KPATKA XAPAKTEPUCTUKA HA ITPOJAYKTA
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2. KAYECTBEH U KOJIMYMECTBEH CbCTAB . 1G/MAMP - ..
 OGOBPRAIR NE s s

Besika punmupana tabnetka ebabpka 90 mg Tukarpesnop (ticagrelor).

3a MbJIHKUS CITUCBHK HA TNTOMOLIIHUTE BELLECTBA BHIKTE TOYKA 5.1.

3. JEKAPCTBEHA ®OPMA

®unmupana Tabnerka (tabnerka).

Kpbriin, ABOHHOM3IIbKHAIIHK, KbATH TabaeTku, ¢ BuILOHaTo penedHo obo3naueHue ,,90" or ejnara
cTpaHa, ¢ AdamMersp 9 mm.

4. KJIMHNWUYHHAU JIAHHHU

4.1 TepaneBTHYHH NOKA3ZAHUA

[narerpa, npuioKeH eJIHOBpPEMEHHO ¢ aueTuiicanuumninosa kuceanHa (ACK), e nokaszax 3a

fpejina3saHe o1 arepoTpoMOOTHYHH MHLUMIAEHTH TIPU Bb3PACTHH MAIIMEHTH C

- ocTbp KopoHapeH cuHipoM (OKC) niam

- aHamHe3a 3a MmuokapaeH uHdapkt (MH) U BUCOK PUCK OT pa3zBUTHE HA ATEPOTPOMOOTHUHO
cbOuTHE (BK. TOUKM 4.2 U 5.1).

4.2 Jlo3dupoBKa H HAYHH HA NPHJIOKEHHE
lo3upoBka

[TaumenTure, npuemainu Ilnarerpa, TpsdBa CbULO TaKa J1a IpUEMaT HUCKA IO UIbpsKalla 103a or
75-150 mg ACK aHeBHO, OCBEH aKO TOBA € U3PUUHO MPOTHBOIIOKA3AHO.

Ocmpu KOpoHAPHU CUHOPOMU

Jleyenuero ¢ [lnarerpa Tpsdsa j1a 3anoysa ¢ elHOKpaTHa HatoBapBaula j03a ot 180 mg (ase rabjieTku
o1 90 mg), cyieq KoeTo ce rnpojibiKana ¢ j1o3a 90 mg jaBa bty AHEBHO. [lpernopbuBa ce JIeUEHUETO C
[Tnarerpa 90 mg aBa nmbTH AHEBHO Aa npoabiku 12 meceua npu naunent ¢ OKC, ocBeH ako HsaMa

KJIIMHUYHHU MOKa3aHUs 3a NnpeKkbCBaHe Ha rnpuema (Bx. Touka d5.1).

Moske ja ce odmucam npeycranossisaHe Ha ACK cnen 3 meceua npu naumeHtH ¢ OKC, kouTo ca
NpeTbLPIsiv nepkyranHa kopodapya uarepseHums (I11KHM) m umar nosuuien puck ot kopeene. B To3u
c/lydai NpUeMbT HA TUKArpeop KaTo eAMHMYHA aHTHarperaHTHa tepanus TpsaodBa a1a npoabiku 9
mecela (Bx. Touka 4.4),



Anavnesa 3a Muokapoen ung)apkm

*Jabenexka. Creanure 103 ot 60 mg He morart j1a Ob/1aT OCUIYPEeHH € Ta3u KOoHUeHTpauus (90 mg).
CrieloBaTeIHO, B TO3M ciyuaii TpsOBa na ce nanoassar [Inarerpa 60 mg puamupanu tablieTku.

