KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA /:.3 7? /003 &

1. UME HA JIEKAPCTBEHHMS IMTPOAYKT 65009 13 -06- 2025
Tuno6pactun 90 mg punmupanu tabnerku

Tilobrastil 90 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbhCTAB

Bcska dpunmupana Tabnerka cbabpka 90 mg Tukarpenop (ticagrelor).

3a MbJIHUA CITUCHK HA NMOMOILLIHUTE BelllecTBa BHXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
®unmupana tabnerka (Tabnerka).
Kpbriu, ABOMHOM3NMbKHAIH, XKbBJATH TabeTKH, ¢ 03Ha4YeHue ,,90 oT eHaTa CTpaHa U IaJKH
OT apyrara, ¢ AdaMmeTsp 9,6 mm £ 5 %.
4. KIMHHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3aHHA
TunobpacTun, NpuIoKEH eIHOBPEeMEHHO ¢ aleTuicanuiuiosa kucenuna (ACK), e nokasan
3a Mpe/na3BaHe OT aTepoOTPOMOOTHYHU CHOUTHUS MPU BB3PACTHHU IMALIMEHTH C
- ocTbp KopoHapeH cuHApoM (OKC) unu
- aHaMHe3a 3a MHokap/eH uHapkT (MHU) U BUCOK PUCK OT pa3BUTHE Ha
aTepoTpoMOOTHYHO cbOUTHE (BXK. TOUkH 4.2 U 5.1).

4.2 J1o3HpoBKa H HAYHH HA NPHJIOKEHHE

Ho3upoBKa

[TaumenTure, npuemainy TunoOpacTun, TpaOBa ChILO TaKa Ja NpMeMaT HUCKa NMoAAbpIKalla
no3a ot 75-150 mg ACK nHeBHO, OCBEH aKO TOBa € U3PUUYHO MPOTHBOINOKA3aHO.

Ocmpu KOpoHapHu CUHOPOMU

Jleuenunero ¢ TunobpacTun TpsadBa na 3anouBa ¢ e1HOKpaTHa HaToBapBaila no3a ot 180 mg
(aBe Tabnetrku 90 mg), cnea KOETO ce Npoab/Kasa ¢ 103a 90 mg ABa ITbTH JHEBHO.
[IpenopbuBa ce neyeHrero ¢ Tunodbpactuia 90 mg ABa mbTH AHEBHO Aa MPOABDKM 12 Mecena
npu nauueHTH ¢ OKC, ocBeH ako HiAMa KJIMHUYHH [10Ka3aHHUA 3a MPEKbCBAHE Ha MpUeMa (BX.
To4yka 5.1).

Moxe na ce oomuciu npeycranosaBadHe Ha ACK cnexn 3 meceua npu nauueHtu ¢ OKC, kouto
ca npeTbpIesy NepKyTaHHa KOpOHapHa MHTEPBEHLIMA (percutaneous coronary intervention ,
PCI) 1 uMaT NOBHUILIEH PUCK OT KbpBeHE. B TO3H cilyyait mpUeMbT Ha TUKarpesop, Karo

/A

eIMHUYHA aHTHarperaHTHa Tepanus, TpAOBa J1a npoab/DKU 9 Mecelia (BxK. Touka'4.4).
_.I"f:.

Anamnesa 3a MmuokapoeH ungapxm
Tuno6pactun 60 mg ABa MbTH JHEBHO C NMPENOPBYUTEHO /1033, KOraTo € Heaﬁxonumo




YABJDKEHO JIeUueHUe Ha MaLMeHTH ¢ aHaMHe3a 3a MU ot noHe eHa roJuHa M BUCOK PHCK OT
ateporpoMboTidHO ChbHTHE (BXK. TOUKka 5.1). JleueHHeTo MOXKe na 6bae 3amoyHaTo He3
NpeKbCBaHE, KATO NMPOXb/DKABAIIA TEPAIHA Clle HA4YAIHOTO JIeYeHHE OT €JHA MOJHHA C
Tuno6pactun 90 mg winn Tepanus ¢ gpyr ageHo3uH gudgocdart (AJP) penenropeH
HHXHOUTOp mpH naupeHTH ¢ OKC M BHCOK pHCK OT ateporpoMboTivHO cpOUTHE. JleueHneTo
MOxke Aa ObAe 3anoMHaTo ChIO U A0 2 roauH oT MU Wi a0 exHa rogMHa cien crpaHe Ha
npeamwecTBamoTo jeveHue ¢ AJlP-peuenroper naxuburop. MMa orpanuydeny 1aHHH 3a
e(HKaCHOCTTa H 6e30MacHOCTTa Ha YABJDKEHO JIeUeHHE C THKArPENop HaJl 3 rOAMHH.

Axko e HeoOxoanMa CMAHA Ha TEpanuATa, ImbpBata xo3a Twiobpactii Tpabea ga 6bae
npwioxeHa 24 yaca cyies NOCICAHATA 4032 Ha APYTOTO AHTHTPOMOOTHYHO IEKApPCTRBO.

IIponycnama oo3a

Caio Taka Tpabpa na ce n3darea nponyckaHero Ha Tabnerka. [laumueHT, KOHTO € nporycHan
A4 mpueMe fo3ara cH Tunobpactun, Tpabsa aa mpueMe caMo exHa TabneTka (cneasaniara CH
103a) B yaca, B kOHTO 00UuaiHO 1 nmpueMa.

Cne HU non u
Cmapuecka evapacm
[Ipn nauHeHTH B CTapYECKa BL3PACT HE Ce HAJIara KOpeKLMs Ha 103aTa (BXK. To4Ka 5.2).

Bvbpevno yepexcoane

[Ipy naiueHTH ¢ 6BOpeyHO yBpeXxxaaHe He € HeoOXOAMMA KOpeKLHA Ha 103aTa (BXK. TOYKA
5.2).

Heprodpobno yspescoane

Tuxarpenop He e NPOy4BaH IIPH NALMEHTH ¢ TEXKKO YepHOAPOOHO yBpexaaHe H MOpaay TOBA,
ynotpedara My OT T€3H [IaLIMEHTH € NPOTUBONOKa3aHa (BxX. Touka 4.3). MMa caMo orpaHudeHa

MH(OpPMALIMA [PH NALMEHTH ¢ YMEpPEeHO 9epHOApOOHO yBpexaaHe. KopurupaHe Ha f1o3ata He
¢€ penopbs4Ba, HO THKArpenop TpadBa fa ce U3NON3Ba ¢ MOBHILIEHO BHUMAHUE (BXK. TOUKH 4.4
u 5.2). Ilpu naumeHTH € JIeKo YepHOAPOOHO yBpe)KaaHe He € HeoGxoauMa KopeKLMs Ha
nosara (BxK. ToOuka 5.2).

Heduampuuna nonynayun

Be3omacHOCTTa M €()HKACHOCTTA Ha THKATDEJIOp NpH Jella Ha Bh3pact noj 18 roaunm He e
ycraHoBeHa. Hama choTBeTHA ynoTpeba Ha THKArpeaop Nnpu Aclia ChC ChPNOBHIHOKNAEThYHA
6onect (BXK. TOUkH 5.1 ¥ 5.2).

HauuH Ha MpHUIOKEHHE

3a nepopaHO NPUITOKEHHE,

TunobpacTun Moxe aa ce rmpueMa cbe Wik 6e3 xpaHa.

[Ipu malpieHTH, KOMTO HE MOTaT jAa Npereiar wana(tenm) rabnerka(u), TabaeTkure Morat aa
OBJAT CTPUTH Ha QUH Mpax, Ja C€ CMECAT ¢ MOJIOBHH Yallia BOJIa H a C€ H3IMMAT BeAHara.
Yamara TpadBa aa ce M3IUIaKkHe ¢ OLE NOJOBUH Yallla BOJa K ChABPKHMOTO J1a Ce HIITHE.
CMecra MOXe Jia ce NpHiara CblIO H Upe3 Haso-racTpanHa conaa (CH8 wnm nmo-romama).
Baxuo ¢ Ha3zo-racrpanHaTa COHJia Aa ¢¢ MPOMHE ¢ BOa CJIeA NMPUICKEHUETO HA CMECTA,

4.3 [IpoTEBONOKAIAHAS

¢ (CBpPBXYYBCTBHTE/THOCT KbM aKTHBHOTO BELIECTBO WM KBM HIKOE OT MOMOLIHHUTE
BemiecTna, M3bpoenn B Touka 6.1 (Bxk. Touka 4.8).

¢ AKTHBHO NATOJIOTHYHO KBbpPBEHE.
AHaMHe3a 3a MHTpaKpaHHAITHA XeMoparus (Bx. To4ka 4.8).
Texxo yepHOAPOOHO yBpexkaaHe (BX. TOUukH 4.2, 4.4 1 5.2).




¢ CBBMECTHOTO NIPUNOKEHHUE HA THKATpeop ¢ MomHK nHxubuTopn Ha CYP3 A4
(Hanp. KeTOKOHA30/1, KIIapUTPOMHMLIMH, He(a30/10H, pUTOHABHP H aTa3aHABHUD),
Thii KaTO MOKe J1a AOBEJie AC 3HAYMTEHO NOBUILICHNE Ha €KCIIO3HIMATE Ha
THKarpenop (Bx. Touxa 4.5).

4.4 CoenBanng npefynpexkacHES H OpeANa3HE MEPKH 38 ynorTpeba

PHCK OT KbpBEHE

[MpHaoKEHHETO HA THKATPEIOp NPH MALHMEHTH C M3BECTEH MOBHIIEH PHCK OT KbpBEHE TpAbBa
N3 Ce MPELEHH CIPAMO N0JT3aTa 10 OTHOIIEHHKE Ha MPEANAa3BaHeTO OT ATEPOTPOMOOTHUHH
cpOuTHA (BK. ToukH 4.8 ¥ 5.1). A0 e KTMHHHYHO MMOKA3aH, TUKArpesop TpAOBa Aa ce nmpuiara
¢ [IOBMILIEHO BHHMAHHKE NPH ClIeJHHTE IPYIH NALMECHTH:

. [TaumeHTHTE CbC CKJIOHHOCT KBM KbPBEHE (HaIp. Nopaay CKOpOILIHA TpaBMa,
CKOpOIIHA ONepalysd, HapylIeHHS B KPbBOCHCHPBAHETO, AKTHBEH WIH CKOPOIICH
CTOMAILHO-YpeBeH KPBhBOHIINB) HjIH TE€3H KOUTO Ca C NOBHILIEH PHCK OT TpaBMa.
IIpunoKeHHETO HA THKATPEIIOP € MPOTHBOMOKA3aHO NPH MAlHeHTH ¢ aKTHBHO
NATONIOTHYHO KBPBEHE, MPH TAKHWBA C AHAMHE3A 34 HHTPAKPaAHHATHA XEMOPArHs
NPH NaLMEHTH ¢ TEXKO YepHOAPOoOHO yBpexkaaHe (Bx. Touka 4.3).

o TaLyeHTH, TpHeMaIM eJHOBPEMEHHO JIEKAPCTBEHHU ITPOAYKTH, KOMTO MOrart Ja
MOBHILAT PHCKA OT KbpBEHE (Hamp. HECTEPOHAHM NIPOTHBOBBL3IATHTENIHH CPEACTRA
(HCIIBC), nepopaTH4 aHTHKOATY/IAHTH H/WIH (PUOPHHONUTHIIH) B paMKHTe Ha 24

qaca OT NIpHeMa Ha THKarpe/iop.

B nse pangomusupanu koHTponupaHH npoyyusaHus (TICO u TWILIGHT) npy naumeHTH ¢
OKC, kouto ca npemuranu PCI npoueaypa ¢ MEAHKAMEHT-H3/TbYBALL CTEHT CE€ BIDKIA, Y€
npexbcaHeTo HAa ACK crnen 3 Mecelia ABoiHa aHTHArperaHTHa Tepanus ¢ Tukarpenop 1 ACK
(dual antiplatelet therapy with ticagrelor and ASA, DAPT), u nmpoab/okaBaHe ¢ THKArpenop,
KaToO €fHHMYHA aHTHArperaHTHA Tepamus (single antiplatelet therapy, SAPT) 3a 9 u 12
MECelid, PECIEKTHBHO BOJH A0 HAMAIABAHE Ha PHCKa OT KbpBEHe H He ¢ HabmoaaBaHo
NOBUILIABAHE HA PHCKA OT CEPHO3HH HeXeJIaHH ChpaevHOcHA0BH chouTs (MACE) B
cpaBHeHue ¢ Mpoab/bkasane Ha DAPT. Pemennero 3a npeycranosssase Ha ACK cnen 3
Mecela U NpoJb/DKEHHE C TUKATPEeIop, KaTO eAMHHYHA AHTHAIPETaHTHA TEPANHA 33 9 meceua
IIPH NAIKEHTH C NIOBHIIEH PHCK OT KbpBeHe, Tpa0Ba a ce OCHOBABA HAa KITHHHYHA IIPELICHKA,
KATO Cé HMa Mpe/IBHJI PUCKBT OT KbpPBEHE CIIPAMO pHcKa oT TpoMOoTudnM chOHTHA (BXK. TOYKA
4.2).

Tpaucgysusara Ha TpoMOOLMTHA Maca He oOpbiLia AHTHTPOMOOTHYHHS €PEKT HA THKArpenop
NpH 34paBr A0CPOBOJILM H € MAJIKO BEPOATHO 4 HMa KIHHHYHA 110/132a IIPH MALMEHTH C
knpBeHe, [ToHexke €AHOBPEMEHHOTO NPHIIOKEHHE HA THKArPENIOp ¢ JIE3MONPECHH He CKLCABA
BpEMETO HA KbpBEeHE, BEPOATHO AS3MOIIPECHH HAMa Ja Ob/e epHKACEH 3a OBIaiABAHE HA
KPBLBOHIIHE (BK. TOUKA 4.5).

AnTHOEOPHHOMUTHYHOTO ledeHHe (AMHUHOKATIPOHOBA HIIM TPAHEKCaMOBA KMCEIHMHA) W/IITH
TepanusTa ¢ pekoMGuHaHTeH ¢axrop VIla Morar 8 YCKOPAT KpbBOCHCHpBaHeTO. IlpHeMsT
HA THKArpesop MoxXe Ja ¢€ Bb30OHOBHM cli¢/] KaTO MPHYMHATA 38 KbPBECHETO € OTKPHMTa H TO €
OBJIAJAHO.

Onepatus
IMaumenTure TpaGBa Aa ObAaT MOCHBETBAHM Aa HHOOPMHPAT JIEKAPHTE H CTOMATOJIO3MTE CH, Y€

MpHEMAT THKArpeJIop, npeau Aa UM ObJie Ha3HaYeHa HAKAKBA XUPYPrHYHA HHTEPBEHLIHUS M
Npeaq A4 3arOYHAT A3 NPHUEMAT HOB JICKAPCTBEH HPOAYKT.

[Ipu naumenTHTE 0T NpoyusaHeTo PLATO ¢ HanpaseH KopoHapHO-apTepHancH
(KAB), npu THKarpenop ce HabiogaBa noseye KbpBEHE OTKOIKOTO NPH K10




e crpaH | AeH npeay onepaiys, HO CXO/IHa YeCTOTa Ha 3HAYMTE/IHO KbPBEHE, B CPABHEHHE C
KJIONHMACTPEN, CIel CITHpaHe Ha ICHEHHUETO 2 WIH NMOBEYE HM IMpeaH onepaim (BxK. To4Ka
4.8). AXO NauMeHTLT NOAJIEXKH Ha IUTAHOBA ONepaLiMs M AHTUATPEraHTHHAT €(eKT € HeXEelaH,
THKarpesiop TpabBa 1a ce cnpe 5 THH Npeay XUpypruyHaTta HHTEPBEHLIMA (BXK. TOYKa 5.1).

[IauMeHTy ¢ OpeamecTBan] HCXeMHYEH WHCYIIT
[MTaumentn ¢ OKC ¢ mpeaiecTBanl HCXeMHYEH HHCYJIT MOTaT Aa 6bAaT IEKyBaHH C

THKArpenaop B NpogbJDKeHHe Hail-MHOro 10 12 Meceua (poyuysane PLATO).

B PEGASUS nammenTt ¢ aHaMHe3a 3a MU ¢ npesmecrsam HcXeMHU4YeH HHCYIT HE ¢a
siUouBaHH. [Topaam ToBa, MMpU JIHIICA HA JaHHH, JIEUYEHHE M10BeYe OT €Ha roJIMHa He ce
NpenopbYBa NPH TE3M NMALMUEHTH.

Yepuo HO aHe
VriorpebaTa Ha THKArpenop € MpOTHBOMOKA3aHa NPH MALIHEHTH ¢ TE&XKKO YepHOApobHO
yBpexaaHe (BxK. ToukH 4.2 4 4.3). Ma orpaHMyeH ONHT ¢ THUKArpenop NMpH NalMeHTH C

yMepeHo uepHoapoOHO YBpeXKaaHe, Mopaay TOBa MPH Te3H NALMEHTH ¢ce NPenopnyusa
MOBHILIEHO BHHMaHHUe (BXK. TOuKM 4.2 1 5.2).

