOPH Ha
CYP3 A4 (Hanp. BeparaMii, XMHHAHH), KOHTO CBHLIO MOTAT [a MOBHINAT €KCMIO3ULMATA HA
THKArpeJiop. Ako koMOMHauMATa He MoxXe Ja Obae u3berHara, TAXHOTO €AHOBPEMEHHO
npwioxeHue TpaAbBa Aa ce H3BBLPINBA C MOBUILEHO BHUMAHHE,

Hpyeu

KnuHuvHHTE Mpoy4YBaHKA 38 (PApMAKOJOTHYHM B3aMMOJCHCTBHA NTOKA3BAT, Ye

€ AHOBPEMEHHOTO NPWIOKEHHE HAa THKArpenop ¢ XenapuH, eHokcanapud H ACK wnu
AEe3MOMNPECHH He OKA3RAT Bb3eficTBHE BBPXY (papMaKOKHHETHKATA HA THKATPENIop WIK
aKTMBHHMA MYy MeTabouT, Hiu BepXy AJM-uHayumpanara TpoMOOLIMTHE arperaipi, B
CpPaBHEHME ¢ THKArpesop, NPUWIOXKEH CAMOCTOATENIHO. AKO € KIHHHYHO IOKa3aHo,
NEeKapCTBEHHU MPOXYKTH, KOUTO H3MEHAT XEMOCTAa3aTa, TpAOBa Ja ce M3non3BaT ¢ MOBHIIEHO

BHHUMAHHE B KOMOHHALIUA C THKArPenop.

Ha6monasana ¢ 3a0aBeHa U NOHIKEHA €KCITO3HMIMA Ha NMepopatHu HHXHOUTOPH Ha P2Y 13,
BKJTFOMMTEITHO THKAIPeop U HeroBus akTHBeH Metabonut npH nauueHTH ¢ OKC, ekyBaHH ¢
MopdHH (35% noHwKaBaHe H2 eKCMO3HIMATA Ha THKArpeaop). ToBa B3aUMOACHCTBHE MOXeE
a € CBbP3aHO C HAMAJICH CTOMALIHO-IPEeBEeH MOTHIMTET Y [1a C€ OTHACS 33 APYTH OMHOWIH.
KJIMHMYHOTO 3HaYEHHE € HEM3BECTHO, HO JAHHMTE MOKA3BAaT MOTEHLIHAJ 38 HAMAICHA
edUKACHOCT Ha THUKArPEIOp NMPH NMALMEHTH C €AHOBPEMEHHO TIPHIIOXKEHHME HA THKArpelop U
mopduH. [Ipu naumentu ¢ OKC, mpu kouro MOpHHBET He MOXe Ja 6pae cnpsaH U OBp30TO
uHxuOHpane Ha P2Y 12 € OT CHIIECTBEHO 3HAYEHHE, MOXE A3 ce 0OMHUCIH ynioTpeba Ha
napeHrepanes HHxubuTop Ha P2Y ;.

Edyexcry Ha TMKArpesop BbpXy APYTH JIEKAPCTBEHH NPONYKTH

Jlexapcmeernu npodykmu, koumo ce memaborusupam om CYP3A4

Cumeacmamun — € THOBPEMEHHOTO NPHIOXKEHHE HA THKArpelop Cb¢ CUMBACTATHH
BOAM OO nopriasaHe Ha Cnax H AUC Ha cHMBacTaTHH choTBETHA € 81% U 56%,

KAKTO H Ha NOBHRIIABAHE HA Cmax ¥ AUC Ha CHMBAaCTATHHOBATA KHCEJIHHA CHOTBETHO
¢ 64% u 52%, kaTo B OTAC/IHM CJTydaH ce JOCTHra 2- 10 3-KPaTHO NOBHINABaHe.
EaHoBpeMeHHOTO NpHUIOKeHHe HA THKarpenaop H CUMBAacTaTHH B 1034,
HaaBuinasama 40 mg AHEBHO, MOXKE Ja JOBEAE A0 HEXEIAHHM PEaKi[UM Ha
CHMBAacCTATHH M TpAOBA /a ce MpeleHH cnpaMo MOTEHUHANHYTE noa3H. CHMBACTaTHH
HE OKa3Ba BJIIMAHME BBPXY TU1a3MEHHTe KOHLIEHTPALlMM Ha TUKarpenop. Tuxarpenop
MOJKE Jia OKa3Ba cXozieH e(eKT BbpXY JioBacTaTvH. He ce nmpenops4aBa
eJHOBpEMEHHATa ynoTpeda Ha TUKarpe/lop ¢b¢ CHMBACTATHH WITH JIOBACTATHH B
0034, Haasmapainy 40 mg.

o Amopeacmamur — €IJHOBPEMEHHOTO NMPWIOKEHHE HA ATOPBACTATHH W THKAIPEIOp

BOAH A0 nopumaBaHe HA Crax 1 AUC Ha aTOpBacTaTHHOBA KHCENIHHA CHOTBETHO € 23%
H 36%. Cxoano noummaeane Ha AUC 1 Cpax € HaOmoaasaHo npH BCHYKH MeTaboHTH
HA ATOpBACTATMHOBATA KHCEeNHHA. Te3H MNOBMINEHM CTOMHOCTM HE C€ CYMTAT 3a
KIMHAYHO 3HAYMMH.

He Moxe za ce H3Kmoud Moxo6eH epekT ¥ BLPXY APYTH CTATHHH, MeTabo
or CYP3A4. ITanuerrure B npoyuBaHero PLATO, xouTo ca nomyyaBanu
THKArpenop, ca MPpAeMai Pa3IuvHH CTaTHHU 6e3 cho0paxkeHne no 0THO
Ge3omnacHocTTa Ha cTaTHHA nNpu 93% ot koxoprara Ha PLATO, xosTo €

HIC1s
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Te3H JIEKAPCTBEHU MPOAYKTH.

Tukarpesop e cnab unxuburop Ha CYP3A4. EXHOBPEMEHHOTO IPHJIONKEHHE Ha THKArPE/op
cbe cyberparu Ha CYP3A4 ¢ TeceH TepaneBTH4YeH HHAEKC (Hanp. HM3aMpyUA HIH
eproaikaloMM) He ce MPENophYBa, Thi KATO TMKArpe/iop MoXe Ja NOBHIIH €KCIIO3HUHATA Ha

T€3H JIEKAPCTBEHH NMPOAYKTH.
P-gp cybcmpamu (exaouumenno QU2 OKCUH, YUKIOCNOPUH)

EHOBPEMEHHOTO NPHIOKEHHE C THKArpeIop BOAM 0 nosHinasaHe Ha Cmex 4 AUC Ha
IMTOKCHH ChOTBETHO CBC 75% H 28%. Cpeandre Hall-HHCKHY HHBA HA JHTOKCHH C€ MOBHILIABAT
¢ okono 30% mpH eIHOBPEMEHHO MPUIOKEHHE ¢ THKArpesop, KaTo B HAKOH OTACIHH CITy4au
ce OTYMTAT MAKCHMMYM JBYKPaTHH NMOBHIIABAHKA. B IpHCHCTBHETO HA NMIOKCHH Coax M AUC
Ha THUKArPeIop M AKTHUBHHA My MeTaboNMUT He ce MoBinABaT. ClieI0BaTe/HO, TpH
eTHOBpPEMEHHO TIPHIOKCHHE Ha THKArPeNnop ¢ P-gp-3aBUCHMH JIEKAPCTBEHH MPOXYKTH C
MAJTBK TEPANeBTHYEH HHEKC KATO AUTOKCHH, Ce NPenophyBa MOAXOAAN] KIHHHYEH H/HITH
nabopaTopeH KOHTpOI.

Tukarpenop He OKa3pa BIMAHKE BbPXY KOHLICHTPAUMATA Ha LIHKJIOCIIOPHH B KpbBTa. EdekThT
Ha TMKArpenop BbpXY ApYTH cybcTpaTH Ha P-gp He € npoyuBaH.

Jlexapcmsenu npodykmu, xoumo ce memabonuzupam om CYP2('9

EaHOBpPEMEHHOTO NMPUIOKEHKE Ha TUKArpesiop ¢ TonbyraMM He BOOHW 10 MPOMJHA Ha
[1a3MEHHTE KOHLIEHTpAaLMMA Ha KOUTO K A € OT ABaTa MpOAYKTa, KOETO NpeAaronara, 4e
Tukarpesop He e HHxuburop Ha CYP2C9 H e Maiko BepOATHO [a NOB/IHABA MEIMHPAHHA OT
CYP2C9 MeTaGonn3bM Ha JIEKapCTBEHH MPOAYKTH KaTo BapdapuH U TOJIOyTaMuA.

Pozyeacmamuy (cybcmpam nva BCRP)

Tukarpenop noBHABa Cpax HA PO3YBACTATHH NpHOIM3MTENHO 2,5 bTH H AUC
MpUOIM3HTENHO 2,4 ITBTH, KOETO MOXKe Aa AOBEJE A0 NOBHIICH PHCK OT MHOMATHA,
BKIIOYHMTENHO KW padaomuonusa. Tpabea ga ce oTnane BHHMaHHE HA MOM3HTE OT NPEANA3BaAHE
OT CEPHO3HH HEXEJIAHH CHPAEHHO-CHIOBH CHOMTHS NPH H3MOJI3BAHETO HA PO3YBACTATHH
CIIPAMO PHCKOBETE OT MOBHUICHUTE IJIA3MCHH KOHLIEHTPALMH Ha pO3YBACTATHH.

Ilepopanxu xonmpayenmueu
EAHOBpEMEHHOTO NPUIOKEHHE Ha TUKArpesop ¢ JIEBOHOPreCTpeNn H €THHHI €CTPaato BOJIH

10 TIOBHINABAHE Ha eKCIO3ULIMATA KbM €THHWI ecTpaguon ¢ npubnusureaHo 20 %, Ho He
nopaHABa hapMaKOKMHETHKATA Ha JJeBOHOprecTpe. [Ip# eAHOBpEMEHHO MPIWIOKECHHUE Ha
JIEBOHOPIeCTPEI ¥ ETHHWI €CTPAAMOI C THKArpeop He ce OUaKkpa KINMHUYHO 3HAYHM €QEKT
BLpXY €DHKACHOCTTA Ha MEPOPATHHA KOHTPALICITTHB.

Jlexapcmeenyu npodyxmu, 3a KOUmo e u36eCmuo, e unoyyupam 6paouxapous
MMopaan HabmoaaBaKe Ha MPEAUMHO aCHMITTOMHHA BEHTPHKYTAPHH Nay3H H Opamuxapaus ce

H3HCKBA MMOBHIIEHO BHUMaHHe, KOraTo THKArPEJIop ce MpHiara ¢AHOBPEMEHHO C JICKAPCTBEHH
MPOMYKTH, 38 KOMTO € U3BECTHO, e HHAYLMpaT Gpamuxapmus (BK. Touka 4.4). B mpoyusaHeTo
PLATO, ofaue, He ce HaOJIIOAABAT AOKA3ATE/ICTBA 32 KIHHHYHO 3HAYMMH HEXeJIaHH peaKin
CJie/l EAHOBPEMEHHO MPHIOKEHHE C €AWH WIH NOBEYE JISKAPCTBEHH MPOIYKTH, 38 KOUTO €
K3BECTHO, Ye HHAyLMpaT GpamuKkapaus (Hanp. 96 % Geta-6nokepn, 33 % Onokepu Ha
KAIIYHEBHTE KAHAIM JUITHA3eM U BepanamMui, U 4 % MMroxcus).

lpvea cenbmcemeawia mepanun
B KIMHUYHMTE MPOYYBAHKUA THKArpeNop € npunaraH enHoepeMeHHO ¢ ACK, HHXMOHTO
MPOTOHHATA NOMIIA, CTATHHH, GeTa-610KepH, MHXHOUTOPH Ha AHTMOTEH3MH-KOHBE
em3yM (ACE) un anruorensuH 11 penierrropHu 6okepy, Heo6X0MMHM 3a eueHHe




NaHHH 33 HabmoaaBaHH KIHHHYHO 3HAYUMH HeXKeTaHH B3auMojieficTBHA NpH ynorpeba Ha
Te3H JICKAPCTBEHH MPOAYKTH.

EMHOBPEMEHHOTO MPUIOKESHHE HA TUKATPENOP C XeNapuH, eHOKCHNApHH HWIH AE3MONPECHH
HaMa e(eKT BBPXY AKTHBUPAHOTO Mapuuanio rpoMbomnacturoso speme (aPTT),
aKTHBHPaHOTO Bpeme Ha cheuppaHe (ACT) wm uscnensaHuaTa Ha dakrop Xa. Bee nax,
NOpagH MOTEHLUHATHHTE (papMaKOZHHAMHYHM B3aHUMOACHCTBHA, €[IHOBPEMEHHOTO
NPWIOKEHUE Ha THKArPEJIOp C JEKApCTBEHH NMPOAYKTH, 38 KOMTO € H3BECTHO, Y€ MPOMEHAT
XeMOCTa3aTa, TpabBa aa ce H3BbpIIBa C IOBHIICHO BHUMaHHE.

