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1. UME HA JIEKAPCTBEHUSA ITPOAYKT
KOI'ABAHT 60 mg duimupanu tabnerku

KOGAVANT 60 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbhCTAB
Beska dhunmupana tabnerka chabpika 60 mg Tukarpesop (ticagrelor).
[TomoHO(HM) BeLEeCTBO(A) C U3BECTHO AEHCTBHUE

To3u nekapcTBeH NPOAYKT ChAbpiKa Mo-Majiko oT | mmol Harpwmit (23 mg) Ha Tabnerka, T.e. MOXe J1a ce
Kaxke, 4e MPaKTUYECKHU HE Ch/IbpiKa HATPHH.

3a [TbJIHUA CITUCHK HA MOMOILIIHUTE BEllleCTBA BUKTE TOUuka 6.1.

3 JIEKAPCTBEHA ®OPMA
OuiimupaHa Tabnerka (tabnerka)

Kpbriau, 1BOHHOM3IMbKHAIU, PO30BH TA0JIETKH, C AMaMEThp OKOJI0 8 mm, B/UTOHATO pesiehHO
o0o03HaueHue ,,D4” or eaHaTa cTpaHa M rJjiaJilky ot Jpyrara.

4. KJIUHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHS

KOI'ABAHT, npuiioxkeH eqHOBpEMEHHO € aueTuiicainuuiona kuceiarHa (ACK), e nokasax 3a
npeana3BaHe OT aTepoOTPOMOOTHYHHU UHLIM/IEHTH MPU Bb3PACTHH MALMEHTH C

- ocTbp KopoHapeH cuHapom (OKC) uim

- aHaMHe3a 3a MMokap/aeH uHpapkT (MH) U BUCOK pUCK OT pa3BUTHE HA aTEPOTPOMOOTHYHO CHOUTHE

(Bx. Touku 4.2 u 5.1).

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBKa

[Taumenture, npuemain KOI'TABAHT, TpsabBa cbio Taka j1a npyeMar HACKa Mo yIbpikalia J103a ort
75-150 mg ACK aHeBHO, OCBEH aKO TOBA € U3PHUUYHO IMPOTUBOIIOKA3aHO.

Ocmpu KOPOHAPHU CUHOPOMU
Jleuenunero ¢ KOI'TABAHT Tps0Ba na 3anoysa ¢ eAHOKpaTHa HaToBapsatua ao3a ot 180 mg (ase
TabsieTku ot 90 mg), ciieq KoeTo ce npoab/ikasa ¢ g03a 90 mg aBa nbTH AHEBHO. [Ipenopbusa ce




neyenvero ¢ KOFABAHT 90 mg nsa mxTH AHeBHO Aa npoawnku 12 Meceua npu nauuent ¢ OKC,
OCBEH aKO HAMa KIMHWYHY MOKa3aHKA 3a MPeKbCBaHE Ha npueMa (Bxk. Touka J.1).

Moxe aa ce obMucIy npeycTaHoBIBaHe Ha ASA crex 3 meceua npy nauueHTH ¢ OKC, xouro ca
[PETHPTICIH NepKyTaHHA KopoHapHa HHTepBeHLMA (PCI) 1 uMat nosuuied puck ot KbpBere. B To3u
ClIydait npMeMBT Ha THKATPENOp, KaTo eAMHMYHA aHTHArperaHTHa Teparnus, TpAOBa a NpOABIDKH

9 Meceua (Bx. Touka 4.4).

Anamuesza 3a muoxapien ungapim

KOI'ABAHT 60 mg aBa iTbTH AHEBHO € MPEMOPBHUMTENHATA 1038, KOTATO € HeOOXOAUMO YIBJDKEHO
JIeYEHHE Ha NALKEHTH ¢ aHaMHe3a 38 MU o1 noke eHa roaMHa H BUCOK PHCK OT aTepOTPOMOOTHYHO
crbuTHe (BX. Touxa 5.1). Jleuenuero moxe aa 6bae 3anoyHaro He3 nmpexbLecraHe, KATO NPOAL/DKABALIA
Tepanug ¢jiel Ha4anHoto nedeHue ot eana ronuHa ¢ KOCABAHT 90 mg wnu tepanus ¢ Apyr aaeHO3HH
- mudocdar (AJID) peuentopen uHxuOKTOp NpH nauueHTH ¢ OKC u BUCOK pUCK OT aTepoTpOMOOTHYHO
crouTue. Jleuenuero Moxe Ja 6bae 3anovHaTo ChIo M a0 2 roaMen ot MU wim 1o eqHa roauMHa cnex
crupane Ha npeawecTraworo Jeverde ¢ AJlD-peuenropes HHXHOUTOP. UMa OrpaHHYCHH JaHHM 3a
eHKACHOCTTA K 0€30MaCHOCTTa H& YABLIDKCHO JICYEHHUE C THKArPENop Hall 3 roNHH,

Ako e HeoOxoaAHMa CMAHA Ha TepanuaTa, nbpBaTa Ao3a KOCABAHT Tpabsa ga &bae npunoxena 24 yaca
cjiell MOCAEAHATA 038 HA APYrOTO AHTHTPOMOOTHYHO NIEKAPCTBO.

lIponycnama dosa

CopiIo Taka Tpadsa aAa ce H306area NPOMycKaHeTo Ha Tadbnerka. [lauueHT, KOHTO € NpoITyCHAaN Ja npueMe
no3ata ci KOCABAHT, TpabBa na npueme camo eaHa tabnerka (creaBaliaTa CH 403a) B 4aca, B KOHTO
oOxuaiiHo 1 npuema.

Cneyuaanu nonyvaayuu
Cmapuecka ev3pacm

[Ipy nalMeHTH B CTAPYECKA Bb3PACT HE CE HaNara KOpexiMs Ha A03aTta (BK. Touka 3.2).

bvbpeuno yepescoane
[ Ipu nauneHTH ¢ 610pedno yBpexaHe He € HeoOxoauMa KOpEKIUs Ha fo3aTa (BXK. Toyka 5.2).

Yeprnodpobro yepeacoare

Tuxarpenop He e Npoy4BaH IMPH NALMEHTH ¢ TEXKKO YEpHOAPOOHO YyBpEKAAHE W NopaaH ToBa, ynotpebara
MY OT Te3H NalLMEHTH € NPOTHBOMOKa3aHa (BX. Touka 4.3). Uma camo orpannyeHa HHbopMalMs NpH
NalMEHTH C YMEPEHO YepHoApoOHO yBpexaaHe. Kopurupane Ha go3ara He e MpenopbhuBa, HO
THKarpenop TpsbBa aa ce H3MOM3BA C MOBUILIEHO BHUMaHUE (BXK. TOUKH 4.4 u 5.2). IIpy nanuenTn ¢ neko
4EPHOAPOOHO YRpEXAaHe He € HeoOXoauMa KOpeKUMA Ha Ao3aTa (BXK. Touxa 5.2).

ITeouampuuna nonynayus
Be3onacHOCTTa H e(PMKACHOCTTA HAa THUKArpe/Iop MpH AeLa Ha BL3pacT nol 18 roausu He € yCTaHOBEHa.
Hsama choTBeTHA ynoTpeda Ha THKArpenop npu Aeua cbe ChbPHOBHAHOKICTLYHA BonecTt (BXkK. ToukH 5.1 ¥

5.2).

HauuH HA NPHIOXKEHHE




3a nepoparHO NPHIICKEHHE.

KOI'ABAHT moxe aa ce npuema che Wi Oe3 xpaHa.

[TpH malMEeHTHTE, KOMTO HE MOMaT Jia Apernpinar uana(ueau) rabnerxa(u), rabnerkure MoraT Ja 6bvaaT
CTPHTH Ha (PHH Npax, Ja ce CMECAT C MIONIOBHH 4aia BoAA M Ja ce M3NUAT BeaHara. Yawuara Tpadea ga ce
M3MJIAKHE C Olle MONIOBKH Yallla BOJA M ChALPXKHMOTO Aa ¢ Hanue. CMecTa MOXKeE Aa ¢ [IPHIAra CbLlo U
ype3 Ha3zo-racrpasiHa conaa (CH8 wnu no-ronsiMa). BaxHO € Ha30-raCTpaIHATA COHJA A Ce TIPOMHE C
BOJIZ CJIe/ MPHIOKEHHETO HA CMECTA.

4.3 IIpoTrBONOKA3AHHAA

. CBpPBXYYBCTBHTEITHOCT KbM 8KTHBHOTO BELIECTBO WIH KbM HAKOE OT [TOMOLIHHTE BELIECTBA,
n36poenu B Touka 6.1 (BK. Touka 4.8).

. AKTHBHO NaTONOTHYHO KbpPBEHE.

. AHaMHe3a 3a MHTpaKpaHHa/IHa XeMoparus (Bx. Touxa 4.8).

. Texxo yepHoapobHO yBpexaaHe (Bx. ToukH 4.2, 4.4 U 5.2).

. CBbBMECTHOTO NPWIOKEHHE Ha THKArpesiop ¢ MOHY HHXuOuropy Ha CYP3A4 (Hanp.

KETOKOHA30J1, KIApDUTPOMHLIMH, Heda3040H, PATOHABHD U aTa3aHaBHP), TbH KATO MOXE Aa AOBEAe
A0 3HAYMTENHO MOBUIIIEHHE HA €KCIMO3ULIMATA HA THKArpesop (Bxk. To4ka 4.5).

4.4. CHenHAIHRE NpeAYNpekAcHHN H NpPEeANA3HA MEPKH OpH ynorpeba

PUCK OT KbpBEHE

[IpunoXkeHHETO Ha THKATPEAOp NpH NALMEHTH ¢ H3BECTEH MOBHILEH PHUCK OT KbpBeHe TpsabBa na ce

[pelieHH CIPAMO I0JI3aTa MO OTHOIIEHHE Ha MPEATa3BaHETO OT ATCPOTPOMOOTHYHN MHUMACHTH (BIXK.

TOUKH 4.8 1 5.1). AKO € KIHHHYHO NOKAa3aH, THKArpeaop TpadBa aa ce npuiara ¢ NOBULIEHO BHUMAHHE

MpH CAEAHUTE I'PYNH NMALMCHTH:

. TlalueHTHTE ChC CKJIOHHOCT KbM KBPBEHE (HAMp. Nopaay CKOpPOLIHAa TPaBMa, Oornepalus,
HapyLlIeHHs B KPbBOCHCHPBAHETO, AKTHBEH MIIH CKOPOILIEH CTOMALIHO-YPEBEH KPbBOU3IHUB) HIIH
TE3KR KOWTO Ca ¢ NOBUIIEH PHUCK OT TpaBMa. [IpunoxeHueTo Ha THKarpenop € NpoTHBONOKa3aHo Mpu
NalMEeHTH ¢ aKTHBHO NMATOOrHYHO KBPBEHE, TIPH TAKHBA C aHAMHE34a 3a MHTPAKpAHHATHA
XeMoparss ¥ Nnpy MayMeHTH ¢ TeKKO YepHOApPoOHO yBpexaaHe (BxK. Touka 4.3).

. [TaupenTH, ripueMaliy eJTHOBPEMEHHO JIEKAPCTBEHH MPOAYKTH, KOUTO MOTAT Ja MOBULIAT PUCKa OT
KbpBeHe (HAIP. HECTEPOKHM npoTueoBb3nanurenHu cpeacrea (HCIIBC), nepopanun
AHTHKOAryJaHTd u/unn GUOpPUHOIUTHLIM) B pAMKHTE Ha 24 yaca OT NpHEMa Ha THKarpeiop.

B aBe pangomusupasu KoHrponspaHu npoy4saius (TICO u TWILIGHT) npu nauserru ¢ OKC,
xouTo ca npemuHanu PCI npoueaypa ¢ MeaAMKaMEHT-HATRYBALL CTEHT ¢€ BIDK/A, Ue MPEKbCBAHETO Ha
ASA cnen 3 Mecelia ABoiiHa aHTHarperaHTHa Tepanus ¢ Tukarpenop U ASA (dual antiplatelet therapy
with ticagrelor and ASA, DAPT), 1 npoab/pkasaHe ¢ THKArpenop, KaTo eAHHWYHA AHTHANPEraHTHA
Tepanui (single antiplatelet therapy, SAPT) 3a 9 1 12 Mecena, pecneKTHBHO BOAH [0 HAMAJIABAHE HA
PHMCKa OT KbpBeHE U HE € Ha0I0jaBaHO NORKILIABAHE HA PUCKA OT CEPHOIHH HEXEJIaHH
cepaeuHochAoBH cuOuTHA (MACE) B cpasHeHHe ¢ mpoankasaHe Ha DAPT. Pewenuero 3a
npeycraHoBiaBaHe HA ASA cien 3 Mecelia M POLb/DKEHHE C THKAIPEJIOP, KATO €AMHHYHA




OCHOBaBa HAa KIMHWYHA MPEUEeHKA, KaTO C€ MMa NPEABHA PHCKBT OT KbPBEHE CNIPAMO PUCKA OT
TpoMbGoTHYHM CHOUTHSA (BXK. TOUKA 4.2).

Tpancdysuara Ha TpoMGOLHMTHA Maca He OOpbILA aHTHTPOMOOTHYHHS eeKT Ha THKArpenop MpH 31paBu
ao0GpoBONIM U € MAJIKO BEPOATHO Aa MMa KNHHMYHA NIOI34 NPU MAlMEHTH ¢ KbpBeHe. [loHexe
eIHOBPEMEHHOTO NPIIOKEHHE HA THKAIPEJIOP C AE3MONIPECHH HE CKECABA BPEMETO Ha KbpPBEHE,
BEPOATHO AE3MOIIPECHH HiMa Ja Objie euKaceH 32 ORNIAfMBAHE HA KPBBOHIIHS (BX. TOYKa 4.5).

AHTUOHOPHHOMUTHYHOTO JieueHHEe (AMHHOKATIPOHOBA WM TPRHEKCAMOBA KMCE/THHA) W/WIH TEpariUsaTa C

pekoMOuHaHTeH ¢akTop Vila Morar aa yckopat KppBochCHpBaHETO. [IpMeMbT Ha THKArpenop MoXe Ja ce
BB300OHOBM CNe KATO MPHYMHATA 38 KbPBEHETO € OTKPHTA M TO € OBNAASHO.

Onepauun

[laumeHTHTE TpAOBa A8 OBAAT MOCHBETBAHM A4 HHPOPMHUPAT JIEKAPUTE KU CTOMATOJIO3ZUTE CH, Y€ [TPHEMAT
THKArpesnop, npeau Aa UM Obe Ha3HAYeHa HAKAKBA XUPYPruyHa HHTEPBEHLUA M MPEeaH Ja 3aMovHaT 1a
NPHEMAT HOB JIEKAPCTBEH IMPOAYKT.

[Tpu nauuenture oT npoyusanero PLATO ¢ HanpaseH kopoHapHo-aprepuaneH Gainac (KAB), npu
THKarpenop ce Hab1woaaBa Mopeve KbPBEHE OTKOIKOTO MPH KIONMHIOIPell, KOraTo € cripsad 1 aeH npean
onepauus, HO CXOHA YeCTOTa Ha 3HAYUTEHO KbPBEHE, B CPABHEHHE C KIIONUAOIPEN, CNIE/ CIIHpAHE Ha
NIe4eHHETOo 2 WM MoBeYe JHH npeau onepaiind (Bx. To4uka 4.8). AKO nalMeHTbT MOAIECKH Ha IUIAHOBA
onepauMs ¥ aHTHArperaHTHMAT €DEKT € HeXeNaH, THKarpeiop Tpabsa na ce cnipe 5 1HM npeau
XHpPYpru4HaTa HHTePBEHLIMA (BX. TOUKa 3.1).

IlalMeHTH ¢ npeailecTeal] HCXCMHAYCH WHCYITT

[TaumenTn ¢ OKC ¢ npemuecTBan; HCXeMHYEH HHCYAT MOTaT a ObaT NeKyBaHH ¢ TUKArpenop B
NpoALDKEeHHe Hal-MHOTro 0 12 Meceua (mpoyuBaHe PLATO).

B PEGASUS naumeHnTH ¢ aHamMHesa 3a MU ¢ npeawmecTsau HCXeMHUCH HHCYIT He ¢a BKIIIOUBAHH.
ITopaau ToBa, Npy NMINca HA JAHHH, JICHEHUE NOBEYE OT €AHA I'OJMHA HE Ce NpenopbLYBa IMPH TE3H
NaLHECHTH.

Yepuoapobuo yepexaaHe

VroTpebaTa Ha TUKATPENOP € NPOTHBOMNOKA3AHA [IPH MALMEHTH C TEXKO YepHOAPOOHO yBpekKaaHe (BiK.
TOYKH 4.2 1 4.3). Ima orpaHHA4eH ONHT ¢ TUKAIPEJIOP MPH NALMEHTH C YMEPEHO YePHOAPOOHO
yBpexXAaHe, NopaJaH TOBa MpPH Te3u MalMeHTH Ce Npenopb4Ba NOBHILEHO BHHMaHWe (BX. TOUKHK 4.2 4 5.2).

