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ZPE S U2 -02- 2028
1. MME HA JIEKAPCTBEHMS ITPOJYKT

Tuno6pactun 90 mg punMupanu TabieTkH
Tilobrastil 90 mg film-coated tablets

2. KAYECTBEH U KOJIMYMECTBEH CHCTAB
Beska punmupana tabnerka copabprka 90 mg tukarpenop (ticagrelor).

3a NMbJIHHUA CITUCHK HA MOMOILHHUTE BEIIECTBA BHXKTE TOYKA 6.1.

3 JIJEKAPCTBEHA ®OPMA
®unmupana Tabnerka (Tabnerka).

Kpbrau, 1BOHHOU3IMBKHAIM, XBITH TAONETKH, ¢ 03HaYeHue ,,90* oT eaqHaTa cTpaHa U riaaku
OT Apyrara, ¢ AuameTsp 9,6 mm £ 5 %.

4. KJIMHUYHU JTAHHHU

4.1 TepaneBTHYHH MOKA3AHHUA

TunobpacTuii, NpUI0KEH €AHOBPEMEHHO C aleTU/IcaTvLmniIoBa kuceiauHa (ACK), e nokasaH
3a NpeArna3BaHe OT aTEPOTPOMOOTHYHU CHOUTHUSA IPH BB3PACTHU MALIMEHTH C
- ocTbp KopoHapeH cuHaApoM (OKC) unu
- aHaMmHe3a 3a MUoKapaeH uHpapkt (MH) U BUCOK pUCK OT pa3BUTHE Ha
aTepoTpOMOOTHYHO cbOUTHE (BXK. TOUKH 4.2 U 5.1).

4.2 /103HpOBKa H HAYHH HA NPHJIOKEHHE

J1lo3upoBKa

[TanuenTure, npuemaniu TunobpactTun, TpsOBa CbIO Taka Ja MpUeMaT HUCKA MOIbprKallia
no3a ot 75-150 mg ACK aHeBHO, OCBEH ak0 TOBA € U3PHUYHO MPOTHBOIOKA3aHO.

Ocmpu KOpOHAPHU CUHOPOMU

JleuenueTo ¢ TunobpacTua TpabBa aa 3anoysa ¢ €JHOKpaTHa HaToBapaaila 103a ot 180 mg
(nBe Tabnerkun 90 mg), cnen koeto ce npoabKasa ¢ 103a 90 mg ABa MbTH JAHEBHO.
[Ipenopbusa ce sieyeHuero ¢ Tunobpactun 90 mg aBa nbTH JHEBHO Ja NpoaAb/kU 12 Meceua
npy nauyeHT ¢ OKC, OCBeH ako HAMAa KJIMHUYHM MOKa3aHHUA 3a NMPEeKbCBaHEe Ha npuemMa (BiK.

TO4YKa J.1).

Mosxe na ce oomuciiv npeycraHopsiBaHe Ha ACK ciieq 3 meceua npu naumeHT ¢ OKC, kouTto
ca npeTbpresyd nepKyTaHHa KOpoHapHa MHTEpBEHLMSA (percutaneous coronary intervention ,
PCI) u umaTt noBHILIEH PUCK OT KbpBeHE. B TO3U ciiyyai NpMeMbT HAa TUKArpeJsop, KaTto
eIMHWYHA aHTHarperaHTHa Teparnus, TpsaodBa aa npoab/DKU 9 Meceua (Bx. Touka 4.4).

Anamuesa 3a Muokapoen undapkm
Tunodpactun 60 mg aBa mbTH JHEBHO C NPENOPBUYUTEIHO 1038, KOraTto € Heobxo/




YBJDKEHO JICUEHHE HA MALHEHTH ¢ aHaMHe3a 3a MU ot noHe eHa rogMHa W BUCOK PHCK OT
aTepoTpoMBOTHYHO chOHTHE (BXK. TouKa 5.1). Jleuennero Moxe a Obae 3anoyHaTo O3
NnpeKbCBaHe, KaTo NpOAB/DKAaBallia Tepanus caeA Ha4alHOTO JIeYEHHe OT €/1Ha I'OXHHA C
TunoOpactun 90 mg unu Tepanus ¢ Apyr aaeHo3uH augocdar (AJID) penenropeH
uHxubuTop npu naumenTd ¢ OKC 1 BUCOK pHCK OT aTepoTpOMOOTHYHO chbuTHE. JIedenneTo
MOJKe Ja Obje 3anoYHaTo chillo H Ao 2 roauun oT MU wnu 1o egHa roanHa cnen cndpaHe Ha
npeaiecTnalioto neueHue ¢ AJd-peuenropeH Haxudburop. Mima orpaHHueHy KaHHH 3a
edvkacHOCTTa M 6€30MaCHOCTTA Ha YABDKEHO JeUEHHE C THKArpenop Hal 3 roAHHH.

Axo e HeoOXoauMa CMSHA Ha TepanMATa, TbpBaTta A03a Tunobpactun Tpadsa na Ovae
MpHIOKEHa 24 yaca clie]l NOCAeaHATa A03a Ha APYroTO AaHTHTPOMOOTHYHO JIEKApPCTBO.

IIponycnama do3a

Cp110 Taka TpaOBa aa ce u3barea npormyckaHeTo Ha Tabnerka. IlauueHT, KOWTO € NponycHan
nia npHeMe ao3ata ¢ Tunobpactin, TpadBa na npueMe camo €/iHa Tad/neTka (CrneasallaTa cu
I03a) B 4aca, B KOWTO 0OHYaHHO A npUeMa.

Cneyuannu nonyaayuu
Cmapuecka sv3pacm

[Ipu naumeHTH B cTApYecka BB3pPAcT HE CE€ Hanara KOpeKLMs Ha no3arta (Bxk. Touka 5.2).

bvbpeuno yapescoane
ITpn naumeHTH ¢ 6B6peuHO yBpekaaHe He ¢ HEOOXONHMa KOpPEKILIMA Ha 103aTa (BK. TOUKA

5.2).

Heprnodpobro yapesoane

Tyukarpenop He e MpOy4YBaH NpPH NALKUEHTH ¢ TEKKO YEPHOAPOOHO yBpEeXAaHE H MOPAAH TOBA,
ynorpebara My OT Te€3H MALMEHTH € NMPOTHBOMNOKAa3aHa (Bxk. Touka 4.3). Uma caMo orpanuuena
MHGOPMALIMA MPH NALHUEHTH ¢ YMEPEHO YepHOOPOOHO yBpexxaaHe. KopurupaHe Ha [o3aTa He
ce Mpemnopb4Ba, HO THKArpeaop TpsOBa Aa ce U3I10/13Ba C NIOBUILIEHO BHUMaHHE (BX. TOYKH 4.4
1 5.2). IIpx nandeHTH ¢ Jieko 4epHOApOoOHO yBpexKaaHe He € HeoOXoAMMa KOpeKLUa Ha
no3ata (BX. ToYKa 5.2).

Illeouampuuna nonynayus

be3zonacHocTTa M ePHKACHOCTTA Ha TUKArpeJiop MpH Aela Ha Bb3pacT noj 18 roauHu He e
ycTaHoBeHa. Hama croTBeTHA ynoTpeda Ha THKArpenop npH Aeua cb¢ ChbpnoBHIHOKIETBYHA
Oonect (BxK. TOYKH 3.1 ¥ 3.2).

HauyuH Ha OpuioKeHHe

3a nepopanHo NMPHIOCKEHHE,

Tuno6pacTin Moxe Aa ce rpueMa cbe WM Oe3 xpaHa.

[Tpu nanHeHTH, KOWTO HE MOTAT Aa NperablmaT wiia(uean) tabnerka(u), rabnerkure morar aa
Obaar cTpyTH Ha PHUH Npax, Ja c€ CMECST ¢ MOJIOBYH Yallla BOAA M Aa C€ U3MHAT BeAHAra.
YamaTa TpaOBa ga ce W3IUTAKHE ¢ OIIE MOJIOBUH Yallla BOJA H ChABLPIKHUMOTO Ja CE U3NHeE,
CmMmecTa MOXE 21a Ce€ Mpuiara Chilo ¥ upe3 Hazo-ractpaiHa coHga (CHS8 unmu no-ronama).
BaxxHo € Ha30-racTpajHaTa COHJa /1a ¢e MPOMHE ¢ BOJA CIeH NMPUIOXKECHUETO HA CMECTA.

4.3 IIpoTrBONOKA3ARKS

e (BPBEXYYBCTBHTSIHOCT KbM AKTHBHOTO BELUECTBO WIH KbM HAKOE OT [TOMOLLHHTE
BellleCTBa, H30poeHu B Toyka 6.1 (Bxk. Touka 4.8).

AKTHBHO NAaTONOIHYHO KbPBEHE.
AHaMHe3a 3a UHTpaKpaHHATIHA XeMoparus (BxX. Touka 4.8).
¢ Texxo yepHOAPOOHO yBpexkaaHe (B, TOUKH 4.2, 4.4 1 5.2).




¢ CBLBMECTHOTO MPHIOKEHHE Ha THKAarpesop ¢ MOIWHA HHxuOuTOpH Ha CYP3A4
(Harnp. KETOKOHa30J1, KJIApHTPOMULIMH, He(a300H, PUTOHABHP Y aTa3aHaBHP),
TBHi KaTO MOXKE Ja JIOBEAE OO 3HAYHTENHO [TIOBHUIICHHE HA €KCIIO3ULIMATA Ha
THKArpesop (Bxk. Touka 4.5).

4.4 Crenpa/IHH npeAynpexIcHAs B NpeANasHH MepKH 3a ynorpeda

PUCK OT KbpBEHE
[IpHIIOXKEHHETO HAa THKArpeIop NMPH MALMEeHTH C U3BECTEH MOBHIUEH PUCK OT KbPBEHE TpsabBa

Ja ce TpelieHH CIPAMO MOJ3aTa MO OTHOLLEeHUE Ha MPeANna3BaHeTo OT aTepoTPOMOOTHYHH
cbOMTHS (BXK. ToukH 4.8 1 5.1). AKO € KIMHMYHO TOKa3aH, THKarpenaop Tpaopa Ja ce npuiara
C MOBHILUEHO BHUMAHKE MPU CIECAHUTE IPYINH MALUACHTH:

. [TaumMeHTHTE CBC CKIIOHHOCT KbM KbpBEHE (HaIp. ITOpajH CKOpOILHA TpaBMa,
CKOPOLUHA oMnepalia, HapyleHHs B KpbBOChCUPBAHETO, AKTHBEH WITH CKOPOILIEH
CTOMAILIHO-YPEBEH KPBBOU3JIMB) WIK TE3X KOUTO €4 C MOBHILECH PHCK OT TpaBMa.
[TpunoXXeHUETO HA THKATPESIOp € MPOTHBOMNMOKA3aHO MPHU NAaLMCHTH ¢ AKTHBHO
MaTOJIOTHYHO KbPBEHE, IPU TAKMBA ¢ AaHAMHE3a 34 HHTPAKPaHWA/IHA XEMOparus U
NPH MALHACHTH C TEXKO YepHOAPOOHO yBpeKIaHe (Bx. Touka 4.3).

° [MTawmeHTH, MpHeMallli €JHOBPEMEHHO IEKAPCTBEHH IMIPOAYKTH, KOHTO MOraT Ja
MOBHIIIAT PHCKA OT KbPBEHE (Hanp. HECTEPOMIHM ITPOTUBOBB3NANIMTE/IHM CPEACTRA
(HCIIBC), nepopajlH4 aHTHKOAryJIaHTH H/WIH PHOPHHOMUTULIH) B paMKHTE Ha 24
yaca OT [IPHEMA Ha THKarpenop.

B aBe pangomusupanu koHTponadpany npoyusanus (T1CO w TWILIGHT) npn nauments ¢
OKC, xouto ca npemuHand PCI npouenypa ¢ MeAHKaMEHT-H3IbYBAILl CTEHT CE€ BHK/aA, Ye
npekscBaHeTo Ha ACK cnen 3 mecena ABoiiHa aHTHarperaHTHa tepanus ¢ THKarpeaop u ACK
(dual antiplatelet therapy with ticagrelor and ASA, DAPT), H npoab/bkapaHe ¢ THKarpesop,
KaToO €JMHHYHA aHTHAarperasiTHa Tepanus (single antiplatelet therapy, SAPT) 3291 12
Mecella, PecneKTHBHO BOAW A0 HaMalliBaHe Ha PHCKA OT KbPBEHE H HE ¢ HAOMOAABAHO
MOBHUILIABAHE HA PHCKA OT CEPHO3HH HEXENaHu cbhplevyHochoBH cpOUuTHA (MACE) B
cpaBHeHHe ¢ npoabpkaraHe HAa DAPT. Pewenuero 3a npeycraHosasaHe Ra ACK cnep 3
Mecella M NpOABb/DKEHUE C TUKArpenop, KaTo eJMHMYHA aHTHAarperaHTHa Tepanys 3a 9 Mecela
NpH NaLKMEHTH C MOBULUEH PHCK OT KbPBEHE, TPAOBA 1a ce OCHOBaBa Ha KIIMHHYHa MpeLieHKa,
KaTo ¢ce UMa MPEIBUA PHCKET OT KbPBEHE CNIPAMO PHCKA OT TPOMOOTHYHH CHOHUTHA (BXK. TOUKA

4.2).

Tpancgy3usara Ra TpoMGoLMTHA Maca He 00pbIua RHTUTPOMOOTHYHHS €(eKT Ha THKATPesop
MpH 3JpaBH A0OPOBOILM U € MANTKO BEPOATHO Ja MMa KJIMHMYHA N0J13a NPU MalUHeHTH ¢
KbpBeHe. [ToHexe eAHOBPEMEHHOTO NPWIOKEHHE Ha THKArpeJiop ¢ Ae3MONPECHH HE CKBCABA
BpPEMETO Ha KbPBEHE, BEPOATHO Ae3MOTpecHH HaMa aa Obae eHKaceH 3a OBNaAIBaHE Ha
KPBBOU3JIMB (BXK. TOUKA 4.5).

AHTHOHOPHHOITUTHYHOTO NlevyeHHe (AMMHOKANPOHOBA MIIHM TpaHEKCAMOBA KUCEJIMHA) W/ WK
TeparnuaATa ¢ pekoMOHHaHTeH gakrop Vila Morar Ja yCKOPAT KPLBOCHCHPBAHETO. IlpUueMbT
Ha THKarpeaop Moxe a ce Bb30OHOBH cliell KaTO MPHYHHATA 34 KbPBEHETO € OTKPUTA H TO €

OBJ1IaJIAHO,

Onepaius
[TaiHenTrTe TpabRa 1a 6bAAT NOCHBETBAHU Aa HHPOPMHUPAT JIEKAPUTE K CTOMATONO3UTE CH, Y€

NpHeMAaT THKarpesiop, npeam Ja UM Obe Ha3HAYeHA HAKAKBA XUPYPruvHa UHTEPBEHIMA U
[peaq Ja 3aMo4HAaT Aa MPHUEMAT HOB JIEKAPCTBEH NPOAYKT.

[Ipu mauuenTute oT mpoy4raHeTo PLATO ¢ HanpaBeH KOpOHapHO-apTepHaieH ,'- AT
(KAB), mpu THkarpenop ce Habmonasa noseye KbpBeHe OTKOJIKOTO MPU KNONMWAGEPE LS




e cripsAH | AeH npeau onepalua, HO CXOQHA YECTOTA Ha 3HAUMTE/IHO KbPBEHE, B CPABHEHHE C
KIONUAOTPE, Clell CIIHpaHe Ha JIEYEHHETO 2 WK NoBeye JHH Npeau onepauus (BXK. TO4YKa
4.8). AKO NalMeHTHT NOJUIeKH Ha TUTAHOBA OINEpPalMsa U AaHTHAIPETraHTHUAT €(DEKT € HEWKEaH,
THKarpenop Tpadba aa ce cnpe 5 AHM Npeayd XHpYpri4HaTa HHTEpBEHLUMA (BX. To4Ka 5.1).

[TauueHTH ¢ nIpeAecTBall UCXEMUYEH HHCYT
[Tammenru ¢ OKC ¢ npeaiecTRall HCXEMHYEH HHCY/IT MOraT Aa Ob1aT IeKyBaHH ¢
THKarpeJiop B nNpoasbkeHne Ha-MHoro ao 12 meceua (mpoyusane PLATO).

B PEGASUS nauueHnTH ¢ anaMHe3a 3a MU ¢ npeauiecTBan] HCXeMHYEH HHCYNT HE Cca
BKIIOYBaHH. [Topagu ToBa, pH IHUIICa HA JAHHH, JICUCHHE NIOBEYE OT €lHa roMHa HE CE
NpenopbsyBa NpH TE3U MALMEHTH.

YepHoapodHo yBpeicaaHe
YnorpebaTa Ha TUKArpENoOp € MPOTHBOMOKA3AHA MPH NMALMEHTH € TEXKO YEPHOAPOOHO

yBpexaaHe (BxK. ToUkH 4.2 1 4.3). Ma orpaHMUY€H ONUT ¢ THKArPENop NpH NaLlMeHTH ¢
yMepeHO YepHOAPOOHO YBpexaaHe, MopalH TOBA NPH TE3H MALMEHTH Ce NPEenopryBa
[MOBHIIEHO BHUMaHHUe (BX. TOUKH 4.2 1 5.2).