[lopanm crobmenns 3a aOHOPMHO KOXHO KbpBeHe cbC SSRI (Hamp. napoxkCeTHH, CEPTPAIHH H
IMTANIONpPaM), NpenophyBa ce BHUMaHHe, korato SSRI ce mpunaraT ¢ THKarpenop, Thi KaTo
TOBA MOXKE Ja NOBHILIK PUCKA OT KEPBEHE,

4.6 PepTrIanATeT, HPpEMEHHOCT H KELPMEHE

XKenu ¢ aeTepocH NOTEHLMAI
JKeHH ¢ nerepoleH noTeHIMan Tpsdsa Aa H3NMOA3BAT €PEKTHBHH KOHTPALIEITTHBHH MEPKH, 34

na n3berHat 3a0peMeHAIBaHe MO BPEME Ha JICUECHHE C THKArpeJiop.

Bpemennocr
Hsma w1 HMa orpaHHJyeHo KOJIHYECTBO AaHHM 34 ynotpedara Ha THKarpesaop nmpv 6peMeHHH

xKeHH. IIpOyUBaHHATA IIPH XKHBOTHHM MMOKA3BAT PEIIPOAYKTHBHA TOKCHYHOCT (BX. TOYKA
5.3).Tuxarpenop He ce MpenoprYBa NO BpeMe Ha OPEMEHHOCT.

KnpMmene
Hanuyaure papMaKOAHMHAMHYHI/ TOKCHKOJNIOTHYHH JaHHH MPH XXHBOTHH ITOKA3BAT €KCKpeLus

Ha THKATPeNnop U aKTHBHUA My MeTalo/IUT B MJIAKOTO (BX. TOUKa J5.3). He Mmoxe aa ce
H3IUTIOUM PHCK MPH HOBOpOAeHW/KbpMaueTa, Tpabra fa ce B3eMe pelieHue Janu 1a ce crpe
KbPMEHETO, WIH Ja ¢ MPEKPaTH/Ia He CE NpHIara TEParnia ¢ THKarpesaop, KaTo ce B3eMe
NpEeABHA MON3aTa OT KbPMEHETO 34 ACTETO H NOJI3aTa OT TEPaHATa 32 XKEHaTa.

DepTUINTET
Tukarpenop He OKa3Ba BIMAHUE BBPXY MBXKHSA U )XEHCKHS (PEPTHIMTET NPH KHBOTHHM (BXK.

TOYKA J.3).
4.7 E¢exrn BbpXy cunocofnocTTa 38 modupane H pabora ¢ Mamnnn

Tuxarpenop He NMOBJIKABA WIH NOBIUABA NpeHeOpexHMO cnocobHOCTTa 3a odHpaHe U
paGota ¢ MmamuHH. ITo BpeMe Ha nedeHHe ¢ THKArpeop ce chro0Iasa 3aMasHOCT H
obnpkBane. CnenoBaTeNHO, MAIMEHTH, KOUTO NOTYYAT T€3U CUMITTOMH TpsaOBa Aa ca c
NOBHIICHO BHUMaHue 1pH wodupaHe Md paboTa ¢ MalllMHH.

4.8 HexenaHn JIeKAPCTBEHH peaKkuiH

PestoMe Ha npoduna Ha 6e30nacHoCT

ITpodunbsT Ha 6€30MACHOCT HA THKATPEJIOp € OLICHABAH B [iBE MOJIEMH KJTHHHYHH H3MTUTBAHUA
¢a3a 3 no otHowreHue Ha u3xoxa (PLATO u PEGASUS), sxmodsainu noseue ot 39 000
nalueHTH (BX. Touka 5.1).

B PLATO, mpu naueHTUTE HA THKATPEIOp HMa ITO-BHCOKA YECTOTA Ha IpeYCTaHOBAPS
TeparmaTa Nopaay HexenaHu cx0UTHsA, B cpaBHEHHE ¢ Kiomuuorpen (7,4 % cnpamgy.
PEGASUS naupeHTHTe, TEKYBAHH C THKATPENOP, HMAT NO-BUCOKA YECTOTa Ha
[peyCTAHOBABAHE Ha TEPAMATA NTOPAaTH HEXKEJIAHH CBOMTHA B CpaBHEHME C IPYTIATS
Tepanua camo ¢ ACK (16,1 % 3a Tukarpenop 60 mg ¢ ACK cripamo 8,5 % 3a rep




ACK). Haji-uecto ¢ch00LIaABAHHTE HEXEAAHH PEaKLMM IIPH MALHEHTHTE, JIEKYBAHH C
THKarpesiop, ca KbpBeHe 4 AucnHes (BX. Todka 4.4).

Tab;uueH cIHMCHK HA HEXXETAHWTE PeaKIIHH

[IpeacTapeHuTe MO-A0MY HEXENAHM PeaKUMH ¢a HACHTUQHLMPAHH B MPOYYBAHUAT WIH Ca
CHOOLIEHH TIPH [OCT-MAPKETHHIOB OMHT ¢ THKarpesop (Tabauna 1).

Hexenanure peaximu ca n36poeHn o cucremo-opraneH kiac (COK) no MedDRA. B

pamkuTe Ha BcekH COK HexkeslaHHTe JIEKAPCTBEHH PEaKLiMH ¢a H30POSHH Mo 4eCToTa.

Kareropumre 1o uecrora ce AehHHHAPAT MO CIEAHATA KOHBEHLMA: MHOTO YecTH (=1/10), yecTH

(=1/100 no < 1/10), newectu (=1/1 000 no <1/100), peaxu (=1/10 000 no <1/1 000), MuaoOrO
pemxu (<1/10 000), ¢ HensBeCTHA yecToTa (OT HAIMIHKMTE JAHHH HE MoXe Jia Obae Hanmpasena

OLICHKA).

Tabaana 1 - Hexenann peakiEE 0O IeCTOTa B cHcTeMo-opranen kiaac (COK)

COK

MHuoOro 2ecTo

YecTr

Smp—

HeuecTh

C HeH3IBECTRA
9¢CTOTA

| Heomwrasma —
no0poKadecTBEHH,
3/I0KA9¢CTBCHH H
HeompeaeIenH (BRI
KHCTH H MOJHOA

i

KbppBeHe oT Tyh;op'

ll

Hapymenns Ha
KpBLBTA H
AHMpHATAE CHCTEMA

KsppeHe, CBbP3aHO
¢ HapylIeHUs Ha
xpHBTA®

Hapymenns
HA HMYHHATA
CHCTEMa

CBpPBEXYYBCTBHTEIHOCT,
BK/TIOUHMTETHO
aHrHoeeM”

HapymeHrs HA
MeTabonu3ma H
_XpaHEeHEeTO

Xnnepyﬁmcemm“

ﬁo,uarpa/
NoJarpo3ex
apTPHT

—t

__| nypmypa®

TpombGoTHuna
TpoMOoLIMTONEHUYHA

il S

IIcEXHYNM
HapymeHAs

j O61pkaHOCT

Hapyl;lennn
HA HEPBHATA
CHCTEMA

Hapymesans HR O9HTE

3aMasHOCT,
CHHKOTI,
rnaBodoue

- Bthetle;;enen

KPBBOH3IHB™

KpBbBOH3IIHB B OKOTO"

Hapymenns Ha
YX0TO B
JabHpEETA

———

BepTuro

i

Kp';lamnn B YXOTO

Chpaevnn
HAPYIICHAA

" ChaoBH napym;nna

Pecmlpa'r;imn,

rPLARE H
MeIHACTHHATHH

HADYIIEHHA

-

Hucnnes

XHUIOTOHHA

Bﬁmapmm, AV-
bnox®

KspBene ot

peclHpaTopHaTa
CHCTEMA®
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CromManmno- Cromamno- PerponepuroHneaneH
YypeBHH YpeBeH KPBBOH3JIHUB
HApYImIeHHS KPBbBOH3IJIHB®,

AHApHA,

raaeHe,

JTUCTIETICHH,

_ 3aneKk h _
Hapymenns Ha ] [ToaxoxHo wnu
KOXKATA H ACPMAJTHO
NOAKOKHATA ThKAH KbpBEHE?,
_ 1 oOpHB, cepex |

HapymeHns Ha MyckynHo KbpBeHe"
MYCKYJIHO-
CKeJIeTHATA
CHCTEMA H
CheAHHHTE/THATA
THKAH 1 | 1 |
Hapymenns HA KbppBeHe oT
6L0penuTe M NUAKOYHHTE
NHKOYHHATE TbTHIA
IbTHIA L _
Hapymenns Ha KspBene or
BhL3NPOHIBONATENH pernpoayKTHBHATa
aTa CHCTEeMAa H cucTeMa®
'spaara -1 1
Hscineasanns IloBuieH

KpEaTHHHH B

KPBBTE' L
Hapanapanus, KppBOH3IHE cliel
OTpABSHHSA H npoLeaypa,
yCaoxKHennd, TPABMATHIHO
BL3IHHKHAIN B KbpBeHE”
pe3yaTar Ha
HHTEpBEeHIHA .

* HaTlp. KbPBEHE OT PaK Ha MUKOTHHA MEXYp, pak Ha CTOMaxa, pak Ha iebesloTo uepBo

6 Hanp. NOBMIIEHA TEHACHLMA KbM HACHHABAHE, CIIOHTAHEH XEMATOM, XeMOparKiHa JuaTe3a

* UrenTudHrppasa B MIOCTMAPKETHHIOB OIHT

" YecTOTHTE ca NMOydeHH 0T nabopaTopHy HabmogeHUs (NopHIlleHa MHKOYHA KHCETHHA >TOpHaTa
rpaHHLA HA HOPMaTa CIpAMO H3XOIHO HHBO IO/ WM B pedepeHTHHTE rpaHvIm. [TopMIneR XpeaTHHAH
>50% CHpPAMO H3XOAHO HMBO.), 3 He € MPUOIH3MTENHA YECTOTa Ha CLOOIMABaHe Ha HeXeNaHH ChONTHA,
& Hanp. KOHIOKTHBAITHO, PETHHHO, BTPEOIHO KbPBCHE

¢ HAIp. EMHCTAKCHC, XEMONTH3a

* Hanp. KbPBEHE OT BEHLNTE, KPbBOU3INHB OT PCKTYMa, KPLBOM3IHE OT CTOMAIIHA A3Ba

* Hamp. €eKXHMO03a, KOXKeH KPbBOH3J/IHB, IICTeXHH

" HaImp. XeMapTpOo3a, MyCKYJIEH KPbBOH3IHB

# Harp. XeMAaTypHA, XeMOpParuieH LUCTHT

* Hanp. BaryHaJIeH KPbBOH3JIHB, XEMAaTOCNICPMHA, NOCTMEHONAY3aIICH KPbBOU3INB

" Hanp. KOHTY3HA, TPABMAaTHYCH XeMaTOM, TPABMATHICH KPHBOMINIUB

¥ T.€. CIIOHTAHHO, CRBP3AHO C HHTCPBCHIIMA WM TPaBMaTHIHA HHTPAKpaHHAIHA XEMOparus

OnucaHre Ha U30paHH HEXENaHK peaklHH

Kvpaene
Haxooxu ¢ xvpsene ¢ PLATO




Tabauana 2 — Arann3 Ha o0mETE CHOETHS ¢ KbpBene, m3uncaenns no Kaplan-Meier na

12-tH Mecen (PLATO)
[ Trkarpenop | Kaonmmorpen
90 mg nBa p-cTodiHOCT™
ObTH JHEBHO N=9186

| L . | N=9235 L
O6mo 3naunrensu o1 PLATO . 11,6 | 11,2 0,4336
Pdatanuu/xuBoTo3acTpamasaimy ot PLATO 5,8 5,8 0,6988
3naunrennu or PLATO, necspp3anu ¢ KAb 4,5 3.8 0,0264
3uauntenty ot PLATO, recpbp3anu ¢ 3,1 T 2,3 0,0058

| HHTEpPBEHLUH _
KomOunHpaHu 0010 - 3HAYMTENHH + 16,1 14,6 0,0084
He3Haumrenuu ot PLATO 1 L
HecBbp3aHy ¢ HHTEPBEHLIMH — 3HAYMUTENIHH + 5,9 4,3 <0,0001
He3HauMTenHH ot PLATO
3Hauurenau no TIMI 7.9 7,7 0,5669
3HAYMTENHH + He3HayuTenHu no TIMI i 11,4 : 10,9 0,3272

I[eq;n-ﬂnnun HA mnmpumﬁpuﬂe:

3HAYHTEAHO (PATATHOKHBOTO3ACTPAILIABAILLO0 KbpBeHe: KIHHMIHO MPOABCHO ¢ MOHIKABAHC Ha
xemornobuHa ¢ >50 g/l miH ¢ npenuBaBe Ha >4 caka ePUTPOHUMTHa Maca; HIH (aTanHo; HIM
MHTPAKPAHHANHO, WIM WHTPANEPUKApAHO ChC CHPACYHA TAMNOHANA, HIH C XHIIOBONEMHYECH INOK WIH
TeXKA XHNOTOHNA, M3KCKBAIIA IPECOPH WIH XUPYPIHYHA HHTEPBEHILIMA.
JIpyro 3HAYKTENHO: KIHHHYHO POABEHO ¢ NOHMXaBaHe Ha xeMoraobuna ¢ 30-50 g/l unu npesBaHe
Ha 2-3 caka epUTPOLMTHA Maca; WIH 3HAYHTeNHO HHBAMHANIHPAIIO,
He3nauHTEIHO KhPBeHe: HIMCKRAE MEHIMHCKA HaMeECa, 3a CITHpaHe WIHK JIEKYBaHE HA KbPBEHETO.

