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1. HWME HA JIEKAPCTBEHUA ITPOAYKT X _
XKoo
Tukaca 90 mg puimupanm TabneTkn .,Z 7 |

Ticasa 90 mg film-coated tablets |
2 18 -07- 2025

€ 3997

2. KAYECTBEH U KOJIMYMECTBEH ChCTAB

Besika punmupana Tadbnetka cpabpxka 90 mg tukarpenop (ticagrelor).

3a mbpJIHUSA CITUCHK HA IMMOMOILIIHUTE BElIeCcTBa BHXTe Touka 6. 1.

3. JIEKAPCTBEHA ®OPMA
dunmupana tabseTka (Tabnerka)

Kpbriin, ABOMHOU3IIBKHAJIH, XKbJITH TaOJIETKH.

4. KJIUHHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3aHHA
Tukaca, npunokeH eAHOBPEMEHHO C alleTHJICAJIMLIHIIOBA KUcellnHa (ASA), e nokasaH 3a
npejna3BaHe OT aTepoTPOMOOTHUYHH WHLMIACHTH MTPHA BB3PACTHH MMALMEHTH C:
- ocThp KopoHapeH cuHapoM (OKC) wim
- aHaMHe3a 3a MHokapaeH HHpapkT (MH) 1 BUCOK PHCK OT pa3BUTHE HA aTEPOTPOMOOTHYHO
cpouTne (Bxk. Toukn 4.2 n 5.1).

4.2 Jlo3HpoBKAa H HAYHH HA NPHJIOKEHHE

o3npoBka

[TaunenTnte, npuemaium Tukaca, TpAOBa CBHILO Taka Ja MpUEMaT HUCKA MOAIbpaKaIIA /1032 OT
75-150 mg ASA nHEeBHO, OCBEH aKO TOBa € U3PUYHO IMPOTHBONOKa3aHO.

Ocmpu KOPOHAPHU CUHOPOMU

Jleuennero ¢ Tukaca TpsaOBa 1a 3ano4sa ¢ eJHOKpaTHa HaToBapBamia g03a oT 180 mg (1Be TabneTkn
oT 90 mg), cnen koeTo ce npoabiikaea ¢ 103a 90 mg aBa mbTH AHEeBHO. [ IpernopbsuBa ce eyeHueTo ¢
Tukaca 90 mg nBa mbTH JHEBHO aa npoab/uku 12 Meceua npu nauueHTd ¢ OKC, ocBeH ako HAMaA
KIIMHWUYHU NOKa3aHUA 3a NpeKbCBaHe Ha rnpuemMa (BK. Touka 5.1).

Anamuesa 3a MUokapoeH ungapkm

Tuxaca 60 mg nBa MbTH JIHEBHO € NpENnopbYMTEIIHATA J03a, KOraTo € HE00OX0AUMO YIbJIKEHO
JledeHHe Ha MAalMeHTH ¢ aHaMHe3a 3a MU oT noHe e/1Ha roiuHa ¥ BUCOK PUCK OT aTePOTPOMOOTHYHO
crouTHe (BX. Touka 5.1). JleweHneTo Moxke /1a Ob/1e 3aroyHaTo 6€3 NpeKbCBaHE, KATO IMPOAb/KaBalla
Teparus cjiell HA4aTHOTO JIeYeHHe OT eHa roaguHa ¢ Tukaca 90 mg uim Tepanus ¢ Apyr aaeHO3HH
audochar (ALD) peuentoped HHXUOUTOP npu nameHTH ¢ OKC 1 BUCOK pUCK OT
aTepoTpoMOOTHYHO chOUTHE. JleyeHHeTo MoXe 1a Obae 3anoYHATO ChIIO M 10 2 roauHn oT MU nim
10 €[IHa rOJIHHA CJIel] CIIMpaHe Ha npeaecTBamoTo JieueHue ¢ AJld-peuenropeH nuxuburop. Uma
OTpaHWYE€HH NaHHH 3a ePUKACHOCTTa W 6e30MacHOCTTa Ha YIBbJDKEHO JICYEHHE ¢ THKArpesiop Hal

3 roguHm.

Ako e HeoOXoaMMa CMsIHA HA TepanusATa, ITbpBaTa /103a THkaca TpsOBa na Obae nmpuitokeHa 24 yaca
cliel nmocJjeanara 103a Ha ApyroTo aHTUTPOMOOTHYHO JIEKapCTBO.



[lponychama 9o3g

Crimo Taka Tpa6Ba na ce H3barsa nporyckaneto Ha tabnerka. IlampmenT, ko#iTo € mpomycHal na
npreme no3ata cu THkaca, TpaGsa Ja mpreMe caMo efHa Tabnerka (creapainara CH 103a) B 9aca, B
KoiiTo obmaaiino 5 npuemMa.

Cneyuanny nonyaayuy

Cmapuecka ev3pacm
TIpH natMeHTH B CTAPYECKA BB3PACT HE C€ Hajlara KOpeKuMs Ha 103aT1a (BX. To9xa 5.2).

bvbpeuno yepexcoare
ITpr naumenty ¢ 6s6pedHo yBpeXXnane He ¢ HeoOxonMa KOpeKIys Ha 103aTa (BX. To4Ka 5.2).

Heproopobro yspexcoane

Tuaxarpenop He € IPOY4BaH NPH NALMEHTH ¢ TEXKKO 9epHOOPOOHO YBpeXKAaHe K NOpaaH TOB4,
ynoTpebaTa My OT Te3H NMALMEHTH € NpOTHRONOKAa3aHa (BX. Touka 4.3). HMa camo orpaHiiena
HAdGopMaIHd [TPH NAAEHTH ¢ YMepeHo JepHOApoOHO yBpekaaHe. KopHrupaHe Ha [o3aTa He ce
NPenopbhYBa, HO THKArpesnop TpAGBa [1a ce H3NOJI3RA ¢ NOBHINEHO BHHMaHHe (BX. TOUkH 4.4 u 5.2).
I[Ipn mALAEHTH C JIeKO I€pHOAPOOHO yBpexaaHe Re € HeoOXonHMa KOPEeKLMA Ha Jo3aTa (BiK.
TO9Ka 5.2).

ITeduampuyna nonynayus
Be3onacHOCTTa B e(PHKaCHOCTTA Ha THKATPEJIOp NpH Jela Ha BB3pacT noj 18 roqEHy He €

ycraHoBeHa. Hama choTBETHA yHoTpeba Ha THXarpenop npH Zena cb¢ ChpNoBHIHOKICThYHA Oosect

(BX. ToukH 5.1 n 5.2).

Hauun Ha MIPANOKEHHE
3a nepopaiHo NPUWIOKECHHE.

Trxaca MOXe Ja Ce NpreMa cbe W Oe3 xpaHa.
Ilpx naiAeHTHTE, KOKTO HE MOTaT Ja npermbliaT wwia(tenn) Tabnerka(un), Tabnerkare Morar Aa
6BOaT CTPHUTH Ha (HH IIpax, Aa ce cMecAT ¢ ITOJIOBHH Yallla BOJIA M [a ce H3NUAT BeaHara. Hamara

Tpﬂﬁﬂﬂ na cé MIIUTaKHe € OIle NMO/IOBHH Yallla BOOAa H ChAbPXKHMOTO [1a CC H3ITHE. (CMecTa MOXe 0a ce

NpAnara cbmo ¥ upe3 Razo-racrparHa conpa (CH8 mnu no-rossMa). BaxkHo e Haso-racTpanHara
COHIA a2 Ce NPOMHEE C BOJIA ClIe NIPRITOXECHAECTO HA CMECTa.

4.3 TIporaBonoxazanus

e CBpBXIYBCTBATEITHOCT KbM aKTABHOTO BEIECTBO WM KBM HSKOE OT NMOMOILIHHUTE BeIIeCTRa,
n3OpoeHd B Togka 6.1 (BX. TowKa 4.8).

AKTHBHO MATOJIOT'HIHO KbpBEHE.

AHaMHe3a 33 AHTpakpaHuaiHa xeMoparua (BX. Todka 4.8).

Texxo yepHompoGHO yBpexknaHe (BK. Toukd 4.2, 4.4 1 5.2).

CBHBMECTHOTO NPUIOKEHHE HA THKarpesop ¢ MOIHK BHXHOuTOpH Ha CYP3 A4 (Hamp.

KETOKOHA30/1, KJIAPATPOMHIAH, He(pa30/10H, PHTOHABHP H ATA3AHABHP), Thil KATO MOXE 1A
MORee 10 3HATHTEHO NOBALICHAE Ba EKCIO3MI[AATA Ha THKATPEIOp (BX. TO9Ka 4.5).

44 CrhnenuajJHR npeaAyNpexieHHd H NPeANA3INHE MEPKH npa ynorpeba

PrcK OT KBDBCHE
[IprnokeHKeTO HA TAKArpeIop NpH MalleHTH ¢ HIBECTEH MIOBHIIEH PHCK OT KbpBEHE TPAORA Ma ce

MpELeHA CTIPAMO TIO3aTa N0 OTHOIICHRE Ha MPEANAa3BaHeTO OT aTEPOTPOMGOTHYRH HHLIMAEHTH (BXK.

ToukH 4.8 B 5.1). AKo € KIHHAYHO MOKa3aH, TUKArpeaop TpAdBa Ja ce npuiara ¢ NOBHILICHO
BHUMaHHE NPH CJICIHUTE IPYIH IAHCHTH:

e TlammeRTHTE CHC CKIOHHOCT KbM KbpBEHE (Halp. NOpAOM CKOPOIIHa TPaBMa, OTIepalIii,

HApYUICHRA B KPBBOCHCHPBAHETO, AKTHBEH HAH CKOPOIICH CTOMAIHO-9PEBCH KPBBOM3/IHR) HITH

Te3W KOKTO Ca C MOBHINEH pUCK OT TpaBMa. [IpriokeHHeTo Ha THKarpeiop € MpOTHBONO

NpH [NAUHEHTH C AKTUBHO TIATOJIOrHYHO KbPBEHE, MPH TAKMBA C aHAMHE34a 3a HHTpa AR 130 s
2 o
XeMOParug U NMpH NALHEHTH C TEKKO 9epHOApoOHO yBpexaaHe (BX. Touka 4.3). bﬂr(i.‘;_,....-m-»-~-_mf 2
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e [lanwenTH, MpHEMAIIN €IHOBPEMEHHO JICKAPCTBECHH MPOJAYKTH, KOWTO MOTaT JA MOBKINAT PACKa
OT KbpBeHe (Halp. HECTEPONIHA MpoTHRoRL3INAMATENHH cpencTra (HCIIBC), nepopamnn
AHTHKOAryJIAHTH B/WM (PHOPAHONMTHIM) B paMKHUTE Ha 24 gaca o1 NpHeMa Ha THKarpesnop.

Tpancy3usTa Aa TpoMOOIMTHA Maca He oOpbina aHTHTPOMOOTHIHAA €eKT Ha THKATPEIOp PH
3/[paBl JOGPOBONIA A € MATKO BEPOATHO Ja AMa KTMHIYHA 1107133 NPH TIALMEHTH ¢ kbppeHe. [Tonexe
eTHOBPEMCHHOTO NPHIOKCHAE Ha THKATPEJIOP C Je3MOIPECHH HE CKhCABA BRPEMETO HA KbPBEHE,
BEPOSATHO Ae3MONPEeCHH HAMA 12 Ob/ie edukaceH 3a ORIIAAABAHE HA KPHBOMIMHB (BX, TOUKA 4.5).

AHTHOUOPHHOIMITHIHOTO NIeYeHHe (AMMHOKAIPOHOBA WM TPAHEKCaMOBa KHCENTHHA) W/HTH
TepanuATa ¢ pexoMOuHanTeH daktop VIla Morar na yckopAT KpEBOCECHpBaReTO. [IpHeMBT Ha
THKATpEJIop MOXe J1a ce Bh30OHOBY C/le KATO MMPHYHHATA 33 KPBCHETO € OTKPHATA H TO € OBJAIIHO.

Onepanyn
ITaimenTaTe TpAOBaA N OBAAT NOCHBETBAHH Na HRPOPMHPAT JICKAPHATE H CTOMATONO3HTE CH, e
NPHAEMAT TAKArpenop, pemn 1a iM Onlie HasHAYeHA HAKAKBA XHPYPrAYHa HHTEPRECHIAA A NMPEIH Aa

3aIMOYHAT /13 TIPAEMAT HOB JIEKApPCTBER MPOAYKT.

ITpu nauuentute ot npoy4isanero PLATO ¢ ranpasen xoponapHo-apTepnaneH 6afinac (CABG), npn
TAKArpenop ce HaGmonasa rosede KbpBeHE OTKOJIKOTO NIPH KIOMHAOIPeNT, KOraTo € cnpsH 1 aen
Npelln oNEpaIHa, HO CXOIHA YeCToTa Ha 3HAYHTEITHO KbPBEHE, B CPaBHEHHE C KIIOIAAOIPES, Clell
CIHpaHe Ha JIeueHHeTo 2 WM N0BeYe OHH Mpeam onepaums (BX. Touka 4.8). AKO NALHEHTDT [OAJIEXKH
Ha TIaHOBE ONepalid N aHTHATPEraHTHMAT eeKT e HexeNaH, THKarpesop Tps0sa aa ce crnpe 5 IHH

Npeqy XHpYpPradHATA HAETEPBEHINA (BXK. TO9Ka 5.1).

[laipenTy ¢ MpeAIIeCTBAI HCXEMWIEH HHCYIIT
[Mauuentn ¢ OKC ¢ npenmecTraly AICXeMHYEH HHCY/IT MOTaT Aa OBAAT IEKYBAHH ¢ THKarpeJop B

npogwDKeHHE Hati-MHoTO A0 12 Mecena (mpoyasaHe PLATO).

B PEGASUS naupent ¢ anaMHe3a 3a MU ¢ npemnectsail] HCXSMAYCH HHCYAT HE C2 BIUTIOUBAHHA.
TMopaau TOB&, IpH NHIICA HA JAHHH, NTEYCHHE MOBeYe OT €/1HA NOJJHHA HE CE NMpPEnopbisa NpH Te3n
MAIHCHTH.

Yepn HO e

YnoTpeGara Ha THXAarpeNnop € MPOTHBONMOKA3AHA IIPH NMAIMEHTH C TEXKO HepHOAPOOHO YBpeXKaaHe
(Bx. ToukH 4.2 1 4.3). IMa orpaHWgeH OMMAT ¢ THKATPEJIOP ITPH MalMEHTH ¢ YMEPEHO 9epHOAPOGHO
yBpe&KIaHe, MOPady TORA NIPH TE3K NAUMEHTH Ce MPENopbYEa NOBHINCHO BHAMAHHE (BX. TOUKH 4.2
n52).

PHCKOBE 32 paiBHTHE HA Opagnxapaus MAIMeHTH
Xonrep EKI" MmoaATOpHpane Noka3Ba MOBHUINEHA YECTOTA MPEAMMHO HA aCHMITTOMHH BEHTPHKYJIApDHA

nay3M 110 BpeMe Ha NIEIeHHe ¢ THKArpesaop B CpaBHEHHE ¢ Kiomuxorpen. IlaifHeHTHTe C TOBHINEH PHCK
OT pa3BHTHe HAa GpagAKapAMs (Hanp. NAlMEeHTH ChC CUHAPOM Ha O0JTHMA CHHYCOB Bh3en He3
neficmeitxnp, AV-6rox I mmm I11 cTener, AR TakMBa ChC CBEp3aHA ¢ OpaAKapaua CHHKOIIH) ca
H3KTIOYEHH 0T OCHOBHATE ITPOYIBaHNSA 3a OlieHKA Ha 6e3onacHOCTTa M ¢pHKaCHOCTTa Ha THKAIpeJIop.
CnenoBaTesHo, NOpagy OrpaHAYECHAA KITMHHYEH ONUT, THKATPEJIOp TPAOBa Ja ce U3NOJ3Ba C
NOBHIICHO BHMMAaHHE NPH TE3H NaUHEHTH (BX. Touka 5.1).

OcBeH TORa, TAKArPENOp TpAOBA fa ce MpAnara ¢ MOBAINCHO BHAMARKE EHOBPEMEHHO C JIEKAPCTBEHH
MpORYKTH, 33 KOHTO € H3BECTHO, 1e WHAYLHpaT Opaauxapaua. B npoy4asanero PLATO, obaue, re ce
HAOMOAABAT NOKA3ATENICTEA 33 KIMHUYHO 3HAMMMH HEXEJIAHH peakilMy CJie/l ¢/IHOBPEMEHHO
NMPHANOXKEHEAE C ¢/IMH WIH NOoBeY¢e JIGKAPCTBCHH NPOMAYKTH, 3a KOHTO € H3BECTHO, 9¢ HHOYLHPAT
Gpapmxapnns (Hanp. 96 % 6era-6moxepn, 33 % 6nokepn Ha KAIIHEBHTE KaHAHA JHITHA3EM H
BepanaMi, ¥ 4 % ourokcuH) (BXK. Touka 4.5).