[TalHeHTH ¢ pHCK 3a pa3BUTUe Ha OpaauKkapaus

Xonrep EKI" MoHUTOpHMpaHe noka3Ba MNOBUILICHA YECTOTA MPEAMMHO Ha AaCHMIITOMHH
BEHTPHKY.JApHM NMAy3Hd 10 BpeMe Ha JIEYCHHUE ¢ THKArpeaop B CPaBHEHHE ¢ KIIOTIHAOTpel.
[TareHTHTE ¢ MOBHILEH PHCK OT pa3BHTHE Ha Opaaukapaus (Hanp. NAUUEHTH CbC CHHAPOM
Ha O0JIHHA CHHYCOB Bh3ei 6¢3 nelicmelikbp, AV-6nok [1-pa wiu IlI-ra creneH, unu rakusa
CBhC CBBP3aHU ¢ OpaguKapaus CHHKOIIH) €a H3KITIOYEHH OT OCHOBHMTE [IPOYYBAHMA 3a OLEHKA
Ha Oe3onacHocTTa H €PHKACHOCTTA Ha THKArpenop. CiaeaoBaTeHO, NOPAH OrPaHUYECHHA
KJIMHUYEH OTIMT, THKarpesjop TpaOBa [a ce H3Mo/I3Ba ¢ MOBHIIEHO BHUMAHHUE [IPH TE3H
naiueHTH (BXK. TO4YKa 3. 1).

OcgeH TOBa, THKarpenop Tpabsa Aa ce npuiara ¢ MOBULIEHO BHUMAHHE €AHOBPEMEHHO C
JIEKapCTBEHH NMPOAYKTH, 32 KOUTO € H3BECTHO, Ye HHAYLUpaT Opaxukapaus. B npoyusanero
PLATO, obaue, He ce HabmoaaBaT AOKA3aTEICTBA 338 KIMHUYHO 3HAYHMMH HEKEJIaHH pPeakLMH
cjen eJHOBPEMEHHO NPWIOKEHHUE C €AUH WU IOBEYE JIEKAPCTBEHH MPOAYKTH, 32 KOUTO €
M3BECTHO, 4¢ HHAYUHMpaT Opaaukapaus (Hanp. 96% Oera-Onokepu, 33% OGnokepu Ha
KaJIIHEBUTE KAHANH JWITHA3eM Y BepanaMui, H 4% OUrokcux) (Bx. Touka 4.5).

[To Bpeme Ha xonteposoTo noanpoyysaHe B PLATO, noeeue nauueHTH ca uMaiu
BEHTPHKYJIAPHH MAay3H >3 CeKYHIU ¢ THKArpenop, OTKOJKOTO ¢ KJIOMHAOIpe, Mo BpeMe Ha
ocrpata ¢aza Ha TexHus OKC. YBelIH4YeHHETO Ha YCTRHOBEHHUTE C XOJITEp BEHTPUKYIapHH
nay3u ¢ THKarpenop € OWio no-BUCOKO NPH MAUMEHTH C XPOHHYHA ChPACYHA HEAOCTATHUHOCT
(XCH), oTKOJKOTO B LIAUIOCTHATA H3c/ieABaHa NOMyJIalkg 1e BpeMe Ha ocTparta dasa Ha OKC,
HO HE U Ha ITbPBHUA MeCELl Ha JISYEHUETO C THKArpenop Wik B CpaBHEHME ¢ Kionugorpen. B
Ta3M MOMyJalMA MALKEHTH HE € UMAJIO HHKAKBH CTPAHWYHH KIIHHHYHH NMOCIEICTBUA,
CBBP3aHH ¢ TO2U JucOanaHc (BKIIOYHUTEHO CMHKOI WIH MOCTABAHE Ha NMEeHCMeNKbp (Bk.
TO4YKa 5.1).

B nocTMapkeTHHroBHs NEPHOA MpH NALUEHTH, NpUEMaIllH THKarpenop, ce ¢bo0iaBa 3a
cnydyau Ha OpanHapuTMua H AV-0110K (BX. TouKa 4.8), npeaumHo npH nawueHTH ¢ OKC, npu
KOUTO ChPACYHATA UCXEMHUS U CBITBTCTBALLO TIPUIAaraHUTe JICKapCTBa, KOMTO HAMaABaT
ChpACYHATA YeCTOTa WM 3acAraT ChpaevHaTa MPOBOAUMOCT ce ABABAT MOTEHLMAITHH
cMy1aBaili ¢GakTopH. KIHHHYHOTO ChCTOAHUE HA MAUMEHTa M CHITHTCTBALLO MpHiIara
nexkapcTea TpAOBa Aa ObaaT pasrjaeKaaHy KaTo MOTEHLMAHHY NPHYUHH 33 Te3H Cb
peau 1a ce KOpUrupa JeuycHHETO.

lucnHes




TucnHes ce ¢hoOIapa NpH NaUUeHTHTE, JIEKyBaHU ¢ THKarpenop. ducnHesta 0OMKHOBEHO €
JIeKa 10 yMEpPEeHa 1o MHTEH3MTeT U 4eCTO OT3By4aBa 06e3 HeoOXOMMOCT OT NPEKBECBAHE Ha
neuenuero. [Ipu nauyeHTHTE ¢ acT™Ma/XpoHH4YHa 06cTpyKTHBHA OenoapodbHa bonect (XObb)
MOJK€e J1a HMa ITOBHMIIEH aOCOMIOTEH PUCK OT Bb3HMKBaAHE Ha JUCIIHES C THKArpesiop.
Tuxarpenop Tpa0Ba Ja ce M3NOA3Ba C MOBHILEHO BHUMAHHE NPH MALHEHTH ¢ AHAMHE3a 3a
acTMa u/win XOBB. MexaHH3MbT Bce OLIE He € H3ACHEH. AKO MalUHEHTRT ChoOLIM 3a
HOBOBB3HHKHAJIA, NMPOABL/DKMTEIHA WIIH BJIOWICHA AUCITHEA, TOBA TPAOBa Ja Ce U3C/IeABa
LATOCTHO M aKO HE Ce TOJIEpHpa, IEYEeHHETO ¢ THKarpenop Tpsabea aa ce cnpe. 3a
JOMbJHHMTENHA HHPOpMAaLIMA BHXKTE ToUuKa 4.8.

[ledTpanHa CEHHA anHes

B nocTMapKeTHHIOBHA MEPHOJ NMPH NalMEeHTH, MPUEMALIH THKarpeaop, ce cbodlasa 3a
LIEHTpaJIHa ChHHA anHesd, BKIounTenHo Aullade Ha Cheyne-Stokes. IIpu coMHeHHe 3a
LIEHTpaJiHa ChHHA anHes, TpAOBa aa ce 0OMHCIN JOITBIHHTETHA KIHHHYHA OLICHKa.

IToBulIaABAHE HA KpeaTUHHUHA
Hupara Ha KpeaTHHMHA MOraT Aa C€ NOBHILAT IO BpeMe Ha JIEYEHHETO ¢ THKarpejop.

MexaHuU3MET Bee ollie He € u3acHeH. bubpeunarta pyHkuus TpadBa na ce NpoBEpaABa CbIVIACHO
cTaHjapTHaTa MeJuuuHcKa npakTuka. [Ipu naiment ¢ OKC ce npenopbusa cvmo ga ce
nposepu 6u0peyHaTa GyHKIMA €JUH Mecel] CJief] 3aTI0OYBaHE HA JICYCHHETO ¢ THKarpenop,
KaTo ce o0pria oco0eHO BHHMaHUE Ha MALUMEHTH =75 rOOHHH, MALMEHTH ¢ YMEPEHA/TEXKKA
6pOpeuHa HEOCTATHYHOCT M TaKKBa, KOWTO MOJy4YaBaT ChILTCTBALLA TEPANHA C
aHrHoTeH3UH-peuenTopHu 6aokepu (APD).

YBenuyapaHe Ha IMHKOYHATA KHCEIHHA

XHunepypHKkeMHs MOXe J1a Bb3HHKHE 10 BpEME HA JIeueHue ¢ TUKarpenop (Bx. Touka 4.8).
Tpabpa na ce BHUMABA MpPH NALMEHTH ¢ AaHAMHE3A 33 XHIIEPYPHUKEMHA HWITH MOAArpo3eH
apTpHuT. KaTo npeana3Ha mapka He ce Hachp4aBa ynoTpedata Ha THKarpesop MpH naluMeHTH ¢
ypeMH4Ha HepponaTus.

TpomGoruuHa TpomGounTonennysa nypnypa (TTII)

TpomGoTnuna TpomboumTonennyHa mypmypa (TTI1)ce crobmasa MHoro paaxo nmpH ynorpeba
Ha THKarpenaop. XapakTepusupa ce ¢ TpPOMOOLMTONEHUA U MUKPOAHIHOIIATUYHA XEMOJIMTHYHA
aHEMHA, CBBP3aHa C HEBPOJIOrHYHM HaxoAkd, OnOpeuHa TUCHYHKUNA WK BHCOKA
temneparypa. T 111 € noTeHUMAaNHO JETATHO ChCTOSHHE, H3HCKBALO OBP30 JICUCHHUE,
BIUJIIOUMTEJIHO IJ1a3Madepesa.

[ToBnHABaHE HA TECTOBETE 3a TPOMOOUMTHA PYHKLMS IPH AHATHOCTHIIMPAHE HA XeTMapUH-

HHayuHpaHa TpoMGouuronenus ( XHUT)
ITpu TecTa 3a XenapuH-UHAyLMpaHa akTuBaiua Ha TpoMbountute (XHUTA), H3non3paH 3a

auarHoctuumpade Ha XHT, anrurpomMOoLTeH (hakTop 4/XenapHH aHTHTENIATA B CEpyMa Ha
NallMEHTa aKTHBHPAT TPOMOOLMTUTE HA 3ApaBH JOHOPH B NPHCHCTBHETO HA XEITapHH.
damuuso oTpHLaTeHK pesyarati 3a XHUT npu tect 3a TpombounTHa QYHKLUMA (KOETO
BKJIFOUBA, HO MOX€E Ja He ce orpaHu4ana a0 rect 3a XMTA) ce cpobluaBaTt npu nauueHTH,
npyMeManIy THKarpenop. Toea € cBbp3aHO ¢ HHxubupare Ha P2Y 12-penentopa Bbpxy
TPOMOOLIMTHTE Ha 34PABUTE JOHOPH OT THKArpeiaop B cepyMa/Iuia3zMaTa Ha NAUMEHTa NPH
Tecra. MudopMalna 3a ChITBTCTBALLA TEPAIUs ¢ TUKArpeaop ¢ U3UCKBa, KOraTo ce pa3uMTar
TecToBeTe 3a TpoMOouMTHaTa PyHKUMA NpH AMarHocTHuMpaHe Ha XHT.

[Tpu mammeHTH, KOMTO ca pa3Buid XHT, CbOTHOIIEHHETO NOM3a~PUCK OT NMPOABIDKHTETHO
JIEUCHUE ¢ THUKarpeJop TpabBa Ja ¢e OLIeHM, KaTo Ce B3eMar MpeaBua H IpoTPOMOOTHYHUA
cratycHa XUT u noBUilleHUs pHCK OT KbpPBEHE (IpH CHITHTCTRANLA TEPANUA C AaHTUKOAryl
THKarpesop.

Hpyru
Ha 6a3a na HabmonaBanaTa B PLATO Bpb3ka Mexxay nogabpxamara aosa ACK



OTHOCHTENHATa €PHUKACHOCT Ha THKArpeaop B CpaBHEHHE ¢ KIOMHAOTPEII, HE Ce IpenophyBa
eAHOBPEMEHHOTO NPWIOKEHUE Ha THKArpenop u Bucoka nogaspxaia no3a ACK (>300 mg)
(BX. TOUYKa J.1).

Panno npeycraHoBiBaHe
PanHOTO CiMpaHe Ha KOSTO M Jia € aHTHATperaHTHa Tepanus, BKIIOYHTETHO M ¢ TrwiobpacTun,

MOKE [1a JOBeE O MOBHLLIABAHE HAa pHCKa OT cbpae4Ho-chaoBa (CC) cMepT, MU unu uncynt
BCJICICTBHE Ha MOIEKALLOTO 3abongBaHe Ha NalMeHTa.
CnenosaresiHO, TpaOBa ga ce U3bArea NpexxAeBpeMEHHO CITHpAaHE Ha TEPAIMATA.

TunobpacTin cbaAbpXKA HATPHH
To3u nekapcTBeH NPOAYKT ChABbpxKa mo-Manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, Ha

MPaKTHKa He ChAbpikKa HATPHH.

4.5 BianmMoaeicTBHE ¢ APYIrH JIEKAPCTBEHH NPOAYKTH H APYrH (popMH HA
B3aHMMOAeHCTBHE

Tuxarpenop e npenu scuuko cydcrpat Ha CYP3A4 v cnab uaxuburop Ha CYP3 A4,
Tuxkarpenop e cbie cydcrpar Ha P-rnukonporenHa (P-gp) v cnad nuHxuburtop Ha P-gp u
MOJKE [la MOBHUIIH €KCIIO3ULIMATA Ha cybcTpaT Ha P-gp. Tuxarpenop e MHXHOHTOD Ha
IPOTEMHA, CBHP3aH ¢ PE3UCTEHTHOCTTA [IPH pak Ha repaara (breast cancer resistance protein,
BCRP).

Edekry Ha nexapcTBEHU U APYIH NPOOYKTH BEPXY THKarpexop

Huxubumopu na CYP3A44

o Mownu unxubumopu na CYP3A4 — enHOBpEMEHHOTO IPWIOXKEHHE HA KETOKOHA30]I
C THKArpeJop BoAX 10 noBuiaBaHe Ha Chrax ¥ AUC Ha THKarpenop, ¢bOTBETHO 2,4
meTH M 7,3 MbTH. Crax © AUC Ha akTHBHMA MeTaboNIUT ce MOHMKABAT, CbOTBETHO C
89% u 56%. OuaxBa ce 1 Apyru MOIHH HHXHOUTOPH Ha CYP3 A4
(K1apUTPOMHULIHH, Hepa30A0H, PUTOHABHP W aTa3aHABUp) Jla HUMAT CXOAHU e(PEeKTH,
H NOPaaH Ta3u NPUYMHHA, CHITBTCTBALLOTO NPHIOKEHHE Ha MOILIHH HHXHOHTOPH Ha
CYP3 A4 ¢ Tukarpenop € NpOTHBRONOKA3aHO (BX. TO4YKa 4.3).

o  Vmepenu unxubumopu na CYP3A4 — ¢AHOBPEMEHHOTO NPUTOKEHHUE HA JUITHA3EM
¢ THKarpesyiop noBHIIaBa Cmax ¢ 69%, a AUC 10 2,7 meTi M noHwkKaBa Cnax Ha
tukarpenop ¢ 38%, nokato AUC octaBa HenpoMeHeHa. THKarpeop He oka3sa

BJIMAHME BBPXY IU1a3MEHATA KOHLCHTpaLua Ha JuwituaseM. Oyaksa ce ApyTHTe
ymepeHH HEXuOUTOpU Ha CYP3 A4 (Hanp. aMnpeHaBHp, alipenuTaHT,
EPUTPOMMLIKH X QIYKOHA3011) Aa MMAT CXOJEH e(eKT U ChILO Ja MOraT Ja ce
NpPHIAaraT €AHOBPEMEHHO ¢ TUKarpesop.

e HabGnionapaHa € 2 MbTH YBEIHYECHA €KCIIO3HLKA HA THKAIpEJIop Clel KOHCYyMaLHA
Ha roJIEMH KoJMuecTBa CoK OT rpeindpyT aHeBHo (3x200 ml). Ta3u creneH Ha
MOBHILIEHA €KCMO3ULMA HE ce OvakBa Ja ObAe KIIHHHYHO 3HAYMMa 3a [OBEYETO
MALUEHTH.

Huodyxkmopu na CYP3A
EnHOBpEMEHHOTO NPHIOKEHHE Ha pHhaMNULIMH H THKArpeaop BOAH A0 MOHWKEHHE HA Crax
u AUC Ha Tukarpenop cboTBeTHO ¢bC 73% u 86%. Cnax Ha akTHBHHUS META0ONUT He ce
npomend, a AUC ce noHibkaBa cbOTBEeTHO ¢ 46%. Ouaksa ce [pyrure HHAYKTOPH Ha
CYP3A (nanp. ¢ennronH, kapbamasenus u ¢penodapburan) cbllo Aa NOHWKABAT

€KCHO3HLUATA Ha THUKArpeaop. EAHOBpeMEHHOTO MPHIOKEHHE HA TUKArpesnop C 4* : HU.HH o

nHaykTopv Ha CYP3A Moxe 11a MOHIDKH €KCMO3ULIMATA U €PHUKACHOCTTA Ha TH i || p
MopaaH Ta3yu NpUHYHHA He C€ HaChp4yaBa TAXHOTO CHITBTCTBALIO NPHAOKCHHE SEid

”%,,



Lluxnocnopun (unxubumop na P-gp u CYP3A)

EnxHoBpeMeHHOTO NpuUiioXkeHHe Ha LMkiocnopul (600 mg) ¢ TMKarpeniop BOAH 10
nosuiasate Ha Cnax H AUC Ha THkarpenop cboTBeTHO 2,3 mbTH U 2,8 meTH. [Ipn Hanuuuero
Ha untocropul, AUC Ha akTHBHHA MeTaOONMUT ce noBumiasa ¢ 32%, a Cpax C€ MOHMKABA C

15%.