3uaunTeno KbpBere o TIMI: KIMHHGHO MPOABEHO C IIOHHXKaBaHe Ha XeMornobuHa ¢ >350 g/l uin

¢ HHTpaKpaHHANHa XeMOpParus.

Hesnaunteano kpppene no TIMI: KTMHHYHO OPOABEHO € MOHIDKABAHE Ha XeMornodura ¢ 30-50 g/l.
*p-CTORHOCT, M3YHC/IEHa OT MOJIeJI Ha NMPONMOPLUHOHATHHTE pMcKoBe Ha CoX, KaTo rpynara Ha JIe9eHHe

€ eJHHCTBCHATA SKCIUIAHATOPHA IPOMCHITHEBA.

THkarpenop M KIOMHAOrPeN He ¢e pasjiMyaBat Mo OTHOLUEHHE HA YECTOTHTE HA 3HAYKWTETHO
daranHo/KusoTO3acTpaliasauio kepeeHe B PLATO, 3uaunrenHO kbpBeHe o0mo B PLATO,
mMacuBHO KbpBeHe mo TIMI wmu ¢nabo xepsene no TIMI (Ta6nnua 2). Obaue, nosBaTa Ha
KOMOHMHHMpaHO 3HAYMTENIHO + He3HauuTesHO KbpBeHe B PLATO e noseue ¢ Tkarpenop, B
cpaBHeHHe ¢ Knonuaorpen. Manko nauueHT B PLATO uMmart datanuu kpppousmisH: 20 (0,2
%) 3a THxarpenop u 23 (0,3 %) 3a knonuaorpen (Bx. Touka 4.4).

B13pacT, 1o, TeeCHO TErNo, paca, reorpadckH paiioH, ChITETCTBAINM 3a00J1ABaHMN,

CBITLTCTRAIIA TEPANHA U AHAMHE34, BKAIOYHTEIHO NPEAX0eH HHCYJIT WIH TPaH3HTOpPHA
HCXEMMUHA aTaKa, He ca NMPeJUKTOPH KaKTo 3a 001I0T0, Taka H 38 HECBBP3AHOTO C
MHTEPBEHIMH 3HaYHuTENHO KbpBeHe o PLATO. ITo Tasu npuuuHa, He e HaeHTHOHLMpaHa
KOHKPETHA PUCKOBA rpyna 3a KOHTO H J1a € NOATHIT KbPBEHE.

Cerp3ano ¢ CABG xnpBeHe:

B PLATO 42% ot 1584-Te naupenTn (12% ot xoxopraTa) ¢ HampaBeH KOPOHAPHO-
aprepuaneH Gaiinac (KAB) ca momyqunu PLATO 3xauvTenHo
}aTaTHO AKHBOTO3aCTpAIlIARAINO KbPBEHE 0€3 paimika MEXIY TepaneBTHIHHTE I'PYyTIH.

daranHo KbpBeHe, cBBp3aHo ¢ CABG, ce nosassBa npu 6 nailHeHTH BB BCAKA OT

TepaneBTHYMHUTE rpynH (Bxk. Touka 4.4),

Hecprpp3ano ¢ KAb kbpBeHe H HECBBP38HO ¢ HHTEPBEHIIHH KbpBEHE:
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Hama paznuka MexXIy THKArpeIop H KIOMHAOrpeN 1o oTHOLIEHHe Ha HecBbp3aHuTe ¢ KAD
(paTaTHH/ XKHBOTO3aCTPAlIABAIIM KPHBOH3INBH N0 JePHHMIMA Ha npoyyuBaHeTo PLATO, Ho
SHAYHTEHHTE 0010, 3HauuTe I’ 1o TIMI # 3HaUKTETHH + He3HauuTeIHH no TIMI
KPBbBOH3NHBH, N0 AepuHALma Ha npoyusaHeTo PLATO, ca no-4ecty npH THKarpenop. Crio
TAKA, KO C€ M3KITIKOMAT BCHYKH CBBP3aHM C MHTEPBCHIMM KPHBOMIIIHBH, IOBEYE KPBBOW3IHBH
ce HaQJIIOZaBaT PH THKAIPEJIOp, OTKONMKOTO MpH knonuaorpen (Tadbnuua 2). [Ipexparapane
Ha JIEYCHHETO NMOPAAH HECBLP3aHH ¢ HHTEPBECHIIMH KPBBOUIHBH € II0-YECTO ¢ THKArPEIop
(2,9 %), otkonkoro ¢ knomdaorpen (1,2 %; p<0,001).

HurpakpaHuaiHa xeMoparus.
HurpakpaHHalHHTE KPBhBOM3JIMBH, HECBBP3aHH C KHTEPBCHIMM, Ca MOBEYE IPH NPHIOKEHHE

Ha THKarpenop (n=27 KpsBOH3IHBa ITpH 26 nauueHTH, 0,3 %), oTkonkoTo ¢ Knonuaorpen (n=14
KpbBOH3NiHBa, 0,2 %), oT KouTo 11 KpBBOM3NHBA ¢ THKArpenop M 1 ¢ konuaorpen ca ¢paTaiHM.
Hsama paznuka B o6mua 6po#t ciry4dan Ha GaTaaHO KbpPBEHE.

Haxoodxu ¢ xvpeerne ¢ PEGASUS
[[AnocTHHTE pe3yNITATH 3a 4ECTOTaTa Ha KbpBeHe B npoyuBaHeTo PEGASUS ca nokasanu B
Tabnuua 3.

Tabnnna 3 — Anaaa3 ga obmETe ¢HOETHSE ¢ KbpBeHe, H3uHcAenHS 10 Kaplan-Meier na
36-TA Mmecen (PEGASUS)

— S -

Taxarpesop 60 mg ~ Camo
ABA ILTH JHEBHO + ACK
ACK N=6996
1 N=6958 |
KoepanueenT
Kpaiina T09xH 3a Ge3onacHocT KM HA PHCKA KM p-
% (95% CI) % CTORHOCT
| Kareropun Ha KbpBene, onpexenens or TIMI L o
3HaunuTenHO - TIMI 2,3 2,32 1,1 <0,0001
(1,68; 3,21)
®araiHo 0,3 1,00 | 03 1,0000
(0,44, 2,27)
BKY 0,6 1,33 0,5 0,3130
(0,77, 2,31)
Hpyro 3nauuTenHo -TIMI 1,6 3,61 0,5 i <0,0001
| (2,31; 5,65)
3HaUMTENHO WK He3HaYHuTenHo - TIMI 3,4 2,54 1,4 [ <0,0001
(1,93; 3,35)
3HAUYMTETHO WIH He3HAYHTEIHO, WM 16,6 2,64 7,0 <0,0001
H3HCKBAINO MEIHIMHCKA HaMeca - (2,35, 2,97)
TIMI L

Ra'r;ropnn na;n.pn;n;, on[;enenenn B PLATO

3HauurenHo - PLATO 3,5 2,57

(1,95; 3,37)
QaTaTHO/AKHBOTO3aCTpallABALIO 2.4 2,38

(1,73; 3,26)
Tlpyro 3HauuTensHo - PLATO 1,1 3,37 |

(1,95; 5,83)
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3HAYHTEITHO MITH HE3HAUMTEIIHO - 15,2 2,71 6,2 <0,0001
PLATO (2,40; 3,08)

JebHRRINY HA KATErOPHATA HA KbpBEHe:

3nauntenno - TIMI: ¢aranyo kepeede, WIH Bcako BhTpedepento kbppeHe, HJIM KTHHHIHO BHAHMM
PH3HAIM Ha KPHBOM3JIAB, CBBP3aH ChC cnaj Ha xemorno6una (Hgb) ot 250 g/l, Wi noHwxeHHe Ha
xemaTokpuTa (Het) ot 15%, koraro ymncsa croifHocT Ha Hgb.

®aTanHo: cb0UTHE C KbpBEHE, KOETO AUPEKTHO € AO0BEN0 40 CMBPT B PAMKHTE Ha 7 JHH.

BYK: BpTpEdCpEneH KPLBOM3IUB,

Apyro snagntenno - TIMI: sedaramio He-BUK 3nauntenHo kepeexe TIMI.

Hesugunutenno - TIMI: KIHHAYHO BUIHMO ¢ NOHIDKEeHKE Ha XeMornobuHa ot 30-50 g/l.
H3uckBamo MeanuneHcka nameca - TIMI: uzucksamo untepBeHima NI Boaemo 10
xocnuTanmsauua, UM nanaraino oneHka.

3nauntenno paranno/xusorozacrpammasanio = PLATO: daranno kepeere HJIH Bcako
BBTpedepenHo kppaeHe, UJIU uHTpanepukapanaiHo Che chpiedHa tamnonana, WIH ¢
XMIIOBOJIEMHMYEH INOK WIH TeKKa XUIIOTOHHA, HaJlarama IpHIOKEeHHETO Ha IPECOPHH/ HHOTPOITHH
cpeacTBa WM onepaups MJTH KIHHWIHO BHABMO ¢ >50 g/l NOMIDKEHHE HA XEMOTIOOHHA HIH C
npenyBase Ha >4 caka epUTPOLIMTHA Maca.

3uaunTenno apyro - PLATO: 3uauumo nxpanysupamo HIH knuxmaso suauMo ¢ 30-50 g/l
nomkeHne Ha xeMornoouna, UJIH ¢ npennBade Ha 2-3 caka EpHTPOLMTHA Maca.

Heznauurenno - PLATO: mucksa MeAHLNHCKE HHTEPBEHLMA 38 CMHpaHe WIH JIEYeHHe Ha
KbPBEHETO.

B PEGASUS 3HauurenHo kbpeene (TIMI) npu Tuxarpenop 60 mg aBa IbTH AHEBHO € MO-
CHJTHO OTKONKoTO mpH Neuennde camo ¢ ACK. He e HaGmionaBsaH NMOBHIIEH PHCK OT QaTalnHoO
KbPBEHE H C€ YCTAHOBABA CAMO HE3HAYMTE/IHO MOBHUINEHHE HA BHTPEUCPENTHUTE KPHBOU3IHBH
B cpaBHeHHe ¢ TepanuaTa camo ¢ ACK. Fima Mako cuOMTHA Ha (ATATHO KEPBEHE B
npoy4sakero, 11 (0,3 %) 3a Tukarpenop 60 mg n 12 (0,3 %) 3a Tepanusra camo ¢ ACK.
Ha6monapaHHaT MOBHIIEH PHCK OT 3HaYUTENHO KbpBeHe (TIMI) ¢ Tukarpenop 60 mg ce
JTBJDKH TIPEIMMHO HA MO-BHCOKATA YECTOTa Ha pyro 3HauuTesHO KbpaeHe (TIMI), cebpzaHo
cbe chOUTHA B cToMalnHOo-ypeBHua COK.

TMosmineHa wecToTa Ha CHOKMTHA ¢ KbpBEHE, MOR0OHM Ha 3HAYHMTENIHO KppBeHe (TIMI), e
HaOJIIOZIaBaHA B KATETOPHHTE 3HAYHTETHO HIIH He3HauMTeHO KbpBeHe (TIMI) u sHauHTenHo
(PLATO) ¥ 3HauMTeNHO WM He3HauHTenHo KbpBeHe (PLATO) (k. Tabanua 3).
[IpeycTaHOBSBAHETO Ha JTEUEHHETO MOpaaH KbPBEHE € M10-4eCTO B rpynara Ha THkarpesop 60
mg B CpaBHEHHeE ¢ rpynaTa Ha Tepanuara camo ¢ ACK (croteetHO 6,2 % 1 1,5 %). IloBeuero
OT TE3HU CJTy4YaMu Ha KbpBEHE €a ¢ No-MaiKa TexecT (knacH(pHIMpaHi KaTO H3HCKBALIH
meauiuuHcka HaMeca (TIMI)), Hanp. eNMMCTAKCHC, HACHHABAHE H X€eMAaTOMH,

[TpodHAET HA KEpBEHE Ha THKarpesop 60 mg € CXONeH B MHOXKECTBOTO NPEABAPUTEIHO
OMpeRE/IeHH NOATPYNHM (HAIp. 1O BB3PACT, MOJ, TErN0, paca, reorpad)CkH PEertoH,
CBHITHTCTBALIH 3a00/1BaHHA, CHITBTCTBALLA TepalnHs H MEAHLMHCKA aHaAMHe3a) NMpH CHOHTHA Ha
sHaunTeHO Kbpeene (TIMI), sHauntenno win HezHauuTenHo (TIMI) ¥ 3HaUWTENHO KBPBEHE

(PLATO).

