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2. KAYECTBEH U KOJUYECTBEH CbCTAB Ogospenve M 2. 3.9:4...

Beska dunmupana tabnerka cbabpxka 60 mg Tukarpenop (ticagrelor).
3a MbJIHHUA CTUCHK HA MOMOLIIHHTE BELlECTBA BUXKTE To4Ka 6.1.

3. JJEKAPCTBEHA ®OPMA

dunmupana rabnerka (Tabdnaerka).

Kpbriu, ABOHWHOW3MBbKHAJIH, PO30BU TabJIeTKH, ¢ BUIOHATO pesieHo o3HavyeHue ,,60” oT eHara cTpaHa,

C AMameTbp 8 mm.
4. KIMHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHHA

OpeOpHTOH, MPUJIOKEH €JHOBPEMEHHO € aleTuicanuuunosa kucenuna (ACK), e nokasaH 3a
npejana3BaHe OT aTepoTPOMOOTHYHH HHUHMAEHTH MPH Bb3PACTHHU MaLlHEHTH C

— ocTbp KopoHapeH cuHApoM (OKC) unu
— aHaMHe3a 3a MHokapaeH uHdapkT (M) 1 BUCOK PHCK OT pa3BHTHE HA
aTepoTpOMOOTHYHO CbOUTHE (BXK. TOYKH 4.2 U 5.1).
4.2 /103HpOBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

[TauuenTuTe, npuemauy OpedbpuToH, TpAOBa CHLIO TaKa Aa NpUeMaT HUCKA MojabpaKalila j103a oT 75-
150 mg ACK nHeBHO, OCBEH aKO TOBA € U3PUUYHO NMPOTHBOINOKA3AHO.

Ocmpu KopoHapHu CUHOPOMU

Jleuenunero ¢ OpeOpuToH TpsaOBa Aa 3ano4ysa ¢ eqHOKpaTHA HaToBapBaula j103a ot 180 mg (aBe TabneTku
ot 90 mg), cnen koeto ce npoabiikasa ¢ Ao3a 90 mg nBa nbTHU AHEBHO. [IpenopbuBa ce ne4YeHHeTo ¢
Opebputon 90mg 1Ba MbTH JHEBHO J1a NpoabiikH 12 mecena npu nauuenti ¢ OKC, ocsen ako nsama

KJIHWHHYHYU NOKa3aHHUA 3a NpeKbCBaHe Ha npueMa (Bx. To4ka J.1).

Moaxke na ce oomuciau npeycranoBsiBaHe Ha ACK cnep 3 Meceua npu natueHTd ¢ OKC, KOUTO ca
NPeTbPNsAJU NepKkyTaHHa kopoHapHa uHTepseHU A (ITKHU) u umaTt noBUlueH puck oT KbpBeHe. B To3u
ciay4ai npMeMbT HA THKArpesjop, Kato eAMHUYHA aHTHarperaHTHa Tepanus, TpaoBa aa rnpoabJIxkH

9 Meceua (Bx. Touka 4.4).

Anamnesa 3a muoxkapoen ungapkm
Opebputon 60 mg aBa MbTH AHEBHO € MPenopbyYUTENHATA /1033, KOraTo € HE0OX0UMO y,uhnzng:ﬂﬁ_




cebuTHe (BX. Touka 5.1). JleuenneTo Moxke ga Obae 3anouHaTo 6e3 npexknCBaHe, KaTo MpoAb/KABALLA
Tepanus Cliell Ha4aiHOTO JieueHue oT efiHa roauHa ¢ Opebputod 90 mg unK Tepanus ¢ Apyr aleHO3HH
nudocdar (AJIP) peuentopen uHxuburop npu naupeHTH ¢ OKC 1 BUCOK pHCK OT aTepoTPOMOOTHHHO
crouTHe. JleyeHHeTO MoXxe na Oble 3ano4HaTo Chilo U A0 2 roauHd oT MU nim 1o eaHa roguHa cnep
CnHpaHe Ha npeauiecTBanioTo neverue ¢ AJld-penentoper HHXMOUTOP. MiMa orpaHi4eH! JaHHU 32
edHxacHOCTTa ¥ $€30NaCHOCTTa HA Y BJKEHO JIeYEHHE ¢ THKArpenop Haa 3 roAMHH.,

AXO e HeoOX0/1MMa CMAHA Ha TepanuaTa, mMbpBaTta 103a OpeGpuTon Tpabsa aa 6bae npunoxena 24 qaca
cell MocNeAHATA 103a Ha APYTrOTO aHTHTPOMOOTHYHO JIEKapCTBO.

IIponycnama 0034
Cailo Taka TpaOBa Ja ce H304rea nmpomyckaHero Ha Tabnerka. [lauuent, KOATO € MPoMyCcHal Ja npHeMe

no3ara cu OpeGputoH, Tpa6GBa Ja NpueMe camo eAHa TableTka (cneABaliara cH 103a) B Haca, B KOATO
obuyaiHo 1 nprema.

Creyuannu nonynayuu
Cmapuecxa ev3pacm

[py nanHeHTH B CTapuecka Bb3PAcT HE ce Hajara KOpeKlHA Ha J03aTa (BXK. Touka 5.2).

bvbpeuro yspesxcoane
[Tpu nauuenTyn ¢ GpOpedHo yBpexIaHe He € HeoOX0IHMA KOPEKLMSA Ha Jo3aTta (BXK. TOUKa 5.2).

Yeprnoopobno ygpexcoane

Tukarpenop He € npoy4BaH MMPH NALHEHTH ¢ TEKKO YePHOAPOOHO YBpPEXAaHE U NOPAaH TOBA,
ynotpebara My OT TE34 NauMEeHTH € NPOTUBONOKA3aHa (BxkK. Touka 4.3). MMa caMo orpaHHyeHa
HHQOpMaLIHg TPH NALMEHTH C YMEPEHO 4epHOAPOOHO yBpexaHe. KopurupaHe Ha fo3ara He ce
npenopb4Ba, HO THKarpenop Tpabsa Ja ce Usnon3sa C HOBMILEHO BHUMaHHE (BXK. Touku 4.4 1 5.2).
[Tpy naieHTH € NEKO YepHOAPOOHO YRpexXAaHe HE € HeoDXoAuMa KOpeKLMA Ha A03aTa (BXK. Touka

5.2).

[Ieduampuuna nonynayusi
Be3zonacHocTTa M €HUKACHOCTTA HA THKarpeaop MpH Aeua Ha Be3pacT noA 18 roavHu He € yCTaHOBEHaA.
Hsama cboTBeTHa ynoTpeda Ha THKarpeaop npu Aena cbC ChpNoBUAHOKIETbYHA 00/1ecT (BK. TOUKY 5.1 H

5.2).

Hayuu Ha NpUNOKEHHE
3a epopajiHO NPUIIOKEHHE.

OpebpuTOH MOXe Aa ce MpHeMa Cbe Wik 6e3 xpaHa.

[Ipn nanenTHTE, KOUTO HE MOTaT Aa nperabliat uana{uenu) tabnerka(u), Tabnerkure Mmorart aa Obaar
CTpPMTH Ha (PHH Ipax, Aa Ce CMECAT C IMOJIOBHH Yallia BOJAA H Ja C€ H3MUAT BeAHara. Yawara Tpabea aa ce
M3ILJIAKHE C Ollie MOJIOBHH Yaula BoJa U ChAbPKHMOTO Ja ce u3nue. CMmecta MOoXKe J1a Ce Npujara Cbuio H
ype3 Hazo-racTpaiina coHaa (CH8 unu nmo-ronaMa). BaxxHo e Ha30-racTpaiHaTa COHAR /1 Ce NPOMHE C
BOAA CleJ| MPUA0KEHHETO HA CMECTA. '

4.3 IIpoTEBONOKA3AHASA

* (CBpBXYYBCTBHTENHOCT KbM AKTUBHOTOQ BELIECTBO HJH KbM HAKOE OT MOMOIHH
n36poenu B Touka 6.1 (Bx. Touka 4.8).



*  AKTHBHO IaTOJIOTHYHO KbPBEHE.

* AHaMHe3a 3a HHTPaKpaHHanHa xeMoparus (Bx. Touka 4.8).

« Texko uepHoaApoOHO yBpexkaaHe (Bx. Toukd 4.2, 4.4 u 5.2).

* CBbBMECTHOTO NTPHUAMKEHHE HA THKarpenop ¢ MowHU HHxuOuTopu Ha CYP3 A4 (Hanp.
KETOKOHA30JI, KJIaPHTPOMHLIMH, Heda30J0H, PHTOHABHDP H aTa3aHaBHp), Thi KaTO MOXE a AOBENE
A0 3HAYMTENHO MOBHLIEHHE Ha €KCNO3HIMATA HA TUKarpenop (BX. Touka 4.5).

4.4 Choenmajns npeiynpexieHud B NpeAnNa3HH MEPKH NpH ynorpeda

PHUCK OT KhpBEHE

[IpHnoXKEHHETO HA THKATPENIOP NPU NALMEHTH C U3BECTeH MOBHILEH PHCK OT KbpBEHE TpAOBa fa ce

MpeLeHH CAPAMO M10J13aTa N0 OTHOLIEHHE Ha NPeANna3BaHeTo OT aTePOTPOMOOTHYHH HHIHMAECHTH (BX.

ToukHd 4.8 # 5.1). AKo € KNIMHHYHO MOKAa3aH, THKarpeaop TpsaOra fa ce npunara ¢ NOBHIIEHO BHHMaHHE

[P CNEAHUTE MPYNH NMALHEHTH:

 JlauMeHTHTE CBC CKIOHHOCT KBM KbpBEHE (Harp. nopaly CKOpoLlHa TpaBMa, onepaliug,

HapylieHH’s B KPbBOCBCHPBAHETO, AKTHBEH WJIH CKOPOLUEH CTOMALIHO-YPEBEH KPbBOU3IIMB) UK
Te3H KOHTO €a ¢ MOBHILEH PUCK OT TpaBMa. [IprnoxeHHeTo Ha THKArpenop € NpoTHROMNOKA3aHO
NpH NAUHEHTH ¢ AKTHBHO NATOJIOMMYHO KbPBEHE, TPU TAKHBA C aHAMHE3a 33 MHTPaKpaHHalTHa
XeMOparus M IpH NAlHEHTH ¢ TEXKO YepHOAPOOHO yBpexAaHe (Bxk. ToYka 4.3).

e [lanueHnTH, NpHeMallH €JHOBPEMEHHO JIEKAPCTBEHHU MPOAYKTH, KOHTO MOraT Ja IOBHLIAT PUCKA OT

KbpBeHe (Hanp. HeCTepOUIHH npoTuBoBb3nanutentHu cpeactsa (HCIIBC), nepopanun
aHTHUKOArynaHtTH Wunu ¢ubpuHONUTHUM) B pAMKHTE HA 24 yaca OT NpHeMa Ha THKarpenop.

B nee pangoMusupadu koHTpondpadH npoyyBaHus (TICO u TWILIGHT) npu nauuentd ¢ OKC,

kouTo ca npeMubanu [1IKM npoueaypa ¢ MeAHKaMEHT-H3IBYBALL CTEHT C€ BHXK4, Y€ NPEKbCBAHETO Ha
ACK cnen 3 Mecelia npoiiHa aHTHArperanTHa tepanus ¢ Tukarpeiop # ACK u npoasmkaBase ¢
THKArpeop, Karo eAMHUYHa aHTHarperauTHa Tepanus (EAT) 3a 9 u 12 mecena, pecnekTHBHO BOIM 10
HaMaJifgBaHe Ha PHUCKA OT KbpBeHe U He e HabnoaaBaHo NOBHIIIABAHE HA PHCKA OT CEPUO3HH HEXKENAHH
chpAc4HOCHA0BU CbOHTHA (MACE) B cpaBHEHHE ¢ MpoAb/KaBaHe HA ABOHHA aHTHArperaHTHa Tepanus.
Pewennero 3a npeycraHossipade Ha ACK cien 3 Mecela  mpoasJKEHUE ¢ THKArpeaop, Kato eAMHUYHA

aHTHarperaHTHa Tepanui 3a 9 Mecela NMpy NaMEHTH € MOBUIUEH PUCK OT KbpBeHe, TpAOBa Ja ce
OCHOBaBa HA KJIHHHWYHA MPELIEHKA, KaTO C€ UMa NMPEABHI PUCKBT OT KbpPBEHE CNIPAMO PUCKA OT

TPpOMOOTHYHH CBOUTHS (BXK. TOUKa 4.2).

Tpancdysusara Ha TpoMOOLIMTHA Maca He 0OpbiLa aHTUTPOMOOTHYHHA edeKT HAa THKATPENOop NpPH 34APABH
100pOBOJILH H € MAIKO BEPOATHO J1a HMa KJIIMHHYHA N0J13a NPH NallHeHTH ¢ KbpBeHe. [ToHexe

€HOBPEMEHHOTO NPHIMKEHUE HA THKArPEaop ¢ A€3MONPECHH HE CKbCABA BPEMETO Ha KbPBEHE,
BEPOATHO Ae3MONpPecHH HAMA 1a Obje epukaceH 3a OBNaAsABAHE HA KPbBOU3IUB (BX. TO4YKA 4.5).

AHTHOHOPHHOJUTHYHOTO NeyeHHe (AaMHUHOKAMPOHOBA HJIM TPAHEKCAMOBa KHCE/IHHA) W/UNK TepanuiaTa ¢
pekoMOuHaHTeH ¢dakTop Vila Morar na yckopaT KpbBOCHCHpBaHeTO. [IpHeMbT Ha THKArpesIop MoXe aa
ce Bb300OHOBH e/l KaTo IPHYHHATA 38 KbPBEHETO € OTKPUTaA U TO € OBJIAJAHO,

Onepauuu
[MauueHTnTe TpadBa Ja OBLAAT NOCHBETBAHM Ja HHPOPMHUPAT JIEKAPUTE H CTOMATONO3UTE CH, Y€ TPHEMAT
THKATPEJIOpP, NpeRi Ja UM Objlle HasHa4eHa HAKAKBA XMPYPruyHa UHTEPBEHUHA W NpeaH Aa 3an04Har aa
[PUEMAT HOB JIEKAPCTBEH NPORYKT. =




[Npu naumenTtuTe ot npoyusaseto PLATO ¢ HanpaseH kopoHapHo-apTepuaneH Oalinac (KAD), npu
THKarpesop ce HabnioAasa nosede KbpBeHe OTKOJKOTO [TPK KIONKAOIpe, KoraTo e cnpsid | AeH npeau
onepaLnd, HO CXOJHa YeCTOTA Ha 3HAYMTEHO KbPBEHE, B CPABHEHHE C KJIOMHAOTPEN, ClEA CHpaHe Ha
NEYEHHETO 2 WIN MMOBeYe AHK Npeau onepauus (Bx. Touka 4.8). AKO NaUUEHTHT NMOJIEKH Ha NJIaHOBA
onepalus H AaHTHATPETaHTHUAT edeKT € HeXKeNaH, THKarpenop Tpabsa ja ce Cnpe 5 JHH lpeaH
XUpYpPrU4yHaTa HHTEPBECHIMA (BXK. TO4YKa 3.1).

[TanenTy ¢ NpeinecTBall HexeMyueH UHCYIIT
Mauuenty ¢ OKC ¢ npeauiecTrall HeXeMUYeH HHCYIT MOTAT Aa ObJaT JeKyBaHH ¢ THKAarpeiaop B
npoAsDKeHue Hali-mHoro 1o 12 meceua (npoyusane PLATO),

B PEGASUS nauueHTH ¢ aHamHe3a 3a MU ¢ npeauecTsan HeXeMHYEH HHCYNT HE €A BKITIOUBaHH.
[Topaau ToBa, MpH NHUICA Ha AAHRY, JIEYEHUE MTOBEUE OT €1HA FOJHHA HE Ce NMPENophUBa [IPH Te3H

[NaifHeHTH.

YepnonpobHo yBpexaaHe
VYnotpebara Ha THKArpenop e MPOTHBONOKA3aHAa MPH MALMEHTH € TEXKO YePHOAPOOHO YBpexaaHe (BX.