ITo BpeMe Ha xonrepoBoTo noanpoyusadHe 8 PLATQ, moBede naumeHTH ca HMalTH BEHTP IR :
May3d > 3 ceKyHOH ¢ THKArpeliop, OTKOJIKOTO ¢ KIOMHIOTPEN, TI0 BpeMeE Ha ocTpaTa da3




OKC. VeenuueHHEeTO Ha YCTAHOBEHHTE ¢ XONTep BENTPHKY/IAPHH NAay3H ¢ THKarpenop € 6mno no-
BHCOKO ITPH NallHeHTH ¢ XpOHHYHA ChpaedHa HezocTarbdHOCT (XCH), 0TKONKOTO B LIANIOCTHATA
M3CTIeABaHa TIOTy AL 110 BpeMe Ha ocTpaTa $asza Ha OKC, Ho He W Ha ITbpPBHA Mecell Ha JIEIEHHETO
C THKArpenop WiH B CpaBHEHHE C KIoTHaorpei. B tasa nonmynanyusd NaqieHTH HE € AMAJIO HHKaKBH
CTPAHWIHEK KTHHAYHM MOCIEACTBHSA, CBBP3aHH ¢ To3H JucOananc (BKIIOUHTENRO CHHKON HITH
NocTaBgHe Ha neticMexbp) (BXK. To9Ka 5.1).

B nocTMapKeTHHTOBES TIEPHOA IPH NAIMEHTH, NPAEMANH THKArpeiop, ce chobinasa 32 CbOATAA Ha
6paanapeT™Mua u AV-6ok (Bx. Touka 4.8), mpeaumio npa naumeHTH ¢ OKC, npA xoATo chpaeyHaTa
HCXEMHA H CHIMPTCTBAMIO NPAIATAHHTE JICKApPCTBa, KONTO HAMANABAT CHPACYHATA YeCTOTa HITH
3aCATAT CHPACTHATE MPOBOJAMOCT CE ABABAT NIOTEHUMAITHA CMYIIABAINH dakTopH. KIHAMTHOTO
ChCTOSHHE Ha [TAIMACHTa K CHITRTCTBAMO MPHIAranATe AeKapcTa TpA6Ba na 6bOaT pa3rnexaanH KaTo
NOTCHLUMAIHH NPUIHHH 32 T34 ChCTOSHUA, IIPEAH Ja ¢ KOPHTHPA NEUCHHETO.

[nrcrmes
IlucniHes ce cLoOmana NpH NalHEHTHTE, JIEKYBaHH ¢ THkarpelnop. JIicnresTa 0OMKHOBEHO € NIEKa 10

yMepeHa [10 HHTEH3HUTET M YeCTO 0T3ByuaBa 6e3 HeoGXoQHMOCT OT NPEeKLCBAHE Ha NeueHneTo. Ilpu
NAMCHTHTE ¢ aCTMA/XpoRHYHA obcTpykTHEHA Genoapobra 6onect (XObb) MoXe 1a HMa TIOBALICH
abCONMOTEH PHCK OT BbIHHKBAHE HA TACIHES ¢ THKarpenop. Tukarpenop Tpa6sa ga ce M3MOJ3Ba C
NIOBHIIEHO BHAMAaHWe NPH NMAIMERTH ¢ aHaMHe3a 3a acT™Ma Wi XObb. MexaruzMeT Bee omme He e
M3ACHEeH. AKO MAIMEHTHT CHOOIIM 32 HOBOBBL3HMKHANA, [IPOABDKHTENHA HIM BJIOLIeHA AUCITHES, TOBA
Tps6Ba Ka ce N3CIEaBa NAIOCTHO H aKO HE CE TONEPHPA, ICICHHETO ¢ THKAarpenop Tpa0sa Aa ce crpe.
3a NOWRIHATETHA HAGOPMAIIHA BHXTE TOUKa 4.8.

a arHes
B nocTMapxeTHRTOBHA MIEPHO] NPH NAOACHTH, TPREMANIA THKAIpENnop, ce Cho0mana 3a NEHTPAHA
CHHHA anHed, BmogATeBo mumade Ha Cheyne-Stokes. IIpu csMHeHUe 33 [IEATpaNMAa ChRHA arHef,
TpAOBa Ja c¢ OOMUCTH JOMMbIHHTEHA KIIMHHYIHA OLEHKA.,

[lopuimaBaHe Ha KPEATHHHHA
Husata Ha KpeaTMHHHA MOTAT Aa C€ MOBHIIAT 110 BpeME Ha JICISHHETO C THKArpesiop. MexaHuaMbT

BCE OINe He e u3scHeH. brbpeunarta pyHKUMsA TPAOBA Ja ce NpoBepABa ChITIACHO CTAHIAPTHATA
meaMumacka mpaktuka. Ilpa naupent ¢ OKC ce npenopbysa chIno Aa ce nposepr OuOpeuHara
GYHKIHA ¢qHA Mecen clieX 3aN0YBRaHe Ha JIEYEHHETO ¢ THKArpesiop, Kato ce o0psma ocabcHo
BHMMAHHE Ha TIaLMEHTH > 75 NOHAH, NAIHEHTH C yMepeHa/Texka 656peTrHa HEJOCTATHPIROCT H
T8KHBA, KOHTO TOYUABaT ChITBTCTBALIA TEPaNui C aHTHOTEH3UH-peLenTopHH Snokepu (APD).

YBenmHIaRane Ha MAKOYHATA KHCENTWHA
XnanepyprakeMHAs Moe 1a BE3HUKHE 110 BpeMe Ha JiedeHHe ¢ THKarpenop (8x. Touka 4.8). Tpatsa na

ce BHEMAaBa TIpH NALMEHTH ¢ aHaMHE3a 3a XHNepYPHKEMHA WIH NoJarpo3eH apTpHT. Kato npeanazxa
MAPKA He Ce HAChPUaBa yNnoTpebaTa Ha THKATPENOp NPH NALHEHTH ¢ YPEMHYHA HeponaTHA.

MO0 NeHAY
Tpom6oTana TpombomaTonerrana mypmypa (TTI1) ce cbobmasa MHOro paaKko Npn ynoTpeda na
THKarpeop. XapakTepusupa ce ¢ TPOMOOLMTONEHUA H MHKPOaHTHONATHIHA XEMOTATHYHA aHeM U,
CBBP3dHA C HEBPOJIOIMYHA HaxoakH, 6p0peyHa aucyHKOHA WIH BHCOKa Temneparypa. TIIle
NOTEHIHATHO JIETATHO CHCTOAHHE, H3UCKBALIO 6hp30 JieueHne, BITIIOYATETHO M1asMadepesa.

ITopmABaHEe HA TECTOBETE 33 TPOMOONHTHE GYRKIHA MDA JHArHOCTHIHDAHE HA XeNApWH-
aHa TpoMOOLHTONECHUA

IIp# TecTa 32 XemapHR-MHAYLIMpaHa akruBalusg Ha TpoMboumrnte (XHTA), H3nomspas 3a
muarsocTampane Ba XWT, anTE-TpoMGoTeH daxTop 4/xenapHH aHTHTENATa B CepyMa Ha
NaNMEeRTa aKTHBUPAT TPOMOOMTHTE Ha 3OpaBH JIOHOPH B NMPHCHCTBHETO HA XEMapHH.

damnuBo oTpHLATETHH pe3yTaTi 3a XHT npu tect 3a TpoMOOLMTHA PYHKIMA (KOETO BKITIOYBA, HO
MoJke Ia He ce orparn4ana 10 TecT 38 XHTA) ce cro0InasaT nNpa NaMEHTH, TPHEMATITH
Tosa e cBEp3aHo ¢ mHxubApane Ha P2Y -penenropa BupXy TpoMOOIATHTE Ha 3APABATE




THKArpesIop Ce M3ACKBA, KOTATO ¢ Pa3duTaT TECTOBETE 3a TpOMOGOIUMTHATa PYHKIMA 1IPH
JAarsocTHUMpaHe Ha XHUT.

[Tpr nammenTH, KOHTO ca paszsuwm XHUT, ChOTHOMEHAETO MOM3a-PHCK OT IMMPOXB/DKATENHO JICICHAE C
THKArpeaop TpsAOBa Ja ce OLeHH, KaTo c€ B3eMaT mpeasuj H nporpoMbotrunus cratyc Ha XHT u
MOBANICHAA PHCK OT KBPBEHE MPH CHITHTCTRAMIA TEPAIMA ¢ AHTHKOATYJIaHT ¥ THKarpesop.

Hpyrn

Ha 6a3a Ha Habmonaranata B PLATO Bps3xa Mexay noaanpxkainara 103a ASA # OTHOCHTENHATA
e(dHKaCHOCT Ha THKAIPEJOp B CpaBHEHHE C KIIOMHMJOIPEd, He ce NMpenophyBsa eAHOBPEMEHHOTO
NMpANoXKEeHAE HA THKarpesiop B BACOKa Moaaspxkama Ro3a ASA (> 300 mg) (Bx. Towka 3.1).

PaHHO IIPCYCTAHOBABINEG

PaHAOTO CITApaRe Ha KOATO H 3 € AHTHATPEraHTHA Tepalis, BKMOYATENHO | ¢ THKaca, MoXe Xa
JOBeic O MOBAIIABAHE HA PHCKA OT ChpAcdHO-ChA0BA (CC) cMBpT, MM WITH HHCYNT BCIICAICTRHE HA
MoIeXAImoTo 3abonaBane HA nanmenTa. CnegoBaTenHo, TpAOBA 13 ce N308rBa npeXXaAeBpEMEHHO
CIIEpaHe Ha TEpaluATa.

Hatpwit
Tukaca cpabppka nmo-Manko ot 1 mmol Hatpwii (23 mg) Ha 1034, T.€. NPAKTHIECKH HE ChOBpPKA
HATpHH.

4.5 BiaamonaclcTeHE ¢ APYIH JEKAPCTBEHH HPOJYKTH H APYTH GopMHE Ha BIanMoxelicTeBe

Taxarpenop e npeawn scrako cybctpar Ha CYP3 A4 n ciiab vaxubuTtop BRa CYP3 A4, Tuxarpenop e
cuImo cyocTpat Ha P-rymkonporenna (P-gp) # cnab muxuburop Ha P-gp n Moke a NOBHINH
eKCMO3INLMATA Ha CyOcTpaTH Ha P-gp.

EdexTy Ha JIeKapCTBEHH W APYTH MPOIYKTH BEPXY THKAIDEJIOP
Hrxubumopy ug CYPIA4

o Mowynu unxubumopu Ha CYP3A4 — eAHOBPEMEHHOTO NPHMOKECHHE Ha KETOKOHA30JI C
THKarpeJiop BoAn 4o nopHinasaHe Ha Cma B AUC Ha THKArpenop, CLOTBETHO 2,4 ITBTH H
7.3 mbTH. Cpax 1 AUC Ha akTHBHAAA MeTAa0O0HT ce NOHMKABAT, ChOTBETHO C 89 % 1 56 %.
Ouaxsa ce # apyr# MomAN AEXHOUTOpH Ha CYP3 A4 (kiapHTpoMAINAH, Hea3oNoH,
PHTOHABHP H aTA3aHABHP) J1a AIMAT CXOHH e(eKTH, H [MopagH TasH MPHYAHA, CHIBTCTBANIOTO
npunoxenne Ha MOIHKE CYP3 A4 HHXMOMTOPH C THKArpENop € NMPOTHBONOKA3ZAHO (BXK.

Touka 4.3).

o Vmepenu unxubumopu va CYP3A4 — eqHOBpEeMEHHOTO NMPHI0KEHHE Ha JUIITHA3EM C
TAKArpesiop NoBHIAaBa Cnax Ha THKarpenop ¢ 69 %, a AUC — 10 2,7 IThTH K NOHMXKaBa Cmex HA
axTuBHAN MeTabomuT ¢ 38 %, nokato AUC octaBa HempoMeHeHa. Tuxarpenop He oxassa
BIIMSHHAE BEPXY MJIA3MEHATA KOHUERTpallua Ha murTHaseM. Odaksa ce ApYrUTe YMEepeHH
uxuGuTopn Ha CYP3 A4 (Hanp. aMupeHaBHp, alpeNMUTaHT, ePHTPOMULIAH U (GITYKOHA30)) Na
HMAT CXOJEH e(PekT H CBHINO Ja MOTAT J1a ¢ MPUNAraT cAHOBPEMEHHO ¢ THKAIPENop.

¢ Habmopasana € 2 IThTH YBE/THYEHA SKCIIO3HIMA Ha THKATPEJIOP ClIe] KOHCYMAalnd Ha FroJieMH
KOJIM9ecTBa cok oT rpefmdpyT AreBHo (3%x200 mi). Taza cTeneH Ha MOBHINICHA EKCTIO3NITHA HE
ce O4aKBa 4a Obpae KIHHAYHO 3HAYHMA 3a NOBEUETO MalMEeHTH.

Hudyxmopu na CYP3A
EnHoBpeMeHHOTO NpAIIOXKEHAE Ha pHdaMITHIRH A THKArpesIop BOAH 10 NompkapaAe Ha Cny 1 AUC
H8 THKArpeNIop ChoTBETHO CbC 73 % 1 86 %. Crax Ha akTHBHES MeTabomAT He ce mpoMens, a AUC ce
NOHWXAaBa CHOTBETHO ¢ 46 %. Ouaksa ce apyrure HHOYKTOpH Ha CYP3A (Hanp. ¢eHHTORH,
xapbamazenud ¥ penobapburan) cbll0 A8 NOHIDKABAT SKCIIO3HLMATA HA THKArpenop.
EnsorpeMeHHOTO NPWIOKEHANE HA THKATpeNiop ¢ MourHH WHAYKTOpH Ha CYP3 A MoXke [a ITOHIKH
eKCIO3NAIMATE H ¢hHHKACHOCTTA Ha THKAIPEJIOp, ¥ Nopaay Ta3H NMPAYAHA HE C¢ HaChpYaBa TAXH
CHIIBTCTBAIO MMPHWIOKEHHE C THKAIPENOop.




Luxnocnopun (urxubumop ra P-gp u CYP3A)

EnrorpemMeRHOTO NMpHAockeane Aa ouxnocnoprH (600 mg) ¢ THKarpenop soau 10 NOBAMIABARE HA
Cinax 1 AUC Ha THKarpesiop csoTBeTHO 2,3 ImhTH H 2,8 rbTH. [IpH HammmeTo Ha unkioctnopuH, AUC
Ha aKTHBHAA MeTaboMHT ce noBAmasa ¢ 32 %, a Cnax Ce MOHMKaBa ¢ 15 %.

Hsima HanvqHH JaHHM 33 €AHOBPEMEHHATA YoTpeda Ha THKArpenop ¢ Apyrd akTHBHH BEIECTBa,
KOHTO CBIIO ca MOITHH MHXUONTOPH HAa P-gp u ymepernn waxubnropu Ha CYP3 A4 (Hanp. BepaliaMu,
XHHHOMH), KOHTO CBINO MOTAT J1a NOBAIIAT EKCMO3ZHIMATA Ha THKArpeyiop. Axo KOMOARaAATA He
MOXe A4 Opae m3bernara, TAXHOTO EAHOBPEMEHHO MPUWIOKEHUE TPAORA A8 CE H3BBPIIBA ¢ MTOBHLICHO
BHUMAaHHE.

Hpyeu

KnuangHate nmpoyuBaHus 33 papMaKoNoOrHYHA B3aHMOASHCTBHS MOKA3BAT, 4¢ ¢JHOBPEMEHHOTO
NPHWIOKEHHE Ha THKArpenop ¢ xenapuH, eHokcanapud B ACK unn geamornpecnH He okassar
Bb3geicTBHE BPXY (GapMAKOKHHETHKATA HA THKAIPENIOp MW aKTHBHUA MY MeTaboIuT, WK BEPXY
AD-aagymMpaHaTa TpPOMOOLIMTHA arperanps, B CpaBHEHHE ¢ THKarpenop, MpuioxeH
CAMOCTOSTENHO. AXO € KITHRHYHO NOKA3aHO, JIEKAPCTBEHH MPOAYKTH, KONTO H3MEHAT XeMOCTa3ara,
TpAOBAa 4 ce H3INOJ/3BAT C NOBAIICHO BHHMAHHE B KOMOMHALAA ¢ THKArpenop.