BbTpeuepenHo KbpBEHE:
Cnontauuu BUK ce crobmasar ¢ nogobHa 4ecToTa 3a THKarpenop 60 mg H Tepanmsa camo ¢
ACK (n=13, 0,2 % B xpeTe rpynu Ha neucHue). Habmonasa ce He3HaYUTENHO MOBHINEHHE Ha
BUK cBBp3aHO ¢ TpaBMAa H MPOLIEAYPH NpH NeveHue ¢ Tukarpenop 60 mg, (n=15, 0,2 %) B
cpaBHeHHe ¢ TepamuaTa camo ¢ ACK (n=10, 0,1 %). Crobmenu ca 6 ¢paranHu BUK ¢
Tukarpenop 60 mg u 5 ¢aranun BUK ¢ reparma camo ¢ ACK. Yecrorara Ha BpTpeUepenHo
KbpPBEHE € HHCKa B ABETE IPYNH Ha ICYCHHE, KATO C& HMA NPESABHA 3HAYUTE/IHHTE
cemrbTeTBatnM 3a6omaBanng ¥ CC pHCKOBH GaKTOpH B NPOYYBaHaTa MOMyJIALHA.

Lucnuen
JlucniHed, ycelnaHe 3a 3aayX, ce choOlaBa OT NalMCHTHTE JIEKYBaHH ¢ THKarpeJ
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PLATO, ofeauHeHUTe KaTO AUCITHES HEXKENaHH JIEKapCTBEHH ChOHTHA (IUCITHEs, JUCTIHES B
TTOKOiA, AHCITHEA NIPH YCHITHE, TAPOKCH3MATHA HOLIHA IUCTIHEs M HOLIHA IMCITHEA) Ce
chobmanart ot 13,8 % OT nalumMeHTHTE, JEKYBaHH ¢ THKarpenop, 1 3a 7,8 % or nauueHTHTe,
nexyBakH ¢ knomugorpen. Ipu 2,2 % oT mauMeHTHTE, MPUEMALIH THKArpenop, H npx 0,6 % ot
MaLMEHTHTE, IPHEMAIIH Kiomnorpen, B npoy4usaHeTo PLATO uscnemoratesure cudTart, 4e
IUCITHEATA € MPHYHHHEO CBBP3aHa C JIEYEHHETO ¥ OPOAT Ha cepro3HUTE CiryvaH e marsk (0,14
% Tkarpenop; 0,02 % knonuaorpen) (Bx. Touxa 4.4). Haii-yecTo cho01aBaHuTe CHMITTOMH
Ha JUCIIHES ca JIEKH 40 YMEPEHH N0 HHTEH3HTET U MOBEYETO C€ CHOOINABaT KATO eAHHHYEH
efH30]] paHo clejl 3aMoYBaAHe Ha TepanHaTa.

B cpaBHeHHE ¢ KIOMHAOTPEN, malueHTHTe ¢ acTMa/XObb, nekysaHH ¢ THKarpenop, Moxe Ja
MMAT TIOBMIIIEH PUCK OT NOJy4aBaHe Ha HeCepHo3Ha AHcrHed (3,29 % Tuxarpesop CrpsMo
0,53 % knomuporpen) M cepuosHa aucnxes (0,38 % thkarpenop cnpamo 0,00 %
kronuaorpen). B aGcomoTHH CTOHHOCTH TO3H PHUCK € MO-BHCOK OTKOJIKOTO B LULIOCTHATA
nomynauua Ha PLATO. Tuxarpenop Tpabsa ia ce npuiara ¢ NOBHIICHO BHUMaHHE NPH
naluMeHTH ¢ aHaMue3a 3a actMa w/win XOBb (Bx. Touka 4.4),

Oxono 30 % ot enu3ogure oT3By4anar B paMkure Ha 7 aud. PLATO BkmiouBa nateHTH,
KOUTO Ha W3XOAHO HUBO MMAT 3acToliHa chpaeuna HegocTaTh4HOCT, XObb wiH acT™ma; Te3H
MALUHEHTH ¥ TALHEHTHTE B CTAPYECK2 BB3PACT € No-BEpOATHO Ia CLobilasar qucmHes. 3a
TMKarpenop, 0,9 % ot nauMeHTHTE MPEeKHCBAT MIPUIAraHETO Ha MPOYYBAHOTO AKTHBHO
BELLCCTBO MOpanH AuciHes, cupamo 0,1 % or Tesu, mpuemamn Kionmaorped. [lo-sucokara
YyeCTOTa Ha AMCIHES ¢ THKAIPENOp He Ce aCOLMHApPA ¢ HOBA MOABA HIH BJIOLIABAHE Ha
chpACYHO WIH 6enoapobHo 3a6onasade (BXK. To4Ka 4.4). Tukarpenop He NOBIHUABA
6enoapobHuTe GYHKIHUOHATHH TECTOBE.

B PEGASUS aucnines ce cpobigasa npu 14,2 % oT naumHeHTHTe, MpHeMaly THkarpenop 60
mg Ba MBTH JHEBHO, K [pK 5,5 % ot nauuenTyTe, mpueMai camo ACK. Kaxro 8 PLATO,
MOBEYeTO CJTydaH Ha ChoGIIeHa JUCITHES ca JIEKH O YMEPEHH N0 HHTEH3HTeT (BXK. TOYKA
4.4).JTauneHTHTE, KOUTO CHOOIABAT AUCTIHEA Ca OWIIH NPEAUMHO NMO-BBE3PACTHH H NO-YECTO
ca umManu qucnaed, XObb nwnu acTMa Ha H3XOQHO HHBO.

H3cneoeanus

[Topumenue Ha nukouHata kucendHa: B PLATO e otyeTeHo nmoBHIIaBaHe HA CepyMHATa
MUKOYHA KMCETHHA IO CTOMHOCTH, HAABHIIIABAIIM NOPHATA IpaHKLa Ha HOpMaTa, mpH 22 % or
NOSY4aBalMTe THKAIPEJIOp NMalMeHTH, crpaMo 13 % or noyvapalnyTe KJIOMHAOrPel
nammeH™d. CroTeeTHHTe croiiHOcTU B PEGASUS ca crorBetro 9,1 %, 8,8 %0 1 5,5 % 3a
trxarpenop 90 mg, 60 mg u nnauebo. CpeaxaTra cepyMHa NMKOYHA KHCE/IMHA Ce NOBHIIABA C
6nm3o 15 % npu MPUIOKEHHE HA THUKArpenop, B CpaBHEHHe ¢ Mpubnusurento 7,5 % npu
NPHIOKEHHE Ha KIOTHAOTPE, & ClIef CNMpaHe Ha JICYEHHETO Ce [IOHVDKABA MPHOIM3HTEITHO
10 7 % TIpH MpHIOKEHHE HA THKArpeJiop, A0KATO NPH KIomMaorpen He ce Habmonasa cnaa. B
PEGASUS ce ycraHoBsBa 00paTHMO NOBULICHHE Ha CpeIHMTE HHBA HA CEPyMHA NMHKOYHA
KHceHHa oT 6,3 % u 5,6 % choTBEeTHO 3a THKarpeaop 90 mg u 60 mg B cpaBHeHue ¢ 1,5 %
noHmwkeHue B rpynara ¢ maue6o. B PLATO yecrorara Ha nogarpo3sex aprpur € 0,2 % 3a
Tuxarpenop cnpamo 0,1 % 3a knonuporpen. CrOTBETHHTE CTORHOCTH 38 NOAArPa/NOAarpo3eH
apTput B PEGASUS ca 1,6 %, 1,5 % u 1,1 % croTBeTHO 38 THKarpenop 90 mg, 60 mg u
nmnaueto.

Crobinarane Ha NOAO3MPAHH HEXENAHH PeakiHH
Cr0610apaHeTo Ha MONO3MpPaHH HEXKEIAHH PeaKiLMK ClleR paspeinaBaHe 3a ynorpeda Ha

leKapCTBEHHS NPOAYKT € BakHO. TOBa Mo3BOJIABA Ia MPOALLKH HAOIFOAEHHETO Ha
CHOTHOWIEHUETO MOI3A/PHCK 32 TIEKAPCTBEHHA NPOAYKT. OT MEAULIMHCKHATE
CHEIMAMCTH Ce U3MCKBA A2 ChoOIaBaT BCAKA NOJO3HpaHa HeXXellaHa peaKiHa ypes
HamenHMTeNHA areHIMs o JeKkapeTsata yi. ,.Jlaman ['pyes” Ne 8, 1303 Codus, ren.:
+35 928903417, yebcaifr: www.bda.bg.
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4.9 IIpeno3apane

Tuxarpesnop ce noHaca aobpe npu eqHOKpaTHH A03H fo 900 mg. 'acTpOMHTECTHHATHATA
TOKCHYHOCT € OW1a JO30/JHMHTHpPaHa B €HO IPOYyUYBaHe ¢ €JHOKpaTHa HapacTBalla A03a.
TTpyru KITHHHYHO 3HAYHMMH HEKEJIAHH peaKLMH, KOHTO MOraT Aa C¢ MPOABAT IIpH
MpeAO3MPaHe BK/IIOYBAT AUCIIHEA H BEHTPHKY/IapHH nay3H (BX. Touka 4.8).

B ciyuai Ha npeno3upaHe, MOTAT J1a C€ MpOABAT rOpe CIIOMEHATHTE MOTCHLMAIHH HEXXETaHK
neKapcTBeHH peakiy u TpAGsa aa ce uMa npeasua EKI™ MoHUTOpHpaHe.

KBnM MOMEHTa He € M3BECTEH aHTHOT HA THKArpeNIop M THKArpeaop He ce JUanu3upa (Bx.
Touxa 5.2). [Ipu npeno3zupane fedeHHeTo TPAOBa fa Ce IMPOBEKAA B CHOTBETCTBHE C MCCTHATA
CTAaHAAPTHE MEAMLMHCKA MmpakTHKa, O4aKBaHHAT €(EKT OT NPeO3UpaHe HA THKAIPEop €
yJDKEHA MPOXBIDKMTE/THOCT Ha PHCKA OT KbPBEHE, CBHP3aH ¢ TPOMOOLIMTHOTO HHXHOHpaHe.
Tpancdysuara Ha TPOMOOLMTHA Maca € MAJIKO BepOATHO Ja M2 KIIMHUYHA 10133 [pH
NaLHEeHTH ¢ KbpBeHe (BK. Touka 4.4). AKO ce NOSBH KbPBEHE, TPAOBA 1a ce MpeANnpHEeMAaT

APYTH NOAXOAALIH MOAAbPKALIM MEPKH.

5, GAPMAKOJIOIrHYHA CBOHCTBA

5.1 PapmMaxoIHHAMHAYHH CBOHCTBA

dapMaKkoTepanesTHYHA Ipyna; KPBB U KPBBOTBOPHH OPraHH, AHTHTPOMOOTHYHH CPE/ICTBA,
HuxubuTopH Ha arperaiusra Ha TpoMOOLIMTHTE, ¢ H3KmoYeHHe Ha xenapui, ATC kox:
BO1AC24

MexaHu3pM Ha JeHCTBUE
TunobpacTin cepabpKa THKAIrPEnop, CheANHEHHE OT Kilaca Ha

iMctoneHTUATpHazononupumMuauauTe (CPTP), x0#iTO ¢ nepoparneH aHTaroHKCT ¢ AUPEKTHO
neiicTeue Ha P2Y 2 penierrropa, KaTO Ce CBBP3BA € HErO CENICKTHBHO M 06paTHMO H
npenorspatapa AAD-mequmnpanara, 3apucerna o1 P2Y 2 TpoMOOLMTHA aKTHBALMA H
arperauma. Tukarpenop He npeaoTsparaBa cBbp3BaHeTo ¢ AJIMD, a xoraro ce cabp3pa ¢ P2Y 1
peLienTopa, BB3NPENATCTBA CHITHAIHATA TPaHCAYKLHA, HHAynupaHa ot AJI®. Twh kato
TpoMOOLIMTHATE Y4aCTBAT B HHHLIMMPAHETO H/WIH Pa3BUTHETO HA TPOMOOTHIHMTE YC/IOKHEHHA
Ha aTepOCKJIEpOoTHYHAaTa 6oNecT, € JoKa3aHO, Ye HHXHOHpaHeTO Ha TpOMOOLMTHATA PyHKIIHA
namamisa pucka ot CC cpburud, karo cMbpT, MU ninuH nHCynT.

TuKarpenop cpllo yBe/IM4YaBa JOKATHWTE €HJOMeHHH HMBA Ha aflcHO3HHa Ype3 HHXHOHpaHe
Ha eKBIIIHOpHpalnya Hykieo3naeH TpaHcnoprep-1 (ENT-1).