Toukd 4.2 ¥ 4.3). Vima orpaHMyeH ONMT ¢ THKArpenop NPH NALUEHTH C YMEPEHO YEPHOAPOOHO
YBpexXaaHe, Mopaay TOBa MPH TE3H MALMEeHTH Ce NMPENnopbYBa NOBHIIEHO BHHMaHHe (BX. TOUkH 4.2 U
5.2). |

PrckoBH 3a pa3BUTHE Ha Opaaukapaus NalHeHTH

Xonrtep EKI” MOHHTOpHpaHe NOKa3Ba NOBHLICHA YECTOTA MPEAUMHO HA ACUMIITOMHH BEHTPHKYIAapHKH
fay3u 10 BPEME Ha JIe4eHHE ¢ THKArPENop B CpaBHEHHE ¢ kionugorpei. [anuenTure ¢ NOBUILEH PUCK OT
pasBUTHE Ha Opaaukapaus (Hamp. NalHeHTH CbC CUHAPOM Ha BONHUA CHHYCOB Bb3e 0e3 neicMeiKep,
AV-6nox Il unu 11 crenen, unu Taknsa ¢bLC CBLP3aHu ¢ OpaauKapaus CHHKOINH) ¢ca U3KIIOYEHH OT
OCHOBHUTE MPOYUBAHNA 3a OLeHKa Ha 0e30I1aCHOCTTa ¥ €(PUKACHOCTTA HA THKarpenop. ClexoBaTelHo,
MOpajH OrpaHHYEHUA KINHUYEH OMNUT, THKArpeaop TpadBa Ja ce N3no3Ba ¢ NoBHLUIEHO BHUMaHHeE TIPH
TE3M NauUeHTH (BX. Toyka 5.1).

OcgBeH TOBRa, TUKarpenop Tpadsa Aa ce npuiiara ¢ NOBUIIEHO BHHMAHHE €JHOBPEMEHHO C JIeKapCTREHH
NPOAYKTH, 32 KOMTO € H3BECTHO, ue HHaAyumpat bpagukapaus. B npoyusaneto PLATO, obaue, He ce
HabniopaBar A0Ka3aTencTBa 33 KIHHUYHO 3HAYUMH HEXEJAaHHU peakiui ciell €AHOBPEMEHHO
NMPUNOKEHUE C SAUH HIIH NMOBeYe JIEKAPCTBEHH NPOAYKTH, 32 KOUTO € H3BECTHO, Y€ HHAYLIHpAT
Opanuxkapausa (Hanp. 96 % 6era-6nokepy, 33 % Onokepyn Ha KaNLMEBUTE KaHANU JUIITHA3EM H
Bepanamui, U 4 % AUrokcuH) (Bx. TO4ka 4.5).

[1o BpeMe Ha xonTeporoTO nNoAnpoyysase B PLATO, noBevde nauMeHTH ca HMalli BEHTPUKYTapHH ay3H
> 3 CeKyHAHM C THKarpenop, OTKONKOTO ¢ KJIIONMAOrpeN, o BpeMe Ha ocTparta $aza Ha Texuus OKC.
YBennyeHHeTO Ha YCTAHOBEHUTE ¢ XOJITEP BEHTPUKYJIAPHHU NAY3U ¢ THKArpenop ¢ OUno noBucoKo npu
NalyHEHTH C XPOHHYHA ChpAcYHA HeAOCTATHYHOCT (XCH), OTKOMKOTO B LAJOCTHATA H3CNIEABaHAa
nonyjanHsa no BpeMe Ha octparta (paza Ha OKC, HO He U HA MBPBUA MECEL] HA JIEYEHHUETO C THKArpenop
HJIH B CpaBHEHHE ¢ KIONMHIOorpel. B Ta3d nonynauua NalueHTH He € HMAJI0 HUKAKBH éTpaHHqHﬂ
KNMHWUYHY NOCIEACTBUA, CRbP3aHH C TO3U AucbanaHc (BKIOYUTETHO CHHKON WM NOCTABAHE HA
neiicMekbp) (BXK. Touka 5.1),

B no¢TMapKeTUHIOBMS NEPHOA NPH NALMEHTH, IPHEMALIH THKArpenop, ce cbobluapa 3a CbOUTHA Ha
OGpamuapuTMus U AV-0m0k (Bx. Touka 4.8), npeaumio npH naumedtn ¢ OKC, npu




MCXEMHUS U CHITBTCTBALIO NIPHAAraHHTE JIEKapCTBa, KOUTO HAMANABAT ChbpAEYHATA YECTOTA HITH
3aCATraT ChpAeYHATa NPOBOAHMOCT Ce ABABAT MOTEHUMAIHH CMyLIaBallu GakTopH. KIMHHYHOTO
ChCTOSAHNME Ha MAllHEHTa H ChITBTCTBALIO MPHJIAraHHUTe JiexapcTBa TpaOBa aa ObaaT pasriexaaHu KaTo
NOTEHLHANHNA NPHYHHH 33 TE€3H CHCTOAHHA, IPEAH J1a Ce KOPHUIrHpa JNeYEHHETO.

JlucnHes

HucnHes ce cho611aBa NPH NaLUEHTHTE, JIeKYBaHH ¢ THKarpenop. Jlucnuesta OOMKHOBEHO e eka A0
yMepeHa 110 HHTEH3HTET ¥ 4eCTO OT3By4ana 6e3 Heo6X0AMMOCT OT NpeKseBaHe Ha nedeHuero. I1pu
NAIUEHTHTE C ACTMa/XpOHHYHA 06¢cTpYKTHBHA GenoapodHa bonect (XObb) Moxe na Ma NOBUILLEH
aBCconioTeR PHCK OT Bb3HMKBaHe Ha JUCMHes ¢ THKarpenop. Thkarpenop TpsadBa Aa ce H3MOoJ3Ba C
HOBHLICHO BHHMAHHE MPH NayyeHTH ¢ aHaMHe3a 3a actMa u/unu XObb. Mexanu3MbT BCe oulE He €
H3ACHEH. AKO MAUMEHTHT CHOOIIY 32 HOBOBb3HHKHANA, IPOABLDKUTENHA UJIH BIIOLIIEHA JUCTIHEA, TOBA
TpAGBa Aa c€ H3CAEABA LANOCTHO H aKO HE Ce TOJNEepHpa, JIEHEHHETO ¢ THKAarpeaop TpAdBa aa ce cnpe. 3a
NOITEAHMTENHA KHPOpMaLUsa BHXKTe TOuKa 4.8,

EHTpANHa ChbHHA arnHes
B nocTMapKeTHHIOBHA NEPHOA NMPH NaUMeHTH, IpYeMalll THKarpenop, ce cbodlUlasa 3a LeHTpanHa
CbHHa anHed, BIUNO4YHTENHO Anlnade Ha Cheyne-Stokes. [Ipy chMHEHHE 3a UEHTpa/IHA ChbHHA alHed,
TpaOBa Aa ce OOMHCAH JOITBJAHUTENHA KIMHHYHA OLICHKA,

[loBMLIIABAHE HA KPEATHHHHA
HuBata Ha KpeaTHHHHA MOTAT Aa C€ [TOBHLIAT [0 BpEMe Ha JISYEHUETO C THKarpenop. MexanHsMbT BCe

olile He e H3AcHeH. buOpednara gyHKkuua TpAOBaA Aa ce€ NPOBEPABA ChIMACHO CTAHIAPTHATA MEIHLIHHCKA
nmpakTuka. ITpu maunentn ¢ OKC ce npenopbysa bl Aa ce NpoBepH 6b0peyuHaTa QyHKUUA €AUH MecCell
cfej| 3anoyBaHe Ha JICUEHHETO ¢ THKArpenop, karo ce ofpblia 0cobeHo BHUMaHHE Ha MALHEHTH = 75
rOZIMHM, NalHEHTH ¢ yMepeHa/Texka ObbpeuHa HeJOCTATBYHOCT M TAKMBA, KOUTO MMOJNyYaBaT
CHITETCTBALLA TEepalus ¢ aHMMOTeH3uH-peuentopHu 6nokepu (APB).

YBejuyaBaHe Ha NHKOYHATA KUCENHHA
XunepypukeMus MOXe 1a Bb3HHKHE MO BpEME Ha JeveHue ¢ THKarpeaop (BxX. Touka 4.8). Tps0sa na ce

BHUMAaBa [TPH NALMEHTH C aHaMHe3a 3a XUIIEPYPHUKEMHS WM NTOAArpo3eH apTput. Karo npennasxa mapka
He ce Hachbpyapa ynoTpebara Ha TUKArpesop NMpu NalUeHTH ¢ ypeMHUYHa HeponaTu4.

TpomboTruHa TpoMbouHTONEeHHYHa yprypa (T TI1)

TpomboTuuna TpoMOouuToneHuuna nypmnypa (TTII) ce chobLiaBa MHOrO psaaxo npu ynorpeda Ha
THKarpenop. Xapakrepusupa ¢¢ ¢ TpOMOOLMTONECHHS ¥ MUKPOAHTHONAaTHYHA XEMOJIUTHYHA aHEMHUS,
CBbP3aHa ¢ HEBPOJOrHYHH Haxoaku, 6vbpeuda AuchyHKIHUS MM BUCOKa Temnieparypa. TTI1 e
NOTEHUHAIHO NETANKO ChCTOAHHE, H3HCKBAILO OBP30 JIieYeHUE, BKIIOYUTENHO MasMmadepesa.

[lopnusiBaHe Ha TecTOBETE 3a TPOMOOUKUTHA GYHKLMS MPH AUATHOCTHHMPAHE Ha XeMapUHUHAYUHPaHa
rpombonrTonenus (XUT)

[Ipu TecTa 3a XenapHH-HHAYLMpaHa akTHBalua Ha TpoMbouuTute (XUTA), uanonisaH 3a
anarHoctHumpare Ha XHT, antu-rpombounteH gakTop 4/xenapyH aHTUTENATA B CEpYMA Ha NalMeHTa
AKTHBHpAT TPOMOOLIMTHTE HA 3ApaBU JOHOPH B MPHCHCTBHETO HA XENApHH.

damuuBo orpuuarenHy peayiatari 3a XUT npu tecT 3a TpoMboLMTHA QyHKLIMSA (KOETO BKIKOYBA, HO
MoOXe a He ce orpaHn4aBa Ao TecT 3a XUTA) ce crobinaBar npy nandeHTyd, npueMald THKarpenop.




THKarpenop B cepyMa/luiazmara Ha nauMeHTa npH recta. Mudopmanusd 3a crIrbTCTBallA TEpPAnHus ¢
THKArpenop ce M3UCKBA, KOTATO CE pa34MTaT TECTOBETE 3a TPOMOOLMTHATA (PYHKLIHS IIPHU
ndarHoctHiupaHe Ha XHT.

[Tpn naineHTH, kouto ca pa3Buid XHT, ChbOTHOLEHHETO 0J13a-PHCK OT NPOAB/IKHTENIHO ICUEHHE C
THKarpenop Tpabsa Ja ce olleHH, KaTo Ce B3€MaT Npe/BUA H nporpoMboTHuHus cTtatyc Ha XHT 1
NOBHILUEHHA PHCK OT KbPBEHE IPH CHITBTCTBALIA TCPAINKA ¢ aHTHUKOArYJIAHT U THKarpesop.

Hpyru |

Ha 6a3a Ha HabmoaapanaTta B PLATO Bpbika Mexay noaabpxkaiara 1o03a ACK u otHocuTenHara
e(pHKACHOCT Ha THKArpeJiop B CPaBHEHHE € KIOMHUIAOIPEN, HE Ce NMpenopbLiBa €AHOBPEMEHHOTO
MPUNOXKEHHUE HA THKArpenop H Bucoka nogaspxatna go3a ACK (> 300 mg) (8x. Touka 5.1).

PaHHO NpeyCTAaHOBABAHE
PannoTO ciMpaHe Ha KOATO U Ja e aHTHAarperaHTHa TepalHs, BKIIOYHTENHO U ¢ THKArpenop, MoXe 1a

noBeze A0 NOBHIIABAHE Ha PUCKaA OT cbpaeuHo-cbaoBa (CC) embpT, MM unu MHCYNT BCNEACTBHEC HA
noAJexaloTo 3abongsane Ha nauuenra. CrnenoBatenHo, Tpadsa Aa ce u3dAraa rnpexaeBpeMeHHo
CIIMpaHe Ha TepanuaTa.

IToMoOlIIHH BeLIIeCTBA
ToBa JiekapcTBO ChAbpXa no-manko oT 1 mmol Hatpuii (23 mg) Ha Tabnerka, TOeCT Ha MPaKkTHKA He

CBABPXKA HATPHH.

4.5 BiaumojaeiicTBHe ¢ APYrE JeKAPCTBEHH NPOAYKTH U APYrH GOpMH HA B3AHMOZeHCTBHE

Tuxarpenop e npean BcH4ko cyocrpaT Ha CYP3 A4 u cnab unxnourop Ha CYP3A4. Tukarpenop € cbuio
cybcTpat Ha P-rnukonporenHa (P-gp) u cnab unxubutop Ha P-gp W MOXe 1a NOBHIIIM €KCIIO3WLHATA HA
cyberpat Ha P-gp. Tukarpenop € HHXHOUTOp Ha MPOTEHWHA HA PE3HCTEHTHOCT HA pak Ha repaaTa
(BCRP).

EdexTi HA nekapcTBEHH W APYTH MPOAYKTH BHPXY THKAPENOP
Huxubumopu na CYP3A4

»  Mownu unxubumopu na CYP3A4 — eAHOBPEMEHHOTO NPUAOKEHHE HA KETOKOHA30I ¢ THKArpenop
BOAM A0 noBuuIaBaHe HA Cpax H AUC Ha THKArpenop, CboTBeTHO 2,4 bTH U 7,3 BTH. Cpax U AUC
Ha aKTHBHHA MeTabONHUT Ce MOHHKABaT, ChOTBETHO C 89 % u 56 %. Ovaksa ce u Apyr¥ MOLIHH
uHxHOHTOPH Ha CYP3 A4 (knapuTpoOMHIIHH, He(a3040H, PHTOHABUP ¥ aTa3aHaBHp) Aa HMAT
CXOJHH e(eKTH, H TOPALH Ta3H NPHYHHA, ChITHTCTBALIOTO NpUHIOKeHHEe HA MOILLHU CYP3A4
HHXHOHTOPH C THKArpeop e npoTHBOMOKa3HO (BXK. Touka 4.3).

*  Vmepenu unxubumopu na CYP3A4 — eJHOBPEMEHHOTO NPHIIOKEHHE Ha JUNTHA3EM C THKArpenop
nosuaBa Chax Ha THKArpenop ¢ 69 %, a AUC — 1o 2,7 nbTh 1 noHHKaBA Crax HA AKTHBHHA
meTtabonut ¢ 38 %, aokato AUC ocTaBa HEMpOMEHEHA. THKarpenop He OKa3sa BIHAHUE BBPXY
jiasMeHaTa KOHIeHTpauus Ha AunTiazeM. Qvakea ce Apyrure yMepenu uHxudburopu Ha CYP3A4
(Hanp. aMIpeHaBUD, aNPEeNUTAHT, EPUTPOMHULIMH U (GIYKOHA30M) Ja UMAT CXOAEH e(eKT U ChIUO 12
MOTaT Aa ce NIPpWiaraT €AHOBPEMEHHO ¢ THKArpenop.

« HabmopapaHa € 2 MbTH yBe/NMN4E€HA €KCIIO3UIHMA HA TUKAIPEIOp Clel KOHCYMAaLUA Ha FoNIeMH
KOJIHYECTBA COK OT rpedndpyT AHeBHO (3x200 ml). Tasu cTener Ha NOBHLIEHA €KCIIO3ULIUA HE Ce
oyakBa Aa Obae KIMHUYHO 3HaYHWMa 3a TIOBEYETO NALHEHTH.




Huoyxkmopu na CYP34

ExHOBpeMEHHOTO NPHIOKEHHe Ha pHAMITHUKH U THKArpenop BoAH A0 noHKWxkaBaHe HA Crax M AUC Ha
THKArpeiop chbOTBETHO ChC 73 % U 86 %. Cumax Ha aKTHBHHA MeTaboNHT He ce npomens, a AUC ce
MOHHXABa CEOTBETHO ¢ 46 %. OuvakBa ce npyrute uHaykropu Ha CYP3A (Hanp. peHHuTOuH,
kapbama3zenuH H penoGapOuTan) ChILO A1a NOHWKABAT EKCIIO3UIIAATA HA THKArpenop.

EAHOBPEMEHHOTO NMPHIOKEHNE HAa THKArpenop ¢ MolHH MHAYKTOpH HA CYP3A MOXe na NnoHHKH
eKCNO3HLHATA H edHKACHOCTTa Ha THKArpeJop, M MOpaaH Ta3H NpHYMHA HE C€ HAaChp4aBa TAXHOTO
CBLITBTCTBALIO MPHNOXKEHHE C THKArPEIop.

Luicnocnopun (unxubumop nwa P-gp u CYP3A)

- EAHOBpeMEHHOTO NPUIIOKEHHE Ha LHKIOCTIOpHH (600 mg) ¢ THKArpenop BOAM 10 NMOBHIIABAHE HA Crax U
AUC Ha THKarpenaop cboTBeTHO 2,3 mbTH M 2,8 mbTH. [Ipn Hanuynero Ha uuKocnopud, AUC Ha
aKTHBHUSA MeTa00IHT ce MoBHIIaBa ¢ 32 %, a Cmax Ce NOHMKaABA ¢ 15 %.