Habmonasana e 3a0aBeHa M MIOHDKEHA EKCIIO3ANAA Ha NIEpOPATHY HHXHOUTOpA Ha P2Y (5,
BKJTIIOYHTENTHO THKArpENnop B Herosus aktHeeH Metabonut nmpu naimeHTH ¢ OKC nekypanu ¢ MopguH
(35% noHdkaBaHe Ha EKCMO3HUIMATA Ha THKArpenop). Tosa B3anMoaeCTBHE MOXe /1a € CBBP3aHO ¢
HaMaJIeH CTOMaITHO-YPEBCH MOTHIINTET M [a c€ OTHACA 3a APYTH omuouan. KIIHHIMAOTO 3HAYCHHE €
HER3BECTHO, HO JAHHHUTE MOKA3BaT NOTEHLMAI 33 HAaMaJICHa ¢pUKACHOCT BA THKArpesop npH
MAIEEHTH ¢ €HOBPEMEHHO NPWIOXKEHHE Ha THKarpenop u MopduH. [Ipn nammenTr ¢ OKC, npu
KOMTO MOpPHHELT He MOXe Na Obae crpaH H 0bp30T0 HHXHOHpaHe Ha P2Y 1z € OT CBIECTBEHO
3Ha4YeHAEe, MOKe 114 ce oOMHuCTH yrioTpeba Aa napertepaneH HHXUOHTOp Ha P2Y ..

€KTH Ha 0 ' NeKapCcTBEHM
Jlexapcmeenu npodyimis, koumo ce memabonusupam om CYP3A4

o Cumsacmamun — ¢JHOBPEMEHHOTO MTPATOKCHAE HA THKATPEJIOP CHC CHMBACTATHH BOIHU A0
nosanIaBaie Ha Cma B AUC Ha cHMBacTaTHH choTBETEO ¢ 81 % 1 56 %, KaxTo # Ha
nopuinaBaHe Ha Crax 1 AUC Ha CHMBACTaTHHOBATA KMCEIHHA CHOTBETHO ¢ 64 % 1 52 %, xaTo B
OTHE/IHM CITy4aH ce JOCTHTa 2- A0 3-KpaTHO noBHImaBaHe. EqAoBpeMeHHOTO HPWIOXKEHHE HA
THKArpeJIOp U CAMBACTATHH B [103a, HaARMIMaBama 40 mg JHECBHO, MOXe 1a JOBEIE 10
HEXCJIAaHA PEaKkiHH Ha CHMBACTATHH H TpA0Ba [a ce NpelleHH CNPAMO NOTEAHATHATE TI0I3H.
CHMBacTaTHH HE 0Ka3Ba BIIHAHHE BbPXY ILUIA3MEHHTE KOHLUEHTPALHH HA THKATPEIOP.
Tukarpenop Moxe aa oka3ea cXocH eekT BrpXy NosBacTaTiH. He ce mpenopp4sa
¢OHOBPEMEHHATA YrIoTpe0a Ha THKArpeyiop chC CHMBACTATHH WM NIOBACTATHH B JO3H,
HaaABHIIaBamm 40 mg.

o Amopeacmamur — eJHOBPEMEHHOTO NPWIOKEHHE HA aTOPBACTATHH H THKArPE/IOp BOOH A0
nosAmAanale Ha Cux H AUC Ha aTOpBacTaTHHOBATA KMCETHHA CHOTBETHO ¢ 23 % 1 36 %.
Cxonno nosuinasaHe HA AUC # Cpax € HaOMI0JaBaHO NpU BCHYKH MeTabOMUTH Ha
aTOPBACTATHHOBATA KHCENHHA. Te3R NOBHINEHHA CTONHOCTR HE ¢€ CIMTAT 328 KIIHHHYHO
JHAYHMH.

¢ He mMoxe na ce H3IKTIOYH NTOAOOCH eheKT H BHPXY APYTH CTATHHH, MeTA0OMM3HPAHH OT
CYP3A4. [laimmenTute B mpoyusaneTo PLATO, xoHTO ca Monyuasany THKAIPEIop, ca
MPHEMATH pa3lIAYHHU CTATARH 6¢e3 choOpakeRne N0 OTHOMICHAE Ha 6€30NacHOCTTa HA CTATAHA
npu 93 % or xoxoprara Ra PLATO, xosTo e mpreMalta TE3H JIEKaApPCTBEHN NIPOIYKTH.

Tuxkarpesnop e cina® wHxubuTop Ha CYP3A4. EqroBpeMEHHOTO MMPRIMKEHNE Ha THKATPEIIOP CBC
cybcTpatd Ha CYP3A4 ¢ TeceH TepaneBTHIECH HH/IEKC (HaNp. IH3ANPAN WIH eproayIKajionIR) He Ce
NpenopuYBa, Thil KATO THKATPENIOP MOXKE Jla MOBHINH €KCITO3HLIMATA Ha TE3H JISKAPCTBEHH NPOIYKTH.




P- mpamu (GKAIIOYUMERHO OUSOKCUH RODUH

EAHOBPEMEHHOTO NPHNOKEHHE ¢ THKAIPE/IOp BOOH 1O NOBHINABAHE HA Crmex 1 AUC Ha AUFOKCHH
CHOTBETHO cBC 75 % 1 28 %. CpeanuTe Hali-AACKA HABA HAa IUTOKCHH c€ MOBAMABAT ¢ okono 30 %
IpH €AHOBPEMEHHO MPAJIOKCHHE C THKAI'PENOP, KATO B HAKOH OT/ICNHH CTyYaH C¢ OTUATAT MAKCHMYM
ABYKpaTHM NOBHIIABAHMA. B MPHUCHCTBRETO HA JHIOKCHH Cmax H AUC Ha THKarpenop M aKTHBHHA My
MeTabGonwT He ce oBMHABaT. ClemoBaTeTHO, TPH eJHOBPEMEHHO NIPUIIOKEHHE HA THKArpesop ¢
P-gp-3aBACHMH JIEKapCTBEHH MPOXYKTH ¢ MATBK TEPANICBTHYECH HAACKC KATO IMTOKCHH, CE
NpenopBIBa NOAXOAAI KIMHHYSH WK nabopaTopeH KOHTPO.

Trxarpesnop Ae OKa3Ba BIIAAHHE BHPXY KOHIESHTPAATA Ha UKJIOCTIOPHH B KPLBTA. EekTsT Ha
THKarpesop BepXy ApyTH cybcrpaT Ha P-gp He € MpoyYBaH.,

Jexapcmegenu npodykmu, koumo ce memabonusupam om CYP2CY
EnHoBpeMEHHOTO NPANIOKEHHE HA THKATPENIOp € TONOYTaMH HE BOAM 10 NMPOMAHA HA IUIA3MEHNTE

KOHIICHTpAN¥H Ha KOITO H [1a € OT ABATA NMPOAYKTa, KOETO NMpeAToara, 9¢ THKarpejiop He €
armxubuTop HAa CYP2C9 M € Manko BEPOATHO Ja normmsasa Meauupanua ot CYP2C9 merabonuasm Ha

JIEKAPCTBEHH NMPOAYKTH Kato BapdapHH ¥ ToN0yTaMuA.

Pozyeacmamun

Tuxarpenop Moxe aa nmopmasae Ombpednara eKCKpeHA Ha PO3YBACTATHH, YBSIMIABAHKH PHCKA OT
KYMYJIAPaHC Ha PO3YBACTATHH. B'HIpEI{H q¢ TOYHHAT MECXAHHIBM HC € H3BCCTCH, B HAKOH CNMy4YaH
eTHOBPEMEHHOTO MPWIOKEHNE Ha THKarpenop M po3yBacTaTHH BOIH o HaManiBaHe Ha 6pOpeTHaTa

¢ynxmna, noermeno HEBO Ha CPK u pabnomronnsa.

[epopaniu Koumpauenmusu

EnHOBpEeMEHHOTO NMPUJIOKEHHE HAa THKATPENOP C JIEBOHOPTeCTPe) ¥ eTHHHI eCTPaaKol BOAH HO
TOBUIIABaHe Ha eKCIIO3HIMATE KM eTHHII ecTpaguon ¢ npubmsarenHo 20 %, HO He NOBIHIBA
hapMakoKAAETAKATA Ha JieBOHOprecTpen. [Ipn eqHOBpeMEHRO NIPAZIOXKEHHE Ha JIEBOHOPIeCTpeN K
ETHHWI eCTPaAHOJI C THKArpeop He ce 04YaKBa KIMHMIRO 3HAYMM e(ekT BpXY epHKacHOCTTa Ha

NepopanAaug KOHTPalenTHB.
Jlexapcmeenu npodykmu, 3a KOYMO e U38eCmHO, ¥e unoyyupam bpaduxapous

[Topanu Hab/moAaBaHE Ha MpeJHMHO ACHMITTOMHM BEHTPHKYNApHHM Nay3H U Opaqukapaus ce H3HCKBa
TIOBHIIEHO BHAMAHAE, KOTaTo THKArpeJop ce npuiiara ¢THOBPEMEHHO C JIEKAPCTBEHH MPONXYKTH, 34
KOHTO € H3BECTHO, U¢ AHAYIHpaT Opanukapmun (BxK. Touka 4.4). B npoyusareto PLATO, obage, ne
ce HaOmoaaBaT JOKA32TENCTRA 38 KIHHWNMHO IRAYAMA HEXKEJIaHH PeakiHH Criell eqHOBPEMEHHO
NPUIOKEHHE ¢ eJHH WIK NOBeUe IeKapCTBEHN NPOXYKTH, 38 KOHTO € H3BECTHO, U HHIYLIHPAT
Gpanuxapaus (Harnp. 96 % 6era-6nokepn, 33 % Gnokepn Ha KaIMEBHTE KAHATH IIJITHA3EM H
BepanamMi, B 4 % OUrokcHR).

pyvea corememegua mepanus

B KIHHAYHATE NPOYIBAHHA THKArpenop ¢ npunarad enHospeMeHHO ¢ ACK, uHxHOHTOpH Ha
NMpOTOHHATA MOMIIa, CTaTHHH, GeTa-6okepn, HEXAOHTOPA Ha AHIHOTEA3HH-KOHBEPTHPAIIMSA CHIHM
(ACE) u anrnotersuH II penerrropam OnokepH, BeoOXoAMMH 33 TeICHHE Ha ChITHTCTBALIH
3a00/1ABaAHMA 33 TRITET NIEPHO, 8 CHINO M XCAAPHH, HHCKOMOJIEKYJICH XellapHH # HHTPABEHO3HH
maxuburopu Ha GpllIb/Illa 32 kpaTko Bpeme (Bx. Toaxa 5.1). He ca RammaHH NAHHA 33 HabmonaBaHd
KIHHKIHO 3HATHMHA HEXENaHH B3anMoneHCTBAA NMpH yrnoTpeba Ha Te3H JIeKapCcTBEHH MPOAYKTH,

EnHOBPEMEHHOTO NPUIOKEHHE Ha TUKArpeNop ¢ XenapHuH, EHOKCHIapUH WM NE3MOIIPECHH HAMA
edekT BHPXY aKTHBHPAHOTO NapluHatHo TpoMOoriacTiHOBO BpeMe (aPTT), akTHBHPaHOTO BpeMe Ha
cecappane (ACT) wnm mcneasannsTa Ha gakTop Xa. Bee nak, nopaiy NOTEHIAAIHATE
dapMakoIHHAMAYHA B3aAMOAEHCTBHSA, CIROBPEMEHHOTO NMPAIOKEHHE HA THKArpEop ¢ JCKapCTBCHH
POOYKTH, 338 KOMTO € H3BECTHO, Y€ IIPOMEHAT XeMOCTasaTa, TpAbBa Aa ¢e HIBbPINBA ¢ NOBHILCHO
BHAMAHHE.

[MTopanu chobmenns 3a abHOPMHO K0kHO KbpBeHe ¢ SSRI (Hanp. napokceTHH, cep1p A
IIMTANIONpPaM ), Mpenophisa ce BHUManue, xorato SSRI ce npunarar ¢ Tuxarpenop, ol DB 3. G,
MO>X€ J1a IIOBHIIN PHCKA OT KbPBEHE. ‘ -

LA




4.6 DepTHAATET, OPEMEHHOCT H KhbpMene

JcHE ¢ feTepOIeH NOTEHIHAT

enH ¢ meTepoieH NOTeHIMAT TPAOBA O3 N3TIOM3BAT S()EKTHBHA KOHTPALENTHBHA MEPKH, 3a
m36erHar 3abpeMeHaBaHe M0 BpeMe Ha JIEMEHHE C THKarpesop.

bpeMeHHOCT
HsMa wim BMa OrpaHAYEHO KOIMYECTBO JaHHH 3a ynoTpebarTa Ha THKarpesiop npa OpeMeHHH KEHH.

ITpoyuBaHMATa NpH XXABOTHH [I0KA3BaT PEITPOAYKTHBHA TOKCHIHOCT (BXK. TO9Ka 5.3).
Trxarpenop He ce MpeTnopsYBa Mo BpeMe Ha HpeMeRHOCT.

KnpMmene
Hammunnre ¢gapMakomHaMHIHA/ TOKCAKONOIHYHH JARHH TNPH XKHUBOTHHA NOKA3BAT CKCKPELIHA Ha

THKArpenop 1 aKkTHBHAA My MeTtabonnt B MiskoTo (Bx. TouKa 5.3). He Moxke fa ce H3IK/TIOTH PHCK IIPH
HOBOpOXeHH/KbpMadeTa. Tpa0bpa Na ce B3eMe PeImeHAe JATH Aa e CIIpe KbPMEHEeTO, HITH J1a Ce
IpeKpaTH/Ia He ce [TPHJIAra TePallHA ¢ THKArpeaop, KaTo c€ B3eMe NpeIBu 0/13aTa OT KbPMEHETO 38
ASTETO H IION34Ta OT TEpanuaTa 3a kKeHata.

DePTRIHTET
Taxarpenop He Oka3Ba BITHAHKE BEPXY MBXKHA M XeHCKAA (PepTHAATET IIPH XABOTHH (BXK.
TO4YKa 5.3).

4.7 Edextn pppxy cnocofuocTTa 32 modupane B pabora ¢c MABEA

Tuxarpenop He NORMMABA WIN NMOBMABA NpeHebpexxuMo crnocobunocTTa 38 WwodHpaHe H paboTa c
mammHA. [To BpeMe Ha jieueHne ¢ THKArpenop ce crobillaBa 3amaiisave H oOnpkeane. Crie10BaTeINHO,
MAIIHEHTH, KONTO 110JTyYaT T3 CHAMITTOMH TpA0Ba 1a ca Mpeana3nMBH AOKATO MOPHpAT KN paboTAT
C MAIAHH.

4.8 Hexenan NexapcTheHH PpeakmuH

Pesiome Ha npogyuna Ha GesopacHocT

IMpodmrsT HA 6€30NMACHOCT HA THKAIrPENop € OllCHABAH B ABE rojieMH KITMHAYHE H3NMTBAHMA da3a 3
nmo otHomenne Ha m3xona (PLATO n PEGASUS), sxmogeamu nosede ot 39 000 manuenTH (BX.
Touka 3.1).

B PLATO, rpu nauMeHTUTe Ha THKArpeaop HMa NMo-BHCOKA YE€CTOTa Ha ITPEYCTAHOBABAaHE Ha
TEPANAATA NOPAIM HeXENAHW CRONTHA, B cpaBHEHME ¢ Kiormanorpen (7,4 % cnpsamo 5,4 %). B
PEGASUS nanweRTHTE, TEKYBaHH C THKArpeJiop, AMaT Mo-BHCOKA 9€cTOTa Ha MpeyCTAHOBABAHE Ha
TEpAMAATa NOPaIH HeXKeNaHu CHOUTHA B CPaBHEHHE C rpynara Ha Tepanus camo ¢ ASA (16,1 % 3a
TrKarpenocp 60 mg c ASA cnpamo 8,5 % 3a Tepanms camo ¢ ASA). Hali-uecTo choOlaBaHHTe
He)KeJIAHH peakiiy [IPH NalMEHTHTE, JIEKYBAHH C THKArpeaop, ca KbpBeHe M AucnHed (BX. Todka 4.4),

TabmAden CIACHK HA HEXGIAHWTE DEAKIINK
[IpencraBennTe MO-AONY HEXEJIAHA PeakIIHH ca AACHTH(PHIHpaHK B MPOYYBAHHATA HIIH Ca ChOOMICHH
MpPH MOCT-MAPKETHHTOB OIMAT ¢ THXKarpenop (Tabnmma 1).