JokyMeHTHpaHO €, ue 1pH 3ApaBu uua U nauueHTH ¢ OKC, TKarpeiop yBennyana
cnenHuTe edeKTH, MHAYLIMPaHU OT aJCHO3HMH: BA3OAWIATALIMA (M3MEpeHa Ype3 yBEIHUaBaHETO
Ha KOpOHAPHHsI KPHBOTOK MpH 3apaBH Ao6posoniy 4 naeHtd ¢ OKC; ranasobonue),
HHXUOHpaHe Ha TpoMOoLUMTHATa (PYHKLMA (B HOBEIIKA LATA KPBB in Vifro) N UCIHES.
Bpu3kara Mex Iy HaOmOJaBaHHTE YBEJIMUCHHUs Ha afeHO3HH M KIIHHUYHKTE pe3yarary, obaue
(Hamp. 3a001eBaEMOCT-CMBPTHOCT), HE € KATEIOpHYHO H3ACHEHA.

dapmakoaIMHAMUYHY eeKTH

Havano na oeticmeuemo
ITpH naupeHTy cbe cTabumHa ucxeMHU4Ha 6osect Ha crpueto (MBC), npuemainy A
THKArpesop nokassa GbP30 HACTHITBAHE Ha GapMaKoIOTH4YeH eexT, KOHTO ce nenih
OT CPeAHOTO HHXHOKpaHe Ha TpomGouwmTHaTa arperawis (MTA) okono 41 % 0,5 Az
npuioxenue Ha 180 mg HaropapBaina K03a THKArpenop, C MakCHManeH edexr B}
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% 2-4 uaca cliel] MPHIOKEHHETO HA 103aTa, KOUTO ce 3a;rppka Mexay 2 u 8 4aca. [1pu 90 %
OT MaLHeHTHTe 2 Yaca ciel NPHIOKEHHETO Ha J03aTa TepMHHaNHOTO MHKOBO UTA e >70 %.

Kpaii na oeticmeuemo
Axo ¢ nnammupaHa KAD npouegypa, pHCKBT OT KbPBEHE CBBP3aH C TUKArpesop € NOBHIICH B
CpABHEHHE C KIIOMAAOrpE, KOraTo TEPANKATa € IPEKpaTeHa Mo-Majko oT 96 vaca npeaw

NpOLE/TyPaTa.

CMana xa rexapcmeama

[TpeMHHABAHETO OT JIEYeHHE C KIoNUAorpen 75 mg Ha neveHHe ¢ THKarpenop 90 mg asa MbTH
NHeBHO BoaM 1o abcomoTHo nosumasade Ha UTA ¢ 26,4 %, a npeMHHABAHETO OT JIEYEHHE C
THKATpPENop Ha ieYeHue ¢ KIOmHAorpen Boau Ao abcomotro noHmwxasaHe Ha HTA ¢ 24,5 %.
ITaiMeHTHTE MOTAT Aa IIPEMUHABAT OT KJIONMHAOrpes Ha THKArpenaop 6e3 npekbCBaHe Ha
aHTHAarperaHTHoTO fAeicTBHe (BXK. TOuKka 4.2).

KnnuHyHa epukacHOCT ¥ Oe30nacHOCT
KAMHUYMHUTE JAaHHH 33 e(HKACHOCTTa H 0€30I18CHOCTTA Ha THKAIPENOp ¢a NOTyYeHH OT ABE
KITHHMYMHH M3NUTBaHuA ¢a3a 3:

e IIpoyusanero PLATO [PLATelet Inhibition and Patient Qutcomes (TpombGoTH4HO
UHXHOHpaHe U KTHHHYEeH U3X0A Ha MalMeHTa)], CpaBHEHHE Ha THKArpesop ¢ KIOMMAorpen,
H iBaTa mpuiaraH B komOuuaips ¢ ACK, 1 Apyra cTaHAapTHA TEpaIus.

o [Ipoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IIpeBeHIus ¢ THKArpesop Ha
BTOPHUYHHM TPOMOOTHYHH CHOMTHSA NMPH BHCOKOPHCKOBH NMALMEHTH C OCTHP KOpOHapeH
cHHIpPOM)], cpaBHeHHe Ha THKarpesop, komGunupaH ¢ ACK, ¢ Tepanus camo ¢ ACK.

Hpoyusane PLATO (ocmpu KOpOHADHU CUHOPOMU)

I[Tpoyusasero PLATO prmousa 18 624 mauueHTH, KOHTO ¢a B 24-4acOBHA MEPUOA OT
HAYAIOTO HA CHMITTOMHM Ha HecTabwiHa creHokapaua (HC), undapkr Ha Muokapna 6es ST-
enesauma (NSTEMI) unu ¢ nHdapkT Ha MuOKapaa ¢vc ST-enepauns (STEMI), u kouto
ITLPBOHAYATHO Ca JIEKYBAHH MEIHKAMEHTO3HO, T Ype3 NepKyTaHHA KOPOHAPHA
uHreppeHnua (ITKH), wim upes nocrasane Ha KAD.

Knunuuna ecpuxacrnocm

Ha doHa Ha exxeaneBHo npuioxkenue Ha ACK, Tukarpenop 90 mg aBa mbTH JHEBHO
AEMOHCTPHPA NMPERB3XOACTBO CNPAMO 73 mg JHEBHO KIOMHAOTpeN MO OTHOLICHHWE Ha
NpeBeHLMA Ha ChCTaBHATa Kpaiina Touka 3a CC cMbpT, MU MK HHCYNT, © pa3nnka,
npouziu3ama o CC cmbpr # MU. [Taunenture nomyyasar 300 mg HaroBapsaiua n03a
knonuaorpen (8p3MoxHo e 600 mg, ako umar [TKH) wnu 180 mg Tukarpenop.

PesynrraThT ce noAsasa paHo (abcomorHa peaykums Ha pucka [APP] 0,6 % u orHOCHTEIHA
penykuus Ha prucka [OPP] 12 % na 30-1 aeH) ¢ IOCTOAHEH eeKT OT JICYEHHETO O BpeMe
Ha Leaus 12 MecedeH nepuox, aasaui APP 1,9 % na ronuna ¢ OPP 16 %. Toea npeanonara,
ye e MOAXOMALIO NMALMEHTHTE A3 ce IEKYBaT ¢ Tukarpeiaop 90 mg ABa mbTH AHEBHO 3a 12
mecerla (Bx. Touka 4.2). Jleuenunero Ha 54 nmauueHTH ¢ OKC ¢ THKarpeaop BMecTo ¢
KJIOMHAOrPES NpeAoTepaTasa 1 areporpoMOOTHYHO chbHUTHE; TeYeHHeTO Ha 91 nanueHTH
npenorepatasa 1 CC cmbpr (Bxk. Ourypa 1 1 Tabnuna 4).

TepaneBTHUHKAT edeKT Ha TUKArpeNiop, HAMXBBPIALI TO3H Ha KIOMHAOIPet, H3rJeKa PS""H
CXOAEH B MHOTO NOATPYITH, BKITIOYHTETHO TErNo, 10JI, aHaMHe3a 3a 3axapeH aAuaber,

TPaH3UTOPHA HCXEMHYHA aTaka WM He-XEMOParM4eH HHCYIT, Wil PEBacKyJlapH3auus
CBITBTCTBALIO JiedeHue Bmoupamo xenapuH, Gpllb/Illa muxuburopu u uHxXubuTOpH a'i i ﬁu
NMPOTOHHATA NoMna (BX. TOYKa 4.3); [IpH OKOHYATE/IHATA AUArHo3a Ha NOKA3ATENHO CE 1 :
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(STEMI, NSTEMI unu UA); 1 npH [UIaHUpaHUs NMPU PaHI0MH3aLMsATa JTe4eOeH MOoAXO0L
(MHBa3WBEH WJIH MEIMKAMEHTO3€H).

YcTaHOBEHO € ¢j1abo CUMrHUGHUKAHTHO TepaneBTUYHO B3aWMOJIEHCTBHE B 3aBUCUMOCT OT
PErHoHa, ChIIacHO KoeTo KoeduLmeHTsT Ha pucka (HR) 3a mbpBr4HaTa KpaHHa TOUKa € B
MoJI3a Ha THKArpesop 3a OCTaHa/IaTa YyacT Ha CBeTa, HO € B 1107132 Ha Kionuzaorpen 3a CeBepHa
AmepuKa, KOSTO cbeTaBnsaBa npubausurenHo 10 % or ugnara npoy4saHa nomnysauus (p-
cToiHocT Ha B3auMoaercTere=0,045). EkcruiopatopHUTE aHaJIM3H MpeArnosiarat BEposTHa
Bpb3Ka ¢ no3ara Ha ACK, karo ¢ yBennyasaHe Ha fo3ara Ha ACK ce Habnrof1aBa HamaseHa
e(MKaCHOCT Ha THKarpesnop. XpoHuuHaTa qHeBHa 103a ACK, kosTo 1a ChIIbTCTBA
TUKarpenop, Tpabsa aa 6bvae 75-150 mg (Bx. Touku 4.2 u 4.4).

durypa | noka3Ba O4aKBaHUA PUCK 3a HACTbIIBaHE HA MbPBH HHLMIEHT, BKJIIOYEH B
KOMOMHHpaHaTa KpaHa To4Ka Ha e(pMKaCHOCT.

®urypa 1 — AHa/in3 Ha NbPBHYHATA KJIHHHYHA CCTABHA KPAaHHA TOYKA OT
CC cmbpT, MU 1 uncyar (PLATO)

13 Tuxarpenop (1) 864/9333]
o] T Knomuzorpen (C) [1014/9291)
11.67%
114
W 9.80%
g 91
S 8-
5 7
D
< 6
-
S 5
& ]
& "
2
i HR 95% CI p-CTOWHOCT
0 T cnpsmo C 0.84 0.77,0.92 <0.001
0 60 120 180 240 300 360
bpoii B puck JIHu cnen panaoMU3anusiTa
T 9333 8628 8460 8219 6743 5161 4147
C 9291 8521 8362 8124 6650 5096 4074

B cpaBHeHHe ¢ KJIOMUAOrpe, THKArpe/iop HamalisBa 4eCcToTara Ha HaCThIIBaHE Ha
WUHLMIEHTUTE, BIIM3allld B CbCTaBa Ha MbpPBUYHATA CbCTABHA KpalHAa TOYKa— KaKTO B
nonynauuara ¢ UA/NSTEMI, taka u B nonynauusara ¢ STEMI (Tadnuua 4). Caenosaresto,
Tunobpactn 90 mg aBa MbTH IHEBHO 3aeHO ¢ HHUCKa /103a ACK Moxe J1a ce u3nosssa rnpH
naumenTu ¢ OKC (HecTabuiaHa cTeHOKapaus, MHOKapaeH UHpapkT 0e3 ST enepalus

JIeKyBaHH MEIMKAMEHTO3HO, U MaLMEHTH, JIEKYBaHH C MepKyTaHHa KOPOHapHa H
(ITTKW) mnu Gaiinac Ha kopoHapHa aptepus (KAD).
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Ta6auna 4 — AHaIH3 HA THLPBEYMHATA H BTOPHYMHHTE KpaliHA TOYKH 38 éPHKACHOCT

(PLATO)
Takarpeaop | Kaonuaorpen
90 mg aBa 7S mg APP*
NbLTH AHECBHO BeIHbK (%/1) OPP* (%) | p-crofimocT
(% aHepHo (% (95% CI)
NANHEHTH HADHEHTH ChC
¢h¢ CHOHTHE) cnlHETHE)
N=9333 N=9291 _ i
CC cmbpt, MHA (C 9.3 10,9 1,9 16 (8; 23) 0,0003
H3KI1. Ha ,, TuX “MH)
WJIM MHCYJIT | .
HamepeHue 3a 8,5 10,0 1,7 16 (6; 25) | 0,0025
MHBA3WBHA Tepanus | _
HamepeHue 3a 11,3 13,2 2,3 i15(0,3;27) 0,0444"
JIEKAPCTBEHA TepanHs _
CC cMBpT . 38 | 4,8 [ L1 | 21(9,31) 0,0013
MH (¢ u3kin. Ha ,,THX 5,4 6,4 1,1 16 (5; 25) 0,0045
uMH)-ﬁ | o
Hucynar _ 1,3 L1 -0,2 | -17(-32; 9) 0,2249
CMbpT 6€3 3HAYCHHE
Ha NPUYHHATA, 9,7 11,5 2,1 16 (8; 23) 0,0001
MH (c u3Ki. Ha ,,THX
“MH) Win HHCYAT 1 _
CC cmppT, 06110
MH, uncynt, CPH, 13,8 15,7 2,1 12 (5; 19) 0,0006
PH, TTUA,
| i apyru ATC® _ 1

Cmbpr Ge3 3HaueHHE 4,3 5,4 1,4 22 (11;31) 0,0003°
OT NpUYHMHATA
HedunuTHeHa 1,2 1,7 0,6 32(8;49) 0,01237
TpoM003a Ha cTeHTa

AAPP = afcomoTHa peayKuus Ha pucka; OPP = orROoCHTe/THA peRyKis Ha pAcKa = (1-koedHuiuenT Ha

pucka) X 100%. Orpunarensa OPP o3Hagasa noBHIIABaAHE HA OTHOCHTENHHA PHCK.