HsmMa sanuusH JaHHH 32 €AHOBpEMEHHATa ynorpeda Ha THKarpenop ¢ Apyrd akTHBHR BELIECTBa, KOUTO
ChiLO ¢a MOIIHH HHXUOHTOPH Ha P-gp u ymepenu nuxuburopu Ha CYP3A4 (nanp. Bepanamun,
XMHUIUH), KOUTO ChLIO MOTAT Ja NOBHUIAT €KCIO3ULIMATA HA THKArpenop. AKO KOMOMHALIMATa HE MOXKE
na 6nae u3bernara, TAXHOTO €JHOBPEMEHHO NpUIIOKeHHe TPAOBRa a ce H3BbpLIBaA C MOBHULIECHO
BHUMAHHE.

Hpyeu

Ko1MHHYHKTE Mpoy4YBaHKA 33 PapMaKOIOrHYHH B3aHUMOAEHCTBUA NOKA3BaT, Y€ EHOBPEMEHHOTO
MPHIOXKEHHE HAa THKArpenop ¢ xenapuH, eHokcanapii ¥ ACK niH ae3MonpecHH He oKa3Bat
Bb3AeHiCTBHE BbPXY (PapMaKOKHHETHKATA Ha THKArpeJIOp WX aKTHBHUMA MY METabO0IMT, HIIH BHPXY
AJl®-unayuupanata TpomMboLIMTHA arperalyus, B CPABHEHHE C TUXATPENOP, NPUIOKEH CAMOCTOATEIHO.
AKO € KIHHHYHO NOKA3aHO, JEKAPCTBEHH MPOAYKTH, KOMTO U3MEHAT XEMOCTasara, Tpia0Ba Ja ce
M3MOJI3BAT C MOBUILIEHO BHUMAHHE B KOMOUHAIUS ¢ THKArpenop.

- HabmonaBsana e 3abaBeHa i NOHHXKEHA EKCNO3ULHA Ha MEPOPATHH HHXHOUTOPH HA P2Y 13, BKIIIOYHTENHO
THKarpejaop ¥ HeroBua akTuBeH Metabonut npu nauueHTH ¢ OKC nekysanu ¢ MophuH (35%
NOHH)KaBaHe Ha eKCIO3ULMATA HA TUKArpenop). Tosa B3aHMOZEHCTBHE MOXE J]a € CBBbP3aHO C HAMAJIEH
CTOMALUHO-YPEeBEH MOTHIIUTET U A C€ OTHACH 34 APpYryH onuouaH. KNHHHYHOTO 3HAYEHHE € HEU3BECTHO,
HO JAHHHUTE MOKAa3BaT MOTEeH1(HAN 338 HaMalleHa e(UKACHOCT Ha THKArpeop NpH NAaLUEHTH C
eAHOBPEMEHHO NMPUNOKeHHe Ha THkarpenop H MopdHH. [1pu nauuentu ¢ OKC, npy KOUTO MOPPHHBT HE
MOXe Ja Opae crnpald ¥ Obp3oro HHxubKupaHe Ha P2Y ;€ OT CBLIECTBEHO 3HAYEHHE, MOXKeE Ja ce 0bMucu
ynoTpeda Ha napeHTepaneH HHXHOHTOp Ha P2Y 2.

EdekTH Ha THKArpeaop BbPXY APYIH J€KapCTBEHH NPOAYKTH

Jlexapcmeernu npodyxmu, xoumo ce memaboauzupam om CYP3A4

»  Cumsacmamur — €JHOBPEMEHHOTO IIPUIIOKEHHE HA THKATPENOp CbC CHMBACTATHH BOAN A0
noBuIaBaHe HA Cmax ¥ AUC Ha cHMBacTaTHH CHOTBETHO € 81 % U 56 %, KaXTO U HA NOBUIIABAHE
HA Cnax # AUC Ha cHMBacTaTHHOBaTa KHCelHHa chOoTBeTHO ¢ 64 % u 52 %, xaTo B oTAENnHH
ClyyaM ce AOCTHra 2- A0 3-KpaTHO NOBHIIaBaHe. EJHOBPEMEHHOTO NPUIOXKEHAE Ha TUKArpeIop 1
CHMBACTAaTHH B J03a, Haaeuiiagaia 40 mg AHeBHO, MOXE a NOBENE 10 HEXENAHU PEaKI[UM HA
CHMBAcCTaTHH ¥ TpabBa Aa ce nNpeueHH CIpAMO NOTEHUHATHUTE non3u. CHMBaCTaTHH HE OKa3Ba
BIHAHHE BbPXY MNA3MEHUTE KOHLISHTPALMY Ha TUKArpenop. Tukarpenop MoOXe a 0Ka3Ba CXOAER




edekT BpXy NoBacTaTHH. He ce mpenopbuBa eAHOBPEMEHHATA YNoTpeba Ha THKArpenop che
CHMMBaCTaTHH HJIH JIOBaCTaTHH B JO3H, Haapumasaiy 40 mg. |

*  Amopseacmamun — e IHOBPEMEHHOTO NMPUIOKECHHE HA aTOPBACTATHH H THKArpenop BOOH 10
noBuiaBaHe Ha Cuax ¥ AUC Ha aTOpBACTATMHOBATA KHUCENHHA CbOTBETHO C 23 % 1 36 %. CxonHo
nopuaBaHe Ha AUC u Cuax € HaOMI0AaBaHO IPH BCHYKH METAabONMTH Ha aTopBacTaTHHOBATA
kuceNiHa. Te3n MoBHIIEHH CTOHHOCTH He C€ CHMTAT 32 KIIHHHYHO 3HAYHMH.

» He moxe aa ce uzmoun noaodeH edekT U BpXY ApYru craTtiiu, metabonuzupanu ot CYP3A4.
[Mauuentnte B npoyuBaHero PLATO, xouTo ca nonyyasany THKarpeaop, ca NpMeMany pasjinyHu
craTHHM 6e3 chobpaxkeHHe No OTHOLIEHHE Ha 0e30MACHOCTTA Ha cTaTHHA NpH 93 % oT koxopTara
Ha PLATO, kosaTo € npremalta Te3u JEKapCTBEHH NMPOAYKTH.

Tukarpenop e ciab nHxubdurop Ha CYP3A4. EaHOBpeMEHHOTO MPHIIOKEHHKE Ha TUKArpenop CbC
cyGcrpatu Ha CYP3A4 ¢ TeceH TepaneBTHYEH HHAEKC (HANP. UM3AMPH] HIIH eProaikaioH/in) He ce
PeNnopbUBa, Thi KATO THKArpeaop MOXe Ja MOBULIH €KCIIO3HLUHUATA Ha T€3H NEKapCTBEHH NPOIYKTH.

P-pp cybcmpamu (8KrioUumento QUZOKCUH, YUKROCNODUN)

EQHOBPEMEHHOTO NPHJIMKEHHE ¢ THKArpenop Boau Ao nmoBrinaBaHe Ha Cpax v AUC Ha AMroKCcHH
CHOTBETHO CbC 75 % u 28 %. CpeaunTte Hali-HHCKH HUBA HA AMIOKCHH ce rnoBHiiarar ¢ okono 30 % mpu
eIHOBPEMEHHO NPWIMKEHUE ¢ THKArpenop, Karo B HAKOH OTAEIHH CIy4aH Ce OTUUTAT MAKCHMYM
IBYKpaTHH MOBMIIABaHHA. B NpHCHCTBHETO HA JUIOKCHH Cria i AUC Ha THKarpenop U aKTHBHHA MY
MeTa0oJUT He ce NOBIHABAT. Cle0BaTeNnHo, NPH €IHOBPEMEHHO IPHJI0KEeHHe Ha THKarpenop ¢ P-gp-
3aBHCHUMH JIEKAPCTBEHM NPOJYKTH C MATbK TEPANeBTHUEH HHAEKC KaToO JUTOKCHH, Ce NMPenopbYBa
NOAXO0AAIL KNTHHHYEH W/HUNH 1abopaTopeH KOHTPOJI.

Tukarpenop He 0Ka3Ba BIHAHHE BbPXY KOHLIEHTPALHATa Ha LMKJIOCTIOPUH B KpbBTa. EQEKTHT Ha
TUKArpesaop BbpXy Apyru cybcrpatv Ha P-gp He e npoyuBaH. |

Jexapcmeenu npodykmu, xoumo ce memabonruzupam om CYP2C9

EAHOBpPEMEHHOTO PHIIOKEHHE HAa THKArpenop ¢ ToNOyTaMua He BOJH 0 MPOMSHA HA NNAa3MEHHUTE
KOHIIEHTPALIMH Ha KOATO U a e OT ABaTa NpoAYKTa, KOETO MPE/IoNiara, 4e THKArpesiop He € HHXHOUTop
Ha CYP2C9 un e Manko BepoaTHO Jaa nopiausaea Meauupanusa ot CYP2C9 metabonu3ibM Ha nekapCcTBEHU
npoAyKTH kato sapdapni 4 TondbyTamua, |

Pozysacmamun (BCRP cybecmpam)

Hoka3aHo e, ue Tukarpenop nopumiaBa Cpsx Ha po3yBacTaTHH NpuOausuTenHo 2,5 nbtd u AUC
npubIM3uTENHO 2,4 MBETH, KOETO MOXKE Ja A0Bele 10 MOBULIEH PUCK OT MHONATHS, BKITHOUYUTEITHO
pabaomuonuia. Tpabea ga ce OOMHCART MON3UTE OT NPEBEHUMATA HA MOJIEMH HEXENTaHHW ChpJeYHO-
CBhJOBH CHOMTHA upe3 yrnoTpedaTa Ha pO3yBACTATHH CIPAMO PHCKOBETE OT MOBHUICHH IMIA3MEHH
KOHLEHTpALMH Ha pO3yBacTaTHH.

Ilepopannu Konmpayenmugu
EQHOBPEMEHHOTO NMPUIIOKEHHE Ha THKArpejop ¢ JIEBOHOPreCTPE) H €TUHHI €CTPAZHOJ BOIH J0

MOBUILIABAHE HA €KCIIO3ULINATA KbM €THHHI ecTpaanol ¢ npubauzutento 20 %, Ho He MOBNUARA
dbapMakoKHMHETHKATA Ha JeBoHoprecTpel. [1pU eAHOBPEMEHHO NPHUIIOKEHHE HA TEBOHOPreCTpen U
eTUHUI eCTPAJHOIN € TUKAIPEJIOpP HE CE OYAKBA KIIMHWYHO 3HAYUM e(eKT BbpXy €(PHKACHOCTTA Ha
nepopanHus KOHTPalENTHB.




Jexapcmeenu npodykmu, 3a KOUMO € U3BECMHO, Ye unoyyupam 6paouxapous

[Mopaayu HaGmoaaBaHe Ha RPeAHMHO aCHMIITOMHH BEHTPHKY/IApDHH May3H U OpaJuKapAus ¢€ H3UCKBA
NOBHILIEHO BHUMAaHKE, KOraTo THKarpenop ce npuiara ¢JHOBPEMEHHO C JIEKAPCTBEHH MPOAYKTH, 3a
KOWUTO € U3BECTHO, Ye MHAYLUpaT Opaaukapaua (Bx. Touka 4.4). B npoyuysanero PLATO, obaue, He ce
HabnoAaBaT JOKA3ATEACTBA 38 KIMHUUYHO 3HAYUMH HEXENaHH Peaxluy cell €XAHOBPEMEHHO
NPHIOKEHHE ¢ SHH HJIH [TOBEYE JIEKAPCTBEHH NMPOAYKTH, 33 KOMTO € H3BECTHO, Y€ HHAYUUPAT
Opaaunkapaus (Hanp. 96 % Gera-0nokepu, 33 % OM0KEpH HA KATUHEBKHTE KAHAIH JHJITHA3EM U
Bepanammi, H 4 % QHTOKCHH).

Zpyea cenvmcecmeawia mepanus

B KTMHMYHHTE NPOYYBaHHA THKATPENOp € NpHAarad eaHoBpemenno ¢ ACK, HHXUGHTOPH Ha NPOTOHHAT2
oMna, CTaTHHH, OeTa-0oKkepH, HHXUOHTOPH HAa AHTHOTEH3HH-KOHBEPTHPAIIMA €H3UM H aHTHOTEeH3HH ]

peLienTOpHH OnokepH, HeOOXOAUMH 3a JIeYEHHE Ha ChITbTCTBANM 3a00NIBaHKA 3a JbBI IEPHOL, A CHLLIO
M XeNapHH, HHCKOMOJIEKYJIEH XeNapyuH U MHTpaBeHO3HH nHxuduropu Ha Gpllb/I1a 3a kpaTko Bpeme (BXK,
Toyka 5.1). He ca HanM4HH JaHHH 3a HabN101aBaHH KNIMHMYHO 3HAYMMH HEXKEJIaHH B3auMOACHCTBHA MpH

ynorpeda Ha Te3H JIEKapCTBEHH MMPOAYKTH.

EnHOBpPEMEHHOTO MPHJIOKEHHE Ha TUKArpesop ¢ XenapHH, €eHOKCHIIAPUH WIH JIE3MOINIPECHH HAMA edekT
BbpPXY AKTHBHPAHOTO MapLMalHO TPOMOOILTACTHHORO BpeMe, aKTUBHPAHOTO BPpEME HA ChbCHPBaHE WK
u3caeaBaHuATa Ha dakrop Xa. Bee mak, mopaay noTeHUHANHUTE hapMaKOAHHAMKYHU B3aHMOAEHCTBUA,
€/ITHOBPEMEHHOTO TPHIOXKEHHE Ha THKArPENnop ¢ JICKAPCTBEHH NPOIYKTH, 32 KOUTO € H3BECTHO, ue
NIPOMEHAT XeMOocTa3ara, TpadBa a ¢e H3BbPLIBA C NOBULIEHO BHUMAHUE.

MNopaxu cpobieHns 3a abHOPMHO KOXKHO KbpBeHe ¢ SSRI (Hamp. napoKCeTHH, CEPTPANIHH U
LHTANIONPAaM ), NpenopbyBa ¢¢ BHUMaHKe, korato SSRI ce npunarar ¢ THKarpenop, Thi KaTo TOBa MOXeE
Ia MOBULIK PUCKA OT KbPBEHE.

4.6 OepraanaTeT, OpeMEHHOCT B KEPMEHE

XKeHH ¢ AeTepoaeH NoTEHIHA
JeHH ¢ gerepoAcH noTeHUWan TpAOBa a M3NON3BAT €EKTUBHH KOHTPALICIITUBHA MEPKH, 3a Aa uibernar
3abpeMeHdBaHe [0 BpeMe Ha JIeUeHHE C THKArpenop.

bpeMeHHOCT
Hsama wiu uMa orpaHHYEHO KOJHYECTBO AaHHK 3a ynoTpebaTa Ha THKarpenop npu OpeMeHHH JKeHHU.

[IpoyuBaHusTa NMPH JKUBOTHU NOKA3IBAT PENPOAYKTHBHA TOKCHYHOCT (BX. TOukKa 3.3). Tukarpenop
He Cé Mpenopb4Ba [0 BpeMe Ha OpeMEeHHOCT.

KnpMeHe

Hanuunure dapMakoAMHAMMUHH/ TOKCHKONIOTHYHH JAHHH NPH >KHBOTHH MOKA3BaT €KCKPeLus Ha
THKArPenop ¥ akTHBHUA My METabOIUT B MIAKOTO (BXK. TO4Ka 5.3). He Moxe Aa ce H3KITIOMU pUCK NPH
HOBOpOACHH/KbpMaveTa. Tpabea aa ce B3eMe peLISHHE JalIH a ce CApe KbPMEHETO, WK Ja ce
NpekpaTh/aa He ce MpHIara Tepanus ¢ THKArpenop, Kato ce B3eMe npeaBu] MoN3aTa OT KbPMEHETO 3a
AETETO W MOJI3aTa OT TepaluiTa 3a XXCHaTa.

DepTHIUTET
Tukarpeaop He 0Ka3Ba BIIMAHHE BBPXY MbXKKHA H )KEHCKHS GepTUNHTET NPH XXUBOTHH (BIXK.
TO4Ka 5.3).
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4.7 KEdexTn Bbpxy ciocoGHocTTa 32 modHpaHe H paboTa ¢ MAIIHHH

THKarpesIop He NOBIHABA HIIH MOBIMABA NpeHeOpexMO cnocobHOCTTA 3a WopHpaHe 1 padoTa ¢
mamusy. [1o BpeMe Ha igueHye ¢ THKarpenop ce cbobluaBa 3aMaiiBane U ob6bpkBane. CnenoBaTenHo,
MAHEHTH, KOMTO N0Jy4aT Te3u CHMNTOMH TpabBa Ja ca Npeana3uBH J0KaTo Wodupatr HiK paboTaT ¢

MAallIHHA.

4.8 Hexenand JeKAPCTBEHH peaKkniHH

PesioMe Ha HMQHH& Ha 6e30nNacHoOCT

[MpodumsT Ha 6€30NaCHOCT HA THKArPENOop € OLEHABAH B JBE ONIEMH IJIHHHYHH H3NMTBaHUA (asa 3 mo
otHowenue Ha u3xona (PLATO u PEGASUS), pknoupamiy noseue ot 39 000 mauueHTH (BX. TOUKA

5.1).