[MTanKMeHTH ¢ pUCK 3a pa3BHTHE Ha Opaavkapaud
Xonrep EKI' MoHHTOpHpaHe MOKa3Ba MOBHILIEHA M€CTOTA NPEAHMHO Ha AaCHMIITOMHH

BEHTPHMKYJIApHH N1aY3H [10 BpEME Ha JICYEHHUE C THKATPEIOp B CPaBHEHHE ¢ KJIOIHAOTPeE.
[TaliHeHTHTE C NOBUILIEH PHCK OT pa3BHTHE Ha OpaauKapaHsa (HAIp. MAlMEHTH CBC CHHAPOM
Ha DOMHUA CUHYCOB BBh3en 6e3 neficMeiixbp, AV-6nok I1-pa wiu III-Ta creneH, Wiy Takusa
CBhC CBBHP3aHM ¢ OpaaMkapaus CHHKOIM) ¢4 M3KIIKOYEHH OT OCHOBHMTE ITPOYUBAHHA 34 OLICHKA
Ha 6e3onacHOCTTA M e(pUKACHOCTTA Ha THKarpenop. CnenaosaTeHo, NOpaan OrpaHHYSHHA
K/IMHHYEH OIMT, THKArpeaop Tpadsa na ¢e H3No/3Ba ¢ MOBUILIECHO BHUMAHHE NPH TE3H
naiHeHTH (Bx. Touka s.1).

OcpeH ToBa, THKarpesjaop TpabBa na ce mpunara ¢ NOBHINCHO BHUMAHHE EAHOBPEMEHHO C
NIeKapCTBEHH MPOAYKTH, 338 KOMTO € H3BECTHO, Y¢ HHAyLUpaT Opaaukapaud. B npoyusaHeTo
PLATO, obaue, He ce HabmoAaBaT JOKA3aTENICTBA 34 KIMHHYHO 3HAMMMH REXCTaHU PeakIuH
cliell e THOBPEMEHHO MPWIOKEHHE ¢ €AMH WM NOBEYe IEKAPCTBEHH NMPOAYKTH, 38 KOUTO €
H3BECTHO, 4¢ HHAYLHpAT Opanukapaus (Hanp. 96% OGera-6nokepn, 33% Onokepu Ha
KAJILMEBHTE KAHAIA JHITHA3EM U BEpanaMiw, H 4% JTMTOKCHH) (BX. Touka 4.5).

ITo BpeMe Ha xonrepoBoTo noanpoyusare B PLATO, noBeye naityeHTH ca HMaH
BEHTPHKYJApHH IMay3H >3 CeKYHAM ¢ THKArpenop, OTKOJIKOTO ¢ KJIOMAAOrpe, 1o BpeMe Ha
ocTpaTta ¢a3a Ha TexHHd OKC. YBeIHYCHHETO HA YCTAHOBEHHTE C XOJTEP BEHTPHKYJIapHH
TIay3H ¢ THKarpenop € OWiIo rmo-BHCOKO MPH NMALMEHTH ¢ XPOHUYHA Chp/AEYHA HEAOCTATBYHOCT
(XCH), oTKONKOTO B LSUIOCTHATA H3CTIeABaHa MOMyJIALMA 0 BpeMe Ha ocrpara ¢a3a Ha OKC,
HO HE M Ha ITBPBHA MECEL] Ha JIEYEHHETO C THKArpeJIop WIM B CpaBHEHMe ¢ Kionmuaorpen. B
Ta3H MOMyJIaLKA MAaLMeHTH He € HMAJIO HUKAKBHY CTPaHHWYHH KIMHUYHU MTOCAENCTBHA,
CBBLP3aHHU C TO3H JucOanaHc (BITIOUHUTENHO CHHKOI WIH MOCTABIHE HA neficMeAKBp (BikK.
TOYKA J.1).

B nocTMapkeTHHIOBHSA NEPHOA NPH NMALUSHTH, NPHeMalllH THKArpenop, ce cpo01asa 3a
ciy4yad Ha OpagrapuT™Mua H AV-610K (B, To4uka 4.8), npenumuo npu nauueHtd ¢ OKC, mpu
KOMTO CbPACYHATA MCXEMMA M CHITBTCTBALIO ITPHIATAHHTE JIEKAPCTBA, KOHTO HAMAJIABAT
CBhpACYHATA YECTOTA WIH 3aCATAT ChpAEHHATA IPOBOAKMOCT C€ ABABAT MOTEHIIHAIHH

cMymasaiy ¢akropu. KNMHUYHOTO CHCTOSHHE HA MALMEHTA M CHITBTCTBALLO IPHT

npeaH Aa Ce KOPUIupa JICUCHHETO.

CITHEA




Hucnnes ce chobllaBa NpH NALMEHTHTE, JIEKYBAHH ¢ THKarpenop. JucrHeara 0OMKHOBEHO e
NeKa A0 YMepEeHaA MO HHTEH3HTET H 4eCTO OT3BYy4aBa 6e3 HeoOX0aAUMOCT OT NPEKBCBAHE Ha
nedeHrero. [Ipy nauueHTUTE ¢ acT™MA/XpoHHUHA 00CTpYKTHBHE Oenoapobua Sonect (XOBE)
MOJKEe 4 IMa MOBHILEH aGCOMIOTEH PUCK OT BL3HHKBAHE Ha AUCIHEA ¢ THKATPeNop.
Tuxarpenop TpsaOBa aa ce H3MOA3Ba ¢ MIOBUIICHO BHUMAHHE NTPH NALMEHTH C aHAMHE3a 32
actMa u/um XObb. MexaHu3MBT BCe oLle He € M3SCHEH. AKO NMALMEHTHT CHOOIIN 32
HOBOBB3HHMKHAJIA, MPOXB/DKUTENHA WIH BIOIIEHA AUCIIHEA, TOBA TPAOBA a ce u3caeqBra
LUWLTIOCTHO H aKO HE C¢ TONCPHPA, JICHEHHETO ¢ THKArpenop TpsOra aa ce cnpe. 3a
TOITBTHUTETHA HHQOpMalUs BHKTE TO4YKA 4.8,

L[eg;panua ChHHAE AITHCA

B nocTMapkeTHHIOBHA NEPHOA MpPH MALIMEHTH, MPHEMAILIM THKArpeop, ce cho0mana 3a
LIEHTpaIHAa ChHHA anHed, BKIIouMTeNHo auinane Ha Cheyne-Stokes. Ilpu ceMHeHue 3a
LIEHTpa/THa ChHHA anHed, TpA0Ba na ce oOMMCIIM AOMBLIHHTETHA KIMHHYHA OLICHKA.

IlopminaBaHe HA KPEATHHHHA

HuBara Ha KpeaTHHHHA MOraT Aa ce MOBHILAT MO BpeMe Ha JICYSHHETO C TUKArPeNop.
MexaHH3MBT BCe ollle He e u3scHeH. brOpeunara ¢ynkums Tpabsa fa ce npoBepaBa CHINIACHO
CTaHZapTHaTa MeAMIMHCKA nmpakTHka. [Ipu naumenT ¢ OKC ce npenopr4sa oo ga ce
npoBepH 6B0peyHaTa PYHKIMA eIHH MeCell CieRk 3a0YBaHE HA JIEYEHHETO C THKArpesnop,
KaTo ce 0Opnnia 0cobeHO BHMMaHKMe HA NAIMEHTH > 75 roauHy, MalMeHTH C YMepeHa/Texka
OpOpedHa HEAOCTATHYHOCT M TAKHBA, KOHTO [OTy4aBaT CHITHTCTBAILLA TEPAITHA C
aHTHMOTeH3HH-peuenTopHu 6nokepu (APB).

YBenuuapate Ha NHKOYHATA KHCETUHA

XunepypvkeMus Moxe Jia Bb3HHKHE 110 BpeMe Ha JIeYeHHME ¢ THKarpenop (BxkK. Toukxa 4.8).
Tpabpa na ce BHMMaBa NpH NaLMEHTH ¢ AHAMHE3A 33 XMNIEPYPHUKEMUS WIH NOJArpo3eH
aprpuT. KaTo mpeanaszHa MApKa He ce Hachbp4yapa ynorpedara Ha THKarpeIop MpH MaUMEHTH ¢
ypeMH4Ha HepponaTus.

TpomGoruuna TpoMGo MeHHYHA a (TTII

TpomboruuHa TpoMboLronesuyuHa nmypmypa (TTII)ce cpobimaBa MHOrO psaKo MpH ynotpeda
Ha TUKarpenop. Xapaxrepusupa ce ¢ TpOMOOLMTONEeHN H MUKPOAHTI' HONATHYHA XEMOTUTHYHA
aHeMHs, CBbP3aHa ¢ HEBPOJIOrHYHM HaxoakH, 6u0peuHa AMCPYHKIUMA MITH BUCOKA
teMnepatypa. T 1] € MOTeHLMATHO JIETATHO CBCTOAHHME, H3HCKBAWIO OBP30 JleueHwue,
BKJTEOMHTEIHO IUTasMadepesa.

[ornussaHe Ha TECTOBETE 3a TPOMOO a NpHY AMATHOCTHLIMPAHE HA XeAPHH-

H ana TpoMGoumrornenus (XHUT

I1pu Tecra 3a xenapuH-HHAYLIHpaHa axTUBauMa Ha TpoMOouutHte (XHUTA), H3nonspaH 3a
auarsoctuuupade Ha XHMT, anrurpomObouuTeH aktop 4/xenapvH aHTUTENATa B CepyMa Ha
NALMCHTA AKTUBUPAT TPOMOOLIMTHTE Ha 3/IpaBU JOHOPH B MPUCHCTBUETO HAa XEMApPHH.
Qanmuso oTpuLaTenHu pe3yarati 3a XU npu Tect 3a TpoMboLMTHA PyHKIMA (KOETO
BKJIFOYBA, HO MOXKE 18 He ce orpaHMyana a0 TecT 3a XHUTA) ce crofiuaBar npH nalMeHTH,
MpHEMalll1 TUKarpenop. 1ora € cepp3aHo ¢ UHxubupane Ha P2Y 12-penenrropa BepXy
TPOMOOLIMTHTE HA 3APABHTE JOHOPH OT THKAIpe/Iop B CEpyMa/IUIasMara Ha NauMueHTa IpH
TtecTa. MHdopMalia 3a CHITETCTBAILA TEPANHA C THKATPENOP Ce H3UCKBA, KOraTo Ce pa3yuTar
TECTOBETE 3a TPOMOOLMTHAaTA DYHKUMA Tpy gUarHocTuumpaHe Ha XUT.

[Tpn naumeHTH, KOUTO ca pasBwiIH XHT, choTHOLIEHHETO NMOA3a-pUCK OT MPOABIDKMTENHO
Ne4YeHHe ¢ THKArpesop TpAGBa Aa ce OLIeHH, KATO Ce B3eMAaT NpeABUA B MpoTpoMOOTHYHMA
cratycHa XHUT U noBHIIEHNS PUCK OT KBPBEHE IIPH CHITHTCTBALLA TEPANHS C AHTHKO

THKArpenop.

dpyru
Ha 6asa na nabmonasanara B PLATO Bpn3ka mexay nopabpaxauiara noza ACK u




OTHOCHTETHATA ¢(PHKACHOCT Ha THKArpeJop B CpaBHEHHE C KIOMUAOTPEN, HE ¢e Npenopb4Ba
e JTHOBPEMEHHOTO ITPWIOKEHNE HA TUKArpesop ¥ Bucoka noaaspxkama ao3a ACK (>300 mg)
(Bk. TouKka 3.1).

PaHHO NpeyCcTaHOBABAHE
PaHHOTO CIIMpaHe Ha KOSATO M [1a € AaHTHAIPEraHTHA Tepanui, BKIIOMHTENIHO H ¢ Tuiobpactui,

MOXKE J1a OBEE N0 MOBUIIaBaHEe Ha pUcKa OT ¢bpAeuHO-¢ba0Ba (CC) eMbpT, MU Mntu uncynT
BC/IEACTBUE HA MOAICKAMIOTO 3a00/19BaHe Ha MALMEHTA.
CnenoBaTenHo, TpAOBa Ja ce H304rea npeXXAeBpEeMEHHO CIIMpaHe Ha TepanuaTa.

TunobpacTun cuABPKA HATPHIA
To3u nekapcTBeH NPOAYKT ChABPXKA NO-MANKO oT 1| mmol HaTpuii (23 mg) Ha Tabnerka, Ha
[PAKTHKE HE ChABPXKA HATPHH.

4.5 B3aamoaeiicTrBHE ¢ APYIH JeKapCcrBeHH NPOAYKTH H ApYrE GopMH Ha
B3aEMOAcHCTBHE

Tuxarpenop € npeau BcHuko cyberpar Ha CYP3A4 u citab unxuburop Ha CYP3A4.
Tuxarpenop e csmo cydcrpar Ha P-rimukonporenna (P-gp) u ci1ab uxuburop Ha P-gp u
MOXe€ Ja MOBHIIH €KCMO3HUMATA HA cyDcrpaTty Ha P-gp.

Edekry Ha NekapcTBEHH H APYIrH MPOAYKTH BHPXY THKACPEJIOp

Huxubumopu na CYP3A4

o Mownu unxubumopu na CYP3A4 — eNHOBPEMEHHOTO ITPHIONKEHHE HA KETOKOHA3Z0
C TMKArpesop BoAM a0 nosumasaHe Ha Cmax U AUC Ha THKarpenop, CbOTBETHO 2,4
bTH 4 7,3 MBTH. Cnax H AUC Ha akTHBHHMSA MeTaOO0IHT ce NOHIKABAT, ChOTBETHO ¢
89% u 56%. Ouaksa ce ¥ Apyru MolHH HHXHOUTOpH Ha CYP3 A4
(KIapUTPOMHLIMH, He(a3010H, pUTOHABHD M aTA3aHABMP) 1a MMAT CXOAHH edekTn,
M AOpaay Ta3u MPUYHHA, CHITBTCTBANIOTO MPHIOKEHHE Ha MOIIHM MHXHOMTOpPH Ha
CYP3A4 ¢ Tukarpenop e NpoTUBONOKA3aHO (BX. TouKa 4.3).

o Vmepenu urnxubumopu na CYP3A4 — eAHOBPEMEHHOTO NMPHJIOKEHUE HA AWITHA3eM
¢ THKarpesop noBuiaBa Cma ¢ 69%, a AUC no 2,7 nbTH ¥ noHwkaBa Crax Ha
THKarpenop ¢ 38%, nokaro AUC octasa HeripomeHeHa. Tukarpesnop He oka3Ba
BIIHAHHE BBPXY IUIA3MEHATA KOHICHTPAIMA Ha JuirrHazeM. Ovaksa ce Apyrure
ymepenn HHXHOuTOpH Ha CYP3 A4 (Hanp. aMIIpeHaBHp, alpenUTaHT,
ePUTPOMHALIMH M QITYKOHA30J) A2 HMAT CXOACH €deKT H ChIUO 1a MOraT Ja ce
NPUIaraT eJHOBPEMEHHO C THKAarpesnop.

s HabmonasaHa € 2 MbTH YBEIIMYCHA KCTIOZULIMSA HA THKATPENIOP CNeH KOHCYMAalUs
Ha rojieMH KOJIU9eCTBa cOK oT rpeindpyt aHeBHo (3x200 ml). Tasu creneH Ha
MOBHIIIEHA €KCIO3MIHA HE ce OvMaKBa Aa Obae KIHHNMHO 3HAYMMa 38 MTOBEYETO
NalMeHTH.

Huoyxmopu na CYP3A
EnHoBpeMeHHOTO NpHIcKeHHEe Ha puGaMIIMIUH U THKATPEJIOP BOAH A0 MOHWKeHHE HA Crax
1 AUC Ha THkarpenop cpoTBeTHO ¢bC 73% M 86%. Cnax Ha aKTHBHHA METAOONIHT HE Ce
mpomeHs, a AUC ce noHwkasa cb0TBeTHO ¢ 46%. Ouyaxpa ce ApYrure MHAYKTOPH Ha
CYP3A (nanp. ¢penuronH, kapbamazenut u genobapburan) chmo Aa NOHIWKABAT
eKCMO3MLMATA Ha TUKArpesnop. EAHOBPEMEHHOTO NPHIIOKEHHE HA THKAPEJIOp ¢ MOIIHH
HHAYKTOpH Ha CYP3 A MOXe 13 ITOHIKH €KCNO3HIMATA H epHKACHOCTTA Ha TUKArpeso
NOpaAH Ta3H NMPUYMHA HE C€ HACHPYABA TAXHOTO CHITETCTBAILIO NPHIOKEHHE C

Hunocnopun (unxubumop na P-gp u CYP34)

EaHOBpeMEHHOTO NPUIIOKEHHE Ha LIMKIOCHOpHH (600 mg) c THkarpenop BoOAM A




nosuaBaHe Ha Cuax ¥ AUC Ha THKarpenop CroTBETHO 2,3 nbTH U 2,8 bTH. [IpH Hanuyuero
Ha uuKnocnopud, AUC Ha akruBHAs MeTaboauT ce noHasa ¢ 32%, a Cnax CE MOHIDKABA C

15%.

