KPATKA XAPAKTEPUCTHKA HATIPOJIVKTA 297 5 &5 /2 O

pouieria ey | _ 19 -11- 205
. MIME HA JIEKAPCTBEHMUSI ITPOJIYKT AMP - 72\’4 /# _ |
[Inaterpa 60 mg ¢puamupanm Tadnerku

Plategra 60 mg film-coated tablets

2 KAYECTBEH U KOJIMYECTBEH CbCTAB
Beska puimupana tabnerka ebabpika 60 mg Tukarpenop (ticagrelor).

34 M'bJIHKUS CITUCHBK HA NMOMOLILIHUTE BELIIECTBA BUKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Duamupana tabnerka (tabnerka).

Kpbriiv, 1BOHHOU3IMbKHAIK, PO30BU TabJieTKH, ¢ B/UITLOHATO penedHo obo3Havenue .60 oT eaHaTa
CTpaHa, ¢ AMamMeTnLp 8 mm.

4. KJIMHNUYHHA JIAHHHA

4.1 TepaneBTHYHH NOKA3AHHUS

jarerpa, rnpujoyKeH eIHOBpeMEHHO ¢ aueTu/icanuumnosa kucennna (ACK), e nokasax 3a
[peJinasBaHe OT arepoTpoMOOTUYHH MHUMIEHTH MPH Bb3PACTHH MALMEHTH C
- OCTBP KOpoHapeH cuHapoM (OKC) uaum
- aHamHe3a 3a MUOKap/ieH uH(papkt (MH) n BUCOK pUCK OT pa3BUTHE HA ATEPOTPOMOOTHUHO
crOuTHe (BxK. Touku 4.2 u 5.1).

4.2 Jlo3mpoBKa M HAYHH HA NPHJIOKEHHE
Jlo3upoBka

[laumenTure, npuemainu [lnarerpa, TpsadBa cbLLO TaKa jla npMeMaT HUCKA NOUIbpKallla j103a o1
75-150 mg ACK aHEBHO, OCBEH aKO TOBA € U3PHUYHO MPOTHUBONOKA3AHO.

Ocmpu KOPOHAPHU CUHOPOMU

*3a0enexka. Cneanure 1034 o1 90 mg He morart a1a Obj1aT OCUIYpeHH ¢ Ta3u KoHueHTpalms (60 mg).
CaejioBaTeliHo, B TO3M ciiyvai TpsoOBa aa ce uiznonssar [lnarerpa 90 mg dpuamupanm tabnerku.

Jlewenuero ¢ Ilnarerpa tpsadsa na 3anousa ¢ eiHOKpaTHa HatoBapsauia A03a ot 180 mg (11Be TabiieTkm
ot 90 mg*), caex koeto ce npoabizkasa ¢ 103a 90 mg* jsa nbTH aHesHo. [penopbusa ce sieueHMeTo
¢ Ilnarerpa 90 mg* nBa nbTH AHEBHO aa npoab/ku 12 meceua npu naumentu ¢ OKC, ocseH ako Hama
KJHHUYHH NOKa3aHUs 3a NMPeKbCBaHe Ha npueMa (Bxk. Touka S.1).

Moke j1a ce oOmucau npeycranosaBatHe Ha ACK cnen 3 meceua npu naumentu ¢ OKC,
MPEeTbPIISIK NEPKyTaHHa kopoHapHa uHrepseHuus (11KHM) u umart nosuuieH puck ot
Cllyyad NMPUEMBT Ha THKArpesop KaTo eJMHHYHA aHTHarperaHTHa repanus TpsoBa ;
mecena (Bx. Touka 4.4).




Axamnesa 3a MUOKapoeH unpapxkm

[InaTerpa 60 mg aBa nMbTU JHEBHO € NPENOPBUYMATEHA 1034, KOTaTo € HEOOX0AUMO YIBIDKEHO
JieHeHHE HA NAaUMEHTH C aHamHe3a 3a MH oT noHe eqHa roaMHa U BUCOK PUCK OT aTepOTPOMOOTHUHO
crOHuTHE (BK. TOouKa 5.1). JleyeHueTo Moxe fa Obae 3anovHaTo O€3 NpeKbCBaHe, KaTo NPOoAb/KaBalia
TEPANHA Clie]] HAYATHOTO JIeHeHHe OT enHa roauna ¢ [lnaterpa 90 mg wnu Tepanus ¢ Apyr aA€HO3MH
audocdat (ALD) peuentopeH nuxudurop npu nauneHT ¢ OKC M BUCOK pUCK OT
aTepoTpoMOOTHUHO chOUTHE. JleueHneTo MOKe Aa Obe 3aN0YHATO ChLIO M 10 2 roauHM oT MU uinu
10 €[1Ha NOAMHAa cliel CnyWpaHe Ha npeawiecTsallo jeueHue ¢ AllM-peuentopen uuxudutop. Mma
OrpaHHH4eHr JAHHU 3a ePUKACHOCTTA WM O€30MACHOCTTa Ha YABHKEHO NNIEUEHHUE ¢ TUKarpesop Haj

3 roaMHM.

AKO e HeoOxoaMMa CMAHA Ha TeparuaTa, Nbpeara go3a Ilnarerpa Tpabea ga 6bae npunoxeHa 24 yaca
C/led mocaeaHaTa 4034 Ha ApyroTo aHTUTPOMOOTUUHO NEKapCTRBO.

IIponycrama 003a

Coo Taka TpadBa na ce u3dAarea nponyckaHero Ha TabaeTka. [laumeHT, KOWTO € nponycHan na
npueme go3ara cu [ lnarerpa, Tpabea na npueme camo enHa tabnerka (crieasaluara ¢y A03a) B vaca, B
KOWTO 00HM4a#iHO s Npyema.

Crneyuanrnu nonyiayuy
Cmapuecka gv3pacm
[Ipy naureHTn 8 cTapuecka 8b3PacT HE Ce Hallara KOPeKLMA Ha 103aTa (BxK. Touka 5.2).

bvbpeuno yapescoane
[TIpn nauueHTH ¢ 6BLOpeUHO yBpeKAaHE HE € HeoBXxoarMMa KopeKuua Ha Ao3aTa (BX. Touka 5.2).

Yeproopobro yepeacoarne

THKarpenop He e npoyyBaH NpU MaUUEHTH C TEKKO 4epHOAPOOHO yBpeXaaHe U MopadH TOBA,
ynotpebaTta My OT T€3M NaLUKEHTH € NPOTHBOIOKa3aHa (BX. To4Ka 4.3). imMa camo orpaHuueHa
MHPOPMALIKA NPH MALKEHTH C YMEPEHO vepHOAPOGHO yBpexcaaHe, KopurupaHe Ha n103aTa He ce
nperopsHBa, HO THKarpenop Tpsdsa aa ce U3non3sa ¢ NOBHLWEHO BHHMAaHKE (BXK. TOUKHU 4.4 U 5.2).
[Ipy nauneHTH ¢ neko YepHOAPOOHO yBpexaaHe HE € He0OXO04MMa KOPEKLIUA Ha 103aTa (BX.
TOuKa 5.2).

leouampuuna nonyrayus

beszonacHocTra M epUKACHOCTTA HA TUKArpeaop NpH Aela Ha Bb3pacT nod 18 roauHu He e
yCTaHOBEHAa. Hama peneBaHTHO (IpUIOKEHHWE HA TUKATPEIop NPH Aela CbC ChPNOBUAHO-KIETbYHA
bonect (BK. TOuKH 5.1 1 5.2).

HauuH Ha NPUIOXKEHUE

34 NepopaiHO MPHUITOKEHMUE,

Flnarerpa moxce ga ce npyema cue UK He3 xpaHna.

[Ipy naureHTUTE, KOUTO HE MOraT aa npernbiuar usna(uenu) tadbnerka(m), tabnerkure Morar aa
ObAaT CTPUTH HA (PUH Npax, Aa ce€ CMECAT C NOJOBMH uallla BOJA W Na Ce U3NHUAT BeaHara, Hawara
TpADBA Ja ce M3IUIaKHE C OlUe MONOBHH 4alla BOJA U ChAbPKUMOTO Aa ce nanue. Cmecta Moxe 1a ce
Mpuiara cbhuUo K vpes HazoractpanHa coHaa (CH8 unu no-ronama). BaxxHo e HazoracTpanHarta coHja
Aa ce fpPOMHe ¢ BOJa Clel NPHUIIOKEHHETO HA CMECTA.

4.3 IIporuBonokazaHus

¢ CBpbXUYBCTBHTENHOCT KbM AKTHBHOTO BELUECTBO MJIK KbM HSAKOE OT NOMOLIHUTE BELIECTBA,
u30poeHHu B Touka 6.1 (Bx. TOuKa 4.8).

. AKTHBHO NMATONOTHUYHO KbPBEHE.

. AHaMHe3a 3a HHTpaKpaHHaiHa Xemoparus (Bx. Touka 4.8).

. Texxko yepHOApPOOHO yBpexkaaHe {Bx. Touku 4.2, 4.4 u 5.2).




. CBBMECTHO NPHIICKEHHE HAa THKArpenop ¢ MowHu HHXHOHTOpH Ha CYP3 A4 (Hanp.

KE€TOKOHA30/Jl, KNapuTPOMHUMH, Heda3oa0H, PUTOHABUD K aTazaHaBHUp), Tbi KaTO MOXe /1a
AOBERE A0 3HAYUTEHO NOBHLUIEHHE Ha EKCNIO3ULIMATA Ha THKArpeaop (BK. TouKka 4.5).

4.4 CneuHajHH npegynpexieHua 1 nNpeanaHu MepxHu npsu ynorpeda

PUCK OT KbpBEHE
[IpnaoXKeHHETO HA TMKArpenop npu MauyMeHTH © U3BECTEH NOBULLEH PUCK OT KbpBeHE TpabBa aa ce

NpeueHy CrpAMO 10/3aTa MO OTHOLLEHHUE HA NPEANAa3BaHETO OT aTEPOTPOMOOTHUYHH HHUMACHTH (BX.

ToukM 4.8 1 5.1). AKO e KIMHHYHO NOKa3aH, THKarpenop TpsOBa 1a ce npunara ¢ MOBHLLEHO

BHHMAHUE MPU CACIHHTE IPYNH NALUNEHTH!

. [TaumeHdTHTE CHC CKIOHHOCT KbM KbpPBEHE (Harp. NOPaAn CKOPOLIHA TpaBMa, orepanms,
HapyLleHHS B KPbBOCHCHPBAHETO, aKTUBEH U/TH CKOPOLIEH CTOMALIHO-YPEBEH KPBHBOU3JIMB) NN
Te€3¥ KOUTO €A C MOBHLLEH PUCK OT TpaeMa. [IpriioeHUEeTO Ha TUKArpesop € MPOTHBONOKA3aHO
MPHU NALUUEHTH C 8KTUBHO MaTOJAOTMYHO KbPBEHE, MPH TAKABA C AHAMHE3A 33 MHTpaKpaHuaiHa
XeMOparus U Npy nauMeHTH ¢ TEXKO 4epHOApoDHO yBpekaane (Bxk. Touka 4.3).

¢ [TauneHTH, NpHeMaluy eAHOBPEMEHHO JIEKAPCTBEHU MPOAYKTH, KOWTO MOTaT Jia NOBMUILAT PUCKA
OT KbpBEHE (Hanp. HECTePOHAHH NpoTUBOBL3NanuTensu cpeacrsa (HCHBC), nepopannu
AHTHKOAryNaHTH W WKW PUOPHHOIHTULM) B paMKUTE Ha 24 yaca OT [puemMa Ha THKarpenop.

B nge paHaoMuznupaHu KoHTposiMpaHu rpoyusanus (TICO u TWILIGHT) npu nauventu ¢ OKC,
KouTo ca npemuHanu [IKH npoueaypa ¢ MeaukaMeHT-U31bUYBALL CTEHT CE BHXKAA, Y€ MPEKbCBAHETO
‘Ha ACK cnea 3 Meceua aBoitHa anTHarperavTHa Tepanus ¢ Tikarpenop u ACK (DAPT) m
NPOABLPKABAHE C TUKArPENOp KaTo eAXHKUUHA aHTHarperanTHa Tepanug (SAPT) 3a 9 u 12 meceua,
PECMEKTHBHO BOAM 10 HAMAABAHE HA pPUCKa OT KbpBeHe 0e3 HabtonaBaHO OBMILABAHE HA PUCKA OT
CEPHO3HH HEXKENAHM ChpAeUYHO-CBAOBH cBOUTHA (MACE) B CpaBHeHue ¢ npoabmkaBarneTo Ha DAPT,
PeurenueTo 3a npeycranossieade Ha ACK cnen 3 Meceua v npoabKeHue ¢ THKArpenop Karo
eIMHHUUYHA aHTHarperaHTHa Tepanus 3a 9 Meceua NpM NAauMEHTH € NMOBULIEH PHCK OT KbpBeHe TpsibBa
lla ce OCHOBABA HA KJIMHHMYHA [IPELEHKA, KATO €€ MMa NPeABU PUCKDBT OT KbPBEHE CIIPAMO PHCKA OT
TpoMOOTHYHU CBOUTHA (BXK. TOuKa 4.2).

Tpancdysuara Ha TpoMOOUMTHA Maca He o0pbLia aHTHTPOMOOTHHHMA edeKT Ha TUKArpeaop npH
3ApaBy 1OOpOBOLKM M € MAIKO BEpPOSTHO a MMa KIYHMYHA NON3a NPY NMALUEHTH C KbpBeHe. [ToHexe
eJHOBPEMEHHOTO TIPHUIOKEHUE Ha TUKATPEJIOP C AE3IMONPECHH He CKbCABA BPEMETO Ha KbPBEHE,
BEPOATHO NE3MONIpecUH HaMa na Obae edukaceH 3a oBfiaZissBaHe HAa KPHBOM3AUB {(BX. Touka 4.5).

AHTUPHUOPHHONHTHUHO NeyeHHe (AMHHOKANPOHOBA HIIM TPAHEKCAMOBA KHUCEIMHA) WKWK TepanusTa ¢
pekomOuHanreH daxkrop Vlla morar aa yckopst KpbBochCHpBaHETO. [IpMeMbT Ha THKArpenop Moxe
la ce Bb300OHOBHM clel KaTo MPUYMHATA 332 KbPBEHETO € OTKPUTA M TO € OBNaIAHO.

Onepauuu

[TaupmeHTrTe TpAOBa da 6bAAT NOCHLBETBAHU A2 UH(OPMUPAT NEKAPHUTE H CTOMATOMO3KTE CH, Ye
MPHEMAT THKarpesop, npeay aa uMm Obae Ha3HauYeHa HAKAKBA XUPYPruyHa MHTEPBEHLIMA Y NIPEAU Aa
3aMOYHAT 12 NPHUEMAT HOB JIEKAPCTBEH NMPOAYKT.

I[Ipn naunenTnte oT npoyusaneto PLATO ¢ nanpasen 6arnac na kopoHapHa aprepys (HBKA), npu
TUKarpesiop ce rabnoaasa noBeye KbpPBEHE OTKOJKOTO NPH KIONKAOrpen, Korato e cnpsy | aeH
[peAau orepauus, HO CX04Ha YecTOTa Ha 3HAUYUTENTHO KbPBEHE, B CPABHEHHE C KJIONKAOrpe, ciel
CrvpaHe Ha fieUeHHETO 2 WK noBeue AHH npeaur onepauus (Bx. Touka 4.8). AKO naLHeHTLT NOANEXH
Ha NNAHOBa OflepalMa ¥ aHTHarperaHTHHS €PEKT € HewelaH, THKarpeaop Tpabea aa ce cnpe 5 anu
Mpen XHPYypruyHaTa HHTEpREHUMSA (BX. Touka 5.1).

[launeHTH ¢ npepLiecTBalll HCXEMHUYCH UHCYT
[TaumenTn ¢ OKC ¢ npeawecrsall ucXeMrUueH WHCYNT Morat Aa 6b4aT 1E€KyBaHH ¢ THKAL
Npoab/KEHHE Han-manko a0 12 meceua (npoyusaHe PLATO).




B PEGASUS nauueHTH ¢ aHamHesa 3a MU ¢ npeauiecTsall MCXEMHUHEH HHCYAT HE €a BKNKOYBAHM,
[Topaau ToBa, NpH JIKNCA HA AAHHH, NEYEHHE NTOBEYE OT €1Ha FOAHHA HE CE NPENnopbLYBa NPy TE3H

MALHUCHTH.