[TnaTerpa 60 mg* jBa MbTH JIHEBHO € MPEropbyMTeHa /103a, KOraTo € HeOOXOAMMO YABJIKEHO
JleYeHMe Ha NalMeHTH ¢ aHaMHesa 3a MU oT roHe e/1Ha roJiIiHa U BUCOK PUCK OT aTepOTPOMOOTHYHO
cuOuTHE (B, Touka 5.1). Jleuennero moke j1a Obae 3arnovHaro 0e3 npekbeBaHe, KaTo Npo/b/KaBalia
reparnus cliejl Ha4aHOTO JieueHHue oT e/iHa rojinHa ¢ [lnarerpa 90 mg nau tepanus ¢ Apyr a/IeHO3HH
nudocdar (AJID) peuentoper uHxuOUTOp npu naumeHT ¢ OKC 1 BUCOK pUCK OT
aTepoTpomMOBOTHUHO chOuTHE. JleueHneTo mosxke jia Objie 3aNoYHaTO ChLo U 10 2 1o/inHu 0T MU 1in
110 €/1Ha TO/IMHA CJIe]l CrMpane Ha npealecTsailo jedenue ¢ AJIM-peuenrtoper uuxuburop. Mma
OrpaHM4YeHH JaHHM 3a euracHoCcTTa M 0€30MACHOCTTA HA YIB/KEHO JICYEHHE C TUKArpeop Hal

3 TOJIMHH.

AKO e HeoOX0/lMMa CMsHa Ha TepanusiTa, bpBarta j103a [lnarerpa Tpadsa na Obae npuiiokeHa 24 vaca
cjie/] MOC/IeIHATa J103a Ha APYTIOTO aHTUTPOMOOTHYHO JIEKApCTBO.

[Iponycuama 0o3a

Cb1o Taka TpsiOBa aa ce u3bsrea rnponyckaHeTo Ha tadsierka. [laumenTt, KOUTO € nporycHal jia
npueme jlo3arta cu Ilnarerpa, tpssOsa na npueme camo e/iHa tTabsieTka (ciie/iBaiiara ¢ j103a) B 4aca, B
KOMUTO 00MYaHHO 8 npUema.

Cneyuainu nonyiayuu
Cmapuecka sv3pacm
[Tpu nauMeHTH B cTapyecka Bb3pacT He Ce Hajlara KOpeKLMs Ha jo3arta (BxK. Touka 5.2).

bvopeuno yepeocoane
[Tpu naumenTy ¢ ObOpeuHo yBpexaaHe He € HeoOX0AMMa KOPEKLMSA Ha Jl03aTa (BXK. TOYKa 5.2).

Yeprnoopobro yepeicoane

Tukarpesop He € Npoyy4BaH Mpu NaUMEHTH C TEKKO YEPHOAPOOHO YBPEXK/aHE U MOPaJIM TOBA,
ynorpebara My OT T€3M NMaLMEHTH € NPOTHUBONOKa3aHa (BxK. Touka 4.3). Mma camo orpannueHa
HH(OpPMALIMSA TTPHU NMALUMEHTH C YMEPEHO YepPHOAPOOHO yBpexKaHe. KopurupaHe Ha jlo3ara He ce
[pernopb4Ba, HO TUKarpesop TpsOdBa j1a ce U3IoJ3Ba ¢ NOBUILIEHO BHUMaHHWE (BK. TOYKH 4.4 1 5.2).
[Tpu naLMeHTH ¢ JIeKO YepHOAPOOHO YBpEkK/1aHe He € HeOOX0AMMa KOPEKIIMsS Ha jlo3aTa (BK.
TOYKa J.2).

[Teouampuuna nonyaayus

be3onacHocTTa M e(pUKACHOCTTA HA TUKArpeJop Npu aela Ha Bb3pact 110/l 18 roamuu He e
ycTaHoBeHa. Hsima peseBaHTHO NpHIIOKEeHHE HA TUKATrpesop npu Jiela ¢be CbpProBHAHOKICTbYHA
ooJsiecT (BK. ToukM 5.1 1 5.2).

HauuH Ha 1pUJIOKEHHE

3a rnepopaiHO MPUIIOIKEHHE.

[InaTerpa Mosxe j1a ce rnpuema cbe MK 0e3 XxpaHa.