HsaMa Hanu4HHM JaHHY 3a eHOBPEeMEHHaTa ynorpefa Ha THKarpenop ¢ Apyrd aKTHBHH
Bell[eCTBA, KOUTO CBIIO ca MOIIHH HHXHOMTOpH Ha P-gp H ymepeHs HHXHOHTOPH Ha
CYP3 A4 (nanp. BepanaMwi, XHHUANH ), KOUTO CHILO MOTAT Aa MOBHUIIAT €KCIO3ULIMATA HA
THKarpeaop. Ako komOuHaumaTa He Moxe Ja Objie H3berHara, TAXHOTO €AHOBPEMEHHO
MPHIOXKEeHUE TPAOBA Ja C¢ M3BBPIIBA ¢ NOBUILICHO BHHMaHKE.

Lpyeu

KinHu4HyTe Npoyusanus 3a GapMakoOrHyHH B3aUMOECHCTBHA MTOKA3BAT, Ye
€AHOBPEMECHHOTO NPHJIOKEHHE HA THKArpeNnop ¢ xenapuH, eHokcanapud 1 ACK wiu
I€3MOTIPECHH He OKA3BaT Bb3ACHCTBHE BHPXY (PapMAKOKMHETHKATA HA THUKATPEIOp HIH
aKTHBHHA My MeTabonut, win Bbpxy AJI®-uHayuHpaHaTa TpoMOOUMTHA arperaius, B
CpaBHEHHE C THKarpesiop, NMPHICKEH CAMOCTOATENHO. AKO € KIIHHUYHO MOKA3aHO,
JIEKAPCTBEHH MPOAYKTH, KOUTO H3IMEHAT XeMOcTa3aTa, TpaOBa f1a ce M3NO3BAT ¢ NOBHILIEHO
BHHUMaHHe B KOMOHHALIHA ¢ THKAI'peop.

HabmonapaHa e 3a0aBeHa M MOHIDKEHA €KCIIO3HULIMA Ha NEepopaiiHd HHXHOMTOpH Ha P2Y 1,
BKJIIOUMTETHO THKAIPENIOP M HEroBua akTueeH Metabonur npu naupesTd ¢ OKC, nekypahu ¢
MopduH (35% noHwKaBaHe Ha EKCMO3HMUMATA HA THKarpenop). Tosa B3auMOacHCTBUE MOXKeE
Ja e CBbP3aHO C HaMaJlleH CTOMALTHO-YPEBEH MOTHIHTET U Ja C€ OTHACH 3a APYTH ONHOHIH.
KAHHMYMHOTO 3Ha4€HHE € HEH3BECTHO, HO JAHHKTE MOKA3BAT NOTCHI{HAN 338 HAMAaJICHA
¢(pHKACHOCT Ha THKArpesop MpH NalHEHTH ¢ €AHOBPEMEHHO NMPHIOKEHHE HA THKArpesop
mMopduH. I1pu nammentn ¢ OKC, npu konTo MoppHHET He Moxe 1a Obae cnpsaH # 6Bp30TO
HHxuOHpaHe Ha P2Y (2 e OT chlllecTBeHO 3HAYEHHE, MOXKe Ja ce oOMucIH ynorpeba Ha
napcHTepaneH HHXuOUTOp Ha P2Y 12.

EdexTs Ha Op BB ' 1eKa eHH KTH

Jlexapcmgenu npodyxmu, koumo ce memabonusupam om CYP344

o Cumeacmamun — €JHOBPEMEHHOTO NMPUIIOKEHHE Ha THKArpeaop Cb¢ CUMBaCTATHH
BOAM A0 NoBHILIABAHE HA Cunax H AUC Ha cHMBacTaTHH ¢BOTBETHA C 81% M 56%,
KaKTO H Ha nopHilaBaHe Ha Cmax ¥ AUC Ha CHMBacTaTHMHOBATa KHCEIIHHA CHOTBETHO
¢ 64% ¥ 52%, KaTO B OTACIIHH CITyHaH C€ JOCTHra 2- 10 3-KpaTHO NOBHILIABAHE,
EaHOBpeMEHHOTO MPWIOKEHHE Ha THKArpenop U CHMBACTATHH B 1034,
Hansuuaeaina 40 mg AHEBHO, MOXe Ja JOBEIE A0 HeXeNaHH PeaKLMy Ha
CHMBACTaTHH H Tpa0BAa A Ce NpeleHH CNPAMO NOTEHIMAIHMTE ton3d. CUMBACcCTaTHH
HE OKa3Ba BIMAHHE BEPXY ILUIa3MEHMTE KOHLIEHTPALIMM Ha THKArpenop. Tukarpenop
MOXe Aa OKa3Ba cXoaeH eeKT BbpXy JoBacTaTHH. He ce npenopbuBa
eAHOBpEeMEHHATa ynoTpeda Ha THKarpenop CbC CHMBACTATHH WIH JIOBAaCTATHH B
0034, HaasHinasamu 40 mg,

o Amopsacmamunr — STHOBPEMEHHOTO MPHJIOKECHHE HAa ATOPBACTATHH H THKarpesiop
BOOM 10 NoBHImiaBaHe Ha Cpax U AUC Ha aTOpBACTATHHOBA KHCETHHA CHOTBETHO € 23%
H 36%. Cxoauo nosumasaHe Ha AUC U Cyyex € HabmoaaBaHO NMpH BCHYKHU MeTabonuTH
Ha aTOPBaCTATHHOBATA KHCeAHHA. Te3n MOBHIIEHHM CTOMHOCTH HE C€ CUMTAT 3a
KITHHHYHO 3HAYMMH.

e He Moxe na ce n3kmouH noaobex epexr 1 BLPXY APYTH CTATHHH, MeTabomr3upaHy
ot CYP3A4. IMauuenture B npoyusadHero PLATO, kouTo ca noayyasanm
THKArpPeop, ca MpUeMau pa3iudHH cTaTHHM 6e3 crodpakeHue no OTHO
6esonacHOCTTa Ha CTATHHA NpH 93% o1 koxopTaTta Ha PLATO, xosTo
T€3H JICKAPCTBEHH MPOAYKTH,




Tuxarpenop e cnab unxubutop Ha CYP3A4. EnHOBpeMEHHOTO NPUIIOKEHHE Ha THKATPesop
che cyocTpar Ha CYP3 A4 ¢ TeceH TepaneRTHYEH HHAEKC (Hanp. LM3ANPUA HIH
EProIKAIOMAM) He Ce MPENoPbYBa, Thif KATO TUKArpenop Moxe Jia MOBHILH €KCIO3HLUATA Ha
T€3H JIEKAPCTBEHHU MPOIYKTH.

P-gp cybcmpamu (6Kn104umenio QUzOKCUH, YUKAQCNOPUN)

EnHOBpEeMEHHOTO NPHWIOKEHHE C THKArPeAOop BOAH A0 NMoBHIIARaHE HA Cuax M AUC Ha
JHI'OKCHH CHOTBETHO ¢he 75% 1 28%. CpeaHHTe Hall-HUCKH HMBA HA JUTOKCHH CE€ MOBHILIABAT
¢ ox0J10 30% npH eqHOBPEMEHHO MPWIOKCHHE C THKArPEop, KATO B HAKOH OTIAC/IHH ClIyYaH
Ce€ OTYHTAT MAKCHMYM JBYKPaTHH MOBHLIABAHHA. B npuchCTBHETO HA AMMOKCHH Crax H AUC
Ha THKArpeJop ¥ aKTHBHHS My MeTabonHT He ce nosinussatr. CeaoBaTeNlHO, NPH
¢IHOBPEMEHHO NMPWIMKEHUEe Ha TUKarpenop ¢ P-gp-3aBUCHMH JIEKapCTBEHH MPOIYKTH C
MATEK TEPANEBTHUCH HHAEKC KATO JUTOKCHH, Ce MPernophyBa MOIXOAAM] KTHHWICH H/HIIH
nabopaTopeH KOHTPON,

Tuxarpeaop He OKA3Ba BIIMAHHE BHPXY KOHLIEHTPAIMATA HA LIMKIIOCMIOPHH B KPBBTA. EQEKThT
Ha THKAarpexop BpXy APYTH cyOcTpaTH Ha P-gp He € npoyyBaH.

Jlexapcmeenu npodykmu, xoumo ce memabonusupam om CYP2CY9

EnHoBpeMeHHOTO NMPWIOKEHHE HA THKArpesnaop ¢ TondyraMua He BOAM J0 MPOMSAHA Ha
IUTa3MEHUTE KOHLIEHTPALMH Ha KOMTO M 1a € OT JBaTa MPOAYKTa, KOeTO Mpeanosnara, 4e
THKarpesaop He € HHXHOMTOp Ha CYP2C9 u e Manko BEpOATHO J1a MOBNHABA METHHPAHHSA OT
CYP2C9 merabonu3bM Ha JIeKapCTBEHH MPOAYKTH KaTo BapgapuH H TONOyTaMHA.

Posysacmamun
Tuxarpenop Moxe aa nopamse 6E0peyHaTa eKCKpeLMa Ha pO3yBACTATHH, YBEITHYABAHKH

PUCKA OT KyMyJIHpaHe Ha pO3YBaCTaTHH. BBIpeky ye TOUHHAT MeXaHH3bM HE € H3BECTEH, B

HAKOH CJTyYaH € JHOBPEMEHHOTO MPWIOKEHHE Ha THKAIPEJIOp H PO3YBaCTATHH BOJH 110
HaMa/iaBaHe Ha OBOpeuHaTa PyHKUMs, nosumieHo HMBO Ha CPK 1 pabaomMuonusa.

Ilepopannu konmpayenmueu
EXHOBPEMEHHOTO TIPHAOKEHHE Ha THKATPENIOP C JIEBOHOPIECTPE H ETHHHII €CTPaJHON BOIH

70 MOBHILIABAHE HA €KCIIO3ULIMATA KbM CTHHII ecTpaauon ¢ npubausurento 20 %, HO He
NOBJIHABA (apMaKOKMHETHKATa Ha JieBoHOprecTpe. IIpu eqHoBpeMEHHO TTPHIIOXKEHHE HA
JIEBOHOPTECTPEN H €THHHI €CTPAIHOI ¢ THKATPEJIOP HE C€ O4aKBa KIMHWYHO 3HAYHM e(PEKT
BBPXY €OUKACHOCTTA Ha NEPOPATHUA KOHTPALICITTHE.

Jlexapcmeenu npodyKkmu, 3a KOUMo e U36eCMHO, He un m 6paduxapous

IMopaau HabmopapaHe Ha NMPEIAMHO ACUMITTOMHH BEeHTPHKYJIApHH nay3u U Opaauxapaus ce
M3HCKBa MOBHILIEHO BHUMAHKUE, KOraTO THKArpesop ce Nnpuiara €eAHOBPEMEHHO C JICKAPCTBCHH
NPOAYKTH, 38 KOMTO € H3BECTHO, 4¢ MHAYLIMpaT Opaaukapaus (Bx. Touka 4.4). B npoyusanero
PLATO, obaue, He ce HabmogaBaT OKa3aTe/ICTBA 38 KIIHHKYHO 3HAYMMH HEXETaHH peakiiHH
ClEN €AHOBPEMEHHO MPHIOKEHHE C €HH WIH MOBEYE JICKAPCTBCHH MMPOAYKTH, 38 KOUTO €
M3BECTHO, Y€ HHEYLMpaT Opanukapaua (Hanp. 96 % Gera-6nokepu, 33 % OGnokepu Ha
KAILMEBHTE KAHAIH AWITHA3ZEM H BepanaMui, H 4 % JUIoKCHH).

2@ CoRbmcme mepanus
B KITMHMYHHMTE NPOYYBAHMUS THIKArpesop € npunarad eqHoBpeMeHHO ¢ ACK, HHXUOHUTOpH Ha
NPOTOHHATA NIOMIIA, CTATHHH, 6eTa-0nokepH, HHXMOHTOPH Ha aHTHOTEH3HH-KOHBEPTHPAILHA
ermsuM {(ACE) u anrnorensuH Il peuenrropam 610kepu, HeOOX0AMMH 38 JISUEHHE Ha
CBITBTCTRAILH 3a00N9BAHKA 34 TBITHI TIEPHO/, & CBILO H XenapHH, HHICKOMOJIEKYIeH
¥ HHTpaBeHo3HH HHxmMOuTopu Ha Gpllb/Illa 3a kpaTko BpeMe (BX. Touka 5.1). He
JAHHH 33 HAOMOAaBaAHH KIIMHHYHO 3HAYHMH HEXKEJIaHH B3aHMOAECHCTBHSA TIPH YTIC

T€3H JICKAPCTBEHH MPONYKTH.




EaHOBpEeMEHHOTO MPWIOKEHHE HAa THKATPENop ¢ XeNapHH, CHOKCHITAPDHH HITH Je3MOMNPECHH
HAMA e(eKT BbPXY aKTHBMPaHOTO NnapuHaiHo Tpombonnactunopo Bpeme (aPTT),
aKTHBHpPaHOTO BpeMe Ha cbeupBane (ACT) win m3cneapannsta Ha ¢axkrop Xa. Bee nak,
nopaaH NOTEHLMATHHTE (HapMAKOAHHAMHYHH B3aHMOACACTBHA, € AHOBPEMECHHOTO
MPHIOKEHHE Ha THKAIPESIOp € JICKapCTBCHU NMPOAYKTH, 38 KOHTO € U3BECTHO, Y€ ITPOMEHAT
XeMocTasaTa, TpabBa Aa ce H3BBLPILBA C MOBHILEHO BHHMAHHE.

[Topaau cbobuieHHs 338 aDHOPMHO KOXKHO KbpBeHE B¢ SSRI (Hanp. napokceTHH, cepTpaliHH H
LIMTAIONPaM), MPEnopbYBa ¢¢ BHUMaHHe, xorato SSRI ce npunarat ¢ THKarpenop, Tbil KaTo
TOBA MOX€ Ja MOBHIIM PUCKA OT KbPBEHE.

4.6 PepTRIHTET, OPEeMEHHOCT B KhpMeHe
JKeHH ¢ ieTeposieH NMOTEHIMAT

JXKenu ¢ aerepoaeH NoTeHIMAN TpIOBA Ja M3MOA3BAT €eKTHBHH KOHTPALIENTTUBHH MEPKH, 33
na u3bernar 3abpeMeHABaHE 110 BpEME Ha JIEUEHHE ¢ THKATPENOop.

bpemennocT
Hsama wiu mMa orpaHMUeHO KOJIMECTBO JAHHH 38 ynorpebaTa Ha THKarpenop npH OpeMeHHH

xeHH. [IpoyyBaHHaTa NPH KHBOTHH MOKA3BAT PENPOAYKTHBHA TOKCMMHOCT (BXK. TOYKA
5.3).Tukarpenop He ce MpernopsYBa No BpeMe Ha OpeMeHHOCT.

KbpMeHe

Hanuuaure dapMakoqHHaAMUYHH/ TOKCHKOJIOTHYHY JaHHH NPH )KUBOTHH MOKA3BAT EKCKpeLUs
Ha TUKATPeJIOp H aKTHBHHA My MeTabonur B MagkoTo (Bx. Touka 5.3). He moxe na ce
H3K/TIOHH PMCK MpHU HOBOPOJAEeHH/KbpMadeTa. TpAbBa aa ce B3eMe pellieHre Jalu Aa ce CIpe
KBPMEHETO, WIH Ja C€ NPEKPaTH/Aa He ¢e MpUIara Teparnus ¢ TUKarpenop, Kato ce B3eMe
[peaBUA O3aTa OT KEPMEHETO 3a JETETO H I10/13aTa OT TEPAIIMATA 3a XKEHaTa.

QepTUIUTeT
Tuxarpesop He 0Ka3Ba BIIHAHHE BbPXY MBLKKHA H )KEHCKHA PEPTHIMTET ITPH XKMBOTHH (BXK.

TOYKa 5.3).
4.7 EdexTn Bupxy cunocofrocrra 3a modupane u pabora ¢ MAIIAAHA

Tuxarpenop He noBIMABa UIHN MOBIHABA MPEHEOPEKUMO criocoOHOCTTA 3a odHpaHe U
pabora ¢ MammHu. I1o BpeMe Ha JledeHHE ¢ THKArpenop ce chodIlaBa 3aMagHOCT U
o6bpkBaHe. ClieJ0BAaTENHO, IALMEHTH, KOMTO MOTYYaT TE3U CUMITTOMH TpsA6Ba 11a ca C
NOBHILICHO BHUMaHHE NpH modupaHe wiK pabora ¢ MAILIMHH.

4.8 Hexenann JeKapCTBEHHE PeaKNHA

PesioMe Ha npoduna Ha 6e3onacHOCT

[IpodunsT Ha 6€30MACHOCT HA THKATPENOp € OLCHABAH B JBE rojleMH KIHHUYHH H3NMTBAHHA
¢aza 3 no orHoumrerue Ha u3xona (PLATO u PEGASUS), ekmo4samu roseve ot 39 000
nanyeHTH (BX. Touka S5.1).