Hexenanure peaxuynn ca m3dpoenn no cucreMo-opraleH knac (COK) no MedDRA. B pamkuTte Ha
Bcexn COK mexenanwre ICKapCTBEHH peakiHH ca K30poeHn 1o decTota. KaTeropumre no gectoTa ce

nedHHHPAT N0 CICHHATA KOHBEHLAA: MHOTO YectH (> 1/10), yectn (= 1/100 no < 1/10), HewecTH

(= 1/1 000 no < 1/100), penxu (= 1/10 000 xo < 1/1 000), Mroro peaku (< 1/10 000), c renssecTHa
yecToTa (0T HA/IMYHWTE JAaHHH HE MOXe 0a Obae HalpaBeHa OLICHKA).




_Ta6auna 1 — Hexxera#n peakini 10 9€CTOTA B cHcTeMo-opranen kiac (COK)

COK

Heonaazmu —
oobpoxauecmeeny,
30KAYecmaenu u

Heonpedeneru (K.
KUCMY 1 haaunty)

MBoro secTn

Yeern

Hegectn

C HeH3BeCTHS
qJecToTa

' K‘LPEHB OT TYMOp®

——

Hapywenus na
Kpbema u AuMgpHama

| cucmema

| KpBBTA

KopeeRe,
CBBP34HO ¢

HapyileHHd Ha

6

Hapywenus na
UMYHHAMA CUCEMA

]

Hapywenus na
MemabomiaMa u

| xpanenemo

XHIICpYpHKEMHAH

r

Hewcuunu I
H HUR

Hapywenus na
HepeHama cucmemda

. I

[Noparpa/Tlonarpose
H apTpHT

e ——_—

. CBpPBLXIYBCTBHATEIIHOC

T, BKIO9YHTETHO
aHIHoeIeM”

| O6npxsane

TpombGoTiTHa
TPOMOOIMTONCHUIHA
myprypa®

Bauaﬁna;e,
CuHkon,
[ 1aBobonne

| Bmpeqepe_nerﬂ

KPBLROMITHB™

Hapywenus na
ouume

M —

Hapywernun na

| yxomo u nablipurnma
CvpOeunu
| Hapywienus

'Bep'rm'o

Kp'h_nomn B OKOTO"

' KphBOH3NHB B yXOTO

| Cvoosu Hapyuerur \

Xm_mm

_ Omox®

BpampaparMmn, AV-

]

Pecnupamopru,
| ZPYOHU U

MECUACMUHITHY

HnacnHes

| HAPYUWIEHUR
Cmomauino-upeeti

HapyWeHun

KspBeHe oT

pecIApaTopHAaTa
cHCTeMA®

I Hap_m_ueum Ha
Koocama u

_ nooOKoJCHama mukan_ |

Huapud, ['agene,
crencHd, 3anex
IHoaxoxHo WIH

CroMaOmo-1IpeBeH
KPbBOHNIMB™,

Perponepuroneanex
KPbBOH3IMB

IEePMAJIHO KbpBeHRe’,
O6pHuB, CupOex

Hapywenun na
MYCKYAHRO~
ckeremrama
cucmema u

CoeUHUIMEARamMa
nreKaH |

Hapywienua na
6vbpeyume u
| nuxounume nvmuya

. KnpaeHe o1

il

|

MycKyJIHO KbpBEHE®

MUKOYHHTE ITHTHINA"

Hapywenus na
8bINPOUISCOIINEAHA

ma cucmemMa u

| zepdama
Hacheosanus

—

IToBumeH

KPCAaTHHHH B KPBBTa' |

N —

KspBeHe OT

penpoNyKTHBHATA
CAcCTEMAa"
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Hapanasanus,
OMpaeAKUR U
YCRONCHEHUSR,

SLIHUKHAIU 8
pesyamam Ha

Kp®BOHTHB Clieq

npouenypa,

TpasMaTHIHO

KBpBEHE"

unmepeeHyuu
} HATIp. KBPBCHE OT Pak HA (INKOIHKS MEXYP, PAK HA CTO
S manp. MoBMIMCRa TCHACHAIAA KbM HACHAABAHC, CIIOHTARCH XCMATOM, XEMOpArHTIHa JIHATC38

* UaerTHdmipapasa B NOCTMAPKETHHTOB ONAT

uax_a, pak Ha ae6e10T0 qci:m

"YecroThre ca nonyacHn ot Jaboparopam HabmoneHna (JInkodEa KMCceARA NOBRINCHA > FOPHATA MHAHHIIA HAa HOpMATa
CTIPAMO M3XOARO HABO NOA WIHA B pedepeHTHATE rpaEnnA. Kpearaaun nosamer > 50 % cnpamo m3Xo AHO HEBO.), 4 HE ©
npAGIA3ATCIRS 9¢CToTa HA CHoOImARaHe HA HeXENaHH CHOATRA.
A HaTIp. XOHIOHKTHBA/IHO, PCTHHHO, BETPCOTHO KhpPBCHC

¢ Hanp. SNHCTAKCHC, XCMOTTH3a
* HANp. XEPBCHE OT BERIHTE, KPLBOW3MHAB OT PEKTYMa, XPhBOHIIHE OT CTOMAIIHA A3Ba
? HANp. EKXAMO0348, KOXCH KPLBOH3NHE, [NETCXHA

* Hamp. XeMAPTPO3A, MYCKYIICH KPBBOMAIIHE
% Hanp. XeMaTypuN, XCMODATHEEH [IACTHT

* Hanp. BArAHAACH KPLBOHI/THE, XCMATOCTIEPMEX, NOCTMEHONAY 3ANCH KPEBOASIHAB
" ganp, KOHTY3AA, TPABMATHICH XCNATOM, TPABMATHYCH XPHBOHIHR

M T.e.. CIIOHTAHHO, CBEP3aHO C HAHTCPBCHIAL HIH TPaBMaTHYHA HHTPAKDAHHATHA XCMOParun

Onncannre Ha A30pPaHA HEXCITAAN PCAKIIAA

Kvpeene

Haxoodxu c kvpeene 8 PLATO

IIanocTHHTE pe3y.ITaTH 38 9eCcToTaTa Ha KbpBeHe B mpoyaBaneTo PLATO ca nokaszanu B Tabmmna 2.

Tabanna 2 — AEann3 Ha o6mMATE CHLOATHEA ¢ KbpBeHe, A3UACAenns N0 Kaplan-Meier na

12-ta mecen (PLATO)
| Trxarpenop | Knommgorpen '|
90 mg N=9 186
L AB& IbHTH p-croll
XHEBRO HOCT
_ N=9 235
O6mo 3HagATENHH oT PLATO 11,6 11,2 ] 0,4336
DaranHu/knpoTo3acTpamasamy or PLATO
5,8 5,8 0,6988
| 3paumTenEm oT PLATO, HecBBLp3aHH C i 4,5 3.8 0,0264
CABG
| 3mawnrennm o PLATO, HecBHp3aHH C 3,1 23 0,0058
| MHTEPBEHIMH _ _ _ [ _
| KoMmOnnupanu o6mo 3naurTeNnHu + 16,1 14,6 0,0084
Ae3HaTHTeHN oT PLATO
ﬁcmpaaﬂu C WHTEPBEHIMH 3HAYHATEIIRN + 3,9 43 | < 0,000
| Heanaumresn o PLATO | |
3nawnrenn no TIMI . 79 INi 0,5669 |
| 3raguTe/Hn + He3HAYATENHA no TIMI | 114 10,9 _I- 0,3272

HAepNERONE Ba KATETOPANTE KLPBERE:
3aaunTeH0 GATATHOKEROTOIACTPAINABAING KLpBeHe: KITHAYRO MIPOSBCHO ¢ NOHIKABAHES HA XeMornobrHa ¢ > 50 g/l

KA ¢ [IPETHBAHE Ha 2> 4 CARA CPHTPOIMTHA MAca; M (aTalHO; AN HHTPaXpaHAATHO, AUTH AHTPANCPAKAPIRO CHC ChPACIHA
TAMOOHRALR, HIR ¢ XHIOBO/ICMAYEH INOK, HIH TEXERA XBENOTOHRR, HIUCKBAINA NPCCOPH; AMH XHPYPrAYHa HHTCPRCHIMA.
3aaqETeRO APYT0: KNIMHAYRO DpOABCHO C TORFOKABRARC HA XeMornobuna ¢ 30-50 g/l wim npepmnane ma 2-3 caxa

CPRTPOIHTHA MACA; HIH SHATHTCITHO WHRATHANINPAIND.
HeapaurTenno Kapicae: Hauckra MEIHIACKA HAMECA, 38 CIIPHPARC HIH JICKYBAHE HA KEPBSHETO.

3naamreano kapiene no TIMI: Kimarano nposecHO ¢ NORKABAAC HA XeMornoOnna ¢ > 50 g/l wm ¢ aATp

XCMODENAA.
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HeanagaTeano xnppene no TIMI: Kimennano nposscHO © NoHMxapaRe Ha xemornobraa ¢ 30-50 g/l
*p-cTONBOCT, HITACHICHY OT MOC/ Ha MPONOPUROHATHHTE pHCKoBe HA CoX, KATO IPyTiaTa Ha ICYCHAC € COHHCTREHATA
CKCTLNAHATOPHA NPOMCH/IHES

Trakarpenop u KJIONHAPOTe HE C€ PA3NHYABAT MO OTHOMICHHE HA YECTOTHTE HA 3HAYHMTEIIHO
¢daranmHo/NKHMBOTO3acTpamasamo kepeeHe B PLATOQ, spagnarenro xepaene obmo 8 PLATO, macasRo

xnpeeHe o TIMI win cnabo xbppeere no TIMI (Tabnana 2). O6aue, nossara Ha koMOHHAPaHO
SHAYUTENHO+He3HaYATENHO KhpBeHe B PLATO e noseue ¢ THKarpenop, B CpaBHEHHUE C KIIOTUAOTPerL.
Manko nammerTs B PLATO mMar daramm xpesomsmmsi: 20 (0,2 %) 3a tukarpesnop 1 23 (0,3 %) 3a
Krormnorpen (Bx. Touka 4.4).

Bp3pacT, 1o, TENEecHo Terno, paca, reorpadck paion, ChbIrbTCTBAlA 3a00/1ABAHNA, CHITHTCTBAIIA
Tepanmmsa H aHaMHe3a, BKTIOMHTETHO NpeAXoAeH HHCYIIT WIH TPaH3HTOPHA ACXEMHYTHA aTaka, He ca
MPEIAKTOPH XaKTO 3a 00IM0TOo, TaKa K 32 HECBBP3aHOTO ¢ HHTEPBEHIIHH 3HAYHTENHO KEPREHE 10
PLATO. Ilo Ta3n npudnHa, He € AACHTAPHLAPaHA KOHKPETHA PHCKOBA IrpyIa 3a XoHTo | Aa ¢ MOJTUII
KhpBEHE.

Cepp3ano ¢ CABG xwpBere:

B PLATO 42 % ot 1584-1e natenty (12 % oT kOXOpTaTa) C HAIIPaBEH KOPOHAPHO-apTEpHasieH
6alinac (CABG) ca nonyaunn PLATO 3naganTenHo araino/KMBOTO3ACTpAIlABAINO KbpBeHe 6e3
pa3iAKa MEXOY TepaleBTHIHHTE rpynn. ParaliHo KepBeHE, CBEp3aHo ¢ CABG, ce nogessa mpu

6 MaIMEeRTH BBB BCAKA OT TEPANIEBTHIHNATE Ipyn (Bx. Touka 4.4).

Hecrrp3ato ¢ CABG KbpBeHe H HECBBP3aHO C AHTEPBEHLNH KbPBEHE:

Hsva paznaka MeXXIy THKArpenop H KIONAZorpe no oTHoMmeHne Ha HecBhp3aaute ¢ CABG
TeXKH/KABOTO34CTPAIIARAINA KPBBOHAIMBH No AeduHHIMA Ha npoyasaHeTo PLATO, Ho
3HAYMTENTHHATE 00mo, 3HaYHTeTHH no TIMI # aHaunTenHu+He3Ha9uTeNnHH 1o TIMI kppBOHANMBH, NO
nebununaa Ha npoy4yeaHeTo PLATO, ca nmo-yecty npu THKarpesop. CrIno Taxa, ako ce H3KIo9aT
BCHYKH CBBP3aHH C MHTEPBECHIIHH KPHBOM3ITHBH, [TOBCYE KPbBOM3IIARA ce Hal/monasar IpH
THKATpeJIop, OTKONKOTO NpH Klomrporpen (Tabmna 2). IIpexpaTasare H2 neaeHHETO Nopann
HECRBP3aHN C HHTEPBEHIMA KPbBOHIIMBH € NO-YECTO ¢ THKArpenop (2,9 %), 0TKONKOTO ¢
xnonaporpen (1,2 %; p<0,001).

WHTpakpaRvalHa XEMOpPAIrns:

WnRTpakpaHHATHATE KPLBOH3JIMBH, HECBBP3aHH C HHTEPBEHLIHM, Ca NI0BEYe NPH MPIIOKEHHE Ha
THKarpenop (n=27 kpbBousnuea npx 26 naunedrd, 0,3 %), 0OTKONKOTO ¢ KNONKHAOrpe

(n=14 xpeBonanuea, 0,2 %), ot KOHTO 11 KPEBOM3HMEBA ¢ TRKATPENOp K 1 ¢ KIOMHUAOOTPEN ca GaTayIHu.
Hama pasmuxa B o6mma Opoit cimydan Ha daTamio KbpBeHE.

Haxooxu ¢ xvpeene 6 PEGASUS
[[wnocTHHTE pe3y/ITATH 38 4eCTOTaTa Ha KbpeeHe B MpoydBaneTo PEGASUS ca nokazanu B
Tabnmua 3.

Tabamna 3 — Asanms ga ofmeTe cLOETES ¢ KbpBene, M3ancAenaEs 1o Kaplan-Meier aa
36-tr mecen (PEGASUS)

Taxarpeaop 60 mg xpa [ Camo ASA
ILTH AHEBHO + ASA N=6 996
I N=6 958
Koegnnment
Kpaian Touxs 3a OesonacHocT KM % Ha pHECKA KM % p-croilinecr
_ 1 (5% CH | |
‘ KaTemEml HA nEnane, onpeneaenn or TIMI
2,3 2,32 1,1
3Haunrenso ( T1TMI) (1,68, 321)
| 0,3 1,00 | 0,3
DararHo 044,227 |
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- T 06 [ 133 0,5 03130
I Bk (0,77,2,31) )
1,6 3,61 0.5 < 0,0001
' Hpyro 3naunrenso (TIMI) (2,31, 5,65)
3HAYHATENHO WIH Re3HAYUTEIIHO 34 r 2.54 14 < (,0001
(TIMI) (1,93,3,35) | _
IHAYATENHO WIH HE3RAYHTEIHO, KK 16,6 2,64 7,0 < 0,0001
H3ACKBAMO MESOUIMHCKA HaMeca (2,35, 2,97)
| (rIvD)
KaTeropan Ba knpBene, onpeneiend B PLATO
35 2,57 1,4 < (,0001
BHE‘IHTBJI_EO_ (PLATO) ] (1,95, 3,37) |
@ o/ 2.4 2,38 1,1 < 0,0001
aTAJTHO/ *KHMBOTO3aCTpAIIaBAIIO0 o (1,73,326) |
Hpyro suagutermo (PLATO) 1,1 (1’9?;,?;’33) | 0,3 | < 0,0001
| 3HaTHTeNHO HITH He3HATHTEIHO -13,2 2,71 6,2 < iIJ,.{)(}lil_l_mr
| (PLATO) o (2,40, 3,08) | -

JepRREIEA HA KATCMOPREATA Ha KLPBEHE!

Inaantenno (TIMI): $aramro xupeere HJIH ncaxo srTpedcpenBo xppeere, NJIH wmaaHMHO BRIMMHA OPHIHAIN Ha
KPLBOH3IMB, CELP3aH ¢ NOHIKaBaHe Ha xemornobuna (Hgb) ot > 50 g/l, mnn nompkecHne Ha xematokpaTa (Het) ot 15 %,
Koraro maicsa croffaoct Ha Hgb.

$aranno: CLONTHE ¢ KBPBCHE, KOCTO AMPEKTHO € JOBENO A0 CMBPT B PAMKHTC Ha 7 IHH.

BYK: BrrpeucpeneH KphBROHIIAE.

Jpyro smausrenno (TIMI): Heparanro re-BUK 3navarenno xbpacHe (TIMI).

Heanagnrenno (TIMI): Kimaangro sugaMo ¢ NOHAACHRE HA XeMornoOmua ot 30-50 g/l

Himcxknamo Meanaunacka asMeca (TIMI): Hapcxeamo srTepbermimas HJIH sogemo a0 xocrmaramasaays, MM ranaramo
ONCHKA.