[Ipy nauuMeHTHTE, KOUTO HE MOraT aa nperiabluar usna(uenu) rabnerka(u), rabaerkure morar j1a
ObJaT CTPUTH Ha PUH Mpax, Ja ce CMECAT C MMOJIOBHUH Yalla BOJa U Ja ce U3NnuAT BeJHara. Yaiara
TpsiOBa /1a ce U3MJIaKHe C Ollle MOJOBHUH Yalla Boja U Ch/IbPIKUMOTO J1a ce u3nue. CMecra Moxe Ja ce
rnpuJara ¢bilo ¥ ypes Haszoracrtpajina conaa (CH8 unm no-rossma). BaxHo € HazoracTpajiHaTa COHAA
Jla ce MpoOMHe ¢ BOJa CJIe/l NMPHIIOKEHHETO HA CMECTA.

4.3 IlporuBonoxkazaHusi

II.'
i
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. CBpbX4yBCTBHTETHOCT KbM AKTUBHOTO BELIECTBO I KbM HAKOE OT MOMOUIHUTE BEIIECTBA,
n30poeHu B Touka 6.1 (Bk. Touka 4.8). |
. AKTUBHO NaTOJIOTMYHO KbPBEHE,



. AHaMHe3a 38 HHTpaKkpaHuanHa Xxemoparus (Bx. Todka 4.8).

. Texxo yepHoapobHO yBpexaaHe (B, ToukH 4.2, 4.4 1 5.2).

. CbBMECTHO MPUJIOXKEHHE HA THKarpenop ¢ MOIHH HHXubuTOpH Ha CYP3 A4 (nanp.
KETOKOHA307, KIapUTPOMKLUHH, HePa30A0H, PUTOHABHD U aTa3aHABUD), ThbH KATO MOXE Ja
[0Bee A0 3HAYMTETHO NOBHIIEHHE HA eKCMO3NLMATA Ha TUKarpenop (BX. Touka 4.5).

4.4 CneunajHu npesynpexaeHus U NpeanaiHH Mepxu npu ynorpeba

PHCK OT KbpBEHE
[TpUIOKEHHETO HA TUKATPENOp MPH MaLMEHTH C H3BECTEH NOBHULIEH PUCK OT KbpBeHe TpabBa Ja ce

NpeLeHH CNPAMO MON3aTA M0 OTHOLIEHNE Ha NPEeANa3BaHeTo OT aTePOTPOMOOTHYHK MHLMACHTH (BXK.

Toyky 4.8 ¥ 5.1). AKO € K IMHHYHO NOKa3aH, THKarpenop Tpa6Ba ga ce rnpunara ¢ NOBHLUEHO

BHHMaHUE NTPH CIICAHUTE TPYITH NALMEHTH: |

¢ [TauMeHTHTE CBC CKIIOHHOCT KbM KbpBEHE (Hanp. Mopaai CKOpOUIHa TpaBMa, ornepanms,
HapylUIEHHs B KpbBOCHCUPBAHETO, aKTHBEH MY CKOPOLIEH CTOMALIHO-YPEBEH KPBBOM3IUB) MITH
T€3M KOMTO Ca C MOBMILIEH PUCK OT Tpaema. [IpuiokeHHeTo Ha THKArpesiop € NPOTHBONOKAa3aHo
ripH NALIKEHTH C AKTHBHO MaTONOIHYHO KbPBEHE, NPH TAKKBA C aHAMHE3a 32 HHTPaKpaHKBanHa
XEMOPArKi H NMPHU NaLKEHTH C TEXKO YEPHOAPOOHO yBpexaaHe (BX. Touxa 4.3).

. [TauueHTH, MpUeMaLH eHOBPEMEHHO JIEKAPCTBEHH NPOAYKTH, KOMTO MOraT Aa NOBHLIAT PHCKa
OT KbpBeHe (Hanp. HecTepouaHu npotueosb3nanuTenny cpeacrsa (HCIIBC), nepopanin
AHTHKOArY/IaHTH W/ WKW GHOPHHONMTHLIM) B paMKHTE HA 24 yaca OT NpHEMa HA THKArpenop.