B PLATO, npu nauMeHTHTE Ha THKArpeJIop MMa I10-BUCOKA 4€CTOTa Ha PEYCTAHOBABAHE HA
TepanHATa Nopaju HexkellaHH chOUTHA, B cpaBHeHHe ¢ kionuaorpen (7,4 % crnpamo 5,4 %
PEGASUS naumeHTHTE, IEKYBaHH C THKArPENIOp, HMAT O-BHCOKA 9€CTOTA Ha
NpeyCTAHOBABAHE Ha TEPAINMATA NOPAJH HEXEJIAaHH CHOHTHA B CPABHEHHE C TPYTI
tepanua caMo ¢ ACK (16,1 % 3a Tukarpenop 60 mg ¢ ACK crpsamo 8,5 % 3a ep
ACK). Ha#i-uecTo chobimaBsaHuTe HexKeNnaHU peaklMH MPH NalMeHTHTE, JIeKyBaHH
THKArPeNnop, ¢a KbpBeHe U AUCNHEA (BXK. TOuKa 4.4).




TaOauueH CIUCHK HA HEXKEAHHUTE PEaKIIHy
[IpencTaBeHHTE NO-A0TY HEXENIAaHH PEaKLMH ca HAeHTHOHLMPaHU B IPOYYBAHMATA MJTM ca

ChOBILEHH TIPH NOCT-MAPKETHHIOB ONHT ¢ TUKarpenop (Tabmuua 1).

HexxenanuTe peakuuy ca n3dpoenn no cucremo-opraneH kiac (COK) no MedDRA. B
pamkuTe Ha Bcekd COK HexkenaHuTe ieKapCTBEHH PeakldH ¢a H30POSHH M0 YEeCTOTA.

KateropHHTe 1o 4ecToTa ce AehHHUPAT 1O ClieJHATAa KOHBEHIMA: MHOTO uecTH (=1/10), yectn
(>1/100 ao < 1/10), euectn (>1/1 000 no <1/100), peaxu (=1/10 000 no <1/1 000), mHOTO
penxu (<1/10 000), ¢ HeusBecTHA YecToTa (OT HUTHYHHTE JAHHH He MOXe Ja Ob/ie HanpaBeHa

OlI€HKA).

Tabauna 1 — Hexenand peaknsl o 9ecTOTA H cHcTeMo-opranen kiac (COK)

COK Muoro gyecTH YecTH HeuecTn C HeH3BeECTHA
9eCcTOTA
Heonnaimu - KbpBene ot Tymop®
A06poxka9eCTREHH,
3JI0KAMECTBCHE H
HeONpeAeICHHE (BK.
KHCTH H NOJHIOH
Hapymenns g2 KbpBene, cBbp3aHO TpomboTrina
KpHBTA H ¢ HApYyILeHHA Ha TPOMOOLMTONCHHYHA
aaMeHATA cHCTeMa | kpbBTa® mypmypa®
Hapymenns CBpBEX4YyBCTBHTETHOCT,
HA HMYHHATA BKJTIOYHTEITHO
CHCTEMA aHruoeaeM”
Hapymenns Ha XunepypHkeMus" [Tonarpa/
merabonniMa H MoJarpo3eH
XpaHEHETO apTPUT
Icaxa4yEH O6BpxaHOCT
HApYIEHAS
Hapymenns 3amMafgHOCT, BrTpeuepeneH
HA HEPBHATA CMHKOTI, KpBLBOMN3ITHB"
CHCTEMA rnaBobonue
HapymeHra Ba o9HTe KpbeoH3nHB B OKOTO"
Hapymenns Ha Bepturo KpbBOH3/IMB B YXOTO
YXO0TO H
aabapanTa
Copacunn bpaauapurmus, AV-
HApPYIICHHS t10x®
CbI0BH HApPYINICHHSA XHUIMOTOHUA
PecumpaTopHH, Hucrnnes KbppBene or
rpLAHE H peCnUpaTOpHATa
Me¢IRACTHHAIHH cHcTEMa®
HAPYIIE¢HHSA
Cromamno- Cromamno- PerponepuroHeancH
qpeBHH ypeBeH KpBBOH3JIUB
RAPYMEHAA KpBbBOU3NUBY,
Anapus,
ragexe,

10




OHACTIETICHA,
3aneK
Hapymenng HR [Toakoxno win
KOMXKATA H JECPMAaHO
ODOAKOXHATA ThKAH KbpBECHE’,
obpus, cupOex
Hapymennsg HA MyCKYJIHO KbpBEHE?
MYCKYJ/IHO-
CKeJIeTHATA
CHCTEMA H
CheJHHHATEIHATA
ThKAH
HapymeHnaS Ha KnpBeHe oT
6nOpennTe B MUKOYHHTE
NHEKOYHHETE meTHIA®
DbTHINA
Hapynienns HA Kspsene ot
BBL3NPOH3BOAHTE/IH penpoxXyKTHBHaTa
aTa CHCTEeMA H cHcreMa®
rbpAATA
HicnenBanns [ToBuiien
KpeaTUHHMH B
KpbBTa'
HapanspaHnus, KpBBOM3IIHB clef
OTPABHHEA H mpoLeaypa,
YCJI0XKHEHRS, TpaBMaTHYHO
BbhIHHAKHAIH B KbpBeHe"
pe3yATAT HA
HHTepBEHUHH

* Hamp. KbpBEHE OT paK Ha IMHKOMHAA MEXYP, PaK Ha CTOMaxa, pak Ha aebenoro uepno

S Hanp. NOBHINEHA TEHACHUMA KbM HACHHSABAHE, CIOHTAHEH XeMaTOM, XeMOpArHYHA JHaTe3a

* UnenTUHUMpaHa B MOCTMAPDKETUHIOB OIIUT

T YecTOTHTE Ca NOJXYYECHH OT JabopaTopHu HabmoneHus (NMOBUIICHA NUKOYHA KHCEIHHA >TOPHATa
NpaHHLIA Ha HOPMATa CIIPAMO H3XOAHO HUBO MOJ HIH B pedepeHTHHTE rpaHHIM. [IoBAIICH KpeaTHHAH
>50% cnpaMO H3XOAHO HHBO.), a HE € NPHONH3HTENHA 4eCTOTa HA Cho0maBaHe Ha HeXeEJIaHH ChOMTHA.
A HAnp. KOHIOKTHBAJIHO, PETUHHO, BBTPEOYHO KhpBEHE

¢ Hanp. eNMUCTAKCHC, XEMOIITH3a

* Hanp. KbPBEHE OT BCHILIKTE, KPBBOHIIHE OT PEKTYMAa, KPbBOHITHB OT CTOMAIIHA %3Ba

* HANp. €KXKMO038, KOXEH KPhbBOMINIHB, NETEXHH

! Hamp. XxeMapTpo3a, MYCKYJIEH KPBhBOH3IIIHB

¥ Hanp. XeMaTypHs, XEMOPArA9eH LUCTUT

* Hamp. BaryHaneH KPbBOHUINUB, XeMaTOCIEpMHA, HOCTMEHONAY3aleH KPHBOHRIHB

" HAamp. KOHTY3HA, TPAaBMAaTHICH XEMATOM, TPaBMaTHYEH KPbhBOHITHR

¥ T.¢. CIIOHTAHHO, CBBP3aHO ¢ HHTEPBEHIIMA WM TPaBMATHIHA HHTpaKpaHHaIHa XeMoparus

Onucanve Ha W3OPaHU HEXEJTAHH PeaKLHH

Kvpeene
Haxooxu ¢ xvpeene ¢ PLATO




12-TtH mecen (PLATO)

Tukarpeaop | Kanonmmaorpea
90 mg nBa p-croiimoeT”
I'LTH JHEBHO N=9186
N=9235

O6mo 31auureniu ot PLATO 11,6 11,2 0,4336
PaTansu/xuBoTo3acTpaiasamy or PLATO 5,8 5,8 0,6988
3Haunrensm ot PLATO, Hecabpp3anu ¢ KAD 4,5 3,8 0,0264
3uauurentu ot PLATO, HecBBp3aHu ¢ 3,1 2,3 0,0058
HHTEPBEHLMH
Kombunupanu 001110 - 3HaYHTERHH + 16,1 14,6 0,0084
HesHaunTeJHu oT PLATO
Hecpbp3aHH ¢ HHTEPBEHIMH — 3HAYMUTENHH + 5,9 4,3 <0,0001
He3HauHTeHH oT PLATO
3nauMTenHy o TIMI 7,9 1,7 0,5669
3HauMTeIHH + He3HaUuTEAHH no TIMI 11,4 10,9 0,3272

HebHHHUHM HA KATETOPHHUTE KbpBEHE:

3naunuTenH0 PATANIHOSKHBOTOACTPAILNABRINO KbpPBEHE: KIHHMYHO MNPOABEHO € IMOHIDKABAHE Ha
xeMornobuHa ¢ >50 g/l Wi ¢ npenuBaBe Ha >4 caKka EPHTPOLMTHa Maca, WIH daransHo; WM
MHTPAKPAHHANTHO; WIM HWHTPANEPUKAPAHO Che Chp/euHa TAMMOHAAA; HIH ¢ XHIOBOIEMUYEH MOK HIH
TEXKa XHUIOTOHMS, HINCKBAIA MMPECOPH WIH XMPYPTrHYHa HHTEPBEHLIMA.

JApyro 3HAYHTENHO: KITHHATHO NPOABEHO ¢ NOHWKaBaHe Ha xemornobura ¢ 30-50 g/1 unu npenusane
Ha 2-3 caKa epHTPOLITHA Maca; WIH 3HAYNTEIHO HHBAIHAN3IUPALIO.

He3HauHTE/THO KbpPBEHe: H3IHCKBA MEAHLIHHCKA HaMecq, 38 CIIMpPaHe HIH JICKyBaHe Ha KbPBEHETO.
3naunTentHo KppbeHe no TIMI: KIHHHYHO NPOABEHO C NOHIKAaBaHe Ha xeMoriobuna ¢ >50 g/l wm

¢ HHTPaKpaHHaIHA XEMOparus.

HesnaunTenno xepBene no TIMI: KTHHHYHO NPOABEHO ¢ NOHIDKABAHE HA XeMornobuna ¢ 30-50 g/l
*p-CTOHHOCT, H3YHCNEHA OT MOJIEN Ha NMPOMOPLMOHATHHTE pHCKOBe Ha COX, KaTo rpynara Ha JiedeHHe
€ CAMHCTBCHATA EKCILUTAHATOPHA MPOMEHIHBA,

TuKarpenop ¥ KJIONUAOrpes He C€ Pa3jinyaBaT o OTHOUIECHHE HA HECTOTUTE Ha 3HAYMTEIIHO
¢aranHo/xupoTo3acTpamaeaio KepeeHe B PLATO, anaunrenno xepeene 06mo B PLATO,
MacHBHO KbpBeHe o TIMI wim cnabo xppeeHe no TIMI (Ta6muua 2). Obaue, nospara Ha
KOMOHHHMPAaHO 3HAYHTENHO + He3HA4MTENHO KbpBeHe B PLATO e nosede ¢ tHkarpenop, B
cpaBHeHHE ¢ Knormaorpen. Manko naumerTd B PLATO umar daramam xpeeonsnusuy: 20 (0,2
%) 3a Tuxarpenop u 23 (0,3 %) 3a kionuaorpen (Bx. To4ka 4.4).

Br3pacr, nos, TenecHo Terno, paca, reorpagcku pafoH, CHITETCTBAM 3a0019BaHNS,
CBITLTCTBAIA TEpalMA H aHaAMHe34a, BKTIOYHTEIHO MPeAX0AeH HHCYJIT WM TPaH3UTOpHA
MCXEeMHYHA ATAKa, HE Ca MPeAMKTOPH KaKTo 3a o0IWOTO, TaKa H 34 HECBBP3AHOTO ¢
MHTEpPBEHLMH 3HA4MTENHO KbpBeHe no PLATO. [o Ta3H npudauna, He € HAeHTUOHLMpPaHa
KOHKPETHA PHCKOBA I'PyTia 3a KOHTO H /1a € IMOATHII KbPBEHE.

Ceop3ano ¢ KAb kspeeHe:

B PLATO 42% ot 1584-Te naumerTH (12% OT KOXOpTaTa) C HANPABEH KOPOHAPHO-
aprepuaneH Sainac (KAb) ca nomyuwnu PLATO 3HaunTeIHO
¢aTaNHO/XKHBOTO3aCTPALIABAILIO KbPBEHE 0e3 pa3niMKa Me)KIy TepaneBTUYHHTE IPyIM.
(QaTtatHO KbpBeHe, CBbp3aHO ¢ KAD, ce nosssaBa nipy 6 nauMeHTH BB BCAKA OT
TEPANCBTHYHHTE I'PYTH (BXK. TOUKa 4.4).

Hecebp3aHo ¢ KAD kbpBeHe M HECBBP3aHO C HHTEPBEHLMH KbpBEHE:

Hsama paznuka MEXIy THKArpEJIop U KIONHAOTPEN NO OTHOWICHHE Ha HECBBP3
¢aTaTHH/ KHBOTO3aCTpalIaBAIM KPEBOM3IHBH N0 Ae(HHHLMA Ha NPOYYBAaH
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3HAYMTETHUTE 0010, 3HauHTeNHK N0 TIMI H 3HaYMTEeNHHM + He3HauuTennu no TIMI
KPBBOUIUBH, 10 AepHHHIMA Ha npoyuBareTo PLATO, ca no-uect mpu THkarpesnop. Cailo
T4Ka, aKO C€ H3KTIOYAT BCHUKH CBBP3aHH C MHTEPBEHIMH KPbBOU3/IMBY, NOBEYE KPHhBOM3/IMBH
ce HabmojaBaT IpH THKarpesop, oTkonkoto npx kionuaorpen (Tabnuua 2). [pexpaTtapane
Ha JICUCHHETO NOpaJH HECBbP3aHH C HHTEPBEHIMH KPBBOMH3IHBH € M0-4ECTO ¢ THKAIPEop
(2,9 %), otkonkoro c wiomugorpen (1,2 %; p< 0,001).

HurpakpaHraiHa xeMoparks:

HHTpakpaHHATIHHTEe KPbBOU3IMBH, HECBBP3aHH C MHTEPBEHLIMH, Ca MOBEYE MPH MPIIOKECHHE
Ha THKarpeJop (n=27 KxpbBOH3/IHBA ITpH 26 nawmeHTH, 0,3 %), oTkoKOTO € KNonuaorpen (n=14
KpbBOU3/IHBA, 0,2 %), ot kouTo 11 KkpBBOMMBA ¢ THKArpenop H 1 ¢ xiomuaorpesn ca ¢parainm.
Hsma pasnuka B 06mms Gpoit cmyuan Ha daraiHo KppBeHe.

Haxooxu ¢ xvpeene ¢ PEGASUS

[{a10CTHHTE pe3yaTaTH 3a 4€CTOTaTa Ha KhpBeHe B npoyuBaHeTo PEGASUS ca nokazanu B
Tabnuua 3.

Tabanna 3 — Aranni Ha ofmuTe cLbaTRE ¢ KBpBene, H3uncnennd no Kaplan-Meier na
36-tn mecen (PEGASUS)

Taxarpesnop 60 mg Camo
ABA MhTH JHEBHO + ACK
ACK N=6996
N=6958
Koepnnumenr
Kpaiina ToukH 3a 6e3omacHoct KM HA PHCKA KM p-
% (95% CI) % crolBocT
KaTeropus ua xnpsene, onpeacaenn or TIMI
3HaumTensHo - TIMI 2,3 2,32 1,1 <(0,0001
(1,68; 3,21)
dartaiHo 0,3 1,00 0,3 1,0000
(0,44; 2,27)
BKY 0,6 1,33 0,5 0,3130
(0,77, 2,31)
Jpyro 3Haynrento -TIMI 1,6 3,61 0,5 <0,0001
(2,31; 5,65)
3HAYHMTENHO WIH He3HauuTenHo - TIMI 3,4 2,54 1,4 <0,0001
(1,93; 3,35)
3HAYHTENHO WIH HE3HAYMTEIHO, HJTH 16,6 2,64 7,0 <0,0001
H3HCKBALIO MEAHUIIMHCKA HaMeca - (2,35;2,97)
TIMI

KaTeropum aa xnpBene, onpeaciena B PLATO

3rauyurendo - PLATO 3,5 2,57
(1,95; 3,37)
PaTanHO/KHBOTO3aCTPALIABALLIO 2,4 2,38
(1,73; 3,26)
Hpyro sHauurenHo - PLATO 1,1 3,37
(1,95; 5,83)
3HAUYNTETHO HJTH HE3HAYHTEJHO - 15,2 2,71
PLATO (2,40; 3,08)
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HePUHHIHH HA KATETOPHATA HA KbPBEHE:

Iuaaurenno - TIMI: dartanHo xbpeene, LU Besko BeTpedepenHo kbpeeHe, UJIH xnHHMYHO BHAHMH
NMPpH3HALM Ha KPBBOM3/INB, CBBP3aH cbe cnal Ha xemornoduna (Hgb) ot 250 g/l, win nonimkeHue Ha
xematoxpuTa (Hct) ot 15%, xoraTo muncsa croliHocT Ha Hgb.