HepHoapoOHO yBpexaaHe
Ynorpebata Ha TUKArpenop € NPOTUBONOKAa3aHa MPH NAaLMEHTH € TEKKO HepHOAPOOHO yBpexaaHe

(Bxk. TOYKHK 4.2 1 4.3). FiMa orpaHuyeH ONUT ¢ TUKATPENOP NPY NALUMEHTH € YMEPEHO YEPHOAPOOHO
yBpexjaHe, opaay ToBa Npy TE3M NalUeHTH Ce NPEnopbuBa MOBULLIEHO BHUMaHUE (BXK. TOUKH 4.2
u5.2).

PuckoBy 3a pa3surre Ha Bpajunkapiaus NauMeHTH

Xontep EKI" MOHUTOpHpaHe NoKa3ga NOBUILEHA HECTOTA MPEAUMHO Ha aCUMITTOMHH BEHTPUKYIAPHHU
May3u o BpeMe Ha JIeUeHHE C TUKarpeaop B CpaBHEHUE ¢ Kionuaorpen. [aymuenTure ¢ NOBMLLEH PHUCK
OT pa3BHTHE Ha OpaauKapaus (Hanp. NaLUeHTH cbC CUHAPOM Ha DONHUA CHHYCOB Bb3ea 0e3
nefcMeitkbp, AV-0nok 2°* uin 3™ creneH, UM TaKMBa CbC CBBP3aHK ¢ Opagukapans CUHKOIH) ca
H3KITKOYEHU OT OCHOBHUTE NPOYYBaHM 3a OlleHKa Ha 6e30nacHOCTTa v ePUKACHOCTTa Ha THKAarpenaop.
CnenoBaTenHo, NOpail OrpaHHYeHHKS KIHHUYEH ONKT, THKarpeJiop Tpsadea aa ce M3noniea c
MOBHLUEHO BHIMAHHWE NPH TE3M NALHWEHTH (BXK. TOYKA 5.1).

OceeH TOBa, THKarpeaop Tpsbsa na ce npuniara c NOBMLIEHO BHUMAaHWE €AHOBPEMEHHO C JIEKAPCTBEHH
[NPOAYKTH, 33 KOUTO € U3BECTHO, Y€ HHAYUUpaT bpaankapans. B npoy4ueanero PLATO, obaue, He ce
Habn10AaRAT 10KA3ATE/ICTRA 34 KIMHWYHO 3HAYMMU HEXENaHU peaKliuM CJie]l €tHOBPEMEHHO
[IPHNOHKEHHE C €AHH HITH NOBEUE NEKAPCTBEHW NPOAYKTH, 38 KOHTO € U3BECTHO, Y€ HHAYLMpAT
Opanvkapaus (Hanp. 96% Oera-6nokepH, 33% Gnokepn Ha KAALMEBUTE KAHANK AUNTHAZEM U
pepanamui, U 4% anrokcun) (8. Touxa 4.3),

[To Bpeme Ha xonTepoBoTo noanpoyusaHe B PLATO, noepeye nauUMENTH Ca KMAIU BEHTPUKYIapHH
rnay3u >3 CEKyHZIM C THKarpeaop, OTKOJKOTO C KNONUAOrpe, o BPpeMe Ha 0CTpaTa (paza Ha TEXHUS
OKC. YaennueHHETO Ha YCTAHOBEHUTE C XOITEP BEHTPUKYNAPHHU fay3a ¢ THKarpeaop e 6uno no-
BHCOKO fIpH NAMEHTH C XPOHHYHA ChpacuHa HeaocTaTbuHOCT (XCH), oTkoNKoTO B Ugn0CTHATA
“3CIeaABaHa nomynauus no speme Ha ocrpara (paza Ha OKC, HO He M Ha MBPBUA MECELL HA JIEYEHHETO ¢
TUKArpesaop ik B CpaBHeHWe ¢ Knonuaorpen. B tasu nonynauMds RALKEHTH HE € UMANO HUKAaKBH
CTPAHHYHHU KJIMBAYHH NOCNEACTBHA, CBbP3aHH C TO3U AKCOaNaHC (BKIOUYUTENHO CUHKOIT UITH
nocTaBsiHe Ha NENCMENKBpP) (BX. TouKa 35.1).

bpaavapyutMuu 1 CbCTOAHUA HA aTPUOBEHTPUKYNapeH (AV) 6nok ca Bunu chobiapaHm B
MOCTMAPKETHUHIOBUSA NMEPUO] NPH NALUMEHTH Npvematin THkarpenop (Bux 1. 4.8), ocobeHo npu
MAUMEHTH C OCTBP KOpOHapeH cUHAPOM (ACS), npy KOWTO ChpAedHaTa HCXEMUS W ChNPOBOXAALLOTO
NPHITOXKEHUE HA NEKAPCTBA, 3a0aBAIlM ChpACHHATA YECTOTA WK OKa3BallK BAWAHHE BbPXY
CbpeuHaTa pOBOAMMOCT BEPOATHO AOMBIHUTENHO OKa3BaT BAUAHUE. KNIMHUUHOTO CbCTOSHHE Ha
NaUMEHTa M CBNPOBOXKAallaTa Tepanus TpadBa aa ce OUEHAT KaTO Bb3MOXHH NOTEHIMANTHY TIPUYHHE,
npeau Na ce MoaAUGULKpa TepanuaTa,

JHCriHes

HAucnHed ce cbobliaBa Npy NaLMEHTUTE, NEKYBAHH ¢ THKarpenop. JucnHedara oGUKHOBEHO € neka a0
YMEpPEHa Io MHTEH3UTET K YECTO OT3BYy4YaBa 0e3 HeobXoAMMOCT OT NpeKbeBaHe Ha NeueHneTo. [ipu
NaLlUeHTUTE ¢ acTMa/XpoHKWYHa obcTpykTHBHA Benoapobra bonect (XOBB) Moxke Aa uMa nosuieH
abCONOTEH PUCK OT BL3HUKBAaHE Ha AUCMHEA ¢ TUKarpenop. Tukarpenop Tpadsa nAa ce M3non3sa ¢
NOBKLIEHO BHUMAHKE NIPU NALMEHTH C aHaMHe3a 3a actMa u/unu XOBb. MexauusmbT Bce owe He €
U3ACHEH. AKO MaUMUEeHTLT CHOOLN 38 HOBOBb3IHMKHANA, NPOAB/DKUTE/IHA WY BIIOLLIEHA AMCITHEA, TOBA
TpsaOBa na ce M3ciie1Ba LUANOCTHO M KO HE Ce TOJepHpa, TEHEHHETO ¢ TUKarpenop Tpabea aa ce cripe.
3a AONBARUTENHA HHPOpMaLKA BUXKTE TOuKa 4.8.

[ [eHTpanHa chHHA anHes o NEHL 0 »
B nocTMapkeTUHIOBMA NEPHOA NPU NALMEHTH, NIPUEMALLN TUKArpeop, ce cboblasa sgMigifpinya:.,
CbHHA anHes, BrouMTenHo aMwade Ha Cheyne-Stokes. [1pn coMHeHue 3a ueHTpanHa ATHe:
Tpabea na ce obMUCIH AOMBAHWTENHA KNMHHUUYHA OLEHKa.,




[loBuiiaBaHe Ha KpeaTHHUHA
HupaTa Ha KpeaTMHWHA MOraT a2 C€ NOBUILAT MO BPEME Ha JIEUEHHETO C THKArpenop. MexaHusmeT

BCE OLIE HE € U3AcHeH. bnOpeuHaTta yHKUMs TpsOBa Ja ce NPOBEPABA ChINIACHO CTAHAAPTHATA
MeaMUHHcKa npakTHka. [Ipn maunentn ¢ OKC ce npenopbuBa ¢bio Ja ce nposepH ObOpeuHaTa
QyHKUMS eMH MECELl CIeN 3al104BaHE Ha IGUEHHETO C THKArpeaop, Kato ce odpwiua ocodeHo
BHUMAHHE HA NMALUMEHTH >75 roJUHHU, NALMEHTH C YMepeHa/TexkKka ObpOpeyHa HeNOCTaTLYHOCT M
TaKMBa, KOUTO MONYYaBaT CbMLTCTBALLA TEPATIUA C aHTKOTEH3UH-peuenTopHy 6aokepy (APb).

YBeauyaBaHe Ha IMKOYHATA KMCEAUHA
XunepypHkeMus MOXe [1a Bb3HUKHE N0 BPEME Ha jieueHue ¢ TUKarpenop (Bx. Touka 4.8). Tpabdsa sa

ce BHUMABa NMpH MallUeHTH C aHAMHE3a 33 XMMNEepyPUKEMHS MK NnoJarpo3en apTpur. Karo rnpeanasHa
MAPKA He ce HAcbpYaBa ynoTpebaTa Ha THKArpenop npu falMeHT! ¢ ypeMMUHa HedponaTus.

TpomboTHuHa TpombouuToneHryHa nyprnypa (TT11)

TpomGoTuuHa TpombouuTonenuyHa nypnypa (TTI1) ce cbobiiasa MHOro paako npu ynorpeda Ha
THKarpesaop. Xapakrepu3upa ce ¢ TPOMOOUMTONEHUA ¥ MUKPOAHTHONATHYHA XEMOIUTHUYHA aHEMHA,
CBBLP3aHa ¢ HEBPOJIOTMYHHU HaX0AKH, ObOpeyHa AMCPYHKLUMA niu BUcoka Temnepatypa. TTI e
MOTEHUMANHO JETANHO ChCTOAHUE, U3UCKBAULO OBP30 AeueH e, BKIIIOUUTENTHO Nna3magdepesa.

[loBiMsABaHE HA TECTOBETE 3a TROMOOUMTHZ QYHKUMA NPH AUATHOCTUIIMPAHE HA XENaPUH-UHAYLWPaHa
TpombounTonenmns (XUT)

[Tpu TecTa 3a xenapuH-MHAyLKpaHa akTuBauus Ha Tpombouuture (XUTA), usnonzpan 3a
anarHoctHurpade Ha XUT, antu-tpoMBounTteH paktop 4/ xenapudH aHTUTENATa B C€pyMa Ha
NauueHTa akTUBUpAT TPOMOOLIMTHTE HA 3APaBHU JOHOPH B MPUCHCTBUETO Ha xenapuH. GanuwinBo
orpuuarenHy pesyntati 3a XUT npu TecT 3a TpomOOLKTHA PYyHKUMS (KOETO BIIIIOYBA, HO MOXE J1a He
ce orpaHuyuaea a0 TtecT 3a XM TA) ce chobuaBaT npy nauMeHTH, NpyMemMaliy THKarpenop. Tosae
CBBp3aHO ¢ MHXKOMpaHe Ha P2Y |y-peuenTtopa BbLpxy TpoMOOUMTHTE HA 3APAaBUTE NOHOPHU OT
THKArPEIOp B cepyMa/nna3Mara Ha nauureHTa npu tecra. HHdopmaums 3a cbnbTCcTBaLLA Tepanus ¢
THKarpeaop ce U3UCKBa, KOraTo ce pa3vyurar Tectosere 3a TpoMbOoLuTHATA QYHKUMS NPH
auardHoctTiuupare Ha XHUT.

[1pn nauneHTH, KOUTO ca pazsuind XHUT, CLOTHOIWIEHHETO NOA3A-PHCK OT APOABIDKHTETHO JIEHEHHE €
TUKArpenop TpuOBa 21a C€ OLEHM, KaTo ce B3eMaT npeaBua U npoTpoMOoTHUHMS cTaTyC HA XUT u
NOBULLUEHHS PYUCK OT KbPBEHE [1PpK ChITbTCTBALIA TEPANU ¢ AHTUKOArYJIAHT M TUKArpesop.

Hpyru
Ha 6a3a Ha HabmwonaeaHata 8 PLATO Bpb3ka Mexxay noaaspxawaTta 103a ACK » oTHocHTenHara
e(PUKACHOCT Ha TUKAarpesjop B CpaBHEHHWE C KIOMUAOTPEN, HE ce NPENOPHLUYBA €AHOBPEMEHHOTO

NPUAOIKEHUE HA THUKArpenop ¥ Bucoka noaxbpkaua ao3a ACK (>300 mg) (sx. Touka 5.1).

PaHHO npeycraHoBsABaHE

PaHHOTO cnupaHe Ha KOATO M 1a € aHTHArperaHTHa Tepanus, BKIOYMUTEHO KU C TUKArpeop, MOXe Aa
AOBEAE A0 MOBHULIABAHE HA pUcKa OT cbpaeuHO-¢baoBa (CC) embpT, MU MK HHCYAT BCNeACTBUE Ha
noAJeXKaIWOTO 3adonsBake Ha naunenra. Cneaosarenno, Tpabaa aa ce H3barsa npexaeBpeMeHHO
CriMpaHe Ha TeparnuAara,

TlomMoLIHK BEllECTRA
Toau nekapcTeed NPOAYKT ChAbpKa no-manko oT | mmol Hatpuit (23 mg) Ha go3a, T.€. No ChIUIECTBO
HE ChAbPXKa HATPHUH,

4.5 BiaumogeicTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYTH GOPMH HA B3AMMOIEHCTBHE

Tukarpenop € npeay scuuko cyberpat Ha CYP3A4 u cnab nuxvburtop Ha CYP3A4. Tukarpent
cbio cybeTpar Ha P-raunkonporenna (P-gp) u cnad nuxubutop Ha P-gp y Moxe na noBYys %NEHLUWO

eKCrno3rMuMaTa Ha cybeTpaTtu Ha P-gp. Tukarpenop e MHXHOUTOP HA NPOTEMHA Ha PE3NG % Shacr m -;'P
I
pak Ha repaata (BCRP). § GEN o A %
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EdexTH Ha nekapcTBEHA U APYIH NPOAYKTH BbPXY THKArpeaop

Huxubumopu ra CYP3A4
. Mowynu unxubumopu na CYP3A4 — eqHOBPEMEHHOTO NPHUIOKEHUE HA KETOKOHA30M C

THUKArpeaop Boau Ao nosuiuasaHe Ha Cmax 1 AUC Ha THKarpenop, cboTBeTHO 2,4 MbTH U 7,3
NbTH. Cmax ¥ AUC Ha aKTUBHMWA MeTabONUT Ce NOoHNKaBaT, cLOTBETHO € 89% H 56%. Ovyaksa ce
W Apyru Mouliu uHxuburopy Ha CYP3 A4 (knapuTpoMuLKH, HEQA3040H, PUTOHABHP H
aTazaHaBHp) Aa MMaT CXOAHH e()eKTH, U NOPaau Tazy NPUYKHHA, CHITLTCTBALLIOTO NPHUIOKEHHE
Ha mMoLHU CYP3 A4 unxuburopu ¢ THKarpeaop e npoTUBonoKkaszaHo (Bx. Touka 4.3).

. Ymepenu unxubumopu na CYP3A4 — e1HOBPEMEHHOTO NMPHITOXKEHHE Ha JAUITHAZEM C
THKarpenaop noesuiaea Crax Ha THKaArpenop ¢ 69%, a AUC - 10 2,7 nbTH ¥ noHMxkaBa Cipax HA
akTHBHUA MeTabonut ¢ 38%, aokato AUC octasa HenpoMmeHeHa, THKarpeop He 0Oka3pa
BJIMSHUE BBPXY MJIa3MEHATA KOHUEHTpauus Ha aunTtnaszeM. Ouaksa c€ Apyrure yMepeHH
uHxubutTopu Ha CYP3 A4 (Ranp. aMnpeHaBup, anpenuTanT, EPUTPOMULIMH H (PIYKOHA301) 1A
MMaT CXOJIeH eheKT K CHLIO Aa MOraT Ja ce NpuaraT €JHOBPEMEHHO ¢ TUKarpenop.

. HaGnonapana e 2 MbTH YBEIUYEHA €KCIO3NUKA HA TUKArpesop cnea KOHCyMaLus Ha rojiemMu
KonuuecTBa cok oT rpeindpyT AHerHO (3x200 ml). Tasu crened Ha noBULIEHA EKCITO3ULIUA HE
ce odakBa Aa Obae KNMHUYHO 3HAYKMMAa 3a NOBEYETO NALUUEHTH.