B PLATOQ, npu naLMeHTHTe Ha THKArpenop HMa rno-BUCOKAa YeCTOTa Ha NpeyCTaHOBABaHE Ha TepanuaTa
nopaaM HexeJlaHH ceOuTHA, B cpaBHeHue ¢ wionugorpen (7,4 % cnpamo 5,4 %). B PEGASUS
NalHeHTHTE, JISKYBaHH ¢ THKarpeaop, MMaT [10-BHCOKA YECTOTa Ha NMPEyCTAHOBABAHE HA TepanysaTa
nopaaM HexeNnaHH chOUTHA B cpaBHEHHe ¢ rpynara Ha Tepanug camo ¢ ACK (16,1 % 3a Tuxarpenop

60 mg ¢ ACK crpsmo 8,5 % 3a tepanus camo ¢ ACK). Haii-yecto cho01aBaHUTE HEXETAHH peaKLivy
Np4 NaLHEHTHTE, IEKYBaHH C THKArpeop, ca KbpeeHe M AucTHes (BX. Touka 4.4).

TabnuuyeH CNHCHK HA HEXEJTAHMTE DEAKLIMH

[IpeacraBeHUTE NO-A0NY HEXENAHH PEaKiidi ca HACHTH(HLMPAHU B NPOYYBAHUATA WIH ca ChOOUECHH
NpH NOCT-MAPKETHHIOB ONMHUT ¢ THKarpenop (Tabnuua 1).

Hexenanute peakuun ca uibpoenu no cucremo-opraneH xnac (COK) no MedDRA. B pamkute Ha Bcexu
COK HexenaHUTE JEKApCTBEHH peakldu ca U30poeHH no yectora. Kareropuure no 4ecroTa ce
Ae(HHHPAT NO CACAHATA KOHBEHLMA: MHOTO YecTH (= 1/10), yectn (= 1/100 go 1/10), Heuectu (= 1/1 000
no 1/100), peaxu (= 1/10 000 ao 1/1 000), muoro peaku (< 1/10 000), ¢ HeusBecTHa yecToTa (OT
HaJIHYHHTE JaHHU HEe MOXe Aa Obae HanpapeHa OLeHKa).

Tabaana 1 — Hexenann peaxnnn 0o 9ecTOTA H cHcTeMo-opranen kna¢ (COK)

COK Muoro gectTH YeceTn HeuecTn C Hen3BeCTHA
4eCTOTA
Heonnazmu — KbpBeHe oT Tymop®
oobpoxauecmeenu,
VIOKQUECMBEHU U
HeonpeoeneHu (8xa.
Kucmu 4 ROauNY)
Hapywenus na KbpBeHe, TpomboTHYHA
Kpbema u aumguama | CBbP3aHoO ¢ TPOMOOLUTONEHNYHA
cucmema HapylHeHus Ha mypnypa’
KpBETa’
Hapywenus na CBpPbX4YBCTBHTEIIHOC
UMYHHAMAa Cucmemda T, BKIKOUHTEITHO
aHrgoegem”
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agpc)ama

Hapywenus na Xunepypukemus | Iloparpa/Tloparpose

memabonuma u r H apTpHUT

Xpanesemo

Hcuxuunu napyuienus O6bpKkBaHe

Hapywenusa na 3amaiiBane, BrerpeuepeneH

Hepenama cucmemd Cunkon, KpbBOH3THB™
['naBobonue

Hapywienua na ouume KpbBOH3/HB B OKOTO"

Hapywenus na yxomo Beprturo KpbBOU3NHE B YXOTO

u aabupunma

Cypoeynu bpapnaputmus, AV-

HapyuieHus bnok®

Cv006u Hapyuienus XHNOTOHHSA

Pecnupamopnu, HucnHes KbpBeHe OT

2PBOHU U pecrHpaTopHaTa

MeouacmuHainu cucremMa®

| HAPYULERUR

Cmomawno-ypesru CromaiHo-upeseH | PeTponepHToHeaneH

HaAPYuteHun KpbBOHM3JIHB", KpPbBOH3IUB
Huapusg, ['anexe,
INucnencus, 3anek

Hapywuenua na [loaxoxHO HIH

Koxcama u JAEPMAITHO KbpBeHE’, |

ROOKOJICHAMA MbKaH O6pus, Cupbex

Hapywenua na MyCKYNHO KbpBEHE"

MYCKYAROCKERemnama

cucmema u

Cveounumennama

MbKAaN

Hapywuernua na KbpBeHe oT

6ebpeyume u MUKOYHHTE ITbTH LA

RUKOYHUME nemuwa

Hapyvuenus na KbpBeHe OT

8BINPOUICOOUMENHA penpoAYKTHBHATA

ma cucmema u cUcTeMa"

Hacnedsarua

[IoBHuIEH
KpPEaTHHHH B KPBBTA'
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Hapanssanus, KpbpBOH3/IHB clie]
OMPABAHUA U Nnpoueaypa,
YCAOJCHEHUR, TpasMaTHUHO
GLIHUKHAIU 8 KbpBEHE”
pesyamam Ha

urmepeeHyuu

* Hanmp. KbpPBEHE OT PAK HA MHKOYHHA MEXYP, paK Ha CToMaxa, pax Ha 1ebeNnoTo Yepeo

® yanp. NOBHIICHA TEHAEHLMA KbM HACHHABAHE, CIIOHTAHCH XEMATOM, XEMOparuuHa quarela

* UnentudrumpaHa B NOCYMAPKETHHTOB OINHKT

T YecTOTHTE ca MoAyueHH ot JaboparopHy HabmoaeHns (I1nkouyna kHCenHHA NOBHINEHA > NOPHATa rpaHula Ha HOpMAaTa
CIPAMO K3XO/IHO HHBO Mo WK B pedepeHTHHTE rpaHKIM. KpearnHun nosuued > 50 % cnpaMo H3XOOHO HHBO.), A HE €
npubIM3IUTENHA YECTOTA HA CHOOLIABAHE HA HEXKEIAHK CHOHTHAL.

A HaNP. KOHIOHKTHRATHO, PETHHHO, BLTPEOYHO KBPBCHE

° Hanp. CMKUCTAKCHC, XEMONITHIA

* Hanp. KLPBEHE OT BEHUMTE, KPBBOHIAIMB OT PEKTYM4, KPBBOHIHB OT CTOMAIIIHA A3Ba * Hanp.

EKXHMO03a, KOXKEH KPbBOH3INHKB, IETEXKH

" Hanp. XxeMapTpo3a, MyCKy/IeH KPbBOK3INTHB

R Hanp. xeMarypua, XeMOparyieH LIHCTHT

* HANp. BArHHAIEH KPLBOHIIHMB, XEMATOCNEPMHA, MTOCTMEHONAY3ANEH KPBBOHIJIHB " HATIp.

KOHTY3H4, TPABMATHYEH XEMATOM, TPABMATHYEH KPBBOH3JIHB

“T.e.. CIOHTAHHO, CBBP3AHO C HHTCPBEHLHA WIIK TPABMATHYHA HHTPAKPRHHANHA XEMOPAarus

Onucanne Ha U3OpaHH HexenaHW peakiiny
Kwvpsene

Haxooxu ¢ xvpeene e PLATO
LlanocTHHTE pe3yNTAaTH 32 YECTOTATa Ha KbpBeHe B npoyeaHeTo PLATO ca nokasanu B Tabnuna 2.

Tabaunma 2 — AHaJan3 Ha o6MATE CHLOATHSA ¢ KEpBeHe, n3uHcaenns o Kaplan-Meter Ha
12-te mecen (PLATO)

Taxarpeaop | Knrooaaorpea
90 mg N=9 186

IB3 NBbTH

AHEBHO p-cTOH

N=9 235 ROCT
O6wo sHaukTennu or PLATO 11,6 11,2 04336
(baranau/xuBoTo3acTpauwasay ot PLATO 5,8 5,8 0,6988
3HaunTeNHd ot PLATO, HecBbp3anu ¢ 4.5 3,8 0,0264
CABG -
3naunTenHH oTr PLATO, Hecsbp3anu ¢ 3,1 2,3 (0,0058
HHTE€PBEHLMH
KomOunupauu  obmo  3HaudrenHn  + 16,1 14,6 0,0084
HesHaqurelHu oT PLATO
HecBbp3aHd ¢ HHTEPBEHIIMH 3HAYHTENHH + 5,9 4,3 < 0,000
HeszHavHTenHH ot PLATO 1
3HauuTensy no TIMI 7.9 7,7 0,5669
3HAYHTENHH + He3HadYuTeNHH no TIMI 114 10,9 0,3272

AdepHHHUHH HA KATEMOPHHTE KbpPBEHE:
JHAYHTENIHO PATANHO/KHBOTO3ACTPANIABALIO KLpBeHe: KIMHHYHO NPOABEHO C MIOHKHXKABAHE Ha XeMornobnHa
C MpeNHBaHe Ha > 4 caka epUTPOLMTHA Maca; WiH (aTanHo; HIH HHTPAKPAHHATHO; WIH HHTPalepHKapAHO / fos t:'
TAMIOHANA; HITH ¢ XHIOBOJIEMHYEH 10K, WIH TEXKa XHITOTOHMA, H3KCKBALIA [TPECOPH; WIH XHPYPruvyHa
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InaunTeIEO Apyro: KIHHHYHO NPOABEHO ¢ NOHWKaBane Ha xeMornobuna ¢ 30-50 g/l unk npenneaxe Ha 2-3 caka ePUTPOLHTHA
MACA; WK 3HAYHTETHO HHBAIHAX3UPALIO.

HessaurTenno KbpBeHe: H3HCKBa MEAMUMHCKA HAMECA, 33 CIIPHPAHC WM JICKYBAHE HA KbPBEHETO.

3uauutenno kpppere no TIMI: Knunuuno nposseHo ¢ moHKKaBaHe HA xeMorobuHa ¢ > 50 g/l unM ¢ MHTpaxpasuaiya

XEMOpards.
Hezuauntenno xppsene no TIMI: Knunnuno nposseHo ¢ noHmwkasane Ha xemoraobuna ¢ 30-50 g/l.

*p-CTONHOCT, H3YKCNEHA OT MOAC Ha NPOTIOPLMOHANHUTE PHUCKOBE HA CoX, KATO rpynara Ha ICYEHHE € €XNHCTBEHATA
€KCILIZHATOPHA NPOMEHIHBA

Tuxarpenop ¥ KJIOMHAPOTeS] He Ce pa3IUyuaBar Mo OTHOUIEHNE HA YECTOTHTE Ha 3HATHTENHO
daTanHo/xuBoTO3acTpainasaio kspeeHe B PLATO, 3nauntenno kbpeene o6mo 8 PLATO, MacuBHO
kbpBeHe no TIMI unu cnabo kepsene no TIMI (Tabnuua 2). Obaue, nossara Ha KOMOHHHPAHO
3HaYMTENHO+HE3HauuTeNHO KbpBeHe B PLATO e nosete ¢ THKarpenop, B CpaBHEHHE ¢ KJIONHAOTPEN.
Manko naudeHTH B PLATO umar ¢atanuu xpeBousiuey: 20 (0,2 %) 3a Tukarpenop v 23 (0,3 %) 3a
knonuaorpen (Bx. Touka 4.4).

Bw3pacT, noJ, TeECHO TErno, paca, reorpadcky paioH, ChITbTCTBALIM 3a00/14BaHKA, ChIBTCTRALLA
Tepanii U aHaMHe3a, BKIIOUUTETHO NPEAXOAeH HHCYT HIIH TPAH3HTOPHA UCXEMUYHA aTaka, He ca
NpeIUKTOPH KakTo 3a 00110TO, TaKa U 32 HeCBBP3aHOTO ¢ HHTEPBEHLIHH 3HAYUTETHO KbPBEHE MO PLATO.
[To Ta3u npuuKHa, HE € HACHTH(PULIMPAHA KOHKPETHA PHCKOBA IPyNa 3a KOWTO K Aa € MOATHIT KbPBCHE.

Ceup3aHo ¢ KAb kbpBeHe:

B PLATO 42 % ot 1 584-1e maiuenTH (12 % o1 KoXopTara) ¢ HanpaBeH KOPOHAPHO-apPTEPHANECH
6adinac (KAB) ca nonyunnu PLATO sHauutenHo ¢aranio/ KHBOTO3acTpallaBallo kbpeeHe 6e3
pasiMKa MEXIYy TepanesTH4HHTe rpynH. PatanHo KepBeHe, cBbp3aHo ¢ KAD, ce noassasa npu 6
NAalMEHTHA BbB BCAKA OT TEPANEBTHUHHTE I'pynH (BXK. To4YKa 4.4).

Hecpbp3ano ¢ KAB kbpBeHe H HECBRBP3aHO C HHTEPBEHIIHH KbPBEHE:

Hsama pa3nHka MexJy THKarpelop H KIONMHAOrpen o OTHOWIEHUE Ha HecBbp3aHuTe ¢ KAD
TeXKKH/’KMBOTO3aCTpAllABALIH KPbBOMIIHBH 1o AedrHUIMA Ha npoyuBaHeTo PLATO, HO 3HaUYHUTETHHUTE
06110, 3HauKTenHH no TIMI u 3HaunTennu+HesHaunTennu no TIMI kppBOH3NHBY, NO JEPHHULKA HA
npoyusaHeTo PLATO, ca mo-yecti npu tuxarpenop. Cblo Taka, ako ce H3KNH0YaT BCHYKH CBBP3aHH C
HHTEPBEHLHH KPHBOM3IIUBH, [MOBEYE KPbROUITHBY C€ HAOII0aBaT NPH THKArpenop, OTKOJIKOTO NMPH
knonuaorpen (Tabnuua 2). [lpekpaTaBaHe Ha JTeYEHUETO MOPaAN HECBbP3aHK C HHTCPBEHIIWH
KPBBOH3JIHBH € N0-4eCcTo ¢ THKarpenop (2,9 %), orkonkoro ¢ knonuaorpen (1,2 %; p< 0,001).

WNHTpakpaHHalHa XEMOparus:

HHTpakpaHHaTHUTE KPBbBOH3IIMBU, HECBBP3aHH C HHTEPBEHLHH, Ca NI0BEYE NPH NPHNOKEHHE Ha
TUKarpenop (n=27 KpbBOU3NHKBA NPH 26 nauMeHTH, 0,3 %), OTKONKOTO C KIONHAOrpen

(n=14 kpvBou3nuBa, 0,2 %), oT KOHTO 11 KPLBOM3NIMEBA C THKArpeNiop u | ¢ Kionuaorpesn ca GaTaiHu.
Hsama pasnuka B 061ua 6poii cny4vau Ha ¢aTajlHO KbpPBEHE,

Haxooxu ¢ kvpgene 6 PEGASUS
LisnocTHHTE pe3yNTaTH 3a YecToTaTa Ha KbpBeHe B poyuBaHeTo PEGASUS ca nokazanu B Tabnuua 3.
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Ta6auna 3 — Anaan3s ga o6muaTe ¢LOUTRE ¢ KLpBeHe, HI4ACHAeHHA N0 Kaplan-Meier na
36-tr mecen (PEGASUS)

Taxarpeaop 60 mg nBa Camo ACK
nbTH AEeBHO + ACK N=6 996
N=6 958
Koebuuuent
Kpaiinga TO4YKH 32 0¢30NnacHOCT KM % HA PHCKA KM % P-CTOHHOCT
(95 % CI)
KaTeropsn Ha KbPBEHE, ONpee/IEHH OT TIMI
1,1 < (0,0001
TIMI 3Ha4UTENHO 2,3 2,32 (1,68,
- 3,21)
@ 0,3 1,00 (0,44, 0,3 1,0000
aTalHo 2.27)
0,6 1,33 (0,77, 0,5 0,3130
BYK 2.31)
61 (2,31 0,5 < (0,0001
Hpyro 3HauutenHo (TIMI) 1,6 2 5 és’f’ ’
3HAYMTENHO HIH HE3HAYHUTEIHO 3.4 2,54 (1,93, 1,4 < (0,0001
(TIMI) | 3,35)
3HAUUTENIHO WIH He3HAUMMTEIHO, HIH 16,6 2,64 (2,35, 7,0 < 0,0001
H3HCKBALLLO MEAHLMHCKA HaMeca 2,97)
(TIMI)
KHTEI‘OBIIII Ha KbpBeHE, oIpeJeJeHH B PLATO
<
PLATO 3HaunTenHo 3,0 2,57 (1,95, 1,4 0,0001
3,37)
2,4 2,38 (1,73, 1,1 < (,0001
MdaranHo/MHBOTO3ACTPALIABALIO 3.26)
Hpyro sHauntento (PLATO) .1 3,3‘57 é;t}s, 0,3 < 0,000
3HAYHUTEJNHO HIIH HE3HAUHTEJHO 15,2 2,71 (2,40, 6,2 < 00,0001
(PLATO) 3,08)

HedHHHIHM HA KATCTOPUITS HE KEPBCHE!