@aTanno: coOUTHE C KbpPBEHE, KOSTO AUPEKTHO € A0BENO X0 CMbPT B PAMKHTE HAa 7 HHH.

BYK: BLTpEeYCpPENCH KPBBOH3/IMBE,

Apyro 3nauntenno - TIMI: Hedaramio He-BUK 3HaunTenno knppeHe TIMLL

Hezuauutenso - TIMI: KTHHMYHO BHARMO C MOHIKEHAE Ha XeMoraoouxa ot 30-50 g/l.
H3nckpamo MeaunHucKa nameca - TIMI: mncxsamo prTeppesig HWIH soaemo no
xocnuranmauus, LJIW Hanaramo oLeHKa.

3naunTenno paTanHo/xuBoTolacTpamasamo = PLATO: ¢aranio xppsene HIH seako
BhTpeuepenHo KbpeeHe, LJIU uuTpaneprkapauarHo ¢x¢ chpaeuHa taMnoraaa, I ¢
XHIIOBOJIEMHYEH OK WK T€XKA XHIIOTOHHA, HANAramia MpIWIOAKEHHETO Ha MPeCOPHH/ HHOTPOITHH
cpencrea Wi onepatms WIH knusmano sagumo ¢ >50 g/l noHwkeHne Ha XeMOTIoOHHa WM C
npenBaHe Ha >4 caka epUTPOLHTHA Maca.

3naurTenno Apyro - PLATO: 3hasnmo uaBamuausspamo WIHM knuamano suammo ¢ 30-50 g/l
noHwkeHue Ha xemornoousra, MJIHU ¢ npenuBaHe Ha 2-3 caka epUTPOLMTHA Maca.

HesnaunTenno - PLATO: n3ucksa MeAHIMHCKAa HHTEPBCHIMA 34 CTHPAHE HIIH JICUeHHE Ha
KbPBEHETO.

B PEGASUS 3naunTtento kspBeHe (TIMI) npu tHkarpeaop 60 mg nsa mbTH AHEBHO € TO-
CHIHO OTKOJIKOTO npH Jedenne caMo ¢ ACK. He e HabmogasaH moBHIiEH PHCK OT (aTaiHoO
KBPBEHE H C€ YCTAHOBABA CaMO HE3HAYHTE/THO MOBHIIICHHE HA BLTPEYEPEITHATE KPHBOH3/TUBH
B cpaBHeHHe ¢ TepamuaTa camo ¢ ACK. Hma mManxo csOHTHA Ha QaTATHO KEPBEHE B
nmpoyusareTo, 11 (0,3 %) 3a Tukarpenop 60 mg u 12 (0,3 %) 3a Tepanuara camo ¢ ACK.
HabmonaBaHUAT NOBHINIEH PHCK OT 3HAYHTENHO KbpBeHe ( TIMI) ¢ Tukarpenop 60 mg ce
ABIDKH NMPEAMMHO Ha MO-BHCOKATa Y€CTOTa Ha APYTo 3Ha4YMTeNHO KbpeeHe (TIMI), cepp3aHo
cbe cOMUTHA B cToManiHo-uypeBHns COK.

[ToBumieHa YyecToTa Ha CHOMTHA C KbPBEHE, MOAOOHH Ha 3HAYUTETHO KbpBeHe (TIMI), ¢
HabmoaasaHa B KATErOPHUTE 3HAYMTEITHO WIH HE3HAYMTENHO KbpBeHe (TIMI) 1 3HaYHTENHO
(PLATO) u 3HauuTenHO Wv He3HauuTeNHO KbpBeHe (PLATO) (Bx. Tabnuua 3).
[IpeycTaHOBABAHETO Ha JIEUEHHETO NMOPaRH KbPBEHE € M0-4€CTO B Ipymnara Ha THKarpenop 60
mg B cpaBHeHHe ¢ rpynarta Ha TepanusaTa caMo ¢ ACK (cvorserHO 6,2 % u 1,5 %). IloBeueTo
OT TE3H CIIY4YaH Ha KbpBEHE ca ¢ No-Majka TexecT (KIaCHQPHIMPaHH KaTO H3HCKBAIIH
MeaHUMHCKa HaMeca (TIMI)), Hanp. enmUcTaAKCHC, HRCHHABAHE M XeMaTOMH.

[TpodwrsT Ha KbpBEHe Ha THKarpesaop 60 mg ¢ cxoaeH B MHOKECTBOTO NMPEABAPHTENHO
OnpeAecHH MOArpyNH (Hanp. No BB3PACT, N0, TETO0, paca, reorpadckH peryoH,
CBITLTCTBALLM 3a00NABaHKd, CHITHTCTBAMIA TEPAITMA M MEIHI[MHCKA AHAMHE3a) NPH CLOHUTHA HA
sHauHTeNHO KbpBeHe (TIMI), 3Haunrenno wnn HesHauyureaHO (TIMI) 1 3HaUHMTETHO KEpBEHE
(PLATO).

BrTpeuepenHo KbpBeHE:
Cnonranni BUK ce crobumasar ¢ nogobHa dectora 3a THKarpenop 60 mg u repanus camo ¢
ACK (n=13, 0,2 % B aBere rpynu Ha nedeHue). Habmonaea ce He3HaUMTEITHO NOBHILICHHE Ha
BYK cBBp3aHO ¢ TpaBMa M NPOLIEAYPH NpH JieueHUe ¢ THkarpenop 60 mg, (n=15, 0,2 %) 8
cpaBHeHHe ¢ Tepamasta camo ¢ ACK (n=10, 0,1 %). Crobmenu ca 6 ¢aranman BUK ¢
tukarpenop 60 mg u 5 daraaau BUK ¢ Teparmmst camo ¢ ACK. HecroTara Ha BETpPEYEpEnTHO
KbPBEHE € HHCKA B IBE€TE IPYIIH Ha JIeYeHHE, KATO & HMA MPEeABHA 3HAYUTETHHTE
ChITBTCTBALLH 3a00aaBanua U CC pHCKOBH ¢akTOPH B NMPOy4YBaHATA MOMY/IALHA.

ucnues

JlucriHesd, ycelaHe 3a 3a8yX, ¢¢ Cro0laBa OT NMalUEHTHTE JIEKYBAaHH ¢ THKArpenop.
PLATO, obeanHeHHTe KaTO JHCIIHEA HEXENAHH JIEKapCTBCHH ChOMTHA (AMCTIHEd,
IIOKOM, IUCITHEA MPH YCWIKE, MapOKCH3MA/THa HOIHA JHCITHES H HOLIHA JHCIIHES) C
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choOIaBar ot 13,8 % ot nanueHTHTE, NIEKYBaHH ¢ THKArpesop, 1 3a 7,8 % ot nalpeHTHTE,
NIeKyBaHH ¢ Knonuaorpen. [Ipu 2,2 % or nauneHTHTE, IPUEMAIIIH THKAarpenop, u npu 0,6 % ot
NalMEeHTUTE, NMPHEMALLH KIOMHAorpes, B npoyueaHeto PLATO uacnegoBarenuTe cuMTar, 4e
JAUCIIHEATA € IPHYHHHO CBBhp3aHa C JIeUeHHETO H OPOAT Ha CepHO3HMTE CiTy4ad e Mansk (0,14
% Tukarpenop; 0,02 % knonuaorpen) (px. Touka 4.4). Hali-uecTo ¢hoOmIABAHUTE CHMITTOMM
Ha JUCTIHEA Ca JIEKH A0 YMEPEHH N0 HHTEH3HMTET M MOBEYETO CE ChOOMABAT KATO €IHHHYCH
€MHU30/ PaHO CJIe] 3aNI0YBAHE HA TeparngTa.

B cpaBHeHHe ¢ knonuaorpen, naumerTure ¢ actMa/XOBB, nekyBanu ¢ THKarpesop, Moxe aa
HMAT IOBUILIEH PHCK OT IOJIy4YyaBaHe Ha HeCepHO3Ha aucmHes (3,29 % TUkarpenop cnpaMo
0,53 % xnormuaorpen) 4 cepuosHa aucnHes (0,38 % Tukarpenop capame 0,00 %
KionHaorpen). B abconorHn cToHOCTH TO3H PHCK € MO-BUCOK OTKOJIKOTO B UAJIOCTHATA
nonynauma Ha PLATO. Tuxarpenop Tpa6ea na ce npunara ¢ noBHmieHo BHUIMaHKE NpH
NanHMeHTH ¢ aHaMHe3a 3a act™Ma W/nnu XObBB (Bx. Touka 4.4).

Oxono 30 % ot enuzoaure oT3ByuaBatT B paMkute Ha 7 aHH, PLATO BrTIOYBA MALMEHTH,
KOHTO Ha H3XOJIHO HHBO MMAT 3aCTONHA ChpaedHa HenocTaTbuHocT, XObB unu actMa; Tezu
[TALIHeHTH H NaUHECHTHTE B CTAPYECKA BB3pacT e MO-BepOoATHO A4 ChoOIaBaT AUcHes. 3a
TMKarpenop, 0,9 % or nauMeRTHTE NPEKbCBAT MPHIATAHETO HA NPOYYBAHOTO AKTHBHO
BEILIECTBO NMopaan auciHes, cnpamo 0,1 % ot Te3n, npuemamm xiormiaorpen. [To-sucokara
4YeCTOTa Ha AUCITHES C THKArPEJIop HE CE acCOIMMpa ¢ HOBA NOSBa WIH BJIOIIABaHE HA
chpaeuHo WK SenoapobHo 3abonuBane (Bx. Touxa 4.4), Tukarpenop He noenussa
benoapobHuTe PYHKLIIHOHANHH TECTOBE.

B PEGASUS aucries ce cvobiasa mpu 14,2 % OT nauueHTHTe, MpUEMAInH THKArpenop 60
mg ABa MLTH OHEBHO, H NpH 5,5 % or naumenTnre, npuemaii camo ACK. Kakro B PLATO,
MOBEYETO CITyHaH Ha CHODIICHA THCITHES Ca JIEKH JI0 YMEPEHH 110 HHTEH3UTET (BX. TOUKa
4.4).I1aiMeHTHTE, KOHTO CHLOOIABAT AHUCITHEA ca GHITH NMPeIMMHO NO-BH3PACTHH H MO-YECTO
ca umManu aucmHed, XObb nx actMa Ha M3XOAHO HHUBO.

Hscredsanua

[loBnenne Ha MAKOYHaTa KHcemHHa: B PLATO e oruereHo moBuiLaBaHe Ha cepyMHaTa
NHKOYHA KMCETHHA 0 CTOMHOCTH, HAABHIIIABAIH F'OPHATA FPAHMLIA HA HOpMATa, npH 22 % oT
NOJy4aBAL[HUTe TUKArpesop MauHeHTH, CiipaMo 13 % or nomydasammTe KNOMUuOrpen
nauHeHTH. ChoTBeTHHTE cTOHHOCTH B PEGASUS ca chotBeTHO 9,1 %, 8,8 % 1 5,5 % 3a
TaKarpesiop 90 mg, 60 mg u nnauebo. CpeaHara cepyMHa MHKOUHA KHCEIHHA Ce MOBUILIABA C
Onu30 15 % npu nmprTokKeHHE HA THKArpeNop, B CpaABHEHHE ¢ MpubmsuTenHo 7,5 % npu
MPHIOKEHHE Ha KIOMHAOIPE, 4 Cel cliMpaHe Ha JISYCHHETO C€ NMOHWKABA NTPUOIHIHTENHO
no 7 % rnpH NMpHNoKeHUe Ha THKATPEeNop, TOKATO IIPH KIOMHAOrpeN He ¢ce Habmoaasa craa. B
PEGASUS ce yctaHoBsBa 06paTUMO NOBMILIEHHE HA CPEAHHTE HHBA HA CEPYMHa MHKOYHA
KHCeIHHA 0T 6,3 % u 5,6 % cpoTBeTHO 3a THKarpenop 90 mg u 60 mg B cpaBHeHHe ¢ 1,5 %
NOHIKEHKE B rpynata ¢ niauebo. B PLATO uecrorara Ka nozarposeH aptpur € 0,2 % 3a
THKarpeop cnpamo 0,1 % 3a knonmaorpen. CroTBeTHHTE CTOMHOCTH 3a MoJarpa/moaarposeH
aprput B PEGASUS ca 1,6 %, 1,5 % u 1,1 % crorBeTHO 33 THKarpenop 90 mg, 60 mg n
mwiaue6o.

CrobmaBaHe Ha MOZIO3UPAHN HEKENAHH DEAKIINY
CrobiaBaHeTo Ha NOJO3MPaHH HeXKeNaHH peakurH Cilell paspeluaBaHe 3a ynorpeba Ha
JIEKapCTBEHHA MMPOAYKT € BXKHO. TOBa M03B0JIgBa Aa NPOAB/DKH HabMOAEHHETO Ha
CHOTHOWIEHHETO MOJ3a/PHCK 34 JIEKAPCTBEHHS NPOAYKT. OT MEMLIMHCKHTE
CMICLMAIUCTH CE H3KCKBA J1a CHOOIIABAT BCAKA NOA03MPAHA HEXEIAHA Peakiug upes
HMamrsnuurenHa areHIus no jgexapersarta yi. ,,Jlamad Fpyes” Ne 8, 1303 Codus, ren.:
+35 928903417, yebeaiiT: www.bda.bg.

4.9 Ilpeno3mpane
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Tuxarpenop ce noHaca nodpe npu eaqHoKpaTHU A03H 10 900 mg. I'acTpouHTecCTHHANIHATA
TOKCHUYHOCT € OHa 1030THMHTHpaHa B €/HO MpOy4YBaHe ¢ eTHOKpAaTHa HapacTRama A03a.
JApYTH KITHHHYHO 3HAYMMH HEXENaHH pPeaKiMH, KOMTO MOFaT fia ce MPOABAT NpU
MpeA03HpaHe BKIIOYBAT JHCITHEA H BEHTPHKYIAPHH Nay3H (BK. TO4Ka 4.8).

B ciryvalt Ha npeposupaHe, MOrar 21a ce NpOSBAT rope CIIOMEHATUTE NMOTCHIMATHHM HEXEIaHH
NeKapcTBEHH peakuHH H TpaGBa na ce uMa npeasua EKI” MonuTopupase.

KbM MOMEHTA He € H3BECTEH AHTHAOT HA THKATPE/IOp M THKArpesiop He ce AHanmusupa (Bik.
Touka 5.2). [Ipu npenoszupane neucHueTo TpaOBa 1a ce MPOBEKAA B ChOTBETCTBHE C MECTHATA
CTAHAApPTHA MEAHLIMHCKA NpaKTHKA. O4YakBaHUAT eEKT OT NPeAO3UPAHE HA THKATPENOp €
yARIDKEHa MPOAL/DKHTEIHOCT Ha PUCKA OT KhPBEHE, CRBP3aH ¢ TPOMOOLMTHOTO MHXHOHpaHe.
Tpancdysuata Ha TpoMOOLIMTHA Maca € MAJIKO BEPOSTHO Ja HMa KIHHHYHA NO3a MpH
MALMEHTH ¢ KbpBeHe (BkK. Touka 4.4). AkO ce OABH KbpBeHe, TpAdBa Jia ce mpeanpHEMAT
APYTH MOAXOIANIH MOATBPAIIH MEPKH.

5. ®APMAKOJIOTHYHHA CBOUCTBA
S.1 PapmakoIHHAMHYHHE cBoHcTBA

dapmakoTepaneBTHUHA Ipyra: KpbB ¥ KPbBOTBOPHH OpraHu, aHTUTPOMOOTHYHH CPEJICTRA,
HuxuburopH Ha arperaumaTa Ha TpPOMOOLIMTHTE, ¢ H3KIOYeHHe Ha XenapHH, ATC kon:
B01AC24

MexaHu3bM Ha AedcTBHE
TunobpacTin cbaBPKA THKATPENOD, ChEAHHEHHE OT KJ1aca Ha

1uknoneHTITpuaszononupuMuauanTe (CPTP), koiTo e nepopaneH aHTarOHUCT € JUPEKTHO
ae#cTeHe Ha P2Y )12 pelienTropa, KaTo ce CBBP3Ba ¢ HEro CEIEKTUBHO H 00paTUMO M
npexoreparspa AlD-mMeauMpaHara, 3apucewia or P2Y 12 TpoMOOLMTHA aKTHBALMA U
arperaini. Tvkarpesiop He npenorsparasa cBpp3BaHeTo ¢ AJD, a Koraro ce ceep3Ba ¢ P2Y 1
peLenTopa, BE3NPENITCTBA CUTHAIHATA TPpaHCAYKLMA, UHAyLIHpaHa oT AJID. Twi karo
TPOMOOLIUTHTE YYACTBAT B HHHLIMHPAHETO H/MITH PA3BUTHETO Ha TPOMOOTHUUHHTE YCIOKHEHMS
Ha aTepocKnepoTUYHaTa OonecT, € A0KA3aHO, Ye HHXHOHpaHeTO Ha TpoMOoLMTHATA YHKIHA
HamayaBa pucka ot CC ¢crbutui, kato cMbpT, MU unu uucynr.