Huoyxkmopu na CYP3IA

EAHOBPEMEHHOTO NPUIOKEHHE HA PUPAMNHULNH ¥ THKArpesop BOAH 10 NoHukasaHe Ha Chpax 1 AUC
Ha TUKarpenop cbe 73% u 86%. Cuax Ha akTHBHUS MeTabonnT He ce npomeHs, a AUC ce nonvkasa
¢boTBeTHO ¢ 46%. Ouaksa ce apyrute uHayktTopu Ha CYP3 A (Hanp. deHUTOUH, KapbaMa3enuH u
(henobapburan) ¢blO Aa NOHUIKABAT EKCNO3ULIMATA Ha THKarpeaop. EAHOBpEeMEHHOTO NPUAOKEHHE
Ha TUKarpenop ¢ MOwWHU HHAYKTOpK Ha CYP3 A MOXe Aa NOHHXKK eKCITO3NLMATA U €PUKACHOCTTA Ha
THKArpeaop, U Nnopaakx Ta3u MPpHYMHA He C€ HAaChPUYaBA TAXHOTO CbNBTCTBALULO NPUITOIKEHHE C
THKArpenop.

Luxnocnopun (unxubumop na P-gp u CYP3A)

EAHOBPEMEHHOTO NPHIOMKEHME HA UMKNOCMOPHH (600 mg) ¢ TuKarpenop BoOAU A0 NOBMLIABAHE HA
Cmax ¥ AUC Ha Tukarpenop cborBeTHo 2,3 nbTv ¥ 2,8 nbTH. [1pu HannuueTo Ha uuknocnopuH, AUC
Ha akTHBHHA MeTabosiuT ce nosriuasa ¢ 32%, a Cuax ce noHuxkana ¢ |1 5%.

Hsama HanMuHK NaHHU 3a eJHOBpeMeHHaTa ynoTpeba Ha TUKArpenop ¢ ApYyry akTHBHH BeLLECTBa,

KOKUTO CbLULO ¢a MOLLHK MHXUOUTOPH Ha P-gp n ymepenu unxnbutopu Ha CYP3 A4 (Hanp. Bepanamui,
XHHHIHH), KOUTO ChLLIO MOTaT Aa MOBUILIAT eKCNO3UUMATA Ha THKArpenop. Ako koMOnHaMaTa He
MOXxe aa Obae u3berHara, TAXHOTO €1HOBPEMEHHO MPHIIOKEHHE TPAOBA 1a Ce U3BLPLUBA C MOBULLIEHO
BHHMAaHHUE,

QQEBH

KnuHruHnTe npoyuBaHua 3a hapMaKoONOrHyHH B3aUMOASIHCTBHA NMOKA3BAT, Y€ €/IHOBPEMEHHOTO
NPHIOXKEHHUE Ha THKAIPeJIOp ¢ XenapuH, eHokcanapui v ACK v aesMonpecuH He oKassat
Bb3ACHCTBUE BBPXY PapMaAKOKMHETHKATA HA THKArpesop WK aKTHBHUA MY MeTaboNuT, WK BbpXY
A D-urayurpasara TpoMOOLIMTHA arperatta, 8 CpaBHEHHUE C THKArPENnop, NpHIoxKeH
CAMOCTOATENHO. AKO € KIIHHHYHO NOKa3aHoO, JICKAPCTBEHH NPOAYKTH, KOUTO U3MEHAT XeMOCTa3aTa,
TpAOBa J1a C€ U3NON3BAT C [TOBHUIUEHO BHHMaHKe B KOMOUWHALMA C THKArpenop.

HabnionasaHa e 3abareHa 1 NOHMXKEHa €KCIIO3MLMA Ha NepopanHy HHXHOUTOpU Ha P2Y ),
BKJIKOYHTEIHO THKATPENOP U HEerosus akTueeH metabonut npu nauvent ¢ OKC, nexkysanu ¢ MopthuH
(35% nonnxaBaHe Ha eKCo3uULUMATA Ha TUKarpenop). Tosa B3auMOAEHCTBHE MOXKE 12 € CBBbP3AHO C
HaMaJjleH CTOMaLIHO-4PEBEH MOTHJIMUTET M a €€ OTHAcCA W 3a ApPYrd onvoruau. KIMHUYHOTO 3HaUYeHHE €
HEU3IBECTHO, HO JAHHUTE MOKA3BAT NOTEHUMWAN 32 HaManeHa ehMKacHOCT Ha TUKarpesiop npu
NALMEHTH C EAHOBPEMEHHO NPUNOKEHHEe Ha THKarpeaop u mopduH. Ipu naunentu ¢ OKC, npu




EdekTn Ha TUKArpenop BbpXy APYTH JIEKAPCTBEHH IPOAYKTH
Jexapcmeenu npodyxkmu, koumo ce Memaboausupam om CYP3A4

. Cumeacmamun — €IHOBPEMEHHOTO MPUIIOKEHUE HA TUKArPESOP ChC CUMBACTATHH BOAU 10
nosuuiaBaHe Ha Cnax U AUC Ha cumBacTaTH cuoTBeTHO ¢ 81% u 56%, KakTo M Ha
nopvinasase Ha Cmax U AUC Ha cuMBacTaTUHOBA KHUCeTHMHA CLOTBETHU ¢ 64% u 52%, xarto B
OTAENHHK CNy4au Ce JocTura 2- A0 3-KpaTHO nosvilaBaHe. ENHOBPEMEHHOTO NPUIOXKEHWE HA
THKarpeaop ¥ CAHMBacTaTHH B 103M, HaJaBHLaaly 40 mg IHEBHO, MOXKE Ja A0BeJE /10
HeXXeNaHM peaKLIMM Ha CMMBACTaTHH Y TPAOBA Ja ce NPELEHH CnpaMo MOTEHUHAIHUTE MOJT3H.
CUMBACTATHH HE OKa3Ba BIUSAHHUE BLPXY MJIA3MEHMTE KOHLEHTPALMK HA TUKATPETOP.
Tukarpenop moxe 1a 0Ka3Ba cx0JeH ePeKT BbpXY SioBactaTthH. He ce npenopbysa
eHOBpeMeHHaTa ynotpeba Ha TUKarpenop ¢bC CHMBACTaTUH WJiM IOBACTATHH B 103H,
HaaBuiuasalid 40 mg,.

° Amopsacmamun — eQHOBPEMEHHOTO NPUIIOKEHHE HA aTOPBACTATHH W TUKarpenop Boau Ao
nopuuiaBaHe Ha Cmax U AUC Ha aTopBacTaTHHOBATA KMCENMHA CLOTBETHO ¢ 23% 1 36%.
Cxonno nosuwaane Ha AUC u Cnax € HabniogaBano npu BCHYKHM MeTA0ONUTH Ha
aTOpPBACTATHHOBATA KUCENMHA. Te3M NOBHUWEHU CTOHHOCTH HE CE CHUTAT 38 KIIMHMYHO 3HAYUMM.

’ He Moxe na ce W3knouu noaodeH edekT U BbPXY CTaTUHU, MeTabonnsupanu ot CYP3A4.
[lauyuenTuTe B npoyusaHeTo PLATO, kouto ca nonyyasanu TUKarpenop, ca rnpueManu
pa3UYHK CTaTHHU Oe3 cbobparkenune no oTHoueHWe Ha De3onacHocTTa Ha cTaThHa npn 93% or
koxopTtaTta Ha PLATO, xogT0 € npremana 1€34 N1€KapCTBEHH NMPOAYKTH.

Tukarpenop € cnab nHxuburop Ha CYP3A4. ENHOBPEMEHHOTO NPUIIOKEHHUE HA TUKATPENOp CbC
cybcTpati Ha CYP3A4 ¢ TeceH TepaneBTUUEH HHAEKC (HANP. UM3anpul HAH €proankanouiun) He ce
NpenophuBa, Thil KATO THKAMPENOP MO 1a NOBULLN €KCNIO3ULIMATA HA TE3H NEKAPCTBEHH NMPOAYKTH.

P-gp cybcmpamu (6xniouumento OU2OKCUH, YUKIOCHOPUH)

EQHOBPEMEHHOTO MIPHUNOKEHHUE C THKATPEAOD BOAU /10 noBUlliaBaHe HA Cinax M AUC Ha AMroKcuH
CbOTBETHO CbC 75% U 28%. CpeaHure Hall-HUCKH HUBA HA AUIOKCHH Ce noBMwaeat ¢ oxkono 30% npu
€HOBPEMEHHO NPHUIOMEHHNE C THKArPeiop, KaTO B HAKOW OTAENHKM CNYy4aH Ce OTUHTAT MAKCUMYM
ABYKpaTHU noBuitiaBaHud. B npucseTBreTo Ha AUTOKCHH Chnax 1 AUC Ha Tukarpenop 1 akTUBHUS MYy
METa0ONHUT He ce nonuasat. CnenopaTesivo, NPU eAHOBPEMEHHO NPUIOKEHUE Ha TUKarpenop ¢ P-gp-
3aBUCUMH JIEKAPCTBEHU NPOAYKTH C MATbK TEPANEBTHUEH UHAEKC KaTO AMINOKCHH, ce€ Npenophysa
NOAXOARUL KIMHHUYEH W/HIK 1aDd0OpaTOPEH KOHTPO.

Tukarpenop He 0Ka3Ba BAUAHWE BbPXY KOHTPAUEMUHUATA HA LIUKIOCNOPUH B KpLBTa. EdDeKkThT HA
THKarpesiop BbpXy aApyru cybctpatu Ha P-gp He € npoyuBaH.

Jexapcmeenu npooykmu, Koumo ce Memaodoauzupam om CYP2CY

EAHOBPEMEHHOTO NPUIIOKEHHE Ha THKArpeop ¢ TonbytaMua He BOAM 10 NPOMSHA Ha fL1a3MEHNTE
KOHLIEHTPaLUKKN Ha KOWTO U A4 € OT ABara MpoAyKTa, KOETO Mpeanonara, Y€ THKarpesop He €
uHxubuTop Ha CYP2C9 u e Manko BeposaTHO na noiaunaBa Mmeanupanus ot CYP2C9 MeTaboau3zbM Ha
NEKAPCTBEHU NPOAYKTH KaTo BapdapHH 1 Tondbyramu.

Pozyeacmamun (BCRP cybcmpam)

doxazaHo ¢, ye TUKArpeaop NOBUIIABA KOHUSHTPALWHWTE HA PO3YBACTATHH, KOETO MOXE J1a [IOBEAE A0
MOBULLIEH PUCK OT MHOTIATHA, BKIIOYHTENHO pabnomuonuia. Tpabea ga ce B3eMaT npeABHA MOJ3UTE
OT NPEBEHLUATA Ha TONEMH HEXKENAHH ChPAEYHO-CHA0BHY CHOUTUS upe3 ynoTpeda HA PO3IYBACTATHH
COPSMO PHCKOBETE OT NOBUIIEHM ILIA3MEHU KOHLEHTPALMM Ha PO3YBAaCTaTHH.

[lepopainu xoumpayenmusu
EAHOBPEMEHHOTO NPUIOHKEHHE Ha THKAIPESIOp € AIEBOHOPrecTPes H eTHHUI eCTPaanon BOAH 10
NOBHILIABAHE HA €KCMO3HUHATA KbM €THHUN ecTpaaunon ¢ npubnusnrento 20%, HO He noeyiuA
(hapMakOKHMHETHKATa Ha JieBOHOoprecTpe. [1pH efHOBPEMEHHO NPHITOXKEHHE HA NEBOHOPT
€THHW) eCTPaJMNON C TUKArpeaop He ce 04aKBa KJIUHHYHO 3HAUYUM e(eKT Bbpxy edHKac
[MEPOPanHUs KOHTPAaLENTUB.




Jlexapcmeenu npoQykmu,_3a KOUMo € uzgecmuo, ye unoyyupam dpadsuxapous

[Topaau HabnropeHKe Ha NPeAHMMHO ACUMNTOMHHM BEHTPUKYJIapHHU Nay3n u Dpaaukapamna ce U3MCKBa
IOBHULLIEHO BHUMAHHE, KOTATO TUKArPENOp C& Npuaara eAHOBPEMEHHO € NIEKapCTBEHM NPOAYKTH, 3a
KOMTO € U3BECTHO, Ye HHAYUMpaT Opaaukapaus (Bxk. Touxa 4.4). B npoyusanero PLATO, obaue, He ce
HabnroJaBaT A0Ka3aTenCcTBa 3a KIMHMUHO 3HAYHMHM HEXKENAHU peaKlivHM Clel eAHOBPEMEHHO
NPUNOKEHNE C €MH WIH NOBEYE JIEKAPCTBEHHU NMPOAYKTH, 32 KOUTO € W3BECTHO, Y€ HHAYLMpaT
Opaaukapausa (Hanp. 96% 6era-0nokepu, 33% Oaoxepy Ha KANUMEBUTE KaHANU AHITHAZEM U
Bepanamuii, U 4% AUroKCKHH).

Lpyea convmemesawa mepanus

B KIHHHUYHUTE NPOYUBAHKA TUKArpeaop € npunarad eaHoBpemeHHo ¢ ACK, nHxubuTOopH Ha
[NPOTOHHATA NOMNAa, CTaTHHK, DeTa-bnokepy, MHXMOMTOPU HA AHMMOTEH3UH-KOHBEPTUPALLWUSA €H3HUM
(Angiotensin-converting enzyme, ACE) 1 aHrMOoTeH3uH peuenTtopHu OokepH, HeodXoanMH 3a
JIEYEHHE HA CBITLTCTBALUY 3a00Ns1BaHUA 3a AbABI MEPHOA, a CBIUO M XENapHH, HUCKOMOIEKYNEH
XenapuH K UHTpaBeHo3HHU WHXUOUTOpU Ha Gpllb/llla 3a kpaTko Bpeme (Bx. Touka 5.1). He ca
HaIMYHU JaHHH 33 Ha0AKOAaBAHH KMHWYHO 3HAYUMU HEXENAaHN B3aUMOAEHCTBHUA NpH ynoTpeba Ha
Te3M NEeKAPCTBEHHU MNPOJAYKTH.

EJAHOBPEMEHHOTO NPUNOIKEHHE HA TUKATPENOP C XeNapyH, EHOKCANapuH UK A€3MONPECHH HAMA
edeKT BbpPXY aKTUBMpaHOTO napunanHo TpombonnactuHoBo Bpeme (aPTT), akTHBHPAHOTO BpEME Ha
cecupBare (ABC) unu uscneasanusaTa Ha ¢paxktop Xa. Bee nak, nopaau noTeHUHaATHUTE
dapMakOAHAMHYHK B3aMMOIEHCTBHA, EAHOBPEMEHHOTO NPHIOKEHUE HA TUKArPENOP C JIEKAPCTBEHH
NPOAYKTH, 32 KOUTO € U3BECTHO, Y€ NMPOMEHAT XeMOocTa3aTa, TpaOBa 1a ce HU3BBLPLUBA C NOBHULIEHO
BHUMaHHe.

[Topaau cbobuieHus 3a abHOpMHO KOXHO KbpBeHe ¢ SSRI (Hanp. napokceTuH, cepTpasini H
UMTaNOMNpaM), NpenopbwyuBa ce BHMMaHue, korato SSRI ce npunarar ¢ Tukarpenop, Tbi KaTo TOBA
MOJKE 14 MOBKIIK PUCKA OT KbpPBEHE.

4.6 DepTUaANTET, GPEeMEHHOCT H KbpPMeEHe
AleHu ¢ nereposeH MoTeHUHAT

Kenu ¢ gereponeH noreruuan Tpadbsa na n3non3raT ePEKTUBHH KOHTPALETNITHBHN MEPKH, 3a Aa
n3berHar 3abpemeHsBaHe N0 BpeMe Ha JIEYEHHE C TUKArpenop.

bpeMEHHOCT
Hama vnu MMa orpaHuueHO KOJUYECTBO JaHHU 3a ynoTtpedara Ha TUKArpenop npu OpemMeHHH »KEHM.
[IpoyuBanusTa NpH MYUBOTHKA NMOKA3BAT PENPOAYKTHBHA TOKCUYHOCT (BXK. TOouKa 5.3). THkarpesiop He ce

npenopp4sa rno BpeMe Ha 6PEMEHHOCT.

KbpMeHe

Hanuuynure hapMakoamHaMUYHU/ TOKCUKONOTUYUHHA JaHHU PYU )KMBOTHH NOKA3BaT EKCKPELIMA Ha
THKarpenaop U aKTHBHHA My MeTabonuT B MAfKOTO (BK. Touka 5.3). He MoXe z1a ce H3KOUK pUCK
Npy HOBOPOAEHU/KbpMadeTa. Tpabea na ce B3eMe peileHNE AaJTH Aa Ce Cnpe KbPMEHETO, WK 1A ¢
NpexpaTH/aa He ce npujiara Tepanus ¢ TUKarpenop, Karto ce B3eMe NpeaBH] nosizaTa OT KbPMEHETO 32
AETETO K ION3aTa OT TepanuATa 3a xeHara.