PucKOBHM 3a pa3sHTHE Ha Opaaukapaua NAaLMEHTH

Xorrep EKI™ MoHHTOpHpaHe NoKa3Ba MOBULIEHA 4€CTOTa MPeAUMHO Ha aCUMITTOMHH BEHTPHKYJIapHH
nay3u Mo BpeMe Ha JICYSHHUE C THKArpesiop B CpaBHEHKE ¢ Kiionuaorpen. [launentyre ¢ noBHmeH puck ot
pa3BuTHe Ha Opanuxapaus (HaMp. TAUMEHTH ChC CUHAPOM Ha OONMHKA CHHYCOB Bb3en 6e3 neiicMelknbp,
AV-6nok II uan 111 creneH, win Takusa ChC CBBLP3aHK ¢ OpagUKapAHA CHHKONH) Ca H3KITIOYEHH OT
OCHOBHHTE NMPOYYBaHUA 33 OLEHKA Ha Oe30nacHOCTTa H edHUKACHOCTT2 Ha THKarpesnop. CneaoBarenyo,
nopajH OrpaHUYEHHUA KITHHHYEH ONMT, TUKArpenop Tpa6sa aa ce U3NoN3Ba ¢ TOBHLICHO BHHMAHHE [IPH
Te3M NaluMeHTH (BX. To4Ka 5.1).




OcaeH ToBa, THKarpeaop TpabBa aa ce nNpuiara ¢ NOBHILIEHO BHHMAHHE €HOBPEMEHHO C JICKAPCTBEHH
MPOAYKTH, 32 KOUTO € U3BECTHO, He HHAYUHpaT 6paaukapaus. B npoyusanero PLATO, obaue, He ce
Habmonasar AOKA3aTEJICTBA 32 KIIMHHYHO 3HAYMMH HEXKeMaHH pPeakiiy ciel ¢ JHOBPEMEHHO NPUIOKECHHE
C SAHH WIH NOBeYe JEKAPCTBEHH MPOAYKTH, 38 KOUTO € M3BECTHO, Ye HHAYUHpaT Opanuxapaus (Hamnp.
96% Gera-6nokepH, 33% Onokepy Ha KaJI{HEBUTE KAHAIH JWTTHA3EM U BepanaMui, U 4% AUrokcuH) (Bx.
TO4Ka 4.3).

[1o Bpeme Ha xonreposoro noanpoy«4sane B PLATO, noseue nalueHTH ca HMaIH BEHTPHKYIApHH May3H
>3 CeKYHIH ¢ THKArpeaop, OTKONKOTO C KIONMYMAOIPe, Mo BpeMe Ha ocTpaTa ¢a3a Ha TexHus OKC.
VBennueHHeTo Ha YCTAHOBEHUTE C XONITEP BEHTPHKYNapHH May3H ¢ TUKarpeaop € OWiIo Mo-BUCOKO NpH
NalMeHTH ¢ XpOHUYHA ChpaeyHa HeaocTaThbaHocT (XCH), OTKONMKOTO B LIANOCTHATA U3C/I€IBAHA
nonynauus no Bpeme Ha ocrpara ¢aza Ha OKC, HO He 4 Ha MBbpPBHs Mecel] Ha JIEYEHHETO C THKarpeop
WJIM B CpaBHEHHE ¢ Konuaorpen. B Tazu nonmynauusa nauveHTH HE € HMaIO HUKAKBH CTPRHHYHH
KIHHAYHH NOCAEACTBHA, CRbP3aHH ¢ TO3M AHcOananc (BKIIOYHUTENIHO CHHKON WIH NOCTaBAHE HA
necMeHKbp) (BxK. TOYKA 5.1).

B mocTMapkeTHHrOBUs MEPHOA MPH NALMEHTH, NPHEMALUH THKATPEnop, ce crodinana 3a cbOMTHA Ha
Opaauaputmusa u AV-610k (Bxk. Touka 4.8), npegumHo npu nagdeHTH ¢ OKC, npu xouTo cbpaeyHaTa
MCXEMHSA Y CHITBTCTBAILO NMPHIAraHKTE JIEKAPCTBA, KOUTO HAMANABAT ChPACHHATA YUECTOTa WM 3acsirar
CHPACYHATA NMPOBOAMMOCT C¢ ABABAT NMOTCHUMANHH CMYIIABAINH daKTopy. KIMHHYHOTO CHCTOSSHHE HA
NauMeHTa ¥ CLIBLTCTBALLO NPWIAraHWTe iIeKapcTBa TpAdBAa Ja ObAaT pasriexaaHy KaToO NOTEHIHATHH
[MPHUYHHH 32 TE3H ChCTOAHHSA, MTPEAH A CE KOPHTHPA NEYECHHETO.

ﬂECHHEH

IucnHes ce cpoOLIARA NPH NALKEHTHTE, JIEKYBAHH ¢ THKArpenop. JMcnHesTa 0OOHKHOBEHO € JIeKa 10
yMepEHa 0 HHTEH3WTET M 4eCTO OT3By4ana Oe3 HeoOX0AHMOCT OT NPEKbCBAHE Ha aedeHueTo. 1lpu
nalHeHTHTE ¢ aCTMA/XpoHHUYHa 00cTpyxTHBHA Oenoapobua 6onect (XOBb) moke 1a HMa moBKLICH
abcoMoTeH pruck OT BE3HHKBAHE Ha AMCITHEd ¢ THKArpenop. Tuxarpenop rpadsa 1a ce U3non3ea c
MOBHIIEHO BHUMAHHE NPH MalMeHTH ¢ aHamHe3a 3a actMa W/unu XObb. MexaHusmMeT BCe ollie He €
H3SCHEH. AKO MAaLHEHTHT CHOOILIM 32 HOBOBB3HHKHAIA, POAB/DKHTENHA WIH BJIOWCHA JUCITHES, TOBA

Tpa0Ba J1a ce K3CIeABa LIAJIOCTHO U AKO HE CE TOJIEpUpA, JIEUEHHETO C THKarpeiop Tpadsa na ce cnpe. 3a
JAOITbJIHMUTENHA HHpOpPMALIMA BIOKTE To4Yka 4.8.

!Jeg panHa ChbHHA altHCA

B nocTMapKkeTHHIOBHs fEPHO MPYU NallMEeHTH, IPHEMAINH THKArpesiop, ce crobiaBsa 3a UEHTpanHa CbHHA
arnHes, BKouHTeaHo auuiate Ha Cheyne-Stokes. [Ipy csMHeHMe 3a ueHTpanHa ChHHA anHes, Tpa6Ba aa
ce OOMHCIH JOTBJIHUTE/THA KITHHHYHA OLICHKA.

IlorHinaBaHe Ha KpEaTHHHUHA

HuBaTa Ha KpeaTMHHHA MOTAT /ia C€ TOBHILAT MO BPEME Ha JIEUEHHETO ¢ TUKArpeaop. MexaHu3sMbT Bce
owe He e m3AacHeH. brOpeunara pyHkuna TpabGBa na ce NMpoBepaABa CHrAaCHO CTAHAAPTHATA MEAUIIMHCKA
npakTyka. [Ipu naupenTn ¢ OKC ce npenopwusa chillo Aa ce nmpoBepu OvOpeunara GyHKLMSA eIUH MECEL
Cle/l 3aMo4BaHe HA JICYEHHETO C TUKATPENop, KaTto ce o0pbiia 0coOeHO BHUHMAHHKE HA TN




>75 roguHy, MaLUKHEHTH ¢ YMEpeHa/Texxka 0b6pevHa HeJOCTATHLYHOCT M TAKUBA, KOUTO NOJTy4YaBat
CBHITHTCTBAINA TEPaNus ¢ aHrHOTeH3uH-pelienTopHHA O1okepu (APB).

YReIUuapaHe HA MMKOYHATA KUCeJIHHA

XunepypukeMHs MOXE J1a Bb3HHKHE 110 BpeMe Ha JeuyeHue ¢ Tukarpenop (Bxk. Touka 4.8). Tpabsa aa ce
BHHMAaBa IpH NAaLHEHTH C 8HAMHE3a 32 XUIIepYpPHKeMHsa WY nofarpo3eH apTpur. Karo npeanasya mapka
He ce HAachpuara yrnorpebara Ha TUKATPENOp NpH NaLMEHTH C YPEMHYHA HedponaTHs.

TpomboTrruna TpomOGouuTonenyyna nypmypa (TTII)

Tpom6boTuuxa TpomGonuroneHn4Ha nypmypa (T TII) ce chodimasa MHOro psaako np4 ynorpeda Ha
THKarpeaop. XapakTepusupa ce ¢ TPOMOOLIMTONEHHS U MUKPOAHIHONaTHYHA XEMOIMTHYHA aHeMMUS,
CBBP3aHa C HEBPOJIOTHYHHK HAXOAKH, Ob0peuna nucdyHkuMA WK BHCOKa TeMneparypa. T TII e
NOTEHLIHAITHO JIETATHO ChCTOSHHE, M3UCKBALIIO OBP30 JieueHHE, BIUTIOUMTENHO M1a3Madepesa.

[TopnuaBaHe Ha TeCTOBETE 3a TpoMOourTHA GYHKIMA NPH IHArHOCTHLIHPAHE Ha XeNapyUH-HHAYLHpaHa
oM00 nexdug (XUT

[1pu Tecra 3a xenapuH-MHAYLHpaHa akTHBauua Ha rpomboumture (XMUTA), nanon3ead 3a
aunarHocTuuxpane Ha XHUT, anti-tpombounter dakTop 4/xenapyds aHTUTENATa B CEpyMa Ha MalMeHTa
aKTUBHpPAT TPOMOOLIMTHTE Ha 3ApaBd JOHOPH B MPUCHCTBHETO HA XEMAPHH,

PamunBo orpyuaTeaHy pesyaTaTd 338 XUT npu tect 3a TpoMbourTHa PyHKUHA (KOETO BKIIIOYBA, HO
MOXe Jia He ce orpaHu4aBa o TecT 3a XMTA) ce cvobiaBar npu natMeHTH, npyeMalliy THKArpesnop.
ToBa e cBbp3aHO ¢ nHxuOUpaHe Ha P2Y 12-penentopa BpXy TPOMOOLIMTHTE Ha 3IPaBUTE JOHOPH OT
THKArpenop B cepyMa/miasMara Ha naumeHta npu recra. Mudopmating 3a ChITETCTBAINA TEPANHA C
THKArpeJiop €€ M3UCKBA, KOraToO C€¢ PAa3HMTAT TECTOBETE 32 TPOMOOLIMTHATA PYHKLIMA MPH
auarHoctTuuypade Ha XHUT.

[Ipu naumeHTH, KOUTO ca pasBHan XHUT, CLOTHOLICHHETO MON3a-PHCK OT NMPOABIKHTEHO JICUCHHE C
THKarpenop TpadBa aa ce OLICHH, KaTo Ce B3EMAT NMpeaaua 4 nporpoMOboTHYHKUA cTatyc HAa XHUT u
MOBHIIEHHSA PHCK OT KbPBEHE MPH CHITbTCTBALIA TEPAIHA C AHTHKOArYJIAHT H THKarpeJop.

HQ!I‘H

Ha 6a3a na nabmonasasara B PLATO Bpn3ka Mexay noaaspxamara g03a ACK » otHocHTenHara
e(PHKaCHOCT HA THKArpeaop B CpaBHEHHE ¢ KIIOMUAOTPe, He C€ MpenopbyBa €qHOBPEMEHHOTO
NPWIOKEHUE HA TUKArpenop U Bucoka noaabpxawa g03a ACK (>300 mg) (Bx. Touka 5.1).

PaHHO NpeycTaHOBABAHE

PaHHOTO cni¥paHe HA KOATO M [1a € AHTHarperadTHa TepanMs, BnounTeaHo U ¢ KOTABAHT, moxe na
NOBeAE A0 MOBHLIABAHE HA pUCKa OT ChpaeuHO-cbA0Ba (CC) cMbpT, MU WM MHCYNIT BCieACTBHE Ha
noanexaworo 3adonssaHe Ha nauMeHTta. Cneaosarento, Tpadsa aa ce U30Area npexIe8peMeHHO
CTHpAaHE Ha TepanusTa,

JIoMOIIIHHK BEIllECTBA




To3u nexapcTBeH NPOXYKT Chabpika no-Manko ot 1| mmol Hatpuit (23 mg) Ha rabnerka, T.€. MOXe Ja ce
KaXke, Y€ MPaKTHYECKH HE ChAbprKa HATpHH.

4.5. BiammoaelicTBRe ¢ APYrH JIEKAPCTBEHH NPOAYKTH K Apyra GopMH Ha B3aumoaelicTBHe

Tuxarpenop e npeau Bcuuko cyocrpar Ha CYP3 A4 u cnab unxuburop Ha CYP3A4. Tukarpenop € chiito
cybcrpar Ha P-rnukonporenta (P-gp) ¢ cnab uHxuburop Ha P-gp ¥ MOXe 1a NOBHINH €KCITO3HLIMATA Ha
cybeTpati Ha P-gp. Tukarpenop € HHXHOKTOP Ha NPOTEHHA HA PE3HCTEHTHOCT Ha Pak Ha rbpjlara
(BCRP).

EdexTy Ha NeKapCTBEHH H APYIH NPOAYKTH BhPXY TUKArpEnop

Huxubumopu na CYP3A44
v Mownu unxubumopu na CYP3A4 — eHOBPEMEHHOTO NTPHIOKEHHUE HA KETOKOHA30M ¢ TUKArpesop

BOAH N0 NMOBHINEBAHE Ha Cmax U AUC Ha THKarpenop, cboTBeTHO 2,4 ITbTH U 7,3 TbTU. Cmex H AUC
Ha aKTHBHHA METabOJIMT ce NOHIKABAT, CHOTBETHO ¢ 89% 1 56%. Ouaksa ce ¥ ApyrH MOILHH
HHXHOUTOpH Ha CYP3 A4 (knapuTpOMHLKMH, He(Daz0A0H, PUTOHABHP H aTazaHaBHp) Aa HMAT
cxonHH edeKTH, U MOPaaH Ta3M NPHYHHA, CHITETCTBALLIOTO MPHIOKeHHE Ha MOLLHH CYP3A4
MHXUOUTOPH C THKArpelop € MPOTUBONMOKA3HO (BXK. TOUKa 4.3).

. Ymepenu urxubumopu na CYP3A4 — e1HOBPEMEHHOTO NTPUNOKEHHE Ha JUITHA3EM C TUKArpenop
noBHinaBa Cpax Ha THXArpenop ¢ 69%, a AUC - po 2,7 msTi ¥ noHmkaBa Crax Ha AKTHBHUSA
meTabonut ¢ 38%, nokato AUC octaBa HenpoMeHeHa. TUKArpenop He OKa3Ba BAHAHUE BLPXY
n1a3MeHaTa KOHLEHTpaLHA Ha auarHaseM. Ouaksa ce gpyrure ymepenn nHxuburopu Ha CYP3A4
(Hamp. aMNpeHaBHp, AMPENUTAHT, EPUTPOMHUIIMH U (ITYKOHA30M) 48 HMAT CXOACH €EKT U CHILO Aa
MOTaT Ja Ce MPWIAraT € AHOBPEMEHHO C THKATPEJIOP.

. HabmogaBaHa ¢ 2 MbTH yBEJIMYEHA €KCNO3ULIMA HA THKATPEJIOP Clle KOHCYMAaLMs Ha roJIEeMHM
KonuuecTBa ¢ok oT rpedndpyt aHesHo (3x200 ml). Ta3u cTeneH Ha NOBULICHA EKCMO3HLIMS HE CE
ovaksa fa Obae KAMHMYHO 3HAaYUMa 33 [T0OBEYETO NALHUEHTH.

Huoyxkmopu na CYP34

EnHOBpEMEHHOTO NMPUIOKEHHUE HAa pHbAMIIULIMH K THKAIPEIOp BOAH A0 MOHWXKaBaHE HA Cpax 1 AUC Ha
THKArpenop CbOTBETHO ChC 73% H 86%. Cnax HA akTHBHUA MeTabOIHUT He ce npoMens, a AUC ce
noHwxasa croTBeTHO ¢ 46%. Ouaksa ce Apyrure HHaAYKTOpU Ha CYP3A (Hanp. geHuTouH,
kapbamasennH U ¢genobapburain) chlLO Aa MOHIDKABAT €KCNO3HLIMATA HA THKArpenop.

EnHOBpEeMEHHOTO MPUIOKEHHUE HA TUKArPEIOp ¢ MOLIHK MHAYKTOPU HA CYP3 A MOXXe 1a NOHUKH
eKCTIO3HLIHATA H €(PUKACHOCTTA HA THUKArpeliop, B NOPagH Ta3H MPHYHHA HE C€ HACHPYABA TAXHOTO
CBHITHTCTBALLO NPHUACKEHHE C THKArpenop.