3aauuTenno (TIMI): ®arando kepene HIIH Bcaxo spTpeucpenno kupaene, MM wmanyHo BUANME NpH3HALK Ha
KPbBOW3NTHB, CELP3aH Che cnan Ha xemoraobuna (Hgb) ot = 50 g/l, wnu noumkenne na xemarokpura (Het) ot 15 %, korato
nHIcea croiuocT Ha Hgb.

Oatagano: ChOMTHE C KbPBEHE, KOETO AUPEKTHO € AOBENO IO CMBPT B PAMKHTE Ha 7 IHH.

BYK: BrrpeuepeneH KppBOHINHB.

Apyro snaunTeano (TIMI): Hedaranno ne-BUK 3nauurenno kepsene (TIMLI).

Hesnauureauo (TIMI): Knunuuso BHAKMO ¢ OHIKEeHAE HA xeMornoduHa ot 30-50 g/l.

Hinckpamo meaunnrcka Hameca (TIMI): Usucksamo nutepsernns MM soaewno ao xocnuranusauns, MK Hanarauo
OLICHKA.

3RaynTeno paTaano/xuBorolacTpamasamo (PLATO): @aramno kbpeene HIIH ncako sprpeuepento kepsene, HJIW
HHTPANEPHKAPIHATHO ChC ChpaeuHa TaMnoHana, HJIH ¢ XunoeoneMHYeH [IOK WM TEKKa XMIIOTOHHS, HANAaraia npuuoKeHHeTo
HA NPECOPHH/ MHOTPONIHA cpeAcTsa Wid onepauud, LN xnunmino Buaumo ¢ > 50 g/l noauxenne va xemMornobuua uay
NPENaTH > 4 eAUHHUIIM YEPBEHM KPBBHH KIETKH.

3uaunrteano apyro (PLATO): 3naunmo uasanugnsdpamo MM knuumano suanmoe ¢ 30-50 g/l nonnxkenne Ha xemornoduHa,
HJIHA npensT 2-3 eauHHHHE YEPBEHH KPBBHH KIIETKH.

Heanauntenuo (PLATO): H3nckea MeZHIBECKA HHTEPBEHLIMA 38 CIIAPAHE WIIH JIEHEHHE Ha KbPBEHETO.
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B PEGASUS 3nauurtentoto kbpeHe (TIMI) npu Tukarpenop 60 mg aBa nbTH IHEBHO € MO-CUITHO
oTkonkoTo npH Nedenne camo ¢ ACK. He e Habnionaead NMoBHILEH PUCK OT QaTajlHO KbPBEHE U Ce
yCTAaHOBSBA CAMO HE3HAYMTENIHO MOBHILEHHE HA BbTPEYEPEIHUTE KPbBOU3IMBH B CPABHEHUE C TEPANHATA
camo ¢ ACK. Uma Manko cpOutns Ha daTanso kbpeeHe B npoyuBaHero, 11 (0,3 %) 3a Tuxarpenop 60 mg
i 12 (0,3 %) 3a TepanusTta camo ¢ ACK. HabnrogaBanusaT NOBHILEH PHCK OT 3Ha4NTENHO KbpBeHe (TIMI)
¢ Tukarpenop 60 mg ce Ab/bKH IPEAHMHO Ha MO-BHCOKATA YECTOTA HA APYTO 3HAYUTENHO KhPBEHE
(TIMI), cBBP3aHO CBC CHOUTHA B CTOMAIUIHO-YPEBHHA COK.

[ToBuilieHa YeCTOTA HAa CHOMTHA ¢ KbpBeHe, MoJo0HH Ha 3HauYHTeNHO KbpBeHe (TIMI), e nabmopaBana 8
KaTEeropHMTE 3HAYUTENHO WK He3HauuTenHO kbpeeHe (TIMI) u spauntenno (PLATO) u 3HaunTeNHO
M HesHauuTenHo KbpBeHe (PLATO) (k. Tabnuua 3). [IpeycTaHOBIBAHETO HA JICYEHUETO NMOpPalH
KbpBEHE € MO-YECTO B IPynaTa Ha THKarpenop 60 mg B cpaBHeHUe ¢ rpynarta Ha Tepanusta camo ¢ ACK
(croTBeTHO 6,2 % U 1,5 %). [loBeueTo OT TE3M CIYUYaH HA KbpPBEHE Ca ¢ MOMAaNKa TeXKECT |
(xnacupuumMpaHy KaTO M3UCKBALLH MeAULMHCKa HaMeca (TIMI)), Hanp. ennucTakcHC, HaCHHABaHE
XEMaTOMH.

[TpoduasT Ha KbpBEHE Ha THKAarpenop 60 mg e cxoaeH B MHOXKECTBOTO NPEABAPUTENIHO ONpee/ieHH
NOArpyNH (Hanp. no Bb3pacT, Mo, TErNo, paca, reorpagck1 pernoH, ChbbTCTBALIY 3a00/BaHHS,
CBITBTCTBALLA TEPANHA U MEAMLIMHCKA aHaMHe3a) NpH ChbOUTHA HA 3HAYHTENHO KbpBeHe (TIMI),
IHAYUTENHO WIH He3HaunTenno ( TIMI) u 3HauuTenno xepseHe (PLATO).

BbrpeuepenHo kbpBeHe (BUK):

" Coonrtandd BUK ce cpobliaeat ¢ nogodHa uectora 3a Tukarpenop 60 mg ¥ repanus camo ¢ ACK
(n=13, 0,2 % B aBeTe rpynu Ha nedenue). Habmonapa ce He3HaunTenHo nosuuieHue Ha BUK cebp3ano ¢
TpaBMa M NpOoLeaYpH NpH Jeyenye ¢ Tukarpenop 60 mg, (n=135, 0,2 %) B cpaBHeHHE C TepanuaTa camo C
ACK (n=10, 0,1 %). Cnrobienu ca 6 ¢aranuy BUK c Tuxarpenop 60 mg 1 5 ¢paranun BUK c Tepanus
camo ¢ ACK. YecroTata Ha BEbTpeyepenHO KbPBEHE € HUCKA B JABETE I'PYNHU Ha NeUE€HHE, KATO ce HMa
NpeaBH 3HAYHTENHHTE ChITbTCTBALLH 3a00onapanug U CC pUCKOBH (hakropH B MpoyYBaHaTa NomyJjanus.

Hucnnes

JlicnHes, ycemane 3a 3aayX, ce ¢cbo0llaBa OT NNallMEHTUTE JIeKyBaHH ¢ THKarpenop. B PLATO,
o0eIHHEHHTE KaTO AMCNHEA HEXENaHH IEKapCTBEHH ChOUTHA (AMCIIHEs, AMCIIHEd B MOKOH, AUCIIHES NPy
YCUJIHE, MAPOKCH3MalHA HOLLHA JMCITHEA ¥ HOLIHA AUCTHes) ce cbobmasar ot 13,8 % ot nanuenTure,
JIEKYBaHH ¢ THKarpenop, u 3a 7,8 % ot nalueHTHTe, NeKyBaHH ¢ xionuaorpen. [Ipu 2,2 % ot
NaLMeHTHTE, MPHEMallld THKAarpenop, u npu 0,6 % ot nauMenTUuTe, NpueMally KIoNuaorpen, B
npoyuBaHeTo PLATO u3cneaoBarenure CYMTAT, Y€ AUCHHEATA € NPHYUHHO CBbP3aHa C JIeYECHHETO U
OpoAaT Ha cepuo3HuTe ciayydad ¢ mansk (0,14 % tukarpenop; 0,02 % knonuaorpen) (Bx. Touka 4.4). Haii-
4ecTO ChoOmaBaHuTe CAMNTOMY HA JHCIHES Ca JIEKH 0 YMEPEHHU N0 UHTECH3UTET U MOBEYETO CE
CHOOINABAT KAaTO €AMHHYECH CNH30 PAHO ClIe] 3aN0YBAHE HA TepanuAaTa.

B cpaBHenue ¢ knonuaorpen, naureHture ¢ actMa/XOBb, nekyBaHu ¢ TUKarpeaop, Moxe Aa UMart
NOBHLIEH PHCK OT I0Jly4yaBaHe Ha HecepHo3Ha aucnHed (3,29 % tukarpenop copamo 0,53 %
Knonugorpen) # cepuosna aucnien (0,38 % thkarpenop cnpamo 0,00 % knonugorpen). B abcomotun
CTOHHOCTH TO3H PHCK € NO-BUCOK OTKOJIKOTO B uAn0ocTHATA nonynauusa Ha PLATO.Tuxarpenop Tpsbsa
Ja ce MpuJiara ¢ MOBUILICHO BHHMAHHUE NMPH NMALMEHTH ¢ aHaMHe3a 3a actMa u/unu XODbb (Bx. Touka 4.4).
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Oxono 30 % or enu3oanTe OT3BYUABaT B pamMkiTe Ha 7 AHH. PLATO BiUIl04Ba NAlUEHTH, KOUTO HA
M3X0JHO HUBO MMAT 3aCTOiHA ChpAevHa HegocTaTb4HOCT, XOBb Him acTMa; Te3H NalHeHTH H
nauMeHTHTE B CTapyecKa Bb3pacT € NMo-BepodATHO Aa chodmasart aucnHes. 3a THkarpenop, 0,9 % ot
NalMEHTHTE NIPEKLCBAT MPWIAraHETO Ha MPOYYBAHOTO AKTHBHO BELLECTBO MOpanH AKCnHed, cnpamo 0,1
% OT Te3H, npueMamy kinonuaorpen. [No-BHcokara YecToTa Ha AUCIIHES C THKArpenop He ce acolMupa ¢
HOBA MTOSABA WM BJIOIABAHE HA ChPACUYHO WK OenogpobHo 3abonssane (BXK. Touka 4.4). Tuxarpenop ue
norausBa 6enogpodbHUTE PYHKUHOHAIHH TECTOBE.

B PEGASUS aucnHes ce cpobuasa npu 14,2 % ot nauueHTUTe, NpMeMaliy Tukarpenop 60 mg asa NeTH
IHEBHO, X NpH 5,5 % oT nauueHTuTe, npremauty caMmo ACK. Kakro B PLATO, noseuero cny4au Ha

ChOOLIEHA IHCITHESA Ca JIEKH A0 YMEPEHH MO HHTEH3UTET (BX. Touka 4.4). [TanuerTHTe, KOUTO CHOOLIABAT
IOUCIIHES ca OUNH MpeAHMHO NMO-BB3PACTHH H Mo-4ecTo ca uManu aucnHes, XObBb unu actma Ha HaxoaHo

HHBO.

Hicnedearnus |
[ToBvineHHe Ha nukKo4Hara kucenuHa: B PLATO ¢ oTuereHO nOBUILIABAHE HA CEPYMHATA MHKOYHA

KHCEJIHHA JIO CTOMHOCTH, HA/(BHIIIABALIM I'OPHATA MPaHHLA Ha HOpMaTa, py 22 % OT rnojyyasaluTe
THKarpejiop NauMeHTH, cpsamMo 13 % OoT nosyyapalliuTe KIOMUAOrpes nanueHTd. ChOTBETHUTE
croiinoctd B PEGASUS ca crotBetHO 9,1 %, 8,8 % U 5,5 % 3a Tukarpenop 90 mg, 60 mg u nnauebdo.
CpeaHara cepyMHa NUKOYHA KHCENHHA ce moBuLuaBa ¢ 6nu3o 15 % npu npunoxeHue Ha THKarpenop, B
cpaBHeHHE ¢ NPpUOIU3UTENHO 7,5 % MpH NpHIOXKEHHEe Ha KIIONUAOTPe, a clie]] CIIMPaHEe Ha IEYEHHETO CE
NoHWXaBa npHOAU3HTENHO A0 7 % NpPH NMPUIIOKEHUE HA THKArpeaop, Z0KATO MPH KJIONHIAOIPEN HE ce
Habmoaasa cnaa. B PEGASUS ce ycraHoBABa 00paTHMO MOBUILEHHE HA CPEAHUTE HUBA HA CEpyMHa
NHKO4YHA KHCeNnHa oT 6,3 % u 5,6 % cboTBeTHO 3a Tukarpenop 90 mg u 60 mg B cpaBrenne ¢ 1,5 %
noHwxxeHue B rpynara ¢ njaauebo. B PLATO uyectorata Ha mogarposeH aptpur e 0,2 % 3a Tukarpenop
cnpamMo 0,1 % 3a knonuaorpen. CeOTBETHTE CTOMHOCTH 3a nojarpa/moaarposeH aptput B PEGASUS ca
1,6 %, 1,5 % u 1,1 % cworBeTHO 3a THKarpenop 90 mg, 60 mg u miauebo.

CoobillapaHe Ha MOJO3HPAHH HEKeaHH peakLiHy
CpobiiaBaHeTO Ha MOAO3HPaHH HEXeNaHH peaKlUH clie paspeliaBaHe 3a ynoTpeba Ha JeKapcTBeHHUA

NPOAYKT € BaxkHO. ToBa no3BoNABa 11a NPOAL/KH HabMIOieHHETO HA ChOTHOINEHHETO TONI3a/pUCK 32
JEKApPCTBEHHA NPOAYKT. OT MEAHLHHCKHTE CNIELUHATHCTH CE H3UCKBA Ja choOIABaT BCSKa NORO3UpaHa

HeXeNnaHa peakLiud Ype3 HalHOHaMHa CHCTeMa 3a ¢bo0Iarate B M3MbJHUTEHA areHIMA 110 JIeKapCcTBaTa
yn. ,,JJaman Fpyes” Ne 8, 1303 Codua, Ten.: +35928903417, yebcakT: www.bda.by.

4.9 I[Ipeao3npane

Tuxkarpenop ce nonacs aodpe npH eaAHoKparHy 1o3u 0 900 mg. 'acTpoMHTECTHHANHATA TOKCHYHOCT €
Ouna no30NHMHTHpaHa B €0HO NpoYyYBaHe ¢ €eRAHOKpaTHA HapacTRalia no3a. JIpyru KNHHAYHO 3HAMHMH
HEXEJIaHH peakLM4, KOHTO MOTAaT Ja ce NNPOABAT NPH Npelo3UpPaHe BKNKOYBAT AUCNTHES H BEHTPUKYNIAPHH
nay3u (Bx. Touka 4.8).

B cny4ail Ha npego3MpaHe, MOraT Aa ¢€ NpOosBAT rope CNOMEHATHTE NOTEHIHATHH HEXEIaHH
NeKapCTBEHH peakuuu u Tpadea fa ce uma npeasua EKI” MouuTOpHpane.

KBM MOMEHTA HE € U3BECTEH aHTHAOT Ha THKarp€liop H THKarpelop He € 1Main3npa (EJK. TOY .




MEAHLMHCKA MpaKkTHKa. OJyakBaHHUAT eeKT OT Npeao3vpaHe Ha THKarpenop € yAb/KeHa
MPOABIKHUTEIHOCT HA PUCKA OT KbpPBEHE, CBbp3aH ¢ TpoMOoLMTHOTO HHXHOUpaHe. TpaHCchysuaTa Ha
TpoMOOLMTHA Maca € MAJIKO BEPOATHO Aa HMa KIIHHHYHA N0J13a NPU NAUMEHTH C KbpPBEHE (BX. TOUKA
4.4). Axo ce MoABH KbpBeHe, TpA0Ba Jia ¢€ mpeAnpuemMar Jpyrs NoAXoAAIy NoAAbPKAUIH MEPKH.

5. ®APMAKOJOTHYHH CBOHUCTBA

5.1 @apMakolHHAMHYHH CBOHCTBA

dapmaxoTepanesTHYHa rpyna: MHXubuTopH Ha arperain4sTa Ha TpOMOOUMTHTE, C U3KIIIOUEHUE Ha
xenapuH, ATC xoa: BOIAC24.

MexaHu3sM HA JelicTBHE

OpebpHuToH ChAbPXKAa THKATPEIOP, CheAHHEHHE OT KJ1aca Ha LHKIONEHTHITPHA30NOMUPUMHAHHATE
(Cyclopentyltriazolopyramidines, CPTP), xoiiTo e nepopaneH aHTaroHHcT ¢ AUPEKTHO ACHCTBHE Ha

P2Y |2 penenropa, KaTo Ce CBbp3Ba C HEro CeNeKTHBHO H obpaTuMo ¥ npexoTspatasa AJD-
MeAMMpaHara, 3aBucella oT P2Y ; TpoMOOLIHTHA akTHBAUUsA H arperauus. THKarpeaop He NpeRoTBpaTABa
cBbp3BaHeTo ¢ AP, a koraTo ce CBbp3Ba ¢ P2Y )2 perientopa, Bb3NpensaTCTBA CHrHAJIHATA TPRHCAYKLHA,
uHAyuupana ot AJI®. Twi kaTo TpOMOOLHTHTE y9acTBaT B MHHLIMMPAHETO U/HIIH PA3BUTHETO HA
TpoMOOTHYHKTE YC/IOKHEHHA Ha aTepoCcKIepoTHYHATa OONECT, € JOKa3aHo, Y& KHXHOUpAHeTo Ha
TpoMGouuTHATa QYHKUMA Hamanssa pucka oT CC cebuTHA, KaTo cMBbpT, MU Hin HHCYAT.