THxarpenop cpIO yBEHYABA JTOKAIHHTE €HAOINCHHH HHBA HAa aICHO3HHA Ype3 HHXHOHpaHe
Ha eKBUIHOpHpalua Hykneo3uaeH Tpaucnoprep-1 (ENT-1).

JloxyMeHTHpaHO €, 4ye IIpH 3apaBH Juua u naipeHTd ¢ OKC, THKarpenop yseauvasa
cneAHHTe eeKTH, HHAYLMPAHH OT afleHO3HH: Ba3oAWIaTaums (M3MepeHa upes YBeJIMUaBaHEeTO
Ha KOPOHApHUA KPBBOTOK NPH 3apaBH nodposonuu M nammeHTd ¢ OKC; rnasobonue),
HHXHOHpaHe Ha TpoMOoLIMTHATA PYHKIHA (B YOBCIIKE LANA KPBB in Vitro) ¥ JUCITHES.
Bpn3kaTta Mexky Habmo1aBaHUTe YBE/THUEHHA HA 8/ICHO3HH H KIIMHHYHMTE pe3yrraTh, obaue
(namp. 3ab0neBaEMOCT-CMBPTHOCT), HE € KATENOPUYHO H3sCHEHA.

DapMako WYHH ePeKTH
Havano na oeticmetemo

[Tpu nampenTH ¢be cTabrnHa HexeMuuHa 6onect Ha cspuero (UbC), npuemanm AC

OT cpeAHOTO HHXHOHpaHe Ha TpoMBounTHaTa arperawus (MUTA) oxono 41 % 0,5
npunoxeHue Ha 180 mg HaToBapBaiia 034 THKArPEJIOp, ¢ MAKCHMAIEH e)eKT Bh]Y
% 2-4 yaca ciea NPUIOCKESHHAETO HA 103aTa, KOHTO ce 3aabpika Mexay 2 M 8 yaca. ]
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Kpaii na oeiicmguemo
Ako ¢ nnanupana KAb mpoueaypa, pHCKBT OT KbPBEHE CBBP3aH C THKArpesiop € MOBHILIEH B
CpaBHEHME C KIOMUAOTPEN, KOTAaTO TEPAIHATA € IIPEKPaTeHa II0-MalKo OT 96 uaca npeau

MpOLIeAYpATa.

CMRHA Ha Rexapcmeama

[IpeMHHABAHETO OT JIEYEHHE C KIOMUAOTPeNn 75 mg Ha jicueHHe ¢ Tukarpenop 90 mg asa meTH
AHEBHO BOAU 10 abcomoTHO noeuuasaHe Ha UTA ¢ 26,4 %, a npeMHUHABAHETO OT JIEUEHHE C
THKATPE/IOp Ha JISUSHHE ¢ Konuaorpen Boau Ao abcomotHo noHwxasaHe Ha UTA ¢ 24,5 %.
ITatMeHTHTE MOTaT Aa NPEMUHABAT OT KIOMHUAOrPENl Ha THKarpeaop 0e3 npexbhcBaHe Ha
AHTHArPEraHTHOTO ACHCTBME (BXK. TOUKA 4.2).

KnnHnuHa ebukacHoCT M 6€30MacHOCT

KnuHuyHKTe JaHHM 32 €PHKACHOCTTA H 6€30MacKOCTTa Ha THKArpeiop ca NoNMy4YeHH OT JBe
KIHHHYHHA W3MATBaHKA dasa 3:

e [Ipoyusanero PLATO [PLATelet Inhibition and Patient Qutcomes (TpoMGoTHYHO
MHXUOHpaHe H KIHHHYEH H3XO/ Ha NalKeHTa)], cpaBHEeHHE Ha TMKarpeop ¢ KIOMUAOrpel,
H Apata npunaraHy B koMOnHaums ¢ ACK, u Apyra craHaapTHa Teparus.

o [Ipoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IIpeBeH1Ms ¢ TUKArpenop Ha
BTOPHYHH TPOMOOTHYHH CHOUTHSA NMPH BUCOKOPHCKOBH TAIIMEHTH C OCTHP KOPOHAPEH
CUHApPOM)], cpaBHEeHUe Ha THKarpenop, kombuaupau ¢ ACK, ¢ tepamma camo ¢ ACK.

IIpoyueane PLATO (ocmpu xopoxapru cundpomu)

[IpoyuBaneTo PLATO sxkmousa 18 624 naieHTH, KOMTO ca B 24-4acOBUA NEpHOA OT
Ha4aJlOTO Ha CHMITTOMH Ha HecTabuwnHa creHokapaua (HC), mmdapxr Ha muokapaa 6es ST-
eneawma (NSTEMI) win ¢ undapkr Ha Muokapaa cec ST-eneBaums (STEMI), u kouro

ITbPBOHAYAHO €A JIEKYBaHH MEAUKAMEHTO3HO, HIIM Mpe3 NepKyTaHHA KOPOHApHa
nHrepBeHuma (ITIKH), wim 4pes nocrapane Ha KABD.

Knunuuna echuxacrnocm

Ha ¢oHa Ha exeaneBHo npunoxeHne Ha ACK, takarpenop 90 mg asa NbTH JHEBHO
JAE€MOHCTPHPA MPEBE3XOACTBO CNPAMO 75 mg AHEBHO KIOMHAOTPE MO OTHOLIEHHE Ha
IIpeBeHLNs Ha CheTaBHATa KpaliHa Touka 3a CC cMbpT, MU MM HHCYNT, ¢ pa3inKa,
mpomanuzaiia oT CC cMepT U MHU. ITanmenture nosyyasat 300 mg HaToBapBallla 1034
Kknormaorpen (Bu3mMoxHo € 600 mg, ako umat [IKH) unu 180 mg tukarpenop.

PesyntaTsT ce nosssaBa paHo (abcomoTHa peaykuusa Ha pucka [APP] 0,6 % u oTHocuTenHa
peaykiMs Ha pucka [OPP] 12 % Ha 30-s neH) ¢ nocTosHeH edhexT OT NEYSHHUETO 10 BpeMe
Ha nenus 12 Meceaen nepuoa, nasamy APP 1,9 % na ronuna ¢ OPP 16 %. Tosa npennonara,
ye € NOIXOAAIN0 NALMCHTHTE J1a ¢ JIEKYBAT ¢ THKarpenop 90 mg fBa ITbTH AHEBHO 3a 12
Mecela (BX. Touxa 4.2). Jleuennero Ha 54 nauueHTH ¢ OKC ¢ THKarpenop BMecTo ¢
KJIOMHMAOTpen npeaoTeparasa 1 areporpoMboTHdHO CHOHTHE; JledyeHHeTO Ha 91 malLMeHTH
npenoteparaBa 1 CC cmbpr (Bk. Ourypa 1 u Tabnuua 4).

TepanesTHuHHAT €eKT Ha THKAIPENOp, HAAXBHPJALL TO3M HA KIOMMAOTPeES, H3rexaa

CXOJIEH B MHOT'0 MTOATPYTIH, BKIIOYHTENHO Terio, MoJj, aHaMHe3a 3a 3axapeH quaber, . -
TPaAH3UTOPHA HCXECMHYHA ATAKA WK HE-XEMOpPAruyueH HHCYJIT, WIH peBacKyJ/IapH3aLHA; 1@?.““{"’_” i?g_’,};\
CBITBTCTBALLO JieyeHue BinoyBamlo xenapus, Gpllb/llla uaxuGuropu u uEXHOHTOPWARY /7 20~ N

po N

HPOTOHHATA NoMna (BX. To4Yka 4.5); IPU OKOHUYATETHATA AUACHO3A HA [10KA3ATE/THO ® .‘3‘.‘_'"5;“ \\‘ 0, \
(STEMI, NSTEMI i UA); u npu rnaHMpaHHa NMPH paHAOMH3aLMATA JedeOeH 110 R ;
(MHBA3HBEH WIH MEIUKAMEHTO3€CH).
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YcTaHOBEHO € ¢/1ab0 CUrHU(UKAHTHO TEPaneBTUYHO B3aUMO/I€MCTBUE B 3aBUCUMOCT OT
pervoHa, cbrjiacHo koeto koepuuueHTsT Ha pucka (HR) 3a nbpBuyHaTa kpakiHa TOUuka € B
MoJi3a Ha TUKArpesop 3a OCTaHajlaTa 4acT Ha CBeTa, HO € B 10J13a Ha kionuaorpen 3a CesepHa
AMepHKa, KOoATO cheTaBsaBa npubauzurenHo 10 % ot uanara npoyuBaHa nonyJiamus (p-
cTOMHOCT Ha B3aumonercTeue=0,045). ExcruiopatopHMTe aHaJIM3M NpEAnosiarat BEposATHa
Bpb3Ka ¢ no3ata Ha ACK, kato ¢ yBesnyaBaHe Ha no3ara Ha ACK ce HabironaBa HamaneHa
e(hMKACHOCT Ha THKarpesop. XpoHuuHara AHeBHa Jo03a ACK, K0osATO Ja ChITbTCTBa
THKarpenop, Tpabea aa 6bae 75-150 mg (Bx. Touku 4.2 u 4.4).

durypa 1 noka3pa OYaKBaHWs PUCK 3a HACThbIIBaHE HA MbPBH HHLUMAEHT, BKJIIOYEH B
koMOMHHpaHaTa KpaiHa To4yka Ha e(HKacHOCT.

®durypa 1 — AHA/IN3 HA NbPBHYHATA KJIHHHYHA CbCTABHA KPaHHA TOYKA OT
CC cmbpt, MU 1 uucyar (PLATO)

134  ——— Tukarpenop (T) [864/9333]
7 Knonuaorpen (C) [101 4/9291]
1 e 11.67%
114 s
X 107 T 9.80%
g 9-
S 8-
§ 7
Q.
;2 6
g 5
Y
& o
-2
14 HR 95% ClI p-CTOMHOCT
0 - T cpsamo C 0.84 0.77,0.92 <0.001
I i ] I | | |
0 60 120 180 240 300 360
Bpoii B puck JlHM ciea paHaoMH3aLMATa
T 9333 8628 8460 8219 6743 5161 4147
C 9291 8521 8362 8124 6650 5096 4074

B cpaBHeHuMe ¢ K10onuaorpes, THKarpeaop HamajisiBa 4ecTorara Ha HacThIIBaHE Ha
MHIMJEHTHUTE, BJIM3AlH B CbCTaBa Ha MMbPBUYHATA CHCTABHA KpaifHa TOUYKa— KaKTo B
nonyjauusata ¢ UA/NSTEMI, taka u B nonynauusara ¢ STEMI (Tabauua 4). CnenosarenHo,
Tuno6pactun 90 mg aABa MbTH AHEBHO 3aeAHO ¢ HUCKa 103a ACK Moke /1a ce u3nosi3Bsa rnpu
nauueHTH ¢ OKC (HecTtabuiiHa cTreHOKapaus, MuokapaeH uHdapkr 6e3 ST eneBauus
[NSTEMI] unu muokapaes ungapkr cbe ST enesauus [STEMI]); BitounTenHO nauneHTy,
JIeKyBaHM MEIMKaAMEHTO3HO, W MAaLKUEHTH, JIEKyBaHH C [EpKyTaHHA KOPOHapHa HHTepBemmﬂ |
(ITKH) unu Gaitnac Ha kopoHapHa aprepus (KAD). /
Tab6anna 4 — AHAJIM3 HA IbPBHYHATA H BTOPHYHHTE KPailHH TOUKH 32 ePHKACHOCT
(PLATO) \\
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Tuxarpenop | Knonuaorpen
90 mg aBa 75 mg APP*
OBLTH AKEBHO BeAHDK (%/r) OPP* (%) | p-croifimoct
(% nHeBHO (% (95% CI)
HAIHCHTH NANHCHTH CbC
C¢h¢ ChOHTHE) crOnTHE)
N=9333 N=9291

CC cemmpt, MU (€ 9,3 10,9 1,9 16 (8; 23) 0,0003
M3KJ. Ha ,,THX “MH)
WM MHCYJIT
HamepeHue 3a 8,5 10,0 1,7 16 (6; 25) | 0,0025
HHBA3HBHA Tepamnus
Hamepenue 3a 11,3 13,2 2,3 |15(0,3;27) 0,0444"
JICKAPCTBEHA TepaIuA
CC cmBpT 3,8 4,8 1,1 21 (9; 31) 0,0013
MU (¢ u3ki1. Ha ,, THX 5.4 6,4 1,1 16 (5; 25) 0,0045
ﬂMH)E
Hucynr 1,3 1,1 -0,2 | -17(-52;9) 0,2249
CMBpT 6€3 3HaUCHHE
Ha IIPUYHHATA, 9.7 11,5 2,1 16 (8; 23) 0,0001
MH (¢ U3k, Ha ,,THX
“MH) 1wy HHCYT
CC cMBpT, 06110
MM, uncyrr, CPH, 13,8 15,7 2,1 12 (5; 19) 0,0006
PH, ITHA,
wnu gpyru ATC®
CMbpT 6€3 3HaUeHHE 4,3 54 1.4 22 (11; 31) 0,0003"
OT pUYMHATA
HeduHuTHBHA 1,2 1,7 0,6 32 (8; 49) 0,0123"F

1'p0M603a Ha CTCHTA

4APP = afcomoTHa peTyKiHa Ha pucka; OPP = oTHocuTenHa peAyKIMA Ha pucka = (1-KkoedHIMEeHT Ha
pucka) x 100%. Otpuniarenna OPP o3HaYapa MOBHINABAHE HA OTHOCHTEIHHA PHCK.

¢ WKnoueHue Ha ,,tux MH.

BCPU = cepuosna pexypenTna ucxemus; PH = pexypenTHa ucxemus; IIMA = npexolHa HCXeMUIHaA
ataka; ATC = aprepuanso tpomboTHaHO cpOuTHE. O6mo MU BrIOYRa ,,THX“ MU, nata Ha chbuTueTO
¢ JAaTraTa Ha HETOBOTO YCTAHOBABAHE.

YHOMHHANHA CTOMHOCT HA CUrHEHKAHTHOCT; BCHYKH OCTABAIH ca (POPMATHO CTATHCTHUECKH

CHrHUGHKAHTHYU N0 NpeaepUHUPAHO HepapXWiHO TeCTBAHe.

PLATO zenermuuno noonpoyusarie

Onpeaemsinero Ha CYP2C19 u ABCBI1 resoruna Ha 10 285 maupenty B PLATO napa

BB3MOKHOCT 33 aCOLMALMA Ha NEHOTHITHATE rpynH ¢ pesysratire ot PLATO.

IIperB3X0ACTBOTO HA THKATPENOP HAA KJIOMMAOrpEN N0 OTHOMECHHE Ha peayKIMATA Ha
sHaurTeNnHu CC cuOurng He e curandukanTHo nopmwiHo ot CYP2C19 wm ABCBI
reHoTuna Ha nauyesTure. IloqobHo Ha wsnocTHOTO MpoyuBane PLATO, Hama pa3iuka
MeXy THKArpeJaop U KIOIMMAOrpeNn NpH o610 3HAaUUTETHHTE XeMOpParuyHH MHIUAE
PLATO, spripexu renotuna CYP2C19 win ABCBI1. Heceosp3anoro ¢ KAD 3HaunTe
kbpBeHe B PLATO ce noBumiasa ¢ TUKarpenop B CpaBHEHHE ¢ KIOMUOTpes Py 1t
enuHd wiM nopeve CYP2C19 anenu cbe 3aryda Ha GyHKIHA, HO € CXOHO Ha KO

IIpH NALHeHTH ¢ aJiefl, KOHTO HAMa 3aryba Ha PYHKIIMAL.

