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2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Besika punmupana tabnerka cbabpixka 60 mg tukarpesnop (ticagrelor).

3a MbAHUA CITUCHBK HA MOMOLIHUTE BellecTBa BUKTE TouKka 6.1.

3. JJEKAPCTBEHA ®OPMA

Dunmupana rabnerka (rabnerka).

Kpbriin, 1BOMHOM3IIbKHAK, PO30BM TaONETKH, ¢ BUTHOHATO pesieHo o0o3HavyeHue ,,60™ oT eaHarTa
cTpaHa, ¢ AMaMeTbp 8 mm.

4. KJIMHHUYHH JJAHHHU

4.1 TepaneBTHUYHM NOKA3AHUS

[Inarerpa, npuaoKeH €AHOBpEMEHHO ¢ aueTuicanuuuiona kuceauna (ACK), e nokasax 3a

rnpeana3BaHe OT aTepoTpoOMOOTHYHM MHLIMAEHTH MPU Bb3PACTHH MALMEHTH C

- ocTbp KopoHapeH cuHpom (OKC) mnu

- aHamHe3a 3a MmuokapaeH uadapkt (MH) ¥ BUCOK pUCK OT pa3BUTHE Ha aTePOTPOMOOTHUHO
cbOuTHe (BXK. TOUKH 4.2 n 5.1).

4.2 Jlo3mpoBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBKa
[launenTuTe, npuemauy [lnarerpa, TpsdBa chulo Taka /1@ NpUeMaT HACKa NoUIbprKalla a03a oT
75-150 mg ACK jHEBHO, OCBEH aKO TOBa € U3PHUUYHO MPOTUBOIOKA3AHO.

Ocmpu KOpoHApHU CUHOPOMU

*3a0enexka. Cneanure 1034 0T 90 mg He Morar Jia Ob1aT OCUTYPEHHM € Ta3u KoHueHTpauus (60 mg).
CnenoBaresiHO, B TO3M ciiydan Tpsadea aa ce u3nonspar [lnarerpa 90 mg punmupanm tabnerku.

Jleuenuero ¢ [lnarerpa TpsadBa aa 3anousa ¢ eJIHOKpaTHa HatoBapsaiia j103a ot 180 mg (y1Be Tabnerkm
ot 90 mg*), cnen koeto ce npoavikapa ¢ 4o3a 90 mg* asa neTH AHEeBHO. [IpenopbuBa ce JieueHUeTo
¢ [Inarerpa 90 mg* nBa nbTH AHEBHO @ npoab/uku 12 meceua npu nauueHTn ¢ OKC, ocBeH ako HsAMa

KJIMHUYHH MOKAa3aHMs 3a NPEKbCBaHe Ha npuema (BxK. Touyka d.1).
{'f .\ ‘.j‘,'l [l
Moske na ce oOmuciiv npeycraHoBsibane Ha ACK ciiej1 3 meceua npu namMeHTH ¢ OI{C kgo“ﬁ:tﬁ ca jl AN
NPETHPIIAIN NMEepKyTaHHa KopoHapHa uHTepseHuns (11KHW) n umart nosBuiuen puck 0%} iﬂthBeHe Baosu, -\
Cly4al NpUemMbT Ha TUKArpesop KaTo €AMHMYHA aHTHarperaHTHa Tepanus Tpsaosa ﬂra ﬂpO,[l;’hJI}KH 9 \ &
mecena (Bx. Touka 4.4). K. B
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Anamuesa 3a muokapoen ungaprm
[1naTerpa 60 mg aBa MbTH AHEBHO € NPENOPBLUMTEIIHA /1033, KOIdTO € HEOOXO/IMMO Y IBJIKEHO

JleUeHHe Ha NalMeHTH ¢ aHaMHesa 3a MU oT nouHe e/iHa roMHa U BUCOK PUCK OT aTepOTPOMOOTHYHO
crouTHe (B, Touka 5.1). Jleuenuero moske 1a Obj1e 3anoyHaTo 0e3 npekbeBaHe, KaTo Mpoab/KaBalia
Tepanus cjie/l Ha4YalHOTO JieyeHue oT eiHa roauta ¢ [lnarerpa 90 mg win Tepanus ¢ Apyr a/leHO3MH
nudocdar (AJID) peuentopen uHxHMOMTOp npu naumeHT ¢ OKC 1 BUCOK pUCK OT
aTepoTpomMOoTHYHO chOMTHE. JleueHuneTo Moxke 1a Obae 3arouHaTo Chilo M 10 2 roautun ot MU nin
710 €/1Ha rOjIMHA cJie/l cnupaHe Ha rpe/uecTsaiito jedenune ¢ AJIdD-peuentopes nuxudburop. Mma
OrpaHU4YeHH JJaHHH 3a e(PUKACHOCTTA U DE30I1aCHOCTTA HA YABJIKEHO JIEYEHUE C THKArpesiop Ha/l

3 roJIMHM.

AKO € HeoOX01MMa CMsiHA Ha TepanusTa, nbpeara jo3a [lnarerpa Tpsabsa j1a Obiae npuiokeHa 24 yaca
CJIEJl MOcJIeAHaTa J103a Ha JAPYroTo aHTUTPOMOOTHUHO JIEKAPCTBO.

[Iponycnama 0o3a
Cbulo Taka TpsiGBa na ce u30srea npornyckaHero Ha tadbserka. llaunent, KOWTO € nponycHan 1a
npueme jo3ata cu [1narerpa, Tpabsa s1a npueme camo ejiHa TadJieTka (cyie/Baliara Cu /103a) B yaca, B

KOMTO 00MYaiiHO s npUema.

Cneyuannu nonviayuu

Cmapuecka ev3pacm
[Ipu nmaumMeHTH B cTapyecka Bb3pacT He ce Hajlara KOpeKuMs Ha jo3ara (BK. ToYka 5.2).

bvbpeuno yepescoane
[Tpu nauuenTH ¢ 6b0peyHo yBpexaHe He € HeoOX0AMMa KOpeKLMs Ha jlo3ara (BK. Touka 5.2).

Yeproopoodbno yepeosicoane

Tukarpenop He € npoyyBaH Mpu rMauMeHTH ¢ TEKKO YEPHOAPOOHO YBpEK/1aHe U 1opa/ii TOBa,
yrnorpedara My OT TE€3M NaUMEHTH € NPOTHBONOKa3aHa (Bx. Touka 4.3). Mima camo orpanuyeHa
HUH(pOPMALIMS TIPU NALIMEHTH C YMEPEHO YepHOAPOOHO yBpexkaaHe. KopurupaHe Ha jlo3ara He ce
npenopbyBa, HO THKarpejop TpsadBa ja ce u3nosa3sa ¢ NOBUIIEHO BHUMaHHe (BK. TOYKH 4.4 1 5.2).
[Tp1 naumeHTH ¢ JIeKO YepHOAPOOHO yBpekaaHe He e HeoOX0AMMa KOpeKLIMs Ha Jlo3aTa (BK.
TOYKa J.2).

[leouampuuna nonynayus

beszonacHocTTa M ehuKacHOCTTA HA TUKATPEJIOP NpH Jiella Ha Bb3pacT 1nojl |18 roauuu He e
ycraHoBeHa. Hsima pesieBaHTHO NPpUII0KEHHE HA TUKArpesiop MNpH J1ella cbC ChbPOBUAHO-KIETbYHA
OosecT (BxkK. TOUKK 5.1 1 5.2).

HayuH Ha NpUI0KEHHE

3a nepopaiHO IMpHIIONKEHHE.

[Inarerpa moxe ja ce npuema cbe MM 0e3 xpaHa.

[[py nauueHTHTE, KOUTO HE MOraT ja rnperabiuart usaa(uenu) radserka(u), TabieTkure morar aa
ObaaT cTpuTH Ha (hUH npax, aa ce CMECAT C MOJIOBUH Halla BOJAA M Jla Ce U3nuAaT BeaHara. Yaiuara
TpsAOBa na ce M3riakHe ¢ Olle MOJOBUH Yallla BOJla U ChABLPIKMMOTO J1a ce uanue. Cmecrta MokKe J1a ce
npujara ¢buo M ype3 Hazoractpaida conaa (CH8 wiaum no-rosisima). BaxkHo € HazoracTpajiHara CoH/ia
J1a ce MpOMHME € Boja CJIe/l NPUITOKEHHUETO Ha CMeCTa.

4.3 IlpornBonokazanus

. CBPbXUYBCTBUTEIHOCT KbM aKTUBHOTO BEUIECTBO MJIM KbM HAKOE OT MOMOLIHUTE BELIECTRA,
M30poeHH B Touka 6.1 (Bk. Touka 4.8). /’1""’?’?"“

, AKTHBHO NAaTOJOrMYHO KbPBEHE. /,*’:_;,'_:» P i g R

. AHaMHe3a 3a HHTpaKpaHua/iHa xemoparus (Bx. Touka 4.8). / Q /ol o\

. Texxko yepHOApOOHO yBpekKaaHe (BxK. Touku 4.2, 4.4 1 5.2). T o4 A



. CbBMECTHO NPUIIOKEHHE Ha THKarpenop ¢ MomHK HHxHOHTOpY Ha CYP3A4 (manp.
KETOKOHA30J1, KIapUTPOMMLUKH, HeDa30A0H, PUTOHABHD W aTa3aHaBHD), ThH KaTo MOXe a
AOBEJE A0 3HAUMTENHO NMOBHIUEHHE HA €KCMO3MIMATA Ha THKAarpenop (BxK. Touka 4.5).

4.4 ChnenuaJHs NpeaynpexacHHR H MpeANa3HH MEPKH npy ynorpebda

Puck orT BEeHe
[TpHOKEeHHETO Ha THKArPeIop NPH NALMEHTH C U3BECTEH MOBHLIEH PHCK OT KbPBEHE TpsbBa na ce

ApeLieH: CIIPpAMO MON3aTa MO OTHOLIEHHE Ha NpeAna3BaHeTo OT aTepoTPOMOOTHYHHM HHLUHACHTH (BX.

Ttouku 4.8 1 5.1). AKO € KIMHUYHO NMOKa3aH, THKarpenop TpAbsa fa ce npunara ¢ NMOBHIIEHO

BHUM&HMKE NpH CNEAHUTE I'PYIIH NALMEHTH:

. [TaLMeHTHTE CBC CKIIOHHOCT KbM KbpBEHE (Hanp. nopagy CKOpoLUHA TpaBMa, onepaLys,
HapyleHHs B KPbBOCHCHPBAHETO, AKTUBEH HAH CKOPOLICH CTOMAILHO-UPEBEH KPLBOH3IHB) HITH
TE3M KOWTO €4 C NMOBUILUEH PHCK OT TpaBma. [IpuioKeHHEeTO Ha THKArpesaop € MpoTHBOMOKA3aHO
NpH MaLKEHTH C AKTHBHO NATONOrMYHO KbPBEHE, NPH TAKKBA C aHAMHE3A 38 UHTPaKpaHHaiHa
XeMOparus H Npu MauKeHTH ¢ TEXKO YepHOAPoOHO yBpexaaHe (8. Touka 4.3).

. [TauueHTH, APUEMallM eJHOBPEMEHHO IEKAPCTBEHH NPOAYKTH, KOMTO MOraT Aa NOBULIAT PUCKa
OT KbpBeHe (Hanp. HecTepouaHM npoTHBoRb3nanutentu cpeactsa (HCIIBC), nepopanty
AHTHKOAT'YNAHTH W/HNH PUOPHUHONHTHLUM) B PaMKHKTE Ha 24 yaca OT NpHEMa Ha TUKArpenop.

B nse pangomusupanu konrponupanu npoy4sanus (TICO u TWILIGHT) npu naupentu ¢ OKC,
kouto ca npemMuHany ITKH npouexypa ¢ MEIUKAMEHT-U3IBUBALL CTEHT C€ BHXK/1A, Y€ NPEKBLCBAHETO
na ACK cnen 3 meceua aAeoiiHa anTnarperautHa tepanus ¢ Tukarpesnop u ACK (DAPT) u
MPOAb/DKABAHE C TUKArpenop KaTo eAWHKMYHa aHTHarperanTHa tepanus (SAPT) 3a 9 u 12 meceua,
pecrneKTUBHO BOAU A0 HAMA/IABAHE Ha pMCKa OT KbpBeHe 6€3 HabnmogaBaHo NOBHULLIABAHE HA PUCKA OT
CepHO3HH HeXKeJlaHH CbpaeyHo-cba0BH csbuTna (MACE) B cpasHenue ¢ npoasmkasaHeTo Ha DAPT.
Pemennero 3a npeycraHoBasane Ha ACK cnen 3 mecella 1 npoAb/IKERUE C TUKArpenop KaTo

" e[IMHUYHA @HTHAIrPEraHTHA Tepanus 3a 9 Meceua Npu NaUMEHTH ¢ NOBULIEH PUCK OT KbpBEHe TpsOBa
Ja Ce OCHOBaBa Ha KJIIMHHUYHA NpELEeHKA, KATO C€ UMa NPEeBHA PUCKLT OT KbpBEHE CIIPAMO pHcKa OT
TpoMOOTUYHH CBOUTHA (BXK. TOuKa 4.2).

Tpancdysusara Ha TpoMOOLMTHA Maca He 00pbina aHTUTPOMOOTHHHKA edEeKT HA THUKArpenop npu
3/ipaBy JOOPOBOJILIH M € MAJIKO BEPOATHO [a MMa KJIMHHYHA 107133 NpH NalLmMeHTH ¢ Kbpsexe. [Tonexe
€AHOBPEMEHHOTO TIPHI0MEHHE Ha TUKArPENop ¢ A€3MONPECHH HE CKBCABA BPEMETO HA KbPBEHE,
BEPOSTHO [e3MONpecHH HAMa na Obje epUkaceH 3a OBIasBaHe Ha KpbBOU3JIUB (BXK. TOUKa 4.5).

AHTHPUOPUHONUTHYHO NeveHHe (aMUHOKANPOHOBA HIIK TPAHEKCAMOBA KUCEAHHA) W/ WM TEPAITUATE C
pexomOnHauTeH daxkrop Vila MoraT na yckOpaT KpbBOCHCHPBAHETO. [IpHeMbT Ha THKarpeaop Mosxe

na ce Bb30OHOBH CJie KATO NPHYHHATA 332 KbPBEHETO € OTKPHTA H TO € OBNAASAHO.

Onepauuu
[TauuentuTe TpabBa na ObAaT NOCHLBETBAHU a UHMOPMHPAT JIEKADUTE W CTOMATOIO3UTE CH, Ue

npueMar THKarpesnop, npeau ia um 6bae HasHaueHa HAKAKBa XHPYPrudHa HHTEpPBEHIUA W MPeau Ja
3aMOMHAT Ja NPUEMAT HOB JIEKAPCTBEH NMPOAYKT.

[Tpu nauuenTuTe o1 NpoyuaHeTo PLATO ¢ nanpaeeH 6aiinac Ha kopoHapHa aprepus (HBKA), npu
THKArpenop ce Habnogaea noseye KbPBEHE OTKONKOTO NMPH KIOTIMAOTPEN, KOraTo € cnpsaH 1 aex
Npeay OnepaLms, HO CXOAHA YeCTOTa Ha 3HAYMTEIHO KbPBEHE, B CPABRHEHHUE ¢ KIIONUAOTpen, clel
criMpaHe Ha JeUEHHETO 2 MW NoBeUe JHU npean onepauus (Bx. Touka 4.8). AKO NALMEHTHLT NOANEKH
Ha MJ1aHOBA OMEpaLMsd U AHTHArPEraHTHUA e(EKT € HeXKeNaH, TUKarpenop Tpabea na ce cnpe 5 AHM
npeaH XKPYPryuHaTa HHTEPBEHUKA (BX. TOUKa J.1).

[ManeHTH ¢ NpeainecTBall HCXEMHUYEH HHCYNT
[TaumnenTs ¢ OKC ¢ npeawecrpauy HexemMuyeH HHCYNT MoraT Aa ObJaT NeKyBaHH C T
npoab/DKeHue Hail-Manko 10 12 Meceua (npoyusane PLATO).




B PEGASUS nauventn ¢ anamuesa 3a MU ¢ npenwecrsau ncxeMyuueH MHCYJIT HE ¢a BKJTIOUYBAHH.
ITopanay Topa, MpH JIMNCA HA JAHHY, JIGYEHHE NTOBEYE OT €/1HA FOJAMHA HE CE NPENOPDYBRA NPU TEIH
MatUeHTH.