Lluxnocnopun (unxubumop na P-gp u CYP34)

EnHOBpeMeHHOTO NpUIcKEHHE HA LMKIocnopHH (600 mg) ¢ THkarpeiop BoAK A0 NOBHLIABAHE HA Crax H
AUC Ha Tukarpesiop cbOTBeTHO 2,3 nbTH U 2,8 nuTH. [1pH HanKWuHeTo KHa uukiIocniopkH, AUC Ha
akTUBHUA MeTa®onuT ce noeuiuana ¢ 32%, a Crax ce noHmkana ¢ 15%.

Hama HanH4YHH AaHHH 32 €HOBpEMeHHATa ynorpeda Ha THKArpesop ¢ Apyrd aKkTHEHH BELIIECTBA, KOUTO
CBLO ¢a MOLLHH HHXHMOUTOpH Ha P-gp u ymepenu unxudburopu Ha CYP3A4 (wanp. sepanammui,
XMHHAKH), KOUTO CHill0 MOTraT A4 MOBHILAT €KCINIO3MLHMATA HA THKArpenop. Ako KoMOuHanuaTa HE MOXE




Aa 6be wiberHara, TAXHOTO EAHOBPEMEHHO MPHIIOKEHHE TPAOBA 1a ¢ U3BBPIIBA C MTOBUIIEHO
BHHMaHHE.

QEEEH

Knunuunute npoyysaHud 3a JapMakoNIOrHYHH B3aUMOJEHCTBUA MOKA3BAT, 4e €AHOBPEMEHHOTO
MPUIOKEHHE HA THKArpeNop ¢ xenapuH, eHokcanapud 1 ACK My n1e3MonpecH He 0Ka3BaT Bh3ACHCTBHE
BHpXY (hapMaKOKWHETHKATA Ha TUKArpeJiop Wiy aKkTHBHHA My MeTtabonur, Wi Bupxy AJlD-
MHIYyLHpaHaTa TpoMOOLMTHA arperalius, 8 CpaBHEHME C THKAIPEJIOp, NPUIOKEH CAMOCTOATENHO. AKO €
KITHHHYHO TMOKA3aHO, IEKAPCTBEHH NPOAYKTH, KOHTO H3MEHAT XeMOocTa3aTa, Tpsdsa Aa ce U3IoJI3Bar ¢
MOBHILEHO BHHMAHHE B KOMOHHALIMS C THKAIPENOop.

Habmonasaxa ¢ 3a0aBeHa H NOHIDKEHA €KCITO3MLIMA HA MEPOPATHK HHXHOKTOPH Ha P2Y 12, BKNIOYKHTEHO
THKArpeJop H HeroBus aktueeH Metabonut npu naumentu ¢ OKC nexysanu ¢ mopduH (35%
NOHMKABaHE HA €KCTIO3HLIMATA Ha THKarpesiop). Tosa B3auMOICHCTBHE MOXKE 3 € CBBP3aHO C HAMAJIEH
CTOMAUIHO-YPEBEH MOTHJIHTET M J1a C€ OTHACH 3a APYrY ONnHOHAH. KNTHHHYHOTO 3Ha4YEHHE € HEU3BECTHO,
HO JAHHHMTE NMOKA3BAT MOTEHUHA 32 HAMaNeHa e(PUKACHOCT HA THKArPE/IOp MPH MaLMCHTH ¢
€IHOBPEMEHHO MPHIOKEeHNe Ha Tukarpenop ¥ MopduH. [1pn nauventn ¢ OKC, npu xoHTO MOPPUHBT He
MoXe f1a Ose cnpaH ¥ 66p30TO HHXMOUpaHe Ha P2Y ) € OT ChILIECTBEHO 3HAYEHHE, MOXKE /18 c€ OOMHCIU
ynorpeba Ha napeHTepaneH HHXHOMTOp Ha P2Y ).

EdexTH HA TH €JIcD BBDX ' NeKADCTBEHHU I KTH

Jlexapcmeenu npodyxmu, xoumo ce memaboauzupam om CYP3A4

. Cumeacmamun — €AHOBPEMEHHOTO MPUAOKEHHE HA THKAPENOpP CbC CHMBACTATHH BOAU AO
nopuinaaHe Ha Cnex M AUC Ha cuMBACTATHH CHOTBETHO C 81% M 56%, KaKkTO M Ha NOBUILABAHE HA
Cnzx 1 AUC Ha CHMBacTaTHHOBATA KHCENHHA CBOTBETHO € 64% U 52%, KaTO B OTAEIHH ClTyYaH Ce
AOCTHra 2- J0 3-KpaTHO noBHiasaHe. EJHOBPEMEHHOTO MPHIOKEHHUE HA THKAIPEIOP U
CHMBACTATHH B J03a, HajsulIaBaia 40 mg nHeBHO, MOXE Aa AOBEAE O HEXKENaHH pPEeaKkLiHK Ha
CHMBACTAaTHH H TPAOBa A3 CE NpPElEeHH CNPAMO NOTEHUHATHHTE NMoN3H. CMMBACTATHH HE OKa3Ba
BIIMAHME BBLPXY IUIA3MEHHTE KOHLICHTPALIMK Ha THKArpenop. THKarpenop Moxe Aa 0Ka3pa CXOJeH
edexT BBPXY JloBacTaTHH. He ce npenoppuBa efHOBpeMEHHATA YNOTpeda Ha THKArpeaop che
CHMBACTATHH WIM JIOBaCTATHH B JO3M, HapsuuaBally 40 mg.

. Amopseacmamun — e AHOBPEMEHHOTO NPWJIOXKEHHWE HA ATOPBACTATHH W THKArpeIop BOAH A0
nosiasaHe Ha Crax 1 AUC Ha aropBacTaTHHOBATA KMCEIHHA ChOTBETHO ¢ 23% 1 36%. CxogHo
nopHinasaHe Ha AUC H Cnax € HabnroaBaHo NpM BCHYKH MeTaOOJIMTH Ha aTOPBACTATHHOBATA
kucearHa. Te3n NOBHILIEHH CTORHOCTH HE ¢e CUMTAT 38 KIHHHYHO 3HAYHMH.

. He mMoxe na ce M3KIIOMH NoAo0eH eQeKT W BbpXy APYTH CTaTHHH, MeTabonuaupauu ot CYP3 A4,
[TaumentuTe 8 mpoyuBaHeTo PLATO, KOMTO ca nosryyaBais TUKArpesop, ca rnpueMaim palivdLu
CTATHHH 0€3 ChoOpaXkeHHe N0 OTHOHICHHE Ha 6e30MacHOCTTa Ha cTaTHHA npu 93% oT xoxopTaTa Ha
PLATO, koaT0 € mprueMana Te3u JIEKAPCTBEHH MPOJYKTH.

Tuxarpenop ¢ cnad nHxuburop Ha CYP3A4. ExnoBpeMeHHOTO NPUIOKEHHE HA TUKATPEIOP ChC
cybcrpati Ha CYP3A4 ¢ TeceH TepanepTydeH MHAEKC (HANp. LHU3AMPHI WIH €ProaIKAIOUIH) HE ce
Npernopb4sa, Thil KATO TUKAIPE/IOp MOXKE 8 NOBHILHK EXCIIOIULIMATA Ha TE3H JIEKAPCTBEHHU NIPOAYKTH.

P-gp cybecmpamu (6xRI0OYUMERARO OUZOKCUH, YUKAOCNODUH)




EAHOBpEeMEHHOTO NPIIOKEHHE C THKATPEJIOp BOAM A0 NOBHINaBaHe HA Cnax H AUC Ha nurokcus
CBHOTBETHO CbC 75% H 28%. Cpeannre Halk-HHCKM HHBA HA JUTOKCHH Ce MOBHIIABAT ¢ 0koi0 3(% npH
eQHOBPEMEHHO NPWICKEHHE C THKArPEIOP, KATO B HAKOH OTJE/HHM CITy4Yay Ce OTUYHTAT MAKCHMYM
ABYKpPaTHH NoBHLaBaHMA. B npuchcTBAEeTO Ha AUrOKCHH Crex # AUC Ha THKArpesiop # akTUBHUA My
MeTaDOJIHT He ce moBuaBar. Clie10BaTeNHO, NIPH €RHOBPEMEHHO NPHIIOKEHHE Ha THKAarpenop ¢ P-gp-
3aBMCHMH JIEKAPCTBEHH MPOAYKTH ¢ MAITBK TEPANCBTHYCH HHACKC KATO JUIOKCHH, Ce

NMPeNnopLYBa NOAXOAAIN KIWHHYEH WK n1abopaTopeH KOHTPOJL.

Tuxarpenop He 0ka3Ba BIHAHUE BbPXY KOHLEHTPALUATa Ha LIMKNOCNIOPUH B KpbBTa. EQexTsT Ha

THKArpeJop BuPXY ApYyry cyGeTpaTh Ha P-gp He e npoy4BaH.

Jlexapcmeenu npodyxmu, xoumo ce memabonusupam om CYP2C9

EJHOBpPEMEHHOTO NPUIOKEHHE HA THKArpenop ¢ To0yraMuj He BOAM A0 MPOMAHA HA MUIA3MCHHUTE
KOHLIEHTPALIMH, HA KOWTO U [1a € OT JBaTa MPOAYKTa, KOETO NPEAronara, 4e THKarpenop He ¢ MHxuburop
Ha CYP2C9 u e Manko BeposiTHO Aa nopiaussa Meauupanui ot CYP2C9 merabonn3bM Ha IeKapcTBEHH

NMPOXYKTH XaTo BapdaprH U TonbyTaMua.

Pozysacmamun (BCRP cybcmpam)

Jloka3aHo €, YeTHKarpeaop NOBHILABA KOHLICHTPALIMHTE H& PO3YBACTATHH, KOETO MOXKE Jia A0BeE A0
MOBHILEH PHCK OT MHOMATHA, BIUTIOMHTEITHO pabaoMuonuia. Tpabsa Aa ce 0OOMHCAAT NOM3HTE OT
NPeBCHLMATA HA I'OJIEMH HEXeNaHH ChPAeYHOCHAOBH chOUTHA upes ynoTpebara Ha po3yBacTATHH CIIPAMO
PHMCKOBETE OT HOBHIIICHM TUIA3MEHH KOHLIEHTPALIMKM Ha pO3yBacTaTHH.

Ilepopannu konmpayenmugu
E1HOBpEMEHHOTO NMPWIOKEHKE HA THKArPEIOP C JIEBOHOPreCTpes H €THHWI ECTPALHON BOAH JO

NOBHILABAHE HA EKCMO3HIMATA KbM ETHHWI €CTPaaHoI ¢ npubnuzuTenHo 20%, HO He NOBNIHABA
hapMaKOKMHETHKATA Ha JieBoHOprecTpe. [IpH eAHOBPEMEHHO MPHITOKEHHME HA JIEBOHOPTeCTPEN H €THHWUA
eCTPAAHOI C THKATPEJIOP HE C€ OHAKBa KJIMHHYHO 3HaYMM €deKT BbpXY e(PHKACHOCTTa Ha NMEPOPaATHUSA

KOHTPALICITTHB.

Jlexapcmeenu npodyxmu, 3a KOUMO e u3gecmuo, 4e undyyupam bpaouxapousn

[Mopaayu HaGniopasaHe Ha NMPEIUMHO ACHMITTOMHH BEHTPHKYJIAPHH Nay3d M Opagukapaus ce H3UCKBA
HOBUIICHO BHUMAHME, KOMaTO THKArpenop ce npuiara eJHOBPEMEHHO C JIEKAPCTBEHH NPOAYKTH, 38 KOUTO
€ M3BECTHO, Ye MHAYLHUpAT Opanukapaus (Bx. Touka 4.4). B npoyusasero PLATO, obaue, He ce
HabmnoAasaT JOKA3aTE/ICTBA 32 KIMHHYHO 3HAUMMM HeXeNaHW Peakuuy clell eRHOBPEMEHHO MTpUIokKeHHe
C €AMH WIH MOBeYe CeKAPCTBEHH MPOIYKTH, 38 KOUTO € H3BECTHO, ue HHAYunpaT Gpaavkapans (Hanp.
96% Oera-6oxkepn, 33% 6nokepu Ha KATLUMEBATE KAHAIIA AWITHA3EM K Bepanamui, U 4% QUrokcuH).

pvea conememeawa mepanus

B xiMHMYHETE NpOy4YBaHHA THKarpenop e npunarad eqHospeMeHHo ¢ ACK, nHxuburopu Ha npoToHHarta
noMina, cTaTHHH, 6era-010KkepH, HHXMOHTOPH Ha aHM'MOTEH3UH-KOHBepTHpalusa eH3uM (ACE) u
anrnoteH3uH II peuernrropHu bnokepy, HeoOXOAMMU 3a IeUEHHE HA CHITLTCTBALIHM 3200J1BaHHUA 38 AbJIBI
nepuo, a ChILo U XeNapuH, HHCKOMOJICKYJICH XEMapuH U MHTpaBeHo3HH uHXuburopu Ha Gpllb/Illa 3a
KpaTKo BpeMe (Bxk. To4ka 3.1). He ca HanM4HHU naHHHU 3a HaOMOAaBaHH KJIHHUYHO 3HAYMMH HEXEJIaHU
B3aUMO/IeHCTBHA MPH yrnoTpeda Ha Te3u JISKAPCTBEHH MMPOAYKTH.

EnHOBpEMEHHOTO MPHIOKEHWE HA THKAIPENIOP C XENapHH, EHOKCHIAPHH Wi AE3MONPECHH HAMA eEKT
BbLPXY aKTUBHPAHOTO NIapLHaiHO TpoMbornacTHHOBO BpeMe (aP1T), akturuparHoTO BpeM BaHE




(ABC) win nacneasanusTa Ha gaxkrop Xa. Bee nak, nopagu noreHUManHuTe papMakoAMHAMHYHK
B3aHMOAEHCTBHA, €AHOBPEMEHHOTO NPUWIOKEHHE HA THKATPEIOP C JICKAPCTBEHH MPOAYKTH, 32 KOHUTO €
M3BECTHO, Y€ MMPOMEHAT XeMOCTa3ara, Tpa0Ba A4 CE M3BLPLIBA C MOBUILICHO BHHMAaHHE.

Hopany crobuieHus 3a abHOPMHO KOXKHO KbpBeHe ¢ SSRI (Hanp. napokceTHH, CEpTpaIMH H
HMTAJIONpaM ), NpenopbyBa ce BHHMaHue, korato SSRI ce npunarar ¢ THkarpesop, ThbH KaTO TOBa MOXKE
14 MIOBMILY PHCKA OT KbpPBEHE.

4.6 DepraanTerT, OpeMEeBHOCT H KbpMeEHe

JXeHH ¢ AeTepoieH NOTEHIHA

XeHu ¢ nerepoaeH nNOTEHUMAN TPAOBA /a U3MON3BAT e()eKTHBHM KOHTPALIETTTUBHH MEPKH, 3a 1a u3berxar
3a0peMeHABaHE [10 BPEME Ha IEYSHUE C TUKArPENIop.

bpemeHHOCT

HaMa uaM ©Ma OrpaHH4YEHO KOAWYESCTBO JAHHHM 3a ynorpebara Ha THKArpenop npy OpeMeHHH KEeHH.
[IpoyuBaHUATA [IPH XXKHBOTHU MOKA3BAT PENPOAYKTHBHA TOKCHUYHOCT (BX. Touka 5.3). Tukarpenop He ce
npenopbyBa o BpeMe Ha OpeMEeHHOCT.

KspmeHe

Hanuunure hapmakogdHaAMHUHW/ TOKCHKOMOTHYHM JaHHHU MPH )KHBOTHU NMOKA3BAT EKCKPELIMA Ha
THKATPENOp K AKTHBHUA MY MeTaOOIMT B MASKOTO (BX. TOUKA 5.3). He MOxXe Aa ce M3KITIOUM PHCK pH
HOBOpOACHH/KbpMaueTa. Tpabsa fna ce B3eMe peieHne Jany a ¢e Crpe KbpMEHETO, WM Ja C¢
NpeKpaTu/a He Ce ITPUWIATa TEPAIKHA ¢ THKArPEIop, KaTo C& B3EME NPEABUI NO/I3aTa OT KbPMEHETO 3a
[ETETO M MOJI3aTa OT TEPAIUATA 34 JKEHaTa.

QepTUIRTET
Tukarpenop He 0Ka3Ba BIHAHHE BbPXY MBXXKHA H XKEHCKHA PEPTHNXTET IIPH )KHUBOTHHU (BK. TO4Ka 5.3).