JuauuTenH0 paTanno/xapoTozacTpaimasaino (PLATO): ®atamno kepsere NIH scaxo spTpedepenHo keprene, LI
HHTPANCPHEEAPAMANTHO ChC ChpAeyHa TaMnoHaga, HJTH ¢ xamoBosieMAYeH 0K KR TCAXKA XHMIOTOHHA, HANATAINA
IPAIOESCHIESTO Ha MPECOPHH/HHOTPOHM cpelicTea wm oncpaiias, HJTH xmmupino saguMo ¢ > 50 g/l IOAMKCHAC HA
xeMoTnoOHHA FUTH NPCIITH 2> 4 CANAAIT YCPBCHA KPHRRH KIIETKH.

InsanTeane Apyro (PLATO): 3naunuo mupammgmsapamo WIH xmumirino paauMo ¢ 30-50 g/l noHmxcHAC Ha
xemornobana, HTH npensTh 2-3 eqHARIH SCPRCHE KPBBHA KIICTKH.

Hesnaumreaso (PLATO): Minckea MeaiiAHCKa HHTEPBEHIEA 32 CIHPAHE WIH JICYCHHC Ha KBPBCHCTO.

B PEGASUS 3naunrtesniHoro kppsene (TIMI) npu Tukarpenop 60 mg nsa meTH AHEBHO € NMO-CHITHO
OTKOJKOTO IIpH JleueHHe camo ¢ ASA. He e Habimonaran NosyilieH puck 0oT (aTaTHO KbPBEHE H Ce
YCTaHOBABA CaM0 HE3HAYHTEIIHO NOBHIIICHUE Ha BETPEYEPEITHHATE KPLBOAIINBH B CPABHEHHE C
TepannaTa caMo ¢ ASA. Uma manko cbutna Ha ¢aTanHo KspBeHe B MpoyusaHeTo, 11 (0,3 %) 3a
tHKarpesiop 60 mg n 12 (0,3 %) 3a repannusra camo ¢ ASA. Habmonasanuat NOBHIIEH PHCK OT

3HAYHATENHO KppBeHe ( TIMI) ¢ Tmkarpenop 60 mg ce TbmkH NMPpEeAMMHO Ha M0-BACOKATA 9€CTOTA HA
apyTro sHagurTeHo kbpeere (TIMI), ceup3ano cbe cebHTHS B cToMammHo-9pesAmA COK.

IloBHIIIeHa 9ecTOTa HAa CHOUTHA C KbpBEHE, NMOAO0OHM Ha 3Ha9NTENHO KbpBene (TIMI), e Habmonapana
B KATETOPHATE 3HATHTEIHO WH HesHaunTeTHO KbpBeHe (TIMI) n sHagwurento (PLATO) ¢
3HAYATCITHO WK HesHauATeTHO KbpBeHe (PLATO) (Bx. Tabmuma 3). IIpeycranossasanero Ha
JIEYCHUETO NOpay KBPEEHE € 110-UeCTO B rpynaTa Ha THKarpesiop 60 mg B cpaBHEeHHE ¢ IpyIaTa Ha
TepanuaTa caMo ¢ ASA (ceorBeTHO 6,2 % 1 1,5 %). IloBeueTo oT Te3n ciydan Ha KBPBEHE C4 C I10-
MAaJIKa TexecT (KNacHPHIIHpaHH KaTo M3NCKBAIM MeqALMHCKa HaMeca (TIMI)), Hanp. emucTrakcuc,
HACHHABAHC ¥ XEMATOMM.

[MpodrrbT Ha KbpBEeHE HA THKArpenop 60 mg e cXoaeH B MHOXECTBOTO NpeiBapUTENIHO OTIPEACNEHH
noarpyn# (Hanp. 1o Be3pacT, NOJM, TErNO, paca, reorpa@Ccki perioH, ChITbTCTBAIIM 3300M9BAHNA,
CHITHTCTBAINA TEPANHi B MeHIIMHCKA aHAMHE38) IIpH CHhORTHA Ha 3HAYATETHO KhpreHe (TIMI),
3HauHTeHO WK He3naarTeano ( TIMI) n 3ragrtenno kepBene (PLATO).

B1TpeuepenrHo KspBeHe: W0 0 ™

AR, J.?!::.
Cnonrraaan BUK ce cho6manar ¢ mogobHa 9ecToTa 3a THRarpenop 60 mg # Teparms camo _ /;;f-, “----‘\--':’f
(n=13, 0,2 % B nsere rpymm Ha nevernre). Habmonasa ce HE3HAYMTENTHO MOBHINCHHE Ha : / ol
1 Jf‘;{h‘:: ; ke
Sem ; 'f',‘ }
13 A
1'. P "5- -'r-__,_.-,-E_._.- :
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CBBLP3aHO C TPaBMa H IpoueIypH MpH NedeHue ¢ THkarpenop 60 mg, (n=135, 0,2 %) B cpaBHeHne ¢
TeparmaaTa camo ¢ ASA (n=10, 0,1 %). Cro6inenn ca 6 paTamm BUK ¢ Trxarpenop 60 mg u

5 ¢aramnu BUK c Tepanns camo ¢ ASA, YecToTara Ha BTpeiepenHO KbPBEHE € HUCKa B BETE rpynu
Ha JIedcHHe, KATO C& AMa TPEABA]l 3HAYNTETHHTE ChIBTCTRANIM 3aboyasannd B CC pHCKOBH QakTopH

B IPOYIBAHATA IOy AN,

Hucnnes

Jircnues, yceInaHe 3a 3a0yX, ce Ch00Imana 0T MAUHEHTHTE NeKyBanH ¢ Trkarpenop. B PLATO,
ofeAHHEHHTE KaTO JNCIIHEA HeXEIaH! JIeKapCcTBeHH ChOMTUA (IUCNHes, ANCITHEA B NOKOH, TUCTIHEA
TNpHA YCHIIHE, NAPOKC3MAJTHA HOMHE JHCITHEA H HOIHA JHCIHEA) ce chobmasaT or 13,8 % or
NailHeHTHTE, JIEKYBAHH C THKArpenop, u 3a 7,8 % oT nalueHTyTe, 1eKyBaHH ¢ xionugorpen. Ilpu

2,2 % OT MALMERTATE, NPACMAIIH THKArpenop, i npu 0,6 % oT naMenTATE, MpAeMALE| KIOTTHAOTpe,
B npoy4yBaHeTo PLATO wn3cnenoBarennre c4HTAT, 9€ AUCTIHEATA € NPHIHHHO CEEP3aHa C IEYCHHETO U
6posT Ha cepro3HETE Ccirydan e Marsk (0,14 % Tukarpenop; 0,02 % xnomazorpen) (Bx. Touka 4.4),
Hati-uecTo cpo0INABAHATE CHMITTOMHE Ha AUCITHEA Ca JICKH 10 YMEpeHH N0 HATEH3HTET H MOBEYETO CE
CcHOOIMABAT KaT0 SAHAMIEH eMU30 paHo Cle 3all0TRaHe HA TepaITAdTA.

B cpasHeHWe ¢ xnommaorpen, namueRTHTe ¢ acTMa/XObb, nexysany ¢ THKarpenop, MoXe 1a AMaT
NOBHINEH PHUCK OT NOJTyYaBaHe Ha HecepnoiHa pucnHes (3,29 % Tukarpenop cnpamo 0,33 %
wionnporpen) 4 ceprosna qucmaes (0,38 % Takarpenop cnpsmo 0,00 % xwiomenorpen). B abcomoThn
CTOMHOCTH TO3H PHCK € T10-BHCOK OTKOJIKOTO B IBUTOCTHATA nonmynauma Ha PLATO. Tukarpenop
TpADBA [1a Ce MpHiara ¢ IOBWIIEHO BHAMAHNE TIPH MallHEHTH ¢ aHaMHe3a 3a acrMa i/ma XObb (Bx.
TouKa 4.4).

Oxono 30 % ot enM3oanTe 0T3RY4YaBaT B pamkute Ha 7 gHi. PLATO Bxmovusa NaiMeHTH, KOHTO Ha
M3XOTHO KABO HMAT 3acCTOMHA ChpAcYHA HeAoCcTaTsIHOCT, XObb Am acTMa; Te3H ManHeHTH U
NaLHEHTHTE B CTAPUECKa BL3PacT e N0-BepoATHO ha ChoOmMARAT IUCIREA. 3a THKarpenop, 0,9 % ot
T2IREHTHTE NPEKbCBAT NPHIAraHeTO Ha [IPOYYBAHOTO AKTHBHO BEIIECTBO ITIOPANH JHCIIHEA, CIIPAMO
0,1 % ot Te3u, mpuemannu knonrrorpen. [lo-BHCOKATA Y€CTOTA Ha JUCITHES C THKATPEIOp HE Ce
acCOI[HHpPA C HOBA MOABA HIIY BIOMIABAHE HA CHPACYHO Wix Oenonpobro 3abosnssane (BX. ToTKka 4.4).
Tuxarpenop He noBnHABa OenoapobauTe PyHKUHOHAIHH TECTOBE.

B PEGASUS nucnses ce chobmara npe 14,2 % OT nauueHTUTe, NpueMainy Tuxarpenop 60 mg asa
ITHTH JHEBHO, H TIipH 5,5 % oT nammerTHTe, MipueManmy camo ASA. Kaxto B PLATO, nosevero cnyqan
HA CHOOINEHA AKCIIHES Ca JIEKM JI0 YMEPEHH N0 HHTCH3NTET (BXK. To4ka 4.4). IlaimenTuTe, KOHTO
chOOMmAaBaT AUCIHEN ca 6WIH MpeIHMHO NO-Bb3PacTHH M NMo-decTo ca mMamm qacirest, XObb win
acTMa Ha H3XOAHO HHBO.

HacneQaanun

Tlosnmenne Ha MukogHaTa KucenyHa: B PLATO e otdeTeHo nNoBRIIAas2Ae Ha CCPYMHAATA MHKOYHA
KHCENIHHA 10 CTOMHOCTH, HAIBHIDABALIN FropHaTa rpaHHLA Ha HopMmata, NpH 22 % oT noydasaliiiTe
THKATPEIIOP MaAeATH, ciipamMo 13 % oT nonydaBampTe KIOMHAOrpen NanueHTH, ChOoTBETHHTE
croirocTH B PEGASUS ca choteeTHO 9,1 %, 8,8 % 1 5,5 % 332 TRKArpenop 90 mg, 60 mg n mnanebo.
CpenHaTa cepyMHa NMKOYHA KHCEIMAA ¢ noBumasa ¢ 6:mm30 15 % npr npwiokeHHe Ha THKarpeop,
B CpaBHEHWe ¢ nprOnu3ATenHO 7,5 % npM NpUIoKeHNe Ha KICNHAOTpeT, a ClIe/l CIHpaHe Ha
JIEdCHHETO CE NOHMKaBa NMpHOmI3uTeNHO Jo 7 % IpH NpANOXKEHAE HA THKATPENIOp, AOKATO NpH
Kiomanorpen He ce Rabmonasa craa. B PEGASUS ce ycraHoBsBa 06paTHMO TIOBHINEHAE HA
CpeHHTE HMBA Ha CEPYMHA MHKOYHa KUcemHa oT 6,3 % u 5,6 % cboTBETHO 38 THKarpenop 90 mg u
60 mg B cpaBHenne ¢ 1,5 % noHwkenue B rpynara ¢ wanefo. B PLATO yecTtoTara Ha noaarposeH
aptpnt ¢ 0,2 % 3a Txarpenop cnpsimo 0,1 % 3a knonraorpen. ChOTBETHTE CTONHOCTH 32
noparpa/nonarposex apTpat B PEGASUS ca 1,6 %, 1,5 % 4 1,1 % cpoTtBeTHO 33 THXArpesnop 90 mg,
60 mg # mnauebo.

ST
Cro6mapaHe A NOJIOINPANT HeKEIHY DCAKLIHI R LT
Crpo6IaBadeTo Ha NMOA03NPAHH HEKETaHH PEAKIMH Cliel paspemaBane 3a ynotpeba Ha T @; "‘fb
MpOAYKT € Baxkro. ToBa N0350NABA fa MPOABIDKH HAGIOAEHACTO Ha CHOTHOINEHHETO NGMIA/pACK 3a>" >+ = .}
NIeKapCTBEHKA MPOAYKT. OT MeAHLAHCKHUTE CIISIIHANIMCTH Ce H3HCKBA a ChOOIABAT BC 37
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4.9 Iipeaosupame

Tuxarpenop ce moHacs foOpe npH eHOKpaTHA No3n A0 900 mg. 'acTpo-HATECTHHATHATA
TOKCHYHOCT ¢ 6HNa 1030-TMMHTHPaAa B €0HO MPOYIBaHe C eJHOKPATHA HapacTRalma no3a. Jlpyru
KJIHHATHO 3HAYAMH HEXXETAaHH PEakilii, KOMTO MOTaT /Ia ce IIPOABAT NPH NPEI03HPaHEe BKIIIOIBAT
AHUCHHEA H BEHTPHKYNAapHH nays3M (BX. Touxa 4.8).

B cnygalt Ha npeno3upaHe, MOTaT Aa Ce MpOSBAT rope CIIOMEHATHTE MOTCHIMATHA HEXEaHN
JIeKapCTBEHH peakiinH | Tpadna aa ce uMa npeasuy EKT” MorMTOpHpane.

K®M MOMEHTA HE € H3BECTEH aHTHACT HA THKATPEJIOP M THKAIPesiop He ce Aranmsnapa (BXK. Todka 5.2).
ITpu mpepo3npaHe fedeHneTo TpaOBa 1a ce MPOBEKAA B ChOTBETCTBHE C MECTHATA CTAHAAPTHA
MeTMIFHCKA NpakTHKa. O4akBaHMAT eeKT OT MPENO3UPAHE Ha THKArpEsIOp € YAR/DKeHa
MNPOMB/DKHTENHOCT Ha PACKA OT KbpBEHe, CBbp3aH ¢ TpoMbounTHOTO MHXKOHpaHe. TpancdysmiTa Ha
TpOMGOIATHA Maca € MAJIKO BEPOATHO Ia AMa KIIWHNYHA N0T32 MPH NamHEHTH C KbpBeHe (BXK.

Touka 4.4). AKo ce IOABH KBPBEHE, TpAdRBa a ce MpearpAeMaT IPyTrH NOXXOIANIH MO TLpKAIH
MEPKH.

5. @®APMAKOJIOTHMHHN CBONCTBA
5.1 DapmakoauaaMEIHN cBolCTBA

dapMakoTepancBTHIHRA rpyna: HHXHORTOpHA Ha arperairaTa Ha TPOMOOMUTHTE, C M3KINIOYEHNE Ha
xenapuf, ATC xon: BO1AC24

M et
Tuxaca ChABPXKA THKArPEIOp, ChEAMHEHHE OT KJIACA HA IHKJIONEHTHNATPRA30NONHPHMHAIBHATE
(CPTP), xoiiTo € nepopaiieH aRTarOHKCT C AMPEKTHO AelicTBHe HAa P2Y)2 penenropa, XaTo ce CBBp3Ba
C HEro CeNIeKTHRHO K 00paTHMO M nNpenoTepatasa AJ[P-Meaunpanara, 3asuceina ot P2Y;
TpoMOOLIITHA aKTHBALMA K arperanyd. THxarpenop He nNpeaoTBpaTaBa CBLp3saHeTo ¢ AJ/ID, a xoraro
ce cBup3Ba ¢ P2Y; pelienTopa, BE3NpENATCTBAE CHTHAIHATA TPAHCAYKIHA, HHAYLEpaHa ot AD. Toi
KaTo TpOMOOLMTATE YIaCTBAT B WHHIIHHPAHETO W/IITH PA3BATAETO HA TPOMOOTHIHMTE YCIIOXXKHEHHS
HA aTepOCKICpOTAUHATA G0oNecT, € AOKA3aHO, Y¢ UHXubupaHeTo HA TpoMboMTHATE (YHKLIMA
Hamansnea packa ot CC csbrrhs, kato cMepT, MM Wi HHCYITT.

Tukarpenop coOi0 yBeIUdaBa IOKATHATE CHIOTCHHHM HABA Ha aICHO3HHA Ipe3 HEXuOnpane Ha
exBIINOpHpaImua HykneosuaeH TpaHcioprep-1 (ENT-1).