HepHoapoOHO YBpexIaHe

YnorpebaTa Ha THKarpeaop € npoTHBONOKAa3aHa Mpy NaLUeHTH ¢ TEKKO YepHOApoOHO yBpexkaaHe
(BXk. TOukK 4.2 1 4.3). UIMa orpaHyueH ONUT ¢ THKArpenop npH NaluueHTH ¢ yMepeHo YepHOApobHO
YBpe3JIaHe, nopajau TOBa NpH TE€3U NALUEHTH C¢ NPENOPHYBa NOBHUILIEHO BHUMAHHE (BXK. TOUKY 4.2

H3.2).

PruckoBH 34 pa3BUTHE Ha 6EQQHK3P,E[HH NalHCHTH

Xontep EKI” MOHHTOpHpaHe NOKa3sa NOBHUIEHA YECTOTA IPEANMHO HA ACUMIITOMHH BEHTPUKYJ/IAPHH
nay3u 1o BpeMe Ha JIeY€HHE C TUKArpesop B CpaBHEHHE ¢ Kionuaorpen. [laluneHTire ¢ NoBUIlEH pUCK
OT pa3BuTHE Ha Opaavikapaua (Hamp. MauyMeHTH CbC CHHAPOM HA GOMHHUS CHHYCOB BB3es Oe3
neAcMelksp, AV-6,10K 27 nuny 3™ cTeneH, WM TakMBa CbC CBBLP3aHK ¢ GpaauKapava CHHKOMM) ca
H3KITIOUEHH OT OCHOBHKTE MPOYUBAHKs 33 OLIEHKA Ha 6e30nacHocTTa W e(hMKACHOCTTA HA TUKarpenop.
CrnenoBaTesHo, NOPaay OrpaHHUYEHUS KIIMHUYEH OMWT, TUKAarpenop Tpabea ga ce HW3Nnoa3ea ¢
MOBUIIEHO BHUMAHHE NPH TE3M NaLUeHTH (BK. TouKa 5.1).

OceeH ToBa, THKarpenop Tpsbpa na ce npunara ¢ NOBUWIEHO BHUMaHUE EAHOBPEMEHHO C JIEKAPCTBEHH
NMPOOYKTH, 32 KOHTO € H3BECTHO, Y€ MHAYUHpaT Opanukapausa. B npoyusanero PLATO, o6aue, He ce
Hab104aBaT I0KA3aTE/ICTBA 3a KIIMHUYHO 3HAUYHMH HEXKENIAHH PeaklMH Criejl eJHOBPEMEHHO
NPHUIOXKEHHE C €OHH WITH TIOBEUE JIEKAPCTBEHH MPOAYKTH, 38 KOMTO € M3BECTHO, Ye HHAYLIMpPAT
Opanonkapaus (Hanp. 96% Gera-Gnokepy, 33% GnokepH Ha KANLIMEBUTE KaHAaIW JUITHA3EM U
gepanamun, 4 4% auroxcun) (Bxk. Touka 4.5).

ITo Bpeme Ha xonTepoBOTO NoanpoyyusaHe B PLATO, noBeue nauuesT ca UMany BEHTPHKYMapHH
nay3u >3 CeKyH/H C THKArpeaop, OTKOIKOTO ¢ KJIONMUIOTPEN, M0 BpeMe Ha 0CTpara (ha3a Ha TEXHUA
OKC. YBeauueHNETO Ha YCTAaHOBEHHUTE ¢ XONTEP BEHTPHKYJIAPHHM May3a ¢ THKarpesiop e 6uno no-
BUCOKO IIpH MALMEHTH C XPOHUYHA ¢hpAedHa HeaocTaThyuroeT (XCH), OTKONKOTO B LAIOCTHATA
u3ceABaHa Nomynaura 1o speme Ha octparta ¢asa Ha OKC, Ho He ¥ Ha MBPBHA MECEL] Ha JIGYEHHETO ¢
THUKarpenop Wi B CpaBHEHUE ¢ Konyaorpes. B ta3u nomynauus nauMeHTH He € UMATO HUKAKBH
CTPaHHYHH KJIMHMYHH MOCJEACTBUSA, CBBP3aHH ¢ TO3M AHcOanaHc (BKIIOUHTENHO CUHKON WITH
[OCTaBAHE HA NerHcMelKksp) (BK. Touka 5.1).

bpanuapuTmMun ¥ CbCTOAHUA Ha aTpHOBeHTpHKYIapeH (AV) 610k ca 6uIH cLob1aBaHy B
MOCTMapKETHHIOBHA NEPHUOA NPH NALMEHTH NMpUeMaLu THKarpenop (Bux T. 4.8), ocobeno npu
MALKMEHTH C'OCTHP KOPOHApeH CUHAPOM (ACS), Npu KOUTO ChpAEUHATA HCXEMHMS Y CHIIPOBOXKAALIOTO
NPUIIOKEHHE HA JIEKAPCTBA, 3a0aBALIM ChbPAEUHATA YECTOTA WM OKA3BALIH BIIMAHUE BHPXY
ChpACYHATA MPOBOAMMOCT BEPOATHO NONIBIHUTENIHO OKa3BaT BIAHAHHE., KIIMHUYHOTO ChCTOSHHE HA
MaLMeHTa 1 CbIpOBOXKAALIATA Tepanus Tps6sa Ja Ce OLCHAT KaTo Bb3MOXKHH MOTEHLIHANHH NPHYHHE,
npeay Ja ce MoAH(PHLKMpa TeparnuaTa.

QHCH HEA

Jucnines ce cpobilapa npy nauMeHTHTe, NEKYBAHK C THKArpeop. JucnHesTa OGMKHOBEHO € J1eKa JIo
YMEpeHa M0 HHTEHIUTET U 4eCTO 0T3Byuasa 6e3 HeobXoAUMOCT OT NMpeKbeBaHe Ha neueHueTo. [pu
NALMEHTHTE C ACTMa/XpOHHYHA obcTpykTHBHA Genoapobua Gonect (XOBB) Moxe na Ma nosuinen
abCOJIIOTEH PUCK OT Bb3HMKBAHE Ha JMCTIHES C THXarpenop. Tukarpenop Tpabea aa ce U3MoNi3ea ¢
NOBHLICHO BHUMAHYE NPH NALHEHTH ¢ aHaMHe3a 32 actMa W/niu XOBbb. MexaHu3MbT BCe OlLeE He €
H3sCHEH. AKO NALMEHTET CHOOIIM 32 HOBOBB3HUKHANA, MPOABINKHUTENHA HITH BJIOLLEHA QUCNHES, TOBA
TpAOBa Aa Ce H3CIeBa UANIOCTHO M AKO HE CE TOJIEpHpa, JISHEHUETO C THKArpesop Tpabea na ce cnpe.
3a nonbaHuTenHa HHGOPMaLMA BUKTe TouKa 4.8.

LleHTpanna chHHa anHes

B nocTMapKeTHMHroOBHs MepHO NPpH NALMEHTH, NPHEMALM THKArpesnop, ce cxobwasa ¥4 feyrth
, L p owims Y)Y
ChHHA ANHed, BKIIOYHTENHO axIaHe Ha Cheyne-Stokes. [1pu chmMHenne 3a nedTpany %—ltl&i 3
o\

TpaOBa na c¢ 0OMHCIN JOMBJIHUTENHA KIHHHYHA OUEHKA. = \ahin et




[TosHIaBaHe Ha KPEATHHHUHA
HupaTa Ha KpeaTHHHHA MOraT [a c¢ MOBHIUAT N0 BPEME Ha NIEUCHHETO C THKarpenop. MexaHuaMbT

BCe OLIe He € H3gcHeH. brOpeunara pyHkuus Tpadsa na ce nposepsBa ChriacHo CTaAHAAPTHATA
meaniHeka npaktuka. [pu naudenTr ¢ OKC ce npenopbisa Cbillo Aa ¢€ NPOBEPH ObbpeuHara
QYHKUHMS eMH MECELl CNejl 3an04BaHe Ha NEHCHHETO C THKArpeaop, Karo ce oOpbLia ocobexo
BHUMAHMHE Ha MaLHeHTH >75 roAHHH, NaLHeHTH ¢ yMepeHa/Texka 0b0peuna HeoCTaTbUHOCT U
TAKMBA, KOHTO NIOAYYABAT ChITbTCTRALLA Tepanus ¢ aHTHOTCHIMH-pELENTOPHH onokepu (APb).

Veenuyapaye Ha MUKOYHATA KHCeAHHa
XunepypHKeMHA MOXe A2 Bb3HHKHE 110 BpeMe Ha JIEUCHHE ¢ THKarpeop (pxk. Touka 4.8). Tpabsa na

ce BHMMABa IIPH NAUMEHTH C aHaMHE3a 33 XUMNEPYPHKEMHS HIIH NOAATrpO3eH apTPHT. Karo npeanasHa
MSpDKa He ce HachpyaBa ynorpebara Ha THKarpenop npH MauueHT! ¢ ypeMHiHa HedponaTHs.

TpomGoTHusa TpoMOouuToneHHuHa nypnypa (TTI)

TpomGoTHuHa TpoMOoukToneHuyHa myprypa (TTII) ce ctobuaBa MHOIO pAAKO NpH ynoTpeba Ha
THKArpenop. XapaxTepusupa ce ¢ TpPoOMOOLIMTONEHHS H MHKPOHTHONATHYHE XEMONIHTHIHA AHEMHA,
CBBb3aHA ¢ HEBPONOTHYHH HaxokH, Gbbpeuna AUCHYHKUHA HAN BUCOKA TEMIIEpaTypa. TTIle
OTEHLHATHO NETATHO CHCTOAHME, H3HCKBAILO (P30 JieHeHHe, BRAUMTENHO NiasMagepesa.

[TosnMsBaHe Ha TECTOBETE 3a TPOMOOLMTHA dbyHKUKA NPy AuarHocTHUMpaKe Ha XenaprH-MHAYLHpaHa
TpoMGounronenns (XHUT)

[lpu TecTa 3a xenaprWH-HHAYLHpaHa aKTHBaLKA Ha tpombounTtute (XUTA), n3nonspad 3a
nmarnocTuuupate Ha XHUT, anru-TpombounTeH dakrop 4/ XenapvH aHTHTENATA B cepyMa Ha
(laliHeHTa AKTHBHPAT TPOMOOLIMTHTE HA 3ApaBH AOHOPH B NPUCHCTBUETO HA XCMIAPHH. Qanwuso
oTpuuaTenuu pesynratd 3a XUT npu Tect 3a TpoMOOLMTHA dyHKUKA (KOSTO BKIIOYBA, HO MOXE Aa He
ce orpanxyasa 10 TecT 38 XUTA) ce chobmiasar NpH NAUHCHTH, NPHEMAIIH THKArPEop. ToBa e
cBbp3aHO ¢ HHXHOHpaHe Ha P2Y 2-peuenTopa BbpXY TpoMOOLIMTHTE HA 3[pABUTE AOHOPH OT
THKArpeNnop B cepyMa/na3mMara Ha NaluueHTa NpH TeCTa. Nudopmanud 3a CbITbTCTBALLA TEPANHA €
THKArpesop ce H3MCKBa, KOraTo ce pa3uuTaT TECTOBETE 32 TpoMOounTHaATA QYHKLIHA MPH
aMarHocTHuMpane Ha XHUT.

[Tpu nauMeHTH, KOUTO ca pasBuan XHUT, CbOTHOMEHHETO NMOM3a-PHCK OT MPOABL/KHTENHO JIEHCHHE ¢
THKarpenop Tpabpa Aa ce OLIEHH, KaTO C€ B3eMaT NPEABHA H nporpoMboTuHus cratyc Ha XUT u
MOBHILEHHA PUCK OT KbpBEHE NPH CHIBTCTBALLA TEPANHKA C aHTUKOAryIaHT H THKArpENop.

HE! 'H

Ha 6a3a Ha HaGmonasanata B PLATO Bpb3ka Mexay noaabpxaiara 103a ACK u oTHocHTENHATA
edh)HKACHOCT Ha TUKArpenop B CPABHEHHE ¢ KIONKUAOCPE, HE Ce NpenopsUsa eAHOBPEMEHHOTO
MPHAIOKEHHE HA THKArpe/iop H BUCOKa NOAAbpKaLLa 1032 ACK (>300 mg) (Bx. Touxa 3.1).

PaHHO npeycTaHOBABaHE
PaHHOTO CITHPAaHE Ha KOATO M J1a € aHTHArperaHTHa Tepanis, BKIIOUHTENHO H € THKArpe/1op, MOXe fa

noBene 1o MOBHILABAHE HA PHCKa OT ¢hpaeyHo-cbA0Ba (CC) eMbpT, MU WM HHCY/IT BCCACTBHE HA
noanexaloTo 3a6onABaHe Ha nauueHTa. CnenoBaTenHo, TpsbBa Aa ce H30ATBA MPEeXKACBPEMEHHO
CIApaHe Ha TepalHATa.

[ToMOLIHH BeLIECTBA
To3K 1EKAPCTBEH MPOAYKT ChAbPXa NO-MAIKO 0T 1 mmol HaTpHH (23 mg) Ha J03a, T.€. [10 ChIIECTBO

He ChABbpKa HaTPHA.
4.5 BiaumonelicTBHe ¢ APYTH JeKAPCTBEHH NPOAYKTH B APYrH GOpMH Ha B3aHMOAeHCTBHE

Tukarpenop e npexu beuuko cybetpar Ha CYP3A4 v cnab nHXHOHTOp Ha CYP3A4. T
chino cyGerpar Ha P-raukonpotenna (P-gp) n cnab nHxubuTop Ha P-gp v Moxe fa n
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EdexTh Ha 1eKAPCTBEHH ¥ APYTH [IPOAYKTH BLPXY THKAIPEIop

Huxubumopu na CYP3A4

. Mownu unxubumopu na CYP3A4 — efHOBPEMEHHOTO NPHIIOKEHME HA KETOKOHA30J C
THKArpenop Boau Ao nosuiuasaHe Ha Crex 1 AUC Ha THKarpenop, cboTBETHO 2,4 NMBETH U 7,3
NbTH. Cmax H AUC Ha akTuBHHUS MeTabonuT ce MOHWXKaBaT, CbOTBeTHO ¢ 89% u 56%. Ovaksa ce
W Apyry Mowsn HEXudburopu Ha CYP3 A4 (xapurpoMuLivH, HEDA30AOH, pUTOHABHD U
aTA3AHABKP) 1a UMAT CXOAHH e(heKTH, U NOopaiy Ta3H NPHUUHHA, CBITBTCTBALUOTO [PHIOAKEHHE
Ha MolHH CYP3A4 nHxyHOHUTOPH C THKArpesop € NpoTHBONOka3aHo (BiK. ToUKa 4.3).

. Vmepenu unxubumopu na CYP3A4 — eJHOBPEMEHHOTO NPHJIOKEHHE HA AHUITHAIEM C
THKarpenop nosuiuasa Cmax Ha TUKarpenop ¢ 69%, a AUC - no 2,7 nbTy M noHWkKaBa Cpax Ha
akTHBHHA MeTabonuT ¢ 38%, nokaro AUC octaBa HenpoMeHeHa. Tukarpenop He Oka3ga
BAMAHNME BBPXY MJIa3MEeHaTa KOHLIEHTpauua Ha guntHasem. Ouaksa ce Apyrure yMepeHH
unxubuTopu Ha CYP3 A4 (nanp. amnpeHaBup, anpernuTadT, EPUTPOMHULIMH H (iykoHason) Aa
MMAaT CXOOEH e(deKT H ChLIO Ja MOraT Aa Ce Npiiarat €JHOBPEMEHHO C THKarpenop.

. HabnionasaHa e 2 nbTH yBenWUeHa €KCITO3ULMA HAa TUKArpesiop Ce KOHCYMaLHS Ha ronemMu
KONH4eCTBa COK OT rpeindpyT aHeBHO (3x200 ml). Ta3u creneH Ha NOBHUIUEHA EKCITO3ULINA HE
ce o4akea ga Obae KIHHMYHO 3HAYMMA 33 NOBEUETO NMaLUEeHTH,

Huoyxmopu na CYP3A

E/HOBpEMEHHOTO NPHIGKEHHE HA PUPAMITHLHH U THKArpenop soau A0 noHmwxkapaHe Ha Cpa 4 AUC
Ha Tukarpenop cb¢ 73% u 86%. Cax Ha akTHBHHA MeTabonuT He ce npomeHs, a AUC ce nonunxasa
¢bOTBETHO ¢ 46%. Ouaksa ce apyrute uHayxropu Ha CYP3A (Hanp. deHUTOHH, xapbaMa3enuH u
heobGapburan) CHLO Aa MOHUKABAT EKCMO3MLIMATA HA THKArpeaop. EAHOBPpEMEHHOTO NPUIOKEHHUE
Ha TMKarpeaop ¢ MOLHH HHAYKTOpH Ha CYP3 A mMoXe 12 NOHMXKYM €KCIIO3HLIMATA U e(PUKACHOCTTA Ha
THKArpeaop, 4 nopajiy Tasu NPpUUHHA He C€ HACHLPYaBa TAXHOTO ChITbTCTBALLO TIPHUIIOKEHUE C
TUKArpPEop.