Tukarpenop ChiiO yBelH4aBa JOKAJIHHTE eHIOTeHHH HHBA Ha aIcHO3HHA Upe3 HHXHOMpaHe Ha
eXBHAHOpHpaius HykneosuaeH rpadcnoprep-1 (Equilibrative nucleozyde transporter-1, ENT-1).

JoKyMEHTHPaHO €, ue NMpH 3apasH nuila U nauredTd ¢ OKC, Tukarpenop yBennyaga cieJHHTe epeKTH,
HMHIYLUHPaHH OT AACHO3UH: BazoauiaTauMa (M3MepeHa UYpes yBeIHYaBaHETO Ha KOPOHAPHHUA KPhBOTOK
npH 37pasH gobposonuH u nauuestH ¢ OKC; rnarobonue), uuxubupane Ha TpoMbouMTHATA QYRKIHKS (B
YOBELLKA KA/1a KPBB in vifro) u AMcnHes. Bpbikara Mexly HaOMIOJaBaHUTE YBEMUYEHHS HA alCHO3HH H
KIMHUYHHATE pe3yNTaTH, obave (Hanp. 3a00neBaeMOCTCMBPTHOCT), HE € KATErOPHUHO U3ACHEHa.

PapMakoIHHAMUYHH egemn

Hauano na oeticmaeuemo

[Ipu nanpenTH cbe cTabunna Hexemuuna Gonect Ha cbpueto (MBC), npuemaiu ACK, Tuxarpenop
noka3ea ObP30 HACcTBIIBAHE Ha hapMaKONorudeH eeKT, KOHTO C& AEMOHCTPHPA OT CPEAHOTO
uHxubupane Ha TpoMGounTHaTa arperanus (UTA) okono 41 % 0,5 uaca cnen npunoxenue Ha 180 mg
HATOBAPBALLIA 1033 THKArpenop, ¢ MakcumaineH epext spxy UTA 89 % 2-4 yaca cnen NpUIOKEHHETO HA
A03aTa, KOATO ce 3aaspxa Mexay 2-8 vaca. Ilpu 90 % or nauneHTHTe 2 Yaca ciel NMpUIOKEHKHETO Ha
ao3ata TepMuHannoTo nukoso UTA e > 70 %.

Kpau na dewcmeuemo
Ako e mnanupana KADb npoueaypa, pucKbT OT KbpBEHE CBBP3aH ¢ TUKATrPENOp € MNOBHIIEH B CPABHEHUE C
KIONMKAOIPe, KOraTo TepallsaTa e npeKkpaTeHa [o-Manko ot 96 yaca npeay npoueaypara.

Cmana Ha rexapemeama
[IpemMiHaBaHeTO OT JIGYEHUE C KIONKHAOrpea 75 mg Ha JedeHHe ¢ Tukarpejsop 90 m

BOJH K0 abcomoTHO nosuiaBaHe HaA UTA ¢ 26,4 %, a npeMHHaBaHeTO OT Jeye
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NeYeHHe ¢ KJIOMUAOorpen Boau Ao abcomoTHo noHwxkaBane Ha MTA ¢ 24,5 %. Ilaunenture morat Ja
npeMHHABaT OT KJOMHAOrPeN Ha THKarpenop 6e3 npeKbCcBaHe Ha AHTHATPEraHTHOTO AeACTBHE (BX. TOUKA
4.2).

Knunuuuza epuKacHOCT M 6e3onacHOCT

KiiMHUuHHTE JaHHH 32 e(pHKACHOCTTA M De30NacHOCTTa HA THKArpenop ¢a Mojy4eHyn oT ABe KIHHHYHH
H3MUTRaHHA ¢a3a 3:

« [Ipoyusanero PLATO [PLATelet Inhibition and Patient Qutcomes (TpomboTHYHO HHXKOKpaHe U
KJIHHHYEH U3X0[ Ha NMallHeHTa)], cpaBHeHHe Ha THKArpeaop ¢ KIOMUAOrpe, H ABaTa NpHIaraHy B
komOuHauma ¢ ACK, ¥ Jpyra ctanaaprHa Tepanus.

* [Ipoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events
in High-RiSk AcUte Coronary Syndrome Patients (IIpeBeH1IMA ¢ THKarpenop Ha BTOpHYHH
TPOMOOTHYHH CHOMTHA TIPH BACOKOPHCKOBH MAaUKEHTH C OCThD XOPOHAPEH CHHJPOM)], cpaBHeHHeE
Ha THkarpenop, kombunupan ¢ ACK, c repanus camo ¢ ACK,

IlIpoyweane PLATO (ocmpu xoporapHu CuROpoM)

IpoyuyBanero PLATO Bxmoysa 18 624 nauueHTH, KOMTO ca B 24 4acOBHS NIEPHOJ OT HAYAJIOTO Ha
cuMNTOMH Ha HecTabunHa crenokapausa [Unstable angina, UA), nndapkT Ha Muokapaa Oe3 ST-enesauns
[NSTEMI] unu ¢ uudapkr Ha MHokapaa cec ST-enesauus [STEMI], u xouto mbpBoHayanHo ca
NeKyBaHH MEAMKAMEHTO3HO, HIIH Ype3 NepKyTadHa kopoHapHa uHTepBeHUus (11IKH), nav upes
nocrasgHe Ha KAD. .
Krunuuna egpucacnocm

Ha ¢ona Ha exenseBHo npunoxenue Ha ACK, tukarpenop 90 mg aBa nbTH AHEBHO AEMOHCTpPHPA
NPeBb3XOACTBO CIIPAMO 75 mg AHEBHO KJIONHROIPE N0 OTHOIIEHHE HA NPEBEHIHKS HAa CbCTaBHATA
xpaitHa Touxa 3a CC cMmbpT, MU unu nucynT, ¢ paznuka, npousnusama ot CC cmbpt # MU, [launenture
nony4asat 300 mg HaToBapBaua aAo3a konuaorpen (pp3mMoxHo € 600 mg, ako umar ITIKH) miu 180 mg

THKarpchnop.

PesynrtarsT ce nossasa paHo (abcontoTHa peaykiuus Ha pucka [APP] 0,6 % 1 oTHOCHTENHA peayKIua Ha
pucka [OPP] 12 % Ha 30-1 neH) ¢ nocTosiHeH eeKT oT AEHEHHETO M0 BpeMe Ha 1enus 12 Mecevuen
nepuoz, gapail APP 1,9 % na roanua c OPP 16 %. Tosa npeamnosara, 4e € noAXoqquo RauHeHTHTE 1A
ce neKyBar ¢ Tukarpenop 90 mg nga nbTH AHEBHO 3a 12 Mecelna (BK. To4ka 4.2). JleueHunero Ha 54
nauuenT ¢ OKC ¢ THKarpenop BMeCTO ¢ Kionuaorpen npeaoTeparasa 1 arepoTpoMOOTHUHO COHTHE;
neyerrero Ha 91 nauuent npeaorepatasa 1 CC embpr (B, Purypa 1 u Tabnuna 4).

TepaneBTHUHHAT e(heKT Ha THKArpesop, HaAXBbPALL TO3H Ha KNONUAOTPpe, H3rJiexKIa CXOAEH B MHOTO
NOATrPYNH, BIIIOYHTENHO TEMIO, 10N, aHAMHE3a 3a 3aXapeH Auader, TPaH3UTOPHA UCXEMHYHA aTaKa KK
He-XeMOparniyeH HHCYJT, HIIM PEBACKYIApH3aliu; HPH ChITBTCTBANIO JIeYEHHE BKIIIOYBALIO XETIapHH,
GplIb/Illa nHxuOuTOPH H HHXUOMTOPH HA NPOTOHHATA NoMNa (BXK.ToYKa 4.5); NpyU OKOHYATENHaTa
auarnos3a Ha nokasarenHo ceourne (STEMI, NSTEMI unn UA); v npH nnanupasus npu
paHAOMH3ALHATA NedeheH MoaAXo  (MHBa3HBEH MJTH MEAUKAMEHTO3EH ).

YcTaHoBeHO e ¢1ab0 CHrHU(UKAHTHO TePaNeBTHYHO B3aUMOACHCTBHE B 3aBUCUMOCT OT PErHOHa,
CBIIIaCHO Ko0eTo KoepHUHEHTHT Ha prcka (HR) 3a nypBUYHATA KpaliHa TOUYKaA € B [10/13a Ha THKarpenop 3a
OCTaHaJ1aTa 4acT Ha CBETA, HO € B [0J13a Ha Kaonuaorpen 3a CepepHa AMEpHKa, KOATO ChCTABIIABA
npubnusutento 10 % ot usnata npoy4usaHa rnonynauus (p-CTORHOCT Ha B3auMoaeicTRHe=(, 045)




no3ara Ha ACK ce HabGnioaBa HaMasieHa epMKAcCHOCT Ha THKarpesnop. XpoHuuHata aAHeBHa j103a ACK,
KOSITO J1a CHITBTCTBA THKArpesop, Tpaosa aa 6bae 75-150 mg (Bxk. Touku 4.2 1 4.4).

durypa 1 nokassa o4akBaHWs PUCK 3@ HACTBIIBAHE HA MbPBU MHLM/EHT, BKJIIOYEH B KOMOWHHpaHaTa

kpaiiHa TOYKa Ha e()UKACHOCT.

®urypa 1 — AHaJIH3 HA OTHLPBHYHATA KJIHHHYHA ChecTaBHA Kpaiina Touka or CC embpT, MU 1

uacyart (PLATO)
Tuxarpenop (T) [864/9333]
13 K s
------- somugorpen (C)  [1014/9291]
1 - 11,67%
11- e
_ 10 i _— 9,80%
o~ o e L
ot il =l
2 8- —
s 7- e
s ©-
= 5.
N 4 -
)
- g _
o= —
§ 2 - HR 95% CI P-CTOMHOCT
g 1- 0,84 0,77,0,92 < 0,001
0 -
0 60 120 180 240 300 360
bpown 3acTpalleHu
T 9 333 8 628 8 460 8 219 6 743 S5 161 4 147
c 9 291 8 521 8 362 8 124 6 650 5096 4 047

B cpaBHeHMe ¢ KJIONMKAO0Tpesl, THKArpeJop HaMmajisiBa 4eCTOTara Ha HaCThIIBaHE HA MHLIMJIEHTUTE,
BJIM3AlllM B CbCTAaBa HA MbPBUYHATA CbCTaBHA KpaiHa Touka — kakTo B nonyJjauuara ¢ UA/NSTEMI, raka
1 B nonynauusata ¢ STEMI (Tabnuua 4). CnenoBarenno, Tukarpesnop 90 mg aBa mbTH JAHEBHO 3a€HO C
Hucka j03a ACK Moxe aa ce uznonssa npu nauueHTd ¢ OKC (HecrabunHa cTeHOKapaus, MUOKapAeH
nHdapkr 6e3 ST-eneBauus [NSTEMI] unn muokapaen ungapkr cbe ST-enesauus [STEMI]);
BKJIKOYUTEJIHO MALUEHTH, JIEKYBAHU MEIHKAMEHTO3HO, H NMALUEHTH, JIEKYBAHHU C MEPKYyTaHHA KOPOHApHa

uHtepBeHUus (ITKHW) unu 6aiinac na kopoHapHa aprepus (KAD).
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Ta6anna 4 — ABaIH3 HA NLPBAYHATA H BTOPAYRHTE Kpalinn ToukH 3a epuxacnoct (PLATO)

Tuxarpesaop Knonunorpen

90 mg aBa nbTH | 75 Mg BeAHLK

AHCBHO aHerHO (Yo APP* OPP* (%)

(%6 mauueHTH NALMEHTH Cbe (%/yr) | (95 % CI)
Che CLOMTHE) chiuTHE)
N=9 333 N=90 291 p-CTOHHOCT
CC cumbpr/MH 9,3 10,9 1,9 16 (8, 23) ~ 0,0003
(¢ U3KA. HA
»THX MH)
WIH HHCYNT
HamepeHue 3a 8,5 10,0 1,7 16 (6, 25) 0,0025
HHBAa3HBHA
_Tepanus
HaMmepeHue 3a 11,3 13,2 2,3 15 (0.3, 27) 0,04447
NleKapcTBEHA
Tepanus
CC cMBpT 3.8 4.8 1,1 21 (9, 31) (,0013
MH (¢ H3kn. 5,4 6,4 1,1 16 (5, 25) 0,0045
Ha ,, THX"
MH)°
Hhcynt 1,3 1,1 -0,2 -17 (-52, 9) 0,2249
CmopT Ge3 9,7 11,5 2,1 16 (8, 23) 0,0001
3HAYCHHE HA
NpHYHHATAS,
MM (¢ nakn.
Ha ,,THX
MH) win
MHCYNT
CC cmbpT,
obwo MU,
nueynt, CPH, 13,8 15,7 2,1 12 (5, 19) 0,0006
PH, THA, wnn |
apyra ATC®
CmbpT Oe3
3HaYeHHKE Ha 43 54 1.4 22 (11, 31) 0,00037
| pHYMHATA

HepuHUTHBHA
TpombO3a Ha 1,2 1,7 0,6 32 (8, 49) 0,0123"
CTEHTA

*APP=abco/morna peaykuna Ha pucka; OPP=orHocuTenHa penykiuus Ha pucka=(1-KoeduuueHnT Ha puck) x 100 %.

Orpuuarenia OPP 03Ha4asa NOBHINABAHE HA OTHOCHTE/IHAA PHCK,
¢ uakmoyeHue Ha ,,rux”’ MH.

*CPH=ccpnoana pekypeHrHa ucxeMus, PU=pekyperTHa ucxemus; THA=TpaH3uTopHa Hcxemyuna ataka; ATC=aprepnanto
TpoMboTHYHO chOuTHE, O0mo MH Bkmousa ,,Tux” MU, Aara Ha CbOHTHETO € AaTara Ha HEMOBOTO YCTAROBABAHE.

" HOMHHAIHA CTOXHOCT Ha CHIHHQHKAHTHOCT; BCHYKH OCTaHANH ¢a (POPMAITHO CTATHCTHUYECKH CHIHU(HKAHTHH N0
npeacPHUHUPaHO RepapXUuHO TECTBAHE.
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PLATO zenemuqno noonpoyusane

OnpenensHero Ha CYP2C19 u ABCBI renotuna Ha 10 285 nauuentd B PLATO naBa BE3MOXHOCT 32
acouMauMs Ha reHOTHNHHUTE rpynu ¢ pesyaratute oT PLATO. [Ipers3XoacTBOTO HA THKArpenop Kaj
KJIOTIMAOTPEN 110 OTHOLICHHE HA peAyKUHATA Ha 3HaYuTenHu CC cbOMTHA HE € CHTHH(HKAHTHO
nopyusHo oT CYP2C19 unu ABCB1 reHoTuna Ha naugeHnTuTe. [TogoOHO Ha LATOCTHOTO NPOYYBaHE
PLATO, sHsiMa pa3fiika MEXAY THKArPeJop 4 KIonoJorpes npH o010 3HaYUTETHUTE XeMOpariyH
uHuuaeHTH B PLATO, senpexu resotuna CYP2C19 unn ABCB1. Hecebp3aHoto ¢ KAD 3HauHTEnHO
kppBeHe B PLATO ce nosuluaga c THKAarpeaop B CpaBHEHHE ¢ KIOMUAOTPE NPH NaUHEeHTH C eIUH WK
noeeye CYP2C19 anenu cbe 3aryba Ha GyHKLHS, HO € CXOAHO HA KNONUAOTPEN NIPH NALUEHTH ¢ anell,
KoliTO HAMa 3aryba Ha QyHKIIuUS.

Komb6unupan noxasamen 3a egpuxacnocm u 6e30nactocm

KombunupauuaT nokasaren 3a eduxacHocT U 6ezomacHocT (CC cmept, MU, HucyaT uam ob1mo
3HAYUTENHO KbpBeHe no aedunuiuara Ha PLATO) noka3sa, ye nosisara OT NPHNIOKEHHACTO Ha
THKArpeJop 1o OTHOLICHHE Ha eHKACHOCT B CpPaBHEHHE € KJIOMHAOIPEN HE Ce KOMMIEHCHPa OT ClTydauTe
Ha 3HaYuTENHO KbpBeHe (APP 1,4 %, OPP 8 %, KP 0,92; p=0,0257), 12 meceua caex OKC.

Knrunuuna 6esonacrnocm

XonTepoBo MOANPOYUYBAHE:!