JOXyMeHTHpaHO €, 4e NpH 3apaBn nuua A nauueHTH ¢ OKC, THKarpenop yBsejnvasa clieaHuTe

edeKTH, HHAYIHpaHH OT afcHO3MHA: BA3ONMWIATAIINA (H3MEPEHA Ipe3 YBEIHIABAHETO Ha KOPOHAPHHS

KPBBOTOK IIpH 3xpaBK noOposomim K nauueRTH ¢ OKC; rnasobonue), HHXAGHpaHe HA

TpoMOoATHATa GYHKIHA (B 9OBEIIKA LA KPBB in vitro) 1 aacnred. Bpb3kara Mexny -

Ha0JIONABAHATE YBEIIRIEHAA H2 ACHO3IHWH ¥ KITRAAYHATE pe3ynTaTd, obaqe (Hamnp. mﬁnnﬂfyﬂgiw ;ET\\
/ R T
LA

CMBPTHOCT), HE € KaTErOpHIHO M3ACHEHA. AR
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[Tpm nammeHTH ¢b¢ cTabunna HexemMuaaHa 6onecT Ha cbpuero (MbC), npueMamy ASA, THKarpenop
noka3sa Onp30 HACTHIBaHE Ha (hapMaKoJTOrHdeH eekT, KOATO ce JeMOHCTPHApPA OT CPEAHOTO
uHxnbrpase Ha TpoMmOoLTHATE arperaiina (UTA) okono 41 % 0,5 uaca cnen mpunoxenue Ha 180 mg
HATOBapBalla 4033 THKArpesop, ¢ MakcaMalieH edekt BupXy UTA 89 % 2-4 qaca cnen npriokeHHETO

HA f03aTa, KOHTO ce 3aappika Mexmy 2 # 8 gaca. [Ipn 90 % oT nanmenTHTe 2 9aca cien
NPHIOKEHAETO Ha A03aTa TepMHHANHOTO NHKOBO HTA ¢ > 70 %.

Kpaii na dei
Axo e nannpana CABG nponenypa, pacKsT OT KbPBEHE CEBBP3aH ¢ THKATPENop ¢ MOBHIICH B
CpPaBHEHHME ¢ KJIONHAOTPE, KOraTo TepanusiTa e MpekpaTeHa Nno-Majnko or 96 4aca npeau

[poLeayPATA.

CMiana Ha rexapemeama
ITpemuHaBaHeTO OT NleUeHHE ¢ KIonuaorpen 75 mg Ha neyeHne ¢ THkarpenop 90 mg apa IrbTH JTHEBHO

BoaM 1o abcomoTtrao nosmmasade HA UTA ¢ 26,4 %, a npeMaRaBsapeTo OT JIEYCHHE C THKAIPEROp Ha
~ NeYeHHe ¢ KIOMBIorpen Bogn 10 abcomorHo nomokasane Ha UTA ¢ 24,5 %. [laumenTrTe Morat 12
NMpeMAHABAT OT KJIONMHAOIPeN Ha THKarpenop 6e3 NpeKbCBane Ha aHTHAIPETaRTHOTO AekicTBie (BXK.

TO4Ka 4.2).

Krnaraaa ePHKacHOCT K De30macHoCT

KmuuuuHATe JaHHM 38 epHKACHOCTTa H 6€3011aCHOCTTa Ha THKArPENIOp ca NMOJTYy9eHH OT [IBe KTHHWYHH
H3IHTRAHHA (a3a 3:

o [IIpoyumanero PLATO [PLATelet Inhibition and Patient Qutcomes (TpoM6GoTHaHO HHXHOApaHe
H KJHHAYCH M3XOJ Ha MAHEeHTAa)], CPaBHEHHAE HA THKAIPENOp ¢ KIOMRIOTPEN, H ABaTa
MpWIArand B kKoMOHHAIMA ¢ ASA, 1t ApyTra CTaHAAPTHA TCpaITHi.

e [Ipoyasanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IIpeserips ¢ THkarpesnop Ha
BTOPHYHH TPOMOOTHYHY ChOHTHA NPH BUCOKOPHCKOBH NAILMEHTH C OCTH]P KOPOHAapEH
CHHApOM)], cpaBHEHHE HA THKArpenop, koMOHHEpan ¢ ASA, ¢ Tepanus caMo ¢ ASA.

Hpovugane PLATO (ocmpu kopoHapuu cuno

ITpoyusanetro PLATO exmovsa 18 624 namuerTH, KOATO ca B 24-9aCOBHA NEPHOA OT HAYANIOTO Ha
CUMNTOME H2 HecTabmnHa creHoxapnus [UA], urdapkr Ha muoxapaa 6e3 ST-enepamus [NSTEMI]
A ¢ vHapKT Ha MHOKapaa csc ST-enepanus [STEMI), 1 korTo TepBOHATANHO €A JIEKYBaHH

MEAHKaMEHTO3HO, WIH 4pe3 NIepKYTaHHa kopoHapHa nHrepBeHUEA (PCI), wm 9pe3 nocrassde Ha
CABG.

Knunuvna edhuxacrocm

Ha doHa Ha exenneBHO npuinoxkerne Ha ASA, Tukarpenop 90 mg nsa MbTH JHEBHO JEMOHCTPRApa
APEREIXOACTBO CPAMO 75 Mg AHEBHO KAONUAOrpeN No OTHOLIEHHE HA NPEBEHIINA HA CHCTABHATA
Kpaitha Touka 3a CC cmepT, MH Wwim AaHCyNT, ¢ pandka, npormmsama or CC cMepT 1 MU,
INamumentaTe nony4asaT 300 mg Harosapsamma no3a knonugorpen (Fr3MoxkHo € 600 mg, ako umart

PCI) wm 180 mg Taxarpenop.

Pesynrarst ce noasasa paHo (abcormoTHa penykiws Ha packa [APP] 0,6 % B oTHOCHTETHA peayKuus

Ha prcka {OPP] 12 % ua 30-1 ner) ¢ mocTosHeH epekT OT JIeYeHHETO N0 BpeMe Ha Lenus 12 Mecedyen

nepron, nasam ARR 1,9 % na rogura ¢ OPP 16 %. Tosa npeamonara, 9¢ € NOOX0AAMO MAHEHTATE

Oa ce JIeKyBaT ¢ THKarpenop 90 mg aBa mbTH AHEBHO 338 12 Meceua (Bxk. To9ka 4.2). Jleuenuero Ha

54 naorenTn ¢ OKC ¢ THKarpenop BMeCTo ¢ KJIOIMAROrpen NMpeaoTspardsa 1 atepoTpoMOOTHYHO

crbuTRe; NeueHnero Ha 91 nauwerTn npenotepatisa 1 CC cMupT (Bxk. @urypa 1 n Tabnmg 4 ,J‘q ” ,:'"‘ . \\

"L" } 'l-.

TepaneBTHIHHAT edeKT Ha THKArpeIop, HAOXBBPJIALI TOZH HA KJIOIHAOTPEN, H3rJIeKa qﬁéﬂ»ﬁ T _ j[z’ 2

MHOIO HOATPYTIF, BKIIOYATETHO TETJIO, 0N, aHAMHFE3a 33 3axapeH AHabeT, TpamsuTop néxe’um P
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aTakKa MJIM He-XeMOparuueH HHCYJIT, WK peBacKyJiapu3alus; Npy CbI'bTCTBALLO JIeYEHHE BKJIIOYBALLO
xenapuH, GpllIb/I1la naxubuTopn n HHXMOMTOPH HA MPOTOHHATA MoMIIa (BXK.To4Ka 4.5); npH
OKOHYATeIHATA MarHo3a Ha nokasarenHo cvoutue (STEMI, NSTEMI unun UA); 1 npu nnaHupaHus
MPU paHJIOMU3alMATA JieyeOeH noaxo (MHBa3UBEH WM MEAUKAMEHTO3EH ).

YcranoBeHo e ¢/1labo CHTHH(MKAHTHO TeparneBTHYHO B3aUMOAEHCTBHE B 3aBUCHMOCT OT PErHOHa,
Chri1acHO KoeTo KoeduumeHTsT Ha pucka (HR) 3a mbpBUYHAaTa KpaiiHa TOYKa € B 110J13a Ha
THKArpeJiop 3a OCTaHajlaTa 4acT Ha CBETa, HO € B 110/13a Ha Kionuaorpern 3a CesepHa AMepHKa, KOSITO
cbeTaBaaBa npudansutenHo 10 % or usanara npoyysaHa nomyJjiauus (p-CTOMHOCT Ha
B3anMojieiicTBrue=0,045). ExcrutopaTopHuTe aHa/IM3M TIpe/IrnoiaraT BeposiTHa Bpb3Ka C Jio3aTa Ha
ASA, kaTo ¢ yBeJiMuaBaHe Ha Jo3aTta Ha ASA ce HabmoaaBa HaMalleHa e()MKaCHOCT Ha TUKArpesnop.
XpoHudHaTa JJHeBHa /1032 ASA, KOSITO Ja ChITBTCTBA THKArpesop, TpsdBa ga 0bae 75-150 mg (Bax.
ToOuku 4.2 n 4.4).

durypa | noka3sa oyakBaHHs PUCK 3a HACTBITBAHE HA MbPBU MHUMIEHT, BK/IIOYEH B KOMOMHHpaHaTa
KpaiiHa Touka Ha e(pUKacHOCT.

@urypa 1 — AHaJIM3 HAa MTLPBHYHATA KJIAHHYHA ChCTaBHa KpaiHa Touka oTr CC embpT, MU B
uacyat (PLATO)

1a| | ——Tmarpeaop () [864/9333]
- Kaomanorpen (C) [1014/9291
12 — . - 1167%
11- i
o iy __..--—"'"'_#—'#_J =9 8B0%
o~ g . r_,_...--"""r' __’__’,4—/—’"-
L: _',--""' e
2 8- P ——
E 7 : ;JH___..-*""’ f‘/
g B - ,.J"'r/
& 5
X 4.
o3
M g
x L ———— s ——— s — —————— — ——— ——
= Z- HR 95% ClI D-CTOWHOCT
g 1 0,84 0,77.0,92 < 0,001
g | .
0 60 120 180 240 300 360
bpon 3acTpaiueHu
f 9 333 8 628 8 460 8219 6 743 5 161 4 147
C 9 291 8 521 8 362 8 124 6 650 5 096 4 047

B cpaBHEHHE ¢ KJIONMAOrpes, THKArpeaop HaMmaisiBa 4ecToTaTa Ha HACThIIBAHE HA UHUMOECHTHTE,
BJIM3AIIM B ChCTABA HAa ITbpBUYHATA ChCTABHA KpaiHa Touka — kakTo B nomynamusaTra ¢ UA/NSTEMI,
Taka ¥ B nonynaumsaTa ¢ STEMI (Tabnuua 4). Cnenosarento, Tukaca 90 mg aBa mbTH AHEBHO
3aeJHO C HUCKA J03a ASA Moxe J1a ce u3rnosi3ea npH nauueHT ¢ OKC (HecTaOWiIHa cTeHOKapaus,
muokapaeH uHdapkr 6e3 ST enepaums [NSTEMI| nnn muokapaen nudapkr cbe ST enepaums
[STEMI]); BKMHOYMTETHO TTAIIHEHTH, JIEKYBAaHU MEIMKAMEHTO3HO, W NAIIMEHTH, JIEKYBAHH C
nepkyraHHa kopoHapHa uHrepseHumsa (PCIl) wiau Oaiinac Ha koponapHa aprepusa (CABG):.
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Tabanna 4 — AHANH3 HA TLPREYHATA H BTYOPHMHETE KpallHA T09kH 32 edpaKkacHocT (PLATO)

Tuxarpesop Knonagorpea
90 mg nas 7S mg neaLx
TBETH AHEBHO anenno (% APP* OPP* (%)
(% maupenTH | NAIHCHTH CLC (Yelyr) (95 % CI) p-crolimocr
cuc cubrrne) | cLOnTHE)
N=9333  N=9291 | |
CC cmupt/MH l
(c H3kJ1. Ha 93 10,9 1,9 16 (8, 23) 0,0003
~THX” MH)
WIH HHCYIT ] 1
Hamepenune 3a 8.5 10,0 1,7 16 (6, 25) 0,0025
HHBA3WBHA
Tcpaina | 1
Hamepenne 3a 11,3 13,2 2,3 15(0.3,27) 0,0444"
JNCKAPCTBCHA
TCpannt |
CC cmupr 3,8 438 1,1 21 (9, 31) 0,0013
MH (c mk. 54 6,4 1,1 16 (5, 25) 0,0045
na , T MH)® . u
Uncyrr | 13 1,1 0,2 17 (-52, 9) 1 0,2249
Cmupr 6e3 !
3JHAYCHNC HA r
NPHIHHATA, 9,7 11,5 -| 2,1 16 (8, 23) 0,0001
MH (¢ #3k.
Ha,THX® MH)
WIH MHCYAT | | |'
CC cmbpr,
obuo MH,
macysT, CPH, 13,8 15,7 2,1 12 (5, 19 0,0006
RI, TIA, um '
| Apyra ATC* - | |
Cwvpr bea .
3HAYCHHC Ha 4,3 54 ] 1.4 22 (11, 31) 0,0003"
HHATA .
HedurwTrBHA
TpoMb03a Ha 1,2 1,7 0,6 32 (8,49 0,0123°
CTCHTa .

*APP=afcomoTHa peAyKIHA Ha pucka; OPP=oTHOCHTEIHA peOykuHA Ha pucka—( 1 -KoedrizaerT Ha pack) x 100 %,.
Orpanaremaa OPP o3Havana NOBHIMABAHE HE OTHOCHTETHHASR PHCK.

Sc maxmoneune Ha . THX " MH.

*CPH=cepHO3HA peKypeRTHR HcxeMmun; P=pexyperrha HoxeMit, THA=TparmIATOpPHA HCXeMITHA aTaka; A TC=apTepHanio
TpoMOGoTHIHO crOrTRe. O6mo MH Bxmoqsa ,, THX” MH, gaTa Ha CLORTAETO € NATATA HA HCTOBOTO YCTAHOBABAHC.

" ROMWRAHA CTONHOCT HA CHTARGHKAHTHOCT,; BCHIKH OCTAHAMH Ca QOPMATHO CTATHCTHICCKR CATHA()ARANTHA IO [Ipe-
JebHHMpARO epapXHYHO TCCTBANC.

PLATO zenemuuno noonpoyyeane
Ompenensnero Ha CYP2C19 u ABCB1 rerotuna na 10 285 naumerTe B PLATO naBa Bs3MOXKHOCT 3a
ACOLIHALHA HAa NreHOTHINHHUTE rpynH ¢ pe3ynrature oT PLATO. I1peBs3xoacTBOTO HA THKATPEIOP Hall
KJIOIAZOrpes Mo OTHOMEHRE HA peayKumuaTa Ha 3HaYHTeMH CC chOHTHA He € CHTHA(BKAHTHO
nowyasare oT CYP2C19 wm ABCB| renotina Ha naumertrTe. [logo6HO Ha LANOCTHOTO MMPOYYBaHE
PLATO, aaMa pa3iuka MexXIy THKarpeyop H KAoroxorpe fmpu obmo 3HaYuTeTHUTEe XeMOPparnIHH
urimaeHTH B PLATO, senpexu rerotrna CYP2C19 unn ABCB1. Hecsrpianoro c CABG
3HaanTeTAo XbpBeHe B PLATO ce nmoeHIaga ¢ THKarpesiop B CpaBREHHE C KIOMMHUAOTPEN ITPH
nanEenTH ¢ endH Wik noeede CYP2C19 anemm cbc 3aryba Ha QyHKIIHA, HO € CXOMHO Ha KIONMUAOTpeN
IPHA NAIHEeHTH C aien, KoWTo HAMa 3aryba Ha pyHKLRA.
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Kombunupan noxasamen 3a epuxacnocm u besonaciocm
KomOunmpanusaT nokasaren 3a edukacHocT 1 6esonacHoct (CC embpr, MU, uncynT mmm 060
SHAYWTENIHO KbpBeHe no AedurminaTa Ha PLATO) nokassa, 3¢ 1o/I3aTa OT MPWIOKESHAETO Ha

THKAIPEIop 1o OTHOEHNnE Ha ¢dMKaCHOCT B CPABHERHE C KIIOMHAOTPEST HE C& KOMNEHCHpA OT
cyqanTe Ha 3HaTATEHO KbpBeHe (APP 1.4 %, OPP 8 %, KP 0,92; p=0,0257), 12 mecena cneg OKC.