Lluxnocnopun (unxubumop na P-gp u CYP34)

ENHOBpEMEHHOTO NpUoKeHre Ha uMknocnopuH (600 mg) ¢ Tukarpenop BOAM J10 NOBUILIABAHE HA
Cmax # AUC Ha THKarpenop cboTBeTHO 2,3 NbTH U 2,8 mbTH. [Ipu HanuumneTo Ha uuknocriopux, AUC
Ha aKTHBHUA MeTadonuT ce nopuluara ¢ 32%, a Cnax ¢e NoHWxana ¢ 15%.

Hsama Hanu4HK [adHU 38 €RHOBpeMeHHaTa ynotpeba Ha THKAarpenop ¢ ApyrH akTHBHH BELIECTBA,

KOMTO ChLLO Ca MOLIHH HHXUuObuTOpH Ha P-gp ¥ ymepeHu uHxuburopu Ha CYP3 A4 (Hanp. BepanaM#un,
XMHHAOHH), KOKTO CHLO MOraT Aa MOBMLIAT €KCMO3ULMATA HA THKArpenop. AKO KOMOMHALMATA He

Moxxe aAa Obae u3berHara, TAXHOTO €AHOBPEMEHHO NPHIOXKeHHe TpAOBa 1a ce H3BBPLUBA € MOBUIIEHO
BHHMaHHE.

Hpyau

KnuuuuHuTe NpoyuBaHUa 3a PapMaKoJIOrH4yHy B3aMMOAEHCTBUA NMOKA3BAT, Y€ CAHOBPEMEHHOTO
NMPpHIOKECHHUE HA THKEI"PEIIOP C KEHHPHH, CHOKCArlapyH H ACK unu ACIMOIIPECHH HEC OKA3BaT
Bhb3eHCTBUE BbpXY (JapMaKOKHHETHKATA HA THKarpenop Wiv akTUBHHUA My MeTabO/IMT, WK BBPXY
Al®-unpyunpaHaTa TpoMOOLINTHA arperaiius, B CpaBHEHHE C TUKArpenop, NPUIOXKEH
CaMOCTOATENHO. AKO € KIIUHHYHO MMOKA3aHO, JICKAPCTBEHH NpOAYKTH, KOHTO HZMCHAT XCMOCTalara,

Tpﬂﬁﬂa o4 ¢e KW3MoN3BaT ¢ NOBHLIEHO BHUMaHWe B KOMOHHaUHA ¢ THRKArpejiop.

HabniopasaHa € 3a0aseHa U MOHWKEHA EKCMIO3HLMA HA MEPOpPaAIHK HHXHOHTOPH Ha P2Y ),
BIJIIOMMTENIHO THKArpesop U HEroBus akTHBeH Metabonut npy nauueHTH ¢ OKC, nekypanu ¢ MopduH
(35% noxmxaBaHe Ha EKCIIO3UUMATA HA TUKarpenop). Toea B3aUMOASHCTBHE MOXKE Ia € CBBP38aHO ¢
HaMajleH CTOMALIHO-YPEBEH MOTHIIMTET K 18 C€ OTHACH U 3a APYry onuonau. KnuHH4HOTO 3HaYeHue e
HEH3BECTHO, HO AAHHHUTE NOKA3BaT NOTEHLHAT 33 HaMalleHa e(PUKACHOCT Ha THKArpejop npu
NauHEHTH C €JHOBPEMEHHO NPUNOMXKEHHE Ha THKarpenop ¥ MopduH. [1pu nauuerTu ¢ O
KOHTO MOP(PHUHBT HEe MOXKe Aa Obae cripaH U Obp30TO MHXUOUpaHe Ha P2Y; e oT Cb
3HAauUeHHe, MOXKe Aa ce 0bMHcaM ynoTpeba Ha napeHTepaneH HHXUOUTOP Ha P2Y ..




EdexTH Ha TUKArpeaop Bb 'Y JIEKaPCTBEHU NPOAYKT

ﬂexammgenu NpooOYKmMuU, KOUMo ce Memabonuzupam om CYP3A4

Cumeacmamun — eHOBPEMERHOTO MPHIOKEHHE HA THUKArpeaop CbC CHMBACTATHH BOAH [0
nosuiuapaHe Ha Crpax ¥ AUC Ha cuMmBacTaTvH ¢boTBETHO € 81% 1 56%, KakTO ¥ Ha
nosuwuapaHe HA Cmax H AUC Ha cUMBACTATHHOBA KuUcenyHa ChbOTBETHH ¢ 64% U 52%, kaTO B
OTJEJIHH CAy4aH ¢e JOCTUra 2- A0 3-KpaTHO NosuuIaBaHe. ENHOBPEMEHHOTO MPHUNOKEHHE Ha
TUKArpenop H CUMBACTATHH B f03H, HaaBuwaBally 40 mg AHEeBHO, MOXeE a A0BEnE A0
HEXeNaHH peakUHH Ha CHMBACTaTUH M TPA0OBa 1a Ce NpeUeHH CNPAMO NOTEHLUUATHHUTE MOJI3H.
CHMBACTATHH HE OKa3Ba BAWAHUE BbHPXY ILUTAZMEHHUTE KOHLEHTPALIUK Ha THKArpenop.
Tuxarpenop Moxe Ra oxa3sa cxoAeH edexT BbpPXy nosacratui. He ce npenopbysa
eAHOBpeMEHHaTa yroTpeba Ha THKarpeaop ¢hC CUMBACTATHH WM JIOBACTATHH B JO3H,
HaasuiuaBauu 40 mg.

. Amopsacmamun — €ZHOBPEMEHHOTO MPHIOKEHNE HA ATOPBACTATHH ¥ THKArpenop BOAM 110
nopuiIaBaHe Ha Cpax ¥ AUC Ha aTopBacTaTMHOBATa KHCEIMHA CHOTBETHO € 23% u 36%.
Cxonuo noeuuaBave Ha AUC u Cpac € HabnonaBaHo npu BCHuKY MeTaboHTH Ha
aTOPBACTATUHOBATA KMCENHHA. T€3U MOBHIIEHH CTOMHOCTH HE €€ CUMTAT 32 KITMHHYHO 3HAYUMMU.

. He moxe aa ce u3wnoun nogobeH edekr U Bbpxy CTaTHHU, MeTabonuanpauu oT CYP3A4.
[TauuenTuTe B npoyusaHeTo PLATO, kouTo ca nofy4yasanu TUKArpenaop, ca npueMany
passuyHy cTaTHHHE 6e3 crobpadkeHne no oTHOLIEHHE Ha 6e30nacHOCTTa Ha cTaTHHa np 93% ot
koxopratra Ha PLATOQO, kosto e npueMana Te3v nexapcTBEHU NPOLYKTH.

Tukarpenop e cnab naxuduTop Ha CYP3 A4, EnHOBpeMEHHOTO NPHIOKEHHE HAa TUKArpesiop ¢be
cyOcrpaTd Ha CYP3 A4 ¢ TeceH TepanesTHyer HHAEKC (HAND. UM3ANPUT HIY €ProAIKATIOUAK) He Ce
APEnopbYBa, ThH KATO THKArPEJIOop MOXE 2 MNOBHILH €KCMO3KHUMATA HA TE3H IEKAPCTBEHH NMPOAYKTH.

P-gp cybcmpamu (8KAIOYUMEAHO OUSOKCUH, YUKNOCHODUNK)

EAHOBPEMEHHOTO MPHIOKEHHE ¢ TUKArpeaop 8oau ao nosHinapaHe Ha Cpax ¥ AUC Ha AUrOKCHH
CBOTBETHO CbC 73% un 28%. CpenHnTe Hall-HHCKHY HUBA HA JMIOKCHH Ce noBHiIaBar ¢ oxono 30% npu
€AHOBPEMEHHO NPHIOKEHHE C THKArPEJIOp, KATO B HAKOX OTAENHH Clly4aH Ce OTUUTAT MAKCHMYM
ABYKPATHH noskiiapaHug. B npucbcTBHEeTO HA AUFOKCHH Chax 1 AUC Ha TUKATPENOp ¥ aKTHBHUA MY
metabonuT He ce nopnuAraT. CnegoBaTenHo, Npu eAHOBPEMEHHO MMPUITOKEHHE Ha THKarpesop ¢ P-gp-
IABUCHMU JIEKAPCTBEHU NPOAYKTH C MATBLK TEPANSBTHYEH HHAEKC KATO AUIOKCHH, Ce Mperopbusa
NOAXO AL KIMHHYEH W/ KK nabopaTopeH KOHTPO.

Tuxarpenop He OKa3Ba BIHAHHE BLPXY KOHTPALISNLMATA Ha LMKIIOCNOPHH B KPBBTA. E(EeKTLT Ha
TUKArpenop BupXy Apyru cyberpartu Ha P-gp He e npoyusaH.

Jdexapcmeenu npodyxmu, koumo ce memabonuzupam om CYP2C9

EQHOBpEMEHHOTO NPUIOIKEHHE Ha TUKArpenop ¢ ToI0yTaMu He BOAM 10 MPOMSHA HA MUTa3MEHHTE
KOHLEHTPAIIMKM HA XOHTO U Ja e OT ABara MNpoJyKTa, KOETO Nnpeanonara, 4ye TUKarpeaop He €
Huxubutop Ha CYP2C9 u e manko BeposaTHO aAa noBnusasa Mmeauupanus ot CYP2C9 meraGonnsbM Ha
NeKapCTBEHH NPOAYKTH KaTto Bapdhapud M TondyTtamMma.

Pozysacmamun (BCRP cybcmpam)

Jloka3aHo e, e TUKACPEJOp [OBUILABA KOHLIEHTPALIMMTE Ha PO3YBACTATHH, KOETO MOXKE a JOBele O
MOBULIEH PHCK OT MUONATHA, BKIIOUKTENHO pabaomuonu3a. TpsGBa ga ce B3eMaT NpeABH NON3KUTE
OT NPEBEHLMATA HA I'OJEMH HEXeNaHH ChpAe4HO-CBIOBK CHOMTUA upe3 yiorpeda Ha pO3YyBaCcTATHH

CAPAMO DHUCKOBETE OT MOBULLICHH MTaA3MCHH KOHUCHTPAUNWK HAa DO3IYBACTATHH,

[lepopannu konmpayenmusu
EAHOBPEMEHHOTO HPUIOHKKEHHE HA THKAIPENOp C NEBOHOPreCTPEs ¥ €THHMKI eCTPAZHON BOAU A0
NMOBMILABAHE HA EKCMO3ULMATA KbM €THHHI ecTpaauon ¢ npubnusurento 20%, HO He NOBIUA

MEPOPATHHA KOHTPALISIITHUE,




Jlexapcmeenu npooyKkmuy, 3a KOumo € u3ecmHo, Ye uHoyyupam 6paouxapoun
Iopaau HabniogeHUe Ha MPeAUMHO aCHMNTOMHY BEHTPHKY/1apHH Nay3u ¥ Gpanukapaus ce U3HCKBA

IOBHLICHO BHHMAaHHKE, KOraTO THKArpeJIop ce npuaara eAHOBPEMEHHO C IEKAPCTBEHH NIPOAYKTH, 3a
KOMTO € M3BECTHO, Y€ HHAYyLHpaT Opaaukapans (Bxk. Touka 4.4). B npoyusanero PLATO, obaue, ne ce

HaGaasaT ROKA3ATENCTBA 3a KIIMHUYHO 3HAYMMH HEXETIAHH PEAKLIMH ClieR €{HOBPEMEHHO
NPUIKEHHE C S/IMH WIH NTOBEYE JIEKaPCTBEHHU NPOAYKTH, 38 KOHTO € H3BECTHO, Y€ WHAYUMpAT
6paaukapans (Hanp. 96% Gera-Gnoxepu, 33% 6n0KkepH Ha KANLIMEBHTE KAHANH JUNTHA3EM H
pepanamui, 1 4% JUrOKCHH).

Hpyea convmemeawia mepanus

B x1MHHYHHKTE MPOYYBaHMA THKArpesop e npunaraH eqHospemeHHo ¢ ACK, nuxuburopy Ha
MPOTOHHATA NOMIIA, CTATHHH, 6eTa-61okepu, HHXHOUTOPH Ha ARFMOTEH3HH-KOHBEPTHPALIHA SH3UM
(Angiotensin-converting enzyme, ACE) n aHrnores3nH peuentopru Onokepu, HeobxoauMH 3a
neyeHue Ha ChITHTCTBALLY 3a60/1BaHHA 338 ABABI NEPHO, 4 CHLIO ¥ XEMapHH, HHCKOMOAEKY/IEH
XenapHH U WHTpaBeHo3HU MHxuOuTopy Ha Gpllb/llla 3a kpaTko Bpeme (Bxk. Touka 5.1). He ca
HANTMYHHK JaHHK 38 HabnoAaBaHM KAMHHUYHO 3HAYMMH HEXKENTaHH B3aHMOOENHCTBUSA npu ynorpeba Ha

TE3U NIEKAPCTBEHH NMPOLYKTH.

EAHOBPEMEHHOTO NPWIOIKEHHE HA THKArpeaop ¢ XernapyuH, eHOKCanapHH WK Ae3MONPECUH HAMA
edeKT BbpXY aKTHBMPAHOTO napuHaiHo TpomboracTMHOBO Bpeme (aPTT), akrmsMpaHOTO BpeMe Ha
cecupBane (ABC) wiu uacnensaHusTa Ha paktop Xa. Bee nak, nopaay noTeHUMATHHTE
¢apMakogUHAMUYHU B3AMMOAEHCTBHA, €JHOBPEMEHHOTO NPHIIKEHHE HA THKATPEIOP C JIEKAPCTBEHH
MPOAYKTH, 38 KOUTO € U3BECTHO, Y€ MPOMEHAT XeMOCTa3aTa, TpsaOBa Aa ce H3BbPLUBA C NOBULIEHO

BHUMAaHHE.

[Topaau cboOineHuns 3a aGHOpMHO KOXKHO KbpBeHe ¢ SSRI (Hanp. napoKceTHH, cepTpanH U
IIMTANIONpaM ), IpenopsyBa ce sBHUManue, korato SSRI ce npunarar ¢ TUkarpenop, Toit KaTo TOBa
MOXE [la NOBKIUIH PHCKA OT KbpPBEHE.

4.6 Pepruanrer, OPeMEHHOCT ¥ KbpPMeHe

JeHH ¢ aerepolcH NoTeHIKa
XKeuu ¢ nerepoaeH noreHUMan TpaOBa Aa U3NOJ3BAT €(DEKTUBHH KOHTPALIENTHBHH MEPKH, 3a Ja

n30erHat 3abpeMeHABaHe 10 BpeMe Ha JISYEHHE C THKArpesiop.

bpeMeHHOCT

Hama uny HMa orpasuueHo KOMMYECTBO AaHHHU 3a ynoTpebara Ha THKarpeaop rnpu 6peMeHHH HKeHH.
[TpoyupaHuaTa Npy XMBOTHHU NOKA3BAT PENPOLYKTUBHA TOKCHUHOCT (B>K. TOuKa 5.3). Tukarpenop He ce
[IpenopbYBa 10 BpeMe Ha OpeMEHHOCT.

KnhpMmeHe
HanuuHure ¢papMakOAHHAMHYHK/ TOKCHKONOTHYHH JAHHH NPH )KMBOTHH MOKA3BAT €KCKPELIMA Ha

THKATPESOp K aKTHBHUA MY MeTabonuTt B mnsakoTo (Bx. Touxa 5.3). He MoXe aa ce U3KIIOUH PUCK
npu HOBOpoACHH/KbpMaueTa. TpsabBa aa ce BzeMe pelIeHHe JaNy [a Ce Cnpe KbpPMEHETO, WIH Ja ce
NPEeKpaTh/aa He Ce Npuara Tepanusa ¢ THKarpeaop, KaTo ce B3eMe NpeABHA MoA3aTa OT KbPMEHETO 32
JAETETO M NOJ3aTa OT TEPAINMATA 3a KEHATA.

DepTUIUTET
Tukarpenop He OKA3Ba BIHAHUE BLPXY MBXKKHA H XXEHCKHA (EPTUITUTET MPH XKUBOTHH (BXK.

TO4Ka 3.3).

4.7 KEdexTn Bopxy cnocobHocrTa 38 mopupane u pabora ¢ MANINHN

Tukarpenop He NOBIKHABA WM NOBNNUABA NpeHedpexxMMOo cnocobHOCTTa 32 WodKupaH
mamnHU. [To Bpeme Ha neueHue ¢ TUKarpenop ce crobinasa 3amaiiBaHe H 0ObpKBaH
[alMeHTH, KOKMTO NMOMYYaT Te3H CUMNTOMY TpabBa Aa ca NpeanasnmMBH JOKATO LIO
C MaLLHHH.