B nse pangomuaupanu koHTponupari npoyusasus (TICO u TWILIGHT) npu naupenty ¢ OKC,
kouTo ca npemunany I1IKH npouenypa ¢ MeanKaMeHT-W3MbYBALI CTEHT C€ BHXAA, Y€ NPeKbCBAHETO
Ha ACK cnen 3 meceua apoiiHa aHTHarperaHtHa Tepanua ¢ Tukarpenop v ACK (DAPT)
[MPOAL/KABAHE C THKArpEIOp KaTo €AMHHYHA aHTHarperaHTHa Tepanua (SAPT) 3a 9 u 12 meceua,
PECMEKTHMBHO BOAM X0 HamMalfABaHe Ha pHCKa OT KbpBeHe 6e3 Hab0AaBaHO MOBHULLIABAHE HA PHCKA OT
CEPHO3HH HEXENaHH chpAeuHO-cbaoBHM cubutna (MACE) B cpasnenne ¢ npoabmkasaneTo Ha DAPT.
PewsenueTto 32 npeycraHosasaHe Ha ACK cnea 3 mMecena ¥ npoXb/KEHHE C THKarpeaop KaTo
eAMHUYHA AHTHAMPEraHTHA Tepanus 3a 9 Meceua nNpy NaLMeHTH ¢ NOBULILEH PUCK OT KbpBeHe TpAOBa
Jla ce OCHOBAaBA HAa KIIMHMYHA NPELEHKa, KaTO Ce UMa NpeaBH] PHCKBT OT KbPBEHE CTIIPAMO PHCKa OT
TpoMBOTHUHHU CBOUTUSR (BiK. TOUKA 4.2).

Tpancdysusta Ha TpoMboLMTHA Maca He 0Opblia aHTUTPOMOOTHYHHA ePEKT HA THKArpeaop rnpu
3apaBy JoOpOBOMLM U € MATKO BEPOATHO 18 MMa KIIMHHYHA N0J3a MpH MAUMEHTH ¢ KbpseHe. [loHexe
€AHOBPEMEHHOTO NMPUIIOKEHHUE HA THKArPEAop ¢ A€3MONPECHH HE CKBCABA BPEMETO HA KbPBEHE,
BepOATHO Je3MONpPeCcHH HAMa aa Obae eUKaceH 3a OBnaasBaHe Ha KPbBOHM3JIMB (BX. TOYKa 4.5).

AHTHOUOPHHONUTUYHO NeueHne (AMUHOKENPOHORA MM TPAHEKCAMOBA KUCEINHA) W/HH TepanusaTa ¢
pexoMbuHanTeH axtop VIla MoraT ga yckopaT KpeBochcHpBaHeTo. [IpHemMbT Ha THKarpenop Moxe
a ce pbp300HOBH cnea KaTo NPHYKHATA 3a KbPBEHETO € OTKPUTA U TO € OBJIAJASHO,

Onepauuu
[TaumenTuTe TpaOBa na ObAAT NOCHLBETBAHHU Aa HHPOPMHPAT JIEKAPHTE U CTOMATOJIOZNTE CH, 4e

npueMaT THKarpenop, npeau aa uM Obe HazHauyeHa HAKaKBa XUPYpruyHa HHTEPBEHUMA M NPEAn Aa
3AMOYHAT & NPHEMAT HOB JIEKRPCTBEH NMPOAYKT.