HsMa HanH4HU JaHHH 3@ €AHOBpEMEHHAaTa ynoTpe0a Ha THKarpenop ¢ Apyrd aKTHBHH
BEILICCTBA, KOHTO CBIIOC €4 MOLIHH HHXHOHTOPH Ha P-gp ¥ yMepeHH HHXHOHTOPH Ha
CYP3 A4 (Hanp. BepanaMuil, XHHUAMH ), KOMTO CBIIO MOTAT /13 MOBMIIAT €KCMO3HIMATA Ha
THKarpeaop. AKo KoMOMHALMATA HE MOXKE a OBb/ie M30ErHaTa, TAXHOTO €AHOBPEMEHHO
NpUIcKEHNE TPAOBa a c€ W3BBPLIBA C MIOBHILICHO BHHMAaHHE.

ﬂg Vel

Knunuunnre nmpoyuBaHus 3a GpapMakoIOrHYHH B3aUMOREHCTBHA NOKA3BAaT, Y€
eIHOBPEMEHHOTO NPHIIOKEHHE Ha THKArpenop ¢ xenapuH, enokcanapud 4 ACK wiu
Je3MOIPECHH HE OKa3BaT Bb3ACHCTBUE BLPXY papMaKOKHHETHKATa HA THKArpenop WiH
AKTUBHHUR My MeTabonuT, WK BepXy AJ[D-vHayumMpaHaTa TpOMOOLIHTHA arperauus, B
CpaBHEHME C TUKArpenop, MPWIOKEH CAMOCTOATENTHO. AKO € KIIHHHYHO IOKa3aHo,
NeKapcTBEHH NPOIYKTH, KOUTO H3MEHAT XeMOoCTasaTa, TpabBa na ¢e H3Noa3Bar ¢ MOBUILEHO

BHUMaH¥e B KOMOMHALIMA C THKArp<Jiop.

Haf6monaeana e 3a0aBeHa U IOHIDKEHA €KCIIO3ULIMA Ha NMEPOpaTHH HHXHOUTOPH Ha P2Y (3,
BKJTFOYHTEIHO THKArpesop U HeroBus akTHBeH meTabonut npu nauMeHTy ¢ OKC, nekysann ¢
mopduH (35% noHwkaBaHe HA eKCMO3HLUATA Ha THKarpenop). Toea B3auMOIeHCTBHE MOXE
1a € CBBP3aHO ¢ HAMAJICH CTOMAIHO-YPEBEeH MOTWIHTET H 14 C€ OTHACA 3a APYTH ONMHOUIH.
KOTMHUUHOTO 3HaYE€HHE € HEM3BECTHO, HO JJaHHUTE MOKA3BAT NMOTEHLMA 32 HaMalleHa
e(pHKAaCHOCT Ha THKarpeJsop [pH NaLMEHTH ¢ €AHOBPEMEHHO NMPIWIOKECHHE Ha THKArPEJIop U
mopduH. [Ipr nawenT ¢ OKC, npu kouto MOpGHHLT He Moxke Aa ObAe crpsaH ¥ 6Bp30TO
MHXHOHpaHe Ha P2Y); e OT chlilecTBeHO 3HAYECHHE, MOXKE Ala ce 0OMUCIH yroTpeba Ha
napeHTepaicH HHxuOUTOp Ha P2Y ;.

EdekTH Ha THKarpenop BbPXY APYrH JEKapCTBEHH NMPOAYKIH

Jlexapcmeenu npodykmu, xoumgo ce memabonusupam om CYP3A44

e Cumsacmamun — €JHOBPEMEHHOTO IMPUAOKEHHE Ha THKATPEJIOp ChC CHMBACTATHH
BOIM A0 nosunmiaBaHe Ha Cnax H AUC Ha cuMBacTaTHH ChOTBETHA € 81% 1 56%,
KaKTO H Ha NMOBHLIaBaHE HA Cpax H AUC Ha CHMBACTATHHOBATA KHUCEJIHHA CHOTBETHO
¢ 64% u 52%, KaTO B OTAENHH CIY4aH C€ AOCTUra 2- 0 3-KPaTHO MOBHILIABAHE.
EnHoBpeMeHHOTO MPIIOKEHUE HA TUKArpenop ¥ CUMBacTaTHH B 11034,
HanpHIIaBaia 40 mg nHeBHO, MOXe a JOBEIOC OO HEXE/IAaHH PeakLHH Ha
CHMBAcCTaTHH M TpabBa J1a Ce NpeleHH CIpAMO NOTEHUHAHUTE Noa3u. CHMBACTaTHH
HE OKa3Ba BJIUAHUE BHPXY IUIa3MEHUTE KOHLICHTPALIMK Ha THKarpenop. Tukarpenop
MOXKE Ja OKa3Ba CXOJleH eeKT BbpXY JioBacTaTuH. He ce npenoprysa
e/JHOBpEMEHHaTa ynorpeba Ha THKarpeaop ¢bC CHMBAaCTATHH HJIM JIOBACTATHH B
1034, HaasHmaeaiu 40 mg.

o Amopsacmamun — €IHOBPEMEHHOTO MPWIOKEHHE Ha aTOPBACTATHH W THKarpejiop
BOAH A0 NoBHIIaBaHe Ha Cmax U AUC Ha aTOpBaCTATHHOBA KHCEJIHHA CHOTBETHO € 23%
H 36%. Cxoauo noHapaHe Ha AUC U Cpax € HabNMoqaBaHo IIpH BCUYKHY METAOOJTUTH
Ha aTOpPBACTATHHOBATA KHCEJIMHA. 1€3H MOBHMILIEHH CTOMHOCTH HE C€ CUYMTAT 3a
KIHHHYHO 3HAYHMH.

e He moxe aa ce M3KMOUM Nojo0eH eQeKT U BbPXY APYTH CTATHHH, MeTabo
or CYP3A4. llauuenture B npoyueaneto PLATO, koUTO ca nonyuas
THUKArpesaop, ca NPpHEMAIH pa3jiIHiHH CTaTHHH 0e3 ChodpaxeHHe 1o
Oe30macHOCTTa Ha cTaTHHA npH 93% ot koxoprara Ha PLATO, ko




T€3M JIEKAPCTBEHH NPOJYKTH.

Tukarpenop ¢ cnad uexuburop Ha CYP3 A4, EQHOBPEMEHHOTO NPHIOKEHHE HAa TUKATPENOp
cbe cyOcTpath HAa CYP3A4 ¢ TeceH TepaneBTUYMEH HHIAEKC (HANp. UHU3ANpUA, HIIH
eproajIKaJIoONiv ) He CE MpENOpPbhYBRa, Thif KATO TUKArPEIOp MOKE [1a OBHILH €KCMO3HLIMATA HA
TE€3H JIEKAPCTBECHH MPOAYKTH.

P-gp cybcmpamu (8Kx1104umenno OucOKCUN, YUKAOCNOPUH)

EnHOBpEMEHHOTO NMPUIOXKEHKE C THKArpenop BOAH A0 NOBHIIABAHE HA Cmax W AUC Ha
JUTOKCUH CHOTBETHO Che 75% u 28%. CpeaHnTe Hall-HUCKH HMBA HA JUIOKCHH C€ MOBUIIIABAT
¢ okoJ10 30% npH €AHOBPEMEHHO NMPHIOKEHHE ¢ THKArPEJIOp, KaTO B HAKOM OTAC/IHH CiTy4YaH
ce OTYMTAT MaKCUMYM JIBYKpaTHM NoBUIIaBaHuA. B npucbcTBHETO HA IUTOKCHH Crax 1 AUC
Ha TMKarpeaop U akTHBHUA My MeTaboNHT He ce noBIMUABAT. CleIOBATENHO, IPH

¢ AHOBPEMEHHO MPHWIOKEHHE Ha THKarpemnop ¢ P-gp-3aBUCUMH IEKAPCTBEHH MPOAYKTH ¢
MAJThK TEPANICBTHYEH HHIECKC KATO JUrOKCHR, CE€ NPENOpbYBA NOAXOAALL KIHHHYECH /WK
nabopaTopeH KOHTpOI.

Tuxkarpenop He 0Ka3Ba BJIHAHHE BbPXY KOHLCHTPALMATA HA LMKJIOCIOPHH B KPBBTA. EQekThT
Ha THKarpenop BbpXY ApyrH cyOcTpaTn Ha P-gp He € npoyuBaH.

Sexapcmeenu npodykmu, xoumo ce memabonuzupam om CYP2CY

EnnoBpeMeHHOTO NPHJICKEHHE HA THKArpenop ¢ ToAOyTaMU HE BOAHM AO NMPOMAHA Ha
M1a3sMEeHMTE KOHLICHTPALKY Ha KOHTO M Aa € OT ABaTa NPOAYKTa, KOETO MNpeanonaara, 4e
THKarpenop He € HHxuOuTop Ha CYP2C9 u € Manko BepOATHO Aa NOBIIHABA MEAHHPAHHA OT
CYP2C9 merabonn3bM Ha JIeKapCTBEHH NPOAYKTH KaTo BapdapHvH U Toa0yTaMm.

Posysacmamun (cybcmpam na BCRP)

Tukarpesop NOBHINABA KOHLIEHTPALHHUTE HA PO3YBACTATHH, KOETO MOXE /1a JIOBEAE 10
MOBMILICH PHCK OT MMOMATHS, BKJIIOUMTENHO M pabnoMuonusa. Tpabea na ce otnane
BHHMaHHE Ha TMOJI3HTE OT Npena3BaHe OT CEPHO3HM HEXETaHH ChpAeYHO-ChJOBH CHOUTHA
NPH H3NOI3BAHETO HA PO3YBACTATHH CMPAMO PHCKOBETE OT MOBHILEHHUTE ILUIA3MEHH
KOHIIEHTpALIM4 Ha PO3YBaCTATHH.

Ilepopannu xonmpayenmueu
EnHoBpeMeHHOTO NPWIOKEHHUE HAa THKATPEJIOP ¢ JIEBOHOPTECTPE M €THHHI €CTPaIHON BOAU

10 MOBHILABAHE HA €KCHO3MLNATA KbM €THHIWI ecTpaanon ¢ npudauiurenso 20 %, Ho He
NOBIHABA (papMaKOKMHETHKATA Ha JIeBoHOprecTpe. [Ipn eqJHOBpEeMEHHO NMPUNOKEHHE HA
JIEBOHOPrecTpen H eTHHUI eCTPAAHON ¢ THKATPEIOp He C€ OYaKBA KIMHHUYHO 3H3AYHM e(eKT
BbpXY €pHKaCHOCTTA Ha NEPOPATTHHA KOHTPALIEIITHR.

Jlexapcmesenu npooyxmu, 3a KOUMOo € Y36eCmMHo, Ye unoyyupam bpaduxapous

ITopaau HabmonaBaHe Ha NpeIUMHO aCHMIITTOMHH BEHTPHKYJIApHHU Nay3u H Opagukapaus ce
H3UCKBa MOBHMILIEHO BHUMAHHE, KOTaTO THKArPEIOp C€ npUiara ¢ JHOBpEMEHHO € JIEKapCTBEHH
NMPOAYKTH, 38 KOHTO € U3BECTHO, Y€ HHAYLUHpaT Opaaukapans (Bx. Touka 4.4). B npoyuBaHeTo
PLATO, obaue, He ¢¢ HaONMIOABAT JOKA3ATENCTRA 32 KIMHUYHO 3HaUHMH HEXEeTaHH peaKkLuH
cel €AHOBPEMEHHO MPHIOXKEHHE C €JUH WIH MOBEYE JIEKAPCTBEHH NPOIYKTH, 38 KOHTO €
M3BECTHO, Ye HHAYUHpaT Opanukapausa (Hanp. 96 % Oera-6nokepu, 33 % 6noxepH Ha
KaILMEeBUTE KaHAJIH JHJITHA3eM M BepanaMuwl, U 4 % JUrOKCUH).

pvea cenvmemeawia mepanus
B KIMHHYHHTE OIPOYYBAHHMA THKArpesop € npuiaraH eqHospeMeHHO ¢ ACK, nuxuGierop

[IPOTOHHATA MOMIIa, CTATHHH, OeTa-0oKepH, HHXUOUTOPH Ha AHTMOTEH3HH-KO /-/ 'ﬁﬂiﬁlﬂwa
eH3uM (ACE) u anrvworensns Il peuerrropan 6/10KepH, HEOOXOAUMH 3a NeueHHE ﬁﬂ o

CBITBTCTBALLM 3a00/11BaHHSA 3a ABITLI NEPHO/, a CBILO K XENapHH, HICKOMOJK T A
1 MHTpaBeHO3HU HHXUOuTOpHU Ha Gpllb/Illa 3a kpaTko BpeMe (Bxk. Touka 5.1). H¢ ¢




NAHHH 33 HA0OMIOAABAHH KITHHHYHO 3HAYMMH HEXeJTaHH B3aMMOAEHCTBMA NpH ynoTpeba Ha
T€3H JIEKAPCTBEHH MTPOAYKTH.

EnHOBpEMEHHOTO NPHWIOKEHHE HA THKArPE/op ¢ XenapuH, CHOKCHIIApHH WK AC3MOIIPECHH
HaMa eeKT BbPXY aKTHBHPaHOTO napLuaiHo TpomboruiactuHoso epeme (aPTT),
aKTMBHpaHOTO BpeMe Ha ceeupBaHe (ACT) win uscnensanusTa Ha gakrop Xa. Bee nak,
NopajH NOTEHUHATHUTE papMaKOAUHAMHYHH B3aMMOACHCTBHA, €JHOBPEMEHHOTO
MPIWICKEHHE HA THKArpeaop ¢ IEKAPCTBEHH MPOYKTH, 32 KOHTO € H3BECTHO, Y€ MPOMEHAT
XeMocTasaTa, TpabBa Ja ce H3BBPILBA C NOBHILIEHO BHHMaHKe.

[Mopaau cwollueHus 3a abHOPMHO KOXHO KbpBeHe ¢bC SSRI (Hanp. napokCeTHH, CepTpanyH U
LIMTAJIONpaM), TIpEeNnopbUBa ce€ BHUMaHHeE, koraro SSRI ce npunarar ¢ TMKarpenop, Tei KaTo
TOBa MOJXKE /1a MIOBHILIH PHCKA OT KbPBEHE.

4.6 @epTRIBTET, 6peMEHHOCT H KBPMECHE
XeHH ¢ aeTeponeH NOTEHLMAI

XKenw ¢ gerepoeH noteHLUMan TpAOBa ia H3NOA3BAT SPEKTUBHU KOHTPALIETITHBHU MEPKH, 3a
na H3berHar 3abpeMeHABaHE 110 BpEME Ha JIEHEHHE ¢ THKArpesiop.

bpeMeHHOCT
Hsama iy uMa orpaHMueHo KOTMYECTBO JaHHH 3a ynorpebata Ha THKarpesaop npH OpeMeHHH

xeHH. [IpoyuBaBMATA TP JKUBOTHH NOKA3BaT PENMPOAYKTHBHA TOKCHUHOCT (BXK. TOYKa
5.3).Tukarpenop He ce Npenopb4Ba M0 BpeMe Ha OPEMEHHOCT.

KnpMmeHne

Hannunute hapMakOIMHAMHUYHH/TOKCHKOJIOTHYHHU JaHHH TIPH *)KHBOTHH NOKA3BaT EKCKpeLus
Ha THKArpeaop 4 akTUBHHA My MeTabonuT B MIIAKOTO (BX. TOYKa 5.3). He Moxe na ce
M3KJTIOYH PHCK IIPH HOBOPOAEHHW/KbpMaueTa. TpaOBa Ja ce B3eMe pelleHHe NaJIH 1a ce Cripe
KBPMEHETO, HWJIY Ja ce NPeKpaTH/Ja He ce Nnpuara Teparnus ¢ THKarpesop, KaTo ¢e B3eMe
NpeaBHJ NOJI3aTa OT KBPMEHETO 3a ACTETO M NOJI3aTa OT TEpaIUATa 3a JKEeHaTa.

DepTUanTeT
Tukarpenop He 0Ka3Ba BAMAHHE BbPXY MBAKKHUA K )KCHCKUS PEPTHIIUTET NPH KMBOTHH (BXK.
To4uKa 5.3).

4.7 Edexra BbpXy cooco0HOCTTA 33 modHpane H padora ¢ MAIIHHH

Tukarpesop He MOBNUABA WIH MOBIKHABA NMPEHEOPEIKUMO CITOCODHOCTTA 3a LWodHupaHe U
pabora ¢ MalrHH. [1o BpeMe Ha IEYEHHUE ¢ TUKArpelop ce ¢hoOIlaBa 3aMagHOCT H
obrpkBaHe. ClieOBATE/IHO, [TALIMEHTH, KOUTO MOITYYaT Te3H CHMITTOMH Tpg0Ba Ja ca ¢
NOBHILIEHO BHUMaHHe NpH WwodHpaHe unu pabora ¢ MaLIHHM.