4.8 Hexenanu JeKapcTBeHH peaKUHH

PesioMe Ha npoduna HAa He30nacHOCT

[TpodunabT Ha O€30NaCHOCT HA THKArpeJop € OUEHABAH B IBE KNMHUYHHK U3nuTBaHMA dasza 3 no
oTHOweHHe Ha u3xoaa (PLATO u PEGASUS), sknousaiuy noseye ot 39 000 nauneHtH (BK.

TO4Ka 3.1).

B PLATO, npu nauueHTHTE Ha TUKArPEJOP HMa MO-BUCOKA YECTOTa Ha NpeyCTaHOBABRAHE Ha
TEPANKATA MOpaan HexxeNaHu cpOuTHA, B cpaBHeHHUE ¢ kionuaorpen (7,4% cnpamo 5,4%). B
PEGASUS nauueHTHTE, NEKYBaHH C THKArpeaop, HMaT Mo-BUCOKA HECTOTa Ha NpeycTaHOBIBaHe Ha
TepanuATa nopagu HexenaHu cbOUTHA B cpaBHeHKeE ¢ rpynara Ha Tepanug camo ¢ ACK (16,1% 3a
tukarpenop 60 mg ¢ ACK cnpsmo 8,5% 3a repanus camo ¢ ACK). Hait-uyecto cvobuiaBanure
HEXEJIAaHH peakUHM NPH NaLMeHTHTE, JIEKYBaHH ¢ TUKArpesop, ca KbpPBEHE U AUCTHed (BXK. To4ka 4.4).

TabnyyeH cIMChK HA HEXEJJAHHWTE peaKLMK
[IpeacraBeHHTE NO-A0JY HEXEJAaHHM peakKUHH ca UASHTHOULHMPAHH B IPOYYBAHUATA HJIH ca CboDUEHN
NPH NOCT-MAPKETHHIOB ONUT ¢ TUKarpenop (Tabnuua 1).

Hexenanure peakuuu ca u3dpoeHu no cucreMo-opraieH kiac (COK) no MedDRA. B pamkure Ha
Becekd COK HexxenaHuTe 1eKapCTBEHH peakLMy ca U3OpPOeHH no uectora, KaTteropuure no 4yecTora ce
ne@uHUPAT NO caeaHaTa KOHBEHUMA: MHOIO uyecTH (=1/10), yuectn (>1/100 no <1/10), HeuecTn

(=1/1 000 ao <1/100), peaxu (=1/10 000 go <1/1 000), muoro peaxu (<1/10 000), ¢ Hen3BecTHa
4eCcTOTa (HECTOTATA HE MOXKe 1a Objie OLIGHEHA OT HAIKUHHUTE AaHHH).

Tabnuua 1 Hexenauu peakuuu no yecrora u cucremo-opranen xaac (COK)

COK Muoro uecrn YecTn HeuecTn C meminecTna
- | — —16CTOTA
Heomnasmu — KbpBeHe oT
nobpokayecTBeHH, TyMop"
3/I0KaYECTBEHH K
HeomnpeaeleHH |
{ BKJIFOUHUTEMHO
KHCTH ¥ [OJIHITH)
HapyweHus Ha KbpBere, TpomboTuuHa
KPbBTa U NTUM(HATA | CBBP3aHO C TpoMOoLMTONE-
CHCTEMA | HapyLIeHUs Ha | HHuHa nypnypa®
KpbBTa® .
———————————————— e e e ere—r—— e —
HapyiueHus Ha CBpbXuyBCTH-
MMYHHATa CUCTEMA TE€AHOCT,
| BICTIOYHTENTHO
o I | L aHruoenem" o
HapyiieHus Ha Xunepypukemus'| [Togarpa/norarposeH |
meTabonuiMa u apTpuT |
XpaHEHEeTo
[TcuxuyHuH | Ob6bpkBaHe
HapYUICHHA
HapymeHus Ha 3amaiiBaHe, cMHKOR, | BrTpeuepenen ]
HEpBHATA CUCTEMA rinasobonue KPbLBOHTHB
Hapyuenus Ha KpnBOH3/HB B
ouuTe oKoTo”




e i . - _ - e %

C HeusBecTHA

COK__ | MHuoro ‘!_G-CT-l;I | Ec*m | HE‘:IBCTH wectoTa

Tapymerma HA Bepruro KpbBOH3nus B

YXOTO U NaOHpHHTa YXOTO
I — | - - -

CbpaeuHu bpanuapurmus,

HapylUeHHs AV-bnox®

CopoBY HapylLIEHUS XHIOTOHHSA

PecnupaTtopHH, JucnHesd KbpseHne ot

PbLAHK K pecrnupaTopHaTa

MeJHaCTUHAHH cucTema’

HapyLIeHHUA _ |. _

CToMallHO-4PEBHH CromawiHo-upeseH | Perponepuro-

HapY1IEHHS KPbBOH3NMUB™, HEeaJIcH

AHapua, raacHe, KPbBOHN3JTHB l

AHUCHENncHA, 3amnekK

HapyuieHus Ha [ToakoxHO Unu

KOXKaTa | AEPMaJTHO KbpBEHE’,

NOAKOMKHATA TbKaH oOpue, cbpbex

- — i — —

HapyieHuns Ha MyckynHO

MYCKYHO- KbpBeHe"

CKEeNneTHaTa CUcTeMa,

Cbe€AHHUTE/HATA

TbKaH M KOCTHUTE | | 1
| HapyweHus Ha KbpBene ot _

61L.6peuuTe U NUMKOYHHTE MbTHLIA"

MTMKOYHHTE I'bTHILIA _

HapyuweHus Ha Kbpeene ot

Bb3MPOHU3BOAKTEN- penpoaAyKTHBHATA

HaTa CUCTEMA H cucTema’

rbpAara
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| HaMNp. KOHIOHKTHBAJTHO, PCTHHAJIHO, BLTPCOYHO KbpPBCHE

Harp. KbPBEHE OT PaK Ha MUKOUHUA MEXYP, PaK Ha CTOMaxa, pak Ha A¢0eN0To uepBo
Hanp. HOBHLICHA TEHACHLUA KbM HACHHABAHE, CIIOHTAHEH XEMATOM, XEMOparyyHa auaresa
Haentnduipana B noCTMapKeTHHIOBUA OITHT

YecTOTHTE Ca Nojly4eHH oT NabopaTopHu Habmonenuna ([TMKoYHa KHCeNyHa NOBHUIUEH > o

rpaHMLIA Ha HOPMATA CNIPAMO W3XOAHO HHUBO NOA WIK B pedepeHTHKHTe rpaHHLUH. KpeaTu W !

>50% cnpsAMO H3XOHO HMBO.), a He € PUONM3NTENHA 4eCTOTa Ha ChobiaBane Ha HeXgAAlH CHEMYNs » .
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HAMp. ENMHCTAKCHC, XEMOTITH3A
HAMp. KbPBEHE OT BEHLIMTE, KPbBOH3NHUB OT PEKTYMA, KPLBOH3/IMB OT CTOMALLIHA A3Ba
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HAMp. EKXMMO03a, KOXKEH KPbBO3UIMB, NETEXHH

Hanp. XeMapTpo3a, MyCKYNEH KPbBOH3/INB

HAMP. XeMaTypHs, XeMOparuieH UHCTHT

HaNp. BArMHANCH KPbBOU3JIMB, XEMATOCNIEPMIL, NOCTMEHONAY3aleH KPbBOH3JINE

Hanp. KOHTY3HA, TPAaBMATH4YEH XeMaTOM, TPABMATHYEH KPBBOH3/IME
Hanp. CIOHTAHHO, CBLP3AHO C HHTEPBEHLIMA WM TPABMATHYHA HHTPaKPaAHHAIHE XEMOpParus
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Onucanye Ha M3bpaHy HexeNaHy peakUHu

Kvpeene
Haxooxu ¢ xvpeene ¢ PLATO

LisnocTHMTE pe3ynTary 3a uecTorara Ha KbpBeHe B npoyusaHeTo PLATO ca nokazanu B Tabnsua 2.

Tabauua 2 Aunaans ua o6mute cuburna ¢ KkbpBene, n3unciaenna no Kaplan-Meier s#a 12-ra
mecert (PLATO)

—
Tuxarpenop 90 mg
ABA MbTH AHeBHo | KJORHAOrpen P-
N=9235 N=9186 CTOHHOCT*

O6mu 3nauenns ot PLATO 11,6 11,2 0,4336
MaTtanHu/ xuBoTo3acTpawasauiy or PLATO 3,8 5,8 0,6988
Iuayurenty ot PLATO, HecBbp3anu ¢ HKAD 4.5 3,8 0,0264
3nauurenun ot PLATO, HecBbp3aHu ¢ 3.1 2,3 0,0058
MHTEpPBEHLUH
Kombunupanu obuo 3Hauurentu + 16,1 14,6 0,0084
He3HauuTenuu or PLATO _ -
HecBbp3aHH ¢ HHTEPBEHLIMM 3HAYMTENHY + 5,9 4,3 <0,0001
HeaHaurrenHy o1 PLATO _ | _
3nauurenuu no TIMI 7,9 7,7 0,5669
3HauuTeNHH + He3HauuTen U no TIMI 11,4 10,9 0,3272

JehHHRIIMH HA KATErOPHHTE KbPBeHe:

3HaYHTENHO PRATANHO/KMBOTO3ACTPALUABAILNO XbpPBeHe: KIWHUYHO NPOABEHO C [OHWXKABAHE Ha
xeMornobuHa ¢ >50 g/l waM ¢ npenvBaHe HAa >4 caka epUTPOLMTHA Maca, WIM (aTanHa, HIM
MHTPaKpPAHHAHA, WIM HHTPaNEpHKapIHO ChC ChbplevHa TAMNOHA[A; WIN ¢ XHITOBOJIEMHUUEH LUOK WK TEXKa
XUMOTOHMA, HIUCKBALLA NPECOPH; KNK XUPYPTHUHA HHTEPBEHLIHA.

3HaunTenHo apyro: KITHHHYHO NPOABEHO ¢ NOHMM¥aBaHe Ha XeMornobKHa ¢ 30-50 g/l nnu

npenyuBaHe Ha 2-3 cakKa epHTPOUMTHA Maca; WIK 3HAYUTETHO UHBATHAN3IHPALLO,

He3naunTenHo KkbpBeHe: M3ucksa MeavLUHHCKa HEMECE, 33 CIUPAHE WK IEKYBAHE HA KbPBEHETO.
3HaunTtenHo xspeeHe no TIMI: KnuuuuHO npospeHo ¢ noHWXKaraHe Ha xemornobusa ¢ >50 g/l yiu ¢
MHTpaKpaHHANHA XeMoparus.

Hesnauureano kbpaee no TIMI: KnunnuHo npoaseHo ¢ noHwxapane Ha xemornobuxa ¢ 30-50 g/l.
*p-CTORHOCT, M34HCNEHA OT MOAEN HA NPOTNOPUHOHAIHWTE pHCKOBE Ha COX, KaTO rpynara Ha ieueHHe e
€IMHCTBEHATA EKCILTAHATOPHA NPOMEHIHBA,

THkarpenop 1 KJIONKACTPEN HE Ce Pa3IUYaBaT 10 OTHOLISHHME Ha YECTOTHUTE HA 3HAYUTENHO
aranHo/kuBOTO3acTpallaBallo KepeHe B PLATO, snaunrento kvpeeHe o6io B PLATO, macusHo
kbpeene no TIMI unu cnabo kvpsene no TIMI (Tabnuua 2). Obaue, nossaTa Ha KOMOUHHPAHO
3HAUHTENHO + HesHaunTenHo KbpBeHe B PLATO e noseuye ¢ TMKarpenop, B cpaBHEHHE ¢ KIOMHAOrpent.
Manko naumeHTd B PLATO umart daranuu kpwouanues: 20 (0,2%) 3a Tuxarpenop # 23 (0,3%) 3a
Knonuaorpen (Bx. Touka 4.4).

SEHUMA o
Bw3pacT, non, TEJIECHO TErNo, paca, rearpaqacmu palioH, CBITbTCTBALIM 3a00nABAHMSA / 1. TOTRIIIIE G,.-%,
TE€panua ¥ aHaMHeE3a, BKIIIOYHTENHO NPeAXOAEeH HHCYIT WIKH TPAaH3UTOPHA UCXEMH q‘ 0 KAy, iz.._éﬁ %;
NPEAUKTOPH KaKTO 3a 00110TO, TaKa H 3a HECBBP3aHOTO C HHTEPBEHLHH IHAYUTETHL Hﬁﬂﬁi"; -
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PLATO. [To Ta3u npuyKHa, He € MASHTHPHLUKPAHA KOHKPETHA PUCKOBA rpyna 3a KOHTO Y /12 € NOATHI
KbpBEHE.

Cewp3ado ¢ HKAFB kbvpBeHe:

B PLATO 42% ot 1 584-te nauuenTn (12% ot xoxoprara) ¢ HanpabeH KOpOHapHO-apTepHaieH
6ajinac (HKAB) ca nonyunwiu PLATO 3nauurtento daraiHo/)KUBOTO3aCTpaLLaBalllo KbpBeHe Oe3
pasiuKa MexJIy TepaneBTHuHuTe rpyni. datanHa KbpaeHe, cBbp3aHo ¢ HKAD, ce noseasa npu
6 nauMeHTH BLB BCAKA OT TEpaneBTHYHHTE rpynH (Bx. Touka 4.4).

Hecebp3ano ¢ HKADB kbpBeHe W HECBBP3AHO C HHTEPBEHLMH KbPBEHE:!

HsaMma pasnuka Me)XAy THKarpenop ¥ KIONUWAOrpen Mo oTHOWeHHe Ha Hecsbplanure ¢ HKAD
TEXKKH/KMBOTO3aCTPAlLABAlH KPBBOH3IHBM MO AeduHKUMA Ha ripoyusBaHeTo PLATO, o
3HayurenHuTe oo1o, 3HauuTenHH no TIMI u sHauuTenuu + Heznadurenuu no TIMI kppBouznusu, no
netdhuHuuna Ha npoyusaHeTo PLATO, ca no-uecty npu Tukarpenop. Chio0 Taka, ako ce H3KIouaT
BCHUYKH CBbP3aHH C MHTEPBEHLMH KPHBOM3NUBH, NOBEYE KPHBOM3NKBH ce Habnwonasar npy
TUKarpenop, OTKOAKOTO npu knonuaorpen (Tabauua 2). IlpekparapaHe Ha 1e4YEeHHETO NOpaay
HECBBP3aHH C MHTEPBEHUMH KPbBOU3IHBH € MO-4ECTO ¢ TUKarpenop (2,9%), oTKonKoTo ¢
knonuaorpen (1,2%; p<0,001).

HMHTpakpaHHaiHa XxeMoparus:
MHTpakpaHHANHUTE KPbBOMIINBY, HECBBP3AHH C HHTEPBEHLIKH, Ca NOBEYE MPH NPHIOKEHHE Ha

Tukarpenop (n=27 KpbBOM3NKBA npu 26 naumeHTH, 0,3%), oTkONKOTO C Konuaorpen (n=14
KpBeBOH3/HBa, (,2%), oT KouTo 11 KpBbBOM3NHMBA C THKarpeaop H 1 ¢ knonuaorpen ca gatanHy. Hama
pa3nuka B o0wua Gpoit cnyuan Ha GaTanHO KbpPBEHE,

Haxooxu c kvpeene ¢ PEGASUS
LlanocTHUTE pe3yNTaTH 32 YecToTara Ha KbpBeHe B npoyuBaHeTo PEGASUS ca nokasanu B
Tabnuna 3.