QepTHINTET
Tukarpenop He Oka3Ba BAUSHHUE BbPXY MBXKHUA M KEHCKHA (DEPTUNMTET NPH )KMBOTHH { BK.
ToukKa 3.3).

4.7 EdexT 8bpxy cnocobHocrra 32 wiodpupane u pabora ¢ MamuHu

Tukarpenop He rosAKsBa WIH NOBJIKABA PEHEOPEKUMO CITOCOOHOCTTA 32 LWOPHPAHE WA ey Pa EH%,p
f/ OHa
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mawuHu. [lo BpeMe Ha jiedeHue ¢ THKArpenop ce cbobluara 3amaiiBane U 06bpKBaHe. TR H@h
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4.8 HexenraHnu jJeKapcTBeHH PeakUHH

Pe3ioMe Ha npoduaa Ha 6e3onacHoCT
[IpodunbT Ha 6€30NMaCHOCT HA TUKArpeaop € OLEHABAH B AB€ KIIMHUYHHA W3INATBAHUA (haza 3 no
oTHouIeHue Ha u3xoaa (PLATO u PEGASUS), smousaum nosede ot 39 000 nanneHTH (BK.

Touka 5.1).

B PLATO, npy nauMeHTUTE HA TUKArpeaop HMa NO-BUCOKA HECTOTA HA NpEeyCTaHOBABAHE Ha
TepanuATa Nnopaan HexenaHu cubuTHS, B cpaBHeHue ¢ knonugorpen (7,4% cnpamo 5,4%). B
PEGASUS nauueHTuTe, NEKyBaHW ¢ TUKArpenop, MMaT No-BHCOKA YECTOTAa HAa NPEYCTAHOBABAHE HA
TepanuiaTa Nopaaun HexenaHu cbOuTHA B CpaBHEeHHe ¢ rpynaTa Ha Tepanus camo ¢ ACK (16,1% 3a
Tukarpenop 60 mg ¢ ACK cnpamo 8,5% 3a Tepanua camo ¢ ACK). Hait-uecto cnobiwaranure
HEXENaHW peaKLHH NMPKU NAaUMEHTHUTE, JIEKYBAHKU C THKArpesop, ca KbpBeHe W AUCTHes (BK. Touka 4.4),

TabnunueH cnoyMcbK Ha HEXKETAHUTE peaKLuu
[IpencTaBeHUTE NO-00AY HEXENAHW peaKunu ca HaAEHTAUUMPAHU B NPOYUBAHHUATA UNH ¢d CHODLIEHH
MPK NOCT-MapKeTHHIoB ONUT ¢ THKarpenop (Tabnuua 1).

HexeNnanuTe peakury ca u3dpoenu no cucrtemo-opraded kiac (COK) no MedDRA. B pamkure Ha
Bcekn COK HexenaHuTe NekapcTBeHH peakumu ca u3dbpoenu o yecrora. Kareropuure no yecrora ce
aegUHKpaT No ClleHaTa KOHBeHUM: MHOTO YecTH (>1/10), vectr (=1/100 po <1/10), HeyecTH

(=1/1 000 po <1/100), peaku (=1/10 000 no <1/1 000), muoro peaku (<1/10 000), c HenzsecTHa

HECTOTA (HECTOT&TEI He MOXKe a ObJie QUEHEHA OT HANIMYMHHUTE 1aHH H).

Tabauua 1 Hexenann peaxkuuu no 4ectora u cucremo-opranes kiaac (COK)

C HeusBeCcTHA

COK Muoro uecTs HectH HevecTy
| 4eCTOTA
Heonnazmy — KbpBeHe ot
n0OPOKAYECTBEHH, TYMOp®
3/10KAYECTBEHH U
HEOTpeaAe/IEHH
(BKIMHOUHTENIHO
KMCTH K TTOHTIH)
Hapyuexnus Ha KbpBeHe, [ TpomboTuuna
KpbBTA ¥ A1MM{(HATA | CBBLP3aHO C TpoMbouurTone-
CHUCTEMa HaApYLUEHWA Ha HU\HA nypnypa’
KpbBTa®
1 1
Hapywenus Ha CBpbXHYBCTH-
HMYHHATa CUCTEMA TENHOCT,
BIJTFOYHTENTHO
aHTrHoeReM"
Hapywenus Ha Xvnepypukemus'| [Toparpa/noaarposex
metabonnsma 1 ApPTPUT
XPaHEHETO _
[IcuXUUHK O6bpKBaHe
HapYUIEHUS
HapylueHung Ha 3amaiisaHe, cMHKomn, | ByTpeuepenex
HEPBHATA CUCTEMA rrrapobosnue KPBbBOU3IUB"
|

HapyueHus Ha KpbBOu3nue B
ouuTe oKoTO"




C Hen3BeCcTHA

COK Muoro yectn Yectn HeuecTn
qecTOTa
Hapyuienus Ha Bepruro KpbBou3nus B
yX0TO U nabupuuTa YXOTO
Crpaeusu bpaanapuTMmus,
HapyLIeHHS AV-6nox®
CbA0BH HaPyLLIEHUS XHUNOTOHHA

PecnupartopHu, Hucnues Kbpeene oT
rpbAKH U pecrypaTopHaTa
MEIHACTUHATHY cucTema’
HapylUueHus
CTOMallHO-4YpEBHH CromawHo-upeBeH | PerponepuTo-
HapylleHUs KPbBOU3IKB™, HealieH
auapus, rageue, KPbBOWU3JIHB
IUCTIENICHUA, FANEK
Hapyuwexus Ha [ToakoxHO nau
KOKaTa M ACPMANIHO KbPBEHE,
NOAKOXHATA ThKaH obpus, cbpdex
HapyiieHus Ha MyCKyITHO
MYCKYJIHO- KbpBEHEe"
CKEeTHATa CUCTEMA,
CbeIAHHHUTENHATA
TbKaH U KOCTUTE
Hapyuieuns Ha KbpseHe ot
6bv0peumTe U AMKOYHHMTE MbTHLLA"
NMAKOYHUTE NBTHILA L
HapytieHus na KbpBene ot
BbL3NPON3IBOAUTEN- peENpPOAYKTUBHATA
HATA CUCTEMA U cucrema®
rbpaatTa
H3cnensaHus [ToBMILIEH KpE€aTHHUH
B KPbBTA'
Hapansasanus, KpbBOU3NHKB Cnen
OTpaBAHHUA H npoueaypa,
YCJIOXHEHMUH, TPaBMATUYHO
Bb3HHKHAIK B KbpBEHE”
pe3yaTaT
MHTEPBEHLIMH
a Harp. KbpBEHE OT paK Ha NIMKOUHKA MEXYD, PaK Ha CTOMaXa, paK Ha 1e6enoTo YepBo
6 Hanp. NOBHWEHA TEHAEHUNA KbM HACHHABAHE, CIIOHTAHEH XEMaTOM, XEMOparuyHa aMarela
B Unentuduinpasa B NOCTMAPKETUHTOBHS OITHT
I

A HAMp. KOHIOHKTHBANHO, PETHHAIHO, BbTPEOYHO KhpBEHE
¢ HAMNP. EMMCTAKCHC, XEMOMTH3a
K HaMnp. KbPBEHE OT BEHLIHTE, KPbBOU3IHB OT PEKTYMA, KPLBOUINKB OT CTOMALLIHA A3Ba
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Yectorute ca nonyyeru ot nabopatopHu Hadnwoaerus (ITMkouHa KMcenrHa NOBUILIEHA > ropHaTa
rpaHHUA Ha HOpMATa CNPAMO M3XOAHO HUBO MOA UMK B peDEPEHTHUTE IPAHMLIA. l{peaTHHn TIITET
>50% cnpAMO K3XOOHO HUBO.), @ He € MpUbNU3UTeNHa YeCcTOTa Ha CHoDLIABAHE HA HEXe




Hanp. eKXMM03a, KOXKEH KPbLBO3HUIIMB, NETEXHH
Hanp. XeMapTpo3a, MYCKYJeH KphBOHI/IUB

HAanp. XxemMarypus, XemoparuueH UMCTUT

HAMp. BArHHANEH KP'bBOU3IMB, XEMATOCHEPMUA, NOCTMEHONAY3ANEH KPhBOUINUE

HAMpP. KOHTY3UA, TPABMATHUYEH XEMATOM, TPABMATHUYEH KPbBOM3NHB

Hanp. CIIOHTAHHO, CBLP3aHO C MHTEPBEHLUA WM TPaBMAaTHUHA HHTpaKpaHUanHa XxeMoparus

T Oom omom W

OnucaHWe Ha U3OpaHK HEXENAHU peaKLUUK

Kvpeene

Haxooku ¢ kvpgene 6 PLATO

[lsnocTHMTE pelynTaTi 3a 4ecToTaTa Ha KbpBeHe B npoyuBaHeTo PLATO ca nokaszanu B Tabauua 2.

Tatsinua 2 Anaans Ha odmnTe cHLOUTHA ¢ KbpBeHe, H3uUCAeHHa 1o Kaplan-Meier na 12-tn
mecent (PLATO)

B ) Tukarpenop 90 mg
1BA IbTH JHesHo | KJIOMKI0Tpel P-
N=9235 N=9186 CTONHOCT*

QO0wy 3Hayeuus ot PLATO 11,6 11,2 0,4336
Qatanuu/kuBotozactpawasaium oT PLATO 5,8 3,8 0,6988
3Hat|H'renHy or PLATO, Hecsbp3aun ¢ HKAD 4.5 3.8 0,0264
3HayuTtensu or PLATO, HecBbp3aHK ¢ 3.1 2.3 0,0058
HHTEPBEHLIMK

Kombunupanu obuwio 3HauuTtenHy + 16,1 14,6 0,0084
HesHauuTeaHu ot PLATO

HecBbp3aHu ¢ HHTEPBEHLIMU 3HAUUTENHHU + 3,9 4,3 <0,0001
He3HauuTenuy or PLATO

3nauntenuu no TIMI 7,9 7,7 0,5669
3HAYKTENHHU + He3HAUUTENHHU no TIMI 11,4 10,9 0,3272

AepHHHUKY HA KATErOPpHHTE KbPBEHE:

3HauuTesIHO AaTANHOSKHBOTOlIACTpALIABALLG KbhpBeHe: KJIHHMYHO TNPOABEHO ¢ MOHWXKABAHE Ha
xemornobuna ¢ >50g/l wnu ¢ npenuBaHe Ha >4 caka epUTPOLMTHA Maca; WIM (aranHa;, WM
MHTPAKPAaHHaNHA; UM HHTPANEPUKAPAHO CbC ChPAevHa TAMIOHAAA; WM C XKITOBOJIEMMYEH LUOK HIIHM TEeXKa
XAMOTOHWA, U3UCKBALLA NPECOPH; UINH XUPYPTHYHE UHTEPBEHLMA.

3HaYHUTENHO ApYyTo: KIHHUYHO NPOABERO ¢ NOHMXaBaHe Ha xemornodbuna ¢ 30-50 g/l unu

[peaHBaHe HA 2-3 caka epUTPOLMTHA Maca; WIM 3HAMUTEHO HHBATHAW3IWPALLD.

HesnauutenHo kbpBene: Manckpa MeKMUIMHCKA HaMmeca, 3a CITMPAHE WK NIEKyBaHe Ha KbPBEHETO.
3uaunrendo kppBene no TIMI: KnriHuuHO npoaBeHo ¢ NOHKWKaBaHe Ha XeMorobuda ¢ >350 g/l unu ¢
HHTPpaKpaHUalHA XemMOparus.

Hesnauntenno knpsene no TIMI: KnvuudHO nposBeHo ¢ noHWxaBaHe Ha xemoriaobuna c 30-50 g/l.
*p-CTOMHOCT, H3UKCAEHa OT MOJEN Ha NPONOPUHOHanHUTe pUckoBe Ha CoXx, KaTo rpynara Ha IEYEHHE e
€AMHCTBEHATA €KCIIJIAHATOPHA NPOMEHSIMBA,

TvKkarpenop M Knonuaorpesn He ce pa3nU4aBaT Mo OTHOLEHHWE HA YECTOTHTE HA 3HAYMUTEHO
paTanHO»kuBOTO3acTpalaBaulo kbpeeHe B PLATO, sHaunTenHo kbpBene obuo B PLATO, MacHBHO
KbpBeHe no TIMI unu cnabo kvpseHe no TIMI (Tabnunua 2). Obaye, noseata Ha KOMOMHKPAHO
3HAYUTENHO + He3Ha4YUTENHO KbpBeHe B PLATO e noseue ¢ TUkarpenop, B CpaBHEHHE C KIOMUAOTPEN.
Manko nauneHTy B PLATO umart datanuu kpbseousnueu: 20 (0,2%) 3a Tukarpenop v 23 (0,3%) 3a
knonuaorpen (Bx. Touka 4.4).

Bb3pact, non, TenecHo Terno, paca, reorpackn paioH, ChITbTCTBALUM 3a00ASBAHKA, Cb
Tepanys U aHaMmHe3a, BKIIOYUTEIHO NPEeAX0AEeH UHCYIT MM TPAH3UTOPHA HCXEMHUHA
NPEAUKTOPH KaKTO 3a 06LI0TO, Taka M 32 HECBBP3aHOTO C HHTEPBEHLIMK 3HAUHUTEJIHO
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PLATO. Ilo Ta3u npuuuHa, He € HASHTUHUMpPaHA KOHKPETHA PUCKOBA Ipyna 3a KOWTO W Aa € NOATHN
KbpBEHE,

Cebp3adHo ¢ HKAD xbpaeHe:

B PLATO 42% ot | 584-te nauuentu (12% oT koxoprara) ¢ HanpaseH KOPOHAPHO-apTEpHUATIEH
6aiinac (HKADB) ca noayunnu PLATO 3HaunTenHo ¢aTtanHO KUBOTO3ACTpallABAuI0 KbpBeHe 6e3
DA3IUKa MEXKIY TepaneBTHUHKTE rpynu. GaTtanHa kbpeeHe, cebp3aHo ¢ HKAD, ce nosasssa rpu
6 NaUMEHTH BhB BCAKA OT TepaneBTUHHHTE rpynu (Bxk. Touka 4.4).

Hecebp3zaHo ¢ HKADB kbpeeHe v HECBBP3aHO C MHTEPBEHLMKN KbPBEHE:

Hsama paznrka Mexay THKarpenop v Knonuaorpen rno OTHoleHWe Ha HecBbpiaHuTe ¢ HKAD
TEXKH/KMBOTO3aCTpallaBalliv KPbBOM3IMBKN NO JePuHHUMA Ha npoyusaneTo PLATO, Ho
3HauUTENHUTE 00110, 3HauuTenHn no TIMI U 3HaunTennu + Hezsauurensy no TIMI kpwsBOH3INUBKY, 11O
neprHnuMa Ha npoyusaieto PLATO, ca no-uectu npu Tkarpenop. CblUo Taka, ako €€ U3KNouar
BCUUKH CBBLP3aHKU C MHTEPBEHIIMH KPbBOWU3IHUBH, NOBEYE KPHBOU3IWBM Cce HaloAaBaT Npu
TUKarpenop, oTkonkorto npu knonuzorpen (Tabnuua 2). IpekparasaHe Ha neydeHHETO nopaay
HECBbP3aHHU C MHTEPBEHUMH KPBLBOMIIHNBHU € NO-4ECTO ¢ THKarpenop (2,9%), OTKOAKOTO ¢
knonuaorpen (1,2%; p<0,001).

UnTpakpanuanHa xemoparus:

UHTpakpaHHaNHUTE KPbBOU3IHMBHU, HECBbLP3AHU C HHTEPBEHLUMHM, Ca [1OBEHE NPHU NPUNOKEHHUE HA
Tuxkarpenop (n=27 kpbaousznuea npu 26 nauueHTtu, 0,3%), oTkonkoro ¢ knonugorpen (n=14
kpbBOW3NKRa, 0,2%), oT KoMTO |11 KpbBOU3NHUBA ¢ TUKArpenop W | ¢ knonuaorpen ca datanHu. Hama
pasnyka B obuua Opoi cnyvan Ha QaTaJiHO KbPBEHE.

Haxooku ¢ xvpeene 6 PEGASUS

L{an0CTHHTE pe3ynTaTH 3a yecToTaTa Ha KbpBeHe B npoyusaHeTo PEGASUS ca nokazadu B
Tabnuua 3.