4.8 HexellaHu JIeKapCTBERH PCAKIHHA

Pestome Ha npoduna Ha He3onacHOCT

ITpodwreT Ha 6€30MACHOCT HAa THKArpeaop € OLeHABaH B JB€ rojieMH KIHHUYHY H3IMTBaHUA
¢a3a 3 no orHomeHue Ha u3xoda (PLATO u PEGASUS), exnousamy moseye ot 39 000
naiueHTH (BK. TO4Ka 5.1).

B PLATO, npu NauMEeHTHTE Ha THKArpeop UMa MO-BHCOKA YECTOTA Ha NMPEeyCTaHo
TEpAaNmUATa NMOPaaAH HeXKeNaH! ChOUTHA, B CpaBHeHUe ¢ knonuaorpen (7,4 %o crips
PEGASUS nauveHTHTe, IEKyBaHH ¢ THKAIpeJIop, HMAT NO-BHCOKA YECTOTa Ha
NpeyCTAHOBABAHE HA TEPANMATA NOPAAH HEXKENAHH CHOHTHA B CPABHEHHE C IPYTH
tepanua camo ¢ ACK (16,1 % 3a tukarpenop 60 mg ¢ ACK cripamo 8,5 % 3a Teng




ACK). Haii-uecTo cbo01aBaHHTE HEXKENAHHU PEaKLIMH NPH MalMEHTHTE, JIEKYBaHH C
THKAIPEJop, ca KbpBeHe U AUCIHEs (BXK. Touka 4.4).

TabnHued CIHMCHK HA HEXKEJIAHUTE PEaKLIMH
[IpeacraBeHHTE NO-A0TY HEXKENaHH PeakUHH ca HACHTHQHLHPAHM B NPOYYBAHHATA HIH Ca

cBHOGIHIEHH IPH NMOCT-MapKEeTHUHIOB ONMT ¢ THKarpesop (Tadbauua 1).

Hexxenauure peakiinu ca u3bpoenn no cucremo-opraet knac (COK) no MedDRA. B
pamkuTe Ha Bcekd COK HexxenaHuTe NeKapCTBEHH peakiiMH ¢a H30POeHH M0 4ECTOTa.

Kateropumre no 4ecToTa ce JedHHHpAT Mo CleTHaTa KOHBEHLUHA: MHOrO YecTH (>1/10), yecTH

(>1/100 po < 1/10), seyectn (=1/1 000 no <1/100), peaxu (>1/10 000 no <1/1 000), muoro
peakH (<1/10 000), c Hen3BecTHa YeCcTOTa (OT HAJIMYKUTE JaHHU HE MOXe 1a Oblie HanpaBeHa

OLIEHKA).

TaGauna 1 - Hexenann peaknud no 9ecTora H cucremo-opranen Kiaac (COK)

COK

Muoro uecTn

YecTH

HegecTn

C "eniBecTHA
yecToTa

Heonaaimna —
A00poxavecTBCHH,
3JI0KAYECTBEHH H
HeomnpeaeaeHH (BK.
KHECTH H DOJIBIH

KbpBene o1 TyMop®

Hapymesnsd HA
KpbBTA H
JAMPHATA CHCTEMA

KbpBeHe, CBLP3aHO
C HapyIIEHHA Ha
KpBBTA’

TpomboTtyna
TpoMOOLMTONEHHYHA

mypmypa”

Hapymenns
Ha HMYHHATA
CHCTEMA

CBpBbXYYBCTBHTEITHOCT,
RKNIOMYHMTCIHO
aHruoenem”

Hapymensn Ha
MeTaboHIMA R
XpaHeHETo

XurnepypukemMus'

[loparpa/
nojarpo3eH

apTpUT

TIcRXHYHEA
HAPYIICHHS

OO0BbpKaHOCT

Hapymenus
HQ HEPBHATA
CHCTEMA

3aMasHOCT,
CHHKOII,
rJ1aBOOOJTHE

BrnTpeuepencH
KpbLBOU3THB

HapymeHHAS HA O9HTE

KpbBou3snus B okoTo*

Hapyuienns Ha
YXOTO H
nabupHHETA

Bepturo

KpBBOU3NHB B YXOTO

Cobpaednn
HAPYIIEHHS

bpaauaput™mus, AV-
6noK®

Cba0oBE HApYmICHHS

XHIIOTOHHUA

PecnupaTopHH,
rpbAHH H
MeAHACTHHAIHH
HApYIICHRS

KspBene ot
pecIMpaTopHaTa
cucTema®
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Cromamuo- CtomaliHo- PerponepuroHeaneH
YpeBHH YpPEBEH KPBBOH3IIHB
HAPDYIIeHHSA KpbBOH3I/IHB",

aunapus,

rajexe,

JUCTIETICHA,

3aneK
Hapymenns Ha [ToaxkoxHO Wiin
KOXKATA H JEepMATHO
HOAKOXKHATA ThbKaH KBpPBEHE’,

oOpHB, chpbex
Hapymenns na MyckynHo kbppBeHe”
MYCKYJIHO-
CKEJIETHATA
CACTEMA H
CheIHHHTE/THATA
THKAH
Hapymenns HA KspBeHe ot
6L0pennTE B IIHKOUYHHTE
NAKOYHATE MbTHIA
NbTHIA
Hapymenns HA KbpBeHe oT
BBL3NPOH3BOARTE/IH penpoayKTHBHATA
ATa CHCTEMA H cHCTEMA®

 I'bpAATa

HicaeaBanns [loBuieH

KpeaTHHHH B

KpEBTa'
HapanaBanus, KpbBOM3AUB Clien
OTPABSIHHY H npoueaypa,
yCJI0KHeHHS, TPaBMaTHYHO
BL3IHHKHAIR B KbpBeHE”
pPe3yATAT HA
HHTEpPBERIIHH

? Hamp. KbPBEHE OT paK Ha MHKOUHHS MEXYP, PaK Ha CTOMAaXa, pak Ha aebesioTo yepro

S Harp. MOBHMILEHA TEHACHUMS KbM HACHHABAHE, CIOHTAHEH XEMATOM, XeMOparHJHa JHaTesa

* HaeHTH(HIMpaHa B TOCTMAPKETUHIOB OITUT

" YecToTUTE Ca NOIYYEHH OT J1abopaTOpHH HabmozeHus (IOBMINIEHA THKOYHA KMCEAMHA >TOpPHATa
IPAHMLIA HA HOPMATAd COPAMO W3XOOHO HUBO N0 WIH B pepepeHTHUTE rpaHuLy. [TloBrneH KpeaTHHHH
>50% cnpsaMoO U3XOIHO HUBO.), a He € MpUONU3NTENHA YeCTOTa HA ChOOIaABaHe HA HeXelaHH ChOHTHA.
A Hanp. KOHIOKTUBAITHO, PETHHHO, BBTPEOYHO KbpPBEHE

© HAamnp. €MHCTAKCHC, XEMOIITH3a

* HAaMp. KbPBEHE OT BEHLUMTE, KPBBOHM3/IMEB OT PEKTYMA, KPBBOUZJIHMB OT CTOMAIIIHA A3Ba

3 Hanp. eKXUMO03a, KOKEH KPbhbBOHM3IIMB, IETeXUH

" Hamp. XeMapTpo3a, MYCKYJIeH KpbBOH3/IHB

% Hanp. XeMaTypusa, XeMOpardueH LUCTHT

* HaMnp. BarHHAJICH KPHhBOM3JIHB, XEMATOCIIEPMUA, ITOCTMEHONAY3aICH KPbBOH3IHB

" HaMp. KOHTY3MA, TPABMATHYEH XEMaTOM, TPaBMaTH4YEH KPHLBOU3/IHB

¥ T.¢. CIOHTAHHO, CBBP3aHO ¢ HHTEPBEHLMS WIM TpaBMATHYHA WHTpPAKPaHHATHA XEMOpParis

OnucaHHve HA H36Q&HH HC2KCJIAHHW PCAKIIMH

Kvpeene

Haxooxu ¢ xvpeene ¢ PLATQO
LlanocTHHTE pe3ynTaTH 3a 4ECTOTATa Ha KbpBeHe B npoy4uBaHeTo PLATO ca nf
Tabnuua 2.
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Tabauna 2 — AHa M3 Ha o0muTe CLOUTRA ¢ KLpBeHe, H39ncIeHnsa no Kaplan-Meier na
12-ta mecen (PLATO)

Takarpeaop | Kaonmaorpen
90 mg aBa p-croidmocT*
O'bLTH AHEBHO N=9186
N=923§

O610 3HauuTensy oTr PLATO 11,6 11,2 0,4336
dartanuu/kuBoto3acTpawasaniy ot PLATO 58 5,8 0,6988
3uaumTteauu ot PLATO, necsbp3ann ¢ KAb 4.5 3,8 0,0264
3HauuTenuu oT PLATO, HecBbp3aHu ¢ 3,1 2,3 0,0058
HMHTE¢PBEHLIMH
KoMOHHHpaHH 00110 - 3HAYMTETHH + 16,1 14,6 0,0084
HesnauuTeaHyd ot PLATO
Hecpbp3aHu ¢ HHTEPBEHLHH — 3HAYHTEIHH + 5,9 4,3 <0,0001
HesHauuTeldHU oT PLATO
3rauutenum no TIMI 7.9 7.7 0,5669
3HauMTETHH + He3HauuTeaHH no TIMI 11,4 10,9 0,3272

JHepHHNIIHH HA KATETOPHHTE KhLPBEHE:

3HaunTeIHO GATANHO/AKHBOTO3ACTPAILABAILG KbPBEHE! KIHHMYHO NPOABEHO C IOHIKABaHE HA
xemornobuua ¢ >50 g/l wiM ¢ mpenuBaHe Ha >4 caka CPHTPOUMTHA Maca, HIH ¢aranHo, HIH
HHTPaKpaHHAIHO; HJIM HHTpaNepHKapAHO CbC Chp/eyHa TaMIOHAaAa; WiIH ¢ XHNOBONCMHYEH IIOK HIH
TEXKa XHIOTOHHA, H3IHCKBALA MPECOPH WIH XHPYpPrHuHa HHTEPBEHLIMA.

JIpyro 3HAYHTEIHO: KNTHHHYHO MPOSBEHO ¢ MOHKKaBaHe Ha xemoraobuxa ¢ 30-30 g/l win npenueane
Ha 2-3 caka epUTPOLIMTHA Maca; WIH 3HATUTENHO HHBATHANIHPALIO,

He3HaUHTEIHO KbPBEHE: H3HCKBA MEIHMUMHCKA HAMECA, 3a CIIMpaHe MM JIeKyBaHe Ha KbpBEHETO.
InaunTeano KppseHe no TIMI: KiHHHYEHO NPOABEHO C MOHIKABAHE Ha XeMorobuHa ¢ >50 g/l wiu

C HHTpaKpaHHanHa XeMoparus.

Hesnaunrento kppsene no TIMI: xiMHMYHO NPOABEHO ¢ NOHMWKaBaHe Ha xemornobuHa ¢ 30-50 g/l.
*p-CTOWHOCT, M3YHCIIEHA OT MOAEN Ha NPONOPHHKOHATIHMTE pUCcKOBE HA CoX, KaTo rpymnara Ha JIeYeHHe
€ eJHHCTBEHATAa EKCILIAHATOPHA IMPOMEH/HBA.,

Tukarpenop U KIOMMAOTPeN HE C€ Pa3/IUYABAT M0 OTHOILIEHHE Ha YeCTOTHTE Ha 3HAYHTEITHO
daTanHoSKMBOTO3acTpalaBamo kepsese B PLATO, snaunrenHo kspeene obie B PLATO,
MacKHBHO kbpBeHe no TIMI unu cnabo xepseHe no TIMI (Tabnuua 2). Obaue, noABata Ha
KOMOHHHPaHO 3HAUHTENHO + He3HauYuTeNHO KbpBeHE B PLATO e noseue ¢ TMKarpenop, B
cpaBHeHHe ¢ Kionuporpen. Manko nauventd B PLATO nMmat daranuu xpeeonanusu: 20 (0,2
%) 3a THKarpenop u 23 (0,3 %) 3a kmonuaorpen (Bx. Touka 4.4).

Bwn3pacr, non, TENECHO TETNO, paca, reorpadcki paioH, CBITBTCTBALLM 3a00NaBaHuA,
CBITHTCTBAILIA TEpPANNUA H AHAMHE34, BKJIOYKTETHO NPEIX0AECH HHCYNT HWIH TPAaH3HTOpHA
MCXE€MHUYHA aTaKa, He ca MPeIHKTOPH KAaKTO 3a 0OLI0TO, TAKa H 38 HECBBP3aHOTO C
MHTepBEHLMM 3HauuTeNHO KbpBeHe Mo PLATO. o Ta3u npHuMHa, HE € HACHTHOHLMpPaHa
KOHKPETHA PHCKOBA IpyIia 3a KOMTO M Aa € NOJATHH KbpPBEHeE.

Csbp3aHo ¢ KAb xbpBeHe:
B PLATO 42% ot 1584-1e naupentH (12% o1 KoXopTaTa) ¢ HanpaBeH KOPOHAPHO-
aprepuaneH 6aiinac (KAbB) ca noxyuwin PLATO 3HauuTenHo
¢aTanHO/AKHBOTO3ACTpALLABALO KbPBEHE O€3 paliiKa MeXAY TepaneBTHYHHTE rpyNH
daranHo KbpBeHe, cBLp3aHO ¢ KAD, ce nospsBa NpH 6 NaLMEHTH BbB BCAKa OT
TeparleBTHYHUTE I'PYIH (BX. TOYKa 4.4).

HecBnp3ano ¢ KAb kbpBeHE H HECBBP3aHO ¢ HHTEPBEHLIMH KbPBEHE:
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Hsma paznvka MEXIY THKarpesop H KIONWACIpes no OTHOLIEHHE Ha HECBBP3AHUTE C KAb
haTanHW/ KHBOTO3ACTPAILABALIK KPLBOUNIMBH 110 AeduuuuMs Ha npoy4sanero PLATO, wo
IHAYUTEHHTE 000, 3HaunTeHy 1o TIMI u snaunTenns + Hesnauurensy no TIMI
KpPbBOU3/IMBH, 10 JlepuHnLmA Ha npoyusaneTo PLATO, ca no-yectu npu THKarpenaop. Crilo
TAKAa, AKO C€ U3KTIOYAT BCHYMKH CBBP3aHU C HHTEPBEHLIHH KPLBOHU3IUBH, [TOBEUYC KPBBOHIITHBH
ce HabmoaBaT NPH THKArPeNop, OTKONKOTO NpH kiomuaorpen (Tabnuua 2). IlpexparaBane
Ha JIeYeHHETO NMOpaay HECBBP3aHH C HHTEPBCHLIMH KPBBOH3NHMBH € MO-4ECTO € THKArpejiop
(2,9 %), oTkonkoTo ¢ kinormaorpen (1,2 %o; p<0,001).

HuTpakpaHHaIHA XeMOparua:

WxTpakpaHHaJHUTE KPbBOM3IHBH, HECBBP3aHH ¢ MHTEPBEHLIMH, Ca MOBEYC NPH NPHIOKEHHE
Ha TMKarpenop (n=27 KpbBOH3/1HBa NpH 26 nauueHTH, 0,3 %), 0TKOMKOTO ¢ XNonuaorpen (n=14
xpbBOH3IHBa, 0,2 %), OT KouTo 11 KPBBOMITHBA C THKATPENOP U 1 ¢ Kiomuaorpel ca (paTaiHH.
Hama pasnnka B o61us 6poit ciryyan Ha (arajiHO KbpBeHe.

Haxooxku ¢ kvpaene 6 PEGASUS
[{atocTHHTE PE3y/ITATH 3a YeCTOTaTa Ha kbpBeHe B npoyusaHeTo PEGASUS ca nokaszaHu B

Tabnuna 3.

Tabauma 3 — Arann3 Ha o6mHTe CHLOATHEA ¢ KbpBene, H3uncaennEs N0 Kaplan-Meier na
36-ta mecen (PEGASUS)

Trkarpejaop 60 mg Camo
ABA ILTH JHEBHO + ACK
ACK N=6996
N=6958
Koedpnnmenr
Kpalina TOYKH 32 0e30macHOCT KM HA pHCKA KM p-
% (95% CI) % CTOHHOCT
Kareropnu Ha KbpBeHe, onpeaejenn or TIMI
3HauuTenHo - TIMI 2,3 2,32 1,1 <(0,0001
(1,68; 3,21)
daraaHo 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)
Hpyro 3nauurenso -TIMI 1,6 3,61 0,5 <0,0001
(2,31; 5,65)
3HAUMTEIHO WIH He3HauuTenHo - TIMI 3.4 2,54 1,4 <0,0001
(1,93; 3,35)
3HAYHTEIHO WIHM HE3HAUHUTEIHO, HIH 16,6 2,64 7.0 <0,0001
M3MCKBANIO MEeAHULIMHCKA HaMeca - (2,35; 2,97)
TIMI

KaTeropan Ba KbpBene, onpeaeiedn 8 PLATO

3HaunTesnHo - PLATO 3,5 2,57
(1,95; 3,37)

daTtaTHO/ KUBOTO3ACTPAILIABALLO 2,4 2,38
(1,73; 3,26)

Hpyro 3Haunrenso - PLATO 1,1 3,37
(1,95; 5,83)
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3HAUMTENHO WIH He3HAYHUTETHO - 15,2 2,71 6,2 <0,0001
PLATO (2,40; 3,08)

HedHHHUHE HA KATETOPUATA HA KbpBEHe:

3uauntento - TIMI: daranto kppeene, UJIH Bcaxo ppTpeyepenHo kbpseHe, MJIM knnHuHO BHANMH
MpU3HALH Ha KPHBOHUININB, CBBP3aH ChC CMajl HAa XeMOTNIOOHHA (Hgb) ot =50 g/l, unu noHmKeHUe Ha
xeMatokputa (Hct) ot 15%, koraro nuncea crofiHocT Ha Hgb.