Tabnuna 3 Auanus Ha obmuTe CHOHTHA ¢ KbLPBEHE, n3uKcaeHus no Kaplan-Meier na 36-tn

mecenn (PEGASUS)
Takarpesop 60 mg Camo ACK
OLTH AHEBHO -+
ACK
N=6 996
_ T N=6 958 699
_I_{_paiiun TOUKM 3a ODezonacHoCT KM% | I;‘:;?:E;;;:’E‘;; 1:2/[ P-CTOHHOCT

KaTeropuu Ha KbpBeHe, onpeaejienu ot TIMI

il Pl i - . > N el

| U
3nauurento  (TIMI) ] 2,3 [2,32(1,68,3,21)

, 1,1 | <0,0001
DatanHo 0,3 1,00(0,44,227) | 0,3 [ 1,0000
BYK 0,6 1,33(0,77,2,31) [ 0,5 10,3130
Hpyro asaunrenno (TIMI) 1,6 3,61(23], 52655 ‘ 0:5 <0,0001
JHauurenHo win Hesnauurento (TIMI) 3,4 | 2,54(1,93,335) | 1,4 | <0,0001
3HAUMTENHO MTH HEIHAUUTENHO, WIH 16,6 | 2,64(2,35,2,97) [7,0 [ <0,0001
H3KCKBALLO MeIMLIMHCKA Hameca (TIMI) _

Kareropuu Ha KbpBéHe, onpeaeneid B PLATO

3qauuTenno PLATO 3,5 2,57 (1,95, 3,37)

_EaT&HHE}/}KHBUTGSaCTPHIHaBaHLG 2,4 2,38 (1,73, 3,26)
| HApyro 3uaunrento (PLATO) 1,1 3,37 (1,95, 5,83)
| 3HaunTenHo WU HezHauuTeHO (PLATO) 1

2
52 | 2,71 (2,40, 3,08)
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JdedHHuBUUK HA KATETOPHATA HA KbpBeHe:

3nauntenno (TIMI): ®aranno kvpseHe UJIU Beako ppTpeuepento kbpseHe, NJIH KnHHYHO BAAHMH
APU3HAIM HA KPLBOU3JIMB, CBbP3aH CbC cnajl Ha xeMornobuna (Hgb) or 250 g/l, nau nomnkeHue Ha
xematokputa (Hct) oT 15%, koraro nuncsa cToitHocT Ha Hgb.

®atanno: CuOHTHE C KbPBEHE, KOETO IUPEKTHO € JOBENO A0 CMBPT B PaAMKHTE HA 7 JHU.

BUYK: BprpeuepencH KphbBOU3JIKB,

Hpyro 3nauntenno (TIMI): Hegparanno He-BUK 3nauurenno kvpaexe (TIMI).

Heanauntenano (TIMI): KnuuudHo BUAKMO ¢ NOHMKeHUe Ha xemornobuna ot 30-50 g/l.

HManckpaino meannureka Hameca (TIMI): H3uncksamo uHrepseruus UIHN soaewo Ao xocnutanusaunsa, UK

Hajaraio OLCHKa.
3naunTtenno paranno/xusorTosacrpawasawo (PLATO): daranHo kbpaeHe UK Bcako BpTpeuepento
kbpeexe, UJTH nHTpanepukapaHo cbe cbpaeyHa TamrioHana, MJIH ¢ xunosonemuuer ok, Wi TekKKa
XMNOTOHMA, HANAralla NPUACKEHHETO Ha MPeCOPHU/ MHOTPOITHH CpencTBa WiIH onepauurs, UJIH ¢
XHUNOBOAEMHYEH LIOK HIHM TEXKKA XMIIOTOHKUA, HANaralla pUIOKEHHETO Ha NPECOPHH/ MHOTPOIMHH CPEACTBA HJIH
onepauns, UJIU knunu4HO Buaumo ¢ >50 g/l noHuxeHne Ha xeMornoOuHa UK NPENSTH 24 IUHHLA YEPBEHH

KPBBHHU KIETKH.

Hpyro 3nauurento (PLATO): 3vauumo uusanuamaupaulo MJIH knrunnuno suanmo ¢ 30-50 g/l nounxkenue na
xemornobuua, MJIH npeaaty 2-3 eQUMHAUN YEPBEHN KPBBHY KJIETKM,

Hesnaunteauo (PLATO): H3nckpa MeaMUMHCKA HMHTEPBEHLIMS 38 CIIMPAHE KX JIeYEHHE HA KbPBEHETO.

B PEGASUS 3xaunrensoro kepeeHe (TIMI) npu tukarpenop 60 mg n1Ba MbTH IHEBHO € M10-CHJIHO
oTkoakoTo npu nedenne camo ¢ ACK. He e Habniogasax noeuiueH puck OT (paTalHO KbpBEHE H Ce
YCTaHOBSBA CAMO HE3HAUMTENTHO MOBULUEHHWE HA BbTPEYEPENHUTE KPbBOH3NIMBH B CPABHEHHE C
Tepanuata camo ¢ ACK. ma manko ce6urns Ha daTtanHo kbpBeHe B npoyysanero, 11 (0,3%) 3a
Tukarpeaop 60 mg u 12 (0,3%) 3a repanuara camo c ACK. HabnoaasaHHAT NOBKUIEH PHCK OT
3HauHTeaHO KbpBeHe { TIMI) ¢ Thkarpenop 60 mg ce ABJDKM NMPEAHMHO Ha N0-BHCOKATa YECTOTa Ha
ApYyro 3HaunTenHo kbpBeHe (TIMI), cebp3ano cbe cbbuTns B croMmauiHo-ypesHust COK.

[ToBuineHa uecToTa Ha CHOUTHA ¢ KbpBEHE, NOA0OHM Ha 3HauuTenHO kbpBeHe (TIMI), e nabnonapana
B KATErOPUHTE 3HAYMTENAHO UM He3HAYUTENHO KbpBeHe (TIMI) u snaunrenso (PLATO) u
3HAYHTENHO WIK He3HauuTenaHo kupBeHe (PLATO) (k. Tabnuua 3). [IpeycranopsiBaHeTo Ha
NeYeHHETO NOpaay KbPBEHE € NO-4eCTO B rpynara Ha THKarpenop 60 mg B cpaBHEeHUE C IPynaTa Ha
tepanuaTa caMo ¢ ACK (cwotBeTHO 6,2% 1 1,5%). [ToBeueTo OT Te3u ciiyyan Ha KbpBEHE ca C I10-
MaJika TexecT (knacuPuLMpadn KaTo M3KCKBallM MeanunHeka Hameca (T1IMI)), Hanp. enucrakcHc,
HACHHABAHE H XEMaTOMH.

[TpodunbT Ha KppBEHE Ha THKarpenop 60 mg e cXoleH B MHOXECTBOTO NPEABAPHTENIHO ONpPEAe/IeHH
noarpyns (Hanp. no BB3pacT, N0J1, TErNIO paca, reorpadCkH PerHoH, CbILTCTBALLM 3a00nsaBaHu,
CBITBTCTBALLIA TEpANMa U MEAMLIMHCKATA AHAMHE3a) NpH CbOUTHA Ha 3HAUYMTENHO KbpBeHe (TIMI),
3HAUHUTEJTHO Wi HeaHauuTenno (TIMI) u 3HaunTenHo kbpBeHe (PLATO).

BbTpeuepenHO KbpBeHe:

Cnonranun BUK ce cbobasar ¢ nogobHa uectoTa 3a Tukarpenop 60 mg v repanus camo ¢ ACK
(n=13, 0,2% B apeTe rpynH Ha neuyeHue). Habnonasa ce HesHaunTenHo nosyuweHne Ha BUK cpbp3aHo
¢ TpaBMa W npoueaypH npu aeueHue ¢ Tukarpenop 60 mg (n=13, 0,2%) B cpaBHeHHe ¢ TepanusaTa
camo ¢ ACK (n=10, 0,1%). Crobuienu ca 6 daranuu BUK c Tukarpenop 60 mg u 5 ¢aranuu BUK ¢
tepanus camo ¢ ACK. Yectorara Ha BbTpeuepenHo KbpBEHE € HUCKA B IBETE I'PYNH Ha JieueHHe, KaTo
ce MMa NpeaBU] 3HAUUTENHHTE ChMbTCTBAIUH 3a00nspaHns U CC pUCKOBH (pakTOpH B MpoyuBaHaTa

MONYNALMKA.

ucnues
JucnHes, yceulaHe 3a 3aayXx, ce ¢bo0bLlaBa OT NauMeHTHTe, NEKyBaHu ¢ TuKarpenop. B P
obeHHEeHHUTE KaTO AUCTHES HEXENaHW TeKapCTBeHH ChOUTHA (IHUCITHes, AUCTIHEA B 11

NpH yCHIHEe, MapOKCU3MalIHA HOLHA JUCIIHES M HOUIHA JHUCITHes ) ce cbobluaBar or
MaLueHTUTE, JIEKYBAHU C THKArpeaop, U 3a 7,8% oT nauueHTHuTe, NEKYBAHH € KJIOI
OT NALMEHTHTE, NMPHEMALLK TUKarpenop, ¥ npu 0,6% or nauuenTuTe, npreMally
npoy4saHeTo B npoyusanero PLATO uiscnenosarenure cuMTar, ye JUCTIHESTA € I
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¢ nedeHHeTo M OpoAar Ha cepHo3HuUTE cnyuau e Manbk (0,14% Tuxkarpenop; 0,02% wionunorpen), (Bx.
Touka 4.4). Hail-uecTo cpolLiaBaHHTE CUMITTOMH HA JHCITHESA Ca JIEKH 40 YMEPEHH FIO HHTEH3HTET U
NoBeYeTo ce cboOLAaBaT KaTo €eAMHHMYEH €NH30/ paHo Ciiell 3aNoYBaHe Ha TepanuaTa.

B cpaBneHue ¢ knonuaorpen, nauueHTuTe ¢ actma/XObb, nekyBaHH ¢ THKarpenop, MOXe 1a UMar
MOBUILIEH PUCK OT MNOSyyaBaHe Ha Hecepuo3Ha aucnHes (3,29% tuxarpenop cnpamo 0,53%
ionuaorpen) U cepuosna nucnHes (0,38% Tukarpenop cnpamo 0,00% xnonunorpen). B abcontoThu
CTOWHHOCTH TO3U PUCK € NMO-BUCOK OTKONKOTO B Lst1ocTHATA nonynauus Ha PLATO. Tuxkarpenop
TpaGBa Aa ce npuiara ¢ MOBUILEHO BHUMAaBHe NpH NalMeHTH ¢ aHamHe3a 3a actMa W/ninu XObb (ex,

TOuKa 4.4).

Oxono 30% ot enu3onuTe OT3By4aBaT B pamkute Ha 7 auu. PLATO BKiiouBa nauueHTH, KOUTO Ha
M3X0HO HABO MMAT 3aCTOHHA cbpaeuHa HegoctaTbuyHocT, XOBb win actMma, Te3n nauueHT! 4
NauWeHTHTE B CTapUecKa Bb3PacT € M0-BEPOATHO Aa CLOOLIABAT AUCNHE. 3a THKarpenop, 0,9% ot
NauHEHTUTE NPEKbCBAT MPWIAraHeTo Ha MPOyuBaHOTO AKTUBHO BELHECTBO TIOPAAH AUCIHEN, CIIPAMO
0,1% ot Te3n, npuemaiin knonuaorpen. [1o-sucokara 4eCcToTa Ha AUCIIHES C THKArpenop He ce
acCOLIMMpA C HOBA [TOABA WK BIOLIABAHE Ha cbpae4dHO MK SenoapobHo 3abonsasane (BX. TOuka 4.4),
Tukarpenop He nosnuasa SenoapobHuTe GYHKUMOHATHH TECTOBE.

B PEGASUS aucniHes ce crobiaea npu 14,2% oT nauueHTHTE, NpueMaiy THrkarpenop 60 mg aBa
MLTH JHEBHO, U NpH 5,5% OT nauuenTure, npuemauiud camo ACK. Kakro 8 PLATO, noseweTo cnyvau
Ha CLOOLWIEHA AMCTTHEA ca EKH 10 YMEPEHM NO MHTEeH3UTET (BXK, Touka 4.4). [TauneHTHTE, KOUTC
¢boblaBaT AUCIIHEs ca OWIK NpeAMMHO MO-BBH3PACTHH U 10-4eCTO ¢a MMann aucnHes, XObb unu

aCTMa Ha U3XO04HO HHBO,

H3credeanus

[lopuinenue Ha nukoyHaTta kucenuna: B PLATO e oTyereHO noBHuiaBaHe Ha cepyMHaTa NMKOYHA
KHCEJHMHA A0 CTOHHOCTH, HAABULLIABALIH 'OPHATA I'PAHMLIA HA HOpMATa, npH 22% OT noJiyyaBalluTe
TUKarpeop natMeHTH, cnpaMo 13% or nonyuyaBamure kronuaorpen nauuertH, CHLOTBETHHTE
croitHoctn B PEGASUS ca cxhorserno 9,1%, 8,8% u 5,5% 3a Tuxkarpenop 90 mg, 60 mg u nnaue6o.
CpenxaTa cepyMHa [MMKOYHa KHCENHMHa ce nosuasa ¢ 6130 15% npu npunoxxeHue Ha THKArpenop, B
cpaBHeHHe ¢ npubnusurento 7,5% npu npunoxeHye Ha KIONMUAOrpen, a CAeA ClIMpaHe Ha JISUEHHUETO
ce NoHWXaBa MPUONH3UTENHO 10 7% nNpH NpUIOKEeHUe HA THKArpenop, AOKATO NPH KIOMHUAOTPeN He
ce Habmonasa cnan. B PEGASUS ce yctanoBsaea o6paTMMO noBHLeHHe Ha CpeIHUTE HHBA Ha
cepyMHa IMKO4Ha KucenuHa ot 6,3% u 5,6% cwoTBeTHO 3a TUKarpenop 90 mg u 60 mg, B cpaBHeHuE
¢ 1,5% noHwkenue B rpynara ¢ nnauedo. B PLATO uectotara Ha noparpo3en aptput € 0,2% 3a
THKarpenop cnpsamo (,1% 3a knonuaorpen. CbOTBETHUTE CTOMHOCTH 3a NOAArpa/TIOAArpo3eH apTPHT B
PEGASUS ca 1,6%, 1,5% u 1,1% cbvorseTHo 3a Tukarpenop 90 mg, 60 mg u nnauebo.

CrobwasaHe Ha NOJO3HPAHH HEXENAHH DEAKLIUK

CrobliaBaHeTo Ha NOZO3UPaHK HEXKE/IAHH peakUyH clell pa3pelluaBaHe 3a ynorpeda Ha neKapcTBeHHN
IPOAYKT € BaXXHO. ToBa no3sonasa A4 Npoab/kH HabMOAEHHETO Ha CHOTHOLIEHHETO NO3a/PHCK 3a
neKapcTBeHus NpoaAyKT. OT MEeAULIMHCKHUTE CNIELIHATTHCTH C€ H3UCKBA 3 ChOOLIABAT BCAKA

NOAO3MPAHA HEMENAHA PeaKIIM Ype3 HallMOHAHA cucTeMa 3a cbobiaBane B U3nbaHuTENHA areHuMA
rno nexapcrsarta yiu. ,Jlaman I'pyes” Ne 8, 1303 Codusn, Ten.: +35 928903417, yebeaiir: www.bda.bg,

4.9 IIpexozupane

Tuxarpenop ce noHacs 4o6pe npu exHOKpaTHU o3 A0 900 mg. ['acTpOMHTECTHHANHATA TOKCHUYHOCT
e Onna fo3onMMHUTHpaHa B €AHO NPOyYBaHe C €HOKPAaTHa HApacTBalla fo3a. Jpyry KIMHUYHO
3HAYHMMH HEKENAHH peakuuH, KOUTO MOraT Ja ce NMpOABSAT NpHU Npeao3upaHe BKIIOYBAT AUCIHES U
BEHTPUKYJIAPHH Nay3H (BXK. Touka 4.8).

B cnyuail HAa npeno3upaHe, MOTaT a € MPOABAT rOPECNOMEHATHTE NOTEHLMANH
NnexapcTBEHH pPeakuUUH K TpadBa aa ce uma npeasua EKIT monuTOpHpane,
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KbM MOMEHTA He € U3BECTEeH AHTHUAOT Ha TUKArpenop H TMKarpenop He ce Juaiuniupa (BxK. To4uka J.2).
[pu npenosupaxe neueHneTo TpsadBa Ja ce MpoBEX/1a B ChOTBETCTBUE C MECTHATA CTAHAAPTHA
MeqHLUHCKA npakTuka. QuakBaHUAT edeKT OT Npeao3upaHe Ha THKArpenop € yab/keHa
MPOABL/DKHTENHOCT Ha PHCKA OT KbPBEHE, CBBP3aH ¢ TpomOOUKTHOTO HHXUOUpaHe. Tpancdysuara Ha
TpoMOOLIUTHA Maca € MAJIKO BEpOATHO Aa MMa KJIMHKHYHA 10138 NPH NALMEHTH ¢ KbpBEHE (BX.

touka 4.4). AKO ce noABY KbpBeHe, TpadBa fa ce npeanpremMaT ApYry NoAXOASIUHY NOARLPKALLHK
MEPKH.

5. @OAPMAKOJIOI'MYHU CBOVICTBA

5.1 @PapmakoanHAMMYIHH CBOHCTBA

dapmakoTepaneBTHuHa rpyna: MHXxubuTopu Ha arperaumsita Ha TPOMOOUMTHTE, ¢ M3KAIOUEHHE Ha
xenapuH, ATC kon: BO1AC24.