ﬁc mKmoYeHue Ha ,, Tix" MH.

BCPH = cepnozna pexypeHTHa ncxemus; PY = pexypenTHa ucxemns; ITHA = npexomHa HCXeMHIHA
araka, ATC = aprepnanso TpoMGoTHaHo csOuTHe. O6mo MU Bonousa ,, THX“ MH, nata Ha CHOMTHETO
e IaTaTa Ha HErOBOTO YCTAHOBABaHE.

FHoMHHANHA CTOMHOCT Ha CHTHH(HKAHTHOCT, BCHIKH OCTaHAIH 2 OPMATHO CTATUCTHIECKH
CUrHH(PHMKAHTHY N0 NMpeaeUHMpaH) HepapXHYHO TeCTBAHE.

PLATO 2enemuuno noonpoyueane

Onpenenanero Ha CYP2C19 n ABCB1 renoruna Ha 10 285 naupentd B PLATO naBa

BBL3MOXKHOCT 34 aCOLMAItUA Ha FeHOTHITHUTE IpyrH ¢ pesynratire or PLATO.

[IpeBs3XOACTBOTO Ha THKArpe/iop Hax KIOITHIOrpes NO OTHOIICHHE HA PEAYKLIMATA Ha
sHayuTeHH CC ¢p6uTHA He e curHMgHukanTHO nosauaHo ot CYP2C19 unu ABCBI

reHoTHNAa Ha nauyeHnTure. [Topgo6Ho Ha wnoctHoTO NMpoyuBaHe PLATO, Hama painuka

MEXTY THKArpesIop H KIOMHMAorpel npy b0 3HaYHTETHUTE XeMOParudHy Hﬂmm -«
PLATO, senpexn renotuna CYP2C19 wmu ABCB1. Hecssp3anotro ¢ KAb 3Ha HHEQRY
kppBeHe B PLATO ce nopHinasa ¢ THKarpeJaop B CpaBHEHHE C KIOMMHAOIpeN MpH ati
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e wik noseue CYP2C19 anenu ¢be 3aryba Ha pyHKIMS, HO € CXOJHO Ha KIOIHIOrpen
IIpH TAIIMEHTH ¢ anes, Kodro Hama 3aryba Ha QyHKImS.

Komb6unupan noxasamen 3a egruxacxocm u 6e30naciocm

KoMGUHHpaHHAT nokasare 3a edpukacHocT H 6esonacHoct (CC cmbpt, MU, HHCYT HiH
061110 3HAYMTENHO KbpBeHe no neduHumaTa Ha PLATO) nokaspa, 4e nom3ara oT
MPWIOKEHHETO Ha TMKArpesiop 0 OTHOLIEHHE Ha epUKACHOCT B CPaBHEHHE C KIOMHIOrpes He
ce KOMIIEHCHpA OT CJTydauTe Ha 3HauMTesHO kbpaeHe (APP 1,4 %, OPP 8 %, KP 0,92;
p=0,0257), 12 meceua cnen OKC.

Knunwuna bezonacrvocm

XonTepoBo NOANPOYYBAHE:

3a na ce OLIEHH YECTOTATA KA BEHTPHKYJIAPHUTE Nay3H H IPYTH €NMH30H Ha apUTMHA IO
BpeMe Ha npoyuBaHeTo PLATO, € oChIlIeCTBEHO XOITEp-MOHHTOPHPAHE Ha TTOArpyNa OT
630 3 000 naumeny, npubmsurento 2 000 oT KOUTO HMaT 3aIMHCH, KAKTO B OCTpaTa ¢asa
Ha OKC, taka u Mecel no-KscHO. [IbpBudHAaTA NpocnesipaHa MPOMEHINBA € YecToTaTa Ha
BEHTPHKY/IaPHM NAY3H C NPOXBIDKHTEIHOCT > 3 CEKYHAM. BEeHTPHKYIapHH Tay3H pa3BUBaT
NoBeue MALMEHTH Ha NeyeHre ¢ THKarpesop (6,0 %), oTKoJIKOTO TAKHBA HA JICUCHHUE C
kinonpaorpen (3,5 %) B ocTpara dasa u cboTBeTHO 2,2 % M 1,6 % cnen 1 Mecen (Bk. ToUKa
4.4). YBeTHUCHHETO HAa BEHTPHKYJapHUTe NMay3H B ocTpara (¢as3a na OKC e no-n3paseHo npH
nauueHTHTe Ha THKarpenop ¢ aHamuesa 3a XCH (9,2% ¢ anamuesa 3a XCH capsamo 5,4 %
npu naumeHTH 3 aHaMHe3a 3a XCH; 3a naumenTHTe Ha Kionuaorpen, 4,0 % npH Tesu Cbe
crpAMo 3,6 % npu Te3u Ge3 anamuesa 3a XCH). Tasu paznvka He ce MPOABABA 3a €IMH MECELL;
2,0 % cripamo 2,1 % 3a NalMEeHTUTE HA THKArpenop, CbOTBETHO, C1C K Oe3 anamuesa 3a XCH;
u 3,8 % cnipamo 1,4 % 3a knomuaorpen. Tasu pa3niuka He € CBBP3aHa ¢ HEXCEIAHH KITHHHYHKA
nocneArlM (BKIIOYUTETHO H NOCTaBIHE Ha NEACMEHKBP) BB BHIIPOCHATA MOMyTauHA
NalHEHTH.

IIpoyyeane PEGASUS (anamnesa 3a MUOKApOeH urgapxm)

PEGASUS TIMI-54 e npoyuBane ¢ 21 162 nauueHTH, ¢ Au3akH 3aBHCelll OT HACTBIBAIATE
CHOHTHS, paHAOMH3HPAHO, ABOHHOCIANO, IUIAaLe00-KOHTPOIHPAHO, MEKIyHapOAHO
MHOTOLIEHTPOBO MPOYUBaHe ¢ Napajlc/HK IPYIH 33 OLIEHKA Ha NPEBEHLHATA Ha
aTepoTpoMOOTHUHH CHOHTHS ¢ TUKArpenop, Ipuiarad B 2 103u (90 mg ABa MbTH JHEBHO HIIH
60 mg npa ITBTH AHEBHO) B kKoMGuHaums ¢ HucKa n03a ACK (75-150 mg), B cpaBHeHHE C
tepanua camo ¢ ACK npu naugeHTH ¢ aHamHesa 3a MH ¥ JOITBIHHTENHU PHCKOBH GakTOpH
33 aTepoTpoMOO3a.

MMampeHTH, NOAXOAALIH 3a BKTIOUBAHE B MPOYYBAHETO ca OMIM TAKMBA Ha BB3PACT HA HIIH HaJl
50 roakun, HAMMHE Ha aHamHe3a 3a MU (1 xo 3 roauHH npean pasaoMH3HpaHeTO) H
HaJIH4YKe Ha [OHe eMH OT CICAHUTE PHCKOBH (akTopH 3a arepoTpombo3a: Bb3pacT 2 65
rOHHH, 3aXapeH AHabeT, Haarai MeJHKaMEHTO3HO JIe4eHHe, BTOpH npeawectaan MU,
naHHH 3a MHorocbaosa UBC wnam xpoHnyHa 6p6peuHa quchyHKUHA M3BBH KPaHHMA CTAIHH.

[MammeHTHTE He ca WK MOAXOAAIIM 3a BKIOYBAHE B [TPOYUYBAHETO, KO Ca HMa/H IUTaHUpaHa
ynorpeba Ha P2Y 12-penienropeH aHTaroHKCT, AMNMPUAAMOJI, LIMNIOCTA30)T WIH
AHTHKOArYJIaHTHA Tepanyd 3a IIepUHo/ia Ha MPOYUYBAHETO; HapyllleHUe, CBBP3aHO C KbPBEHE
HTH aHAMHE3a 34 HCXEMHYEH HHCYJIT WIH BhTPeYepenHO KbpBEHE, TYMOP Ha LIeHTpajlHATa
HEpBHA CHCTEMA WIH BETpeveperHa Ch10Ba AHOMAIHA; NAI[HEHTH CHC CTOMAITHO-YPEBHO

KbpBEHE Npe3 mpejnecTsainuTe 6 MeceLia WM rosMa ornepauys npes MpeanleCTBALHE
Q/
— ﬁ’
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Knunuuna eghuxacnocm

®urypa 2 - AHA/IM3 HA IbPBHYHATA KJIHHHYHA ChCTaBHA Kpaiina Touka o1 CC eMBpT,
MM u nucyar (PEGASUS)

1

ukarpesaop 6l mg

10 [Ba TbTH IHEBHO Iaaneoo
Bpoii 7045 7067 _
9 - [[TauuenTt cbe crOUTHE 487 (6.9%) 578 (8.2%) i
KM% na 36-ua Mecell 7.8% 9.0% I

& 8 - |Cvorh. Ha pucka (95%CI) 0.84 (0.74, 0.95)
° - p-CTOMHOCT 0.0043
e 7
—
=
= 9 |
=
>, 2 {
z,
& “

: |

2

1

0 1 —I_——l_—'l'_—r_—l——r__|__'

0 120 240 360 480 600 720 840 960 1080 1200 1320
AHOA0 allus
Bpoii B prck JAHu ciiea paHaOMH3al

Tuk. 60 mg 7045 6948 6857 67864 6711 6357 5904 4926 3696 2055 710
[Mnane6o 7067 6950 6842 6761 6658 6315 5876 4899 3646 2 2028 74

Ta6.auna 5 - AHaJIN3 HA NbPBHYHATA H BTOPHYHHTE KPaiHH TOYKH 32 e(pHKACHOCT
(PEGASUS)

Tuxkarpesop 60 mg a1sa nbTH Camo ACK
aneBHo +ACK N =7067
N = 7045 p-CTOMHOCT |
[MTauueHTH o HR IMauneHTH .
RapaKTEPUCTHKA 1. cr6HTHS i e (95% CI) | cbe cbOUTHSA KM %
[IbpBHUHA KpaliHa TOYKA
CncraBHa ot CC 487 (6,9%) 7,8% 0,84 578 (8,2%) 9,0% 0,0043 (s)
cMbpT/MU /uHCY DT (0,74; 0,95)
CC cMBpT 174 (2.5%) | 2,9% 083 | 210(3,0%) 34% | 0,0676
(0,68; 1,01)
MU 285 (4,0%) 4,5% 0,84 338 (4,8%) 5,2% 0,0314
(0,72; 0,98)
Hucynt 91 (1,3%) 1,5% .75 122 (1,7%)
(0,57; 0,98)
BropuuHa KpaiiHa TOYKa
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CC cMBpT 174 (2,5%) 2,9% 0,83 210 (3,0%) 3.4%
(0,68; 1,01)

e . N SE— | _
CMBpT 1O 289 (4,1%) 4.7% 0,89 326 (4,6%) 5,2%
BCAKAKBa (0,76; 1,04)

MPUIHHA I |

KoedhHIMEHTBT Ha PUCKA H P-CTOHHOCTHTE Ca H3UHCIICHH OTAENHO 33 THKAIpesaop CIpAMO TeparHi
caMo ¢ ACK oT Moen Ha pONOPHHOHATHUTE prckoBe Ha CoX, KaTo Ipyrara Ha JISIeHHE ¢
eIMHCTBEHATA eKCIUTAHATOPHA NPOMEHIHBA.

KM npoueHT, M39HcIeH Ha 36-Ti Mecell.

Benexka: 6posT Ha mepeuTe chOuTUA 38 KoMOoHEHTHTe CC cMbpT, MH 1 MHCYJIT € NeHCTBHTENHAAT
6poit Ha IMLPBY CHOUTHA 3 BCEKH KOMIIOHEHT H He ce Jobapa kbM 6pos Ha CHOHTHATA B CHCTABHATA
KpaiHa To4YKa

(s) NOKa3pa CTATHCTHIECKA 3HATHMOCT.

CI = posepurenes unrepsan; CC = crpaeaHo-cpa08; HR = koedmmenT Ha pucka, KM = Kaplan-
Meier; MW = muokapaeH HHdapkT; N = Opol NalHeHTH.

IIBeTe cXeMH Ha jiedeHHe ¢ THKarpenop 60 mg asa meTH AHEBHO M ¢ 90 mg ABa MBTH JHEBHO
B koMOuHawma ¢ ACK nipesp3xoxaar camocrosTenHoro AeyeHne ¢ ACK mo oTHomeHne Ha
MpeBEHLMATA Ha aTepoTpoMOoTHYHHTE CHOMTHA (cheTasHa KkpaiiHa Touka: CC cMbpT, MH 1
HHCYIT), C MOCTOAHEH edeKT OT JIEYSHHETO Mpe3 Le/kA NEPHOA Ha IPpOYHBaHeTO, BOACI] A0
16 % OPP u 1,27 % APP 3a Tukarpenop 60 mg u 15 % OPP u 1,19 % APP 3a tHkarpesiop 90
mg.