@aTanuHo: chOHTHE C KbPBEKE, KOETO AMPEKTHO € J0BENO 0 CMBPT B PAMKHTE Ha 7 JHH.

BUYK: BrTpeuepeneH KpLBOH3JIHUB.

Jpyro 3aauutenno - TIMI: sedaranno wve-BUK 3nHaunrento kppeere TIML

He3nauntesno - TIMI: KIMHHUHO BUEMMO C OHKWKeHHE Ha xeMornobuna ot 30-50 g/l.
Hanckpamo MeaHIHAcka Hameca - TIMI: usucksamo untTepsenuua KN popento no
xocnuranmsaums, MJIN Hanaraino oueHka.

3HaunTeHO haTanHo xuBoTozacTpawaBamo = PLATO: daranto kepsene HJIN Beako
BETpeyepento kppBeHe, WIH untpanepykapIManHo Che ChpaeyHa TaMnoHana, HIH ¢
XHUIIOBOJEMHYEH LIOK WIH TeXKa XMIOTOHKA, HaNarala MpUWIOKEHHETO Ha MPECOPHW/ HHOTPONHH
cpeacTBa wiM onepauns WIH kimHH4HO BUIMMO ¢ >50 g/l noHmkeHNne Ha XEMOTIOOHNHA HWITH ¢

npeanBaHe HA >4 caka epHTPOLHTHA Maca.
3naunTenHo aApyro - PLATO: snaunmo urpanuausupamo WIIH xauarano BuanMo ¢ 30-50 g/l

noHwxeHue Ha xemMornoouna, UJIU ¢ npenyBane Ha 2-3 caka epHTPOLIMTHA Maca.
He3naunteano - PLATO: m3nckBa MeIUILHHCKA HHTEPBEHLIHA 3a CIIHPaHe WIN JICYCHHE Ha
KbpPBEHETO.

B PEGASUS 3HauutenHo kbpeeHe (TIMI) npy Tukarpenop 60 mg nBa NbTH JHEBHO € NO-
CIJIHO OTKOJKOTO npH edeHue camo ¢ ACK. He e HaOnmonaBaH NOBHIIEH PUCK OT (paTanHo
KBEpPBEHE H C€ YCTAHOBABA CaMO HE3IHAYHTE/HO MNOBHIICHHE Ha BETPEUEPENHHUTE KPEBOH3THBH
B cpaBHeHHe ¢ TepanmaTa camo ¢ ACK. Mma manko ¢1h6uTHs Ha daTanHO KbpBEHE B
npoyupaneTo, 11 (0,3 %) 3a Tuxarpenop 60 mg u 12 (0,3 %) 3a Teparmsta camo ¢ ACK.
Ha6moaaBaHMAT MOBHIIECH PHUCK OT 3HauMTeHO KbpBeHe (TIMI) ¢ THkarpenop 60 mg ce
JABJDKH NPEJUMHO Ha MO-BHCOKATa Y€CTOTa Ha APYro 3HaudTenHo KbpeeHe (TIMI), cepp3ano
cbe cuOMTHA B cToMaiHO-YpeBHUA COK.

[TosHIIEHA YeCTOTa Ha CHOMTHS ¢ KbpBEHE, NOAOOHH Ha 3HauuTeNHO KbpBeHe (TIMI), e
HaOMI0JaBaHa B KATErOPHHUTE 3HAYMTENHO WIH He3HauHTENHO KepBeHe (TIMI) u 3HaunTenHO
(PLATO) u 3HauMTenH0 Wik HesHaunresHo KbpBeHe (PLATO) (k. Tabnnua 3).
[IpeycTaHOBABAHETO HA JIEUEHHETO MOPaaH KbPBEHE € II0-4Y€CTO B rpynara Ha THKarpesnop 60
mg B CpaBHEHHME ¢ rpynarta Ha TeparnuaTa camo ¢ ACK (cvotBeTHO 6,2 % H 1,5 %). IloseueTo
OT T€3H CJTyuaH Ha KbPBEHE ca ¢ No-MaJlka TexecT (kacHpHUHpaHy KaTo H3HCKBAILH
MeauuuHcka HaMmeca (TIMI)), Hanp. enUcTakCHC, HACHHABAHE H XEMATOMH.

IIpoduwIbT Ha KbpBeHE Ha THKarpenop 60 mg € cXoneH B MHOXXECTBOTO NMPE/IBAPHTENHO
OnpeAeNcHH MOArpyYNy (HAIp. N0 Bb3PacT, N0J1, TErNo, paca, reorpadcku perHoH,
CBITbTCTBALIY 3a00/IABAHUA, CHITETCTBALLIA Tepanuid U MEIULIMHCKA aHAMHeE3a) ITpH ChOUTHA Ha
3HaudTenHo kupeeHe (TIMI), snaunTenHo win HeaHauyuTenHo (TIMI) 1 3HaYHTENHO KBpBEHE
(PLATO).

BbTpeuepenHo KbpBEHE:
Cnontansu BUK ce cpobiasar ¢ nogobHa yecToTa 3a TUKarpeaop 60 mg 4 Teparnus camo ¢
ACK (n=13, 0,2 % B asete rpynu Ha neueHue). Habmonasa ce He3HAYHTETHO MOBHILIEHHE HA
BUK cBLp3aHO ¢ TpaBMa K NPOLEAYPH NpH nedeHue ¢ Tukarpenop 60 mg, (n=15, 0,2 %) B
cpaBHeHHe ¢ TepanuaTa camo ¢ ACK (n=10, 0,1 %). Crobwmenn ca 6 paranau BUK ¢
thxarpesop 60 mg u 5 ¢parannu BUK ¢ Tepanus camo ¢ ACK. Hecrorata Ha BETPEUCPEITHO
KBEPBEHE € HUCKA B JIBETE IPYIH Ha JICYEHHE, KaTO C& HMa NPEABM/] 3HAUHUTE/IHHUTE

Hucnues
JlucnHes, ycelllaHe 3a 3a1yX, ¢e CboOLaBa OT NMalHEHTHTE JIEKYBaHH C TH
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PLATO, o6eqMHeHHUTE KaTO JHCIHEA HEXENAaHH JIEKAPCTBEHH CHOMTHA (INUCITHES, JUCITHES B
NOKOM, TUCIHEA NPH YCHNHE, MAPOKCH3MAIHA HOLLIHA JUCTIHEA ¥ HOLUHA JUCIHEes) Ce
cpobmasar ot 13,8 % OT NauMeHTHTe, JIEKYBaHH ¢ THKarpenop, 1 3a 7,8 % OT NMalMeHTHTE,
nexysaxu ¢ knonugorpen. [pu 2,2 % ot nauHeHTHTe, NPHEMALIH THKArpenop,  npH 0,6 % ot
nalMeHTHTE, MpHEMaLM Kionuaorpen, B npoyusaneto PLATO u3cneaoBaTeUTe CHHTAT, Y€
JHMCTIHEATA € IPHUMHHO CBBbp3aHa C JIeYeHHeTOo U GPOAT Ha cepHo3HUTE CiTyyan e Mambk (0,14
% Turarpenop; 0,02 % knonuaorpen) (Bx. Touka 4.4). Haii-uecto crobiuaBaHUTe CHMITTOMH
Ha JMCIHES ¢a JIEKH 0 YMEPEHH M0 MHTEH3UTET H MTOBEUYETO ¢ ChoOIaBaT KaTo eAMHUYEH
eMH30, PaHo clie]] 3ano4YBaHe Ha TepanuaTa.

B cpaBHeHHe ¢ KIomuaorpen, nauueHTHre ¢ actMa/XOBB, ekyBanu ¢ THKarpenaop, MOXe aa
MMAT MOBHILEH PHCK OT NOTyYaBaHe Ha HecepHo3Ha aucnHes (3,29 % Tukarpenop cnpaMo
0,53 % knomuaorpen) u cepuoina aucntes (0,38 % mikarpenop crpsamo 0,00 %
xonuporpes). B abcomroTHH CTORHOCTH TO3H PHCK € [I0-BHCOK OTKOJIKOTO B IIAJIOCTHaTa
norynaups Ha PLATO. Tuxarpenop tpa6sa fia ce mpuiara ¢ noBHUICHO BHUMaHKE IIPH
nalMeHTH ¢ aHaMHe3a 3a actMa Wt XOBb (Bx. Touka 4.4).

Oxoo 30 % oT env30uTe OT3BYYaBaT B paMKkuTe Ha 7 aHM. PLATO BKIIOYBa MaLIHEHTH,
KOHMTO Ha W3XOJHO HMBO HMAT 3acTOMHA chpieuHa HexocTaTb4HoCcT, XObb 1nn actMma; Tesu
MALHEHTH H MALMEHTHTE B CTAPHECKA BBIPACT € 0-BEePOATHO Aa choOiaBaT gucnHed. 3a
Tukarpenaop, 0,9 % oT maLKWeHTHTE NPeKbCBAT NPWIAraHeTo Ha NpOyYBAHOTO AKTHBHO
BEIIECTBO MOpan AUcIHed, cripamo 0,1 % or Tesn, npuemalud krnonugorpen. Io-pucoxkara
YeCTOTa Ha JUCIHES ¢ THKArpeJop He ¢€ acOLMHPa ¢ HOBA M0ABa UITH BJIOLLIABAHE Ha
chpaeuno wiu 6enoapoGHoO 3abongBane (BXK. Touka 4.4). Tukarpenop He MOBIHABA
benoapobHuTe (PYHKUMOHAIHH TECTOBE,

B PEGASUS aucnHes ce ¢cpobmara npu 14,2 % OT naumeHTuTe, NpUeMallld THKarpenop 60
mg JABa MbTH AHEBHO, H MpH 5,5 % OT MalLHEHTHTE, MPACMALIH CaAMO ACK. Kakto B PLATO,
OBEYETO CITy4aH HA CHOOIIEHA JUCTIHEA Ca JICKH 10 YMEPEHH 110 MHTEH3HUTET (BXK. TOUKa
4.4).TTaumeHTHTe, KOUTO CHOOLIABAT AUCITHES ¢a OMITH NPEAHMHO NO-BB3PACTHH H M0-4€CTO
ca uManu aucnHes, XObb unu actMa Ha U3XOOHO HHUBO,

Hzcnegeanun
[MosuileHHe Ha nukouHaTa kucenrHa: B PLATO e oTueTeHO MoOBHIIABAHE HA CCpyMHATa

MUKOYHA KHCEHHA A0 CTOMHOCTH, HaABHILABAIIIH FOpHATA IpaHULIA Ha HOpMaTa, npH 22 % ot
MOTyYaBalUTe THKAIPEop NAlMEHTH, CnpamMo 13 % oT noy4aBamMTe KIONHAOIpen
nanpeHTH. ChoTBeTHUTE cToitHocTH B PEGASUS ca chotserHo 9,1 %, 8,8 % 1 5,5 % 3a
Tukarpenop 90 mg, 60 mg 1 aue6o. CpeaHara cepyMHa NUKOYHA KUCE/THHA CC NMOBHILABA C
61130 15 % npH NpWIOKEHHE HA TUKArpenop, B CpaBHEHHE C MPUONHU3HTENHO 7,5 Yo NpH
NPWIOKEHUE Ha KIOMMAOIPEN, a CJIef CIMpaHe Ha JICUEHHETO CE MOHIKABA NPHOIH3HTEINHO
10 7 % npH NpUIOKEHHe Ha THKArpesiop, A0KaTo NpH KIONUAorpen He ce Habmonaea cnaj. B
PEGASUS ce ycraHoBsRa 06paTUMO NMOBHILIEHHE HA CPEHATE HHBA HA CEpYMHa MHKOYHA
KHcEIMHa OT 6,3 % U 5,6 % cboTBeTHO 3a THKarpenop 90 mg u 60 mg B cpaBHeHKe ¢ 1,5 %
noHKeHHe B rpynara ¢ rnauebo. B PLATO uectorata Ha nojarposes aptpur e 0,2 % 3a
tukarpenop copamo 0,1 % 3a knonuaorpen. CbOTBETHHTE CTOHHOCTH 34 noaarpa/moaarpo3eH
aptput B PEGASUS ca 1,6 %, 1,5 % u 1,1 % cpoTBeTHO 3a THKarpenop 90 mg, 60 mgu
rwatebo.

Cpofil1aBaHe HA NOAO3UPAHH HEXKENAHH peaKIH
ChoBIIaBaHETO Ha MOXO3MPAHH HEXEIAHH PEaKHMH Cliefl paspelliaBaHe 3a ynoTpeba Ha

CBHOTHOMIEHHETO TO/13a/PHCK 32 JIEKAPCTBEHUA NPOAYKT. OT MEAHLIMHCKHTE
CIIELIMAJTMCTH CE U3MCKBaA Ja ChoOHIaBaT BCAKa MOAO3UpaHa HEXeEJlaHa peaKLys /
H3mbIHMTENHA areHLHA [0 AekapeTarta ya. ,,Jlaman I'pyes” Ne 8, 1303 Coduf, ?
+35 928903417, yebcaiiT: www.bda.bg.
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4.9 IIpeno3upane

Tukarpenop ce noxacs aodpe npu enHokpaTHU 103K A0 900 mg. I'acTpoMHTECTHHATHATA
TOKCHYHOCT € Ouna JOo30JIMMMTHpPaHa B €JHO Npoy4YBaHe ¢ eJHOKpaTHA HapacTBallla 103a.
JIpyrd KIMHHYHO 3HAYMMH HEXKENIaHH PEaKIliH, KOUTO MOTaT Jia ce MPOABAT IIPH
[pefo3nHpaHe BIJTIOUBAT AMCIIHES H BEHTPUKYJIapHH nay3H (BXK. To4ka 4.8).

B ciyuaii Ha mpeAo3UpaHe, MOTAT Aa C€ MPOABAT rope CIIOMEHATHTE NOTEHLMATHH HEXXeNaHH
neKapcTBeHM peakuuH U Tpsadea na ce uma npeasua EKI” monuropupase.

KBHM MOMEHTA HE € U3BECTEH AaHTHAOT Ha THKArpeJIop M THKarpenop He ce JHalu3Hpa (BX.
touka 5.2). [Ipu nipefo3rpane NeueHHETO TpAOBa Aa € NPOBEXAa B CHOTBETCTBHE C MECTHATa
CTaHAApTHA MeAMLMHCKA MpaxTHKa. OuaxBaHHAT €DEKT OT MPEA03NPAHe HA TUKArpeop e
yABDKEHA MPOJBKMTEHOCT HA PHCKA OT KbPBEHE, CBbP3aH ¢ TPOMOOLIMTHOTO HHXHOMpaHe.
Tpancgy3uaTa Ha TpoMOOLIMTHA Maca € MaJIKO BEPOATHO []a MMa KJIHHUYHA [10J13a [IPH
MalMeHTH ¢ KbpBeHE (BXK. TOuKa 4.4). AKO ce NOABH KbPBEHE, TpAOBa j1a ce mpeanpueMar

APYTrH NoAXOo4A1IH 1ioAAbpKalH MCPKH.

5, OAPMAKOJOHNYHH CBOHCTBA

5.1 PapMaxoIHHAMHYHH CBOHCTBA

bapMaKoTEpaneBTHYHA [Pyna: KPbB M KPHBOTBOPHH OpPraHH, aHTHTPOMOOTUYHH CpeCTRa,
Huxu6HTOpH Ha arperaupsata Ha TpoMOoLHTHTE, ¢ H3KITIOYeHKe Ha xenapuH, ATC kox:

B01AC24

MexaHu3bM Ha JEHCTBUE
TunoOpacTn cpABPKA THKArPEIOp, CheAHHEHUE OT KJlaca Ha

npIoneHrwiTpuazonomupuMuauHure (CPTP), koliTo e nepopajeH aHTarOHUCT ¢ AWPEKTHO
neiicTeue Ha P2Y 1, pellenTopa, KaTo ce CBBP3Ba C HErO CENEKTUBHO U 00OpaTUMO H
npeaorepatsasa AJlD-mequmpanara, 3apucema ot P2Y 12 TpoMOoLHTHa aKTHBALUA H
arperauud. THKarpenop He npeaoTeparaBa cebp3BaHeTo ¢ AID, a koraro ce cbp3pa ¢ P2Y1;
peLENTopa, Bh3NPENATCTBE CUrHATHATA TPAHCOYKLUMA, HHAYLHpaHa ot AlM. ToH Karo
TPOMOOUMTHTE YYACTBAT B MHULHMPAHETO HW/HIW PasBHTHETO Ha TPOMOOTHUHHUTE YCIIOKHEHHS
Ha aTEPOCKJIEPOTHYHATA BONECT, € oKa3aHo, 4e HHXHOMPAHETO Ha TPOMOOLMTHATA QYHKLMA
Hamanspa pucka ot CC cpburHs, kato cMbpT, MU unm HHCYIIT.