Tabauuna l Ananus na odbunre cLOMTHR ¢ KbpBeHe, n3unciaeHns no Kaplan-Meier na 36-tu

mecen (PEGASUS)
T 6
nKarpenop 60 mg Camo ACK
II’bTH JHEBHO +
ACK
N=6 996
N=6 958

KM% KOEIZ])HIIHEHT HA KM

Kpaitiu To4KkH 3a 0e30nacHOCT o
puck 95% CD) |

P-CTORHOCT

Kareropun Ha xbpBeHe, onpeaenenu ot TIMI

3nauurento  (TIMI) 2.3 2,32 (1,68,3.21) { 1,1 <0,0001
PdartanHo 0,3 1,00 (0,44, 2,27) | 0,3 1,0000
BUK 0,6 1,33(0,77,2,31) | 0,5 0,3130
Hpyro 31aunrento (TIMI) 1,6 3,61 (2,31,5,65) | 0,5 <0,000
JHAYUTENHO WnK He3HauuTenHo (TIMI) 3.4 2,54 (1,93,3,35) | 1,4 <{,000
3HAYUTETHO HIH HEIHAUUTEJIHO, UNH 16,6 2,64 (2,35,2,97) | 7,0 <0,000 |
HivckBao MeanuuHcka Hameca (TIMI)

KaTeropuu na kopBene, onpeaesiein B PLATO

3vauutenHo PLATO 3.5 2,57 (1,95, 3,37)
MaranHo/xusoros3acTpawasawmo | 2,4 2,38 (1,73, 3,26)
pyro 3nauntentso (PLATO) 1,1 3,37 (1,95, 5,83)

3HauuTenHO WK HezHayutenHo (PLATO) 15,2 2,71 (2,40, 3,08)
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HedHHHUNH HA KATErOpHATA Ha KLPBEHE!
3nauntenno (TIMI): @arando kbpsene MJIH Besiko BbTpedepenHo kbpeere, MJIW knnHu4HO BUAMMM

MPUIHALM HA KPBLBOMIIMUB, CBbP3aH CbC ciad Ha xemornobuna (Hgb) ot >50 g/l, unv nonmnxkenue Ha
xemarokpuTta {Hct) ot 15%, xorato auncea cToRHOCT Ha Hgb.

®atanuo: CuOuTHE C KbPBEHE, KOETO AUPEKTHO € I0BEN0 A0 CMBPT B PAMKHUTE Ha 7 AHMU.

BYK: BrrpeuepencH KpbLBOU3NUB.

Apyro 3HauuTtenno (TIMI): Hedaraino He-BYUK 3HauuTenno xppsene (TIMI).

HesnaunTtenno (TEMI): KnuHuyHO BULAKUMO ¢ nOHMxKeHWE Ha xemornobuna ot 30-50 g/l.

HianckBawoe meanuuuucka nameca (TIMI): Maucksawo nutepsenuns UM sBoaewo ao xocnuranuzaums, UK
Hanaraulo oileHKa.

3HauuTesino paTanvoxuporosacrpawasamo (PLATO): ®artanno kepeene HUJIKW Bcaxo BxTpeuepenHo
kbpBeHe, HJIY BpHTpanepukapaHo cbe cbpiaeuna TaMmnonasd, MJIM ¢ xunosonemuyeH ok, Unu Texka
XUIIOTOHUS, HANATALLA [PHI0HEHUETO HA NPECOPHU/KHOTPOIHM CpeacTsa UiH onepauus, UJIH ¢
XUITOBOJNEMHUMEH WOK KK TEXKa XUNOTOHMSA, Halaraua NpUioXKEeHKHeTO Ha NPECOPHU/ UMHOTPOTHH CPEACTBA MU
onepauun, MJIM knnununo suauMo ¢ >50 g/l noHuMeHHe Ha XEMOrnoDUHA WITH NPEaSTH 24 eAUHHULIY YEPREHH
KPBLBHU KNETKH,

Apyro sHauurenno (PLATO): 3vauumo wusaauauszupawo UJIH kaunuuno suaumo ¢ 30-50 g/l nodmxeHue Ha
xemornobuua, UJIW npenat 2-3 eaMHULM HEPBEHHU KPBBHU KJIETKH.

Hesnauutenno (PLATO): M3ncksa MEAHIMHCKA MHTEPBEHUHS 32 CRUPAHE WM JIGYEHNUE HA KbPBEHETO.

B PEGASUS 3nauntennoto kbpeeHe (TIMI) npy tukarpenop 60 mg nga nbTH AHEBHO € NO-CHUITHO
oTkonkoTo npu aeuyeHue camo ¢ ACK. He e HaOniopaBaH noBuuleH pUCK OT (DaTanHO KbPBEHE U Ce
YCTAHOBAIBA CAMO HE3HAYMUTENHO NMOBHUILEHWE HA BLTPEUYEPEIIHUTE KPbBOU3IHBH B CPABHEHHE C
Tepanusata camo ¢ ACK. Uma manko cubutus na garanio kepeeHe B npoyusaHeto, 11 (0,3%) 3a
Tukarpesop 60 mg u 12 (0,3%) 3a tepanusara camo ¢ ACK. HabnogapaHMST NOBULIEH PUCK OT
3HAUUTENHO KbpBeHe (TIMI) ¢ Tukarpenop 60 mg ce AbKu NMPEANMHO Ha NTO-BUCOKATa YECTOoTa Ha
npyro 3dauMTenHo kbpaede (TIMI), cabp3aHo cbe chOUTUE B cTOMaiHO-uypesHus COK.

[louLIeHa YecTOTa HA CLOUTHA ¢ KbpBeHEe, NOAOOHN Ha 3HaunMTeNnHO KbpBeHe (TIMI), e HabntoxapaHa
B KATETOPKUUTE 3HAUMTENHO UK He3HauuTeaHo KbpeeHe (TIMI) u 3nauntento (PLATO) u
3HAYUTENIHO UMM He3HauuTenHo KbpBeHe {PLATO) (Bx. Tabnuua 3). IlpeycraHoBaBaHeTo Ha
Je4eHUETO NOpaaM KbPBEHE € NO-YECTO B rpynara Ha Tukarpenop 60 mg B cpaBHEHME C rpynara Ha
TepanuaTa camo ¢ ACK (cwroteeTHO 6,2% u 1,5%). [ToBeueTo OT TE3M CliyHian Ha KbpPBEHE c¢a ¢ no-
MaJIKa TexecT (Knacupyumpaly KaTo M3UCKBallK MeanHHCKa HaMmeca (TIMI)), Hanp. enncTakcuc,
HaCHHABAHE U XEMATOMH.

[IpogunsbT Ha KbpBeHe Ha THKarpenop 60 mg e cxoneH B MHOKECTBOTO NpPEeABAPUTENTHO ONpeaeSieH!
NOArpyny (Hanp. Mo BbL3pacT, Mo, TErA0 paca, reorpacku pervoH, CbNbTCTRAIUM 3a0019BaHNA,
CBABTCTBALIA TEPANHA U MEAHMUMHCKATA aHaMHe3a) Npy ¢bOMTHA Ha 3HaunTenHo KbpreHe (TIMI),
IHAUUTETHO MK He3HaduTenno (TIMI) v snauurenno kbpeeHe (PLATO).

BuTpeuepenHo KkbpBeHeE:

CnoHtanHn BUK ce chobunasar ¢ nonobua uectora 3a Tukarpenop 60 mg v repanus camo ¢ ACK
(n=13, 0,2% B paBeTe rpynu Ha neyeHue). Habnoasa ce HeanauntenHo nosuweHue Ha BYK ¢cabp3ano
C TpaBMa U NPOUEAYPH TpH JieueHne ¢ Tukarpenop 60 mg (n=15, 0,2%) B cpasHeHHe ¢ TepanuaTa
camo ¢ ACK (n=10, 0,1%). Cbobuienu ca 6 ¢parannn BUK ¢ Tukarpenop 60 mg n 5 daranun BUK ¢
Tepanus camo ¢ ACK. Hecrorara Ha BbTpeHepenHO KbPBEHE € HUCKA B 1BETE FPYIH HA Nle4eHne, KaTo
CE MMa NMPEJBH] 3HAUYUTETHUTE CbIbTCTRALLM 3abonaBanus U CC pUCKOBU (DAKTOPH B NMPOYyUBAHATA
NonynaLus.

Hucnues

HHcrines:, ycewaHe 3a 3aayXx, ce cboOlaBa oT NauMeHTuTe, Aekysaum ¢ Tukarpenop. B PLATO,
00eIMHEHHUTE KAaTO AUCITHES HEXETAaHW NEKAPCTBEHU ChOMTHUA (IMCTIHEA, AUCTTHESA B MOKOH, RHGH
[PH YCHIHE, NAPOKCH3MATHA HOLLHA AUCTIHER M HOLLHA AXCNHEA) ce chobuiasaT ot 13 .QgN'EH
nauMeHTUTe, IEKYBAHH C TUKArpesnop, 1 3a 7,8% OT NauMeHTHUTE, JEKYBaHHU ¢ Kionugit s A E'H
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C JieYeHHETO ¥ OpoaT Ha cepHO3HHUTE Chaydau € Manbk (0,14% Tukarpenop; 0,02% xnonvaorpen), (Bx.
Touka 4.4). Hait-4yecTo chobUaBAHUTE CHMNTOMM HA AUCIIHES CA NEKH JO YMEPEHH O UHTEH3UTET U
IOBEYETO e ¢cb0oOIABaT KaTo €AUHUUEH EMTHU30/ PAHO Clle] 3aroyBaHe Ha TepanusaTa.

B cpaBHeHue ¢ knonuaorpen, naumenTute ¢ actma/ X0Obb, nekyBaHu ¢ Tukarpenop, Moxe aa uMar
[MOBHILIEH PUCK OT MONydyaBaHe HA Hecepro3Ha aucnHes (3,29% Tuxarpenop cnpamo 0,53%
Konuaorpen) v cepuosHa aucnHes (0,38% Tuxarpenop cnpamo 0,00% wionuaorpen). B abcontoruu
CTOMHOCTH TO3H PUCK € NO-BUCOK OTKOAKOTO B usnocrtHara nonynauus Ha PLATO. Tuxkarpenop
TpAORA a ce npunaara c NOBUILIEHO BHUMAHHWE NPH NALMEHTH ¢ aHaMHe3a 3a acTMma u/unu XObb (Bx.

Touka 4.4).

Oxono 30% ot enu3oauTe oT3By4YaBaT B paMkuTe Ha 7 AHH. PLLATO BkAOYBA NALUMEHTH, KOUTO HA
H3XONHO HUBO MMAT 3aCTOHHA Cbhpaeyvna HeaocTaTbuHOCT, XObb uan actMa; Te3u nauueHTH U
MaUMeHTHUTE B CTApUeCKa Bb3pacT € No-BEPOATHO aa cbobwasar gucndes. 3a Tukarpenop, 0,9% ot
MauMeHTUTE NPEeKbCBAT NPUJIaraHeTo Ha NMPOYUBAHOTO aKTUBHO BEUIECTBO Nopany JAUCIHES, CNPAMO
0,1% ot Te3u, npueMawn knonuaorpest. [lo-Bucokara 4eCToTa HA AMCNHEA C TUKArpenop He ¢e
acolurMpa ¢ HOBa MOABAa WM BJOLIABAHE Ha ChpaeuHO WK DenoapobHo 3abonsasaHe (BXK. TouKka 4.4).
Tukarpenop He nossnsisa 6enoApoOOHUTE PYHKUHOHATHHU TECTOBE.

B PEGASUS aucnnes ce cvobulasa npu 14,2% o1 nauneHTrre, npuemaui Tukarpenop 60 mg naa
NbTA AHEBHO, ¥ NpK 3,5% o1 naunenTuTe, npuemMaiun camo ACK. Kakto 8 PLATO, noseuero cnyuau
Ha cbODlleHa AUCTIHEN ca JIEKU 10 YMEpPeHH No HHTeH3uTeT (BiK. Touka 4.4). [NaumneHTrTe, KOUTO
cboblapaT AUcnHen ca OMITK NpeIUMHO NO-Bb3PAaCTHH M NMO-4ecTo ca uManu ancnHest, XObb vin
acTMa Ha U3XOAHO HUBO.

Hacnegsanun

I loBuweHne Ha nuKkouHaTta kucenuHa: B PLATO e oTueTeHo nosuiaBase Ha cepyMHaTa NMUKOUHA
KHMCEIMHA [I0 CTOWHOCTH, HaABMILABALUW OPHATA rpaHyLa Ha HOpMaTa, npu 22% oT nony4aBaLuTe
TUKarpenop nauvenTH, cnpamo 13% ot noayyapawure Kionuaorpen nauueHTH. ChboTBETHUTE
croHocTH B PEGASUS ca cvorBeTHO 9,1%, 8,8% 1 5,5% 3a Tukarpesiop 90 mg, 60 mg 1 nnauebo.
CpenHara cepymMHa NUKO4Ha KHCeaMHa ¢e nosrwwasa ¢ 61130 15% npu npusioxkeHne Ha TUKarpenop, s
cpasHeHHUe ¢ npubnusnrenno 7,5% npu npunoxeHrne Ha KNONKWAOTPeEN, a CNe/l CNUPAHE HA IEUEHHETO
CE MoHwKaBa NpuONM3UTENHO N0 7% MPH NPUIOKEHUE HA TUKArpenop, 10KaTo NpPHU KJIONKAorpen He
ce Habnwaasa cnag. B PEGASUS ce ycranoBasa o6patumMo noBUlieHKEe Ha CPeHUTE HHMBA Ha
CepyMHa NUKOYHA KucenuHa ot 6,3% u 5,6% cboteeTHO 3a THKarpenop 90 mg v 60 mg, B cpaBHeHue
¢ 1,5% nonmxenue B rpynara ¢ nnauebo. B PLATO uectoTara Ha nonarposeH aprput € 0,2% 3a
THKarpenop cnpamo 0,1% 3a knonuporpen. ChLOTBETHUTE CTOWHOCTH 3a noaarpa/noAarpo3eH apTpuT B
PEGASUS ca [,6%, 1,5% u 1,1% cvotBeTHO 3a TUKkarpenop 90 mg, 60 mg u nnauebo.

CrobuiaBaHe Ha NOA03MPAHA HEXKENAHH PeaKLMK

CpobuiaBadeTo Ha MOAO3HpaAHM HEXKENaHW PeakuMHM clie] pa3peluaBaHe 3a ynorpeba Ha neKapCTBEH WS
MPOAYKT € BaXKHO. ToBa no3soJisgBa 1a NPOABIKY HAONKOACHUETO Ha CLOTHOLLIEHHETO NOJ13a/PUCK 32
nexapcTeeHua npoaykr. OT MEAMLIMHCKHUTE CIel{HaANIMCTH C€ U3NCKBA /ia ChoDLIaBaT BCAKa
NORO3HMPAHA HEXE/IAHA peaKuMs ype3 HauMoHANHa cucTema 3a chbobasade B MU3nbsaHHTENHA areHLIMS
no nekapctaarta yn. , Jamsn I'pyes™ Ne 8, 1303 Codusa, Ten.: +35 928903417, yebeafiT: www.bda.bg.

4.9 Ilpeno3upane

Tuxarpenop ce noHacs nodbpe npu ennokpatHu 01034 a0 900 mg. MacTpouHTECTHHANHATA TOKCUHHOCT
e Ouna 10301MMHUTHpPaHa B €0HO NPOyYBaHe ¢ §AHOKpaTHA HapacTBala no3a. Jpyry KivH1uHo
3HAUNMH HEXEJIAHK peakLMH, KOUTO MOraT Ja Ce NPOABAT MPU NpeAO3MpaHe BKIOUYBAT JUCIHESR
BEHTPHKYNAPHH Nay3u (Bx. Touka 4.8).

B cnyvad Ha npeao3vpane, MOraTt Aa ce nposBiT ropecnOMEHAaTHTE MNOTEHLMAIHH HEX
JIEKapPCTBEHK peakurwH 1 TpadBa na ce uma npeaeun EKI MonuTopnpane.
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KbM MOMeEHTa HE € HU3BECTEH aHTHAOT Ha TUKAIpeNop U TUKArpeNIop He ce Auanuikpa (Bx. Touka 5.2).
[Ipy npeno3upane neueHnero TpsAOBa na ce NPoBeAKaa B CLOTBETCTBHE C MECTHATA CTAHAAPTHA
MearLIMHCKA rpakTuka, QuakBaHMAT ePEKT OT NpeJo3npaHe Ha TUKArpenop € yab/KeHa
POABKMTENIHOCT Ha PUCKA OT KbPBEHE, CBBP3aH ¢ TpOMOOLMTHOTO HHXMOUpaHe. TpaHcy3uaTa Ha
TpoMOOCLIUTHA Maca € MANKO BEpPOATHO [1a UMa KAMHHWUHA NOJI3a MPH MALMEHTH C KbpBEHE (BX.