[Tpu naumentute ot npoyusaHeTro PLATO ¢ nanpasen 6afinac Ha kopoHapHa aptepus (HBKA), npu
THKarpenop ce Habnoaasa nopeye KbpBEHE OTKOAKOTO NPH KNOMHAOrPeN, Korato € cnpsad | nen
fpeay Orepaiua, HO CXO/Ha YeCTOTa Ha 3HAMMTENIHO KbPBEHE, B CPABHEHHE C KJONKAOrpen, ciel
CIMpaHE Ha JIeYeHUeTo 2 WK noBeye AHU npeau onepaums (Bx. Touka 4.8). AKo MauMeHTbT NOANEKH
Ha IUTaHOBA OMEepalMa M aHTHarperaHTHHUs eq)eKT e HeXKenaH, THkarpenop TpabBa ga ce c
npeayv XUpypruuHaTa HHTEPBEHLMA (B, TOUYKA 5.1).

ITauueHTH ¢ NPEAIISCTBALL MCXEMHYEH HHCYAT p drg NV
-y a7 o -
[TaunenTn ¢ OKC ¢ npeawecTbaul ACXEMHYEH HHCYAT MOrart Aa Obaar neKyBaHH ({THi bpB. ) % \
MpoLLJUKeHHe Hai-manko g0 12 meceua (npoyusane PLATO). TN --r“-*'*f. > ]__.-“
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B PEGASUS nauuents ¢ aHamHesa 3a MU ¢ npeagwiecrsaill MCxeMHU€H UHCYAT HE Ca BKAIOYBAHH.
Mopany TOBA, MPH THNCA HA AAHHH, JIEUEHHE MTOBEYE OT EHA FOAHHA He C€ PENOpPLUBA NPH TE3N

NaLHCHTH.

YepronpoOHo yBpexaHe
Ynorpe6aTa Ha TUKarpenop € MPOTHBONOKA3aHA NPH MMaLMeHTH C TEXKO YyepHOApOOHO yBpexKaaHe

(B. Touku 4.2 1 4.3). iMa orpaHuyeH OMUT C THKArpenop NpH NaUHeHTH ¢ YMEPEHO YepHOAPOOHO
yBpexaaHe, MOpaax TOBA MPH Te3H MALKEHTH CE NPENOpbUsa NOBHLIEHO BHUMaHKeE (BX. TOYKH 4.2

us.2)

PYCKOBY 3a pa3BUTHE Ha Opanuxapaus nauHeHTH

Xontep EKI" MOHUTOpHpaHe NOKa3Ba NOBHLUEHA YECTOTA [IPEAMMHO Ha ACHMITTOMHH BEHTPHKYIapHH
nay3u Mo BPEME Ha JIeYeHHe C THKATPENop B CPABHEHHE ¢ KIONHAOrpen. IlauueHTHTe ¢ NOBHLIEH PHCK
OT pa3suTHe Ha GpafuKapaus (Hanp. NauMeHTH CbC CHHAPOM Ha BONHHA CHHYCOB Bb3en Oes3
neitcmeitksp, AV-610k 2P wind 3™ cTeneH, MM TakKMBa CbC CBBP3aHM ¢ OpaauKapana CUHKONM) ca
H3KITIOHEHH OT OCHOBHHTE NMpPOYy4BaHHA 32 OLIeHKa Ha 6e30MacHOCTTa Y €PUKACHOCTTA Ha THKArpenop.
CnenosaTenHo, NOPaaH orpaHW4eHUs KIMHHYEH ONUT, TUKarpenop Tpsbsa f1a ce u3non3sa ¢

MOBULIEHO BHUMEHHE NPH TE3H NAaLMEHTH (BXK. Touka J.1).

OcBeH TOBa, THKArpeaop TpAOBa Aa ce npHaara ¢ NOBHILIEHO BHHMaHHE €QHOBPEMEHHO ¢ JIEKapCTBEHH
MPOAYKTH, 34 KOMTO € H3BECTHO, Ye HHAyuupatT Gpaaukapaus. B npoyusanero PLATO, obaue, He ce
HaGMIOAABAT JOKA3ATENICTBA 38 KNMHHUYHO 3HAUMMH HEXXENaHW peakUUH cell €AHOBPEMEHHO
NPUIOKEHHE C SIUH UITH NMOBEYE NEKAPCTBEHU NPOLYKTH, 32 KOMTO € U3BECTHO, Ye HHAYLMPAT
Epanuxapaus (Hanp. 96% Gera-610kepu, 33% OnoKepH HA KANUUEBUTE KAHANH IWITHA3EM H
pepanamun, ¥ 4% AUrokcuH) (8. Touka 4.5).