Tukarpelop ChII0 YBeAHUYaBa JOKAJIHUTE €HION¢HHH HHBA Ha aJICHO3MHA Ype3 HHXHOHUpaHe
Ha eKBHITHOpHpamMa HyKkIeo3uacH tpaucnoprep-1 (ENT-1).

JIoKkyMeHTHpaHO €, Ye NMpH 3apasy auia 4 nanpeHTH ¢ OKC, Tukarpenop ysendyaBa
cneJHuTe epexTH, HHIYIUPAHH OT aICHO3KH: Ba30AWIaTaLHA (M3MEpPEHa Ype3 yYBeIHYaBaHETO
Ha KOpOHapHHsA KPBBOTOK NpH 3apasu aodposoiauy 1 naimenTH ¢ OKC; rnasobonue),
MHXKUOUpaHe Ha TpoMOoLuTHATa PYHKUMA (B YOBEIIKA 15714 KPBB in Vifro) U JUCIIHES.
Bpe3kara Mexay HaOJoJaBaHUTE YBENMHEHUA Ha aJICHO3UH H KIIHHUYHHTE pe3yJITaTH, o0ave
(Hamp. 3a601eBaeMOCT-CMBPTHOCT), HE € KaTerOpUYHO U3ACHEHA.

DapMakoAHHAMHYHU eghelcm

Hauano na deucmeuemo

[Tpu nanpeHTH ¢Be cTabunHa HexemudHa 6onect Ha ¢ppueto (MbC), npueMainu
THKarpesop nokassa 0bp30 HacThIIBaHE Ha (apMaKoJIOTHUYEH eexT, KOMTOo ce
OT CpeIHOTO HHXHOUpaHe Ha TpomborurHata arperaums (MTA) okono 41 % 0, i
npuioxeHre Ha 180 mg HaToBapgallia 103a THKArpenop, ¢ MAKCHMMANEH ePeKT ’bp;xx ' "'* B0

'H-n f f{,"
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% 2-4 yaca cie/l IPUIIOXKEHUETO HA J103aTa, KOUTO ce 3aabpaxa Mexay 2 u 8 yaca. I1pu 90 %
OT MalMEeHTHTe 2 4Yaca clie/l NPII0KEHHUETO Ha Ao3aTa TepMHHANHOTO nukoBo UTA e >70 %.

Kpaii na oeucmeuemo
Axo e mnanupaHa KADB npoueaypa, pUCKBT OT KbPBEHE CBBP3aH ¢ THKArpeJaop € NoBHILEH B
CpaBHEHME ¢ KJIOMUAQTPE, KOraTo TepanuaTa € NpeKpareHa rno-Manko ot 96 yaca npeau

MpoUCAYypaTa.

Cmana na rexgpcmeama

[IpeMHHABaHETO OT JICUSHME C KIIONMUIAOTpes 75 mg Ha JieueHUe ¢ THKarpenop 90 mg ABa MbTH
JHEBHO BoaM no abconrorHo noBHinaBaHe Ha HTA ¢ 26,4 %, a npeMHHABAHETO OT JIEYEHHUE C
THKArpeJyiop Ha ieueHue ¢ KIonugorpen Boax a0 abcomoTHo roHwkasane Ha HTA ¢ 24,5 %.
[aupeHTHTE MOTaT Ja MPpEMHHABAT OT KIOMMAOTPe) Ha THKarpenop 6e3 npekbeBaHe Ha
AHTHArperaHTHOTO JEMCTBHE (BX. TOUKa 4.2).

KnunyuHa epHKacHOCT H 6e30macHoCT

KnuHUUHHTE AaHHH 32 ¢dHKACHOCTTA U 0€30MaCHOCTTa HA THKArpenop ¢a NoJIy4eHH OT IBE
KAKHHYHH H3NWUTBaHuA daza 3:

o IIpoyuranero PLATO [PLATelet Inhibition and Patient Outcomes (TpomboTHuHO
MHXHOMpaHe U KIIHHWYEH W3XO0J Ha NAalUMEHTa)], CpaBHEHHUE HAa THKArpesIop ¢ KIONMMaorpen,
M ABaTa npunaras B8 komOuHaumsa ¢ ACK, » gpyra craHnapTHa Tepanus.

e [IpoyusaHero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IIpeseHums ¢ THkarpenop Ha
BTOPUYHH TPOMOOTHYHH CHOMTUA MPH BUCOKOPHUCKOBH MALIMEHTH ¢ OCTHP KOPOHAPEH
CHHIpPOM)], cpaBHEHHE Ha THKarpenaop, komounnpan ¢ ACK, ¢ repanus camo ¢ ACK,

IIpoyusane PLATO (ocmpu koporapru cunopomu}

[Tpoyusanero PLATO pxitoyra 18 624 naumeHTH, KOMTO Ca B 24-4aCOBMs NEPHOA OT
HA4YaJI0TO HA CUMITTOMM Ha HecTabuyiHa cteHokapaus (HC), undapkr va muokapaa 6e3 ST-
enepaHA (NSTEMI) unu ¢ ungapkt Ha Muokapza cec ST-enepaums (STEMI), u kouto
MbPBOHAYAIHO €A JIEKYBaHH MeJMKAMEHTO3HO, WIH Ype3 NEepKyTaHHA KOPOHapHa
uHTepBeHUMs ([TKH), unm upes nocrarane Ha KAD.

Krunuuna egpuxacrocm

Ha dona Ha exxeaHeBHO npuwioxxeHHe Ha ACK, Tixkarpenop 90 mg asa meTH IHEBHO
IEMOHCTPHpA NPEBRB3XOACTBO CNPAMO 75 mg AHEBHO KIIOMUAOrpel M0 OTHOIEHHE Ha
NpeBeHIHA Ha CHCTABHATA KpafiHa Touka 3a CC cMbpT, MH Wau HHCYAT, ¢ paznuka,
npousiniama ot CC cmbpt 1 MH. [lanuenture nomyyasar 300 mg HaTOBapRalla n103a
knonuaorpen {(Be3MoxxHO € 600 mg, ako uMmar [1KH) unu 180 mg Tukarpenop.

PesymraTeT ce nosassBa paHo (abcomoTHa peaykimsa Ha pucka [APP] 0,6 % v oTHOCHTEHA
peayxius Ha pucka [OPP] 12 % Ha 30-1 aeH) ¢ nocTosHEeH ePeKT OT JICUCHHETO MO BpEMe
Ha uenHna 12 MeceueH nepuon, Aasamy APP 1,9 % Ha roguna ¢ OPP 16 %. Toea npeanonara,
ye e MOAXOAALIO MAlUeHTHUTE Ja ¢e JleKyBaT ¢ TUKarpenop 90 mg aBa meTH JHEBHO 3a 12
Mecena (Bx. Touka 4.2). JIeuenuero Ha 54 nauuenTH ¢ OKC ¢ THKarpenop BMecTo ¢
KJIONMUMAOTpeNn npeaoTBparasa 1 areporpoMOOTHUHO CHOUTHE; NedeHHeTo Ha 91 nauueHTH
npegoTBparasa | CC cmbpr (Bxk. @urypa 1 n Tabauua 4).

TepaneBTHHHHUAT eEKT Ha TUKArPENIOpP, HAAXBBPIAL] TO3H HA KIOMHAOTPEN, N3IIICHAS
CXOAE€H B MHOI'O MOArPYIH, BKIKOUYMTEIHO TETIIO, 10, aHAMHE3a 3a 3aXapeH Aua 7‘/
TPAH3HTOPHA HCXEMHYHA aTaKa WiIH He-XEMOparHueH HHCYNT, WIH peBacKyap i AlL, RREE- i
CBIBTCTBALIO JIeyeHHe BMOUBaino xenapu, Gpllb/Illa uuxuburopu u HHXHOHTEPH Yl 4298
NIpOTOHHATa NoMIa (BxK. TO4YKAa 4.5); nNpH OKOHYATENHATa JUArHO3a HA NOKAa3arte R CROMIRE
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(STEMI, NSTEMI unu UA); » npH IUIaHHPaHHKA NPH paHAOMH3auMATa leueOeH NoaAXo
(MHBa3HBEH WIH MEUKAMEHTO3EH).

YcTaHoBEHO € ¢/1a00 CHTHUHUKAHTHO TePaleBTHYHO B3aMMOACHCTBHE B 3aBHCHMOCT OT
pErHOHa, ChINIACHO koeTo koeduiimeHThT Ha pyucka (HR) 3a mbpBuinaTa KpaiiHa TOUKa € B
Moi3a Ha THKarpeaop 3a ocTaHallaTa 4acT Ha CBeTa, HO € B No/3a Ha kionugorpen 3a CesepHa
AMepHKa, KoATO cheTarygBa npubmusurento 10 % oT LsiaTa npoy4YBaHa norrynaiHs (p-
CTOMHOCT Ha BiaumoaekcTene=0,045). EkCriopaTOpHHTE aHaNN3H MpeAnonaraT BepoATHA
Bpb3Ka ¢ Ao3aTta Ha ACK, karo ¢ yeennyaBane Ha fo3ara Ha ACK ce Habnonasa HaManeHa
eMKaCHOCT Ha THKarpenop. XpoHuuHaTa qHeBHa A03a ACK, KoATO Aa CLITBTCTBA
THKarpesop, Tpabea na 6pae 75-150 mg (Bx. Touku 4.2 u 4.4).

durypa | noka3sa O4aKBaHHS PHCK 33 HACTBHIIBAHE HA NLPBH WHLIWACHT, BKIIOYEH B
KOMOHWHHpaHaTa KpaiiHa Touka Ha e(pUKacHOCT.

®urypa 1 — AHaJIH3 Ha ILPBAYHATA KJIHHHYHA CHCTABHA KPAHHA TOYKA OT
CC cmbpT, MH 1 uncyar (PLATQO)

13 ] Tuxkarpenop (T) 864/9333)
12 ] rwemeess Knonugorpen (C) [1014/9201)
- 11.67%
114 P
X 104 s 0.80%
g 9
S 8
8 7
E‘ &
g 91
2 4
g
2-‘
14 HR 95% C1 p-CTOAHOCT
0- T cripavo C 0.84 0.77,0.92 <0.001
A o e s e o S B
0 60 120 180 240 300 360
bpoit B puck JIHM cien paHAOMH3ALMATA
T 9333 8628 8460 8219 6743 5161 4147
C 8291 8521 8362 8124 6650 5098 4074

B cpaBHeHME ¢ KIONMUAOrPeN, THKArPENOp HaMasIABa YECTOTaTa Ha HACTBHIIBAHE Ha
MHIIHIEHTHTE, BIIH3allid B ChCTaBa Ha NNbPBHYHATA CHCTABHA KpaiHa TOYKa— KAKTO B
nonynaiusaTa ¢ UA/NSTEMI, taka u B nomynauusra ¢ STEMI (Tabauua 4). Cnenosarenso,
Tunobpactin 90 mg nBa MbTH AHEBHO 3aeAHO ¢ HUCKA 103a ACK Moxe 1a ce »3noassa rnpu
naueHTH ¢ OKC (HecTabunna creHokapaus, MHOKapaAcH HHPapkT 6e3 ST enepaums
[INSTEMI] unu muokapaeH uHdapkr ¢uc ST enepauua [STEMI)); BrmouHTenHo n
NEKyBaHH MEIMKAMECHTO3HO, H NMALIUECHTH, JIEKYBaHH C IIEPKyTaHHA KOPOHApHa H
(ITKH) unu Gatinac Ha kopoHapHa aprepus (KAD).




Tabauna 4 — AHAJIN3 Ha IbPBHYHATA H BTOPHYHHTE KPAHHHA TOYKH 32 ePHKACHOCT
(PLATO)

Taxarpeaop | Kionnaorpen
90 mg aBa 78 mg APP*
OBLTH JHEBHO BeAHLAK (%/1) OPP* (%) | p-crolinocT
(% aaesHO (% (95% CI)
NANMHEHTH NARANHACHTH ChC
che CHOHTHE) cnOaTHE)
N=9333 N=9291

CC cmbpT, MU (C 9,3 10,9 1,9 16 (8; 23) 0,0003
M3KJ. Ha ,,THX “MH)
WK HHCYJIT
Hamepenue 3a 8,5 10,0 1,7 16 (6;25) | 0,0025
MHBA3MBHA TCPAIIHA
HamepeHue 3a 11,3 13,2 2,3 |15(0,3;27) 0,0444T
JIeKapCTBEHA Teparus
CC cMmbpT 3.8 4,8 1,1 21(9;31) 0,0013
MH (c u3K1. Ha ,,THX 5,4 | 6,4 1,1 | 16(5;25) | 0,0045
HMH)E
Hucynr 1,3 1,1 02 |[-17(52;9) | 0,2249
CMbpT O3 3HaucHHe
Ha NpyYHHAaTAa, 9,7 11,5 2,1 16 (8; 23) 0,0001
MM (¢ n3Ki. Ha ,, TUX
“MH) unn uHCYAT
CC cMmbpT, 001110
MM, uncynr, CPH, 13,8 15,7 2,1 12 (5; 19) 0,0006
PH, [THA,
unu apyru ATC
CMmupT 6€3 3HaUCHHE 4.3 5,4 1,4 22 (11; 31) 0,0003"
OT MpHYHHATA
Je(bHHATUBHA 1,2 1,7 0.6 32 (8; 49) 0,0123F
TpoMbO3a Ha CTEHTa

3APP = afcomoTHA peNyKLHA Ha pucka; OPP = oTHOocHTeNHa pegyKkuus Ha pucka = (1-koe(pHIHEHT HA
pHcka) x 100%. Otpunatenta OPP o3Hauapa NoBHilaBaHe Ha OTHOCHTE/IHHA PHCK.

ﬁc M3KIKO9eHue Ha . tux MH.

BCPU = cepnosna pexypeHTHa nexeMus; PU = pekypentna ucxemus; [IMA = npexoaHa ucxeMHiHa
araka; ATC = aprepuanto tpoMborruaHo chbutue. O6mo MH srmousa ,,TiX" MH, aata Ha cpOHTHETO
e JaTaTa Ha HENOBOTO YCTaHOBSBAHE.

FvomuHanHa cTofiHOCT HAa CHrHMGHKAHTHOCT; BCHYKH OCTaHATH ¢a (GOPMATHO CTATHCTHIECKH
CHTHU(PMKAHTHH 110 NpeaePHHUpaHO HepapXH4YHO TECTBAHE.

PLATO zenemuuno noonpoyyeane
OnpenensaHero Ha CYP2C19 u ABCBI1 renoruna Ha 10 285 maunenTu B PLATO nasa
BBL3MOKHOCT 33 aCOLIHALIMA HA FeHOTHIHUTE Ipynu ¢ pesyarature ot PLATO.
[TpeBB3X0OACTBOTO HA THKArpesop Hal KIOMHAOTPEN M0 OTHOLUEHHE Ha peayKLMATA Ha
snauutenHu CC cnbutus He € curuudukanTHo nosnuaHo ot CYP2C19 wnn ABCBI
reyoTura Ha naumeHtHre. [Tono6Ho Ha vatoctHoto npoy4sane PLATO, HaMa pa3n
MEXKIY THKArpeaop U KIONMUAOrpel npu obmo 3HaYHNTETHHTE XeMOPAriyHH HHLHISH
PLATO, sbpnpeku resotuna CYP2C19 win ABCB1. Hecsrpsanoro ¢ KAb 3Haw r’“-'
kppBeHe B PLATO ce noBHilaBa ¢ THKarpeaop B CpaBHEHHE C KIOMMAOrpen IMpH|f1aal

D
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enun unu noseue CYP2C19 anenu cue 3aryda Ha GyHKUHA, HO € CXOJHO Ha KNonmuaorpen
[IpH NALMEHTH ¢ aiell, KONTO HAMa 3ary6a Ha (yHKIHA.

Kombunupan noxasamen 3a egpuxacsocm u besonacrocm

Kom6uHHpaHHAT nokasarten 3a edukacHocT U 6esonacHoct (CC embpt, MU, MHCYAT HiIH
0610 3HaUMTENHO KbpBeHe Mo aeduHuimaTa Ha PLATO) nokaspa, 4e noszara ot
MPHJIOKEHHETO Ha THKATPEJIOP 110 OTHOILIEHKE HAa €(PHUKACHOCT B CPABHEHHE C KNOMMAOIPEN HE
ce KOMIIEHCHpa OT ClTydauTe Ha 3HaunTenHo Kbpeene (APP 1,4 %, OPP 8 %, KP 0,92;
p=0,0257), 12 mecena caen OKC.

Knunuuna bezonacrocm

XOonTepoBO NOAINPOYUBaHE:!