MexaHH3BM HA JICHCTBHE

[Inarerpa cbabp)ka THKArpenop, CbAMHEHHE OT K/1aca Ha IMKAONEHTHATPHA3ONONMHPHMHAHHHUTE
(CPTP), koiiTo € nepopayied aHTaroHUCT ¢ IMPEKTHO AeicTBre Ha P2Y 1, peuentopa, KaTo ce CBBP3Ba
C HEro CeNIEKTHBHO ¥ 00paTHMO W nmpeaorspatssa AJlD-meanuupanara, 3asuceta ot P2Y
TpoMOOUMTHA aKTHBALIMA ¥ arperauus. Tukarpenop He npeaoTspariasa cebp3saHero ¢ AID, a koraro
ce cepp3Ba ¢ P2Y ), peuenTopa, Bb3npensaTcTBa CHrHA/IHATA TPAHCAYKUKA, RHIyuHpaKa oT AJID. Tri
K&TO TPOMOOLIMTHTE Y4acTBAT B MHULIMUPAHETO H/WITH Pa3BUTHETO HA TPOMOOTHYHHUTE YCIIOKHEHHUS Ha
aTepockneporuuHara 6osecT, e qokazaHo, ye HHxuGupaHeTo Ha TpombouuTHaTa PyHKLNA HaMaIsBa
pucka ot CC cuburtusa, kato cmbpt, MU HAK “HCYAT.

Tuxarpenop ¢blIO yBE1HUaBa JIOKANHUTE €HAOTEHHW HUBA Ha aJleHo3HHa Ype3 HHXHOHpaHe Ha
eKBWIHOpHpaLIKa HyKeo3uaeH TpaHcnoptep-1 (Equilibrative nucleoside transporter-1, ENT-1).

HokymeHTHpaHO €, ue rpu 3apaBu auua » nauuedry ¢ OKC, tukarpenop ysenn4yasa cieaHuTe
edekTH, HHAYLIMPAHY OT 8J6HO3MH: Ba3oAMNaTalMa (M3MEpeHa Upe3 yBelMYaBaHETO HA KOPOHAPHKA
KPbBOTOK NIpH 3apaeu aobpoeonuy 1 nauveHty ¢ OKC; rnasobonue), uuxubrpaHe Ha
TpoMbouMTHATa hYHKLMA (B HOBELLIKA UANIA KPBB in vifro) U avcnHen. Bppikata Mexay
HabaioaBanMTe yBEIMUEHHS HA AlCHO3UH U KIIMHUUYHUTE pe3ynTaTy, obaue (Hanp. 3aboneBaeMoCT-
CMBPTHOCT), HE € KATErOpUUMHO U3SICHEHA.

PapmakoaMHaMU4YHY edeKTH

Hauang na oeucmeuemo

[Ipu nauneHTH cue cTabUNHa ucxemuusa donect Ha cwpuero (MbC), npuemamn ACK, Thkarpenop
noka3pa ObP30 HacThNBAaHE Ha apMaKonornyeH edeKT, KOHTO ce AEMOHCTPHPA OT CPEAHOTO
MHXHOUpaHe Ha TpoMOounTHaTa arperauna (MTA) oxono 41% 0,5 gaca cnen npunoxenne Ha 180 mg
HaTOBApPBALIA 1032 THKATPENOp, ¢ MakcuMaiHa cToiiHOCT Ha UTA 89% 2-4 vaca cnea npunoxeHueTo
HA A03aTa, KOHTO ce 3aabpka Mexaty 2-8 waca. [lpu 90% ot nauveHTHTE 2 Yaca cnea NpUIOKEHUETO
Ha no3aTa TepMMHanHoTo nkkoBo UTA e >70%.

Kpaii na delicmguemo
Axo e aHipanHa HKAD npoueaypa, pMCKBT OT KbpBeHE CBBbp3aH C THKArpeop e NoBULIEH B
CpPaBHEHHE C KIONUAOIPE, KOraTo TEPanuiTa e peKpaTenHa no-Maiko oT 96 uaca npenm

npouenypara.

Cmana na pexapemeama
[lpeMuHaBaHe OT JIEYEHKE C KJIOMHAOTPEN 75 mg Ha ieyeHUe ¢ Tukarpenop 90 mg apa nbTH AHEBHO

Boau o abcontoTHO nosuiuasase Ha UTA ¢ 26,4%, a npeMHHaBaHETO OT JIEUEHHUE C THiE

NieYeHHe ¢ KIOMHIOrpen BoAM Ao abcomoTHO NoHwkasaHe Ha UTA ¢ 24,5%. [Tau -
MPeMUHABAT OT KNONuaorpen Ha Tukarpenop 63 rnpekbCBaHe Ha aHTHArperaHTHQ
Touka 4.2).
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Knunnyda edukacHoeT u GesonacHocT
Knuunuuy naHHu 3a ebuxacHocTTa M 6€30MaCHOCTTa HA THKATPEAop ca NoNyHeHH OT AB€ KIMHHMYHA

M3NUTBaHKA (paza 3.
. [Tpoyusanero PLATO [PLATelet Inhibition and Patient Qutcomes (TpomGoTHuHO MHXHOMpaHe

M KIMHHYEH U3XO0/[ Ha NnalueHTa)], CpaBHEeHHWE Ha THKArpenop ¢ KIIONUAorpes, u Asata
npunaraHy B KoMOuHawma ¢ ACK, u npyra ctaHaapTHa Tepanui.

. Mpoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (ITpesenuusa ¢ THkarpenop Ha
BTOpHU4HHU TPOMOOTHYHH CHOMTHSA NpH BUCOKOPHCKOBH NALIMEHTH € OCTHP KOPOHApEH
cuHApoM)], cpaBHeHHe Ha THKarpenop, kombuuupan ¢ ACK, ¢ Tepanua camo ¢ ACK.

Ipoyusane PLATO (ocmpu kopoHapri cunopomii)
I[poyusaneto PLATO sxmouga 18 624 nauueHTH, KOMTO ca B 24-4acoBUs NEPUOA OT HAYAIOTO Ha

cHMITTOMM Ha HecTabunHa creHokapaus (HC), ungapkr Ha Muokapaa 6e3 ST-enesauna (MMOST-e)
MK ¢ HHpapkT Ha Muokapaa cbve ST-enesauus (MMcST-¢), H KOHTO MBPBOHAUAIIHO €A NIEKYBaHH
MEJMKAMEHTO3HO, HIIH 4pe3 nepkyTaHHa kopoHapHa udrepseHums (ITKH), unu upes nocrassHe Ha

HKAB.

Knunuuna eqpuxacnocm

Ha dona Ha exxeanesHo npunoxkenune Ha ACK, Tukarpenop 90 mg aABa nbTH AHEBHO JEMOHCTpHpa
MPERb3XOACTBO CNPAMO 75 mg AHEBHO KAONMIOIpes NO OTHOWEHHE HA NMPEBEHLIMA Ha CbCTaBHATA
kpaiiHa Touka 3a CC cmbpT, MU unu uHCcyaT, ¢ pasnuka, nponanusawa ot CC cMupT 1 MH.
MaunextHre nonyvasar 300 mg HaToBapsatua A03a K1onuaorpen (Be3moxkHo € 600 mg, axo umar
[1KH) unpn 180 mg Tuxarpenop.

PesynTathT ce noassaepa pano (abconorHa peaykuus Ha pucka [APP] 0,6% u otHocuTenHa penykumsa
Ha pucka [OPP] 12% Ha 30-ua neH) ¢ nocTosHeH epeKT OT JJEUEHHUETO NO BpeMe Ha uenus 12 meceyeH
nepuon, nasaut APP 1,9% na roauna ¢ OPP 16%. Tosa npeanonara, ue e noaxonsulo naudeHTure na
ce JiekyBaT ¢ THKarpeaop 90 mg apa nb1H AxeBHO 12 mecena (Bxk. Touka 4.2). JleueHueto Ha

54 nauments ¢ OKC ¢ THKarpenop BMeCTO ¢ KNONMUAOrpe rnpeaoTepariaea | arepoTpoMOOTHUHO
ceOuTHE; nevyeHneTo Ha 91 naumenTy npenoraparasa | CC cMbpT (X, Qurypa 1 u Tabnuua 4),

TepanesTU4YHHAT e EKT HAa TUKArpenop, HAAXBBPJIALL TO3H Ha KJIONKUIAOrpe, H3rnexaa CXOAEH B
MHOIO MOArPYINH, BIJIIOYKUTETHO TETNO, MO, aHaMHe3a 3a 3axapeH auaber, TpaH3UTOPHA HCXeMUYHA
aTaka WM He-XeMOpParHyeH UHCYJIT, WK peBacKylapH3auMsa, NpK CbILTCTBALID JICYSCHHEe BKJIIOYBALLO
xenapuH, Gpllb/Illa muxuburopu M UHXUOKUTOPKM Ha NpoTOHHATA nomna (BX. Touka 4.5); npu
OKOHUATENHATa AMarHo3a Ha nokasarenHo ¢pburue (MMcST-e, UM6ST-e nunu HC); 4 npwH
r1aHUpaHUa NpH paHAOMH3aLMATA euedeH noaxoa (MHBA3UBEH UM MEAMKAMEHTO3EH).

YcTaHOBEHO € ¢1ab0 CUrHUDHKAHTHO TEPANEBTUYHO B3aUMOACHCTBUE B 3aBUCHMOCT OT PeruoHa,
ChIIACHO KOETO KoedUUHEHTHT Ha pucKa (Hazard ratio, HR) 3a nnperyHaTa KpaliHa TOUuka € B ro/13a
Ha THMKarpenop 3a OCTaHaNara 4acT Ha CBETa, HO € B noN3a Ha Kionuaorpen 3a CerepHa AMepuKa,
KOATO ¢herannapa npubnusurenHo 10% ot ussiarta npoyuBaHa nonynaalus (p-CTORHOCT Ha
B3aumoacicTeue=0,045). ExcnnopaTopHyTe aHanu3u NPeAnoiaraT seposiTHa BPb3Ka € 103aTa Ha
ACK, xaro ¢ yBenuuyabaHe Ha ao3aTa Ha ACK ce HabnionaBa HamaneHa epuKacHOCT Ha TUKArpenop.
Xponuunara aHesHa 103a ACK, koato na &bae 75-150 mg (k. Touku 4.2 ¥ 4.4).

®urypa | noxa3sa oMakBaHWs PHUCK 338 HACTBLIBAHE HA MbPBH HHIIMAEHT, BKIIOYEH B KOMOMHMpaHaTa
KpaiHa To4Ka Ha e)UKaCHOCT.
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durypna 1 AHajn3 Ha IbPBUYHATA KJIHHUYHA cheTaBHa Kpalina Touka or CC embpr, MU 1

uucyar (PLATO)
Tukarpesnop (T) [864/9333]
1 TS Knonuporpen (C) [1014/9291]
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bpo# 3acTpalueHu Jluun ciex pangomusanus
L] 9333 8628 8460 8219 6743 5161 4147
C 9201 A521 R362 8124 64350 5006 4074

B cpaBHeHMe ¢ KIOMUA0rpesl, THKArpeaop Hama/siBa YecTtorara Ha HaCTbIIBAHE HA MHIIMAEHTHTE,
BJIM3AlIM B CbCTABa HA NMbpPBUYHATA KpalHa TOUKa — KakTo B nonyaauusara ¢ HC/MUMOST-e, taka v B
nonynauusara ¢ MMcST-e (Tabauua 4). Cnenoparesino, Tukarpenop 90 mg asa nbTH JIHEBHO 3a€1HO C
Hucka no3a ACK mosxke aa ce uznonsea npu nauueHTy ¢ OKC (HecTtabuiina cteHOKapaUs, MUOKap/1eH
urapkr 06e3 ST enesaumns [UMOST-e] winn muokapaen uugapkr ecbe ST eneBaums [MMcST-¢e));
BKJIKOYMMTEJIHO MALMEHTH, JIEKYBAHW ME/IMKAMEHTO3HO, U MNALIMEHTH, JIEKYBAHH C NEPKyTaHHA
kopoHapHa uHtepeHums (ITKH) nam 6aitnac na koponapua aprepus (HKAD).

Tabauua 4 AHajJu3 HA bPBHYHATA U BTOPHYHHTE KpailHu TOuKH 3a epuracnoct (PLATO)

Tukarpenop | Kinonunjaorpe
90 mg 1Ba 75 mg BeIHbK

N'bTH JIHEBHO JIHEBHO APP? OPP* (%) e LV

(% naumentu | (% naumeHTH (% /ron) (95% CI) RN

CbC ¢CLOMTHE) | CbC CHLOHTHE)

N=9333 N=9291

CC cmbpT, MH (C
U3KJI, Ha ,,TUX" MH) 9.3 10.9 1.9 16 (8, 23) 00,0003
WK MHCYJIT
FAMEIER Sh 8.5 10,0 1,7 16 (6,25) |  0,0025
HHBa3MBHA Teparms
Hamepenue 3a
JlieKapCTBEHa VL3 13,2 2.3 15 (0,3, 27) 0,0444'
Teparius
CC cMbpT 3.8 4.8 [, ] 21(9,31) | 00013
MMH (¢ u3Ki1. Ha T . -
Tix* MH)® 5,4 6.4 l, ] 16 (3, hs;)“’.jr 10,0045
Uncynr 1,3 [,] -0,2 -17 (—52,3’9) 0,2249
LA Seo 9,7 11,5 2,] 6(8.23)"| 0,000
3HA4YCHHUE Ha |
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D | Tuxarpenop | Knonuporpen
9 mgapa | 75 mgBeaHBK
NbTH AHEBHO RHEBHO APP* OPP? (%)
(% nauuentn| (% nauumentu| (%/ron) (95% CI) p-cToRHocT
c¢be cbbiTHE) | Che CLOHTHE)
. | N=933 N=9291 N .._._..
npuuunaTa, MM (c
iK1, Ha ,, Tex" M)
WK HHCYIT | )
CC cmbpT, 06110
MH, uncynt, CPHY,
PU, TUA i apyra 13,8 15,7 2,1 12 (5, 19) 0,0006
ATC® _ . |
CumbpT O€3
3HAYEeHHE Ha 4.3 5,4 1,4 22 (11,31) 0,00037
| NIPHYHHATA . _ _
HeputintusHa 1,2 1,7 0,6 32(8,49) | 0,0123"
Tpombo3a Ha CTEHTa | _ T
' APP = abcomoTHa penyKuua Ha pucka OPP = oTHocHTe HA peayKuua Ha pucka = (1-KoeduuneHt Ha
puck) x 100%. Orpruarenna OPP 03na4aBa MOBHILIABAHE HA OTHOCHTETHUA PHCK.
6 C M3KAKYEHHe Ha ,,TUX" MH.
' CPH = cepro3Ha pexypeHTHa Hcxemus; PH = pexypesTHa ucxemusn, TUA = TpaH3HTOpHA HCXEMHYHA

araka; ATC = aprepuanso Tpomborruno crbutue. Obuio MH Bxmousa ,, Tux“ MH, nara Ha cuOUTHETO €
AaTaTa Ha HErOBOTO YCTAHOBSABAHKE,

d HOMHHANHA CTORHOCT HAa CHrHHGHMKAHTHOCT; BCHMKK OCTAHaMM ca QOPMAnHO CTRTUCTHUECKH
CHIHUMUKAHTHH 110 npeaednuupaHo fepapXUuHO TECTBAHE.

PLATQ zernemuuno noonpoyueare

Onpepenanero vHa CYP2C19 u ABCBI1 renotuna na 10 285 naunentd 8 PLATO napa Bb3MOXKHOCT 32
acoLauHd Ha reHoTHNHKTE rpyn# ¢ pesyarature or PLATO. [Ipest3xoacTBOTO Ha TUKarpenop Haj
KJIONWAOTPEN MO OTHOLeHKE Ha penykuusiTa Ha 3HauuTeIHd CC cbbnTHR He € CHPHUPHUKAHTHO
noenusHO 0T CYP2C19 unu ABCB1 resoruna Ha nauupeHtuTe. [Togo6HO Ha LANOCTHOTO NpoyyBaHe
PLATO, namMa paznuka MeXAY THKArpeaop v KIonuaorpen rnpy obuio 3HaUUTETHUTE XeMOpariyHu
nHuuaeHTH B PLATO, sbnpexu renoruna CYP2C19 unu ABCBI. Heceppaanoro ¢ HKADB
3HaunTeNnHO KbpBeHe 8 PLATO ce nopuwuiaea ¢ TUKarpenop B CpaBHEHHE C KIIONHWAOIPeS TPH
nauueHTH ¢ eauH Wi noseue CYP2CI19 anenu cbe 3aryba Ha GyHKUMA, HO € CXOAHO Ha Kaonyaorpen
MpH NaLMEHTH C alen, KOHTO HAMa 3aryfa Ha QyHKLum.