[To Bpeme Ha xonTepoBoTo noanpoy4saHe 8 PLATO, noseye nauneHTH ca WMany BEHTPHKYIAPHH
ays3u >3 CeKyHIOu ¢ TUKarpeaop, OTKOMKOTO ¢ KIIONUAOrpen, No BpeMe Ha ocTparta $a3a Ha TEXHHS
OKC. YBenHueHUeTO Ha YCTAHOBEHUTE C XONTEP BEHTPHUKYJIapHU nay3a ¢ TUKarpeaop € 6uno no-
BHCOKO NPH MAaLMEHTH C XpOHHUUHA cbpaeyHa HegocTaTb4HOCT (XCH), oTkonkoTo B LgnocTHaTa
u3cAeaABaHa NonyJfaLms no speMe Ha octpara ¢asa Ha OKC, HO He M Ha NbPBHA Mecell Ha JIEUEHHETO ¢
THKarpenop WK B CpaBHEHHE ¢ KNONHAOrpes. B Ta3u nomynau4s nauHeHTH He € HMAN0 HUKaKBH
CTPAHWYHY KNHHUYHH NOCNEACTBUA, CBBP3aHH C TO3H AUCOaNanC (BKIIOMKHTENHO CHHKOI WK
MocTaBsHe Ha nefcMmerksp) (BXK. Touka 3.1). |

BpanuMapuTMHUK M CHCTOSHUA Ha aTpuoBeHTpuKynapeH (AV) 6nok ca Ounun crobliasaHu B
NOCTMAapKETUHIOBHS NEPHOA NMPH NaUHeHTH npuemauiu THKarpeaop (BHx T. 4.8), ocobeno npu
NMalMeHTH ¢ OCTbP KopoHapeH cuHapom (ACS), NpH KOHTO ChPIEYHATA HCXEMHUA H CHNPOBOXKAALLOTO
NMPUJIOKEHHE Ha JIEKApCTBA, 3a0aBAlUM Chp/eUHATa YECTOTA H/IH OKA3BaLlK BIAHAHHE BbPXY
ChLPAEYHATA TIPOBOAHMOCT BEPOATHO JOMBIHHTEIHO OKA3BAT BAMAHKE. KIIMHUYHOTO CLCTOAHHKE Ha
naL{eHTa ¥ ChIPOBOKAAILATA Tepanua TpabBa Oa Ce OLUEHAT KaTO Bb3MOXHH MOTEHUHANHU NPUUHHE,
npeaq Aa ce MoAU(pHLUMpa TepanUaTa.

JucnHes
Hucnues ce cpo0inaBa NpH nauMeHTHTe, TeKyBaHU ¢ TUKarpenop. JuciHesTa 06MKHOBEHO € JieKa A0

yMepeHa 110 HHTEH3UTET M YECTO OT3ByuaBa 6e3 HeoOXx0aAUMOCT OT NpeKbeBaHe Ha nedeHueTo. [pu
MalMeHTHTE C acTMa/XpoHuuHa o0cTpyxTuBHa Genonpobna donecr (XObb) moxke na nMa nosuuieH
abCoJIIOTEH PUCK OT BE3HHKBaHE Ha IUCMHEA ¢ THKarpenop. Tukarpenop Tpabea aa ce u3nonssa ¢
NOBHILIEHO BHHMAHHKE [PH NaillHeHTH ¢ aHaMHe3a 3a actMa u/unu XObb. MexaHnaMbT BCE OWe He €
U3CHEH. AKO NMAaUMEHTHT ChOOLIM 32 HOBOBb3HHKHANE, NPOb/DKUTEHA WM BIIOLLIEHA NHCITHEA, TOBA
TpaOBa Aa ce U3CNEABA LIANIOCTHO M AK0 HE CE TONEPHPA, JICUEHHETO ¢ THKarpenop Tpsbea aa ce cnpe.
3a nonmbianuTenHa MHpOpPMaLMA BIKTE TouKa 4.8, N