19




Kombunupan noxazamen 3a egpuxacrocm u 6ezonacrocm

KomGuunpaHuaT nokasaren 3a eduxacroct u 6esonacHoct (CC cMupr, MU, MHCYNIT HiH
00ILO 3HAUMTENTHO KbpBeHe No AeHHMLKATA Ha PLATO) nokassa, ue no/a3aTa ot
NPHJIOKECHHETO Ha THKArpeJiop MO OTHOIICHHE HA e(PHKACHOCT B CPaBHEHHME ¢ KJIOMMOrpel He
C€ KOMITICHCHPA OT ClTy9JauTe Ha 3Ha4YHTeNIHO KbpBeHe (APP 1,4 %, OPP 8 %, KP 0,92;
p=0,0257), 12 mecena cnex OKC,

Knunuvuna 6eszonacrnocm

XoJITepoBO NOANPOYUBAHE:

3a ja ce OLIEHH YECTOTaTa Ha BEHTPHKYHapHUTE NAY3U M APYTH eMH30H Ha aPHTMHA 1O
BpeMe Ha npoyusanero PLATO, e ochluecTBeHO XONTep-MOHHTOPHpaHE Ha MOATPYNa OT
6130 3 000 naumenTH, mpubnusuTenHo 2 000 OT KOMTO UMAT 3ANHCH, KAKTO B OCTPATa ¢asza
Ha OKC, Taxa n Mecen no-kucHo. [TepBiriHaTa mpocieassana NPOMEHIHBA € YECTOTATA HA
BEHTPHKYJIApHH May3H C MPOIBIDKUTENHOCT > 3 ceKyHaH. BeHTpukynapHu naysu passusar
[IOBEYE NAUMEHTH Ha JICYCHHE ¢ THKarpenop (0,0 %), OTKONMKOTO TaKHBA HA JICYEHHE C
krnonuaorpen (3,5 %) B octpara da3sa u ceotBetHO 2,2 % U 1,6 % cinen 1 mecen (k. Touka
4.4). YBenn4yeHHETO Ha BEHTPHKYJIapHHUTE May3u B ocTpata ¢asa va OKC e no-uspaseso pH
NalMEHTHTE Ha THKarpestop ¢ aHamuesa 3a XCH (9,2% c anamuesa 3a XCH cnpsamo 5,4 %
npu naumeHTH 6e3 anamuesa 3a XCH; 3a naumeHTHTe Ha Ktomuaorpe, 4,0 % npu Te3u cbe
cnpamo 3,6 % npu Tesu 6e3 anaMHe3a 3a XCH). Tasu pasiiika He ce NpOABABA 38 €IHH MECEIL:
2,0 % cnpamo 2,1 % 3a natMeHTHTE Ha THKArpenop, CLOTBETHO, ChC U 663 aHaMHe3a 34 XCH;
u 3,8 % criipamo 1,4 % 3a wionuporpes. TasH pasfiuka He € CBbP3aHa C HeXENaHH KITMHHYHH
MOC/IEANLM (BKIIOYMTESTHO H IOCTaBAHe Ha NeficMEAKBD) BB BHIIPOCHATA NOITY/IalHs
NMALHEHTH.

Ilpoyusane PEGASUS (anamnesa 3a muoxapoen urchapxm)

PEGASUS TIMI-54 e npoyusase ¢ 21 162 nalMeHTH, ¢ qu3aiH 3aBHUCEI OT HACTHIIBAIATE
CHOMTHA, PAHIOMU3HPAHO, IBORHOC/IANO, IWIALEe60-KOHTPOTHPAHO, MEXIYHAPOIHO
MHOTOLIEHTPOBO NMPOYYBAHE C NApaje/IHH IPYITH 32 OLIEHKA HA NIPEeBEHIUATA Ha
aTepPOTPOMOOTHYHH CHOHTHSA ¢ THKarpenop, npwiaras B 2 J03H (90 mg 1Ba TbTH JHEBHO KIIH
60 mg apa IIETH 1HEBHO) B KOMOMHaLMA ¢ Hiucka go3a ACK (75-150 mg), B CpPaBHEHHE ¢
Tepanus caMo ¢ ACK ripu nauneHT# ¢ aHamuesa 3a MM 1 fomrsnuuTenuy puckoBR haxTopy
3a aTepoTpombo3a.

llanmeHTH, NOAXOAANA 33 BKIIOUBAHE B MPOY4BaHETO ca GH/IH TAKHMBA HA BB3PACT Ha WIH Hal
50 roauny, HaNHUME Ha aHamHe3a 38 MU (1 mo 3 roauyn npeau paraoMH3MpaseTo) 1
HAJTHYHE Ha TIOHE €IHH OT CIIEJHUTE PUCKOBH (akTOpH 3a aTepoTpoMb03a: BB3pacT > 65
FOAMHH, 3aXapeH qualeT, Haylarall MEAHKaMEHTO3HO JIeUeHHe, BTOpH npequecTsam MU,
RaHHH 3a MHOrocsRoBa MbC wiH xpoHnyHa 616pedHa AucHYHKUMS H3BBH KpaiHUA CTamuit.

HaupeHTHTe He ca WM NOAXOAAINH 38 BIIIOUBAHE B [IPOYUBAHETO, AKO ¢ HMATH ILTAHHpaHa
ynorpeba Ha P2Y 12-penenropeH aHTaroOHUCT, IMITMPHAAMOJ, LIWIOCTA30M WIH
aHTHKOarylaHTHa TEpalyA 3a NePHOAA Ha MPOYYBAHETO; HAPYILICHHE, CBBP3aHO ¢ KbPBEHE
WJIM AHAMHE3A 38 HCXEMWYCH HHCY/IT WIH BETPEYECPETIHO KbPBEHE, TYMOP HA LEHTpaiHaTa
HCPBHA CHCTEMA WIH BbTpeYepenHa Ch0Ba aHOMATHA; NALMEHTH ChC CTOMANIHO-UYPEBHO
KbPBECHE IIPe3 [peAIIecTBAIINTE 6 Mecelia WIH roaMa onepanus rpes npeamecraaumre30
ITHH,

Knunuuna egpuxacnocm

®arypa 2 - AEAIN? HA TLPBHYHATA KIHERYHA CHCTABHA Kpaiina Touxa ot C
MM = aucyar (PEGASUS)
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- HTauueHTy cbe crOUTHE
IKM% na 36-us mecell

['ikarpesiop 60 mg

JIBa ITbTH JIHEBHO
7045

487 (6.9%)
7.8%

@ ©

“1 ICpoTH. Ha pucka (95%CI) 0.84 (0.74, 0.95)
pP-CTOHHOCT

0.0043

KymyaaruBuo, %

-« =« [1nauebo

7067
578 (8.2%)
9.0%

0 Y T 1 Y Y ; T T Y r
0 120 240 360 480 600 720 840 960 1080 1200 1320
Bioit B pHEK JAHH cjiel paHaAOMH3aLUS
Tuk. 60 mg 7045 6048 6857 6784 6711 6357 5904 4926 3698 2055 710
[naueGo 7067 6950 6842 6761 6658 6315 5876 4899 3646 2028 714
Tabauua S - AHA/IH3 HA MBPBHYHATA H BTOPHYHHTE KPaiiHH TOYKH 3a epHKACHOCT
(PEGASUS)
Tukarpenop 60 mg aa nbTH Camo ACK
AHeBHO +ACK N=7067
N = 7045 P-CTOHHOCT
MauueHTH 2 HR [NauueHTH °
ASDARTERNCTRICS ChC CLOMTHA L (95% CI) | c¢be cOMTHS nhi T
[IbpBHUYHa KpaliHa TOYKa
CncraBHa ot CC 487 (6,9%) 7,8% 0,84 578 (8,2%) 9,0% 0,0043 (s)
cMbpT/MH /MHCYNT (0,74; 0,95)
CC cmbpT 174 (2,5%) 2,9% 0,83 210 (3,0%) 3,4% 0,0676
(0,68; 1,01)
MH 285 (4,0%) 4,5% 0,84 338 (4,8%) 5,2% 0,0314
(0,72; 0,98)
HUHucynr 91 (1,3%) 1,5% 0,75 122 (1,7%) 1,9% 0,0337
(0,57;0,98)
Bropu4yHa kpaifHa TOUYKa
CC cmbpT 174 (2,5%) 2,9% 0,83 210 (3,0%) 34% | =
(0,68; 1,01) ya
CMBpT 110 BCAKAKBA 289 (4,1%) | 4,7% 0,89 326 (4,6%) 5,2% -
MpHYKHA (0,76; 1,04) E

KoepHuHeHTBT Ha pUCKa U P-CTOHHOCTHUTE Ca W3YHCIIEHH OTAEJIHO 33 THKArpesiop CHpaMO
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Teparmua camo ¢ ACK ot Moaen Ha nponopuuoHanHuTe pruckose Ha Cox, KaTo rpynara Ha
JICYCHHE € €AUHCTBEHATa EKCILIaHATOPHA MPOMEHINBA. KM npoiieHT, H3YHCIeH Ha 36-TH

Mecell.
Benexka: 6posT Ha mepeyTe ChOUTHA 38 KoMmOHeHTHTe CC cMBpT, MH M HHCYAT € AeHCTBHTETHAAT
Opoii Ha MbpBH CHLOHTHA 32 BCEKH KOMIIOHEHT H He ce 100anq KbM O6pos Ha chOHTHATA B ChCTABHATA
Kpa#fHa TO4YKa

(s) noka3pa CTATHCTHYECKA 3SHAYHMOCT.

CI = nosepurenex uHtepsal; CC = copaedHo-cba0B; HR = koeduumenT Ha pucka; KM = Kaplan-
Meier; MHA = MuokapaeH unpapkT; N = Opoif nauueHTH.

JiBere cXeMH Ha edeHHe ¢ THKarpenop 60 mg nea meTH AHeBHO M ¢ 90 mg nBa ITETH AHEBHO
B koMOuHaimsa ¢ ACK npepn3xoxaar camocroarenHoTo nedenune ¢ ACK no otHomenue Ha
IPEBEHIMATA HA aTCPOTPOMOOTHYHHTE ChOMTHA (ChcTaBHA KpatiHa Touka: CC cMbpT, MH M
HHCYJIT), C IIOCTOAHEH €(EKT OT JICUEHHETO Npe3 Lie/UA IEPHOJ Ha MPOYUYBAHETO, BOACI A0
16 % OPP u 1,27 % APP 3a tTukarpenop 60 mg u 15 % OPP 1 1,19 % APP 3a tuxarpenop 90
mg.

Bonpekw vye npogunure Ha epuKacHOCT Ha 90 mg U 60 mg ca noxoOHM, MMa AaHHH, Y€ No-
HHMCKATa 034 € ¢ No-A00bp MpodKn Ha NOHOCHMOCT M 6€30MaCHOCT IO OTHOLIEHHE Ha PHCKA
OT KbpBeHE H nucnHeda. Cnenosarento, camo Tunobpactin 60 mg nBa IMbTH THERHO,
npuioXkeH efHoBpeMeHHO ¢ ACK, ce mpenopbiuba 3a npeBeHLMI HAa aTEpOTPOMOOTHYHH
csOuTHa (CC cMbpT, MH H uHCYT) NMpH nauMeHTH ¢ aHaMHe3a 3a MU 4 BHCOK pHCK OT
pa3BUTHE Ha aTEPOTPOMOOTHYHO CHOHTHE.

B cpaBHeHue cbc camocTosiTenHoTO JieueHne ¢ ACK, THkarpenop 60 mg asa mbTH JHEBHO
3HAYMMO MOHHIKABA MEPBHYHATA ChCTaBHA KpaliHa Touka oT CC cmbpt, MH M HcynT. Beekn

OT KOMIIOHEHTHTE JONMPHHACH 38 MOHIWKECHHETO Ha IMbPBUYHATA ChCTABHA KpatiHa Touka (CC
cMept 17 % OPP, MH 16 % OPP u uncyrr 25 % OPP).

OPP 3a cucraBHaTa KpaitHa Touka ot 1 a0 360 num (17 % OPP) u or 361 auM Hatatek (16 %
OPP) e nonobHo. UMa orpaHuyeHu AaHHH 38 ePUKACHOCTTa M (€30MaCHOCTTA Ha YIB/DKEHO

JIeYeHHUe C THKArpesop Haj 3 roguHM.

JIMNCBAT JOKA3aTe/ICTRA 38 1o3a (He ce Habmoaasa peayKIHA Ha YeCTOTaTa Ha ITbPBHYHATA
npocneadpaHa KpaHHa Touka oT CC cMbpT, MH H MHCYNT, HO HMa NIOBHINIABAHE HA YECTOTATA
Ha 3HAYHTEIHO KbPBEHE), Koraro THKarpesop 60 mg asa mbTH JHEBHO € MPUIIOXKEH IPH
KIMHHYHO CTaOMITHU NAlMEHTH ¢ JaBHOCT HA HH(APKTa> 2 FOJMHH WIH IIOBeYe OT eHA
roIHHa C/ie CIHpaHe Ha NMPeaxXoAHOTO Ne4YeHHe ¢ A JlP-peuerropeH HHXHOUTOP (BK. TO4KA
4.2).

Knunuuna 6ezonacrocm

YecroraTa Ha IpeycTaHOBABAHE HA TepalnuATa ¢ THKarpenop 60 mg nopaaH KspBeHe U
JAHCITHEs € MO-BHCOKa MpH NalureHTH > 75 roaunrH (42 %), B CpaBHEHHE C MO-MJIATH MALHEHTH
(mHTepBan: 23-31 %), ¢ pa3nuka cripaMo iatedo rpynara no-ronaMma ot 10 % (42 % cnpsamo
29 %) npH MauMeHTH > 75 roAUHH.

[legnaTpuyHa IOMyaalys
B pannomusupaHo, asoliHocmano npoyysane @asa I ¢ mapanensm rpym (HESTIA 3),

193 nenuaTpuyHH naunueHTH (Ha BB3PACT OT 2 A0 1o 18 roauHK) ¢he CHPNOBHAHOKIETHYHA
OonecT ca paHIOMH3MPAHH 13 MOTyYaT WiK Iiauebo, WiM THKArpenaop B 103M ot 15 mg no 45
mg /iBa MbTH AHEBHO B 3aBHCHMOCT OT TEJIECHOTO Tero. Tukarpenop Boau Ao MeaAHaHa
TpoMboLMTHAaTa HHXHOHIMA 35% npeau npueM Ha A03aTa H 56% 2 yaca ceq npueM
n03aTa MPH CTALIMOHAPHO CHCTOSHME.




Ha Ba30OKITY3UBHHUTEC KPH3H.

EBpomneiickaTa areHLH 110 JISKAPCTBATa 0CBOO0KAABA OT 3aIb/DKEHHETO 32 NMPeOCTaBIHE Ha
pe3yJITaTUTE OT NPOYUBAHHATA C TUKArPe/IOp BB BCHYKH NOATPYIIM HA MEAHATPHYHATA
MomyaLMs 3a ocTpH kopoHapHu cuHapomu (OKC) n anamnesa 3a MHoxapack uHpapkt (MH)
(Bx. Touka 4.2 3a HHPOPMALIMA OTHOCHO yrioTpeba B neJUaTpusTa).

S.2 PapMaAKOKHHETHYHH CBOHCTBA

Tuxarpenop nma nuHeHHa GapMAKOKHHETHKA, 8 EKCIIO3HLIMKHTE KbM THKATPEJIOP H aKTHBHHA
My metabonur (AR-C124910XX) ca npubnuanrenHo nponopLMOHAIHU Ha Ao03ata Ao 1 260
mg.

Abcopbups
AGcopOumnaTa Ha THKarpesiop ¢ 6bp3a, ¢ MEJHAHA HA tmax NpUOIM3MTENHO 1,5 Haca.

[peBprmaHeTO HAa THKATpENop B ocHOBHHA mupKyaupaul Metabonut AR-C124910XX (cpmo
aKTHBEH) € OBp30, ¢ MeAHAHA HA tmax NPHONH3UTENHO 2,5 yaca. Cnell MEPOPATHO MPUIIOKEHHE
HA €AMHMYHA J03a THKarpeaop 90 mg Ha riagHe TpH 34paBu IHUA, Cune € 529 ng/ml u AUC e
3451 ng*h/ml. CeoTHOmEeHNATa METAGONHT/OCHOBHO BeltecTBO ca 0,28 3a Cpa 1 0,42 32
AUC. ®apmakokuHeTHKaTa Ha THKarpenop u AR-C124910XX npu nalMeHTH ¢ aHaMHe3a 3a
MH obuxHOBeHO e noaoOHa Ha Ta3u B nonynauusta ¢ OKC. B13 ocHOBa Ha eaMH
NoMyJIaMOHeH PpapMaKOKHHeTH4YEH aHanu3 Ha npoydysaHeTo PEGASUS mMeaunanara Ha Crax
Ha Tukarpesnop € 391 ng/ml u AUC e 3 801 ng*h/ml B cTaumoHapHO CHCTOSHHE 38 THKArpenop
60 mg. 3a Tukarpesiop 90 mg Cnax € 627 ng/ml u AUC e 6 255 ng*h/ml B craumoxapHo
CBCTOAHHE.

CpexgHara abcomoTHa OHOHAIMMHOCT HAa TUKArpenop € u3yucieHa Ha 36 %. [lpueMsT Ha
forata Ha Ma3HUHM XpaHa BOAH J0 noBHiuaBaHe ¢ 21% Ha AUC Ha THKarpenop 4 ao
noHwkasaHe ¢ 22% Ha Cnax Ha aKTHBHHA My METaOOIMT, HO HE MOB/IMABA MO HUKAKBR HAYHH
Cuax Ha THKArpenop wiu AUC Ha akruBHus Metabomur. CMATa ce, He Te3u MaJIKH TPOMEHH ca
¢ MHHHMAJIHO KIIMHHYHO 3HaA4€HMe; MOPaAy TOBAa THKArPEIop MOXe Ja ce npueMa che Wil He3
xpaHa. THkarpejsop ¥ akTHBHUAT My MeTabonut ca cybctpaT Ha P-gp.

Tuxarpenop pbs BUA Ha CTPUTH TabJIETKH, CMECCHH C BO/Ia, MPMIAraH NepoOpaTHO WIH 4Ype3
Ha30-TACTPA/IHA COHJA B CTOMAXa, HMA CpaBHHMAa GHOHAIMYHOCT € LIEJTHTE TabeTku nmo
orHomeHHe Ha AUC U Cpax Ha THKarpenop u aktueHus Metabonur. HayanHara
excnosuimA(0,5 1 1 yac cien npunoXKeHHe) OT CTPUTUTE TabIETKH THKArPENnop, CMECEHHM C
BOJA, € NTO-BHCOKA B CPABHEHHME C LieJIMTe TabIeTKH, ¢ KATO LAJI0 HACHTHYEH NPOdKI Ha
KOHLIeHTpaiua cnel Tosa (2 ao 48 qaca).