3a 1a ce OL|eHH YECTOTATa HA BEHTPUKYJIAPHUTE Nay3H U APYTU €NN304 Ha apUTMHA [0 BpEME Ha
npoy4ysaHeTo PLATO, e ocbliecTBeHO X0ITep-MOHHTOPHpaHe Ha noArpyna ot 6nuso

3 000 naumeHTH, npubausnTenHo 2 000 ot KOMTO UMAT 3aNHMCH, KakTo B ocTpara dasa Ha OKC, taka u
Mecell Mo-KbCcHO. ITbpBHYHATA NpOCACAIBAHA TPOMEHIIUBA € YECTOTaTa Ha BEHTPHKYJIAPHH May3H ¢
MPOABIDKUTENHOCT = 3 CeKyHAH. BeHTpuKkynapHu nay3H pasBUBaT NNOBeYe MALHEHTH HA JICUEHHE C
THkarpesnop (6,0 %), oTkoNkoTO TakKMBa Ha neueHue ¢ kionuporpen (3,5 %) B ocTtparta ¢a3a v CbOTBETHO
2,2 % u 1,6 % crnen 1 Mecen (BX. Touka 4.4). YBenHueHHETO HA BEHTPUKYJIADHUTE NMay3H B ocTparta (asa
Ha OKC e no-u3pazeHo Npu NaldeHTHTe Ha THKarpenop ¢ anamHesa 3a XCH (9,2 % c anamuesa 3a XCH
cnpamo 5,4 % npu nanueHTu Oe3 aHamHe3a 3a XCH; 32 naunenTnre Ha wionugorpen, 4,0 % mnpu tesu
chbe capsMo 3,6 % npy Te3un O6e3 aHamHesa 3a XCH). Tasu pasnuka He ce npossaBa 3a ea¥H Mecell: 2,0 %
crpamMo 2,1 % 3a nauHeHTHTE Ha THKArpenop, CbOTBETHO, CbC U Oe3 aHamuesa 3a XCH; u 3,8 % copamo
1,4 % 3a knonugorpen. Tasu pasnuka He € CBbP3aHa C HEXENaHH KIHHWYHH NOCIEAHUH (BKIIOYHTENHO H
NMocTaBsHe Ha neAcMeliKbp) BB BBIIPOCHATA NOMYALMA NalUueHTH.

IIpoyueane PEGASUS (anamuesa 3g muokapoer ungapxm)

PEGASUS TIMI-54 e npoyuBane ¢ 21 162 nauseHTH, ¢ AU3aiiH 3aBUCEL OT HACTHIBALKUTE CHOUTHUA,
PaHAOMH3HPAHO, ABOHHOCIANO, I1a1e00-KOHTPOAHPAHO, MEXAYHAPOAHO MHOTOLIEHTPOBO MTPOYUBaHE C
napaJieIH I'pYIH 3a OLICHKa Ha NpeBEeHLMATA Ha aTePOTPOMOOTHYHM CHOUTHS C THKArpenop, npuijiaral B
2 no3u (90 mg apa nbTH AHEBHO MM 60 mg nBa MbTH AHEBHO) B kKOMOKHanua ¢ Hucka ro3a ACK (75-150
mg), B cpaBHeHKe ¢ Tepanusa caMo ¢ ACK npu naudeHTH ¢ aHaMHe3a 3a MY U JOMBIHUTEIHN PUCKOBH
dakTopH 3a arepoTpoMO03a.

[TaniMeHTH, NOAXOMALIN 32 BKJIIOYBAHE B IPOYYBAHETO ¢a OMIIM TAKMBA HA BB3PAcT HA WiM Haj S0
roAuHY, HajlMune Ha aHaMHe3a 3a MU (1 a0 3 roauHu npeau paHAOMU3HPAHETO) H HATMYUE Ha NOHE
e/lUH OT ClIeAHHTE PUCKOBH (pakTOopH 3a aTepoTpoMbO3a: Bb3pacT = 65 roAnHy, 3axapeH auader,
HaJIarail MeJMKaMeHTO3HO JieueHHe, BTopH npeawectsam MH, nanuu 3a Muorocsaosa MBC unu
xpoHu4dHa 6b6peuHa AMCPYHKIHA H3BBH KpaiiHHA cTanuii.
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[TanueHTHTE HE ca OMJIM MOAXOAALLM 32 BKJIKOYBAHE B IPOYYBAHETO, aKO ca UMAJIM TIaHupaHa ynortpebda
Ha P2Y 12-penienTopeH aHTaroHUcCT, JAUIHPHAAMOJI, LIHJIOCTAa30J1 MW aHTHKOAryJlJaHTHa Tepanus 3a
MepHo/ia Ha NMpOy4YBaHETO; HapyllEeHHe, CBbP3aHO C KbpPBEHE HJIM aHaMHe3a 32 HCXEMHYEH UHCYIT HIIH
BbTpEUYEpPEenHO KbpBEHE, TYMOP Ha LIEHTpaJiHaTa HEPBHA CUCTEMA HJIH BbTpEUYEeperHa Ch/10Ba aHOMAJIHA:
MalHEeHTH ChC CTOMALIHO-YPEBHO KbpBEHE Ipe3 NnpelecTsalure 6 Mecena WM rojisiMa onepauus npes

npeawecTtsaluTe 30 QHHU.

Knunuuna eghuxacnocm

durypa 2 - AHAJIH3 HA IbPBHYHATA KJIHHHYHA cbeTaBHA Kpaiina Touka or CC embpT, MU 1

uHcyat (PEGASUS)
11
Tuxarpenop 60 mg - - - - Mnauebo _."
10 = AB3 MbTv AHEeBHO g
Bpo# 7045 7067 P
9 | naumertn cuc cobutne 487 (6.9%) 578 (8.2%) Wi
KM% Ha 36-Tu mecey 7.8% 6.0% - -
- CroTHOWEHWE Ha -
= _| | pucka g
a\ 7 (Hazard Ratio) (95% Cl) 0.84 (0.74, 0.95) . P &
E 8 p-CTOMHOCT 0.0043
=
E 5
£
x
3
2
1
0 1 I 1 1 I T r 1
0 120 240 360 480 600 720 840 960 1080 1200 1320
Anu chep pangomusauyma
Bpo# naumeHTH B pUCK
Ti60 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710
Placebo 7067 6950 6842 6761 6658 6315 5876 4899 3646 2028 714

TabGauua S - AHaJIH3 HA NLPBHYHATA H BTOPHYHHTE KPaiiHH TOYKH 32 epukacHoct (PEGASUS)

23

Tuxarpeaop 60 mg aBa NbTH AHEBHO
+ACK Camo ACK N=7 067 |
| N=7 045 B
MNauuenTH p-CTORHOET |
XapakTepHCTHKA ChC KM % (95 ;H::I) cg:g:ﬁe:::ﬂ KM % |
chLOMTHS Y
[1spBHUYHA KpaiiHa TOYKa
CwbcraBHa ot CC 0.84
cmepT/MHA 487 (6,9 %) 7,8 % 0 74‘ 0.95 578 (8,2 %) 9,0 % 0,0043 (s)
/HHCY T (i 0203)
0,83 |
CC cmbpT 174 (2,5 %) 2,9 % (0,68, 1,01) 210 (3,0 %)




) ] 1 B 0,84 N -
MH | 285 (4,0 %) 4.5 % (0,72, 0.98) 338 (4,8 %) 5,2 % 0,0314
| 0,75 ] j Ny
Hucyar 91(1,3%) | 15% | (957 098) | 122(1,7%) 1,9 % 0,0337
Bropuusa kpafiHa TouKa
CcC 174 (2,5 % 2,9 % 0.8 210 (3,0 %) 3,4 % -
CMBPT ( > I:t) 47 /0 (0,63, 1‘01) W /0 " 0
CMbpT NO 0,89 (0,76,
RCAKAKBA HquHHa 289 (4,]. %) 4,7 % 1,04) 326 (4,6 %) 5,2 % -

' KoeMUMEHTET HA PHCKA K p-CTORHOCTHTE Ca M3YUCIISHH OTIENHO 3a THKarpenop cnpamo tepanus camo ¢ ACK ot mozen Ha
NPONOPUMOHANHHTE PHCKORE Ha CoX, KATO rpynara Ha IeHEHHe € €AMHCTBEHATa eKCIUIAHATOPHA MMPOMEHNTHBA.

KM npoueHT, H34uciaeH Ha 30-TH Mecell.

Benexka: 6poaT Ha MepBUTE CHOHTHR 3a KoMnioneHTHTe CC cMBpT, MU ¥ MHCYNT € aciicTBuTEnHMAT GpoH Ha NbpBY CHOUTHS 32
BCEKH KOMITOHEHT ¥ He ¢¢ A00ans kuM Opos Ha CLOMTHATA B CHCTABHATA KpaiHa TOUKA

(s) Iloka3sa cTaTNCTHYECKA 3HAYHMOCT.

Cl=Jlosepurench narepsan; CC=Cunpaeuno-cnaos; HR=Koeduuuenr na pucka; KM=Kaplan-Meier; MU=Muoxkapnen
uHdapkt; N=bpo#i nauMeHTH.

JIBeTe cxeMH Ha JieueHHre ¢ Tukarpenop 60 mg aBa MbTH JHEBHO U ¢ 90 mg nBa NbTH AHEBHO B
koMOuHanua ¢ ACK npepp3xoxaar caMocTtoareHoTO JiedeHne ¢ ACK no oTHollleHHe Ha NPpeBeHIHATA
Ha aTepoTpoMOOTHYHMTE ChOHTHA (ChecTaBHa kpaitHa Touka: CC cMspT, MU H HHCYNT), ¢ MOCTOAHEH
edexT OT IEYEHHETO Npe3 LieNus NEPUOA Ha Npoy4BaHeTo, Boae A0 16 % OPP u 1,27 % APP 3a
tHkarpenop 60 mg 4 15 % OPP u 1,19 % APP 3a tukarpenop 90 mg.

Bunpexu ue npodunnre Ha epuxacHocT Ha 90 mg u 60mg ca monobHH, UMa AaHHH, Ye MO-HHUCKATa K034
e ¢ no-a00sp npod s Ha NOHOCHMOCT U 6€30MacHOCT O OTHOLICHHE Ha PHCKa OT XbPBEHE U HCITHEA.
CrnenoBarenHo, caMo THKarpenop 60 mg aBa mbTh AHEBHO, NpuUnoxeH eqHoBpeMeHHO ¢ ACK, ce
npenopbyuBa 3a NpeBeH1us Ha arepoTpoMboTHyHH cbOuTHS (CC cMBpT, MM 1 UHCYAT) NPH NaUHEHTH C
aHaMHe3a 3a MU 1 BHCOK PHCK OT pa3BUTHE Ha aTepoTPOMOOTHUYHO ChOHTHE.

B cpaBHeHHE CbC caMOCTOATENHOTO NeueHue ¢ ACK, Tukarpenop 60 mg ABa N'bTH JHEBHO 3HAHHMO
NOHMXABA ITBPBHYHATA CbCTaBHa KpaliHa Touka oT CC cMbpT, MU 1 nHCyaT. Beeku oT koMNoHeHTHTE
AONpPHHACA 33 MOHWKEHUETO Ha nbpBHYHaTaA ChbCTaBHa kpaiHa Touka (CC cmupT 17 % PPP, MH 16 %

PPP u uncyar 25 % PPP).

OPP 3a cbhcraBHaTa KpatiHa Touka oT | go 360 auu (17 % OPP) u ot 361 auu Hatarsk (16 % OPP) e
nogobuo. Mima orpaHuveHH JaHHH 3a €PUKAcHOCTTA M 0E30MaCHOCTTA Ha YABJIKEHO JIEUEeHHE C

THKArpesop Haa 3 rOaAuHM.

JIuncear Aoka3aTencTBa 3a noasa (He ce Habarogasa peAYKLUHA Ha 4eCTOTaTa Ha MEPBUYHATA
npocaenasada kpatia Touka ot CC embpt, MU 1 uHCYNT, HO MMA NOBHLIABAHE HA YECTOTATA HA
3HAYHUTEHO KbPBEHE), KOraro tukarpenop 60 mg asa MbTH AHEBHO € NMPHIOXKEH MPH KIHHAYHO
CTaOMJIHK NMAaLMEHTH C JAaBHOCT HA HH(papKTa > 2 roAWHH UJIK MOBEYEe OT eHa roJuHa Cclie] CIIUpaHe Ha
MpeAXoAHOTO NeyeHHe ¢ AlD-peuentopeH UHXHOMTOP (BXK. TOUKa 4.2),
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Knunuuna besonacnocm

YectoTata Ha MpeycTaHOBABaHE Ha TepanuaTa ¢ THKarpenop 60 mg nopaiu KbpBeHE M JUCIMHEA €
MOBHCOKA NPH NalHeHTH > 75 roaunu (42 %), B cpaBHEHHE ¢ MO-MJIaAu nauveHTd (HTepsar: 23-31 %),
¢ pa3fikka crpaMo naanebo rpynara no-ronsma ot 10 % (42 % copamo 29 %) npu NalKeHTH > 75 rouHA.

[leaMaTpHyHa Nomynanus

B paupomuzupaHo, aBoitHocnano npoy4eane Paza Il ¢ mapanennu rpynu (HESTIA 3),

193 nepuaTpUyYHH NaUMeHTH (Ha Bb3pacT oT 2 A0 noA 18 roguHu) cbe ChPNOBUAHOKNAETHYHA DoslecT ca
pPaHAOMH3KMpaHH Aa NOJy4aT WnH miauedo, MM THKarpenop B 1034 ot 15 mg ao 45 mg ABa NbTH JHEBHO
B 3aBHCHMOCT OT TEJIECHOTO Terno. THKarpenop BoAH 40 MeAuaHa Ha TpoMbonuTHara MHXUOULKA 35%
npeau NpyeM Ha Jo3ata # 56% 2 uaca ciel nNpHeM Ha 103aTa NpU CTALIMOHAPHO ChCTOSHHE.

B CPABHCHHE C niaunebo HAMa 110/3a OT JISHEHHETO C THKArpenop 1o OTHOUCHHUE Ha YeCTOTATa Ha
Ba300KJIYIHBHHTC KPH3H.

EsponelickaTa areHuus no Jekapcteara ocBoboxIaBa OT 33AbJDKEHHETO 33 NPENOCTABSHE Ha
pe3yJITATHTE OT NPOYYBAHHATA ¢ peePEHTHHA JIEKapCTBEH NMPOAYKT, ChAbPKALL THKATPENop, BCHUKH
NMOArpyIH Ha NeAHAaTPHYHATA NOMyJalKs 3a OCTpH KopoHapHu cuuapoMH (OKC) n aHaMHesa 32
muokapaeH uHdapkT (MH) (Bk. Touka 4.2 3a nuopMalLUs OTHOCHO yroTpeba B NeAHaTPHATA).

5.2 PapMaKOKHHETHUHH cBoificTBA

Tukarpenop uma nuHeliHa PapMaKOKHHETHKA, a €KCITO3KLUMUTE KbM THKATrPENOpP H aKTUBHHUS MY
mMetabonut (AR-C124910XX) ca npubiausHTeaHo MponopLUHOHATHHE Ha fo3aTa Ao 1 260 mg.

Abcopbuns

Abcopbuuarta Ha Tukarpenop e 6bp3a, ¢ MeaAHAHA HA iy NpHONU3KMTERHO 1,5 Yaca. [lpespbsinanero Ha
THKArpenop B OCHOBHUA uupKyaupawy Metabonut AR-C124910XX (¢pLuo akTuBeH) € OBbp30, ¢ MeaAHaHa
HA tmax NPHONH3HTENHO 2,5 yaca. Cnel nepopanHo MNpUIOKEHHE Ha eiMHUYMHA A03a Tukarpenop 90 mg Ha
rfaaHo npy 3apaBH JULa, Cmaxe 529 ng/ml u AUC e 3 451 ng*h/mil.

CbOTHOLIEHHATA META00AUT/OCHOBHO BelecTBO ca (0,28 3a Chux 1 0,42 32 AUC. DapMakoKkHHETHKATA Ha
tukarpenop 1 AR-C124910XX npu nauneHTH ¢ aHamHe3a 3a MU oOukHOBeHO € mogobHa Ha Tasu B
nonynauuara ¢ OKC. Bb3 ocHoBa Ha eMH nomynalHOHEeH PapMaKOKHHETHYEH aHAJIM3 HA NPOYYBAHETO
PEGASUS Mmezuanata Ha Cmax Ha THKarpenop € 391 ng/ml u AUC e 3 801 ng*h/ml B cTaunoHapHo
ChCTOAHME 3a THKarpenop 60 mg. 3a Tukarpenop 90 mg Craxe 627 ng/ml u AUC e 6255 ng*h/m! B
CTAUHOHAPHO CHCTOAHKE,

Cpeanara abconoTHa 6HOHANHYHOCT HA THKArpenop € usuuciaena Ha 36 %. lpueMsT Ha OoraTta Ha
MasHHMHM XpaHa BOAH A0 nopuluaBaHe ¢ 21 % Ha AUC Ha THkarpenop v A0 noHnxkaBaHe ¢ 22 % Ha Cpax
Ha aKTHBHHSA My MeTabONHT, HO HE MOBJHABA N0 HHKAKBB HAaUHH Cmax R THKarpenop uin AUC Ha
aKTHBHHA My MeTaboauT. CmaTa ce, Ue Te3d MATKU IPOMEHH €2 ¢ MUHHMAJIHO KJIHHHYHO 3HAYUEHHE;
NopaaH TOBa THKArpelop MoXe Ja ce npHeMa ¢be Hnu Oe3 xpana. Tukarpenop u akTUBHUAT My
MeTabonuT ca cybcrparu Ha P-gp.