4.7 EdexTr Bupxy cnocobnoctTa 34 wodupase & pabora ¢ MAIHBH

Tukarpenop He noBAMABA UK MOBRAUABA MpeHeOpexUMO CrTocoOHOCTTA 3a WwodupaHe U pabora ¢
mamvay, [To Bpeme Ha JleueHHe ¢ THUKArpeaop ce cbo01asa 3amaiipane 1 o6bpkBane. ClieoBaTeINHO,
NaLMEHTH, KOMTO MOJIYYAT TE3H CUMITTOMH TpAOBa 2a ca rpeAnaMBey A0KaTo wodupar wiu paborar ¢
MALIIHHH.

48 HexenaHH JeKAPCTBECHH PEAKIAH

Pe3iome Ha nnpoduna Ha He30nacHOCT

ITpoduasT Ha 6€30MacHOCT Ha THKArpesop € OLEHABAH B JBE TOJIeMH KIHHHYHH H3NMUTBaHUA da3a 3 no
oTHoleHye Ha u3xona (PLATO u PEGASUNS), sxnouBamm noseyve ot 39 000 naumeHTH (BK. TOUKa 5.1).
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B PLATO, npu nauMeHTHTe HA THKArpeJiop UMa MO-BHCOKA YECTOTa Ha MpPeyCTAHOBSBAHE HA TEPANMATA
nopaay HexkenaHu chOHUTHA, B cpaBHeHKe ¢ Knonuaorpen (7,4% cnpamo 5,4%). B PEGASUS
NalHEeHTHTE, JIEKYBaHH C THKArpeaop, HMAT [10-BUCOKA YECTOTA Ha MPEYCTAHOBABAHE HA TEpanHaTa
nopand HexkeJIaHH chOUTUA B CpaBHEeHMe c rpynara Ha Tepanus caMo ¢ ACK (16,1% 3a tukarpenop

60 mg ¢ ACK cnpamo 8,5% 3a Tepanusa camo ¢ ACK). Haii-uecTo co011aBalnTe HEXENAHH PEAKLIHH MPH
nalUEeHTHTE, TEKYBAHH C THKArpenop, ca KbpBEHE U AUCITHes (BxK. TOUKa 4.4).

TabnuueH CNHUCHK HA HEXEIAHHTE PEaKIIHK

[IpeacTaBeHHTE NO-AOTY HEXENaHU PEaKLMH ¢a HACHTU(PHUHPAHY B IIPOYUBAHHATA WIH ¢ CHODLLCHH
IPH NOCT-MAPKETHHIOB ONHT ¢ Thkarpenop (Tabnuua 1).

Hesxenanute peakudy ca u3bpoenn no cucremo-oprasex kiac (COK) no MedDRA. B pamkuTe Ha BcekH
COK HexxenaHHTe JI€KapCTBEHH peakluy ca n3dbpoeHH no Yectora. Kateropuure no 4ecTora ce
nedyHHUpAT 1o cleaHaTa KOHBEHIMA: MHOTO YecTH (=>1/10), yectu (=1/100 no <1/10), Heuectu (>1/1 000
no <1/100), penku (>1/10 000 go <1/1 000), muoro peaku (<1/10 000), c HeussecTHa yecToTa (OT
HAJIHYHHTE JaHHH HE MOXe Aa ObAe HampaBeHa OLECHKA).

TaGauna 1 - Hexxenans peaknus no “1ecTota n cacremo-oprasen kiac (COK)

COK

Muoro uectn

YecTH

HeuecTn

C Henm3pecTHA
JecTOTA

Heonnazmu —
oobpoxavecmsen
U,
AOKAHeCmeeny u
Heonpeoenenu
(6KA.

Kucmu u noaunu)

p—

Kspsene ot Tymop®

Hapywenun na
Kpbema u
aumgnama
cucmema

Kspsete,
CBBP3aHO C
HAPYILICHUS Ha

KpBBTA>

——

TpomboTUuHa
TPOMOOLIUTONCHUY

Ha mypiTypa’

Hapywenua na
UMYHNHAMA
cucmema

CBpPBXYYBCTBHTEIIHO
CT, BKJIKOUHTETHO
aHruoegem”

Hapywenun na
memabonuzma u

XPAaHeHemao

XunepypHukem
Ml“

[Toparpa/Tloparpo3
eH apTpUT

[Hcuwxuunu
Hapyuienui

O6bpkBaHe

Hapywenua na
HepeHama
cucmema

3amMaiiBaHe,
CunHkomn,
ICnasobonue

r

BovrpeuepencH
KpbBOHU3THB

Hapywenusa na
ouume

| KpnBOu3nus B

OKOTO"

Hapywenua na
yxomo u
rabupunma

Bepturo

KpBbBOK3NHB B YXOTO
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CovpOeunu bpaauapyT™Mus,
HapYWEeHUR AV-6nok*
Crvoosu XHKIMOTOHHA
HapyueHus |
Pecnupamopnu, Hucnues KnpBeHe ot
2PYOHU U pecnupaTopHaTa
MEeOUACMUHAIHY cucTeMa®
HAPYUIEHUR
Cmomawurio- CroMainHo-upeseH | PerpornepuroHeancH
YpesH KPbBOWU3IHB", KPbBOHIIHB
Hapyuerus Huapus, [ 'aneHe,
Hucnencus, 3anex |
Hapywenua na [ToakOXHO WK
xoxcama u OEPMATHO
ROOKOJCHaMA KbpBeHe®, OOpuB,
MbKaH Copbex
| Hapywenua na MyckyaHo kbpaeHe®
MYCKYIHO-
cxenemuama
cucmema u
cveounumeanama
MbKaH
Hapywenua na KspBeHe ot
bvbpeyume u NHKOUHMTE
nuKoYHUmMe msTHINA"
nemuya
Hapywenus na KbpeeHe oT
BBINPOUIGOOUMEN PENPOAYKTHBHATA
Ha ma cucmema u cucTemMa*
| 2vpoama |
Hzcaeosarnun IToBuiuen
KPEATUHMH B
KpbBTa'
Hapanseanun, KpbBOoHaIMB ciel
OMPABGRHUA U npouenypa,
YCROJICHEeRUA, TpaBmaTuuHO
BBIHUKHATU 8 KbpBEHE"
pesyamam HQ
UNmepeeHyuu

? Hanp. KLPBEHE OT PaK Ha ITKKOYHUA MEXYD, PaK Ha CTOMaxa, pak Ha Aebenoro yepBo

® Hamp. NOBHUIlIEHA TEHACHLMA KbM HACHHABAHE, CROHTAHEH XEMAaTOM, XeMOparuyHa auaresa

® UpenTHdHUMpaHa B NOCTMAPKETHHIOB OIHUT

" YecToTHTE Ca nonyueHn ot jaboparopun HabmoaeHus ([InkouHa KucenHHa NOBHILIEHA >TOPHATa
rpaHBLA Ha HOPMATA CIpPAMO H3XOAHO HMBO MMOJ HAK B pedepenTHuTe rpaHui. KpeaTuHuH nosuineH
>50% cnpaMo M3XOAHO HHUBO.), & HE € MpUOIH3MTENHA YECTOTa HAa ChoOLIIaBaHe HA HeXenaHU ChOUTHA,
A Hanp. KOHIOHKTUBATHO, PETHHHO, BETPEOYHO KbPBEHE

° Hamp. eMUCTAKCUC, XEMOITTH3a

* Hanp. KbPBEHE OT BEHLUHTE, KPHBOU3JIUB OT PEKTYMa, KPbBOU3IHB OT CTOMAIIIHA 1388

PHAMp. EKXUMO3a, KOXKEH KPBBOU3NUB, [IETEXNHU

" Harp. xeMapTpo3a, MYCKYJIEH KPbBOH3JIHB
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" Harp. xeMaTypHs, XeMOparu4eH HUCTHT

* Hanp. BarMHa/ieH KPLBOH3INIUB, XEMATOCNIEPMHS, NNOCTMEHONAY3AIEH KPLBOH3ITHB

" Hanp. KOHTY3HUA, TPABMATHYEH XEMAaTOM, TPaBMaTH4YE€H KPhbBOH3JIHB

™ T.€.. CMOHTAHHO, CBBP3aHO ¢ HHTEPBEHLIMA WY TpaBMaTHYHA HHTpaKpaHHaliHa XeMOparus

Onucanue Ha U3OpaHH HEXENaHHU peaKIMU

Kvpeene
Haxooxu c xvpeene ¢ PLATO

[ {aIOCTHUTE PE3yJITATH 3a YecToTaTa Ha KbpaeHe B npoyuBaHeTo PLATO ca nokasanu B Tabnuua 2.

Tabanna 2 — Anaans ra o6maTe ch6HTHE ¢ KbpBene, H3uncaenns no Kaplan-Meier na 12-1a mecen
(PLATO)

Taxarpeaop Khaonaaorpea | p-crolimoct
90 mg n18a NBLTH N=9 186

AHEBHO

N=9 235
O6u10 3HaunTessHH oT PLATO 11,6 11,2 0,4336
DaranHu/xmBorosacTpaiasaui or PLATO 5,8 5,8 0,6988
3uauntenHu ot PLATO, Hecebp3anu ¢ KAD 4,5 3,8 0,0264
3uauurenuu or PLATO, HecBBp3aHH ¢ 3,1 2,3 0,0058
MHTEPBEHLIHH
KomOuuupanu obuwo 3naunrennu + 16,1 14,6 0,0084
HesHauuTenHu or PLATO
Hecrbp3atn ¢ MHTEPBEHLIMH 3HAUUTETHH + 5,9 4.3 <0,0001
HesHauurenHu ot PLATO
3HaunTenHy no TIMI 7,9 71,7 0,5669
3HauKTEIHH + HE3HaUWTETHH o TIMI 11,4 10,9 | 0,3272

JehpHHANAA HA KATETOPHHTE KhpBEHe:

3naunTeHO PATANHOAKHBOTO3ACTPAMIABAINC KbpBene: KNHHHYHO MPOABEHO ¢ MOHIDKABAHE Ha
xeMornobuHa ¢ >50 g/l uau ¢ npenusaHe Ha >4 caka epUTPOLIMTHE Maca; WIH QaTanHO; HIH
HHTPAKPaHUAJIKO; WIH HHTPANIEpPUKAPAHO CHC ChPACYHE TAMIIOHAAA; WIH C XHIIOBOJIEMHYEH LIOK; WM
TEXKKA XUITOTOHHSA, U3UCKBALIA NPECOPH; HWIH XMPYPrHvHa HHTCPBCHLIHA.

3navuuTeaHo Apyro: KnuHUYHO NpoABEHO ¢ MoHwkaBaHe Ha XxeMornobuHa ¢ 30-50 g/l unu npenupaHe Ha
2-3 caka epUTPOLIMTHA MAaca; WIH 3HAYUTEITHO HHBATHAK3HPALLO.

He3gauBaTeHO KbpBeHe: M3uckBa MEIJHUMHCKA HAMECA, 3a CITPUPAHE WM JICKYBEHE HA KbPBEHETO.
3uaunTeano kppBene no TIMI: KinuHH4YHO NposBeHO ¢ NOHMKABAHE Ha xemornofuHa ¢ >350 g/l unu ¢
HHTPaKpPaHHAIIHA XEMOparus.

He3znaunrenno kppBene uo TIMI: Knuuuuno nposseHo ¢ NOHmxaBaHe Ha xemornaobuHa ¢ 30-50 g/l.
*p-CTOHHOCT, H3YHC/IEHA OT MOAEN Ha IMpOTIOPUHOHATHATE pHcKOoBe Ha CoX, KaTO rpyrnara Ha JieYeHHE €
CAUHCTBCHATA €KCILUTAHATOPHA NMPOMEHIHBA

Tukarpenop 1 KIOCIHAPOre/ He ¢e pasNHU4ABAT N0 OTHOLIEHWE Ha YECTOTHTE HA 3HAUUTENHO
¢daTanHo/xuBOTO3acTpallaBaino kbpeeHe B PLATO, 3nauurento kspBeHe 0bio B PLATO, MacusHo
kbpBeHe o TIMI unu cnabo knpeeHe no TIMI (Tabnuua 2). Obaue, nossara Ha kOMOHHHpAHO
3HAYUTETHOTHE3HAYMTENHO KbpBeHe B PLATO € noseue ¢ THKArpenop, B CpaBHEHHE C KIIOMUAOrpen.
Manko nauuent B PLATO uMmar daranuu kpweonanueu: 20 (0,2 %) 3a Tukarpenop u 23 (0,3 %) 3a
Knonuaorpen (Bx. Touka 4.4).
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Bn3pacT, noJi, TENECHO Terno, paca, reorpadcky paioH, ChITbTCTBALLK 3ab0NABaHNUS, CHITBTCTBALIA
TEpaIusi ¥ aHAMHE34a, BIUTIOYHTETHO NMPeAXOJeH HHCYIT WX TPAH3HTOPHA HCXEMHYHA ATaKa, HE Ca
MpeAMKTOPH KAKTO 3a 0OMI0TO, Taka U 3a HECBbP3AHOTO C MHTEPRCHLIMM 3HaYHTENHO KbpBeHe no PLATO.
[1o Ta3u npuyKHAa, He € HACHTU(HLMPaHa KOHKPETHA PUCKOBA IPyNa 3a KOHTO U 12 € NOATUI KbpPBEHE.

Cenbp3ato ¢ KADB kbpBeHe:

B PLATO 42% or 1584-Te nauuenTy (12% o1 koxopraTa) ¢ HanpaseH KOpoHapHO-apTepHaneH baiinac
(KAB) ca noayuwin PLATO 3HaunTenso paranHo//KHBOTO3aCTpallaBallo KbpeeHe 0e3 pasnHka MeKIy
TepanesruyHuTe rpyny. ParanHo KepBeHe, cBbP3aHo ¢ KAD, ce nospasa npy 6 nauyeHTH BLB BCAKA OT
TEPANEBTHYHUTE I'PYNH (BXK. TOUKA 4.4).

Hecbp3ano ¢ KAD xbpreHE U HECBBP3aHO ¢ HHTCPBEHLIMU KbpBEHE:

HsMa paznuka Mexaoy THKATpeop M KJIOMMAOrpen Mo OTHOLUEHHWe Ha HecBbp3aHHUTe ¢ KAD

TEXKH/ KHBOTO3ACTPALIARALIH KPHBOHINIMBH M0 AcPHHHLMA HA npoyusaHeTo PLATO, Ho 3HayuTENHUTE
00110, 3HauMTenHu nNo TIMI 1 sHaunTenHU+HesHaunTeNuu no TIMI KpBBOU3NHUBH, MO NePUHULIKMA HA
npoyuBaHeTo PLATO, ca no-uectu mpu tekarpenop. Chilo Taka, 8KO ¢ H3KII0HAT BCHYKH CBbP3aHH C
HMHTEPBSHUHH KPBHBOMIIMBH, TIOBEYE KPbBOM3IMBH ce€ HAOMOAaBaT NPH THKArpesop, OTKOJIKOTO MpH
iomaaorpen (Tabavua 2). [Ipexkparspane Ha neyeHHeTO NOPAAN HECBBP3aHH C HHTEPBEHUUH
KPBLBOHIJIMBH € MIO-4€CTO ¢ THKarpesop (2,9%), orkonkoro ¢ wronunorpen (1,2%; p<0,001).

HMHTpakpaH1alHa XeMOparusi:

HHTpakpaHHAIHHTE KPBBOMIIHBH, HECBLP3aHH C HHTEPBEHLIWH, Ca MOBEYE MIPH NMPWIOKEHHUE Ha
THKarpesop (n=27 KpeBOu3nHBa Npu 26 nauueHTH, 0,3%), orkonkoro ¢ kronuaorpen (n=14
KpbBOH3MBA, (,2%), oT KouTO 11 KpLBOHANIMBA C THKArpenop H 1 ¢ kionuaorpen ca paranHy. Hama
pasnuka B o0wma Opoi cimyyan Ha GaTaHO KbPBEHE.

Haxooxu ¢ xvpeene 6 PEGASUS
1[sanocTHUTE pe3yNTATH 32 4ECTOTATA HA KbpBeHe B npoyusaHeTo PEGASUS ca noxaszanu 8 Tabnuua 3.