Pasnpenenenue
B cTanmMoHapHO cheToHMe 06eMBT Ha pasnpezeiicHHe Ha THKarpenop € 87,5 1. Tuxarpenop n

AKTHBHUAT MY MCT&ﬁO.TlHT CC CBBP3BAT C YOBCIIKHTE TLTA3MCHH MPOTCHHH BBHB BHCOKA CTEIIEH
> 99,0 %).

buoTtpancdopmaums

CYP3A4 e OCHOBHMAT €H3HM, OTTOBOPEH 3a METabOMH3UPAaHETO Ha THKATPEJIOP H
00pa3yBaHeTO Ha aKTUBHHA My MeTab0/IUT, K&TO TEXHHTE B3aUMOJCACTBHA ¢ APYTH
cy6cTpatn Ha CYP3 A Bapupar ot aKkTUBHpaHe 0 HHXUOUpaHe.

OcHoBHUAT MeTabonuT Ha THKarpeop € AR-C124910XX, kOHTO CBIIO € AKTHUBEH —
olleHABa upe3 in vitro cpbp3BaHe ¢ TpoMOounTHUA P2Y 12 AJlD peuerrrop. CHCTEM
EKCIO3MIHA Ha aKTHBHHUA MeTaboyuT e npubnmsurenHo 30-40 % ot Ta3u Ha

EnpmuHUpaHe
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OCHOBHHAT BT 38 EIMMHHMPAHE HAa THKATPENIOp € upe3 uepHoApobHa TpaHchopMarms. Ilpu
npWwiarale Ha paqMOAKTHBHO MapKHPaH THKArpeJop CPEeAHOTO BB3CTAHOBABAHE Ha
paaroakTHMBHOCTTa € nmpubnmuzurenHo 84 % (57,8 % BuB deueca, 26,5 % B ypuHara).
Konu4ecTBOTO Ha THKArpenaop U aKTHBHUS My MeTa0O/IMT, KOMTO C€ OTKPHBAT B YPHHATA, Ca
nox 1 % or npHerara no3a. BepoATHO OCHOBHMAT ITHT Ha €JIMMHUHHPAHE HA AKTHBHHA
MeTa0OIUT € Upe3 eKCKpels B kabukata. CpeHHAT t12 Ha THKArpenop € npubmmsurento 7
4aca, 4 Ha akTHBHHA My MeTabonuT — 8,5 vaca.

CneuyajHi nomyn

Cmapuecka év3pacm

[To-BHCOKH eKCNO3ULMK Ha THKAarpenop (mpuban3HTeHo 25% H 3a Cmgx 132 AUC) 4 Ha
akTMBHHA My MeTabonut npu naumeHTH ¢ OKC B crapuecka Bb3pact (>75 roouHu) B
CpaBHEHHE ¢ MO-MJIAAH NAIHEHTH ¢a HaOIMONABAHH TIPH NOITY/IAIMOHHMA (PapMaKOKHHETHYEH
aHanu3. Te3H pasIUKK He ce CMATAT 3a KIMHMMHO 3HaYMMHM (BK. To4ka 4.2).

[leouampuuna nonynayus
Hanudxu ca orpaHHYEeHH JaHHM NPH AElia CbC ChPIIOBHAHOKNIETEYHA OonecT (BXK. Touku 4.2 U

5.1).

B npoyueadHero HESTIA 3 npu nauueHTH Ha BB3pacT OT 2 A0 nox 18 rogunam ¢ Terno > 12 ao
<24 kg, > 24 no <48 kg u > 48 kg, e mpwiaraH TMKarpenop Karo neiuaTpHuHH
aucrieprapamy ce Tabnerkn 15 mg B 03 ¢botBeTHO 15, 30 M 45 mg nBa MHTH AHEBHO. Bb3
OCHOBA Ha MOMyJIaUMOHEH papMakoOKMHEeTHYCH aHanus cpeaHaTa AUC Bapupa ot 1095
ng*h/ml no 1458 ng*h/ml, a cpeanara Cmax sapupa ot 143 ng/mi no 206 ng/ml npn
CTALMOHAPHO CHCTOSHHE.

Hon
B cpaBHeHHe ¢ MbKe, ITPH KSHH ¢a HAGIOAABAHH NMO-BHCOKH €KCIIO3HIIMH HA THKArpenop H
Ha aKTUBHHA My MeTaboiuT. Pa3ymxure He ce CMATAT 32 KITMHHYHO 3HAYHMH.

bvbpeuno yepexcoane
B cpaBHeHMe ¢ XOpa ¢ HOpMasniHa OB0peyHa GyHKUMSA, PH NALMEHTH C TEXKO H150peaHo

yBpexKIaHe (KpeaTHHHHOB KMHPBHC <30 ml/min) eKCro3HuMATa Ha THKArpesop € Mo-HHCKA ¢
npubauzurento 20 %, a eKCMO3ULMATA HA AKTHBHMA MeTa0OIHT € No-BHUCOKA NMPUOIU3UTETHO
cbe 17%.

[Ipu nanpeHTH ¢ TEpMHHAIEH cTaaui Ha OBOpedno 3abomasane Ha xemoauanu3a AUC U Cuax
Ha THKarpenop 90 mg npunaras B aeH 6e3 auanuza cac 38 % u 51 % no-eucoku B
CpaBHEHME C Xopa ¢ HopManHa 6b6peuna pyrkuma. I1og00HO NOBHIIEHHE B EKCIIOZHLIMATA CE
HabMoHaBa, KOraTo THUKArpeyop ce Mpriara HenoCpeACTBEHO Npey AHann3aTa (CBOTBETHO
49 % u 61 %), KoeTO NOKa3Ba, Y€ TUKArpe/iop HE ce AHanu3upa. EKCro3HIMATA HA aKTHBHHA
meTabonur ce nosumasa B no-Majka crened (AUC 13-14% u Coax 17-36%). EdpexrsT Ha
uHxHOupaHe Ha TpombolMTHaTa arperatus (MTA) e He3aBHCHM OT JHATH3aTa INPH MAlHEHTH
C TepMHHaJICH cTaauii Ba 6u0peuro 3abonasaHe H € NoAOOEH NMpH xopa ¢ HOpMaTHa
610peuHa PpyHkuHa (BXK. Touka 4.2).

YeprodpobHro yepecoane
B cpaBHEHHE ¢bC 3ApaBH JOOPOBOILH, PH NALMEHTH € JEKO YEPHORPOOHO yBpekKAAHE Crax H
AUC Ha THKarpesop ca no-BHCokH cboTBeTHO C 12 % u 23 % obaue UTA edexTsT Ha

THKarpenop e nogobeH B aeere rpynH. He ¢ HeobxomuMo KopHurupase Ha no3ara NnpH
NaLHEeHTH ¢ JIeKO YeprHoapoOHo yBpexaane. HaMa mpoy4BaHHa ¢ THKarpenop pu i
TEKKO MEPHOAPOOHO yBpekKAaHe M JTHICBa GapMAKOKHHETHYHA HHGOpMALMA ITPH
yMepeHo depHoApoOHO yBpexaaHe. IIpH nauueHTH ¢ YMEpeHO HIIH TEXKO FIOBHILE '
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KOHILIEHTpalMH Ha THKArpenop ca oOMkHOREHO MOAOOHM WM Ma/IkO NMO-BHCOKH B CPABHEHHE C
nauMeHTHTe 6€3 M3X0AHO NMopHIleHue. He ce mpenopruBa KopUrupaHe Ha A03aTa PU
NAalLMEHTH ¢ YMEPEHO YepHOAPOOHO yBpexKmaHe (BK. ToukH 4.2 U 4.4).

Emnuvecka npunaonedicrocm

B cpaBHeHME ¢ maLHEeHTUTE OT €BPONCHIHATA paca, NALMEHTUTE OT a3HATCKH [IPON3X0] HMAT
no-BHCOKa ¢ 39 % cpenHa GHoHanMH4YHOCT. B cpaBHEeHHE ¢ NALIKEHTHTE OT €BPONCHIHATA paca,
NPH CAMOOTIPEIEIAIIUTE Ce KATO YEPHOKOXKH NAaLMeHTH, 6HOHATMYHOCTTA HAa THKArpeop e
no-Hucka ¢ 18 %. B kinHuKo-QapMakonoruiHM npoyyuBaHHA eKCNo3HMEATa (Cnax 1 AUC) Ha
THKArpeaop Npxy AnOHLHM € no-BUcoka ¢ MpHOaH3HTeNHO 40 % (20 % cnen kopexips cripaMo
TEECHOTO TETNO), OTKOJIKOTO MPH XOpa OT eBpornecHHaTa paca. ExcrosuuusTa npu
MaLHMEeHTH, KOHTO C& CAMOOIPEeAEIAT KATO HCIIAHO MIIH JIATHHO THII, € NOACOHA HA Ta3H NpH
NAaLHEHTHTE OT EBPONEHIHATA paca.

5.3 HpeaxkIEHAEYHA RAHHA 32 6€30NACHOCT

[TpeAKTHHUYIHATE JaHHH 38 THKATPEIop H OCHOBHHA MY MeTaO0OMHT He NMOKa3BaT HENMPHEMITHB
PHCK 3a Pa3sBHTHE Ha HE)XEJIAHH peaKIHH Ipu Xopa Ha 6a3aTa HA KOHBCHLHOHATHATE
¢dapMaKkoOnorHuHM H3MMTBaHHA 3a 6€30MacHOCT, TOKCHYHOCT MPH €AHOKPATHO H MHOTOKPAaTHO
NpWIaraHe ¥ FreHOTOKCHYEH MOTEHIHAIL.

ITpH HAKOMKO XXMBOTHHCKH BHJa ¢ HaO/MOAAaBAHO CTOMANIHO-YPEBHO APAa3HEHE MMPH KITHHUYHO
3HAYMMHM HHBA Ha €KCNO3uLMA (Bx. To4Ka 4.8).

[py KeHCKH TUTEXOBE, TUKArPENop BbB BUCOKH JO3H JEMOHCTPHpPA MOBHIICHA YECTOTa HA
TYMOPH Ha MaTKaTa (aCHOKapLIMHOMH) H MIOBHMIIICHA YeCTOTa Ha afi¢cHOM Ha YepHHA ApoD.
MexaHH3MBT 3a [104Ba Ha TYMOPH Ha MaTKaTa BEpPOATHO € XOpMOHaleH aucbanaHc, KONTo
MOJKe 4 JOBEOE A0 IOABa Ha TYMOPH NpPH ITbX0Be. MeXaHU3MBT 3a NOABA Ha YEPHOAPOOHHU
a71€HOMH BEPOSTHO € clielindHYHa 33 rPpH3auUTe eH3HMHA HHAYKLMA B yepHuA gpob. [Topaau
TOBA C€ CUMTA, Y€ € MAJIKO BEPOATHO KAPUMHOTCHHHTE HAXOAKH 1a UMAT 3HAYEHHE 34 XOpara.

ITpn rursxoee ca HabmoAaBaHH MHHHMANHH AHOMATTHH Ha pa3sBHTHETO MPH 1034, TOKCHYHA 32
Malikata (rpanuia Ha OesonacHocT 5.1). Ilpu 3aiiim ce Habmopnapa sexo 3ab0apgHe Ha
YepHOAPOOHOTO CH3PABAHE H CKEJICTHOTO pa3sBUTHE Ha (PETYCHTE IPH MAAKH Ha BHCOKA 1034
6e3 na ce HaOmoaaBa TOKCHYHOCT 3a MaiikaTa (rpanmia Ha 6e3onacHoct 4.5).

[IpoyyuBarus NpH ILTHXOBE H 3aHIIM NOKA3BaT PENPOAYKTUBHA TOKCHYHOCT C JIEKO
MOHWKABAHE HA HAAJAABAHETO Ha TeIJIO [IPU MAWKATA U HAMAJIEHA HEOHATAITHA
AKUIHECTIOCOOHOCT H TerJIO MNpH paXKAaHeTo, ChC 3a0aBaHe HA pacTexa. THKarpesop BOAH A0
HepeA0BeH HMKEI (OCHOBHO YIB/DKEH LMKEII) MPH KEHCKH IUTEXO0BE, HO He TIORJIHABA O0LHA
(EepTIIHTET MPH MBXKH H KCHCKM IJTbXOBE. PDapMAKOKHHETHYHH NPOYYBaHHA C
paaHOaKTHBHO MApKHPaH THKATPENOp MOKa3BaT, Y€ OCHOBHOTO BEILIECTBO H HETOBHTE
MEeTa200JTHTH C€ €eKCKPETHPAT B MIIAKOTO NPH IUTbXOBE (BXK. TOuKa 4.6).

6. PAPMAINEBTHYHMA JAHHH

6.1 CIoHcBhK HA IOMOIMIHATE BElleCTBA

Anpo Ha Tabierkara
Manuron (E421)

Kammer xuaporendocdar auxuapar
[{apeBHYHO HHILECTE

Huirecre, npexenaTHHH3NPAHO (LIAPEBHYHO)
Tank (E553b)
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Hatpues creapii ¢pymapar

DUWIMOBO NMOKPHTHE
IMonu (purmwioB ankoxon) (E1203)

Tank (E553b)

Twranos auokcua (E171)

[ muuepo0B MOHOKAIIPHIOKAITpAT
Hartpues naypuncyngar

XKeneszen oxcuna, Kxuit (E172)

6.2 HecbrBMEeCTEAMOCTH

Henpunoxumo.

6.3 Cpok Ba rogaocT

3 roaAMHH

6.4 CoenmaasH ycjIoBHS HA ChXpaHenHne

To3u nekapcTBeH NPOAYKT HE U3HCKBA CNIELMAITHH YCNIOBHA Ha CHXPAHEHHE,

6.5 Bra B chAbpXKAHAEE HA ONNAKOBKATA

o Bmucrep or Anymunuii-OPA/AIWPVC wm Anymunuii-PVC/PE/PVDC (cbe nnn Hes
CHMBOJIH CIThHIIE/ITYHA), B KAPTOHEHH OMAKOBKH OT 56, 60 u 168 Tabnetxu

* Kanenaapen 6aucrep or Amymunuit-OPA/Alw/PVC nnu Anymunuit-PVC/PE/PVDC
(cbc WK 6€3 CUMBOJIH CITEHLIE/TYHA), B KAPTOHEHHM ONAKOBKH OT 14, 56 v 168 Tabnerkn

* ['pynosa onakoBka, ceaepkaiia 180 (3 onaxosku no 60) rabnerku B 6aucTEp OT
Anymunui-OPA/AlW/PVC unu Anymunanii-PVC/PE/PVDC (cpe miu 6€3 cMMBOIH
CJTbHIIC/TyHa)

. ['pynoea onakoBka, chbabpxaia 168 (3 onakosku no 56) Tabnerxku B KAJTCHAApEH
6nuctep ot AmymuHuH-OPA/AIWPVC wm AnymMunuii-PVC/PE/PVDC (cxc wnu Oe3
CHMBOJIHM CTBHLIE//TYHA)

. Tepdopupan eanonosos 6nucrep ot AmymuHHi-OPA/AIW/PVC nnn Anymunmuii-
PVC/PE/PVDC, B kaproHeHH onakoBkd ot 100x1 tabnerxa

. ByTunku ot nonuerwieH ¢ Bucoka rursTHocT (High Density Polyethylene (HDPE)),
3aTBOPEHHM ¢ NMOJMNpoImAnenosa kanavka (PP), samureHa cpenty oTBapaHe OT AeLa,
cpaspxaniy 30, 60 wnu 250 Tabnerkn.

He BcHUkM BHAOBE ONIAKOBKH MOTAT Jla ObAaT ITyCHATH B npojaxoa.

6.6 CuenaaJiHE NpeANa3sHH MEPKH IPE HIXBLP/ISHE

HeusnonssaHmAT jieKapcTBEH MPOLYKT WIH OTIIAABYHHTE MaTEPHAH OT HETo TpsAdBa
4 ¢€ W3XBBPIIAT B CHOTBETCTBUE C MECTHHTE H3HCKBAHMA.

7. INPATEXATEJI HA PAJPEILIEHUETO 3A YHHOTPEBA

Sandoz d.d.
Verovikova 57, 1000 Ljubljana




CnopeHus

8. HOMEP(A) HA PASPEINIEHHETO 3A YIIOTPEBA

Per.Ne: 20210038

9, JATA HA IThPBO PAIPEINIABAHE/TIOTHOBSABAHE HA
PASPEIIEHHETO 3A YHOTPEBA

JlaTa Ha mepBO paspemaraHe 3a ynorpeba: 12.02.2021
Jlata Ha nMocneaHo roAHOBABAHE:

10. JAATA HA AKTYAJIM3APAHE HA TEKCTA

01/2025
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