LieHTpanHa CbHHA alHes




B nocTMapKeTHHIOBHA NEPHO/ NMPH NALMEHTH, TPHEMALUY THKArpenop, ce co01aBa 3a UeHTpaNHa
ChLHHA anudes, BnounTenHo ayMuade Ha Cheyne-Stokes. IIpy cbMHeHHE 3a LeHTpanHa ChbHHA anHed,

TpaO8a Aa ce 0OMUCIIH AOTBIHHTENHA KITHHHYHA OLIEHKA.

[lopyiuasaHe Ha KpearuHuHa
HupaTta Ha KpeaTHHKHA MOIAT [a Ce MOBHUAT M0 BPEME Ha JICUEHHETO ¢ THKATrPENop. MexaHU3MbT

Bce oule He € u3acHeH, brnOpeunara dpynkuma Tpadsa nAa ce nposepssa CbrNIaCHO CTAHAAPTHATA
meauurHcka npaktuka. [Tpy naumentu ¢ OKC ce npenopwusa ¢blLo Aa ¢e npoBepy OHbOpeyuHara
GyHKUMA EAHH MECeL| Clie]l 3anoYBaHe Ha JICHEHHETO C THKArpesop, Kato ce obpbiua ocobeHo
BHHMAaHHE HA NMAlUeHTH =75 roauuy, nalMeHTH ¢ yMepeHa/Texkka 6n6peyna HeOCTaThUHOCT M
TAKMBA, KOUTO NOJIyyaBaT CbITLTCTBALLA TEPANHA ¢ aHrMoTeH3HH-peuenTopHy 6nokepu (APD).

YeenyuapaHe Ha NUKOYHATA KHCE/IHHA
XunepypHxeMus MOXe /1a Bb3HUKHE [10 BpeMe Ha JIeHeHHe ¢ THKarpesop (Bx. Touka 4.8). Tpabea na

ce BHMMaBa MpPH MAalHEeHTH C aHaMHEe3a 3a XMNEPYPHKEMHA WK noaarpo3eH apTpurt. Karo npeanasna
MAPKA HE ce HachpuaBa yrnorpefaTa Ha TMKarpeaop npHu NauMeHTH ¢ YpeMHYHa HeponaTus.

TpomOoTHUHA TDOMOOUMTOIIEHHMHA a(TTII

TpomGoTruHa TpoMOouuToneHyuHa nypmypa (TTII) ce crobwasa MHOro paaxo npu ynorpeda Ha
THKarpenop. Xapakrepusupa ce ¢ TPoMOOLUTONEHHS H MUKPOGHIHONaTHYHa XeMOMTHYHA aHeMH,

CBbp3aHa ¢ HEBPOJIOTHYHH HaxoAkH, 6b0peuHa aAnchyHKUHA UK BUCOKA TemnepaTypa. TTll e
MOTEHLHANHO JIETATHO CHCTOAHHE, H3UCKBALIO ObP30 NeueHue, BIUTIOUKTENHO MnasMadepesa.

[lopnugBaHe Ha TECTOBETE 3a TPOMOOLUMTHA GYHKLIMSA NMPH AUArHOCTHLUMpPAHE HA XeNapHH-HHAYLHpaHa
Tpomboumronenns (XWUT)