Tabnana 3 — Asajin3 aa obmpTe cLORTHA ¢ KnpBeHe, H3uACAennd N0 Kaplan-Meier aa J6-Tr mecen
(PEGASUS)

Tuaxarpeaop 60 mg ABa OLTH Camo ACK
aneBno + ACK N=6 996
N=6 958
Kpaiina TouxH 3a Ge3onacaocT KM % KoepnuuenT KM % P-CTOHHOCT
HA PHCKA
95 % CI)
Kareropam Ba xnpBene, onpeaenens or TIMI
3Hauurenso (TIMI) 2,3 2,32 1,1 <0,0001
(1,68, 3,21)
(DaranuHo 0,3 1,00 0,3 1,0000
(0,44,2.27)
BUK 0,6 1,33 0,5 0,3130
(0,77,2,31)
Hpyro 3nauunrenHo (TIMI) 1,6 3,61 0,5 <0,0001
(2,31, 5,65)
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JHAUHTETHO WIH HE3HAUMTEHO 3.4 2,54 1.4 <0,0001
(TIMI) (1,93, 3,35)
3HAYUTEIHO KM HE3HAUMTENHO, 16,6 2,64 7,0 <0,0001
WJIA H3HCKBAILO MEAHLIMHCKA (2,35, 2,97)
Hameca (TIMI)
KaTeropun Ha kbpBene, oupeaeacas B PLATO
3nauurento (PLATO) 3,5 2,57 1,4 <0,0001
| (1,95, 3,37)
daTanHo/ AKMBOTO3aCTpAallaBallO 24 2,38 1,1 <0,0001
(1,73, 3,26) _
Hpyro 3uayrrentdo (PLATO) 1,1 3,37 0,3 <0,0001
| (1,95, 5,.83) _
3HAYHTEAHO WIH HE3HAUMTEITHO 15,2 2,71 6,2 <0,0001
(PLATO) (2,40, 3,08)

HePHHHLIHHK HA KATErOPpHATA HA KbPBEHE:!

3nagnTtenno (TIMI): ®arando kspBeHe UJIH Beako srnrpeuepenHo knpBeHe, WWIH kinHuyHO BUOIHMH
MpU3HALIM HA KPHBOM3NMB, CBbP3aH che cnaj Ha xemornobuHa (Hgb) ot >50 g/l, win noHiwkeHue Ha
xeMaTokpuTa (Hct) ot 15%, koraro nuncsa croiiHocT Ha Hgb.

Patanno: CrOUTHE ¢ KbPBEHE, KOETO AUPEKTHO € JOBEJIO A0 CMBPT B PAMKHTE Ha 7 THH.

BYK: BeTpeuecpeneH KpbBOH3IMB.

Apyro 3aagnTenno (TIMI): Hedaranno ne-BUK 3naunrento xnpaese (TIMI).

Hesnaunreano (TIMI): KnuHuaHo BHAMMO ¢ NOHIDKEHHE Ha XeMoryioouHa ot 30-50 g/l.

Hanckpamo meaunuacka sameca (TIMI): HUsucksaio HHrepserums UJINM soaewo go
xocnuranmsauua, HJIM Hanaramo oneHka.

3nagnrTenno daranno/xaBorozacrpamasamo (PLATQO): ®daranxo kbvpeene HIN seako
BbTpeuepenHo kppBeHe, WIH unTpanepukapauanto cue copaeyHa tamrnosana, HIH ¢ xunosoneMuueH
LIOK HJTH TEXKKa XHIIOTOHHUS, Ha/larauja MpruiIoKEHHUETO Ha IPeCOPHI/ WHOTPOITHH CPEACTBA WIH ONepaLuA,
NI knuHuuHO BUAKMO ¢ >50 g/t noHibkeHHe Ha XeMOrIoOHHA MITA NPENATH 2 4 eIUHHLH YEPBECHH
KPbBHM KIETKH.

3naunTtenno Apyro (PLATO): 3nauumo unpanuausupaino NWIH wimawano snaumo ¢ 30-50 g/l
fIoHmkenne Ha xemornobuna, HJIA npensty 2-3 eAMHULK YEPBEHH KPBLBHH KIIETKH.

Hesnaanrteano (PLATO): M3ucksa MeguunHCKa HHTEPBEHLIMA 32 CIMpaHe WM JeUYeHHe HA KbPBEHETO.

B PEGASUS 3unauutensoro kbpeere (TIMI) npu Tukarpenop 60 mg Aa MbTH JHEBHO € MO-CHJIHO
oTkonxoTo npu neueHue camo ¢ ACK. He e HabmonaBaH noBKILIEH pUCK OT GaTaANHO KbPBEHE H CE
YCTAHOBABA CAMO HE3HAYMMTENHO MOBULICHHE Ha BLTPEUEPENTHUTE KPbBOWITHBH B CPABHECHHE C TEPANHATA
caMo ¢ ACK. Mma Manko cxOuTHA Ha paTaHO KbpBeHE B poy4BaHeTo, 11 (0,3%) 3a Tukarpenop 60 mg
u 12 (0,3%) 3a TepanusaTa camo ¢ ACK. HabmoaasanMaT nOBHIIEH PHCK OT 3HAUUTEIHO KbpBeHe (TIMI)
¢ THKarpenaop 60 mg ce ALDKK NPEAXMHO Ha MO-BUCOKATa YECTOTa Ha APYro 3HAYMTEITHO KbpPBEHE
(TIMI), cBBp3aHO cbe chOuTHS B cToMawHO-upeBHus COK.

[ToBHlIEHa YecTOTa HA ChOMTHA ¢ KbpBEHE, NoA0OHH Ha 3HaUMTeNHO KbpBeHe (TIMI), ¢ Habmonasana B
KaTEOPUHTE 3HAYMTE/IHO WM HesHaUHTeNHO KbpBeHe (TIMI) u anauvrento (PLATO) u 3Hauurenno unm
HesHauHTenHo KbpeeHe (PLATO) (Bx. Tabnuua 3). IIpeycTaHOBABAHETO HA NEYECHHETO NOPAdM KbPBEHE €
Mo-4yecTo B rpynara Ha Tukarpenop 60 mg B cpaBHeHue ¢ rpynara Ha Tepanuara camo ¢ ACK (cnorBerHo
6,2% n 1,5%). [ToBeuero oT Te3u cnyvan Ha KbPBEHE Ca C M0-MajKa TexecT (KNacHQHULMPaHH KaTo
M3HCKBaIlH MeauUMHcka HaMeca (TIMI)), Harnp. enucTakcHe, HACHHABAHE H XEMATOMH.
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[TpodunnsT Ha KbpBEHE HA THKarpenop 60 mg e cxojeH B MHOXECTBOTO [IPEABAPHTETHO OIIPENC/ICHH
MoArpyn# (Hanp. no Bb3pPacT, Mo, TErno, paca, reorpagcky perdoH, CbIbTCTBALLH 3200/ABaHNA,
CHITHTCTBALLA TEPAINHA M MEAMLIMHCKa aHAMHE3a) NMpH CBOMTHA Ha 3HaYKWTENHO KbpBeHe (TIMI),
3HauuTenHo waM HesHaunTenHo ( TIMI) u anaunrento kspeene (PLATO).

BrTpeuepenHo KbpBeHe:

Cnonrannu BUK ce cvobiapar ¢ noo6Ha yecrora 3a Tukarpenop 60 mg u repanus camo ¢ ACK (n=13,
0,2% B ABeTe rpynH Ha neveHue). Habmoaasa ce HeaHaunTenHo nosuuwieHde Ha BUK cebpaaHo ¢ TpaBMa
1 MIPOLIEAYPH NPH NeueHue ¢ Tukarpenop 60 mg, (n=135, 0,2%) B cpaBHeHue ¢ TepanuaTa camo ¢ ACK
(n=10, 0,1%). Crobiueru ca 6 ¢patanau BUK c Tukarpenop 60 mg u 5 ¢paranuu BUK ¢ repanus camo ¢
ACK. Yecrorara Ha BBTPEUEPENHO KHPBEHE € HHCKA B JIBETE IPYIIH HA JICYEHHE, KATO CC HMa NMPEABU/
3HAMUTENHHTE ChIBbTCTBALM 3a8onssauus u CC puckoBH (PAKTOPH B MPOy4YBaHATA MOMyJAIMS.

ucnnes
IlucnuHes, ycelllaHe 3a 3a0yX, ce cbobuiana o1 nalMeHTUTe NeKyBaHH ¢ THKarpenop. B PLATO,
o0eAMHEHHTE KATO JUCITHEA HEXEJIaHHU TeKAPCTBEeHH CHhOUTHS (AMCTIHES, IUCITHES B NOKOH, AUCIHES IPH
YCHITHE, MAPOKCH3IMAJIHA HOIHA AWCIIHES H HOLIHA AMCTIHEes ) ce chodinanar ot 13,8% oT nauueHTHTE,
NIeKYBaHH ¢ THKarpenop, H 3a 7,8% ot nauueHTHTe, NekyBaHu ¢ knonuaorpen. Ilpu 2,2% or nauxeHTHTE,
npueMallid THKarpesop, 1 npu 0,6% or naieHTHTE, NpHEMAILM KIIONHAOrpen, 8 npoyusaneto PLATO
U3C/IEOBATEIMTE CHUTAT, Ye AUCTHEATA € NPUYMHHO CBbP38HA C JICYCHHETO H OPOST HA CEPHO3HHUTE
cay4au e Marsk (0,14% THkarpenop; 0,02% wionugorpen) (Bxk. Touka 4.4). Hait-uecto chobLuasaHure
CUMITTOMH Ha AUCIIHES €& JEKH 0 YMEPEHH MO0 HHTEH3HTET U MOBE4ETO ce ChoOILABAT KATO CAHHUYCH
€MM30/1 PAHO CJIE/] 3aNOYBAHE HA TCPANHATA.

B cpaBHeH¥e ¢ kionuaorpen, nayueHTure ¢ actMa/XObb, nekysanu ¢ THKarpenop, Moxe a UMaT
[MOBULIEH PHCK OT MOJy4aBaHe Ha HecepHO3Ha aucnHed (3,29% ruxarpenop cnpamo 0,53% xnonyaorpen)
U cepuosra nucnHed (0,38% tukarpenop crpamo 0,00% knonugorpe:n). B abcontoTHu croiiHOCTH TO3H
PUCK € MO-BHCOK OTKOJIKOTO B iisiocTHarta nomynanusa Ha PLATO. Tukarpesop Tps6sa na ce npunara ¢
NOBHILIEHO BHHMAaHHE ITPYU MALMUEHTH ¢ aHaMHe3a 3a act™Ma W/unu XObb (Bx. Touxa 4.4),

Oxono 30% ot enu3ogute oT3ByuaBar B paMkutTe Ha 7 1HH. PLATO Bxio4Ba nayyeHTH, KOUTO Ha
M3XO0HO HHBO MMAT 3aCTOMHA ChpAcUHA HeAOCTaThYHOCT, XODbb MM acT™Ma; T€3d NalMEHTH U
NnalLHEeHTHTE B CTapP4€CKa BbIPACT € MO-BEPOATHO Aa choOiasar JucnHes. 3a Tukarpenop, 0,9% or
NAIHEHTHTE MPEKbCBAT MPUIAraHETO Ha NPOYYBAHOTO aKTHBHO BEIECTBO Mopanu aucnues, cnpsamo 0,1%
OT TE3H, npueMally Knonugorpen. [Io-Bucokara 4ecTOTa Ha JUCHHEA C TUKATPEIOP HE C€ aCOLUHpa C
HOBa NOABA WM BiIollIaBaHe Ha chpae4dHo WK Genoapobuo 3abonsaBare (BXk. Touka 4.4).

Tukarpenop He nopaussa 6en10apobHHTE PYHKLUMOHATHU TECTOBE.

B PEGASUS nucnues ce chobuiapa npu 14,2% ot nauueHTHre, npyeMalluy tukarpenop 60 mg asa neTH
IIHEBHO, ¥ 1IpH 5,5% ot nauueHTUTe, npuemaiy camMmo ACK. Kakro 8 PLATO, noseuero ciay4an Ha
CHODLLICHA JUCTHES CA JIEKH 10 YMEPEHH MO MHTeH3HTeT (BXK. TouKa 4.4). [TauueHTUTe, KOUTO CHOOLABAT
AUCIIHES ca OUIM NpeUMHO MO-Bh3PACTHH H NO-4eCTO ca uManu aucnHes, XOBbb wiu actMa Ha U3XOAHO
HHBO.

Hacneoeanun
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TUKArpesop nauuesTH, cnpamo 13% or nomyuasaiure xionmyaorpea nauueHTH. CbOTBETHHTE CTOHHOCTH
B PEGASUS ca chorBeTHO 9,1%, 8,8% 1 5,5% 3a Tukarpenop 90 mg, 60 mg u mnatie0o. CpeaHara
cepyMHa NMHUKO4YHA KHUCE/IMHA ce nopuuasa ¢ 6nu3o 15% npy npuickeHne Ha THKArpesiop, B CpaBHEHHE C
npubnusurenne 7,5% npu npunoxKeHHe Ha KIONUAOTPE, a ClIel CITHPaHe Ha JICYCHHETO Ce MOHIKaBa
nprONM3UTENHO 10 7% NMpH NPUIOKEHHE Ha THKArpesiop, A0KATO MpH Kionuaorpen He ce Habmoxaasa
cnaa. B PEGASUS ce ycTraHoBsBa oOpaTHMO MOBHLISHHE HA CPEAHHTE HUBA HA CEpYMHA ITHKOYHA
kucenuua ot 6,3% u 5,6% crorseTHO 3a THKarpenop 90 mg u 60 mg B cpasHeHue ¢ 1,5% noHKKeHHE B
rpynara ¢ mnaueto. B PLATO yecrorara na nonarposeH aptput e 0,2% 3a Tukarpesiop cnpsimo 0,1% 3a
xronuaorpen. CroTseTHTE cToffHOCTH 3a noaarpa/noaarposex aptput B PEGASUS ca 1,6%, 1,5% u
1,1% cnorBeTHO 3a THKarpeaop 90 mg, 60 mg u mnauedo.

Crolbuiasane Ha MONO3UPAHYN HEXEIAHHU peaKIMU

Crobluasanero Ha MOJIO3MPaHH HEXXENaHH PEaKiMH Clie]l pa3peliaBaHe 3a ynorpeda Ha NekapcTBeHus
NPOAYKT € 8axHO. ToBa nMo3sonssa fa MpoAb/IKH HAOMOAEHHETO HA CHOTHOLLCHHETO T10J13a/pUCK 34
nexapcTeeHus nNpoaykr. OT MEIMUMHCKHTE CIIELIMANTUCTH Ce H3UCKBA Aa chodiaraT BCika NOAO3HpaHa
HEXeNaHa peakis Ype3 HauUMOHATHA CHCTeMa 38 chofLiaBaHe KbM HU3mbiHUTEHATA AreHIHA 110

nexapersara, yAa. . Jlaman I'pyes” Ne 8, 1303 Codus, Ten.: +35928903417, yebeaitr: www.bda.bg.

4.9 Ilpenoznpane

Tukarpenop ce noHacs godpe nmpy eAHOKpaTHH J03H a0 900 mg. ['acTpoHHTECTHHATHATA TOKCHYHOCT €
Ouna 1030NMMMHUTUPAHA B €AHO NPOYYBAHE ¢ €JHOKpAaTHA HapacTBawa fo3a. J[pyru KIMHUYHO 3HAYHMH
HEXXe/IaHW peaKLMK, KOHTO MOr'aT 2a ce MPOABAT MPU Npeao3HpaHe BIJIIOYBAT AUCITHES H BEHTPHKYJIAPHH
nay3u (BX. To4Kka 4.8).

B cnyuait Ha npeao3upaHe, MOraT Aa C¢ MPOABAT rope CIIOMEHATHTE MOTEHLMAIHH HEKEJIaHH
NeKapcTBeHU peakuuy U Tpabpa 1a ce nma npeasun EKI™ MmonuTopupasne.

KBM MOMEHTa HE € H3BECTEH AHTHAOT H& THKAIPENOp U THKArpeJiop He ceé AXaTH3dpa (BXK. TOUKa 5.2).
[Tpu npeno3upaHe neveHHETO TPAOBA A4 CC MPOBEXK/1a B CHOTBETCTBHE C MECTHATA CTAHAAPTHA

MEAMLKHCKA MpakTHKa. O4akBaHHAT €PEKT OT NPEAO3HpPAHE HA THKAIPEJIOp € YALIDKEHa
MPOIBLDKHTENHOCT HA PHCKA OT KbpBEHe, CBbp3aH ¢ TpoMboLMTHOTO HHXHOUpaHe. TpaHcdy3HusaTa Ha
TpoMOOLIUTHA Maca € MATTKO BEPOATHO Ja HMa KJIMHHYHA I10/13a NPy NMalHeHTH ¢ KbpBeHe (BX. Touka 4.4).

AKO ce NosBH KbpBEHE, TpAOBa Aa ce NpeANMpHEMAT APYIH NOAXOANIM MOAILPKALLH MEPKH.,

5. ®APMAKOJIOrHYHH CBOUCTBA
5.1 DapmaxogEEAMHYHE CBOHCTBA

®apmakoTepaneBTHYHA rpyna: AHTHTPOMOOTHYHH CpeCTBA, HHXHOMTOPH HA arperauuaTa Ha
TpomOoiTHTE, ¢ H3KTIovenHe Ha xenapuHd, ATC koa: BO1AC24.