Tukarpenop BbB BUA HAa CTPHTH TalJIETKH, CMECEHH C BOAA, NIPHIIATaH NEPOPATHO HIIH Upe3
Ha30racTpajiia COHJ]a B CTOMaXa, MMa CPaBHUMA OHOHAIHMYHOCT C LeNUTe TabNeTKH Bo-OTHNIIHHUE Ha
AUC ¥ Cpax Ha TUKArpenop ¥ aktusaua Metadbonut. Hayannarta excnosunus (0,54 h¥rcor e %
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HPUIOXKEHHE) OT CTPUTHTE TabNETKH THKArpenop, CMECEHH C BOAA, € MOo-BHCOKa B CPaBHEHHE C LENHUTE
TabneTku, ¢ KaTo LAA0 HAEHTHYeH Npodu Ha KOHLERTpauua cie Tosa (2 a0 48 uaca).

PasnpeneneHue
B crauunoHapHO cbeTrosHMe 06eMBT Ha pasnpeleneHue Ha tuxarpenop e 87,5 1. Tukarpenop u
AKTHBHUSAT My META0OJIHT CE CBBP3BAT ¢ YOBELIKHTE [Ia3MEHH MMPOTEHHH BbB BHCOKA CTEMNEH (>

99,0 %).

buoTpancdopmalis
CYP3 A4 e OCHOBHHAT EH3HUM, OTTOBOPEH 3a METa0O0JIH3HPaHeTo HA THKArpenop u o6pa3yBaHeTo Ha
aKTHBHHS MYy MeTaOONIMT, KaTO TeXHUTE B3auMoaeicTBUS ¢ Apyrd cybeTpaty Ha CYP3A Bapupar ot

AKTUBHpaHe N0 HHXUOHpaHe.

OcHoBHHAT MeTaboauT Ha TuKarpenop ¢ AR-C1249]10XX, koHTO ChLIO € aKTHBEH — KOETO C€ OLICHABA
ypes in vitro csbp3raHe ¢ TpoMOoLMTHHS P2Y 12 AD peuenrop. CHCTeMHATa EKCIIO3HIHA HA AKTHBHHS
meTabosuT ¢ npubauzutenHo 30-40 % ot Ta3u Ha THKArpenop.

EnnMHHHpane
OCHOBHHAT ITHT 33 EJTHMKHHPAaHE HA THKarpenop € upes uepHoapobua tpaHcopmauud. [Ipu npunarane

Ha paJHOaKTHBHO MAPKHPaH THKArpenop CpEAHOTO BE3CTAHOBABAHE Ha PaiHOAKTHBHOCTTA €
npubnausuTento 84 % (57,8 % BB deueca, 26,5 % B ypnHaTa). KonruecTBOTO Ha THKaArpeaop u
aKTUBHHUA My MeTabOJIHT, KOUTO Ce OTKPUBAT B ypuHATa, ca noa 1 % or npuerara no3a. BeposaTHo
OCHOBHMAT I'BT Ha CIIHMHHHMPAHE HA AKTHBHUSA METADOIHUT € upe3 eKCKpelus B rbukaTa. CpeHHAT ti
Ha THKarpenop € npuOnu3uTeNnHo 7 Yaca, a Ha aKTHBHHA MY MeTabonut — 8,5 yaca.

Crnenyaiyy nonyaaluuu

Cmapuecka gv3pacm

[To-BucOXH €KCITO3HUIUH Ha THKarpenop (mpubauzntento 25 % u 3a Cmax, u 3a AUC) 1 Ha akTUBHNA
My Metabonut npu nauneHTH ¢ OKC B cTapuecka Bp3pacT (= 75 rogusu) B CpaBHEHHUE ¢ NIO-MIIaH
NauueHTH ca HabmoAaBaHH MPU NONyJIAliHOHHHA (apMaKOKHHETHYEH aHAH3. Te3H paznHKy He ce
CMATAT 3a KJIHHHYHO 3Ha4YHMH (BX. Touka 4.2).

Heduampuuna nonyaayus

Hanu4yHH ca orpaHM4YeHH JAHHH NPH Jela ChC ChPNOBHAHOKNIETYHA OoMecT (B, ToukH 4.2 1 5.1). B
npoy4yBaneTo HESTIA 3 npu nanueHTH Ha BB3pacT oT 2 710 noa 18 roaunu ¢ Terno > 12 no <24 kg, >
24 no <48 kg u > 48 kg, e npuyiarad THKarpejiop Karo neAuaTpHYHN AUCTIEprupaly ce Tabnetku 15
mg B AO3H CBOTBETHO 15, 30 ¥ 45 mg aBa mbTH AHEeBHO. B13 OCHOBa Ha MonynalUMOHEH
dapmakokuHeTH4YeH aHanu3 cpeaHata AUC sapupa ot 1 095 ng*h/ml no 1 458 ng*h/ml, a cpenHara
Cuax Bapupa oT 143 ng/ml a0 206 ng/ml npu cTanuoHapHO CHCTOSHMUE.

Ilon

B cpaBHeHHE ¢ MbXie, TPH >KeHH ¢a HabMIOAaBaHH NO-BHCOKH €KCIIO3UMLMU Ha TUKATPEIOP H Ha AKTUBHUS
My MeTabonuT. Pa3snHKHTE He ce CMATAT 32 KJIHHHYHO 3HAYHMA.
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Bvbpeuno ygpescoane

B cpaBHeHHe ¢ X0pa ¢ HopMayiHa 6uOpeyuHa QyHKUHS, NpH MAUKEHTH C TexKo OBOpeuHo yBpexKaaHe
(KpeaTHHHHOB KIHPBHC < 30 mi/min) eKkcno3uiMATa Ha THKArpeaop e rno-HUucka ¢ npubnusuTendo 20
%, a EKCNO3ULUATA Ha AaKTUBHUSA MeTa00NHT € no-Byucoka npubnnsurenHo ¢se 17 % .

[Tpu naumeHTH ¢ TepMUHANEH cTaauit Ha 6p0OpeuHo 3abonsaBane Ha xemoauanusa AUC i ChracHa
THkarpeaop 90 mg npunaras B aex 6e3 nuanusa ca ¢ 38% u 51% no-BUCOKH B CpaBHEHHE € X0Pa C
nHopManna 0bOpeuna pyukuus. [TonobHO NoOBULIEHHE B EKCIIO3UUUATA C€ HabogaBa, KoraTo
THKarpeJop ce Npuiara HemocpeACTBEHO NpeAn auanu3aTa (CboTBeTHO 49% 1 61%), koeTo noxasea, ue
THKArpejaop He ¢e Juanuinpa. ExCno3nuuaTa Ha aKTUBHHUA METabONNUT c€ NOBULIABA B N10-MallKa CTENeH
(AUC 13-14% u Cpax 17-36%). EdexrnT Ha HHXxHOUpaHe Ha TpoMOouuTHaTa arperauns (MTA) e
He3aBHCHM OT JHANM3ATa [IPH NallMEHTH ¢ TepMHHANeH crajuil Ha 6B0peuHo 3abonsaBane U e nogobex
npH xopa ¢ HopMayiHa ObOpeuna QyHkuUMs (BK. Touka 4.2).

Hepuoodpobro yepeoicoane

B cpaBHeHHE ChC 3aApaBH JOOPOBOILH, NPH NAUMEHTH C JIeKo YepHOAPOOHO yBpexaaHe Cuax U AUC Ha
THKarpeJop ¢a no-BUCOKH CbOTBETHO ¢ 12 % u 23 %, obaue UTA edexTsT Ha THKArpenop e noaobeH B
aBete rpynu. He e HeobxoauMo kopurupaHe Ha Ao3ara [py NauUeHTH ¢ JIeKO YEpHOApOoOHO yBpeKIaHe.
HsamMa npoy4yBaHHA ¢ THKArpeaop npu NalMeHTH ¢ TEXKO YEPHOAPOOHO YBPEXKAAHE U NIUIICBA
thapMaKOKHHETHYHA HHGOPMALIHA NIPH MALHMEHTH ¢ YMEPEHO YepHOAPOOHO yBpexaaHe. [1pu nauMeHTH ¢
YMEPEHO HITH TEXKKO MOBHUUICHHE HA €MH WU [oBe4e YepHOAPOOHH QyHKLUUOHAHY N0Ka3aTeNu Ha
H3XOHAHO HHUBO, MIA3MEHHTE KOHLUEHTPALUHH Ha TUKArPEIop ¢a 0OUKHOBEHO NOKOOHM MM MAJIKO TO-
BHCOKH B CpaBHEHHE C nanueHTHTe 0€3 H3X0AHo nopuileHne. He ce npenopbuBa KOpUrupaHe Ha 103aTa
[IpH MTAUHEHTH C YMEPEHO YepHOApoOHO yBpexaaHe (BX. ToukH 4.2 n 4.4).

Emnuvecxa npunaonexcrnocm

B cpaBHEeHHE C NMAallUEHTUTE OT eBpONeIHATA paca, NALMEHTHTE OT A3HATCKH NMPOU3XO0/] UMAT M10-BHCOKA
¢ 39 % cpeana OHOHANHYHOCT. B CpaBHEHHE ¢ MALMEHTHTE OT €BPONEHAHATA paca, NpH
CAaMOOTIPEACTIALIMTE CE& KATO YEPHOKOXH NAlUHEHTH, OHOHAIMYHOCTTA HA TUKArpesop € no-Hucka ¢ 18
%. B knuHuKO-(papMakOoNOrHUHH NPOYUBAHUA eKCNO3UIMATA (Cmax 1 AUC) Ha THXArpenop npu AnoHLY
¢ no-pucoka ¢ npudnusutenHo 40 % (20 % cnen Kopekuus cnpAMO TENECHOTO TErN0), OTKOJIKOTO MPH
X0pa OT eBpONeHAHATA paca. EXCrio3nuuMaTa npy NauUeHTH, KOUTO Ce CaMOOIpeaeNaAT KaTo UCIIAHO HIIH
JATHHO THI, € NOAOOHA HA Ta3u NPU NALMEHTHTE OT eBpornexnaHaTa paca. ’

5.3 IlpeaxkNuHHYHH ZaHHH 32 6€30maCHOCT

[MpeaxsIMHUYHHTE NAHHH 34 TUKArPEnop ¥ OCHOBHHA My MeTa0ONUT He NOKa3BaT HeNpUeMIIMB PHCK 32
pPa3sBUTHE HA HEXKEJIAaHH peaklMu NPK Xopa Ha ba3aTa HA KOHBEHLIMOHATTHUTE (JapMaKONIOTrHYHH |
U3MUTBAHKA 32 6€30NaCHOCT, TOKCUYHOCT IIPH €AHOKPATHO M MHOTOKPATHO NPUJIAraHe H reHOTOKCHYEH
NOTEHLHA.

[IpH HAKONKO >XKMBOTUHCKY BHAA ¢ HAOMI04aBaHO CTOMALIHO-YPEBHO APA3HEHE NPH KIIMHHYHO 3HAYHMH
HHBA HA eKCNO3uLuA (BXK. ToO4YKa 4.8).

[Ipd »xeHCKH ILUTbXOBE, THKArPENOp BhB BUCOKH 03U JEMOHCTPUpA NOBHUIEHA YECTOTA HA TYMOPH Ha
MaTkata (aACHOKAPLIHHOMH } M ITOBHIIIEHA Ye€CTOTa Ha afiIeHOM Ha YepHus Apob. MexaHu3MBT 33 [1odBa Ha
TYMOPH Ha MAaTKaTa BEPOATHO € XOpMOHaJieH gucbanaHc, KoiTo MoxXe Jia fjoBeae 70 I ; A PRABAOP ™=
Npu nabXoBe. MexaHU3MBT 3a 104Ba Ha YEPHOAPOOHH aNEHOMH BEPOATHO € CNeLHMFIR 32 TRU3AT
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eH3MMHA MHAYKUMA B YepHusa Apo0. [lopaau ToBa ce CHHTA, Y€ € MAJIKO BEPOATHO KAPUMHOICHHHTE
HAaXOAKH Jia HMAT 3HAYCHHUE 38 XOopaTa.

[Ipu mrpxoBe, ca HabnAaBaHH MHHHMATHY AHOMAaJIMK Ha Pa3sBHTHETO NPH N03a, TOKCHYHA 332 MalikaTa
(rpanuua Ha Oe3onacHoct 5.1). Ilpu 3aiinu ce HabnogaBa neko 3abaBsiHe Ha 4EPHOAPOOHOTO Ch3psABaHE
H CKENETHOTO pa3BHTHE Ha ¢eTyCcHTe Tpd Maiiku Ha BHCOKa A03a 0e3 f1a ce HabnroaaBa TOKCHYHOCT 3a
Maifxara (rpaHuua Ha 6e3onacHocT 4.5).

[TpoyuBaHus fpH MIILXOBE K 3aiLIH MOKA3BaT pCIPOAYKTHBHA TOKCHYHOCT € JIEKO NOHHXKABAHE HA
HaJaBaHeTO Ha TerNlo Mpd Mafkata M HaMajleHa HEOHATAIHA XHU3HECIOCOOHOCT H TErNo NPU PaKIaHEeTo,
chbC 3abapsaHe Ha pacTexa. Tukarpenop BoAU KO HepeAOBeH UHKDJ {OCHOBHO YIBIDKEH LIMKBII) IIPH
KEHCKH MIbXOBE, HO HE MOBNHABA 001N DEPTHIHTET NIPH MBXKH K EHCKH [LTHXOBE.
(PapMakOKMHETHYHH NPOYYBAHUA C PAAHOAKTHBHO MapkUpaH TUKarpenop rnokassar, 4€ OCHOBHOTO
BElIIECTBO H HErOBUTE METAOOJIHTH CE €KCKPETHPAT B MIIAKOTO [IPH MIBLXO0BE (BXK. TOUKa 4.6).

6. DOAPMAIEBTHYHHA TAHHH

6.1 Cnachbk Ha NOMOIIHHATE BEI[eCTBA

Axpo Ha Tabnerkara

Manuron (E421)

Kanuues xuaporendocdar auxuapar (E341)
HartpHeB HMLIECTEH IIMKOIAT

XHIIpOMENO3a

Marnesues creapart (E470b)

Tabnerna o6BMBKa
Xunpomenosa

Tutanos auoxkcna (E171)
Makporon

Xenezer okcun, yepseH (E172)
Xenesen oxcun, qepen (E172)

6.2 HechBMECTEMOCTH

Henpuaoxxumo
6.3 Cpok Ba rogroct
3 rOAWHH

6.4 Cpenmanss ycJOBHSE ER ChXpaHeHHE

Tosu JCKAPCTBCH NNPOAYKT HC H3HCKBA CHELHANIHY YCIIOBHA 34 ChbXpaHCHHE.
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6.5 BHa B ¢LABPKAHAEE HA ONAKOBKATA

KaproHeHa KyTHs, ChbAbpkama npo3paued PVC-PVDC/AI 6nuctep ot 10 unu 14 punmupany tabneTkH.
Onakosxka ot 10, 14, 28, 30, 56, 60, 100 unu 168 dunmupanu tabnerku.

He BcHUKH BHAOBE ONMAKOBKH Morar ia ObAaT mycHaTH B ripoaaxoa.
6.6 Coennaannm npeANa3HH MePKH OPH H3XBLPJIAHE

Heu3non3paHuAT NEKapCTBEH NPOAYKT HIH OTNAAbYHUTE MaTEPHAIIH OT HETO TPAOBA JIa C€ U3XBLPNAT B
CbOTBETCTBHE C MECTHHUTE H3UCKBAHUS.

7. ITPUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Zentiva, k.s.
U kabelovny 130,
Dolni Mé&cholupy,

102 37 Praha 10,
Yewxa penybnuka

8. HOMEP(A) HA PAJPELHIEHHETO 3A YIIOTPEBA

Per. Ne 20220281

9. JATA HA IIBPBO PA3PEILIABAHE/TIOAHOBABAHE HA PAZPEIIEHUETO 3A
YIIOTPEDBA

Hara Ha repBo paspeitaBate: 11.10.2022
Jlata Ha mocneaHo NoAHOBIBAHE:

10. JATA HA AKTYAJNIN3HPAHE HA TEKCTA

18.08.2026 .
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