Benpexu ue mpodunkre Ha eduxacHocT Ha 90 mg u 60 mg ca nogoOHH, UMa JaHHH, Y€ 11O-
HHCKaTa 032 € ¢ Mo-A00Bp MPOoHI Ha MOHOCHMOCT H 6€30TaCHOCT MO OTHOLICHHE Ha pHCKa
OT KbpBeHe H aucnHes. CnenoBarenHo, camo Tunobpactun 60 mg ABa METH AHEBHO,
npwioxeH eaHospemerHo ¢ ACK, ce nmpenopsypa 3a MpeBEHLNA Ha ATEPOTPOMOOTHYHH
cpOuTHA (CC eMbpT, MH M MHCYAT) NpH NAUMEHTH ¢ aHaMHe3a 3a MU M BUCOK PHCK OT
pa3BHTHE Ha ATepOTPOMOOTHUHO CHOMTHE.

B cpaBnenue che camocToarenHoTo neyenne ¢ ACK, tukarpenop 60 mg nea mbTH AHCBHO
3HAYMMO TIOHIDKABa ITbPBHYHATA ChCTaBHA KpaliHa Touka o1 CC cMbpt, MU H HHCYAT. Beeku

OT KOMIIOHEHTHTE HONPHHACA 3a NMOHIKEHHETO Ha ITbpBHYHATA CHCTABHA KpaliHa Touka (CC
cMBpT 17 % OPP, MU 16 % OPP u uncynr 25 % OPP).

OPP 3a chcTaBhaTa kpadina Touxa ot 1 g0 360 num (17 % OPP) n ot 361 anu Hatarsk (16 %
OPP) e nogo6Ho. UMa orpaH#4eHH JaHHH 38 ¢(pUKACHOCTTa H 6€30MacHOCTTa HA YABDKEHO
nedeHne ¢ TUKarpesnop Haa 3 roJHHH.

JIunceat JoKa3arencTsa 3a noasa (He ce Habmoaasa peyKLMa Ha YeCToTara Ha MbpBHYHATA
npocneasBaHa Kpaita Touka ot CC cmbpt, MU M MHCYNT, HO NMA ITOBUIIIABAHE Ha YECTOTATA
HA 3HAYMTEHO KbPBEHE), KOraTo THKarpenop 60 mg nsa msTH JHEBHO € NPWIOKECH MPH
KJIHHHYHO CTaOWIHH NMalfMeHTH ¢ JaBHOCT HA HHPApKTa™> 2 roAMHHM WIH [IOBEUE OT €/1Ha
rofaMHa clies CIIMpaHe Ha npeaxoaHoTo geverne ¢ AJIP-peuentopeH HHXHOHTOP (BXK. TOYKA
4.2).

Knunuuna 6esonacrnocm

YecTOTaTa Ha [IPEyCTAHOBABAHE Ha TepanuaTa ¢ THKarpenop 60 mg rnopaay KbpBeHe U
AHMCIIHES € MO-BHCOKA NPH naleHT! > 75 roauuu (42 %), B CpaBHEHHE ¢ NO-MJIAAN NALHMCHTH
(unrepsan: 23-31 %), ¢ paznuka cnpsaMo ruane6o rpynara no-rojiama ot 10 % (42 % cnpamo
29 %) nmpH NalMeHTH > 75 TOAHHH.

[TenaTpH9Ha OOMYJIAIMS
B paHzoMu3HpaHo, ABoiHocAno npoy4usane @a3a Il ¢ napanenuu rpymu (HES

193 neguaTpruHy NauMeHTH (Ha BB3pAcCT OT 2 J10 NoA 18 roaMun) ¢bC CHPHOBHL
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fonecT ca paHIOMHU3HPAHH Ja I10TydaT WiM rialedo, aiu THKarpenop B Ao3u ot 15 mg 1o 45
g ABa ITETH AHEBHO B 3aBHCHMOCT OT TEJIECHOTO Ternao. THKArpesop BOIM N0 MEIHAHA Ha
TpoMOouMTHATE MHXHOUIMA 35% npeau npueM Ha go3ata k 56% 2 yaca cnen rpHeM Ha
N03aTa NpH CTALMOHAPHO ChCTOSHHE.

B cpaBHenue ¢ mnanebo HAMa No3a OT JIEYEHHETO ¢ THKArpeaop 110 OTHOLIEHHE Ha HeCTOTaTa
Ha Ba30OK/TY3HBHHTE KPH3H.

EBponefickaTa areHLMA 110 JIeKapcTBaTa 0cBOOOKAABA OT 3aILIDKEHHETO 3a NPeAOCTaBsHE Ha
pe3yATATHTE OT NPOYUBAHUATA ¢ THKANPEOP BbB BCHUKH MOATPYIH Ha NEAMATPUYHATA
nonmysamus 32 octpu kopoHapau cunapoMu (OKC) u aHamHe3a 3a MuokapaeH wH@apkT (MH)
(Bx. TOuka 4.2 3a HHOpMALIMA OTHOCHO ynorpeba B neHATPUATA).

5.2 PapMAKOKHHCTHYHNR CBOHCTBA

Tuxarpenop uMa nuHeHHa GapMaKOKMHETHKR, 8 eKCIIO3HLIMMTE KbM THKArpenop ¥ akTHBHUA
my Metabomnt (AR-C124910XX) ca npubnusurenHo nponopuMoHanHHi Ha Ao3arta Ao 1 260
mg.

Abcopbims

AOcopOuuaTa Ha THKarpeaop € 6bp3a, ¢ MenaHa HA tmax MPpUOMM3MTENHO 1,5 Haca.
ITpeBpBINAHETO Ha THKArpE/IOp B OCHOBHHA IMpKynupaln Metabonur AR-C124910XX (cbmo
akTHUBEH) € OBP30, C MeAHAaHA Ha tma MPHOMU3IKTENHO 2,5 Yaca. (el nmepopaiHo NPUIoKEHHE
Ha eAMHUYHA 1033 THKarpenop 90 mg Ha rnaaHo npy 3apasu THUA, Chax € 529 ng/mln AUC e
3451 ng*h/ml. CrorHoleHnaTa MeTabonut/ocHOBHO BeliecTBO ca 0,28 32 Cpax 11 0,42 32
AUC. ®apmakokuHerrkaTa Ha THKarpenop 1 AR-C124910XX nipu nainyeHTH ¢ aHaMHe3a 3a
MMH obukHoBeHO € moaobHa Ha Tasu B nomynaipsata ¢ OKC. Br3 ocHoBa Ha e1uH
MOMyJIalHOHeH dapMakokHMHEeTHYEH aHaIM3 Ha npoyusaHeTo PEGASUS mMenuanata Ha Chax
Ha THKarpenop ¢ 391 ng/ml u AUC ¢ 3 801 ng*h/ml B craipMoHapHO CHCTOAHUE 38 THKArpesop
60 mg. 3a Thxarpenop 90 mg Cuna € 627 ng/ml 1 AUC e 6 255 ng*h/ml B cratmoHapHo
CBHCTOSIHHE.

Cpennara abcomoTHA GCHOHAUIMMHOCT Ha THKArpesnop € uidnuciaena Ha 36 %. [IpueMbT Ha
OoraTa Ha MasHHHHM XpaHa BOAH a0 nosrmasaHe ¢ 21% Ha AUC Ha tukarpenop u o
noHmkasaHe ¢ 22% Ha Cpax HA AKTHBHHA MY META0OJIMT, HO HE TTOBJTHABA MO HUKAKLB HAYHH
Cnax Ha THKarpenop win AUC Ha akTuBHMA MeTabonuT, CMATa ce, Ue Te3H MAJIKH [IPOMEHH ca
¢ MHHHMAITHO KIMHHYMHO 3HAYEHME; NOpaJd TOBa THKArpenop Moxe Aa ce IIPHeMa ChC WIH Oe3
XpaHa. THKArpenop H akTHBHHAT My Metabosnur ca cyOcrpati Ha P-gp.

Tuxarpenop BeB BH/I Ha CTPHTH TA0NIETKH, CMECEHH C BOAA, MPHIAraH NepopaiHO HiIH Yupe3
Ha30-racTpajHa COHAa B CTOMaxa, HMa CpaBHMMAa OHOHATTHYHOCT C LieIUTe TAONeTKH o
orHomeHHe HA AUC 1 Cnax Ha THKarpenop M aktuBHua Metabonur. HayanHara
excnio3uimA(0,5 u 1 yac cnes npUNOKEHHE) OT CTPHTHTE TaOJIETKH THKATPEIOP, CMECEHH C
BOJA, € M0-BHCOKA B CPaBHEHME ¢ LieMTe TabNeTKH, ¢ KaToO LUI0 HASHTHYEH npodun Ha
KOHLIEHTpaLMA cinel ToRa (2 Ao 48 uaca).

PasnpeneneHue
B craumoHapHO ChCTOSHHE 0OEMDBT Ha pasmipenciacHHue Ha Tukarpenop e 87,5 |. Tukarpenop u

aKTHBHHAT My MeTa0OHT ce CBBP3BAT C YOBSIIKHTE IUTA3MEHH MPOTEHHH BbB BUCOKA CTENCH
> 99,0 %).

bH OpM
CYP3A4 e 0CHOBHHAT €H3MM, OTTOROPEH 38 MeTAOOMH3HPAHETO HA THKATPENIOf
o6pasyBaHETO Ha aKTHBHHUA MY METabO0/HT, KATO TEXHHTE B3aUMOACHCTBHA ¢ AP

cyocTpatn Ha CYP3 A BapHpat oT aKTHBMpaHe A0 HHXHOUpaHeE.

e
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OcHoBHUAT MeTabouT Ha THKarpeaop ¢ AR-C124910XX, xko#To CBIIO € AKTHBEH — KOETO C€
OLIeHABA Upe3 in vitro cBbp3BaHe ¢ TpoMboumTHHA P2Y 12 AJI® peuenrop. CucreMHara
eKCMO3HLIMA Ha akTUBHHA MeTabomuT € npubmsurendo 30-40 % ot Tasu Ha THKarpenop.

EnuMuHUpaHe
OCHOBHMAT ITHT 32 EIMMHHMpPaHE Ha THKArpesop € vpes yepHoapodHa Tpancdopmaimsa. Ilpy

MpWIAraHe Ha PpaiMOAKTHBHO MapXHPaH THKArpesnop CpeAHOTO Bh3CTAHOBABAHE HA
palMOAKTHBHOCTTA e mpubnusurenno 84 % (57,8 % sbB deueca, 26,5 % B ypuxata).
Konu4yecTBOTO Ha THKArpeJop H aKTUBHHA My MeTabOIHT, KOWTO C& OTKPHMBAT B YPHUHATA, Ca
noa 1 % ot npuerara x03a. BepoATHO OCHOBHMAT ITET HA €IMMUHHDaHE HA AKTHBHUA
MeTabOoJHT € upe3 eKCKpeLMa B XIbUKaTa. CpelHUAT ti, Ha THKArpesnop € NpHOTH3UTENHO 7
yaca, 8 Ha aKTHBHHA My MeTtabonur — 8,5 yaca.

Cnenyaniy nonynanuH

Cmapuecka év3pacm

[To-BHCOKH eKCTIO3UIIMM Ha THKarpesnop (mpubnuzurenHo 25% U 38 Cpnax M 38 AUC) 4 Ha
akTHBHUA My MeTaGonut npn naumeHTH ¢ OKC B cTrapyecka pw3pact (=75 roauHn) B
CpaBHEHHE C T10-MJIaH MALUMEHTH ca HabmonaBaHH ITpH MOy ITALMOHHUA GapMaKOKHHETHYEH
apany3. Te3n pasIuky He ce CMATAT 32 KIMHAYHO 3HauMMH (BX. TO4YKa 4.2).

ITeduampuvxa nonyarayus
Hanuysu ca OrpaHHYEHH NaHHH MpH Jela ChC ChPNOBHAHOKIETbYHA GonecT (BX. ToUKH 4.2 U

5.1).

B npoyusadero HESTIA 3 npu narmenty Ha 8B3pact ot 2 Ao noA 18 roamuu ¢ rerno > 12 ao
<24 kg, > 24 no < 48 kg u > 48 kg, e npuwiarad THKarpeJop Karo rneaHaTpiuiHH1
aucneprapainy ce Tabnetku 15 mg B no3u crotBeTHO 15, 30 1 45 mg ABa METH AHEBHO. B13
OCHOBA Ha NONyJIalHOHEH dapMakokhHeTUeH aHanus cpeasaTa AUC sapupa ot 1095
ng*h/ml g0 1458 ng*h/ml, a cpenuara Cmax papHpa ot 143 ng/ml ao 206 ng/ml npu
CTALIMOHAPHO CHCTOAHHE.