Mexauu3bpM Ha ZEUCTBUE
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KOI'ABAHT cbabpika TUKArPeJIOp, ChbeIHHEHHE OT K1aca Ha L{HKAOTIEHTUITPHA3OONHPUMHANHHTE
(CPTP), xoiiTo € nepopancH aHTArOHKCT C AMPEKTHO AeHcTBHE HA P2Y )2 peuenropa, KaTo ce CBLp3Ba C
HEro CeNeKTHBHO M oOparumo u npeaotspariaea AJlD-MeannpanaTa, 3aBucetta ot P2Y > tpomOoLuTHA
AKTMBALIMA Y arperauys. Tvxarpenop He nNpeaoTBparTasa CBsp3saHeTo ¢ AJ[D, a koraTo ¢e CBhp3Ba C
P2Y |, peuenTopa, BE3MNpPENITCTBA CHTHANIHATA TPAHCAYKUMA, HHAYHupaHa oT AJID. Twit kato
TPOMOOLIMTHTE YYACTBAT B HHULIMHPAHETO W/IWITH Pa3BHTHETO HA TPOMOOTHUHHTE YCIOXKHEHHUA Ha
aTepOCKICPOTHYHATA OONECT, € J0Ka3aHO, ve UHXUOHUpaHeTo Ha TpOMOOLIMTHATA PYHKUNA HaManaBa
pucka ot CC crburna, karo cMbpT, MU unu uHcyar.

THUKarpesop chIlO YBETHUABA JIOKATHUTE €HJIOTEHHH HMBA Ha ACHO3HHA Ype3 HHXHOUpaHe Ha
eKBWIHOpHpamua HykneosnaeH Tpadcnoprep-1 (ENT-1).

JlokyMeHTHpaHO €, ue npw 3apaeu auua v naudentTu ¢ OKC, Tukarpenop ysennuyasa CieIHHTE edeKTH,
HHIYLMpaHH OT aJ€HO3KH: Ba30AnnaTaluus (M3MEpEeHa Ype3 YBE/IHUABAHETO Ha KOPOHAPHHUS KPBbBOTOK
npu 3apasu aobposonux H nauneHTd ¢ OKC; rnasobonue), uHxubupare Ha TpoMOOLUTHaTa QyHKUMA (B
YOBEIIKA LIAJIa KPbB in vifro) n aucnHes. Bpbikara mexay HaOmonaBaHUTe yRe/IHUEHHUS HA ACHO3HH H
KJIMHMMHHATE pe3ynTaTH, 00ade (Hanp. 3a60nepacMOCT-CMBPTHOCT), HE € KATETOPHYHO H3ACHEHA.

dapmakoauHaMHuHK edekTH

Havano na deucmsuemo

[Tpu naumeHTH cbe cTabmwiHa ucxemuuHa donect Ha cupuero (UbC), npuemainu ACK, tHkarpesaop
noka3sa Obp30 HAacTHIBAHE HA (apMaKoJIOrHdeH edexT, KOMTO ce JIEMOHCTPHpa OT CPeaHOTO HHXUOHpaHe
Ha TpoMOouuTHAaTA arperauma (UTA) okono 41% 0,5 waca cnen npunoxenue Ha 180 mg Harosapsaila
N03a THKarpesop, ¢ MakcumaneH edexr sbpxy HTA 89% 2-4 uaca ciies NpUnoKEHHETO Ha A032TA, KOMTO
ce 3amspika Mexay 2 ¥ 8 yaca. lpu 90% ot nauuenTure 2 yaca cael MpHIOKEHAETO Ha J03aTa
TepMHHATHOTO NHKOBO UTA e >70%.

Kpaii na oeticmeuemo
Ako ¢ nnaunpana KAb npoueaypa, pUCKBT OT KbPBEHE CBBhP3aH ¢ TUKArpenop € NOBUILECH B CPABHEHHE C
KJIOMHUACIPEN, KOraTO TEPaNHATa € NpeKpaTeHa No-Majko oT 96 yaca npeau npoueaypara.

Cuaxa na aexkapcmeama
[TpeMuHaBaHeTO OT IEYEHHE C KIonuaorpen 75 mg Ha JeueHue ¢ Tukarpenop 90 mg asa meTH AHEBHO

BOAM A0 abcomoTHo nosuiuasaHe Ha UTA ¢ 26,4%, a npeMUHABAHETO OT JICYCHHE C THKATPENOp Ha
JSUEHHE ¢ Kaonyaorpen Boau go abcomorrHo noHwkasaue Ha UTA ¢ 24,5%. [launenture Morar aa
MpeMUHABAT OT KJIIOMHUAOrPeN Ha THKarpenop 6e3 npekbcBaHe Ha aHTUArPEraHTHOTO JEHCTBHE (BXK. TOUKA

42).

KnnuuvHa epuxacHocT M 6e30macHOCT

KnuuuunuTe aHHy 3a eUKACHOCTTA K 0€30MacHOCTTa Ha THKArpeop Ca MOTYYeHH OT JBe KINHHUYHH

M3NUTBaHUA Pa3a 3:

. [Ipoyuranero PLATO [PLATelet Inhibition and Patient Qutcomes (TpomboTHuno uHXUOUpaHE U
KIMHHYEH M3XO0J HA NalHeHTa)|, CpaBHEHHE HA TUKATPENop ¢ KIOMUAOIPeE, ¥ 1BaTa NMpUIaraiy B
kombuHauma ¢ ACK, » apyra craHgapTHa Tepanss.
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. [Mpoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events
in High-RiSk AcUte Coronary Syndrome Patients (IIpepeHuns ¢ THKarpenop Ha BropuiHH
TpoMOOTHYHH CEOMTHA NPH BUCOKOPUCKOBH MALIMEHTH C OCTHP KOPOHAPEH CUHAPOM)], CpaBHEHHE
Ha THKarpenop, kombunupa c ACK, ¢ repanua camo ¢ ACK.

IIpoyusane PLATO (ocmpu xoponapHu cunopomu)
Ipoyusanero PLATO sxmousa 18 624 nauueHTH, KOHTO ¢a B 24-4aCoBHsA NEPHOI OT HAYaIOTO Ha

CUMITTOMH Ha HectabunHa creHokapansa [HC], ungapkr Ha muokapna 6e3 ST-enesauns [NSTEMI] wnu ¢
uHdapkT Ha MHoKapAa ¢b¢ ST-enesauus [STEMI], n xouTo MbpBOHAYATHO Ca JIEKYBaHH
MEAMKAMEHTO3HO, WIH Ype3 NepKyTaHHAa KopoHapHa HTepBeHLMA (IIKH), unu upes nocraBaHe Ha KAD.

Knunuuna eqpuxacrnocm

Ha ¢oHa Ha exxenHesHO npunoxeHue Ha ACK, Tuxarpenop 90 mg 1Ba mbTH JHEBHO JEMOHCTpHpA
MPEeBB3XO0ACTBO CIPAMO 75 mg HEBHO KIOMMAOTrPE N0 OTHOLICHHE Ha NTPEBEHLIMS HA ChCTaBHATA Kpaina
Touka 38 CC cmbpT, MU mnu nHcynT, ¢ pa3znuka, nponsnuiawa or CC cmept H MHU. IlaumeHTdTe
nonyuasaT 300 mg HaToBapsaila xo3a knonuaorpen (Bp3MoxHO € 600 mg, ako umat [TKH) wiu 180 mg

THKarpemnop.

PeaynratsT ce noasasa paHo (abcomotHa penykuua Ha pucka [APP] 0,6% u oTHOocHTEIHA peqyKLHs Ha
pucka [OPP] 12% na 30-1 neH) c nocTosiHeH edeKT OT ICYSHHETO MO Bpeme Ha 1enus 12 meceueH
nepuon, aasai APP 1,9% na roauna ¢ OPP 16%. Tosa npenmnonara, ye € noAXOAALIO NMaLHEHTHTE Ja Ce
NeKyBaT ¢ THKarpenop 90 mg aBa muTU AHEBHO 32 12 Meceua (Bx. Touka 4.2). JleueHnero Ha 54 naliMeHTH
¢ OKC ¢ THKarpenop BMECTO C KJIONMHAOrpes npeacTsparisa 1 aTepoTpoMOOTHUHO CHOHTHE; IEUEHHETO
Ha 91 nauuenTu npeaoTsparasa | CC cmbpT (BX. @urypa | 1 Tabnuua 4).

TepaneBTHUHHAT e(EXT HA TUKATPENOP, HAAXBBLPIIALL TO3H HA KJIONHAOrPE, H3IJIEK/1a CXOAECH B MHOIO
MOATPYIH, BKIIOMHATEIHO TEIJIO, 01, aHaMHe34a 3a 3axaped AHa0eT, TpaH3UTOpHA HCXEMMYHA aTaka WITH
He-XeMOparuieH HHCYJIT, WM peBacKynapH3alus; MPH CHITbTCTBALLO JCYCHHE BIUTIOUBANIO XENapuH,
Gpllb/Illa nHXHOKUTOPH U HHXHOUTOPH Ha NMPOTOHHATA MOMINA (BXK.TO4KA 4.5); Npy OKCHYaTe/iHATa
auaruo3a Ha nokasarefHo cedurne (STEMI, NSTEMI unun HC); v nipy mianupanus npu
paHaoMHK3auMATa JeuebeH noaxon (MHBa3sMBEH MM MEAHKAMEHTO3CH).

YeraHoBeHo € ¢1abo CHrHR(UKAHTHO TEPArIeBTUHHO B3aMMOICHCTBHE B 3aBUCUMOCT OT PErHOHA,
CBITIACHO KOETO KoepuuMeHTHT Ha pucka (Hazard ratio, HR) 3a mepBHuHaTa KpalH& TOYKA € B O/13a Ha
THKArpe/op 3a OCTAHAIATA 4acT Ha CBETAa, HO € B NOJI3a Ha Konuaorpen 3a CepepHa AMEPHKa, KOSTO
cnerapisea npudnnsuTenno 10% or uanara npoyusana nomynauus (p-CTOHHOCT Ha
s3auMoaelictee=0,045). ExcruiopaTopHHTe aHAIM3HM NMpEANOJIaraT BEpoATHA BpE3Ka ¢ ao3ara Ha ACK,
KaTo ¢ ysenyuasaHe Ha go3ara Ha ACK ce HaGnionasa HamManeHa e(pMKACHOCT Ha TUKArpeJiop.

XpouuuHarta qHeBHa 103a ACK, koaTo Aa ChABTCTRA THKArpenop, Tpsdsa aa 6bvae 75-150 mg (Bxk. TOUkH
4.2 u4.4).

durypa 1 nokassa o4akBaHHs PHCK 33 HACTBIIBAHE HA MHPBH HHLM/CHT, BKIIIOYEH B KOMOMHUpaHaTa
KpakHa TOUKa Ha e(PHKACHOCT,

®nrrypa 1 — AsaaIn3 Ha THPBAYHATA KAHAHYHA ChCTABHA Kpalina Touksa o1 CC cMmbpT, MH B
aacyar (PLATO)
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B cpaBHeHHe ¢ KJIOMK0Ipes, TUKarpejaop HaMaJisiBa 4ecToTara Ha HaCThIIBaHE HA UHLIM/IEHTHUTE,
BJIM3AlIM B ChCTABa Ha ITbPBUYHATA CbCTaBHA KpaiHa Touka — kakTo B nonynauusta ¢ HC/NSTEMI, Taka
u B nonyJauuara ¢ STEMI (Tabauua 4). Cnenosarenno, KOTABAHT 90 mg n8a nbTH JHEBHO 3a€QHO C
Hucka j103a ACK moxe na ce u3noJizea npu naueHTd ¢ OKC (Hectabuina creHoKapaAus, MUOKap/aeH
uHopapkt 6e3 ST eneauus [NSTEMI| unu muokapaen uupapkr cbe ST enesaums [STEMI));
BKJIOYMTEJIHO MALMEHTH, JIEKYBAHU MEIMKAMEHTO3HO, W MALlMEHTH, JIEKYBAHH C [MIEPKYTAHHA KOPOHApHa
uHrepBeHuus (I1KW) nim 6aitnac Ha koponapHa aprepus (KAD).

Tabanna 4 — AHAJIM3 HA NBPBHYHATA H BTOPHYHHTE KpPaHHH TOYKH 32 epukacHocT (PLATO)

HJIM HHCYJIT

Tukarpeaop | Kiaonugorpea
90 mg aBa 75 mg
NBTH {HEBHO B€/IHbXK APP? OPP? (%) P-CTOHHOCT
(% nanuenTn | aHeBHO (% (%/yr) (95% CI)
ChC ChOMTHE) | MAIHEHTH CBC
N=9 333 chOHTHE)
N=9 291
CC embp1/MH 9.3 10,9 1.9 16 (8, 23) 0,0003
(C M3KJI. Ha
., Tux” MH)
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HamepeHnue 3a
HHBAa3UBHA

| Tepanus
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0,0025

Hamepenue 3a
JeKapcTBeHa
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0,0444°
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0,0013
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5,4

6,4
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16 (5, 25)

|

0,0045

Hucynr

1,3

1,1

-0,2

-17(-52,9)

0,2249

Cwmbprt Gea

9,7

11,5

2,1

16 (8, 23)

0,0001

3HAYCHHUEC HA
npyYMHaTa,
MH (¢ n3xn.
Ha ,,Tux” MH)
WJIH MHCYJT
CC cmypr,
obio MU,
uneyat, CPH,
PH, TUA, wiu
apyra ATCs
Cwmopr Oe3 4.3 54 1,4
JHAHYCHHAC Ha
NMpHYMHaTA
JedbuHHUTHUBHA 1,2 1,7 0,6
TpomMOO3a Ha
CTEHTa
2APP=a6comoTHa peaykuus Ha pucka; OPP=oTHOcHTenHA peaykuusa Ha pucka=(1-KoeduuueHr
Ha puck) X 100%. Orpunarenna OPP o3Ha4yaBa noBHIIABaHE HA OTHOCHTEITHHA PHCK.

O¢c m3kmouenue Ha ,,Tux” MU.

*CPU=cepro3Ha peKypeHTHA Hexemus; PU=pekypenTHa ucxemus, THA=rpan3utopHa
ncxeMraHa ataka, ATC=aprepuanno tpomboTHuHO ¢crbutHE. O6mIm0 MU BKmIOuBa ,, THX” MU,
7ara Ha CeOMTHETO € AaTaTa Ha HErOBOTO YCTAHOBYBAHE,

" HOMMHAITHA CTOMHOCT Ha CHTHU(PMKAHTHOCT; BCHUKH OCTAHAJIM ca (POpMAaTHO CTATHCTHYECKH

CUTHU(HKAHTHH IO npe-aeduaupano depapxuyHO TECTBAHE,

13,8 15,7 2,1 12 (5, 19) 0,0006

22 (11,31) 0,0003"

32 (8, 49) 0,0123°

PLATO 2enemuuno noonpoyusare

Onpeaenasero Ha CYP2C19 1 ABCB1 resoruna Ha 10 285 naumentu B PLATO npasa Bb3MOXHOCT 32
acoLiMalivsa Ha reHOTUIMHHATE rpynu ¢ pesyaratute or PLATO. IIpeBs3X0oACTROTO HA THKArpeaop Hal
KJIOMUAOrpe/ Mo OTHOLLICHUE Ha peayKuuaTa Ha 3HAYMTENHU CC chOUTHA HEe € CUrHU(HKAHTHO NOBIUAHO
or CYP2C19 wiu ABCBI1 redoruna Ha nauueHture. [logodHo Ha usanoctHoTo npoyyusaHe PLATO, nama
Pa3iiHKa MEXKAY TUKATPEIOP H KIOMOAOrpeN pH 000 3HAYMTEITHUTE XeMOPArUYHHK MHLHEHTH B
PLATO, sunpexku resoruna CYP2C19 win ABCB1. Hecpp3anoro ¢ KAD 3HaunTeNHO KbpBEHE B
PLATO ce noBHLIaBa ¢ TUKArpeaop B CpaBHEHHE C KIOMUAOrPel MPH NALUMEHTH C €AHH WIH ITOBEYe
CYP2C19 anenu ¢uc 3aryba Ha QYHKIHA, HO € CXOAHO HE KIOMHUAOTpell MPH MaLKEHTH C allell, KOUTO
HaMa 3aryba Ha GpyHKIMA.

Kombunupan noxazamen 3a egpuxacrocm u bezonacnocm
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KomGuumpauusaT nokazaren 3a epukacHoct v 6ezonacHoct (CC cmbpT, MU, uHcysrr nnu obimo
3HaYUTENHO KbhpBeHe o gepunnuuara Ha PLATO) nokassa, ye nossara oT NpHJIOKEHUETO Ha
THKArpenaop No OTHOIIEHHUE HA eHUKACHOCT B CPABHEHHKE C KJIONMHIOTPEN HE C€ KOMIICHCHPA OT CIIYHAHTE

Ha 3HauuTenHo KkbpeeHe (APP 1,4%, OPP 8%, KP 0,92; p=0,0257), 12 meceua ciea OKC.