Knunwuna 6ezonacnocm

XonTepoBo DoANpoOyHBaHE:
3a a ce OlICHH HECTOTaTa Ha BEHTPUKYIaDHUTE Nay3y H JpYTH CNHM300A HA apHTMHA 110 BpEME Ha

nmpoyusasero PLATO, € ochIIecTBeHO XOMTEP-MOHATOPHUPAHE HA NOArpyNa oT ONm30

3 000 nammenTr, mpubnuspTeHo 2 000 oT KxOMTO UMaT 3ammiCcH, KakTo B ocTpaTa ¢da3a Ha OKC, Taka H
Mecell Io-KbeHO. [IhpBHYHATA NpoceNfBaHa TIPOMEHITHBA € JeCTOTaTa Ha BEHTPHKYJIAPHA NAY3H ¢
NPOARDKATETHOCT > 3 CeKYRIHW. BeHTpAKYTapHH May3d passMBaT Nopeve NaNHeHTH Ha ICYeHe C
THKarpenop (6,0 %), OTKOJIKOTO TakMBa HA JledeRne ¢ Knomugorpen (3,5 %) B ocrpata daza u
cboTBeTHO 2,2 % 1 1,6 % cnex 1 mecels (BX. To9ka 4.4). YBe/HMeHHETO HA BEHTPHKYTAPHHTE MAY3H B
octpara $asa Ha OKC e no-u3pazeHo npy MalHeATHATE Ha THKarpenop ¢ aramyesa 3a XCH (9,2 % ¢
aHamHe3a 38 XCH cipamo 5,4 % npn naimenTH O¢3 anaMie3a 3a XCH; 3a nauHeHTHTE Ha
xnormuporpen, 4,0 % npu Te3n cbe capsmo 3,6 % npa Te3n Ges anamresa sa XCH). Tasu pazmka ne
ce nposABsiBa 3a eauH Mecewt: 2,0 % cnpamo 2,1 % 3a nauHeHTATE Ha THKArPeNop, CbOTBETHO, ChC U
Ge3 anamnesa 3a XCH; v 3,8 % cnpamo 1,4 % 3a xionuporpen. Ta3n pasivka He ¢ CBBp3aHa C
HEeKCNAHA KIMHATHA NOCNEAHIHA (BKMOYHTEIIHO K TOCTaBAHE Ha NeicMeKkLp) BLB BLIPOCHATA

HONyNanus NAReHTH.

Ipoyueane PEGASUS (anamuesa 3a muoxapder ungapkm)

PEGASUS TIMI-54 e npoyusase ¢ 21 162 nauyenTn, ¢ Au3aliH 3aBHCEH OT HACTHIBALIMTE CHONTH,
PaHAOMM3IAPAHO, ABOKHOCIATIO, ITAKE60-KOHTPOIMPaRo, MEXIYHAPOARO MAOI'ONEHTPOBO NPOYYBAHE
C Mapalie/THH rPyTIH 38 OLEHKA Ha NPEBEHIMATA Ha aTepOTPOMOOTHIRA ChONTHA ¢ THKArpeop,
npAnaraH B 2 no3x (90 mg 18a IsTy AEeBHO W 60 mg ABa THTH ZHEBHO) B KOMOHHAUMA ¢ HHCKA
no3a ASA (75-150 mg), B cpaBReHHE ¢ Tepaima camo ¢ ASA NpH nanWeHTH ¢ aHaMHeaa 38 MU u
DOITHTHATETHA PACKOBH (dakTopH 3a areporpombosa.

TTauyeHTH, NOAXONAIY 38 BKIOYBAHE B MPOYYBAHETO ¢a OWIH TAKHABA Ha BH3PACT Ha HIIK Hal

50 roavuy, HaMaAS Ha aHaMBe3a 3a MU (1 go 3 roawsn npeay paHAOMH3IHPAHETO) H HATHYAE Ha
HoHe eANH OT CIeTHATE PACKOBH daKkTopH 3a aTepoTpoMbGo3a: BB3pacT > 65 roguHM, 3axapen aAuader,
HaJlarai| MeJHKaMeHTO3HO JieucHAe, BTopH npemmectsanm MU, nanau 3a MHorocsaosa HbC wim
XpoHWIHa OE0pedHa AUCOYHKIMA H3BbLH KPalHHA CTAIHMH.

IMammeHTHTe He ca OAIIH ITOAXOOANIM 38 BKIIOYBAHE B NPOYYBAHETO, KO ¢a HMAJIH ILTARNpPAaHa
ynorpeba Ha P2Y 2-peieliropeH aHTaroHHCT, JHITHPHAAMOJI, IAVIOCTa301 WIH AHTHKOAIyJIaHTHA
TEpaNA 3a NEPHOA HA IPOYYBAHETO; HAPYUICHNE, CBBP3aHO ¢ KbPBEHE HIIH aHAMHE34 38 HCXEeMHYICH
WHCYJIT WIH BhTPEYEPeTHO KbpBeHe, TYMOp Ha HEHTPANIHATA HEPBHA CHCTeMa MITH BRTpedepeITHa
ChIOBA aHOMAJIMA, NAACHTH CBC CTOMAIIHO-IPEBHC KbPBEHE Npe3 NpeiuecTEanmMTe 6 Mecela HTH

rojsMa onepauma npe3 npeamectsamure 30 gHA.
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Knunuuna egpuxacrnocm

@durypa 2 - AHAJIN3 HAa NTLPBHYHATA KJIHHHYHA ChCTaBHA KpaiiHa Touka or CC cmupT, MU 1

nacyaT (PEGASUS)
1
Tukarpenop 60 mg - - - - Mnayebo ,‘:
10 AB3 MHTH AHEBHO ol
Bpow 7045 7067 " -
9 1| naumesti coc cuburme 487 (6.9%)  578(8.2%) ®
| | KM% ra 36-Tm mecey 7.8% S 0% o
8 CroTHOWEHME Ha - v
S I | Loy ’
'ﬂ {Hazard Ratio) (95% C1) 0.84 (0.74, 0.95) i [
= 8 - P-CTOWHOCT 0.0043 -~
s
z
3
2
1 J
0 1 T T T T f j
0 120 240 360 480 600 720 840 960 1080 1200 1320
Ann cnep pangomulaumn
Bpoi nayweHTH B pUCK
Ti60 mg 7045 6948 8857 6784 6711 6357 5904 4926 3696 2055 710
Placebo 7067 6950 6842 6761 68658 6315 5878 4899 3646 2028 714

Tabauna 5 - AHaJIH3 HA NEPBHYHATA H BTOPHYHHATE KpaiiHA ToukH 32 epukacHoct (PEGASUS)

Tukarpenop 60+n;gs ina NbTH IHEBHO Caiia AR
N=7 045 N=T7 067
INaunenTn . HR | T . s
0 0
XapakTepHcTHKA ChC KM % 95%CD | cbe cuburna KM %
ChOHTHHA
[ IspBuviHa kpaitna Touka
CseraBHa ot CC 0.84
j:M'prMH 487 (6,9 %) 7.8 % (0 74* 0.95) 578 (8.2 %) 9,0 % 0,0043 (s)
MHCYJIT wai
= T 1
CC cmBpT 174 (2.5 %) 2.9 % (0 6%3;} 01) 210 (3.0 %) 34% 0.0676
MM 285(4.0%) | 45% | g op) | 3B@8% | 52% 0,0314
- s s | |
HUucynr 91 (1.3 %) 1.5 % (0 5[_};?3 98) 122 (1,7 %) 1.9 % 0.0337
Bropuyna kpaitHa Touka
CC cmnpr 174 2,5%) | 2.9% 8 2103.0%) | 3.4 % :
P | ' s (0,68, 1,01) ' *
CMBpT 110 . " 0,89 0 .
SoTEaR R T 289 (4.1 %) 4,7 % (0.76. 1,04) 326 (4,6 %) 5,2 % -

KoeduimmeHTHT Ha pHCKA H p-CTOHHOCTHTE ca H3YHC/ICHH OTIEIIHO 3a THKArpesiop Crp. Tepaiusa caMo ¢ ASA 0T Mo/Ie)1 Ha
MPONOpIHOHATHATE pHCcKOBE HAa CoX, KaTo rpynara Ha JIeYeHHE € ¢/IMHCTBEHATa eKCIUIAaHATOPHA ITPOMCHIITHBA.

KM npouenT, H39uciIeH Ha 36-TH MecelL,

Benexka: 6poat Ha mepeuTe chOHTHA 3a KomnioneHTHTe CC eMBbpT, MM 1 BHCY AT € JeficTBATETHHAT Opoii HA MHPBH
chbOMTHS 32 BCEKM KOMITIOHEHT W He ce Jo0asA kbM Opos Ha chOMTHATA B ChCTABHATA KpalHa TOYKa
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(s) [ToxaiBa CTATHCTHYCCKE IHATAMOCT.
Cl=[loscpurenen maTepRaN, CC=CrpacyHo-crios; HR=KoejmmenT na pucxa; KM=Kaplan-Meier;, MHU=MnoxapacH
nugapkT, N=bpoli naimpecHTy.

HueTe cxeMHu Ha JedeHHe ¢ Tukarpenop 60 mg aBa sTH JHEBHO d ¢ 90 mg aBa MbTH BHEBHO B
KOMOHRHALE C ASA NPeRBp3X0XKAAT CAMOCTOSTENHOTO JicueHHe ¢ ASA 10 OTHOIICHHE Ha
NpeBeHINATA Ha aTepoTpoMboTmianTe CHOMTHA (CheTaBHA Kpaiiaa Touka: CC cMepT, MU u wHCYNT),
C NOCTOAHEH €ekT OT NeTESHHETO Npe3 e/ TepHO Ha poyJRaHeTo, BoAem 0o 16 % RRR n

1,27 % ARR 3a rirarpenop 60 mg n 15 % RRR 1 1,19 % ARR 3a texarpenop 90 mg.

Brnpekn ge npodiaTe Ha eprxacHocT A2 90 mg 1 60 mg ca nogo0HM, HMa JAHHH, H€ T0-HICKATA
no3a € ¢ no-x106sp npodn Ha MOHOCKMOCT H G€30ITaCHOCT I10 OTHOMEHHAE HA PHCKA OT KLPBEHE U
aucnkes. CrenoBaTenHo, camo Tukaca 60 mg aBa MeTH AHEBHO, MPHIOKEH €NHOBPEMEHHO ¢ ASA,
ce NMpenops9Ba 32 NpeBeHIMA Ha arepoTpoMboTard cebrras (CC embpt, MU H HHCYAT) NpH
NalneHTH ¢ aHaMHe2a 3a MU u BiCcoK pRCK oT pasBHTHE Ha aTepoTtpomboTadHo chlnTHe.

B cpapHEeHME CBC CAMOCTOATEMHOTO NedeHne ¢ ASA, Trkarpesnop 60 mg ABa ITsTH JHEBHO 3HAYMMO
MOHWKABA ITBPBHYHATA CHCTABHA KpaltHa Touka o1 CC cMbpT, MU B MHCYNT. BCekn ot
KOMIIOHEHTHTE AOTIPHHACA 33 MOHMKESHAECTO Ha ITkPBAYHATA CheTaRHa kpaitHa Touxa (CC cmepT 17 %
RRR, MH 16 % RRR u uncynr 25 % RRR).

RRR 3a chcraBHaTa kpaiha Togxa ot 1 go 360 orm (17 % RRR) n ot 361 nrm HaraTtek (16 % RRR) ¢
nopobno. UMa orpaHMaeHN JaHHAM 3a eUKAacHOCTTa H 6¢30MMaCHOCTTa HA YOBIDKEHO JIedeHHe C

THKalpeyiop Hafl 3 rOQHHH.

JIAmCcBAT AOKA3aTENICTRA 3a NMoTa (He ce HabmoaaBa peIyKI(HA Ha 9¢CTOTATA Ha ITbpPBUYHATA
npocnenspaHa kpakma Togxa oT CC eMepT, MU 1 HHCYNT, HO MMa TTOBHINABAHE HA 9€CTOTATa Ha
3HAYHATEJIHO KbpBEHE), KOraTo THKarpenop 60 mg aBa ITbTH AHEBHO € IIPAIOXKEH NPH KIHHAYHO
cTa0HITHE NALHACHTA C JABHOCT Ha HHGapKTa > 2 roqMHH WM NIOBEYE OT €HA NOOMHA ClEX CIMpaHe
Ha npeaxoaHoTo nedenne ¢ AJJd-peuenropeH HEXHORTOP (BXK. To9ka 4.2).

Knunuuna bezonacvocm

UecToTaTa Ha NpEyCTAHOBABAHE HAa TEpPaNAATa ¢ THKarpenop 60 mg nopaau KbpBeHe H JUCIHEA € MO-
BYCOKA TIPH NAIMEHTH > 75 rogwHu (42 %), B cpaBHEHHAE ¢ No-Mmuany nanmeHTH (MHTEpBan: 23-31 %),
C pa3HKa cnpaMo Ianedo rpynara no-rosraMa ot 10 % (42 % copamo 29 %) npu manwreRTH

> 75 rooguHN.

llemaTpAdHa NoMMy /Iaums

B pannoMumsupano, gsoiirocnamo npoygeane Pasa Il ¢ mapanemnu rpyne (HESTIA 3),

193 neguaTpaHM naLMeHTH (Ha BB3pacT oT 2 oo noxa 18 roquHu) ¢he ChpNOBHAHOKIETHYHA bonecT
ca pAHIOMMW3HpAHH [a MOJy9aT WIH IUtalebo, A THKArpenop B 403H oT 15 mg no 45 mg asa mbTH
JTHEBHO B 3aBHCHMOCT OT TEJIECHOTO Terno. Tuxarpesop BOIM 10 MeaHMaHa Ha TpoMOOLMTHATA
HHXHOuIMA 35% npenn nmpneM Ha gozara B 56% 2 gaca cref ImpyieM Ha J03aTa NP CTAHOHAPHO
CBCTOSHHE,

B cpasreRne ¢ Ianebo HAMA 11oJ3a OT JIEYSHAESTO ¢ THKATPEJIOp 110 OTHOINCHHE HA 9eCTOTaTa Ha
Ba300KTY3HBHUTE KPU3H.

EsponeiickaTa areAmus No NeKapcTBAaTa 0cBOOOKIABA OT 3aB/DKEHACTO 33 NMPeJOCTaRAHRE Ha
PE3yIITATATE OT NPOyYBaHWATaA C THKaca BbB BCHUKH NOArPYIH HAa NIEIHATPUYHATA NOMyJalng 3a
ocTpH kopoHapHH caaapoMH (OKC) u anamresa 3a MaokapzeH nRpapxT (MH) (Bx. Touka 4.2 3a
HHQOpMaIIAA OTHOCHO YNoTpeba B NEXHATPHNTA).
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5.2 @apmaxoxnHEeTHIHEN cBolicTRA

Tukarpenop ¥Ma nuHeiHa papMakoKHHETHKA, 8 €XCIIO3HIIMNTE KbM THKATPEJIOp H aKTHBHHA MY
MetabormTt (AR-C124910XX) ca nprOmM3NTeNIHO NpONOpUHOHANHA Ha fo3ara ao 1 260 mg.

AGcopbupa

AOcopbunsaTa Ha THKarpenop e Osp3a, ¢ Meanuana Ha tna TpROMIBHTENHO 1,5 uaca. [IpespbmaneTo Ha
TAKArpesop 8 OCHOBHMA OHMpKyHpam MeTabomut AR-C124910XX (¢nio aktHBeH) € 6Bp30, €
MEJIHAHE HA tmax pAOMIMIHTENHO 2,5 gaca. Ceny nepopamHo NPANOXKEHAE HAa CHAHAYHA 4033
THKArpesiop 90 mg Ha rmagHo mpy 3apasu nAA, Crmax e 529 ng/ml u AUC e 3 451 ng*h/ml.
CroTHOmeHuATa MeTal0MT/0CHOBHO BEIEecTBO ¢a (0,28 3a Crnax 1 0,42 3a AUC. (DapMaxoKHHETHKATA
Ha TRKarpenop ¥ AR-C124910XX npu nanueHTH ¢ aHaMHe3a 3a MU obraknOBeHO € noxoOHAa Ha Ta3u
B noynanuara ¢ OKC. Br3 ocHOBa Ha eJHH NONyJIALHOREH (PapMAKOKAHETAYICH aHAITA3 Ha
npoyarareTo PEGASUS menuanata Ha Cmgx HA THKApesop € 391 ng/ml n AUC e 3 801 ng*h/ml B
CTAaIJHOHAPHO CHCTOAHNE 3a TAKarpenop 60 mg. 3a Taxarpesnop 90 mg Cmax € 627 ng/ml m AUC ¢

6 255 ng*h/ml B crammorapHO CHCTOAHEE,

Cpennara abco/moTHa OBOHANIMGHOCT HA THKArpenop € u3ducieHa Ha 36 %. [IpuemsT Ha Gorara Ha
Ma3HHHH XpaHa BoxH 1o nopmmuasaHe ¢ 21 % ra AUC Ha Tikarpesop n 0o noamwxaBaHe ¢ 22 % nHa
Cmex H8 AKTHBHHA MY METAa0O0JIHT, HO HE [TOBITHABA 10 HAKAKHB Ha4NH Cny Ha THKArpenop wm AUC
Ha aKTHBHUA My MeTabonur. CMATa ce, 1€ T€3H MANTKH POMEHH €3 ¢ MEHUMAJIHO KTHHHYIHO
3HAYCHNAC; ITOPASN TOBA THKAIPEJIOp MOXKeE JIa ¢¢ MpHeMa chC ITH 6e3 XpaHa. THkarpenop H
aKTHEHHAT MYy METabONMHT ca cyOcTpaTi Ha P-gp.