Kombunupan noxazamen 3a eghuxacnocm u 6ezonacrHocm

KombuHupannaT nokasaren 3a epukacrocT u 6e3onacHoct (CC ecmbpT, MU, MHCYAT Hnu obuo
IHAYMTENIHO KbpBeHE N0 gepuHruusTa Ha PLATO) nokaszpa, 4e non3aTta oT NPUIIOKEHHETO Ha
THKArpesop no OTHOLIEHHE Ha e(PUKACHOCT B CPaBHEHHE C KNONMUAOrpell He ce KOMIEHCHPa OT
caydauTe Ha 3HauYHTeNHO KbpBeHne (APP 1,4%, OPP 8%, KP 0,92; p=0,0257), 12 meceua cneg OKC.

Knunuuna 6ezonacnocm
XonTepoBo NOANpoyYpaHe:
3a na ce OLIeHH Y€CTOTaTa Ha BEHTPHUKYNApHUTE May3u W APYrH eNH304M4 HA APUTMHA N0 BpeMe Ha
npoyuBaHero PLATO, ¢ ocbuiecTBeHO XoaTep-MOoHUTOpHpaHe Ha noarpyna ot 6nu3o 3 000 naumenTy,
npubnusurenHo 2 000 oT KOWTOC UMAT 3anucH, KakTo B ocTpata ¢a3a Ha OKC, Taka u Mecel NO-KbCHO.
[TepBHuHaTa NMpOCAEAABAHA TPOMEHIKBA € YECTOTATa HA BEHTPHKYNAPHH Nay3H € NPOABDKUTENHOCT
>3 cekyHaH. BeHTpukynapHy nay3u pa3BuBaT NMoBeYE NALUUEHTH Ha JieyeHHe ¢ Tuxarpenop (6,0%),
OTKOJIKOTO TaKMBa Ha fevenue ¢ knonuaorpen (3,5%) B ocrpara daza u ¢boTBETHO 2,2%
| Mecell (B, TouKa 4.4). YBenyHUeHHETO Ha BEHTPUKYIAPHHTE May3H B ocTpara ¢asa
M3pa3eHO MpH MalMeHTUTE Ha THKarpenop ¢ aHamuesa 3a XCH (9,2% ¢ aHamHesa 3
npu naumeHTH 6e3 aHamHesa 3a XCH; 3a naumeHTHTe Ha Knonuaorpen, 4,0% npu
3,6% npu Te3u 6e3 anamHesa 3a XCH). Tazun paznuka He ce nposBABa 38 €AUH MEC
2,1% 3a nalueHTUTe Ha THKAarpenop, CbOTBETHO, Che ¥ Oe3 aHaMHe3a 3a XCH; u 3
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kionuaorpen. Ta3u pasnuka He e CBbp3aHa ¢ HEXKEJIAHW KIIMHUYHH NMOCIC/IMUHN (BKJIFOYMTEITHO H
MOCTaBsIHE HA MEUCMEHKbP) BbB BbLIIPOCHATA IOIYJ1allUs NMaLUCHTH.

[Ipoyusane PEGASUS (anamvuesa 3a muokapoen undapkm)

PEGASUS TIMI-54 e npoyusane ¢ 21 162 nauueHTH, ¢ JIM3aiH 3aBUCEUL OT HACTBLITBALIMTE CHONTHS,
PaH0MHU3HPAHO, ABOHHO-CAMO, M1auedo-KOHTPOJIUPAHO, MEKAYHAPOAHO MHOIOLICHTPOBO
MPOYyUBaHE C Napajje/H| IPyIld 3a OLIeHKa Ha [TPEBEHIMATA Ha aTepOTPOMOOTHYHK CHOUTHS ¢
TUKarpesop, rnpuiarad B 2 1034 (90 mg asa nbTH AHeBHO wiauv 60 mg ABaA MbTHU JIHEBHO) B
komOunaums ¢ Hucka o3a ACK (75-150 mg), B cpaBHenue ¢ tepanus camo ¢ ACK npu nauuenTy ¢
aHaMmHe3sa 3a MU u 1onbaHuTeIHM pUCKOBH (hakTOpH 3a aTepoTpoM0O03a.

[TaumeHTH, NOAXO0AM1IM 3a BKJIIOYBAHE B MPOYUYBAHETO ca OMIIM TaKMBa HAa Bb3PAacT Ha WJIK Ha/l

50 roavHM, HanMuMe Ha aHamHesa 3a MU (1 10 3 rojivHu npean paHJIOMU3UPAHETO) U HAJTMUME Ha
[NOHE €MH OT CJICJIHUTE PUCKOBHU aKTOpH 3a atepoTpombo3a: Bb3pacT =65 rojiMHu, 3axapeH auader,
Haslaraul MeJIMKaMeHTO3HO JieueHue, BTopu npeawectsaul MU, nannu 3a muorocsaosa UbC ninm
XpoHuyHa ObOpeuHa AUCPYHKLUMUA U3BLH KPaUHUs CTaJnH.

[TaupeHTHTE HE ca OMIM NOAXOASALLM 32 BKJIIOUYBAHE B MPOYYBAHETO, AKO Ca HMAJIM IJIaHKMpaHa
ynorpeba Ha P2Y ), peuentopeH aHTaroHUCT, JAMITHPHIAAMOJ, LIMJIOCTA3H/1 HIIH AHTHKOArYJIaHTHA
Teparnus 3a rnepyojla Ha NPOyuBaHeTO; HapyUIEHHE, CBbP3aHO C KbPBEHE MJIM AHAMHE3a 3d HCXEMHYEH
MHCYJIT WK BBTPEUYEPEIHO KbPBEHE, TYMOP HA LIEHTPAIHATA HEPBHA CHCTEMA WK BhTpeUyeperHa
ChJ/lI0BA aHOMAJIMA, MaLMEHTH ChC CTOMALLIHO-YPEBHO KbPBEHE Mpe3 npe/iiuecTsaimre 6 meceua uiiu
roJisiMa onepauus npes npejawecrsawimre 30 aHHM.

Knunuuna ecpukacnocm

Ourypa 2 AHaJIN3 HA IbPBHUYHATA KJAMHHYHA cbeTaBHa Kpaina Touka or CC embpr, MU u
uucyatr (PEGASUS)

e —— e —— . P = —————, e R AL, . e — e AR s e TTEEe 2 = - == = R = o —

T'nkarpenop 60 mg ---- [ Lnauedo ¢

10 4 | Bpoii 7045 7067 o=t
[ laumMeHTH Che 487 (6.9%) 578 (8,2%) o
# | cubuTHe 0

e KM% na 36-TH 7.8% 9.0% N e
X 84 B

& Mecell -

g 7 CboTHOweHue Ha pucka 0.84 (0.74. 0.935) Lt

= (95% CI) 0.0043 =

- P-CTOHHOCT o

~

2

-

s
= 4

0 .
0 120 240 360 480 GO 120 840 L) 1080 1200 1320
bpoii naunenTn B pucK JdAun cjen panjiomusanus
Ti60 mg roes  goas 6as? 8784 6711 6357 5004 4026 3608 2058 710
[Thauebo 7067 6950 6842 ETH B658 8315 5876 489 346 2028 714

19




Tabauua § Anann3 Ha NHPBHYHATA H BTOPHUHHTE KpaHHu ToukH 3a epuxacunoct (PEGASUS)

Tuxarpenop 60 mg nsa NbTH THEBHO Camo ACK
+ACK N=7 045 N=7 067
-CTORHOCT)
HaunenTs o HR { Hanmenrn o
XapaKTepH(:Tcha ChC KM Yo (95.[%] CI) Che CLOUTHSA KM %
cbOUTHA
[IbpBHYHa KpaiHa TOYKA

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

cmbpT/MHU/HHCYNT

CC cmBpT 174 2,5%) | 2,9% 0,83 210 (3,0%) | 3,4% !- 0,0676
(0,68, 1,01)
MH 0,84 |
285 (4,0%) | 4,5% ’ 338 (4,8% 3,2% 0,0314
8 &5) j 0,72, 0,98 (h5%) “
HUucynt . 0.75
, 1,5% ’ 122 (1,7% 1,9% ,0337
L91(13/1:-) 5% (0,57, 0,98) (1,7%) 9ru ﬂ_(}?i?;“.
BropuuHa kpaliHa TOUKA
- 0,83
CC 174 (2,5%) | 2,9% s 210 (3,0% 3,4% -
CMBPT (2,5%) 0 (0,68, 1.01) ( 0) 0
0,89
CMBpT 10 BCAKAKBE | 589 4,1%) | 4,7% 326 (4,6%) | 5,2% -
NpHYHHA (0,76, 1,04) |

KoeHuueHTHT Ha prHcKa U p-CTOKHOCTHTE ¢a M3YMCTIEHH OTAENHO 34 THKarpenop cnpamo Tepanus camo ¢ ACK
OT MOZEN HA NPOMOLMOHANIHKTE puckose Ha CoX, KaTO rpynara Ha jledeHue e eIMHCTBEHATa eKCIIaHaTOpHa

MpOMEHTHBA.

KM npoueHT, H34KuCIeH Ha 36-18 MeceLl.

Benexka: 6posit Ha mppBuTe CHOUTHA 32 KOMNoHeHTHUTE CC cMBpt, MU K HHCYNT € aeficTBHTENHUAT Opoit Ha
MbPBU ChbOKTHA 33 BCEKH KOMIIOHERT M He ce 100aBa kbM Opos Ha CbOUTHATA B CHCTABHATA KpaiHa TOUKA

(s) [loxka3zBa craTUCTHYECKA 3HAYUMOCT.
Cl = Joseputenen untepsan, CC = Covpaeyno-cbaos; HR = KoeduuueHT Ha pucka; KM = Kaplan-Meier; MU
= MuokapaeH uHpapkT; N = bpolt maumeHTH.

Heere cxeMH Ha neuyeHue ¢ Tukarpenop 60 mg aea nbTH AHEBHO U ¢ 90 mg aABa MbTH AHEBHO B
xomOuHauua ¢ ACK npepb3xoxaar camoctTonaTenHoTo nevenue ¢ ACK no orHolueHue Ha
MPEeBEHLMATA HA aTepOTpOMOOTHUYHUTE CHOUTHUA (CheTaBHa KpaiiHa Touka: CC cMbpT, MU M HHCyaT),
C NIOCTOsIHEH eheKT OT JICHEHHETO Npe3 Leus NepUoa Ha npoyuBaHeTo, Boaell a0 16% OPP u 1,27%
APP 3a Tukarpenop 60 mg u 15% OPP u 1,19% APP 3a Tukarpenop 90 mg.

Bunpexu 4ve npodunnte Ha epukacHOCT Ha 90 mg v 60 mg ca nonobHU, KMa AAHHM, Y€ NO-HHCKATA
n03a e ¢ no-no00bp npodun Ha NOHOCHMOCT M 6e30MacHOCT MO OTHOLIEHHE HA PUCKA OT KbpBEHE H
aucnres. CnepoparenHo, camo THkarpenop 60 mg asa nbTH AHEBHO, NPUIIOKEH €AHOBPEMEHHO C
ACK, ce npenopbuea 3a npeeHUyn Ha atreporpomOoTHiHM ¢bOuTHA (CC cMbpT, MU ¥ HHCYNT) npH
NalMeHTH ¢ aHaMHe3a 3a MU 1 BHCOK pHCK OT pa3BuMTHE Ha atepoTpoMOOTHUHO CLOHTHeE.

B cpasHenue che camocToaTeTHOTO Nevenue ¢ ACK, Tukarpenop 60 mg ABa nbTH AHEBHO 3HAYNMO
NOHKWXKaBa MbpPBUUHATA ChCTaBHA KpaiiHa Touka ot CC cMbpT, MH U HHCcyaT. Beekm ot

KOMITIOHEHTHTE JIONPHHACA 38 [IOHKM)KABAHETO Ha IMbpBHUYHAaTa ChbeTABHA KparHa Toyka (CC emupT 17%
OPP, MU 16% OPP u uucynr 25% OPP).

OPP 3a cheTaBHaTa KpaiiHa Touka oT 1 4o 360 gum (17% OPP) 1 ot 361 nuu Har
nonobHo. AMa orpaHuyeHW JaHHY 3a ePUKACHOCTTA H He30nacHOCTTa Ha YAB/IKE
TUKarpeaop Hazg 3 roauHH.
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JIunceaTt pokaszaresicTsa 3a rnossa (He ce Habnogapa peayKUMsa Ha YecToTaTa Ha MbPBHYHATA
npocneassana kpaiHa rouka ot CC embpT, MH 1 MHCYAT, HO UMA NMOBUILABAHE H& YECTOTATA Ha
3HAYUTENHO KbpBeHE), KoraTo THkarpesop 60 mg nsa nbTi AHEBHO € NPWIOKEH NPH KITHHHUYHO
cTaGIIHK NAaLWEHTH ¢ JABHOCT Ha MHAapKTa >2 roAMHN WK NoBeYe OT €4Ha MOfHAa CNeA CIIUpaHe Ha
npeaxonHoTo JeveHue ¢ AID-peuenroped HHXUOHUTOP (BXK. CBLIO TOUKa 4.2).

Knunuuna bezonacnocm

YecToraTa Ha npeyCcTAHOBABAHE HA TepanuaTa ¢ TUkarpenop 60 mg nopaau KepBeHe H JHCIHEsA € No-
BHCOKA NMPH NauueHTH >75 roannu (42%), B cpaBHEHHE ¢ NO-MAaau nauMeHTH (uHTepsan: 23-31%), c
pazfinka cnpamo niaanedo rpynara ro-rojaMa ot 10% (42% cnpamo 29%) npu nauueHTH >75 roaKHHU.

[legyaTpyyHa nomnyJaums
B panaoMu3upaHo, ABOMHO-cano npoyusane (asa [l ¢ napanenuu rpynu (HESTIA 3),

193 nepnaTpuUuHKu NaLMeHTH (Ha BB3pacT OT 2 10 noA 18 roAuHU) CbC ChPIOBUAHOKIETbYHA DOJecT
ca paHAOMM3MpaHM Aa MofyvaT WiK nnauedo, WK THKarpesaop B #o3u ot 15 mg a0 45 mg nBa mbTH
OHEBHO B 3aBUCHUMOCT OT TEJIECHOTO Terj0. TUKarpenop Boau A0 MeaHaHa Ha TpoMOOoLMTHaTa
uHxubuumns 35% npeam npuem Ha jgo3ata ¥ 56% 2 yaca ciesl npy¥eM Ha A03aTa NPY CTALMOHAPHO
CbHCTOAHHE.

B cpaBHeHMe ¢ nnanebo HAMA 10132 OT JIEHEHHETO C THKArpeaop Mo OTHOWIEHHE HA YECTOTATa Ha
Ba300KIY3UBHUTE KPH3H,

EsporniefickaTa areHuus no fiekapcraarta ocBoO0X/AaBa OT 3abJLKEHHETO 3a NpeocTaBsiHe Ha
pe3yJITaTUTE OT NPOYUBAHUATA C pehepeHTHUS NeKAPCTBEH MPOAYKT, ChIbpPXKaLl THKArpenop BbB
BCHYMKH NOArPYNHM HA NEAMATPHUHATA MOMyJauMa 3a ocTpu KopoHapHH cHHApoMH (OKC) 1 aHaMHesa
3a MHoKapaeH HHpapkT (MH) (Bx. Touka 4.2 3a HHPOpPMALUKUA OTHOCHO ynoTpeba B neauaTpuaTa).

5.2 PapMAKOKHHETHYMHH CBOHCTBA

Tukarpenop uMa nHHelHHa PapMaKOKMHETHKA, d €KCNIO3ULHHTE KbM THKArpenop ¥ aKTHBHHS MY
meTabonur (AR-C124910XX) ca npubnusurenHo nponopuimoHanuy Ha nosata 10 1 260 mg.

AbcopOuus

Abcopbuusara Ha THKarpenop e 6Lp3a, ¢ MERHAHA HA tmax Npubnn3uTenHo 1,5 vaca. [Iperpbiiatero Ha
TUKarpenop B OCHOBHHA uupkyaupail Mmetabonut AR-C124910XX (cvuio akTusen) € 6bp30, ©
MEHAHA tmax NPUOAKU3UTENHO 2,5 yaca. Cnel nepopaHo NPUIcKEHHE Ha €AMHHYHA 1033 THKarpenop
90 mg Ha rnagHo npu 3apasy NHLA, Crax € 529 ng/ml u AUC e 3 451 ng*h/ml. CroTHOWIEHUATA
MeTaboanT/0cHOBHO BenlecTBO ¢a 0,28 3a Crax 1 0,42 3a AUC. DapMmakokuHeTHKATa HA THKArpeop 1
AR-C124910XX npu nauuentu ¢ anamuesa 3a MU obuknoBeHo e nogobHa Ha Tazu B nonynayMaTa ¢
OKC. Bb3 0cHOBa Ha eiMH NOMyNalHOHEH (hapMaKOKHHETHYEH aHau3 Ha npoyusaHeTo PEGASUS
MeanaHaTa Ha Cmax € 391 ng/ml u AUC e 3 801 ng*h/ml 8 craunoHapHO creTosHMe 3a THKArpenop

60 mg. 3a Tuxarpenop 90 mg Cmax € 627 ng/ml u1 AUC e 6 255 ng*h/ml B ctaumonapHo cheTogHME.