Ilon
B cpaBHeHMe ¢ MBiKe, NPH JKeHU ca HAOMOABAHM M0-BHCOKH €KCIIO3HIIMM Ha THUKArpesIop H
HA AKTUBHHA My MeTa00NHUT. PaznHKUTE He Ce CMATAT 3a KIHHHYHO 3HAYHMH.

bvbpeuno yepexcoane
B cpaBHeHHe ¢ XOpa ¢ HopManHa 6p6pevHa QyHKLHA, MPH NALMEHTH ¢ TEXKO OrOpetHo

yBpexaHe (KpeaTHHHHOB KTMpBHC <30 ml/min) eKCro3uiMATa HA THKAI'PENIOp € MO-HUCKA C
npubnH3HTenHo 20 %, a eKCIIO3UIHATA Ha AKTUBHHA METa00IHT € MO-BHCOKA MPHOIK3HTETHO
cbe 17%.

[Ipu nawieHTH ¢ TepMUHATECH cTaaui Ha 6p0peuHo 3aboniapane Ha XxeMOAHATH3E AUC H Cpax
Ha THKarpenop 90 mg mpuiaraH B AeH 6e3 auannsa ca ¢ 38 % n 51 % no-BHCOKH B
cpaBHEeHHe ¢ Xopa ¢ HopMmantHa 6b0peuHa ¢yHkims. [Tono6HO NoBUIIEHHE B €KCIIO3HLIMATA Ce
HabmoaaBa, KOraTo THKArpesop ce mpuiara HeTIoCpeACTBEHO NP AHATH3aTa {CHOTBETHO
49 % n 61 %), KoeTo Moka3Ba, 4e THKArpeaop He ¢e Anannsupa. Excno3unuara Ha aKTHBHHS
metaGonuT ce nopuwnapa B no-masnka crened (AUC 13-14% u Cpax 17-36%). EQexTsT Ha
unxubupane Ha TpomOGoupTHaTa arperauus (MTA) € He3aBHCHM OT JHANHM3ATA PH NALKMEHTH

OnOpevna ¢yHkima (Bxc. Touka 4.2).

Yeprodpobno yepexcoane
B cpaBHeHHe ChbC 32paBy JOOPOBOJILM, NPH NALMEHTH C JICKO YEPHOAPOOHO yB
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AUC Ha THKarpesop ca mo-BMCOKM ¢hOTBETHO ¢ 12 % u 23 % obaye UTA epekrsT Ha

THKArpenop e nogobex B apere rpyns. He € HeoOXoaMMO KOpHrHpaHe Ha 103aTa IpH
nauMeHTH ¢ Jiexo YepHoApoOHO yBpexaaHe. HaMa npoyuBaHua ¢ THKArpenop Npy NalMeHTH ¢
Te:KKO YepHOAPOGHO yBpexxaaHe U ymncBa GpapMakoKHHETHYHA HHPOPMALIMA IIPY MALHEHTH C
yMEpeHO YepHOApoOHO yBpex/aHe. IIpu nauyeHTH ¢ yMepeHo HiIH TeXKKO NOBHINCHHE HA
eIHH WIH NMOoBe4e YEPHOAPOOHH PyHKLHOBAIHH NOKa3aTeH Ha U3XOAHO HUBO, TTa3MEHHTE
KOHLICHTPALIHM Ha THKArpesiop ca 0OHKHOBEHO MOAOOHH HITH MAJIKO NO-BHCOKH B CPABHEHHE C
naumeHTHTe 6e3 H3xoaHo nopuineHKHe. He ce npenops4Ba KOPHIrKpaHe Ha J03aTa [IPH
NalMEHTH ¢ YMEPEHO YepHOAPOOHO yBpexaaHe (BXK. TOUKH 4.2 H 4.4).

Emnuvecka npuriaonedcrocm
B cpaBHeHMe ¢ IALMEHTHTE OT €BPONEHIHATA paca, NalHeHTHTE 0T a3HATCKH ITPOM3X0J] UMAT

no-eucoka ¢ 39 % cpeana 6HOHANTHYHOCT. B cpaBHeHHE ¢ MALMEHTHTE OT EBPOTNCHAHATA paca,
ITPH CAMOONPERE/ALIMTE C& KATO YSPHOKOKH MALMEHTH, OHOHAIMYHOCTTA HA THKArpesop €
no-Hucka ¢ 18 %. B kiuHMKO-GapMaKoJOrHYHH MPpOYYBAHUA eKcno3ULUATA (Cuax H AUC) Ha
THKArpEJNIOp NPH ATIOHLM € no-Bucoka ¢ npubmusurento 40 % (20 % cnen kopekums cnpsaMo
TEeIECHOTO TErJ0), OTKOJIKOTO MPH XOpa OT €BpoNecHAHaTa paca. EKCOZHLMATA NPH
MAlMEHTH, KOUTO Ce CAMOOIMPENEIAT KATO HCIAHO WIK JIATHHO THII, € NMOoA00Ha Ha Tasu IpH
MalLHEHTHTE OT €BPOTIEHIHATA paca.

5.3 IlpeaxIHHAYHA JaHHH 32 0€30MACHOCT

[TpeIUTMHMHHKTE TaHHH 33 THKATPEJIOp H OCHOBHHA My METabOJIUT He MOKa3BaT HEMPHEMIIMB
PHCK 34 Pa3BUTHE Ha HexKeJTaHH PEaKIHM MpH Xopa Ha Ha3aTa Ha KOHBEHUHOHATHHTE
dapMaKONOruyHH M3MWTBAHMA 3a 6€30MacCHOCT, TOKCHYHOCT MPH €AHOKPATHO H MHOTOKPATHO
TnpWiarade ¥ reHOTOKCHYEH MOTEHLIHAN.

ITpH HAKOJNKO >KMBOTHHCKH BH/la € HaOmonaBaHo CTOMALIHO-YPEBHO Apa3sHEHE MPH KITHHHIHO
3HAYMMM HHBA HA €KCITO3HIMA (BXK. ToYka 4.8).

[TpH XEHCKH IUTBXOBE, THKArpenop BbB BUCOKH J03H JEMOHCTPHpA NOBHIEHA YECTOTa Ha
TyMOpH Ha MaTKaTa (a1eHOKApUHHOMH) H MOBHILICHA YECTOTa Ha ANCHOM Ha YepHUs Apob.
MeXaHM3MBT 33 IOABA HA TYMOPH Ha MaTKaTa BePOATHO € XOpMOHAneH aucOananc, KOUTo
MOXe Aa JOBejie JO MOABA HAa TYMOPH NPM IUTbX0Be. MeXaHM3MET 3a HOABA HAa HepHOAPOOHM

aI€HOMH BEPOATHO € crieludHUyHAa 3a rpH3aYHTe eH3HMHA HHAYKUHA B YepHHA apod. [lopaau
TOBA C€ CUMTA, Y€ € MaKO BEPOATHO KAPLMHOTEHHHTE HAXOKM Aa HMAT 3HAYCHME 32 XOparTa.

[Ipu nnBxoBe ca HROMOAaBAHH MUHUMATHH AHOMAIMH HA PA3BUTHETO MPH 11038, TOKCHYHA 34
maiikara (rpanmua Ha GesonacHoct 5.1). Ilpu 3aiiim ce Habmonasa neko 3abaBgHe Ha
4epHOAPOSHOTO Ch3pABAHE H CKEICTHOTO PA3BHTHE Ha (peTycHTe Mpy MaHKH HA BHCOKA 1038
6e3 na ce HabmoOaaBa TOKCHUYHOCT 3a MakikaTa (rpaHuua Ha 6e3omacHocT 4.5).

[Tpoy4BaHHA MPH ILTEXOBE H 3aifI(H NOKA3BAT PENPOAYKTHBHA TOKCHIHOCT C JICKO
MOHIDKABAHE HA HANJABAHETO Ha TEryio NPH MalKaTa H HAaMaJieHa HeOHaTalTHa
XKH3HECTIOCODHOCT H TEITIO TIPH paXaHeTo, ChC 3abaBsHe Ha pacTexka. THKarpeaop BoaH A0
HEPEROBEH LIHKBJ1 (OCHOBHO YABIKEH LHKBII) MPH XKEHCKH ILTBXOBE, HO He NOBIHABA 00mus
bepTHNHTET PH MBAKKH U )KEHCKH ILTEXOBE. (DAPMAKOKHHETHYHH NMPOYYIBAHHA C
paaHOAKTHPHO MapKHpaH THXarpesop MoKa3BaT, Ye OCHOBHOTO BEINECTBO ¥ HETOBHTE
MeTabO/IHTH C& eKCKPETHPAT B MIIKOTO IPH TUTbXOBE (BXK. TOUKa 4.6).

6. ®APMAINIEBTHYHH JAHHN

6.1 CoECBK HA NOMOIMHHETE BENIECTBA
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Anpo Ha TabnerkaTa

Mannron (E421)

Kanuues xuaporengocdat AMXuipaT
[1apeBHMHO HHILIECTE

Humecte, npexeJaTHHH3UPAHO (LIapeBHYHO)
Tanx (E553b)

Harpues creapun ¢pymapar

QOWIMOBQ NOKPUTHE

[Monu (sunwioB ankoxon) (E1203)
Tank (E553b)

Turanos muoxkcun (E171)
['auneponoB MOHOKANPHJIOKANPAT
Hatpuer naypuncyndart

¥Kenesen okcun, uepseH (E172)
XKeneseH okcun, uepeH (E172)

6.2 HechBMECTEMOCTH

Henpwioxumo.

6.3 Cpok Ba roasocT

3 FOAHMHH

6.4 CrnensajHH yC/I0BES HA ChXpaHeHHe

To31 sieKapCTBEH MPOAYKT HE H3HCKBA CMICLIHATIHH YC/IOBHA HA CBXPaHEHHE.

6.5 Buja H chAbPKAaHAE HA OHAKOBKATA

. Baucrep ot Amymunuii-OPA/AlW/PVC unu Anymunuii-PVC/PE/PVDC (cbe ni 6e3
CHMBOJTH CJTHHLIE/TyHa), B KAPTOHEHH ONnakoBKH oT 56, 60 H 168 Tabnerku

° Kanengapen 6mictep or Amymunuii-OPA/AlW/PVC unu Amymunnii-PVC/PE/PVDC
(che Wi Ge3 CHMBOJH CTHHLIE/TYHA), B KAPTOHEHH OMAKOBKH oT 14, 56 u 168 Tabnerku

. I'pynosa onakoska, chxbpkama 180 (3 onaxosku no 60) Tabnetku B Gmucrep oT
Anymunuit-OPA/AIWPVC unn Amymunnii-PVC/PE/PVDC (crc wnm 6e3 CHMBOIH
CITbHLIE/JTyHA)

. I'pynora onakoBKa, Chabpxkatna 168 (3 onakosku no 56) TabneTky B KajJeHAapeH
6mctep ot Amymunmis-OPA/AlWPVC wiu Anymunuit-PVC/PE/PVDC (cbe min 6e3
CHMBOJIM CITHHLIE/TYHA)

o ByTwiku oT noaueTwieH ¢ Bucoka rstHoct (High Density Polyethylene (HDPE)),

3aTBOPEHH ¢ MOJHNponuneHoBa kanayka (PP) ¢ LDPE nokputue, 3aiiuTeHa cperry
oTBapsAHe OT aeua, chabpxamu 30, 60 wim 250 TabneTky.

He BCHUKHM BHAOBE ONIAKOBKHM MOTAT Aa OBAAT MyCHATH Ha nasapa.

6.6 CoenuajHH Opeana3ssd MEPKH OPH HIXBBJ/ISHE

Kanauxata ce OTBUHTBA H KOHTelHepa ce OTBapA CaMO KOraTo 3allMTeHaTa Cpely

OTBApSAHE OT JIELlA Kanayka ce MPUTUCHE HAJIONy U Ce 3aBBPTH M0 NOCOKA Ha
CTpeJIKATA.
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HeH3mon3BaHUAT JIEKAPCTBEH MPOAYKT WM OTIATBYHUTE MATEPHAIM OT Hero TpAadBa
18 ce U3XBBPJAT B CHOTBETCTBHE ¢ MECTHHUTE H3KCKBAHH.

7. MIPUTEXATEJ HA PASPEIIEHMETO 3A YIIOTPEBA
Sandoz d.d.
Verovikova 57,

1000 Ljubljana
CnopeHusn

8. HOMEP(A) HA PASPENIEHHETO 3A YIIOTPEBA

Per.Ne: 20240126

9. JATA HA TBPBO PASPEIMIABAHE/MIOMHOBABAHE HA
PASPEIIIEHHAETO 3A YHOTPEBA

JaTa Ha MePBO paspeluasaHe 3a ynorpeba: 21/05/2024
Jlata Ha nocaeano noaHoeasane: 17/12/2025

10. JATA HA AKTYAJIN3APAHE HA TEKCTA

05/2026
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