Knunuuna bezonacrnocm

XOonTepoBo MOANpPOyYBaHe:

3a 1a ce OLICHH YeCTOTATa HA BEHTPHKYJIAPHHTE NMAay3H H APYTrH €MH30AH HA ApHTMMA 10 BpEME Ha
npoyusaHeTo PLATO, e ochliecTBeHO XOmTEp-MOKUTOPHpPaHe Ha noarpyna ot 6nu3o 3 000 nauueHTH,
npubnusutTenyo 2 000 or kouTo UMAT 3anHcH, KakTo B ocTpara ¢a3za Ha OKC, Taka ¥ Mecel no-KbCHO.
[IspervHaTa npocneAsBaHa MPOMEHJIMBA € YECTOTATA Ha BEHTPHKYJIapHH NaYy3H C NPOABDKHTECTHOCT
>3 ceKyHaHu. BeHTpUKY/JIapHU May3H pa3BHBAT [MOBEYE MAllHEHTH Ha JiedeHue ¢ Tukarpeop (6,0%),
OTKOJIKOTO TaxiBa Ha jiedyeHue ¢ kiormaorpen (3,5%) B octpata ¢a3za v croTBeTHO 2,2% 1 1,6% cnex

1 Mecew (Bx. Touka 4.4). YBenUUCHUETO Ha BEHTPUKYIADHUTE May3H B ocrpara ¢paza Ha OKC ¢ no-
M3Pa3EHO MPH MauMeHTUTE Ha THKarpenop ¢ aHamHesa 3a XCH (9,2% c anamueaa 3a XCH cnipamo 5,4%
npu nauMeHTd 6e3 aHamHesa 3a XCH; 3a naupmentuTe Ha kionuaorpen, 4,0% npu te3u cue cnpamo 3,6%
npu Te34 6e3 aHaMHe3a 3a XCH). Tazu pasnuka He ce nposBABa 3a eanH Mecell: 2,0% cnpamo 2,1% 3a
NalMEeHTHTE Ha TUKArpeIop, CbOTBETHO, ChC U Oe3 anamuesa 3a XCH; u 3,8% cnpamo 1,4% 3a
Knonuaorpes. Ta3u pazivka He € CBbp3aHa C HeXENaH! KITHHHYHH nocieAULH ( BKITIOUHTETHO H
NOCTABAHE Ha MEUCMENKDBD) BLB BBIIPOCHATA NMOIMTyAalHs TalHECHTH.

IIpoyusane PEGASUS (anamnesa 3a muoxapoen ungapxm)

PEGASUS TIMI-54 e npoyusane ¢ 21 162 naumeHTH, ¢ AN3alH 3aBUCELI OT HACTBIBALIMTE CHOUTHS,
pPaHAOMH3IMPAHO, ABOHHOCIIANIO, ILIALE00-KOHTPOJKPAHO, MEXIYHAPOAHO MHOTMOLICHTPOBO MPOYUYBAHE C
napajieiHy rpyrH 3a OLEHKA Ha MPEeBEHLUMATA Ha aTepoTPOMOOTHYHH CHOHTHA C THKArpenop, NpunaraH B
2 no3u (90 mg nBa mbTH AHeBHO WM 60 mg ABa TbTH AHEBHO) B KOMOMHauMA ¢ HHcka ao3a ACK (75-
150 mg), 8 cpaBHeHHe ¢ Tepanusa caMo ¢ ACK npu nauyeHT ¢ aHamHe3a 38 MU 4 qonbaHuTenyu
PUCKOBHM (aKTOpu 3a aTepoTpoMbo3a.

[TareHTH, NOAXOAALLM 32 BKUTIOYBAHE B NMPOYYBAHETO ¢a OWIM TAKMBA Ha Bh3pacT Ha Wi Haj S0 ronuHH,
Hanauyye Ha aHaMmuesa 3a MU (1 no 3 roauum npeayd paHIOMHU3UPAHETO) U HAJTHYME HA NMOHE €AUH OT
cneaHuTe pUCKOBH (pakTopu 3a arepoTpoMb03a: Bb3pacT = 65 roguau, 3axaped adaber, Hanarall
MEIHNKAMEHTO3HO JICUCHHE, BTOpU npeawuecTsaiy MU, nanuu 3a MHorocsaosa HbC wiu XpoHn4Ha
Ou0peuHa quchyHKUMA U3BLH KpalHHUA CTaguil.

[TauxeHTHTE HE ca OMIM NOAXOAALIH 32 BKIIIOYBAHE B ITPOYYBAHETO, aKO Ca MMAJIH IJIaHUpaHa ynoTpeda
Ha P2Y 12-peueirropeH aHTaroHUCT, AMNMHPUAAMOJ, LIMIOCTA301 WK aHTHKOAryIaHTHA TePAaITHA 3a
fIEpHOJa HA NMPOY4YBAHETO; HapyllleHHe, CRBP3aHO C KLPBEHE WK AHAMHE3a 38 HCXEMUYEH UHCYJIT WK
BLTPEUYEPENHO KbPBEHE, TYMOP Ha LIEHTPA/IHATA HEPBHA CHCTEMAa WIH BbTpedepenHa ChbA0Ba aHOMAJTHA;
NalHeHTH ChC CTOMALLIHO-YPEBHO KEPBEHE Npe3 MpeamecTralmMTe 6 Mecena WiM roisMa onepauus npes
npegwecTeawure 30 qHK.

Kmumuuna eghuxacnocm

PDurypa 2 - ARASTH3 HA OILPBAYHATA KINHHYHR CHCTaBHA kpalina rouka or CC embupr, MU B
aacyar (PEGASUS)
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BpOi NauMeHTU B PUCK [HV cnea paHAOMMU3aUMUA

Ti 60 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710
Placebo 7067 6950 6842 6761 6658 6315 5876 4899 3646 2028 714
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Tabauna 5 - AHA/IH3 HA MbPBHYHATA H BTOPHYHHTE KpaHHH TOYKH 32 epukacHocT (PEGASUS)

Tuxkarpesop 60 mg 1Ba nbTH JHEBHO Camo ACK p-
+ACK N=7 067 CTOHHOCT
N=7 045
Xapakrepucruka | [launentn | KM % HR IMaunenTn KM %
ChC (95 % CI) ChC
ChbOHTHS cbOHTHA

[I'bpBHYHA KpalHa TO4YKA

CnecraBua ot CC 487 (6,9%) 7,8% 0,84 578 (8,2%) 9,0% 0,0043 (s)

cMbp1/MHU (0,74, 0.95)

/UHCYJIT

CC cMbpT 174 (2,5%) 2,9% 0,83 210 (3,0%) 3.4% 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)

HUucyar 91 (1,3%) 1,5% i 122 (1,7%) 1,9% 0,0337
(0,57, 0,98)

BropuuyHa kpaiiHa TOUYKa

CC cmbpT 174 (2,5%) 2,9% 0,83 210 (3,0%) 3,4% -
(0,68, 1,01)

CMBPT 11O 289 (4,1%) 4,7% 0,89 326 (4,6%) 5,2% -

BCSIKAKBa (0,76, 1,04)

pU4YUHA
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KoeduieHTHT Ha pHCKA U P-CTOMHOCTHTE €2 M3UHCIEHH OTACTHO 3a THKArpeJsiop Crp. Teparus camo ¢
ACK oT Moaen Ha nponopuHoHaTHUTE piuckoBe Ha COX, KaTO rpyrnarta Ha ICYCHUE € €UHCTBCHATA
eKCILUIaHATOpHA MPOMCH/THBA.

KM npoueHT, n3uncneH Ha 36-Tv Mecel,

Benexka: 6posT Ha mhpBHTE CHLOUTHA 38 KOMIIoOHeHTUTE CC cMbpT, MH ¥ uHCcynT € AclicTBUTENHUAT
Opoit Ha TEPBH CHOUTHA 33 BCEKH KOMIIOHEHT H He ce Ao6aBs KbM Opos Ha ChOMTHATA B ChCTaBHATA
KpaiHa TOouKa

(s) [1oka3Ba cTaTHCTHYECKA 3HAYHMOCT.

Cl=/loeepurenen unrepsan; CC=Cupaeuno-cboB; HR=Koedpnumenr Ha pucka; KM=Kaplan-Meier;
MHU=Muokapaex nudapkr; N=bpol naumeHTH.

JlpeTe cxeMu Ha JleueHHe ¢ Tukarpenop 60 mg asa mbTH AHEBHO H ¢ 90 mg apa TbTH KHEBHO B
xombuHanma ¢ ACK npepbaxoxaar camoctosrenHoro neyeHue ¢ ACK no oTHouweHye Ha npeBeHuuaTa
Ha areporpoMbOTHUHHTE CHOMTUA (ChecTaBHa kpaliHa Touka: CC cmbpt, MH M HHCYNT), € nocTosHEH
e(deKT OT JICUEHHETO Mpe3 LieJIHA NePHOa HA NpoyuBaHeTo, Bogell Ao 16% OPP u 1,27% APP 3a
tukarpesiop 60 mg u 15% OPP u 1,19% APP 3a Tuxarpenop 90 mg.

Brnpeku ue npodunute Ha edpukacHOCT Ha 90 mg u 60 mg ca nogobHK, HMa JaHHH, 4Ye Mo-HHCKATa 032
€ ¢ no-A00bp npodwi Ha NOHOCUMOCT U HE30NaCHOCT MO OTHOLLEHHWE HA PHCKA OT KbpPBEHE U JIUCIHEA.
Cneposarento, caMo KO'TABAHT 60 mg asa mbTi AHeBHO, NpuwioxkeH eaHoBpemeHno ¢ ACK, ce
ApenopbuBa 3a MpeBeHUuA Ha areporpomboruaay cuOuTUA (CC cMBpT, MH ¥ HHCYNIT) NMPH NALMEHTH ¢
aHaMHe3a 3@ MU H BHCOK PHCK OT Pa3BHTHE Ha aTepoTpoMOOTUUHO CHOUTHE.

B cparHeHHe cve caMocToaTeHOTO AedeHue ¢ ACK, Tukarpenop 60 mg aBa MbTH AHEBHO 3HAMUMO
NOHMKABA IThPBUYHATA ChCTaBHA KpaitHa Touka oT CC cMbpT, MH ¥ uHCynT. Beeku oT koMnoneHTHTE
JONPHHACHA 33 [TOHWKEHUETO Ha MbpPBHYHATA CheTaBHA KpaitHa Touka (CC cMmbpT 17% OPP, MH 16%

OPP u uncynr 25% OPP).

OPP 3a cbcraBHaTa kpaiia To4dka ot 1 0o 360 auu (17% OPP) u or 361 anu Hararbk (16% OPP) e
noaodHo. UMa orpanuueHH 1aHHM 3a edUKacHOCTTa U He30MacHOCTTa Ha YABDKEHO JIEUSHHE C

THKArPeJop Haa 3 rOAUHM.

JluncBaT JOKa3aTeNCTBa 3a non3a (He ce Halnmonaea peayKiHsa Ha YECTOTATa Ha ITbPBUYHATA
npocaeaasaHa kpaiiHa Touka ot CC cMbpt, MH M HHCYITT, HO HMA NOBULUABAHE HA YECTOTATA HA
3HAYHTENIHO KbPBEHE), KOraTo THkarpesop 60 mg npa mbTH JHEBHO € MPWIOKEH NPU KIHHHYHO CTabWIHU
NMaLHEHTH C AaBHOCT HA HHGAapKTa >2 roAHHM WIK NOBeYe OT €AHA MOJNHa Cllef] CIIUpaHe Ha NPEAXO0AHOTO
neucHue ¢ AJlD-peuentopeH HHXHOHTOP (BXK. TOUKa 4.2).

Knunuuna 6ezonacnocm

YecToTaTa Ha NpeyCTaHOBABAHE HA TCPAITHATA C THKarpeaop 60 mg nopaax KbpPBEHE M AUCITHEA € NO-
BHCOKA Npu naneHTH >75 rogunn (42%), B cpaBHeHUE © nO-Maaau nauveHTH (uarepsan: 23-31%), ¢
pa3nKka capamo ianedo rpynara no-ronsima ot 10% (42% cnpamo 29%) npu nauvedtH >75 roguxm.

[lenHaTpyyHA OOMyAALNS
B panagom#u3upaHo, ABoiHOCHANO npoy4BaHe ®a3a [I1 ¢ napanennu rpynu (HESTIA 3), 193

NneAMATPUYHH NaurMeHTH (Ha BB3pacT oT 2 40 noj 18 roguku) ¢be CHPIOBHAHOKIETRUHA OonecT ca
PAHAOMH3IHPAHH 4 MOYUYaT WK riauebo, HIv TUKarpeaop B 4034 ot 15 mg 1o 45 mg npa MsTH ZHEBHO
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B 3aBHCHMOCT OT TEJIECHOTO TEII0. THKarpenop BOAH 40 MeAxsaHa Ha TpoMOoLMTHaTa HHXHOuIMsA 35%
MpeaAu NpUMeM Ha Ao3ata M 56% 2 vaca cnen npHeM Ha A03aTa NPH CTALMOHAPHO ChCTOSHUE.

B cpapxenue ¢ riauebo HAMA MoJ3a OT IEYEHHETO ¢ THKArPeJIop MO OTHOLECHHE Ha YECTOTATA Ha
Ba300KTY3UBHUTE KPH3H.

EBponeiickara areHuus no Jiekapcraara ocBoO0K/1aBa OT 3aIB/DKEHHETO 3a MPECAOCTABAHE HA
pe3y/TaTUTe OT NPOY4UBAHUATA C pedepeHTeH NMPOAYKT, ChAbPKAILl THKArPEJIOP BbB BCHYKH IMOATPYITH HA
EAHATPHYHATA Oy NalHs 32 oCcTpH KopoHapHu cHHApoMH (OKC) u anamuesa 3a MuokapaeH WHGApKT
(MH) (Bx. Touka 4.2 3a uudopmanHs OTHOCHO ynorpeda B neauaTpuaTa).

5.2 (PapMAKOKHAHETEYHH CBOHCTBA

Tuxarpenop uma JuheiiHa dapMaKOKHHETHKE, 4 €KCMO3MLIMHMTE KbM THUKATPENOpP K aKTUBHHUR MY
meTabonut (AR-C124910XX) ca npubnusuTeIHO NMPONOPLUHUOKATHH Ha xo3ata a0 | 260 mg.

Abcopbuus

AGcopOuusTa Ha TUKarpenop € 6bp3a, ¢ MeAuaHa Ha tymax NpHONU3UTENHO 1,5 yaca. [Ipesphulanero Ha
THKArpenop B OCHOBHUA 1upkynupall metabonut AR-C124910XX (cwio aktueeH) € 6bp30, ¢ MeAHaHA
HA tnax NPpHONU3KTENHO 2,5 vaca. Cnen nepopanHoO NPWIOKEHHE Ha SAWHUYHA No3a TUKarpenop 90 mg Ha
riagHo npy 37paBu THLA, Crax € 529 ng/ml n AUC e 3 451 ng*h/ml.

CroTHoweHusiTa MeTabonut/ocHOBHO BelecTso ca 0,28 3a Cuax 1 0,42 3a AUC. MapMakoKHHETHKATA HA
tuxarpeniop 1 AR-C124910XX nmpu naumeHTn ¢ anamuesa 3a MU obuknoseHo e nogobHa Ha Ta3u B
nomynauuaTa ¢ OKC. Bv3 ocHOBa Ha €1MH nonyaalMoHeH (papMakOKMHETHYEH aHATU3 HA MTPOYYBAHETO
PEGASUS Meauanarta Ha Cnax Ha THKarpenop € 391 ng/ml u AUC e 3 801 ng*h/ml B crauuonapno
CBCTOAHKE 3a THKarpenop 60 mg. 3a Tukarpenop 90 mg Crax € 627 ng/ml u AUC e 6 255 ng*h/ml B
CTalHOHAPHO CHCTOAHHUE.,

Cpeauxara abcomoTHa OMOHATMYHOCT HA THKArpeaop ¢ HiuuciaeHa Ha 36%. [IpuembT Ha Dorata Ha
Ma3HMHHY XpaHa BoAM 40 nosuiuasane ¢ 21% Ha AUC Ha THKarpenop H ao noHiwkasaHe ¢ 22% Ha Cpax Ha
AKTHBHHA My MeTaboNHT, HO HEe MOBIHABA MO HUKaKbB HAUHH (e Ha THKarpesiop win AUC Ha akTMBHUSA
my MeTabonur. CMATa C€, Y€ TEIU MANKH TIPOMEHH ca ¢ MUHHMAJTHO KIIMHHYHO 3HAYEHHE; TOpajH TOBa
THKArpeJiop MOXKe /1a ce npreMa cbC WM 6e3 xpaHa. Tukarpenop ¥ akTUBHUAT My MeTabonur ca
cybcrpatv Ha P-gp.