Cpeanara abcontoTHa OHOHANHYHOCT Ha THKarpesnop € W3unciaeHa Ha 36%. [IpuembT Ha Gorata Ha
Ma3HHWHHU XpaHa BoAu z10 nosuiuasane ¢ 21% Ha AUC Ha Tukarpenop u no noHmwkasane ¢ 22% Ha Crax

Ha aKTUBHHA MY MeTabOJIHT, HO HE MOBJIHABA 1O HUKAaKDbB HauMH Chpax Ha THKarpenop wian AUC Ha
aKTHBHMA My MeTabonuTt. CmsTa ce, ye Te3n MaKH MPOMEHH Ca C MUHMMANHO KIWHUMHO 3HAYUEHUE;

nopaaM TOBA TMKArpesop MOXe fa ce npuemMa cbC MK 6e3 xpaHa. TUkarpenop ¥ akKTHBHHAT MY
meTabonuT ca cybcTpaTd Ha P-gp.

Tyvkarpenop BbB BHI Ha CTPUTH TAONETKH, CMECEHH C BOAA, MPUNArad NEPoPaHC UITH Ype3
HA30racTpaiHa COHJla B CTOMAaxa, MMa cpaBHHMa OMOHATHYHOCT ¢ uenMTe Tabnerku mo
AUC u Crax Ha THKArpenop ¥ akTMBHUA MeTtabonut. HavanHa excnosuums (0,5 u 1 o

NPHIOKEHHE) OT CTPUTHTE TaDJIETKN THKAIPENOP, CMECEHH C BOAA, € N0-BUCOKA B CP
Tabnerky, ¢ KaTo WO HAHTHUYEH Npodua Ha KOHLIeHTpaLus ciiesl ToBa (2 no 48 ua
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Pa3n eHHe
B cTauuoHapHo cheTosHue 00eMbT Ha pasnpeac/icHHe Ha THKarpenop e 87,5 nurpa. Tukarpenop u
AKTUBHHAT MY MeTabOMMUT ce CBBP3BAT C YOBELIKHTE NN1a3MEHH [TPOTEHHH BBB BHCOKA CTEMNEH

(>99,0%).

bu HchopMmauus
CYP3A4 e OCHOBHHMAT €H3HUM, OTrOBOPEH 3a MeTabONIM3HpaHETO Ha TUKarpenop U obpasysaHe Ha
aKTHBHHUA MY MeTa0ONKT, KaTO TeXHHUTE B3anMmoackcTBUA ¢ Apyry cyberpatu Ha CYP3A Bapupar or

aKTHBHpaHe A0 HHXxHOupaue.

OcHosHuaAT MeTabomuT Ha tukarpenop e AR-C124910X X, KOATO CbLIO € AKTHBEH, KOETO C€ OLIeHABA
ipe3 in vitro cebp3BaHH ¢ TpoMOounTHHA P2Y 12 AID-peuenrop. CucreMHaTa €KCHIO3ULIMA Ha
aKTHBHUS MeTabonuT e npubausurento 30-40% or Ta3u Ha THKarpenop.

EnuMUHHpaHe

OCHOBHHSAT NBT 338 EAHMHHHPAHE HA THKATPEJOp € upe3 yepHoapoOHa TpaHcopmaums. [1pu
npujiaraHe Ha pagroakTHBHO MapKHpPaH TUKArpeslop CpeAHOTO Bb3CTAHOBSBAHE HA PalHOAKTHBHOCTTA
e npubnuszutenno 84% (57,8% vbB peueca, 26,5% B ypuHaTa). KonyuecTsoTo Ha THKArpenop u
aKTHBHUA MYy MeTaboJINT, KOUTO Ce OTKPMBAT B YpUHaTa, ca moa 1% ot npurerara n03a. BeposarHo
OCHOBHHAT MbT HA EJIMMUHUPAHE HA AKTUBHHUA MeTa0O0JIUT € upe3 eKCKpelus B xbykaTa, CpeHUAT
ti2 HA TUKArpenop e npuOIMIMTeNHO 7 Yaca, & Ha akTUBHUA MY metabonut — 8,5 uaca.

CreuMainy nomynauuu

Cmapuecka eb3pacm
[To-BucOKH excno3ulimy Ha THKarpenop (npubnusurento 25% u 3a Cpax ¥ 32 AUC) 1 Ha aKTUBHUSA MY

metabonut npu naurentu ¢ OKC B crapuecka sb3pacT (275 rogMHu) B CpaBHEHHE C MO-MNaaH
nauveHTy ca HabnogaBaHy Npy nonylauHoHHUA dhapMaKOKMHETHMEH aHaMu3. Teau pa3nuKu He ce
CMATAT 38 KIHHHUYHO 3HAUUMM {BXK. TOUKa 4.2).

Ileduampuuna nonyarayun

HanvyHu ca orpaHHYeHM AaHHHM NPY AeLia ChE ChPNOBMAHOKISTHYHA BonecT (BxK. Toukn 4.2 1 5.1).

B npoyusanero HESTIA 3 npu nauuentn Ha Bb3apacT oT 2 a0 noa 18 roauHu ¢ Terno 212 no <24 kg,
>24 no <48 kg 1 >48 kg, e npunaraH THKarpenaop Karo neguaTPUUHM AHCNIEPrupatiii ce TabneTku

15 mg B no3u cwoTBETHO 15, 30 1 45 mg ABa nbTH AHeBHO. B3 0CHOBA Ha nonynaudOHeH
¢dapmakokuHeTHHeH aHanH3 cpeaHata AUC sapupa ot 1 095 ng*h/ml ao 1 458 ng*h/ml, a cpegHara
Cmax Bapupa oT 143 ng/ml go 206 ng/ml npu crauimoHapHo cbCTOAHME.

IHon
B cpaBHEHME C MbXKe, npH KeHHU ca HabnoaaBaHH M0-BHCOKH €KCIO3HLMH HAa TUKArPENop H Ha
aKTUBHHUA MY MeTabonuT. Painukure He ce CMATAT 32 KIIMHHYHO 3HAUHMH.

bvbpeuno yspexcoane
B cpapxenue ¢ xopa ¢ HopMmanHa 6u6peuna GyHkuuMA, npr nauneHTH ¢ Texko Hu6pevuHo yBpexnaHe

(kpeaTHHHHOB KIHpBHC <30 ml/min) ekcnoauuMATa HA THKArpenop € no-4UcKa ¢ Npubnu3nTeNHoO
20%, a excrio3uLMATa HA AKTUBHUA MeTabONUT € No-BHUCOKA NPUONH3AUTENHO ¢be 1 7%,

I1pu nauueHTH ¢ TepMUHANIeH cTaauit Ha OBOpeuHo 3abonasane Ha xemoauanu3a AUC y Crax Ha
Tukarpenop 90 mg npunara B neH 6e3 ananu3za ca ¢ 38% u 51% no-BUCOKKU B cpaBHEHHE ¢ XOpa ¢
HopManHa 6b6peuna pynkuus. lNogobHo nosMiLEeHHe B ekCcno3ULMATA ¢ HabMoaaBa, KoraTo
THKAarpesop ce npunara HefloCpeacTBEHO npeay auanusaTa (CroTBeTHO 49% U 61%), KoeTo nokasea,

nofoben npH xopa ¢ HopMaliHa 6bOpeuna pyHkLms (BxK. Touka 4.2).
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Yeproopobro yspexcoane
B cpaBHeHHe CbC 3apasu A0OPOBONLM, NPH MALKMEHTH C 1EKO uepHOAPOOHO yBpexaaHe Cou H AUC

Ha THKarpesiop ca no-sUcoku cboTBeTHO ¢ 12% u 23%, obaue UTA edekTsT Ha THKarpenop €
nogoGeH B Asete rpyru. He e Heo6xoauMo KOpHrupaHe Ha 103aTa NpH NaLMUEHTH C IEKO
uepHOAPOOHO yBpexaane. [Ipy nauneHTy ¢ yMEpEHO WY TeXKO NOBUILIEHHE Ha AWH UK [TOBEYE
yepHOAPOOHH DYHKLIMOHANHY NOKA3aTeTH HA U3XOAHO HUBO, MNIA3MEHUTE KOHUEHTPALUH Ha
THKArpenop ca OGMKHOBEHO NOAOOHH HITH MAAKO NMO-BUCOKH B CPABHEHHME C NMALMEHTHUTE 03 H3XOIHH
HHMBO, NJIA3MEHUTE KOHLUEHTPALMHK Ha THKArpenop ca 0OOMKHOBEHO MOAOOHN HITH MAJTKO MO-BHCOKH B
cpaBHeHMe ¢ nanueHTuTe 6e3 u3xonHO nosulueHUe. He ce npenopbuBa KOPUrMpaHe Ha 103aTa NpH
nauUeHTH C YMEPEHO YepHoapoOHO yBpexaaHe (Bxk. ToukH 4.2 n 4.4).

Emnuvecka npunadnexcrnocm

B cpaBHEHME C NALHEHTHTE OT eBPONeUaHaTa paca, NAaLKHEHTHTE OT a3WAaTCKHY NPOU3IXO0J] UMAT No-
grcoka ¢ 39% cpeaHa 6nonanuyHoCT. B cpaBHeHHe ¢ MAUHEHTUTE OT €BPONEHAHATA paca, MpH
CaMOONPEAC/IALIMTE CE KATO YEPHOKOKH NauyeHTH, OMOHANTUYHOCTTA HA THKArPEIop € NO-HUCKa C

1 8%, B KIIMHUYHO-(PApPMAKONOrHUHH Npoy4BaHKa ekeno3uuHATa (Cmax U AUC) Ha TUKArpenop npu
ANOHLHK € no-BHcoKa ¢ npubnuanrenHo 40% (20% cnen kopexuus cpaMo TENECHOTO TErno),
OTKONKOTO NpH XOpa OT eBponenaHara paca. EKCIO3IMLMATA NPH NALKEHTH, KOMTO C€ CaMOONPeaeNsT
KaTO MCNAHO WK JJATHHO THN, € noAoOHAa Ha Ta3u Npu NALMEHTUTE OT EBPONEeUAHATa paca.

53 Ilpeaxkanapvnn JaHHH 32 Oe3onacHoOCT

[TpeaKNUHKUYMHK JaHHK 38 TUKArpeJsiop ¥ OCHOBHKA My MeTa0O/IUT HE NOKa3BaT HEMPHEMJIHB PHCK 33
pa3sBUTHE Ha HEXKeNaHK peaklHH NpH xopa Ha 0a3ara Ha KOHBEHUMOHANKRHATE (apMaKONOrH4Hy
U3NUTBaHKA 32 6€30NacHOCT, TOKCHYHOCT MPH €IHOKPAaTHO 1 MHOTOKPATHO NPHUIaraHe ¥
MeHOTOKCHYEH MOTEHLKAN.

[Tpy HAKONKO HBOTHHCKH BMAA € HaOA104aBaHO CTOMALUHO-4YPEBHO APA3HEHE MPH KIMHHYHO
3HAYMMH HHBA Ha €KCO3HLMA (BXK. To4Ka 4.8).

[Mpy xeHCKH IUTbXOBE, THKarpeiop BbB BUCOKH A03M JeMOHCTpHpa NOBHILIEHA YECTOTA HA TYMOPM Ha
MaTkaTa (aAeHOKAPLIMHOMM) U IOBMLICHA YECTOTa Ha 8/1eHOM Ha YepHua Apol. MexaHu3MbT 32 NoABa
Ha TYMOpPH Ha MaTKaTa BEPOSTHO € XOpMOHANeH AuchanaHe, KOHTO MOXE a 0BEAE A0 TOABA Ha
TYMOPH NPH IUIEX0BE. MexaHM3MET 3a MoABa Ha 4epHOAPOOHH aieHOMH BEPOATHO € cneurgH4Ha 3a
rpu3avyMTe eH3UMHA HHAYKUUA B YepHusa Apob. [lopaau Tosa ce cuuta, e e MalKO BEpOATHO
KApPUMHOTEHHHUTE HAXOAKY J1a MMAT 3HauYeHHUe 34 XOpaTa.

[Tpu nnvxose, ca HabnwaaBaHW MUHUMAaNHY AHOMATMU Ha Pa3BUTHETO MPH 1033, TOKCHYHA 34
MaikaTa (rpaHuua Ha 6e3onacHoct 5.1). Ilpu 3aiium ce Habmoaapa nexo 3abaBsHe Ha YEPHOAPOOHOTO
Cb3PABAHE H CKEJCTHOTO Pa3BMUTHE Ha PEeTyCUTE NpK MaHKK Ha BUCOKa f03a Oe3 na ce Habnmonasa
TOKCUYHOCT 3a Matikara (rpanuua Ha 6e3onacHocT 4.5).

[Tpoy4yBaHMsa NpY NNBLXOBE U 3aHLM TOKA3BAT PENPOAYKTHBHA TOKCHYHOCT € JIEKO MTOHH)KaBaHe Ha
HaJNapaHe Ha TErIO NpH MaliikaTa ¥ HaMafieHa HEeOHATATHA MHU3HEHOCNOCOOHOCT U Terno npu
pasKIaHeTo, CbC 3abaBiHE Ha pacTexa. Tukarpenop BOJH A0 HEPEAOBEH LUMKEJ (OCHOBHO YAB/DKEH
LIMKBJ) NPH HKEHCKY TUTHbXOBE, HO HE NoBaunsBa o6 U (hepTUANTET NPH MBKKH H )KEHCKH MITbXO0BE.
OapMaKOKHHETHYHH NPOYYBAHHA C paJHOAKTHBHO MapKHpaH THKAI'PENop oKa3Bar, 4¢ OCHOBHOTO
BELIIECTBO H HEroBUTE METabONIUTH Ce eKCKpEeTHPAT B MIIAKOTO NpH IIbLX0BeE (BX. Touka 4.6).

6. PAPMAIIEBTHYHHA JAHHHU

6.1 Cnucbk BAa NOMOMIHHETE BenlecTsa

CobplLenHHa Ha Tabnerkara
Maunuton (E421)

Kanunes xuaporendochar anxuapat (E341)
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HaTpures HULIIECTEH IMUKONAT
Xunpomenosa
Marue3nes creapat (E470b)

(O6suBKa Ha TabneTkaTa
XHrpomenosa

Twranoe auokcun (E171)
Makporon

XeneaeH oxcup, yepeeH (E172)
Kenezen oxcun, yeped (E172)

6.2 HecuBmecTRMOCTH

Henpunoxumo.

6.3 Cpox na roasocr

3 rOAWHH.

6.4 Cpoeunannu ycJIOBHSI HA ChXpaHeHHe

Toau nexapcTBeH NMPOAYKT HE M3UCKBA CELIMaIHK YCIOBUA 34 ChbXPaHEHHE.

6.5 Buauchabpkanne HA ONAKOBKATA

KapToHeHa KyTHs, cbabpxalia npospaden 6nucrep or PVC-PVDC/Al ¢ 14 punmupann tabnerku.
OnaxoBkH oT 56 punMupany TabneTky.

6.6 Cpoeunangu npeana3ny MEPKH HIXBBPJIAHE

Heuznon3paHuAT JIEKAPCTBEH NMPOAYKT HJIH OTIAABYHHTE MAaTCPHRalIK OT HEIO Tpaﬁsa Aa CC H3XBBPIAAT
B CbOTBCTCTBHE C MECTHHUTC H3UCKBAHHA.

7. IIPUTEXATEJI HA PA3SPEIIEHHETO 3A YIIOTPEBA

Egis Pharmaceuticals PLC
1106 Budapest, Keresztart ut 30-38.
YHrapus

8. HOMEP(A) HA PABPENEHUETO 3A YIIOTPEBA

[Tnarerpa 60 mg duamnapanu rabnerku: Per. Ne: 20220130

9. JATA HA ITHPBO PAZPEINIABAHE/TIOJHOBSBAHE HA PA3PEINEHMETO 3A
YIIOTPEBA

Jata Ha ribpBO pa3pewnasane: 27.04.2022 r.
JlaTta Ha nocneaHoO NOAHOBABAHE:

10. JATA HA AKTYAIJINIUPAHE HA TEKCTA
KOnu, 2026 .
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