Touka 4.4). AKo ce rosasy Kbpaede, TpaOBa aa ce npeAnpueMar Apyry NOAXOAAWK NOALbPHKAUIM
MEDPKH.

5. ®APMAKOJOTUWYHU CBOUCTBA

S.1 @apmaxkoaMHAMHYHU CBOACTBA

dapmaxoTepanesTuyHa rpyna: Muxubutopu Ha arperaumsata Ha TpoMOOUHTUTE, C M3KIIOUYEHHE HA
xenapuH, ATC xon: BO1AC24.

MexaHH3IbM Ha AEUCTBHE

[TnaTerpa cbaAbpKa TUKATPENOP, ChEAMHEHHUE OT K/1aca Ha UMKJONEHTUITPHA3ONONUPUMHUIANHHUTE
(CPTP), xoiiTo € nepopaneH aHTaroHUCT ¢ AUPEKTHO JercTBHE Ha P2Y 2 peuenropa, Kato ce CBbp3Ba
C HEro cenekTUBHO U 0OpaTtnmo u npeaorepariasa AJlD-meaunpanara, 3asucenia ot P2Y ;
TpOMOOUMTHA aKTWBALIMA K arperauus. Tukarpenop He npeaoTBparasa cabp3BaHeTo ¢ AJID, a koraTto
ce cBbp3Ba ¢ P2Y 2 peuentopa, Bb3NpensaTcTBa CUTHA/IHATA TPAHCAYKUMA, HHAYUUpaHa oT AJID. Toi
KaTo TPOMOOUMTHTE YUacTBAT B HHULUMUPAHETO W/HNK PA3BUTHETO HA TPOMOOTHUHUTE YCNOKHEHHS HA
aTepocKiiepoTHUHATa boaecT, e noka3aHo, e HHXWOUpaHeTo HAa TpoMboUKTHATA hYHKUKMA HaMaliaBa
pucka oT CC ¢buTHS, KaTo cMBpPT, MU UK UHCyAT.

Tukarpenop Cblo YBeIUYaBa JOKATHUTE EHAONEHHM HMBA Ha al€HO3MHA Yype3 HHXUOUpaHe Ha
exBHAKOpHpawns HykieosuaeH TpadHcnoprep-1 (Equilibrative nucleoside transporter-1, ENT-1).

JlokyMeHTHpaHo €, ue npu 3apaBud avua M naudeHty ¢ OKC, Tukarpenop ysenuuana cjieiHUTE
e(eKTH, HHAYUMPAHH OT 8/IECHO3UH: Ba3oaMnaTaunua (M3MepeHa ype3 YBENHYABAHETO Ha KOPOHAPHUA
KPBHBOTOK IMpH 3apasd nobporonuu 4 naunentu ¢ OKC; rnasobonue), nuxudbupane Ha
TpoMOOLMTHATA QYHKLMA (B YOBELIKA LSJA KPbB in vitro) ¥ AMCTHesA. Bpb3kaTa Mexay
HabNoaaBaHuTe YBETHYEHHU] HAa aA€HO3MH M KNIMHUYHUTE pe3yaTaTH, obaue (Hanp. 3a6oneBaemMocCT-
CMBLPTHOCT), HE € KaTErOpUYHO U3ACHEHA.,

MDapMaKoAUMHAMHYHH €heKTH

Hauano na oeticmeuemo

[1pu maumenTH cbe ctabunna vexemuuna donect Ha cvpueto (MBC), npuemaiun ACK, tukarpenop
nokKa3sa Obp30 HacTbNBaHe HA AapMaKkonoruyeH edekT, KOWTO ce 1EeMOHCTPHUPA OT CPEAHOTO
nHxubHpaHe na TpombounTHara arperauua (MTA) okono 41% 0,5 vaca cnen npunoxenue Ha 180 mg
HATOBAapBalLlla 103a THKarpenop, ¢ Makcumanda ctoiHocT Ha UTA 89% 2-4 uaca cnea npunoxeHHeTo
Ha 1034Ta, KOKTO ce 3anbpka mexay 2-8 vaca. [1pu 90% ot naumeHTuTe 2 yaca cjiea NPpUA0KEHHETO
Ha A03aTa TEPMUHANHOTO nukoBo UTA e >70%.

Kpati na deticmeuemo
Axo e nnanvpaHa HKAD npoueaypa, puCKsT OT KbpBEHE CBbP3aH C THKarpesiop € NoBUILEH B
CPaBHEHME ¢ KNOMUAOrpeEN, KOraTo TepanusiTa € npekpareHa rno-Manko ot 96 yaca npeau

npoLeaypara.

Cumana Ha aekapcmsama
[IpemMuHaBaHe OT ledeHUe ¢ KNONUAOrpen 75 mg Ha siedeHue ¢ Tukarpenop 90 mg aga nbTH AHEBHO
BOAM A0 abcosmoTHO noBuwasaHe Ha UTA ¢ 26,4%, a npeMHHaBaAHETO OT NeveHHe C THKarpeaop Ha

MPeMUHABAT OT KJIIONKWAOrpen Ha THKarpesnop 6e3 rnpekbcBaHe Ha EHTHarpeFHHTHDTO
TOuUKa 4.2).
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KiinHuuHa ednkacHOCT ¥ He3onacHoCT
KAMHUUHM JaHHH 33 eHKACHOCTTa 1M 0€30MacHOCTTa Ha THKArPENOp ca NOJYUYEHH OT [BE KIHWHHYHH

M3NUTBaHKUA ¢aza 3:

¢ [TpoyusaneTo PLATO [PLATelet Inhibition and Patient Quicomes (TpomboTruHo HHXHOMUpaHe
1 KJIMHUUYEH M3X0/1 Ha NalLMeEHTa)], CpaBHEHUE HAa THKArPeNop ¢ KNONUaorpen, U Asara
npunarain B komOnuauusg ¢ ACK, v apyra ctanaaprha teparnus.

¢ [Tpoyusaneto PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (IIpesenumns ¢ Tuxarpenop Ha
BTOPHUHHU TPOMOOTHUUHHK CLOUTHA NPH BUCOKOPHUCKOBU NAUHMEHTH C OCTbP KOPOHAPEH
CUHAPOM)], cpaBHeHHe Ha TuKarpenop, kombunupan ¢ ACK, ¢ tepanus camo ¢ ACK.

[Ipoyusane PLATO (ocmpu kopoxaptu cunopoMu)

[lpoyusanero PLATO Brioura 18 624 nauveHTH, KOMTO ca 8 24-4aCOBHA MMEPHOA OT HAYANOTO Ha
CUMITTOMH Ha HecTabunHa crerokapans (HC), undapkr Ha mnokapaa 6e3 ST-enepauus (MMOST-e)
WK ¢ MHDApKT Ha MUokapaa cbe ST-enepauus (MMcST-e), n kouTo NbpBOHAHANHO Ca NEKYBAHK
MEAMKAMEHTO3HO, WK Ype3 NepKyTaHHa kopoHapHa urtepseHuus ([1KH), nny upes nocrasaue Ha

HKAB.

Knunuuna eghuxacnocm

Ha ¢ona Ha exxeaHerHO npunoxeHHe Ha ACK, Tukarpenop 90 mg ABa nbTH AHEBHO AEMOHCTPUPA
NPEeBbLIXOACTBO CIPAMO 75 Mg NHEBHO KAOMMAOrPel N0 OTHOUIEHHE HA MPEBEHUMSA HA ChCTABHATA
KpaiHa Touka 3a CC embpr, MU Unmn MHCYNT, ¢ paznuka, nponsnmiama ot CC embpt v MU,
[laurenrure nonyyasar 300 mg HaToBapsala n03a kjaonuaorpen (Bb3MoxHo € 600 mg, ako umar
[TKHA) vnn 180 mg Tukarpenop.

PesynrarsT ce noaessa pano (abcontorHa peaykuusa Ha pucka [APP] 0,6% u oTHOcHTeIHA peayKLMs
Ha pucka [OPP] 12% Ha 30-ua geH) ¢ nocTosxeH eeKkT OT Je4YeHHUETO Mo BpeMe Ha Lenna |12 meceueH
nepvion, nasau APP 1,9% Ha roavHa ¢ OPP 16%. Tosa npeanonara, ue € noaxoasaino MaudeHTHTE J1a
ce neKyBaT ¢ Thkarpenop 90 mg aBa nbuTH nHeBHO 12 mMeceua (Bx. Touka 4.2). JleueHueTo Ha

54 naumenTu ¢ OKC ¢ Tuxarpenop BMECTO ¢ Knonuaorpen npeaorepariasa | atepoTpoMOOTHHHO
cbOMTHE; NneyeHHeTo Ha 91 naunenTn npenorspataa | CC cmbpT (B, Durypa 1 u Tabnuua 4).

TepanesTHUHUAT ePeKT HAa TUKATPENOp, HAAXBbPAKLL TO3H HA KNONMKWAOrpeN, U3rnexiaa cXoaeH B
MHOTO MOArpPYyN!, BKIHOUYUTENHO TEMIO, N0, aHAMHE3a 3a 3aXapeH AMadeT, TPaH3UTOPHa KCXEMHYHA
aTaka WiKn He-XEMOpParyucH HHCYIIT, UK PEBACKYNapH3alKd; NPpH CbNBTCTBALLO NEYEHHE BKIOYBALLO
xenapuH, Gpllb/Illa nuxubuTOpK ¥ MHXMOWMTOPK HA NMPOTOHHATA NoMIIa {BX. Touka 4.5); npu
OKOHYATEeNMIHATa AHarHo3a Ha noka3aTtesHo cboutHe (MMcST-e, UMOST-e unu HC); v npwu
MNNAHKUPAHUA NPU paHAOMU3auKaATa NeuedeH noaxon (MHBa3UBEH WM MEIMKAMEHTO3eH ).

YCcTaHOBEHO € ¢1ab0 CHrHUPHKAHTHO TEPaANeBTHYHO B3aUMOAEHCTBHE B 3aBUCUMOCT OT PEeruoHa,
CbI1ACHO KoeTo KoeduuueHTsT Ha pyucka (Hazard ratio, HR) 3a nbpBUuHaTa KpaiiHa TOuka e B non3a
Ha THKArpeaop 3a OcTaHanaTa 4acT Ha CBETa, HO € B 1oJ13a Ha wionuaorpen 3a CerepHa AMepHKa,
KOSTO cbeTaBnsiaa npudanszurento 10% ot usnara npoy«Bana nonynauus (p-CTORHOCT Ha
p3aumoaencTene=0,045). EkcnaopatopHuTe aHanu3y NpeanonaraT BEposTHa BPb3Ka ¢ 103aTa Ha
ACK, karo ¢ yBenyuaBaHe Ha nozata Ha ACK ce Habmronapa HamaneHa ehMKaCHOCT HA THKarpenop.
XpounuHarta aHesHa no3a ACK, koato na 6sae 75-150 mg (Bxk. Touxn 4.2 v 4.4).

®urypa | nokaszsa oMaKBaHUA PUCK 32 HACTBNBAHE HA NbLPBY MHUMWIEHT, BKIKOYEH B KOMOMHUpaHaTa
KpaiHa TOYKa Ha €(PUKACHOCT.
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@urypua 1 Anajiu3s Ha IbPBHYHATA KIMHHYHA ¢beTaBua kpaiina rouka or CC embpr, MH n

uncyar (PLATO)
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B cpaBHeHHME ¢ KJIOMKUAOrpe/l, THKArpe0p HaMaslsiBa 4eCcToTaTa Ha HaCThIIBAHE HA MHLIM/ICHTHTE,
BJIM3AlllM B ChCTABA Ha IMbpBUYHATA KpaHHa TouKa — KakTo B nonyaauusra ¢ HC/UMOST-e, Taka v B
nonynaauuara ¢ UMcST-e (Tadauua 4). CnenoparesiHo, Tukarpesop 90 mg aBa nmbTH JIHEBHO 3a€/1HO C
Hucka ao3a ACK moxke na ce usnonssa npu nauyerTn ¢ OKC (HectabuiiHa cTeHOKap/iMsa, MUOKapaeH
uHpapkr 6e3 ST enesaumns [UMOST-e| uimn muokapaen nudapkr cve ST enesaumns [UMcST-e)):.
BKJIKOUMTE/IHO MALMEHTH, JIEKYBAHH ME/IMKAMEHTO3HO, W MNALIMEHTH, JICKYBAHHU C NEPKYTaHHA
kopoHapHa uHtepseHums (I 1KH) nnm daiinac na koponapsa aprepus (HKAD).

Tabauna 4 Anaju3 HA NbPBHYHATA U BTOPHYHHUTE KpaiiHu TOUKH 3a epurkacnoct (PLATO)

Tukarpenop | Kanonujaorpe
90 mg 1Ba 7S mg BeJAHbK
I'bTH AHEBHO JIHEBHO APP* OPP* (%) N——
(% nammentTn | (% naumenTw (% /ron) (95% CI) p-CTOMROCT
ChC CLOHTHE) [ ¢BbC CLONTHE)
N=9333 N=9291
CC cmbpt, MU (C
U3KJ1. Ha ,.Tux" MH) 0.3 10,9 1.9 16 (8, 23) 0,0003
HJIM HHCYJIT
FlEpERUS 38 8,5 10,0 1,7 16 (6,25) |  0,0025
MHBA3MBHA Teparius
Hamepenue 3a
JIeKapCcTBEHA 1.3 [3,2 2,3 15 (0,3, 27) 0,0444"
Teparus
CC cmbpT 3,8 4,8 |, | 21 (9, 31) 0,0013
MU (¢ u3ki. Ha 5
X" MU)’ 5,4 6.4 ] 16 (3, 25)
Uncyanr 1.3 l.1 -0.,2 -17 (-52, 9)1.
CmbpT 0€3 0.7 1.5 ) 16 (8. 23{ |
3HAYEeHHUE Ha
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Tuxarpenop | Knonugorpen
9¢ mg aBa 75 mg BeAHBK
NbLTH AHEBHO AHEBHO APP? OPP? (%) .
(% nauuentn | (% nauuventH (% /ron) (95% CI) preTORHOCT
¢bC CLOUTHE) | Che CBHOUTHE)
N=9333 N=9291
npuuyurHata, MH (¢
H3i. Ha ,, Tux'"" MH)
WJIH HHCYIIT
CC cmbpT, 06110
MU, uncyar, CPH,
PH, THA unm apyra 13,8 15,7 2,1 12 (5,19) 0,0006
ATC?
CmbpT Oe3
JHAYEHHE Ha 4.3 5.4 1,4 22 (11, 31) 0,0003"
NnpU4YHHaTA
AepunnTasHa 1,2 1,7 0,6 32(8,49) | 0,0123"
| Tpom003a Ha CTEHTa
‘ APP = abcontoTHa pesykuus Ha pucka OPP = oTHocuTenna peaykums Ha pucka = ( [-KoednuueHT Ha
puck) x 100%. Otpuuarensa OPP o3nayaBa noBuLaBaHE HA OTHOCUTETHHUSA DUCK.
0 ¢ U3IKNoUeHue Ha ,,tux"™ MH.
) CPH = cepuo3na pexkypeHTHa ucxemus; PU = pexkypentHa nexemusa;, TUA = TpaH3uTopHa UCXEMUYUHA

ataxa; ATC = aprepuanto rpomboruuHo cxbutre. O6wo MH skmousa ,, Tux'* MU, gata Ha cuOuTHeTO €
[1aTaTa Ha HEroBOTO YCTAHOBABAHE.

d HOMUHANHA CTOHHOCT Ha CUTHUPUKAHTHOCT, BCHYKM OCTAHAIM ¢a DOPMANIHO CTATUCTHUYECKH
CMrHUGHUKAHTHY N0 npeaehMHUPaHO epapXHUHO TECTBAHE,

PLATO cenemuuno noonpoyugare

OnpeaendaHero va CYP2C19 u ABCB1 redoruna Ha 10 285 naunentn 8 PLATO aaBa Bb3IMOXHOCT 34
acoUMalMs HA FEHOTUTTHHTE rpynH ¢ pesyntaTtute 0T PLATO. INpepb3XxoacTBOTO HA THKarpenop Haj
KJIOMKAOrPe M0 OTHOLIEHUE Ha peayKUHATA Ha 3HauuTesiHM CC cbOUTUS HE € CUIFrHU(DUKAHTHO
nosiansHo oT CYP2C 19 war ABCBI1 renoruna sa naumnenture. [lonobHo Ha uanocTHOTO NpoyyRaHe
PLATO, HaMa pasznvka mMexay TMKarpenop v Knonvaorpes npu obLio 3HaUUTENTHHTE XeMOPArH4HH
nHuuaeHTH 8 PLATO, ponpeku renotuna CYP2C19 unu ABCBI1. Hecswpianoro ¢ HKAE
3HauuTenHo KbpBene 8 PLATO ce noBuinasa ¢ Tukarpenop B cpaBHeHHe ¢ KIONUAOTPEN NpH
naluueHTH ¢ earH unu noseve CYP2C19 anenu cbe 3aryba Ha pyHKLUHA, HO € CXOAHO Ha KJIOMUWAOrpen
npy NALUMEHTH ¢ anen, KOWTo HaMa 3aryba Ha hyHKuus.