3a /la ce OLICHH Y€CTOTaTa Ha BEHTPHKYJIApHHTE Nay3H W APYrH eMMH304W HA apHTMHA MO
BpeMe Ha npoyuBaHeTo PLATO, € oChLIECTBEHO XOMITEP-MOHHTOPHPaHe Ha NOATPYNa OT
6nuzo 3 000 naupenTy, npubnusurenno 2 000 OT KOUTO MMAT 3alHCH, KAKTO B OCTpara ¢aza
na OKC, Taka H Mecell no-KbCcHOo. IIbpBHYHATA NpocaeasBaHa MPOMEHITHBA € YECTOTaTa Ha
BEHTPHKYJIAPHH NMAY3H € MPOABDKHTENHOCT 2 3 CeKyHAH. BeHTpHKy/IapHH nay3H pa3BUBAT
noBeue NMalMeHTH Ha jieueHHe ¢ Tukarpenop (6,0 %), OoTKOAKOTO TaKHBA Ha JICYEHHE C
knonugorpen (3,5 %) B ocTpara ¢a3a u croTBeTHO 2,2 % U 1,6 % cnen 1 Mecen (BX. To4Ka
4.4). YBeluueHHETO Ha BEHTPHKYJIApHUTE nay3u B ocTpara (asa Ha OKC e no-uspaseHo npu
ALMEHTHTE Ha THKarpenop ¢ aHamHesa 3a XCH (9,2% c anamnesa 3a XCH cnpamo 5,4 %
npH nauueHTH Ge3 anamue3a 3a XCH; 3a nanuenture Ha knonyporpen, 4,0 % npH Te3H CbC
cripamo 3,6 % npu Te3n Oe3 anamHe3a 3a XCH). Tasu pasznuka He ce MposBABa 3a €JMH MECELL:
2,0 % cripsiMo 2,1 % 3a NalMEHTHTE Ha THKArpeJop, CbOTBETHO, Chbe M 6e3 aHaMHe3a 3a XCH;
H 3,8 % cnipamo 1,4 % 3a knonuaorpen. Ta3su pa3ivka He e CBhP3aHa C HEXeNIaHH KIHHUYHH
nocneAMLH (BKTIOYHTETHO U MOCTaBAHe Ha NMeACMENHKBP) BB BHIPOCHATA NOMY /1AL
MaLMEHTH.

IIpoyusane PEGASUS (anamuesa 3a MuoxapOen ungapkm)

PEGASUS TIMI-54 e npoyuBane ¢ 21 162 nauueHTH, ¢ AH3aiH 3aBHCEL OT HACTHITBALHTE
cHOMTHA, PAHAOMH3HPAHO, ABOMHOCHATIO, IU1ALE00-KOHTPOIHPAHO, MKy HAPOIHO
MHOTI'OLIEHTPOBO MPOYYBAHE C NapajleJHU IPYIH 3a OLEHKA Ha IPCBCHLHATA Ha
aTepoTpoMOOTHYHHU CHEOXTHA ¢ THKarpesop, mpuiarad 8 2 1o3u (90 mg 18a MbTH JHEBHO HITH
60 mg fBa ITbTH AHEBHO) B KoMOuHauma ¢ HucKa no3a ACK (75-150 mg), B cpaBHeHHe €
repanus camo ¢ ACK npu naupeHTs ¢ aHaMHe3a 38 MM u JOMTBIHHTENHM PUCKOBH (pakTOpH
3a arepoTpombo3a.

[TauueHTH, MOAXOAAILM 32 BKIIOUBAHE B MMPOYYBaHETO ¢a OHIHM TaKUBa Ha Bb3PACT Ha HJIH Hal
50 roguHH, HamMuKe Ha aHamHe3a 3a MU (1 1o 3 roguHu npead paHIOMH3HPaHETO) U
HanmMYHe Ha MOHE SAMH OT CJIEAHHTE PUCKOBH (hakTopH 3a atepoTpoMbo3a: BB3pacT = 63
rofMHHM, 3axapeH quabeT, Hanaraug MeMKaMEeHTO3HO ICYEHUE, BTOPH npemwectsam MU,
naHHM 3a MHoroch0Ba UBC unu xpoHudna 6b6peyHa ANCHYHKIMA U3BBH KPaiHHA CTaHH,

[TaieHTHTE He ca OWIU MOAXOAAIM 33 BKIOYBAHE B MPOYYBAaHETO, aKO Ca HMAJIH TJIAaHHPaHa
ynotpeba Ha P2Y 12-penenropeH aHTaroHKCT, AUMHPHAAMO, LIHJIOCTa30/1 HITH
aHTHKOAryJIaHTHA Tepanus 3a IEPHOAA Ha [IpOY4BaHETO, HAPYIICHHE, CBbP3aHO C KbPBEHE
WIM aHAMHE3a 34 UCXEMHMUYEH MHCYJIT WIM BETpeYepenHoO KbPBEHE, TYMOP Ha LCHTpalIHATA
HEepBHA CHCTEMA HIIH BBTpPEYEpeIiHa ChJOBA AHOMATHA, MALMEHTH CbC CTOMALTHO-UPEBHO
KbpPBEHE Npe3 NnpellecTBalyTe 6 Mecella MY rojisiMa onepalus npes npeauec
ITHH.

Knunuvuna ecpuxacrocm
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®urypa 2 - AHA/IA3 HA OHPBHYHATA KIHHHTHA CHCTABHA KPaH#A TOYKA OT CC cmbprT,

MM n sucyaT (PEGASUS)

M% Ha 36-18 Mecen

HKarpeaop ol mg
JABa& ITbTH JHCBHO

487 (6.9%)
7.8%

- -« - [Tmauebo
7067
578 (B.2%)
9.0%

Kymyaarasuo, %

»OTH. Ha prcka (95%CI) 0.84 (0.74, 0.95)

0.0043
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0 _ .
0 120 240 360 480 000 720 840 960 1080 1200 1320
Bpoit B pHCK JIHH c/ien paHAOMH3AIHA
Tux. 60 mg 7045 6048 8867 8754 8711 6357 5004 4928 3698 2055 710
[Liane6o 7087 8950 8842 8781 8658 8315 5878 2 48RO 3848 2028 714
Tabaena 5 - AHAIA3 HA NLPBAYHATA H BTOPHYHATE KpaliAH TOYKH 38 ePHKACHOCT
(PEGASUS)
Trkarpesop 60 mg 18a NbTH Camo ACK
aneBHO +tACK N = 7067
N = 7045 p-cTofkHOCT
- - — N
IMaunenTH o HR ITanueHTH 0
XapaxrepucriKa CbC CHLOMTHA KM % (95% CI) | ebe enburnsn KM %
I'I'bpm-_m Ha lcp_aﬁHa TOuKa - - - o
CocrasHa or CC | 487(69%) | 7,8% 0,84 578 (8,2%) 9,0% 0,0043 (s)
cMBpT/MH /MHCYAT (0,74, 0,95)
— s— — - 4 ' - ——
CC cMBPT 174 (2,5%) 2,9% 0,83 210 (3,0%) 3,4% 0,0676
| | (0,68; 1,01) |
MH 285(4,0%) | 45% | 0,84 338 (4.8%) | 5.2% 0,0314
(0,72; 0,98)
Macymr | 91(13%) | 1% | 0,75 122 (1,7%) 1.9% 0,0337
(0,57; 0,98)
BTanq;a xpaﬁﬂ'a TOYKA T - T o
CC cMBpT T 174 2.5%) | 29% | 0,83 210 (3,0%)
| (0,68;1,01)
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"CMLPT N0 BCAKAKBA 289 (4,1%) | 4,7% 0,89 326 (4,6%) 5,2% i
NpUHHHA (0,76; 1,04)

KoepHUHEHTLT Ha PHCKA H P-CTORHOCTHTE Ca M34YHC/IEHH OTAC/HO 32 THKarpenop cnpimo
tepanus camo ¢ ACK ot mozen Ha nponopimoHanHute pickose Ha Cox, KaTo rpynara Ha
JleYeHUE € eTMHCTBEHATa eKCIUTaHaTOPHA poMeHInBa. KM rpoLeHT, H34MC/eH Ha 36-TH

MeceLl,
Benexka: 6poAT Ha mepeHTe CHOHTHA 32 KoMnoHeHTHTe CC ¢cMBPT, MH H HHCYNT € NEHCTBHTEHAAT
6poit Ha ITbPBH CHOKTHA 32 BCEKH KOMIIOHEHT U He ce 106aBd KkbM Opos Ha chbOMTHATA B CECTABHATA

KpalHa TOYKa

(s) Noxa3sa CTaTHCTHYECKA 3HAYHMOCT.

CI = nosepuresne uutepsan; CC = cbpaeuHo-cba0B; HR = KoeHIUMEHT Ha PHCKa; KM = Kaplan-
Meier; MU = muokapaeH UHpapkT; N = Opoii NaLHEHTH.

JlBeTe CXEMH Ha JeYeHHe ¢ Tukarpenop 60 mg Apa ITbTH AHEBHO ¥ ¢ 90 mg JBa MBTH AHEBHO
B komOuHanua ¢ ACK npepn3xoxaaT caMocTOATeTHOTO jiedeHHe ¢ ACK no oTHOIEHHE Ha
[IpeBEHLIMATA Ha aTepoTPOMOOTHYHHMTE CHOUTHSA (CHCTABHA KpaHHa TOUKA. CC cmbpr, MU 1
MHCYNIT), C IOCTOAHEH e(eKT OT JIEYEHHETO Mpe3 Ueand NEPUOA Ha MPOYYBAHETO, BOACLL 210
16 % OPP u 1,27 % APP 3a tuxarpenop 60 mg u 15 % OPP u 1,19 % APP 3a THkarpenop 90

mg.

Bonpeky ue npoduante Ha epukacHocT Ha 90 mg 1 60 mg ca noA0OHH, HMa NaHHH, 4€ M10-
HHCKATa 1032 € ¢ No-1065bp npodua Ha MOHOCHMOCT H 6€30MacHOCT MO0 OTHOLIEHHE HA PHUCKA
OT KbpBeHe M aucnHes. CaenonarenHo, camo Twiobpactiun 60 mg nsa MbTH AHEBHO,
npunoxeH enHospemenHo ¢ ACK, ce npenopsuBa 3a NpeBeHIs Ha aTePOTPOMOOTHYHH
cu6uTHa (CC cMbpT, MU M HHCYNT) NIpU NaUMEHTH ¢ aHaMHe3a 38 MU 1 BUCOK pHCK OT
pa3sBMTHE Ha aTepoTpoMOOTHUHO CHOUTHE.

B cpaBHenue cbe camoctosTenHoto neueHune ¢ ACK, tukarpenop 60 mg nBa mbTH AHEBHO
3HAUMMO TIOHHIKABa ITbPBHYHATA ChCTaBHA kpaiiHa Touka or CC cMbpT, MU ¢ uncynT. Beeku

OT KOMITOHEHTHTE JOMPHHACA 3a MOHMKEHMETO HA MhPBUYHATA ChCTAaBHA KpaiHa Touka (CC
cmbpT 17 % OPP, MU 16 % OPP u uncynt 25 % OPP).

OPP 3a chcTaBHATa Kpaiila Touka ot 1 10 360 auu (17 % OPP) n ot 361 anm Hatatek (16 %
OPP) e nogo6Ho. UMa orpanMueHd JaHHH 3a e(PHKACHOCTTa ¥ 5€30MacHOCTTA HA Y IB/DKEHO

IeuyeHHE ¢ THKArpenop Hal 3 roguHM.

JIunceaT AoKa3aTeacTsa 3a nonsa (He ce HabaiogaBa peAYKIMA Ha 4€CTOTaTa Ha ITbpBHYHATa
rnpocneassana kpaiHa Touka or CC ecmbpT, MH 1 HHCYAT, HO MMa NMOBHILIABAHE HA YECTOTATA
Ha 3HAYMTENTHO KbPBEHE), Koraro Tuxkarpenop 60 mg aBa ImbTH JHEBHO € MPUTOXKEH TIDH
KIIMHHHYHO CTAaOWIHK NaIMEeHTH ¢ JaBHOCT Ha HRGapkTa™> 2 roAHH HJIH NOBeYe OT ¢AHa
roAMHa clied CIUpaHe Ha NpeaXoaHoTo JedeHue ¢ AJlD-penenrropeH HHXUOUTOD (BK. TOUKA
4.2).

Knunuuna bezonacrocm

YecToTaTa Ha NMPEYCTAHOBABAHE Ha TEpanMATa ¢ THKarpenop 60 mg nopanu KbpBeHE U
THCIHEA € MO-BHCOKA NpH NauuerTH > 75 roaunu (42 %), B cCpaBHEHHE C MO-MJAaaH NTALHEHTH
(uHTepsat: 23-31 %), ¢ paznuka cupsaMo iauebo rpynara no-ronama ot 10 % (42 % cripamo
29 %) npy MalKeHTH > 75 rOAHHH.

[legpaTpyyHa NMOMyJIalH
B parnoMu3npaHo, ABoiHocano npoy4sane ®aza Il ¢ napanennu rpyni (HES

193 neaMaTpH4YHH NALMEHTH (Ha BB3pacT OT 2 10 oA 18 roquHn) CbC ChPIIOB
GonecT ca paHIOMH3MPAHH Aa NOMy4aT WiH ruauedo, Wi THKarpenop B 1031
mg ABa MMTH JHEBHO B 3aBUCMMOCT OT TEJIECHOTO TerN0. THKarpenop BoaH Ao
TpomGonmTHaTa HHXHOHLMS 35% npeny npHeM Ha Ao3aTa M 56% 2 yaca ciel, I

22 ‘“'“-a-.._--"’r-‘r



A03aTa MpH CTALTHOHAPHO CBECTOAHHUE,

B cpasHeHHe ¢ ruauebo HAMA [0J13a OT JICYEHHUETO ¢ THKArpeIop No OTHOLUEHHE HA 4eCToTaTa
Ha Ba30OK/TY3UBHHTE KPH3H.

EBponeiickara areHI{Ma 110 NeKapcTBaTa ocBOOMKAaBa OT 3aAbJDKEHHUETO 3a MIPEOCTaBAHE Ha
pe3yJITATHTE OT MPOYUBAHHUATA ¢ TUKArpeIop BbB BCHUKH NMOArPYIH Ha NeIUaTpHYHaTa
nomynatus 3a octpu kopoHapHu cuugpomu (OKC) n aHamue3sa 3a muokapaeH uadapkrt (MU)
(BX. Touka 4.2 3a HHopMalLlA OTHOCHO ynoTpeba B MEAMATPHITA).

3.2 PapMaKOKHHETHIHH CBOHiCTBA

Tukarpenop uma nuHeiiHa GapMaKOKMHETHKA, a €KCIIO3HIHUTE KbM THKATrpeJIop M aKTHBHHA
my Metabomut (AR-C124910XX) ca npubausurenHo NponopHMOHATHU Ha a03aTa o 1 260
mg.

Abcopbups

AGcopbuusara Ha THKarpesop € 6bp3a, C MeIHAHA HA tmax MpUOIH3KTENHO 1,5 yaca.
[IpeBpBluaHeTO Ha THKArpeaop B OCHOBHHA UMpKyaMpaul Metabonut AR-C124910XX (cpiuo
aKTHBEH) € OBP30, C MEAHAHA HA tmax NPHONU3UTENHO 2,5 yaca. Cnea nepopanHO NPUNOKEHHE
Ha €IWHMYHA 1032 TUKarpenop 90 mg Ha rmazHo NpH 34paBH jHNA, Crax € 529 ng/ml u AUC ¢
3451 ng*h/ml. CroTHOIIeHHATAa MeTabONKT/OCHOBHO BellecTBO ca 0,28 3a Cpax 1 0,42 32
AUC. QapmakokuHeTukara Ha Tukarpenop 1 AR-C124910XX npu naupeHTH ¢ aHaMHe3a 3a
MH obuxxoBeHo € nogodHa Ha Ta3M B nonynaluaTa ¢ OKC. B13 ocHoBa Ha euH
nomyJiaioHeH dapMakoKMHeTHUEH aHanu3 Ha npoyuBaHeTo PEGASUS Meauanara Ha Chax
Ha THKarpenop € 391 ng/ml u AUC e 3 801 ng*h/ml B cTaLiuoHapHO CBCTOSHUE 32 TUKATPENOP
60 mg. 3a Tuxarpenop 90 mg Cuax € 627 ng/ml u AUC e 6 255 ng*h/ml B craumoHapHo
CbCTOSHHE.

CpenHara abconoTHa OMOHATHYHOCT Ha THKArpeaop € u3uucicHa Ha 36 %. IlpueMsT Ha
Oorata Ha Ma3HMHH XpaHa Boau a0 nosuiuarane ¢ 21% #va AUC Ha THKarpenop H oo
noHwxkaBaHe ¢ 22% Ha Cpax Ha aKTHBHUA MY MeTabOMHUT, HO HE MOBJIHABA 10 HHKAKBbB HAYMH
Cwmax Ha THKarpesnop win AUC Ha aktuBHHA MeTabonuT. CMmaTa ce, Ye TE3H MaJIKH IPOMEHH ca
¢ MUMHHMAJTHO KJIMHHYHO 3HAYEHHE; NMOPAJH TOBA TUKATPEIOP MOXeE 1a ¢ NMpHEMa CbC WIH Oe3
XpaHa. Tukarpenop ¥ akTHBHUAT My Metabonut ca cyberpartu Ha P-gp.