Tukarpenop BuB BUA Ha CTPUTH TAOJETKH, CMECEHH C BOAA, PUJIAraH NIEPOPATHO WM HPe3 HA30-
racTpajHa COH/Ia B CTOMaXa, HMa CpaBHMMa OHOHAIHMYHOCT ¢ uestHTe TabneTk no orHowexue Ha AUC u
Cmax Ha THKarpesop ¥ aktuBHuA Metabonut. Hagannara excrniosuuus (0,5 v 1 4ac cnex npuioxenue) ot
CTPHTHTE TabIeTKH THKAIpEIOp, CMECEHH C BOAA, € MO-BUCOKA B CPaBHEHHE ¢ LieauTe Tab/1eTKH, ¢ KaTo
LIA10 HACHTHYEH MPOGW HA KOHLEHTpauMs cied ToBa (2 no 48 vaca).

Pas e/IeHHEe

B cTaunoHapHO ChCTOAHHE 00EMBT Ha pasnpeacacHUe Ha TUKarpenop € 87,5 1. Tukarpenop # akTHBHUAT
MYy MeTaboNMHT C& CBBP3BAT C YOBELIKUTE ILUTA3MEHH NPOTEHHHU BLB BUCOKA CTeneH (>99,0%).
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brotpanchopmanus

CYP3 A4 e OCHOBHHAT €H3HM, OTTOBOpEH 38 MeTabonu3nupaHeTo HA THKArpenop u ofpasysaHeTo Ha
AKTHBHUA My METa0OKT, KATO TEXHHUTE B3aumoaelicTeuls ¢ Apyru cybecrpatu Ha CYP3A sapupar ot
AKTHBHpaHe 10 HHXHOHpaHe.

OcHoBHuaT MeTabonuT Ha THKarpenop € AR-C124910XX, xo#To CBIIIO € aKTHBEH — KOETO CE OLIEHABA
ype3 in vitro ceupasane ¢ TpombouuTHug P2Y 12 AJI® penentop. CHcTeMHaTa €KCMOZHLUA HE AKTHBHHUA
meTabonut e mpubauauTenHo 30-40% ot Ta3u Ha THKArpesop.

EnuMuHHpaHe

OCHOBHMAT ITHT 34 €JIMMHHUPAHE HA THKArpeaop € upes yepHoapodHa tpaHchopmauus. [Ipu npunarane
Ha PaJIMORKTHBHO MAPKHPaH THKarpeaop CpeIHOTO BB3CTAHOBABAHE HA PaJHOaKTHBHOCTTA €
npubnusntenHo 84% (57,8% 1B deueca, 26,5% B ypunara). Koru4ecTBOTO Ha THKArpenop U aKTUBHHUA
MYy MeTa0O0JIMT, KOHTO CE OTKPUBAT B ypHHaTa, ca noa 1% ot npuerara no3a. BepoaTHO OCHOBHMAT NBT HA
eIMMHHEUPAHE HA AKTHBHUA METaboHT € Upe3 eKCKpeLUs B ATbUKaTa. CPEeaHHAT t12 HA TUKArpeaop €
npubnusutenHo 7 vyaca, a Ha akTUBHUA My MeTabonur — 8,5 yaca.

CneudanHy nomyJjalnuy

Cmapuecka ev3pacm

[To-BHCOKH eKkcnO3HUMH Ha TUKArpeaop (mpubau3urentHo 25% u 3a Cmax, 4 38 AUC) ¥ HA aKTHBHUSA MY
meTtabonut npu nauueHTH ¢ OKC B crapuecka Bu3pacT (=75 roHHH) B CPABHEHHE C NMO-MJIaJH NALHEHTH
ca HabmoaaBaHH NpHU NOMYJIALHOHHHSA (PAPMAKOKHHETHYEH aHANH3, Te34 pa3nuKH HE CE€ CMATAT 34
KITHHHYHO 3HAYHMH (BXK. TOUKa 4.2).

IHeguampuuna nonyrayus
HanuuHK ca orpaH{4eHH JaHHH [MPH AeLia ChC ChPHOBHAHOKIETHHA Honect (Bxk. Touku 4.2 1 5.1).

B npoyusaneTo HESTIA 3 npu naupenTy Ha Bb3pact ot 2 10 nog 18 rogunu ¢ terno >12 go <24 kg, >24
N0 <48 kg 1 >48 kg, e npunaraHd THKarpeaop KaTo neAHaTpuyHH Jucrieprupainu ce Tabnerku 15 mg B
1034 croTBeTHO 15, 30 M 45 mg nBa mbTH AHEBHO. BB3 OCHOBA Ha MOMyJalHOHEH (hapMaKOKHHETHYEH
aHanus cpegHara AUC sapupa or 1 095 ng*h/ml no 1 458 ng*h/ml, a cpennara Cnax Bapupa ot 143 ng/ml
a0 206 ng/ml npu cTaLMOHAPHO CHCTOAHHE.

Ilon
B cpaBHeHHE ¢ MBXKe, TIPH XKEHH ca HAOMONABAHH NO-BUCOKH €KCIO3HLUK HA TUKArpe/IOop 4 Ha aKTUBHHUS
My MeTaboNHT. PasnuKuTe HE CE CMATAT 38 KIMHHYHO 3HAYHMH.

bvbpeuno yepeoscoane

B cpasHeHue ¢ xopa ¢ HopmanHa Obp6peyHa PyHxuMA, NPH NALMEHTH ¢ TeXKO ObOpeuHo yBpexaaue
(kpeaTHHHHOB KINHPEHC <30 ml/min) excno3ULMATA Ha THKArpeaop € no-Hucka ¢ npubnusureaHo 20%, a
EKCTIO3HLIMATA Ha aKTUBHHA MeTabO/IHT € no-BUcoKa npubnusurento cue 17% .

[Tpu naipeHTH ¢ TepMuHaneH craauii Ha OuOpeuHo 3abonspane Ha xemoaHanu3a AUC U Crax Ha
THKarpe;aop 90 mg npunaraH B aeH 6e3 ananu3a ca ¢ 38% u 51% mo-BUCOKM B CpaBHEHHE C XOpa C
HopMmasTHa Op0peyna ¢pyHkius. [TogobHo nosuilieHHe B eKCro3UIUATA ce HabmoJaBa, Koraro
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ce MpUara HeMmoCpeACTBEHO npeau auanuiata (CLoTBeTHO 49% U 61%), koeTo MmoKa3sa, Y€ THKArpeaop
He ce Ananu3upa. EXxcno3uuuaTa Ha akTUBHUA MeTabonHT ce NoBHuIaBa B no-Maika creneH (AUC
13-14% u Cpax 17-36%). EdexThT Ha vHxuOupane Ha TpomBouuTHaTa arperauus (UTA) e nesaBncum or
1A TU3aTa NPH NALMEHTH C TEpMHHANEH cTaguii Ha 6xOpeuHo 3abonaBane ¥ e noaobeH npu xopa ¢
HopManHa 0n0pevHa QyHkuUHS (BXK. TO4Ka 4.2).

YHeproodpobro yepeacoane

B cpasuenue ¢he 3apaBy A00pOBOILK, MPH NALMEHTH C J1eko yepHoApodHo yepexaaHe Cmax H AUC Ha
TUKArpesop ¢a No-BUCOKH CHOTBETHO ¢ 12% u 23%, obaue UTA edexTsbT Ha THKarpenop € nonobeH B
aAsere rpynu. He e HeoOxoaMmMo KOpHrupaHe Ha 403aTa IPH [MALUEHTH C JIEKO YePHOAPOOHO yBpekKaaHe.
Hsama npoyHBaHHA ¢ THKArpenop NMpH NAUMEHTH ¢ TEXKO YEPHOAPOOHO YBPEXKARHE H JIMIICBA
¢apmakokuHeTHUHA HHPOPMALIHA NTPH NMALMEHTH ¢ YMEpeHo YepHoapoOHo yepexaane. [1py namenTy ¢
YMEPEHO WK TEKKO TIOBHIIIEHHE HAa €IUH WIH NoBeve YepHOAPOOHH QyHKIMOHAIHH MOKA3ATENH HA
H3XOHO HHBO, TUTA3MEHHTE KOHLIEHTPAL[HHA HA THKArpeaop ¢a cOMKHOBEHO MOAOOHM UTH MANIKO IMO-
BHCOKH B CpaBHeHHe ¢ nauHeHTuTe 6¢3 m3xoaHo nosuieHue. He ce npenopbyBa KOpUIrHpaHe Ha 103aTa
MPH NAIHEHTH C YMEPEHO YepHOAPOOHO yBpexaaHe (Bk. ToUkH 4.2 1 4.4).

Emnuvyecka npunaonedichocm

B cpaBHEHME ¢ MALMEHTHTE OT €BPONEHIHATA paca, MalMEeHTUTEe OT A3HATCKH MIPOU3XO0[ UMAT [10-BHCOKA C
39% cpeana OHOHAIMYHOCT. B CpaBHEHHE C MMALMEHTHTE OT €BpONICHAHATA paca, IIPpH CAMOONPEeICISIIHTE
Ce KaTO YEPHOKOXH NMALMeHTH, OMOHaTMYHOCTTa Ha TUKarpenop € no-aucka ¢ 18%. B xauHuKO-
¢dhapmMakonorMuHy Mpoy4saHua ekcno3uLMATA (Cuax # AUC) Ha THKArpenop npu SMoH1IH € NO-BHCOKA ©
npubnuanrenro 40% (20% cnex KOpeKLMs CIPIMO TEJIECHOTO TErNo), OTKONKOTO MPH XOpa OT
eBpornexaHaTa paca. EKCO3HiiMaTa NPH MaUeHTH, KOUTO CE CAMOOINPEAEIAT KATO UCNAaHO HIIM JIaTHHO
THII, € NoAcOHa Ha Ta3W NMPH MALMEHTHTE OT EBPOINEUIHATE paca.

53 IIpeAxkaHHEYHE JAaBHE 32 0€30MACHOCT

[MpeakTMHUYHATE JaHHH 38 THKATPEIOP M OCHOBHHA My METaDONMKT He Noxa3paT HENPHUEMIIUB PHCK 3a
pa3BUTHE HA HeXXeJIAHW peaKLMH ITPH Xopa Ha 0a3aTa HA KOHBEHLMOHATHATE (apMaKOIOrHYHH
M3NMTBaAHUA 38 6€30MACHOCT, TOKCHMHOCT MPY €HOKPATHO U MHOTOKPATHO [IpHNIaraHe H FréeHOTOKCHYEH
NOTEeHUHAN.

[1py HAKONKO XKHUBOTHHCKH BHAA € HAOMIOAaBaHO CTOMAIIHO-YPEBHO Apa3HeHe NMPU KIMHUYHO 3HAYHMH
HHBA Ha eKCIO3HLMA (B, TOUKa 4.8).

[1pu XKEHCKH IUTBXOBE, TUKArpenop BbB BUCOKH JIO3M AEMOHCTPHPa NOBHIICHA Y€CTOTa Ha TYMOPHU Ha
MaTKaTa (aICHOKAPIIMHOMH) U NOBHLIEHA Y€CTOTA Ha ANCHOM Ha yepHua aApod. MexaHW3MbT 3a nogBa Ha
TYMOPH Ha MATKATA BEPOATHO € XOPMOHAa/IeH guchanaHc, KOHTO MOXe Aa AOBeAE A0 MOABA HAa TYMOPH
NpH IIBXoBe. MexaHU3IMEBT 32 [10SBa HA YepHOAPOOHH aJIEHOMH BEPOATHO € cneLMrYHa 38 rPH3aYHMTe
eH3UMHa MHAYKUUA B YepHua aApo6. [Topaau ToBa ce cuMTa, Ue € MAIKO BEPOSTHO KAPLIMHOTCHHHTE
HaXOJIKH Aa MMAT 3Ha4YCHHE 3a XoparTa.

[Ipu nabxose, ca Babn0aBaHH MMHUMAJTHH aHOMAIHK HA Pa3BUTHETO MPH 4034, TOKCHYHA 33 MaiKaTa
(rpannia Ha 6e3onachoct 5.1). [1pu 3aitum ce Habmoaasa nexo 3abasaHe Ha YEPHOAPOOHOTO Ch3pABaHE M
CKEJIETHOTO pa3BUTHE HA (eTyCHTe npu Maliku Ha BUCOKa J03a 6€3 aa ce HabmoJapa TOKCHYHOCT 32
Maiikara (rpanuua Ha 6e3onacHocT 4.5).
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[TpoyusaHua NpH ITHXOBE Y 3aiii[M NOKA3BAT PENPOAYKTHBHA TOKCUYHOCT C JIEKO NMOHIKABAHE HA
HAAZAaBAHETO HA TErJIO NMPH MaiikaTa U HAMAa/IeHa HEOHATATHA KM3HECTIOCOOHOCT H Terno NMpu paXKaaHeTo,
Che 3abaBaHe Ha pacTexa. THKarpeaop BOAM 0 HEPEAOBEH LUK (OCHOBHO YABDKCH LMKB) TIPH
KEHCKH ILTbXOBE, HO HE NMOBJIKABA OOLIHA (PEPTHIIHTET NMPH MBIKKH H JKEHCKH TUTLXOBE.

dapMaKOKHHETHYHH MPOYUB2HHUS C PaJHOAKTUBHO MAPKHPAH THKATPEIOP NOKA3BAT, Y€ OCHOBHOTO
BEIECTBO H HEFOBUTE META0OAKTH C& EKCKPETHPAT B MIISIKOTO [PH MTbXOBE (BXK. TO4Ka 4.6).

6. PAPMAILEBTHYHH JAHHH

6.1 Chnuchbk HE NOMOIIHHTE BEHIECTBA

JAnpo na Tabnerkara

MaHuTOon

Llesyno3sa, Mmuxpoxpucransa, tTan 102
iloeuaou K-25

Kpockapmenosa HaTpvi
MaruxesueB cTeapar

Tabnerna oOBHUBKA
Xunpomenosa 6 mPas (E464)
TuranoB auokeun (E171)

Maxporon 400 (E1521)

XKeneszeH okcun, yepseH (E172)

XKenezen oxcun, uepeH (E172)

6.2 HecsrBMeCTHMOCTR

Henpuwioxumo

6.3 Cpox Ba roguocr

4 roauHH

6.4 Chnenualns yci0BHE Ha ChXpaHEHHE

To3u nekapcTBeH MPOAYKT HE UIUCKBA CIICLIMATHU YCIOBHA 332 ChXPaHEHHUE.

6.5 BuaH chLALPXKARAE HA ONAKOBKATA

. PVC-PVDC/6e3userer anymuHues dauctep (Cbc CHMBOIM cibHLUE/MyHa) ot 10 Tabnerky;
kapToHeHH onakoBKH oT 60 Tabnerku (6 6nucrepa) u 120 Tabnerkm (12 6aucTepa).

. PVC-PVDC/Ge3nBerer arymuHues nepopupan dnucrep (cbc cHMBONY cnbHUE/ TyHa) oT 10
TabneTku; KapToHeHH onakoBku ot 60 Tabnerxu (6 Onucrepa) u 120 TabaeTkn (12 Gnuctepa).
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. PVC-PVDC/6e3upeTeH aryMHHHAEB KaJieHaapeH OnrcTep (Che CHMBONH CTbHLIE/ TyHa) oT 14
TabNeTKH, KAPTOHEHH ONaKOBKH OT 56 Tabnerku (4 6bnucrepa), 112 tadbnerku (8 daucrepa) u 168
tabnerkH (12 Gnucrepa).

. PVC-PVDC/6e3upereH anyMHHHEB KaleHaapeH nepdopupan 6aucrep (Cbc CHMBOIM CIBHLUE/TYHA)
ot 14 TabneTky; KapTOHEHH ONaKoBKH oT 56 Tabnerxu (4 Gnucrepa), 112 Tabnerkn (8 6micrepa) n
168 TaGnerkw (12 dnucrepa).

He BcHukH BHOOBE ONAKOBKHM MoraTt Aa Obaar rycHaTu B npoaaxoa.

6.6 CoenEanHH OpeANa3ZHE MEPKH NPH HIXBBPJIASHE

Heu3non3saHKAT JIeKapCTBEH NPOAYKT HIH OTNAALYHHTE MaTEPHaIU OT Hero TpsadBa J1a ce HIXBBPIAT

B CHOTBETCTBHE C MECTHHUTEC HIHNCKBAHHA.

7. NPATEXATEJI HA PAZPENNIEHHUETO 3A YIIOTPEBA
Gedeon Richter Plc.

GyO6mrdi at 19-21.

1103 Budapest

YHrapus

8. HOMEP(A) HA PASPEINEHHMETO 3A YIIOTPEBA

Per. Ne 20230117

9. JATA HA ITBPBO PAZPEIABAHEMTIONHOBABAHE HA PASPEHNIEHMETO 3A
YHOTPEBA

Harta Ha mepBo paspewmasane: (09.06.2023
JlaTa Ha NOCJEAHO NOJHOBABAHE:

10. JATA HA AKTYAJ/IMBUPAHE HA TEKCTA

25.09.2025
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