Kombunuparn noxazamen 3a eghuxacrnocm u bezonacnocm
KombuHrupaHusT nokasaren 3a epukacHocT v 6esonacHoct (CC cmbpT, MU, MucynT unm obuio
3HAYMTESTHO KbpBEHE NO AedpuHuumMaTa Ha PLATO) noka3sa, ye non3ara oT NpUIoXKeEHUETO Ha

THKarpesop rno OTHOWEHHE Ha €PUKACHOCT B CPAaBHEHUE C KJOMUIOIPE HE CE KOMIEHCUPA OT
CnyvauTe Ha 3HauuTenHo KbpeeHe (APP 1,4%, OPP 8%, KP 0,92; p=0,0257), 12 meceua cnen OKC.

Kaunuuna bezonacuocm
XONTEPOBO MOANPOYHBAHE:
3a 1a ce OLEHH YECTOTATa HAa BEHTPUKYAAPHUTE NMAay3u ¥ ApYry €rU304M Ha apUTMHUS 110 BPEME Ha
npoyusaHeTo PLATO, e ocbLlecTBEHO XONTEP-MOHUTOPYPAHE Ha noarpyna oT 6iin3o 3 000 naumenTy,
npubnunsuTenHo 2 000 or KouTo UMart 3anucu, kakTo B octpara ¢dasza Ha OKC, Taxa 1 Mecel No-KbCHO.
[IbpBHYHaATA NpOCAeasBaHa MPOMEHIMBA € YECTOTaTa HAa BEHTPUKYNAPHH MAY3H C MPOABIKHTETHOCT
>3 cexyHA. BeHTpukynapHH naysu pa3sBMBaT [OBEYE MALMEHTH HA JieueHHe ¢ THKarpenop (6,0%),
OTKOJIKOTO TakuBa Ha fieweHnue ¢ konuaorpen (3,5%) B ocTpara ¢aza u ¢chotBeTHO 2,2% 1 1,6% cnen
I Mecell (B. Touka 4.4). YBenMueHHETO Ha BEHTPUKYJIapHUTE Nay3u B OocTpaTa (hasza Ha '
U3pa3eHO NpPH rnauveHTUTE Ha THKAarpeaop ¢ aHamuesa 3a XCH (9,2% ¢ aHamHeza 3a
rpu naumMeHTy de3 anaMHesa 3a XCH; 3a naunenTuTe Ha knonuaorpesn, 4,0% npu Te
3,6% nipu Te3un Oe3 aHamuesa 3a XCH). Ta3u paznuka He ce NpOABSBA 3a €IMH MECe f
2,1% 3a nauveHTUTE Ha THKArpenop, CbOTBETHO, Che M Oe3 aHaMHesa 3a XCH; v 3.8

18




Kjaonu/aorpes. Tasu pa3iivka He e CBbp3aHa ¢ HEKEJIAHW KIIMHUYHM TOC/IeAMLM ( BKIIOYUTEITHO U
[NOCTaBAHE HA NEMCMENKDbP) BbB BbIIPOCHATA 1TOMYJIALIUS MALIHEHTH.

[Ipoyusane PEGASUS (anavnesa 3a muokapoen und)apkm)

PEGASUS TIMI-54 e npoyuBaHe ¢ 21 162 nauMeHTH, C AM3aiH 3aBUCELL OT HACTBIBALIMTE CHOUTHS,
paHJA0MHU3UPAHO, ABOMHO-CAANO, M1aued0o-KOHTPOJUPAHO, MEKIYHAPOAHO MHOTOLIEHTPOBO
[NpOyYBaHe C rnapasie/iHi rpynu 3a OleHKa Ha MpeBeHLMsITa Ha aTEPOTPOMOOTHYHH CLOUTHS C
TUKarpesaop, npuiaarad B 2 ao3u (90 mg asa nbTy AHeBHO wiaM 60 mg aBa MbTH JHEBHO) B
komMOMHaums ¢ Hucka 103a ACK (75-150 mg). B cpaBHenue ¢ tepanus camo ¢ ACK npu nanmeHTH ¢
aHamHe3sa 3a MW u lonbiiHuTeIHM pUCKOBH (pakTOpH 3a atepoTpombo3a.

[[aumenTH, NOAXOAS1IM 3a BKIIOYBAHE B NPOYYBAHETO ca OM/IM TAKMBA HA Bb3PpacT HA UJIK Ha/l

50 rosiMHM, Hanuyue Ha aHamuesa 3a MU (1 10 3 roaMHu npeay paHaoMHU3MpaHETO) U HAJIMUMUE Ha
MOHE €MH OT CJICIHUTE PUCKOBH (pakTOpH 3a arepoTrpomO03a; Bb3pacT =65 ro/IMHKU, 3axapeH auader,
Haslarail MeJIMKaMeHTO3HO JieueHue, BTopHu npeawectaiul MU, nannu 3a muorocsaosa UbC uim
XpoHuuHa 0bOpeyHa AMcYHKIIMS U3BbH KpaWHUs CTa UM,

[TaumenTuTe He ca OMIIM NMOAXO/AALLHM 3a BKJIIOUBAHE B MPOYUYBAHETO, aKO Ca UMAJIM TJlaHUpaHa
ynorpeda Ha P2Y |, peuentopeH aHTarOHUCT, JAUITHPUIAMOJI, LIKJIOCTA3M)T MW AHTUKOAryJlaHTHA
Tepanus 3a rnepuo/la Ha rnpoyyBaHeTo: HapylLIeHUe, CBbP3aHO C KbPBEHE WM aHAMHEe3a 3a HCXEMHYEH
UHCYIT WK BbTPEUEPEIHO KbPBEHE, TYMOP Ha LICHTpaJiHaTa HEPBHA CUCTEMA WJIKM BbTpeUeperiHa
Ch/I0BA AaHOMAJIKsl, MALIMEHTH CHC CTOMALLHO-YPEBHO KbPBEHE Mpe3 rpe/jiecrTsaumre 6 mecena ujiu
rojisimMa onepauus npes npeawecrsatuure 30 aHu.

Knunuuna egpuxacrocm

®urypa 2 Anajiu3 Ha NbPBHYHATA KJIMHHYHA cbeTaBHA Kpaiina rouka or CC embpr, MU
nucyar (PEGASUS)
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Tabauua § Ananaus Ha NbPBHYHATA H BTOPHYHMTE KpaHHH TOYKH 3a epuracnoct (PEGASUS)

Tuxkarpenaop 60 mg 1Ba 1bTH JHEBHO Camo ACK
+ACK N=7 045 N=7 067
Manuentn ' -CTOHHOCT
XapaKTepHCTHKA ChC KM % (951.;1,?(:1) cil cag:ﬁe:::: o | KM %
| cubutan |
[TbpByyHA KpaliHA TOYKa
Cuerasua ot CC | 407 6 900y | 7,89 0,84 578 (8,2%) | 9,0% |0,0043 (s)
cMbpT/MHW/MHCYNT (0,74,095) |
CC cMbpT 174 (2,5%) | 2,9% 0,83 210(3,0%) | 3.4% 0,0676
(0,68, 1,01)
MH
285 (4,0%) | 4,5% 0,84 338(4,8%) | 5,2% 0,0314
| (0,72, 0,98)
ineynt 91 (13%) | 1,5% 075 122 (1,7%) | 1,9% | 0,0337
’ ’ (0,57, 0,98) ’ ’ ’
BTopruna KpalHa To4YKa
CC cMbpT 174 (2,5%) | 2.9% 0,83 210 (3,0%) | 3.4% :
(0,68, 1,01)
CMBPT NO BCAKAKBA 0,89
P 289 (4,1%) | 4,7% 326 (4,6%) | 5.2% -
NpUYKMHA (0,76, 1,04)

KoepuUunueHThT HA pUCKA W p-CTOMHOCTHTE Ca UIHKCICHM OTAENHO 3a TUKarpesaop cnpamo Tepanus camo ¢ ACK
OT MOJE Ha MPOMOUMOHANHUTE pUcKoBe HA COX, KaTo rpyrnara Ha Je4YeHUe € €IMHCTBEHATA €KCIJIaHATOPHA
IPOMEHNHBA.

KM npougHT, 34ucnel Ha 36-ua Mecel.

benexka: OposaT Ha nbpBUTE cHOUTHA 38 KOMNOHEHTHHTE CC cMBpT, MU K HHCYAT € aecTBUTENHUAT OpOii Ha
TbpBU CbOUTHUS 3@ BCEKM KOMMOHEHT U He ce nobaBs kbM Opos Ha cbOUTHATA B CHCTABHATA KpaitHa TOYKA

(s) IToxa3ea cTaTUCTHYECKA 3HAYHMOCT.
Cl = Hosepurenen uurepsan;, CC = Copaeuso-cuace; HR = KoeduumnedT Ha pucka; KM = Kaplan-Meier; MUY
= MuokapaeH uHoapkt; N = bpoit nauMeHTH.

Jeete cxeMu Ha nevedue ¢ Tukarpenop 60 mg nBa nbTH AHEBHO U ¢ 90 mg ABa NBbTH AHEBHO B
koMouHauusa ¢ ACK npepnaxoxnar caMocToaTenHoTo JjieueHue ¢ ACK no oTHouleHune Ha
[NPEeBEHUMUATA Ha aTEPOTPOMOOTHUHUTE CHLOUTHA {CheTaBHa KpanHa Touka: CC cMbpT, MU U HHCYNT),
C NOCTOAHEH eheKT OT JIEYEHHUETO NMpe3 LeIHA NEPHO Ha npoyusaHeTo, sodews ao 16% OPP u 1,27%
APP 3a tuxkarpenop 60 mg u 15% OPP u 1,19% APP 3a Tuxarpenop 90 mg.

Btnpeku de npodgunnte Ha ePpukachocT HAa 90 mg u 60 mg ca noaoOHU, UMa DAHHH, Ye NO-HUCKaATa
1033 € ¢ 1o-106bLp NpodHI Ha NOHOCUMOCT Y HE30MACHOCT MO OTHOLUEHHE Ha PHCKa OT KbPBEHE U
aucnHes. CnenosatenHo, camo Tukarpenop 60 mg asa NbTHU AHEBHO, NPUIOKEH €THOBPEMEHHO ¢
ACK, ce npenopbuBa 3a npepeHUKa Ha arepoTpomboTHuHK cbbuTH (CC embpT, MU ¥ HHCYAT) NpH
natveHTH ¢ aHaMHesa 3a MM ¥ BUCOK PUCK OT pazsuTue Ha aTepoTpoMOOTUHHO ChLOHUTHE.

B cpasHeHue cbe camocTOSTENHOTO NeueHue ¢ ACK, Tukarpenop 60 mg nsa nbTH AHEBHO 3HAYMMO
NOHHXKABA MbPBUYHATA CbCTaBHa KpaHa Touka oT CC embpTt, MU v nueyaT. Beeku ot
KOMIMOHEHTHTE OOTIPUHACA 33 NMOHWKABAHETO HA IMBPBHYHATA CbeTaBHa KpaiHa Ttouka (CC cMmbpT 17%

OPP, MU 16% OPP u nucynt 25% OPP).

OPP 3a checTraBHaTa kpaidHa Touka oT | a0 360 auu (17% OPP) n ot 361 anu HaTtaTb
noaodHo. MimMa orpannueHu gaHHHU 3a epuKacHoCTTa ¥ 6€30NaCHOCTTA Ha YIBXKEH
TUKarpenop Haa 3 roguHH.
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Jlunceat aokaszartesicTea 3a nonza (He ce Habmonasa pelyKLHA Ha YeCcTOTaTa Ha MbpPRUYHATA
npocneasBaHa kpaiHa Touka ot CC cmbpT, MH 4 HHCYAT, HO HMA NOBULIABAHE HA YE€CTOTATa HA
3HAUMTEJIHO KbpBeHe), koraTo Tukarpesop 60 mg Asa N'bTH AHEBHO € NPHIO0XKEH NPH KIHHHUYHO
cTabWAHU NaLMeHTH ¢ AaBHOCT Ha HHGAPKTA >2 rogvuHH WK NOBEYE OT €1Ha M'OAKKA Cled CAUpaHE Ha
npenxoaHoto neyeHue ¢ AJPD-peuernrroper UHXHOUTOP (BXK. CBILO TouKa 4.2).

Knunuuna beszonacrnocm

UecToTaTa Ha MPEYCTAHOBABAHE HA TepanuAaTa ¢ THkarpesiop 60 mg nopaau KbpBEHE W JUCIHES € 10-
BUCOKA Npy nauveHTH >75 roanuu (42%), B cpaBHeHue ¢ no-Mnaau nauueHTH (Murepsan: 23-31%), ¢
pa3nuKa cnpsamo ritauebo rpynara no-ronama ot 10% (42% cnpamo 29%) npu naumenTy >75 roamun,

[lennaTpuyHa nonynayms

B paHaomusMpaHo, ABoHHo-cnano npoyusane gasa lll ¢ napanennu rpynu (HESTIA 3),

193 neamarpuuHy nauneHTH (Ha Bb3pacT oT 2 40 noa |18 roanHN) Cbe ChbpPNOBAUAHOKIETHLYHE OonecT
ca paHAOMH3HWpaHHU Aa NojlyyaT uaM ninauedo, Wiy Tuxarpenop B a4o3u ot 15 mg no 45 mg apa nuTH
JHEBHO B 3aBUCHMOCT OT T€JIECHOTO Terno. Tukarpenop BOAM A0 MeAMaHa Ha TpomMOoUMTHATA
HHXUOKULKA 35% npean npyvem HA ao3ara M 56% 2 yaca cnel npdeM Ha ao3aTa NPy CTAUMOHAPHO

CbCTOAHHC,

B cpasHenue ¢ nnauebo HAMa Non3a OT NEYEHUETO C TUKArPEeNop NO OTHOLUEHHWE HA HECTOTATa Ha
BA30OK/IY3UBHHTE KPH3H.

Esponeickara areHuusa 1o nekapcreara 0cBo00KAaBa OT 3aAbJ/HKEHMETO 3@ NPEAOCTABAHE Ha
Pe3yATATUTE OT NPOYUBAHHATZ C pePEPEHTHHUR NEKAPCTBEH MPOAYKT, CbAbPXKAlLLl TUKArPEIop BbB
BCHYKH MOArpYNH Ha NeJUaTpUYvHATA NONynaurs 3a ocTpu kopoHapHu cuHapomu (OKC) n aHamHe3a
3a MuokapaeH uHdapkt (MH) (Bxk. Touka 4.2 3a vHpopmalua OTHOCHO ynoTpeba B neanaTpuaTa).

3.2 (PapMakoKWHeTHUYHH CBOiicTBa

Tukarpenop vima nuHeMHa JapMaKOKHMHETHKA, & EKCNO3ULMUTE KbM THKArpesaop ¥ akTHBHUR MY
metadonut (AR-C124910XX) ca npubnnautenro nponopuoHansv Ha aosarta 1o | 260 mg.