THxarpencp BBB BH HAa CTPATH TaOJIETKA, CMECEHH ¢ BO/Ia, ITPAJIATAH NEPOPAITHO AITH 9pe3 HA30-
racTpaIHa COHIA B CTOMAaXa, AMa CpaBHMMa ODHOHANAYHOCT ¢ MEJIATE Ta0NEeTKH IO OTHOMIEHHAE Ha
AUC # Gy Ha THXArpenop 4 akTHBREA MeTabonut. Hagansarta ekcriosuuuA (0,5 1 1 g9ac cnen
NMPWIOKEHNE) OT CTPUTHTE TabNIeTKH THKArpesiop, CMECEHH ¢ BOJIA, € MO-BHCOKA B CPABHEHHE C
uenvre TabNeTkH, ¢ KaTo N0 WACHTHYEH Hpog T Ha KOHIEHTpaIu cliell ToBa (2 A0 48 qaca).

Painpenencane
B crammoHapHO CECTOSHHE 00eMBT HA pasnpenciicHRe Ha Tukarpenop ¢ 87,5 1. Tuxarpenop u

aKTHBHHAAT My MeTaOOJIHT ce CBBP3BaT C JOBCIIKHTE IUIa3MEHH MPOTEHHH BHB BACOKA CTEIeH
(> 99,0 %).

brotpancdopm

CYP3A4 ¢ OCHOBHMAT €H3UM, OTTOBOPEH 3a MeTabOMM3NpaHeTo Ha THKArpenop H obpasyBaHeTo Ha
aKTHBHMA My MeTabOIIHT, XKaTo TeXHHTE B3anMOoRelcTBIA ¢ Npyra cybcrpatn Ha CYP3A Bapupar ot
AKTHBHpaHe N0 HAXHOHDaHE.

OcuosrmAT MeTabosuT Ha THKarpenop € AR-C124910X X, xoliTo ChIIo € AKTHBEH — KOETO CE OLICHABA
gpel in vitro cebpasakle ¢ TpoMbouTHHA P2Y 2 AJJD penenrrop. CHcTeMHATa EKCIIOINIAA HA
akTHBHAA MeTabonut ¢ mpubmmrrenHo 30-40 % o1 Ta3H Ha THKArpenop.

EmMuAVpane

OCHOBHHAT ITHT 334 CNHMHUHHPAHE HA THKATPEJIop € 4pe3 4eproapoOHa Tpancdopmauns. [Ipn
npUnaraHe Ha pagHOaKTUBHO MAPKHPAaH THKAIPENIOp CPENHOTO Rb3CTAHOBABAHE HA PaHOAKTHBHOCTTA
e mpuomnTenHo 84 % (57,8 % peB deneca, 26,5 % B ypHHaTta). KomndecTBOTO HA THKATPENIOP H
AKTUBHHA MY MeTabOoJIUT, KOMTO ce OTKPHBAT B YpHHara, ca moj 1 % or npueraTa A03a. Bepoarho
OCHOBHHUAT IThT Ha SJIMMHHMPAHE HA aKTHBHUA METAOOITHT € Upe3 eKCKpenHs B XKrbukara. CpenHuANT
ti2 Ha THKarpejop € npubmmsurentdo 7 4aca, a Ha akTHBHAA My MeTabonut — 8,5 gaca.




TTo-BHCOXY eKCTIO3AIAM Ha THKarpeop {npubmmsatenHo 25 % H 38 Cru, 1 38 AUC) ¥ Ha aKTHEHHA
My Metabonut opH nmaumeHTH ¢ OKC B cTapuecka bp3pacT (> 75 roadHi) B cpaBHEHYE ¢ NO-MNAaK

NalMeHTH ca HabronaBaHy MpH MONYTAHHOHHAN (apMAKOKHHETHICH aHaIN3. Te3H pasTiKK He ce

CMATAT 38 KIHHHYHO 3HaYUMM (Bk, TOYKA 4.2).

Hleduampuyna nonynayus

HamaqHne ca orpaAdYeHA GaHHH MPH Jena ChC ChPHOBNAHOKNeTaHA Gonect (Bx. Toukm 4.2 u 5.1).
B npoyqsadero HESTIA 3 npn nanmer™ Ha BB3pacT or 2 0o noja 18 rognnn c

Tersio > 12 o <24 kg, > 24 no <48 kg u > 48 kg, ¢ npunarar THKarpenop Karo NeAHATPHIHA
pacneprapany ce Tabnerxy 15 mg B 103 cvotBeTHO 15, 30 11 45 mg ABa TLTH JHEBHO. B3 ocHOBa ~
Ha nonyaanHoHeHd ¢papMaKoKnHeTH4YeH aHanu3 cpegHara AUC sapapa ot 1 095 ng*h/ml no

1 458 ng*h/ml, a cpenraTra Crax Baprpa oT 143 ng/ml no 206 ng/ml npn cTaimoHapRo ChCTOSHNE.

Ilon
B cpanﬂenne C MBbXKE, ITPH XKCHH CA Haﬁmananaﬁn HO-BHCOKH €KCITO3INIIMH HA Tmrpenop H HA
AKTHBHHA MY MBTEGOJIHT. Pa:iIIHEHTE HE C€ CMATAT 384 KXIMHNYHO 3Ha'1THMH.

Bubpey 4

B cpaBHeHHE ¢ Xopa ¢ KopManHa OnOpeyna GyHKIHA, MPH MALMERTH C TEXKO0 0b0pedTHo yBpeKIaHe
(kpeaTHHHHOB KTHPBHC < 30 ml/mIn) excno3nWKATa HA THKArpeiop € No-HACKA ¢ MPAGIA3ATENIRO
20 %, a exCIO3ALAATA HA AKTHBHHA METAOOJIAT € No-BUCOKa NpuliH3IHTeMHO CBC 17 % .

[Tpu nanmeHTH © TepMUHANEH craguil Ha 0p6peano 3abonasane Ha xemomnanmsa AUC n Cpy Ha
THKarpeaop 90 mg mpunaras B AeH 63 anammna ca ¢ 38% u 51% no-BECOKH B CpaBHEHHE € X0pa C
HopMmaitHa 6eOpeuHa pyrkumi. [TogobRo noBHIUCHNE B €KCNO3AUNATA ce Hab/moaasa, KOraTo
THKAIpeJIOp Ce NPHAra HelloCpEACTBEHO Mpear nuam3aTa (ChoTBeTHO 49% 1 61%), KoeTo nokassa,
9¢ THKAIpEop He ce qHammiapa. ExcnozmmsaTa Ha aKTHBHHA MeTA00IHT ¢ NOBHINABE B N0-MaITKa
crenieH (AUC 13-14% # Cuax 17-36%). EdexTsT Ha uaxubnapane Ha TpoMOOINTHATA arperaums
{(UTA) e He3aBECHM OT AMANH3aTA NTPH HALMCHTH C TEPMHHANCH craanit Ha 6b6pedHo 3abosRraHe 1 €
noaoben npr Xopa ¢ HopManmHa 6s0pedna pyHkIHA (BXK. Touka 4.2).

Heprnoopobro yepedicoarie

B cpaBHeHHMe CBC 3ApaBa JOOPOBOIIIM, NPH NANMERTH ¢ NEKO 9epHOAPoOHO yepexaane Coux B AUC
Ha THKArpenop ca ro-BHCOKH ¢boTBEeTHO € 12 % 1 23 %, 0b6aue UTA edexTsT Ha THKArpenop €
nonober B ABere rpynH. He € BeoOX0XMMO KOPHTHApAHE Ha J03aTa NMPH MNalHEeHTH C JIEKO
gepHOApoOHO yBpexnane. HaMa npoyuBaHMA ¢ THKArPEIOp NIPH NALMEHTH € TEXKO 1epHOApodHO
YBpPEXIJAHE H JTATICBA (papMakoKkHHETHIHA UHPOpMALMA [TPH NMALHEHTH C YMEPEROo 4¢pHOAPOOHO
yepexaane, IIpy nalfHeHTH ¢ YMEPEHO WITH TEKKO NOBHINCHAE Ha eHH W NoBeYe YepHoapoOHH
$YHKIHOHATHA [TOKA3ZATEIM HA H3XONHO HUBO, TUIa3MEHHTe KORICHTPALHH Ha THKArpeyop ca
0OHKHOBEHO NOAOOHA HAH MAIKO MO-BUCOKH B CPaBHEHHE ¢ MAalREHTATE 6€3 HIXOAHO NOBHIICHHE.

He ce nmpenopnapa XOpATAPaHEe HA JO33TA NPH NMAaACHTH ¢ YMEPERO 9epHOAPOOHO YEpeXKIaHe (BXK.
TOYKH 4.2 n 4.4).

Hu4ecKa AONENCHOCH
B cpaBrcHHAC ¢ MAUMEHTHTE OT €BPOIICHIHATA paca, MAONeHTHTE OT A3HATCKHA MPOH3IX0H AMAT
no-BHCOKa ¢ 39 % cpexna OHoHATHYHOCT. B cpaRHeHHe ¢ TAlMEHTHTE OT €BPONIEHIHATA paca, IPH
CAMOOIIPEACIANIMTE C& KATO YEPHOKOXH NMANHMEHTH, OHOHATMTAHOCTTR HA THKATPEIIOP € NO-HACKS C
18 %. B xmmHuxo-dapMako10rwdHl NpoydBaHRAa eKcno3uimATa (Cmex H AUC) Ha TMXKarpenop mpu
SATICHIN € Mo-BHCOKa ¢ npubmsuTerHo 40 % (20 % cnen xopeKIms CnpsMo TEJIECHOTO Terso),
OTKOQJIKOTO NPH XOpa OT €BPONEHIHATA paca. Ekcno3nimaTa [pH NalHeHTH, KOUTO €€ CAMOONPEIENAT
KATO HCIIAHO WITH JIATHHO THIL, € ToA00Ha Ha Ta3H IMpH NAIHEHTHTE OT ¢BPOMNCHIHATA paca.

3.3 [llpesxsmamvaa JaHAH 33 6ezonacrocT




i

IIpeAXTHAMYHATE JaHHA 32 THKATPENOP M OCHOBHHA MY MeTa0ONHT He OKa3BaT HEITPHEMITHB PHCK 32
Pa3BUTHE HA HEXEIaHH peaki[HH [P Xopa Ha 6a3aTa HA KOHBEHLMOKAIHUTE $apMaKOIOrMHH
M3NHTBAHAA 38 6€30M2CHOCT, TOKCHYHOCT IIPK SAHOKPATHO H MHOTOKPATHO TIPAJIaTaHe H
refIOTOKCHYEH TTOTEHIHAIT.

I'pH HAKOJIKO XHBOTHHCKHA BHIA € HAOMONABAHO CTOMALIIHO-YPEBHO Apa3HEHe NP KIHHHYHO
3HATAMH EVB2 Ha eKCNO3ALRA {BXK. Touka 4.8).

[Tp¥ *XeRCKH ILTBXO0BE, THKArpeiop BEB BHCOXH JO3H NEMOHCTPHPA MOBHINCHA 9€CTOTA HA TYMOPH Ha
Markara (aIeHOXapIRACMH) B NIOBHIIEHA YECTOTA HA aiCHOM Ha HepHua Apob. MexanA3MET 3a NofBa
HA TYMODH HA MATKATa BEPOATHO € XOpMOHaNleH Auchananc, koifro MoXe Ia HoBele 10 NodBa Ha
TYMOpH NP ILTEXOBE. MeXaHH3MBT 33 N0ABA HA YEPHOAPOOHN aNlEHOMH BEPOATHO € CNIeLH(HIHA 32
rpu3auyTe eH3MMHa KREYKUHMS B yepHua Apob. Ilopaau ToBa ce CUKTA, 9€ € MAIKO BEPOATHO
XapOMHONeHAWTE RAXOIKH Ja HMAT 3HAYECHME 32 XOpaTa.

ITpu rrexoBe, ca Hab/monaBaHH MMHUMANTHY aHOMATHH Ha PA3BHTHETO IIPH 1038, TOKCHYIHA 3a
MalikaTa (rpaHnua Ha SezonacHocT 5.1). IpH 3aiiim ce Habmonaea nexo 3abassiHe Ha YepHOAPOOHOTO
CBIPABAHE M CKEJICTHOTO PAa3BRTHE Ha (eTycHTe MpHA MaiKkH Ha BHCOKA N03a Oe3 aa ce Rabmonasa
TOKCHIHOCT 3a Makikata (rpaHuig Ha 6esomacHocT 4.5).

[TpoyuBaHMs IPH UTHXOBE ¥ 3aliliy NOKA3BaT PENPONYKTHBHA TOKCHYHOCT C JIEKO IIOHIDKABAHE HA
HAJIABAHCTO HA TEr7o NMpH MadkaTa H HaMaleHa HEOHATANNHA XH3HECHOCOOROCT H TErNo NpH
paXX/IaHeTO, Che 3a0aBAHe Ha pacTexka, THkarpenop BOAM N0 HEpeIOBEH MK {OCHOBHO YIBDKEH
HIKChH) NPH HKEHCKY IUTHXOBE, HO HE NMOBMANABRA 001IHs epTIIIMTET NPH MBKKH B JKSHCKH ILTHXOBE.
DapMaKOKHHETHYMHH [IPOYYBAHNAA C PaAHOAKTHBHO MApKHPaH TEKArpes1op NOKA3BAT, € OCHOBHOTO
BEIIECTBO ¥ HEI'OBHTE MeTa00NATH Ce eKCKPETHPAT B MILIKOTO TIPH IUTHXORE (RXK. ToIKa 4.6).

6. @OAPMAIEBTHUYHH JAHHH

6.1 CoRchk HS DOMOIIEETE BeMIECTBA

Anpo Ha Tabnerxara
Kammes xuaporendochar guxnapaTt
Manwuron (E421)

Konoernon
Hatpre HAGECTEH IIAKONAT THII A

Muxkpoxkprcranaa nenynoza PH 102
Marue3ues creapat (E470b)

Yellow P
XunpoMenosa (E464)
Maxporon/PEG

JKnirr xxenesel oxcan (E172)
Twranos qEOXCER (E171)
Tanx

6.2 HecnBMecTEMOCTH
Henpunoxmumo

6.3 Cpox Ba rogsoct

2 roaAHM

6.4 CuennanHuy ycJI0BES HA ChXpaBeHAE




Jla ce crXpaHfABa Ha MACTO, HEAOCTBHITHO 3a Aeua.
Jla ce chXpaHsBa B OPUTHHAITHATA ONAKOBKA,

Ha ce crxpanaBa nof 235 °C.
6.5 BrauchabpRAHNE HA ONAKOBKATA

e PVC/PE/PVDC/Al npo3paunn xaneHgapHu Onucrepd (CbC CHMBOIHM CITEHIIE/TyHa) OT
14 TabneTkH; KapToHEHH onakoBky oT 14 Tabnetian (1 6nuctep), 56 TabneTkw (4 brmuctepa), 168
tabnetkn (12 Gnuctepa).

He BcHYKHM BHAOBE ONAKOBKH MOI'aT fia ObJaT ITYCHATH Ha nasapa.

6.6 Coenua’aAH DpeANAIHH MEPKH NPH HIXBLPJISHE

Hewnznon3paHMAT JieKapcTBEH NPOAYKT HIH OTNATLYHUTE MAaTEPHANK OT Hero TpabBa
Ia ¢€ U3XBBPJIAT B CBOTBETCTBHE ¢ MECTHHTE N3HCKBaHHA.

7. TIPHTEXATEJI HA PAJPEIIIEHHUETO 3A YHOTPEBA

HOBEJI PAPMA EOO
O6yn. “benrapns” Nel09
Codus 1404, brarapns

8. HOMEP(A) HA PAJPEHIEHHETO 3A YIIOTPEBA

Perncrpaumnones somep:20240330

9., JIATA HA I'HPBO PA3PENIABAHE/TIOHOBSBAHE HA
PA3PEINIEHHETO 3A YIIOTPEEA

JlaTa Ha mepBO paspemanane:10.12.2024
10. JATA HA AKTYAJTH3IHRPAHE HA TEKCTA
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