Tukarpenop BbB BUA Ha CTPHTH TabJIETKH, CMECEHH C BOJA, MPHUJIAraH NepopaiHO HIIH Ype3
Ha30-racTpajlHa COHAa B CTOMaxa, HMa cCpaBHHMAa OHOHAJIMYHOCT C LieJIHTe TabJIeTKH 1o
oTHouleHHe Ha AUC u Chnax Ha THKarpeaop v aktuBHua Metabonut. HavanHara
excnosuumA(0,5 ¥ 1 yac cnea NpUIOKEHUE) OT CTPUTHTE TAONETKH THKArpenop, CMECEHH ¢
BOJA, € [O-BHCOKA B CPABHEHME ¢ UEHTE Ta0ICTKH, C KaTO LAIO HASHTHYEH Npodun Ha
KOHLIeHTpauHsA ciea ToBa (2 xo 48 uaca).

Pasznpeneneuue
B cTauoHapHO CECTOAHKE 00eMBbT Ha pasmipenesieHue Ha THKarpenop € 87,5 1. Tuxarpenop u
AKTUBHHUAT My MeTa0OJIMT CE CRBP3BAT C HOBELIKHTE IUT1a3MEHH MPOTEMHH BBB BUCOKA CTENEH

(> 99,0 %).

buotpaHchopmanus
CYP3A4 € OCHOBHMAT €H3UM, OTTOBOPEH 32 MeTabONM3UPAHETO Ha THKATPENIOop U
o0pa3yBaHeTO Ha AKTUBHHA My MeTabONKT, KATO TEXHUTE B3aUMOAEHCTBUA C ApY

cyocrpatu Ha CYP3 A Bapupar OT akTHBHpaHe A0 HHXHOUpaHe.
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eKCITO3MIIAA Ha aKTHBHHA Metabonut ¢ npubnusurenno 30-40 % or Tasu Ha TUKArpenop.

EnuMHHHpaHe

OCHOBHHAT ITLT 33 EMUMHUHHPAHE HA THKATpPE/Op € Ype3 uepHoapobHa TpaHchopmaums. Ilpu
npuiarale Ha pagHoaKTHBHO MapKUpaH THKArpesop CpeAHOTO BB3CTaHOBABAHE Ha
paJMOaKTHBHOCTTA & npubnuauTento 84 % (57,8 % BuB elieca, 26,5 % B ypHHaTa).
KoNH4eCTBOTO Ha THKArpenop M aKTHBHHSA My MeTaboJIHT, KOMTO Ce OTKPHBAT B ypHHaTa, €a
noa 1 % ot npuerara 103a. BepOoATHO OCHOBHMAT ITET HA EIMMWHUPAHE HAa AKTHBHUA
MeTabOo/UT € Ype3 EKCKpeLHA B xTbukara. CpeHHAT ti2 Ha THKArpenop € NpHOIH3HTEIHO 7
aca, 4 Ha aKTUBHHA My MeTtabosut — 8,5 4aca.

CrielinanHy 1Oy 1alHH

Cmapuecka gv3pacm

[T0-BHCOKH €KCIO3HLIMH Ha THKArpeaop (MpuOau3uTenHo 25% M 3a Cnax ¥ 32 AUC) K Ha
akTMBHUA My MeTabomuT npu naunentu ¢ OKC B crapuecka Bb3pacT (275 roauHu) B
CpaBHEHHE ¢ NO-MJIay MauMeHTH ca HaboaaBaHy NPy NOMyJIALUOHHAA (apMaKOKHHETHHEH
aHanu3. Te3u pa3lIMKK HE Ce CMATAT 3a KIHHHYHO 3HaYHMH (BX. TOUKa 4.2).

Ileduampuuna nonyaayus
Hanuuuu ca orpaHHYeHH JaHHH NPH JeLa ChC ChPNOBHAHOKIETEYHA HONECT (BXK. TOUKH 4.2 U

5.1).

B npoyusanero HESTIA 3 npu nauxeHTH Ha BB3pacT oT 2 go noa 18 roaunu ¢ Terno 2> 12 no
<24 kg, > 24 no <48 kg u > 48 kg, e npunarad THKarpenop Karo neaHaTpHuHH
AHcTeprupainy ce Tabnetku 15 mg B go3H cwoTBeTHO 15, 30 M 45 mg ABa MbTH JHEBHO. B1b3
OCHOBA Ha NOMyJIALMOHeH apMakokHHeTHdeH aHanus cpeaHata AUC sapupa ot 1095
ng*h/ml no 1458 ng*h/ml, a cpeanata Cmax Bapupa ot 143 ng/ml no 206 ng/ml npu
CTalIHOHAPHO ChCTOSHHE.

Hon
B cpaBHeHHe ¢ MbXKe, IIPH JKECHH Ca HaOIIOJaBaAHU NO-BUCOKH €KCIIO3MLIMH HA THKATPEIOp U
Ha AKTUBHHMA My Metabonut. Paznukure He ce CMATAT 3a KIIHHUYHO 3HAYHMH.

bvbpeuno yepescoane
B cpaBHeHHe ¢ xOpa ¢ HopManHa 6s0peuHa GyHKLMA, IPH MALMEHTH ¢ TEXKKO OBOpeuHO

yBpe)KAaHe (KpeaTHHHHOB KIHPBHC <30 ml/min) eKCNO3HLMATA Ha THKarpemnop € Mo-HUCKa ¢
mpubnu3uTenHo 20 %, a eKCno3nuMATa Ha aKTHBHHSA METabONMT € 10-BUCOKA NPHONH3HTENHO
cwe 17%.

ITpu mauMeHTH ¢ TePMUHANIEH CTaauii Ha 6B6peuHo 3a6onssade Ha xemoanauia AUC K Cmax
Ha THKarpenop 90 mg npunaraH B aeH 6e3 quanu3a ca ¢ 38 % u 51 % no-BuCokH B
cpaBHEHHE ¢ Xopa ¢ HopManHa 6s6peuna dyHkima. [TonobHO noBuiIeHHE B eKCNIO3ULMATA CE
HabJII0aBa, KOraTo THKarpesaop ce npujiara HEMoCpeaCTBEHO NMPEAU AHAMH3ATA (CHOTBETHO
49 % u 61 %), K0eTo noKa3pa, Y€ THKArpeop He Ce AHan3npa. EKCno3HuHATa Ha AKTUBHHA
MeTabouT ce nmosuiuasa B no-manka crened (AUC 13-14% u Crax 17-36%). EdexTsT Ha
HHXHOUpane Ha TpoMOoumTHaTa arperaius (MTA) e He3aBuCHM OT fHanu3aTa NpH NalHeHTH
¢ TEPMHHANICH cTaauii Ha OBGpeuHo 3abonaBaHe M ¢ noAoGeH MpH Xopa ¢ HOpMaHa
OnOpeuHa dyHkims (BX. To4ka 4.2).

Yeprodpobro yépedicoane .
B cpaBHEHHE CBC 3APaBH A0OPOBOILIM, NTPH MALMEHTH € JIEKO YEPHOAPOOHO YBPEKIERE

AUC Ha THKarpenop ca rno-BMCOKH choTBeTHO ¢ 12 % u 23 % obaue HTA ede freg
THKarpenop € noaobeH B asere rpynu. He ¢ Heobxoaumo kopurupate Ha Jo3afh &
MALMEHTH C JIEKO YepHoApoOHO yBpexnane. HaMa npoy4usaHHs ¢ THKArpesiop g
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TEXKKO YepHOAPOOHO yBpekaaHe | JTMNCBa apMaKOKMHETHYHA HHOOPMALIMA TPH NALMEHTH C
yMEpEHO YepHOApPOOHO yBpexkaaHe. [IpH malMeHTH ¢ YMEPEHO WIH TEKKO MOBHIICHHE Ha
€IMH WIH MoBeue YepHOAPOOHH HYHKLIMOHAIHH NMOKA3aTeIH Ha H3XOAHO HUBO, IUIa3MCHHUTE
KOHLICHTpALMH Ha THKArpesop ca 0OHKHOBEHO NOAOOHH WIIH MAJIKO NMO-BUCOKH B CPABHEHHE C
naipeHTHTE 6€3 W3X0AHO NMoBUiIleHKe. He ce npenopbyBa KOpUrUpaHe Ha 103aTa NpH
MALMEHTH ¢ YMEPEHO YepHOAPOOHO yBpexaaHe (BXK. Touku 4.2 u 4.4).

Emnuvyecka npunaonejicnocm
B cpaBHEHHE C MALMEHTHTE OT €BPONEHHATA paca, MALMEHTHTE OT a3HATCKH NPOH3IX0] HMAT

no-Bucoka ¢ 39 % cpenna 6uoHanMYHOCT. B cpaBHEHME C MALMEHTHTE OT €BpOTIEHAHATA paca,
[IPH CAMOOTIPEIE/ALINTE C& KATO YEPHOKOXH NaLMEHTH, OHOHATHYHOCTTAa Ha THKArpeJsop ¢
no-uncka ¢ 18 %. B xiuHHKo-papMaKoJOrHuHH Npoy4YBaHua eKcrno3HuMaTa (Cmax H AUC) Ha
TUKArpesiop MpH AMOHLM e no-Bucoka ¢ npubnusutenHo 40 % (20 % cnex xopekuus Cnpsamo
TENEeCHOTO TEO0), OTKOAKOTO MPH X0pa OT eBPOoINCHAHAaTa paca. EKCno3uimaTa npu
NandeHTH, KOMTO C& CAMOOIIPENE/IAT KATO HCTIAHO MK JIAaTHHO THI, € Nojo0Ha Ha Ta3H Mpu
MALKMEHTHTE OT eBPONEHAHaTa paca.

5.3 IIpeaxkJIHHHYHH JaHHH 32 6e3onacHoCT

[peJKIHHHYHHTE AaHHH 32 THKArpenop U OCHOBHUA My MeTabO/IMT He NOKa3BaT HEMPHEMITUB
PHCK 3a Pa3BHTHE Ha HEXKENIAHH peaKLMH IIpH x0pa Ha 6a3aTa Ha KOHBEHLIMOHATHHTE
hapMaKoJIOrMUHH H3MUTBAHHUA 3a 6€30NacHOCT, TOKCHYHOCT MpPH €AHOKPATHO H MHOIOKPAaTHO
NMpWiaraHe i reHOTOKCHYEH MOTCHIKA.

[TpH HAKOAKO >XHBOTHHCKM BHAA € Ha0mo1aBaHO CTOMAITHO-YPEBHO APa3HEHE NMpPH KITHHHYHO
3HAYHMMHM HUBA HA €KCMO3MLHA (BXK. TOoUuKa 4.8).

[TpH XeEHCKH TUTbXOBE, THKArperop BbB BUCOKH JI03H AEMOHCTpHpa NOBHILICHA 4€CTOTA Ha
TyMOpPH Ha MaTKaTa (aACHOKAPLIMHOMH) H MOBHILIEHA YECTOTA Ha aJIEHOM Ha 4epHHA ApoD.
MexaHH3MET 3a NOABA HA TYMOPH Ha MaTKaTa BEPOSTHO € XOPMOHAJIEH AXUCOanaHc, KOHTO
MOJKe Ja ZOBE/E 0 NOABa Ha TYMOPH MNpH IIBX0BE. MeXaHH3MBT 3a M0ABa HA YSPHOAPOOHH
aficHOMH BEPOSTHO € crieLH(h)HYHa 32 IPH3aYHTE CH3IUMHA HHAYKUMs B uepHHA Apob. [lopanu
TOBA CE€ CUMTA, Y€ € MAIIKO BEPOATHO KapLIHHOTEHHHUTE HaXOAKH 1a HMAT 3HAYEeHHE 3a Xopara.

[Ipu nbxoBe ca HabmoaaBaHH MHHHMAIHH aHOMATHH Ha Pa3BUTHETO MPH 11038, TOKCHYHA 32
malikaTa (rpaHxua Ha GesonacHoct 5.1). Ilpu 3aiium ce Habmoaasa neko 3abaBsiHe Ha
4epHOAPOOHOTO CH3PABAHE H CKENETHOTO Pa3BHTHE HA (PETYCHTE Npy MAHKH Ha BHCOKA 1032
Oe3 ga ce HabrO/1aBa TOKCHYHOCT 3a MakikaTa (rpaHuLa Ha Oe3onmacHocT 4.5).

[Tpoy4BaHHs NMPHU IUTBXOBE K 3aHLIM MTOKa3BAT PeNPOAYKTUBHA TOKCHYHOCT C JIEKO
NOHM)KABAHE HA HAAaBaHETO Ha TEIJIO NPU MaKaTa H HAMajleHa HEOHAaTa/lHa
’KM3HECTIOCOOHOCT M TErNO MpH paXKAaHeTo, cbe 3adaBsHe Ha pacTexa. THKarpeaop BOAM A0
HepeAOBEH LIMKBJI (OCHOBHO YIBIDKEH LIMKBJI) [IPH XKEHCKH ILTBXOBE, HO HE MOB/IMABA OOILM
bepTHAHTET NPH MBKKH H XKEHCKH ILTEX0BE. PapMaKOKHMHETUYHU NPOY1BaHHA C
pagHOaKTHBHO MapKHpaH THKarpeaop nokasBar, 4€ OCHOBHOTO BEIIECTBO H HETOBUTE
METa00MTH C€ EKCKpeTHpaT B MJISKOTO MPH IUTEXOBE (BXK. TO4Ka 4.6).

6. ®APMALIEBTHYHH JAHHU

6.1 CnHCcbhK HA NOMOIHHTE BEemecTBa

Snpo Ha Tabnerkarta
Manuron (E421)

Kanuues xuaporendocdar quxunpat
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[{apeBHYHO HMILIECTE
HumecTte, npexenaTHHU3UPaHO (LIAPEBUYHO)

Tank (E553b)
Harpues creapun ¢gymapar

DHIMOBO TOKPHTHE
[Tonu (Buumaor ankoxon) (£1203)

Tank (E553b)

Turanos quokcua (E171)

I TMLeponIOB MOHOKAMPHIIOKATIPAT
Harpues naypuncyngar

KeneseH okcua, xuaAT (E172)

6.2 HeCbBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHoct

3 rOaAUHU

6.4 CnenHajHn YCIOBHA HA ChXPAHCHHE

To3u nexkapcTBeH NPOXYKT He H3UCKBA CIIELMAJIHH YC/IOBUS Ha ChXpPaHECHKE.

6.5 BHj B cbABpPXKAHHE HA 0OAKOBKATA

o Baucrep ot AnymuHuii-OPA/AIW/PVC nnm Amymunrii-PVC/PE/PVDC (cne winu 6e3
CHMBOJIH CITBHLIE/TYHA), B KAPTOHEHH OTNAKOBKH OT 56, 60 u 168 Tabnerku

. Kanennapen 6nuctep ot AmyMuHni-OPA/Alw/PVC wiu Amymunnii-PVC/PE/PVDC
(cBe vnu 6e3 CUMBOJH CTbHLIE/TyHA), B KAPTOHEHH ONAaKOBKH OT 14, 56 u 168 tabnetku

. ['pynoBa onakoBka, cbabpakaita 180 (3 onakosku no 60) rabnerku B dnucrep or
AnyMuHuii-OPA/AIWPVC unu AnymMuHnii-PVC/PE/PVDC (cbc win 6€3 CUMBONH
CNBHLE/TyHA)

. [‘pynoBa onakoBka, cbabpakaia 168 (3 onakobku 1o 56) Tabnerku B kaneHAapeH

onuctep ot AnyMUHuE-OPA/AlWPVC unu AnyMunnit-PVC/PE/PVDC (¢cbe unu 6e3
CHMBOJIH CITBHLIE/TTYHA)

. [Tepdopupan easonozos 6nuctep ot ATyMHHHH-OPA/AIW/PVC win ATyMUHHN-
PVC/PE/PVDC, B kapToReHH onakoBku ot 100x1 Tabnerka

. byTunku ot nosmmerwien ¢ Bucoxa mrbTHOCT (High Density Polyethylene (HDPE)),
3aTBOPCHU ¢ nonunponuaeHosa kanayka (PP) ¢ LDPE nokpurue, samureHa cpeliiy
OTBapAHE OT Aeua, chaspxainu 30, 60 unu 250 Tabnerku.

He Bcruky BHOOBE ONAKOBKH MOrar Aa ObAaT MyCHATH B npoaaxda.
6.6 Cnenpannd npeANa3HH MepPKH NPH H3XBbLP/ASHE

Kanaukarta ce OTBHHTBA H KOHTelHEpa c€ OTBapA CaMO KOraro 3alllMTEHaTa Cpeuly
OTBapsiHe OT Aella Kana4vka ce MPUTUCHE HaJoJy H C€ 3aBbPTH IO [IOCOKa Ha
CTpE/IKAaTAa.

HeH3mon3BaHKAT JI€KApCTBEH NPOAYKT WM OTNAIbYHUTE MaTepHaliH OT HETO TP
71a Ce M3XBBPJIAT B ChOTBETCTBHE ¢ MECTHHUTE H3IUCKBAHHA.
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7. IIPUTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

Sandoz d.d.
Verovikova 57, 1000 Ljubljana
CrioBeHHNA

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Per.No: 20210038

9, JATA HA ITBPBO PA3PEINABAHE/IIOAHOBSIBAHE HA
PAIPEIIEHHETO 3A YIIOTPEBA

IlaTa Ha ITEPBO paspellaBade 3a ynotrpeba: 12.02.2021
Jlata Ha NOCNEAHO MOAHOBABAHE:

10. JTATA HA AKTYAJIM3UPAHE HA TEKCTA

09/2025
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