Abcopbuus
AbcopbuusTa Ha TUKarpenop € 6bp3a, C MeKaHa Ha tmax NpHOIM3IMTENHO 1,5 yaca. [IpeBpbLIAHETO Ha

THKarpeaop B OCHOBHUA uMpkyanpaw Metadonut AR-C124910X X (cbuo akTusen) e Oup30, ¢©
MEIAKAHA tmax MPHONH3KTENHO 2,5 waca. Ciiea nepopanto NpUICKEHHEe Ha €IMHUYHA 1033 TUKArpenop
90 mg Ha rnanko npu 3apaeu 1uua, Cpax € 529 ng/mlu AUC e 3 451 ng*h/ml. CroTHOlIEHUSATa
MeTabonnt/ocHoBHO BeulecTBo ca 0,28 3a Crax 1 0,42 3a AUC. dapMakoKMHETHKATA HA TUKArpesiop u
AR-C124910XX npu nauxeHTH ¢ aHamHesa 3a MU obukHoBeHO € noaobHa Ha Ta3u B ronynauuMsTa ¢
OKC. Bb3 ocHOBa Ha eAnH NOMyRaUHOHEH GapMaKOKMHETHYEH aHain3 Ha npoyuBaHeTo PEGASUS
mMeauaHaTa Ha Cax € 391 ng/min AUC € 3 801 ng*h/ml B cTauMOHAPHO CHCTOSAHHME 38 THKArPEOp

60 mg. 3a Tuxarpenop 90 mg Ciax € 627 ng/ml n AUC e 6 255 ng*h/ml B cTaumnoHapHO CBCTOAHHKE.,

CpeaHara abcosioTHA OMOHANTMYHOCT HAa THKarpenop € uiumcieda Ha 36%. [lpuemsbT Ha Borarta Ha
Ma3HHMHH XpaHa Boau 10 nosviasaHe ¢ 21% na AUC Ha Tukarpenop 1 o nonwkasaHe ¢ 22% Ha Cuax
Ha aKTUBHUA My MeTabO0IUT, HO He NOBJIHABA N0 HUKAKBLB HauMH Chnax HA THKarpenop unu AUC Ha
aKTUBHHUE My MeTabonurt. CMATa ce, Ye Te3N MAIKH MPOMEHH Ca ¢ MHHMMAJTHO KINHHHUYHO 3HAUCHHE,
NMopaaH TOBA THKarpenIop Moxe Ja ¢e npyema ¢be unu 6e3 xpaHa. THKArpenop U aKkTUBHUAT My
MeTabonHT ca cybctpaTu Ha P-gp.

Tuxarpesiop 8bB B Ha CTPUTH TabNETKH, CMECEHU C BOJA, FIPUIIATaH NEPOPATHO HITH Ype3
Ha30racTpajHa COHJa B CToMaxa, MMa CpaBHHMa OMOHANVYHOCT ¢ UeIHTE TabAETKH MO OTHOWIEHHE Ha




Paznpejenenue
B cTaunoHapHO cbCcTOSHUE 00eMbT Ha pa3npeneneHue Ha THKarpenop e 87,5 aurpa. Tukarpenop v

aAKTHBHUAT MY MeTabOJIMT Ce CBBP3BAT C YOBELIKMTE [11a3MEHH NMTPOTEHHHK BbB BUCOKA CTeNeH
(>99,0%).

BungchgbﬂpM aLms

CYP3A4 e oCHOBHMAT €H3UM, OTFOBOpEH 3a MeTabon3npaHeTO Ha THKarpesop U obpasypaHe Ha
aKTHBHHA MYy MeTabOo/MT, KATO TEXHMTE B3auMoneicTeung ¢ apyru cyocrparu Ha CYP3A sapupart ot

dKTHBHPAHE O0 HHXHﬁHpﬂHE.

OcHoBHUAT MeTadonut Ha TUKarpenop € AR-C124910XX, KONTO Cbl0 € aKTUBEH, KOETO CE OLIEHABA
upe3s in vitro cBbp3BaHu ¢ TpoMOouuTHUA P2Y 12 AJlD-peuenTop. CUcTEeMHATA EKCNIO3HLMA Ha
akTuBHHUS MeTabonuT e npuonnaunTenHo 30-40% ot Tazu Ha TUKarpenop.

EauMutupate

OCHOBHHUAT MbT 32 ENMMHUHAPAHE HA TUKArpeaop € 4pes yepHoapodHa TpaHcopmaums, lipu
nNpunaraHe Ha paJuOaKTHBHO MaPKHPAH THUKArPEIop CPEAHOTO Bb3CTAHOBABAHE HA PAIHOAKTUBHOCTTA
e npubnusntentHo 84% (57,8% sbB deueca, 26,5% B ypunara). KonnuecTrOoTo HE TMKArpeaop M
aKTUBHUA MY MeTabOoNUT, KOUTO Ce OTKPHBAT B ypHUHaTa, ca noa 1% ot npuerara no3a. BeposaTHo
OCHOBHHAT M'bT HA ENUMHUHHUPAHE Ha AKTHBHHA METAbOIHUT € upe3 eKCKpeunsa B #urbukaTta. CpeaHusT
ti2 Ha THKarpenop € NpubaM3KTEeNnHO 7 vaca, a Ha aKTUBHUR My MeTabonut — 8,5 uaca.

Cneuvandy nonyJjauny

Cmapuecka gv3pacm

[To-BucokH excno3numu Ha THKArpenop (npubanszntento 25% u 3a Chax ¥ 38 AUC) ¢ Ha akTUBHUA MY
meTabonuT npu nauvedTn ¢ OKC 8 cTapuecka sb3pact (75 roIMHK) 8 CpaBHEHMUE ¢ NO-MI1AAH
nauneHTH ca Habniogasalu rnpu nonyiauMoHHUsA hapMaKOKMHETHUEH aHanu3. Te3u pa3nuKH He ce
CMATAT 32 KITMHUYHO 3Ha4UMH (BK. TOuka 4.2).

lleduampuuna nonyaayus
HannuHy ca orpaHUYeHH JaHHM NPH AeUa CbC CbPNOBUAHOKNETLUHA OonecT (Bk. ToukW 4.2 u 5.1).

B npoydeanero HESTIA 3 npu nauueHTH Ha Bb3pacT oT 2 no noa 18 roavuu ¢ terno >12 go <24 kg,
>24 no <48 kg 1 >48 kg, € npunarad TMKarpenop KaTto nequaTpuuHy AMcneprupauly ce tabnerku

5 mg B 81031 cboTBEeTHO 15, 30 1 45 mg ABa MbTW AHEBHO. BB3 OcHOBa HA nonMynauMoHeH
papmakoknHeTnueH aHanu3 cpeaHata AUC sapupa ot 1 095 ng*h/ml no | 458 ng*h/mi, a cpeanara
Cmax Bapupa oT 143 ng/ml no 206 ng/ml npu cTauMOHapHO CHCTOAHUE.

[lon
B cpaBHeHue ¢ MBxe, NPY XKeHHU ca HabnoaaBaHU NO-BUCOKU €KCNO3KUMK Ha TUKATPEIop U Ha
AKTUBHHUA My MeTabonuT. PainMKUTe He ce CMATAT 3a KJIMHHYHO 3HAYUMH,

bvbpevuno yepedicoane

B cpaBHeHHMe ¢ Xopa ¢ HopMaJiHa ObbpeuHa PyHKUMS, MPHU NALIMEHTH C TeXKO OBOpEUHO yBpeXaHe
(KpeaTHHUHOB KIUpBHC <30 ml/min) eXcno3uUMATA HA TUKArpenop € rno-Hrucka ¢ npudnu3NTenHo
20%, a ekcno3yuuATa Ha aKTUBHKUA MeTAaOONUT € No-BKUCOKa npubausurenHo cue | 7%.

[Ipy1 nauneHTH ¢ TepmMuHaneH ctaauil Ha OBLOpeuHo 3abonsraHe Ha xemoaunanuia AUC u Cyx Ha
TvKarpenop 90 mg npunaraH B aeH 6e3 nManusa ca ¢ 38% u 51% no-BHCOKK B cpaBHEHME C XOpa C
HopmanHa 6bv0peuHa dyukuua. [TonodHO NoBMUILIEHHE B excno3uumsTa ce Habnoaasa, KOraTo
THKarpeaop ce Npuiara HerocpeACTReHO npeaun avanusara (cboteeTHO 49% u 61%), KoeTo nokassa,
TUKArpenop He ce adanu3npa. EKCro3snumnaTa Ha akTHBRHUsA MeTabonuT ce NOBKLIABA B MTO-MankKa
crened (AUC 13-14% u Crax 17-36%). EdexTbT Ha nHxubupane Ha TpombounTHaTa arper

noaobed npu xopa ¢ HopMmaiiHa OLOpeyHa pyHKUKMs (BXK. TouKa 4.2).
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YeproopobHo yepescoane

B cpapHeHHe ¢bC 3apaByu Z0OPOBOSILUM, NPH NAUKEHTH C NeKko vepHoapobHo yapexaaHe Chna 1 AUC
Ha THKarpeJop ca rno-BUcoky cboTBeTHO ¢ 12% u 23%, obaue UTA edekThT Ha TUKarpenop €
nonoben 8 agere rpynu. He e HeobxoanmMo kopurupate Ha 103aTa Npy NauMEHTH € JIEKO
yepHOAPOOHO yBpexaaHe. [1py naureHTH ¢ YMEPEHO HIIH TEXKKO MOBHLLEHHE HA €JMH UMK NOBEYE
4epHOAPOOHH QYRKUMOHANHY NOKa3aTeNn Ha U3IX0AHO HHUBO, M1a3MEHWTE KOHLEHTPALMK Ha
THKarpenop ca 0OUKHOBEHO NOLOOHHU MM MAJTKO NMO-BUCOKH B CPaBHEHHE € NaLMEHTHTE DE3 U3IXOAHH
HUBO, NNa3MEHHUTE KOHUEHTPALMM Ha TUKarpesiop ¢a 00MKHOBEHO NoA0OHHM WIIK MalKO NO-BUCOKH B
CpaBHEHHE ¢ NMaLKeHTUTE Oe3 U3XOAHO nosuiueHne. He ce npenopbusa KOpUrupaHe Ha no3ara npu
MALUKEHTH C YMEPEHO YepHOApOoOHO yBpexaaHe (Bx. Touku 4.2 u 4.4),

LmHuecka nPpuHAaoAENCHOC

B cpaBHeHHE C MAUMEHTHATE OT €BPONEUAHATA paca, NALUEHTHUTE OT a3HATCKH MPOK3X0A UMAT no-
BUCOKA ¢ 39% cpenna OuoHanMuHOCT. B cpaBHeHHe ¢ nauMeHTUTE OT €8pONeuHaTa paca, NpH
CaMOOTIPEeEeNAUTE C€ KAaTO YEPHOKOXKU NaUMeHTH, DMOHANUUHOCTTA Ha TUKArpeaop € No-HKUCKa ¢
8%, B KTMHHUYHO-(papMaKONOrHYHH NipoyuBaHua ekcno3numaTa (Cmax 1 AUC) Ha THKarpenop npu
AMOHUY € no-Bucoka ¢ npubausznrento 40% (20% cnea xopexuusa crnpsaMo TENECHOTO TEFNO),
OTKOAKOTO 1Py XOpa 0T eBponenaHaTta paca. EKCrnosuumaTa npy nauneHTH, KOUTO Ce CamMoonpeaensaT
K&TO KCNaHO WKW NaTUHO THO, € NoA00HA Ha Ta3W NPU NAUMEHTUTE OT EBPONEHAHATA paca.

3.3 IlpeaknaunuuHu gaHHu 3a DezonacHocT

anﬂKHHHHqHH AaHHHK 3d THKArpenop 1 OCHOBHHUA MY MeTaDONHT He NoKas3saT HEIMMPDHUCMIIHB DHCK 34d
Pa3BUTHC HA HOXKCNAHHK DCAKLIHHK HIDH XOpa Ha 0azara Ha KOHBEHUMOHANIHUTE d)apmamnornqﬁu
H3[THTBAHHUA 34 663DHHCHOCT, TOKCHYHOCT [1PpH CAHOKPATHO H MHOTOKPATHO NpHAaraHe 1
Nr’CHOTOKCHHEH MOTCHUHMA.

[Tpy1 HAKOMKO XUBOTHHCKM BHda € HAONIOAABAHO CTOMALLIHO-YPEBHO APA3HEHE NPU KIWHUYHO
3HAYKUMH HHUBA HA €KCro3uLMA (BX. TOMKA 4.8).

[Ipu KEHCKY MIBbXOBE, TUKArPENOp BbB BUCOKH J03M AEMOHCTPUPA NOBUIIEHA YECTOTA HA TYMOPH Ha
MaTKaTa (aIeHOKapUMHOMH) U NOBUINEHA YECTOTa Ha aA€HOM Ha 4epHHUs npob. MexaHH3MBT 3a noAna
Ha TYMOpPH H4 MATKaTa BEPOATHO € XOpMOHaJleH AncbanaHc, KOWTO MOXKe ia AOBEJE A0 MOSBA Ha
TYMOPH f1pH 1irbxose. MexaHu3MbT 3a N0sABa Ha 4epROAPOOHU alEHOMM BEPOATHO € CreumnprtHa 3a
FPHU3auNUTE EHIUMHA HHAYKUHMA B YepHus apob. [Nopaau ToBa ce cuuTa, Ye € MaJIKo BEPOATHO
KapLUMHOreHHMTE HaXO4KHK Ja MMAT 3Ha4Y€HUE 3a XoparTa.

[1py nbXxoBe, ca HabnwaaBaHH MUHHMAITHK aHOMANTMM Ha PA3BHTHETO NPH 103d, TOKCHYHA 32
MarKaTa (rpanuua Ha 6esonacHoct 5.1). Ilpu 3aiium ce Habnmonasa neko 3abaBaHe HA YepHOAPOOHOTO
Cb3PABAHE U CKENETHOTO pPa3BUTHE HA (heTYyCHUTE NpyU MalHKM Ha BHMCcOKa 1033 Oe3 aa ce Habnronasa
TOKCHYHOCT 3a Maikata (rpaHuua Ha 6e3onacHoct 4.5).

[lpoyuBaHHs npy NIBLXOBE M 3aHLIM NOKA3BaT PENpPOAYKTUBHA TOKCHYHOCT C JIEKO NMOHHKABAHE HA
HaaZaBaHe Ha TErno Mpyu MakKaTa ¥ HaMaleHa HeOHATaNHA XKU3HEHOCNOCOOHOCT W TETNIO NpU
paXKaaHeTo, cbe 3abassiHe Ha pacTe)ka. TUKarpenop BoAY 10 HEPENOBeH LUKBLA (OCHOBHO Y/BJIXKEH
LIMK'bJ1) [IPH XKEHCKHU MITBXOBE, HO HE 1TOBAMABA OOLUMA PEPTHIIWTET NPH MBXKKHU U XKEHCKHU MNNIBXOBE.
MapmMakKOKMHETHYHH NPOYUBAHKA C PAIHOAKTUBHO MAPKUPAH THKArpenop NoKa3lsar, Ye OCHOBHOTO
BELUECTBO U HErrOBUTE MeTabONUTH CE EKCKPETUPAT B MNISKOTO NMpY NAbLXose (BxK. Touka 4.6).

6. OCAPMAHNEBTHAYHHU JAHHH

6.1 Cnucebk HA NOMOUIHHTE BelllecTBaA

CobpleBriHa Ha Tabnerkara
Manuton (E421)
Kanuues xuaporengocdar auxuapat (E341)
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HHTPHEE HULICECTCH NMTHKOJIAT

Xunpomesnosa
MarHe3ues cteapat (E470b)

O6BuBka Ha TabneTkara
Xunpomenosa

Turanor anokcua (E171)
Makporon

KeneszeH okcu, yepneH (E172)
XeneazeH okena, vepeH (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpox na rogHocTt

3 rOAUHH.

6.4 ChneuuajiHy yCJI0BHA HA ChbXPAHEHHE

To3u nexapcTseH NPOAYKT HE H3UCKBa CNELMANHU YCIOBHUA 32 ChXPAHEHHE.

6.5 Buagu chrabpxanne Ha ONaKOBKATA

KapTtoHeHa xyTus, cbabpkawa npospaden daucrep ot PVC-PVDC/Al ¢ 14 dunmupanm tabnetkm.
OnakoBku oT 56 ¢gunMupanmn TabneTku.

6.6 Chnennannu npeanazHy MepKH HIXBbPJAAHE

Henanon3saHuaT nexapcTBeH NPOAYKT WM OTNAABYHHTE MATEPHAM OT HErO TpsaOBa 1a Ce W3XBbPNAT
B CbOTBETCTBHUE C MECTHUTE U3HCKBAHMA.

7. IMPUTEXATEJ HA PAJPEHIEHHUETO 3A YIIOTPEBA

Egis Pharmaceuticals PLC
1 106 Budapest, Keresztiri at 30-38.
YHrapus

8. HOMEP(A) HA PAZPEIIEHHUETO 3A YIIOTPEBA

[tnaTerpa 60 mg dunmupanmu Tabnerku: Per. No: 20220130

9. JATA HA ITBbPBO PAIPEHIABAHE/TIOJHOBSIBAHE HA PA3ZPEILIEHUETO 3A
YIIOTPEBA

Hata Ha mbpeo paspewasane: 27.04.2022 r.
JlaTa Ha nocnenHo NOOJHOBABAHE:

10. JATA HA AKTYAJIMINPAHE HA TEKCTA
Asrycer, 2025 .
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