[Tpu TecTa 3a XenapHH-HHAYUMpaHa akTusauna Ha TpombounTuTe (XMUTA), v3non3sax 3a
anarHoctyuMpane Ha XHUT, antu-Tpombounten daxkrop 4/ xenapuH aHTHTENATa B CEpyMa Ha
aLueHTa aKTUBMpaT TPOMOOLIMTHTE Ha 3APaBM AOHOPU B NPUCHCTBHETO Ha XenapuH. Qanliuso
orpuuarentu pesyararu 3a XUT npu tect 3a TpoMOOLMTHA PYHKLMA (KOETO BKJIIOUBA, HO MOXKE [1a HE
ce orpanuyaBa 1o tect 3a XUTA) ce crobianat npu naumeHTH, rpveMalluy Tukarpesop. JTosa ¢
cBBp3aHO ¢ MHXxUOupaHe Ha P2Y 1;-peuenTopa BbpXY TPOMOOLUMTHTE Ha 3APaBUTE JOHOPH OT
THKarpeaop B cepyma/rasmara Ha naluueHTa npy tecta. HugopMmalus 3a CbIbTCTBALRA TEPANus ¢
THKArpeaop ce H3MCKBA, KOTaTo Ce pa3yuTar TecToBere 3a TpoMOoLMTHATA QYHKUHKA NPH
nuarHoctuumnpane Ha XHUT.

[Tpy naumeHTH, kouTo ca paspuny XHUT, cbOTHOWEHHETO N0J13a-PHCK OT NPOABIDKHTENHO JIEYEHHE C
THKArpenop Tpa6pa Aa ce OLEHH, KaTo ce B3eMaT npeaBul K npoTpoMOboTHUHMA cTaTyc Ha XHT 1
NOBHILEHMUA PUCK OT KbPBEHE MPH CHITLTCTBALLA TEPANHUA C AHTHKOArYNaHT U THKarpenop.

EQ! '

Ha 6a3a Ha HabmopasaHata B PLATO Bpnika Mexxay noaaspkaiiara go3a ACK v oTHOCUTENTHaTE
e(pMKAaCHOCT Ha THKATPENOp B CPABHEHHE C KIOMHIOIPES, HE C€ MPENnopbUBa €AHOBPEMEHHOTO

NpuJIoXKEHHE Ha THKArpeaop M Bucoka noaaspikawa no3a ACK (>300 mg) (Bx. Touxa 5.1).

PaHHO NpeyCTAHOBABAHE

PaHHOTO cniMpaHe HA KOATO M Ja € aHTHarperaHTHa Tepanus, BRIIOYHTETHO ¥ ¢ THKarpenop, Moxe aa
noBede 10 MOBHIIABAHE Ha pHUCKa OT ¢bpacHHo-cbA0Ba (CC) eMbpT, MU WK HHCYNT BCAEACTBUE Ha
nojasexauioro 3abonspaHe Ha nauMeHTa. Cneaoparento, TpaGBa Aa ce U3BArea NpexaeBpeMEeHHO

CMIMpaHE HA TEPANUATA.

[ToMoOLHH BELIECTBA
To3u nexkapcTBeH NPOAYKT ChAbPKA No-Manko oT | mmol HaTpu#i (23 mg) Ha no3a, T.€. NO CHLUECTBO

He ChIbpIKA HATPHIA,

4.5 BiaumoaeHcTBHE C APYIH JIEKAPCTBEHH NPOAYKTH H APYrd HOpMH Ha B3a

Tuxarpenop e npeau Beuuko cyberpar Ha CYP3 A4 u cnab muxuburop Ha CYP3A4.
cbiro cyocTpar Ha P-riuxonpotenHa (P-gp) v cnab nuxubutop Ha P-gp u moxe na




eKCIO3MLMATA Ha cyGcTpaTtn Ha P-gp. Tukarpenop € UHXHOHUTOD Ha MPOTEHHA HA PE3UCTCHTHOCT HA
pak Ha rspaata (BCRP).

EdekTy Ha NEKAPCTBEHY W APYTH MPOAYKTH BbPXY THKAIPENQP
Huxubumopu na CYPIA4

. Mownu unxubumopu na CYP3A4 — eAHOBPEMEHHOTO NPH/IOKEHHE Ha KCTOKOHA30] €
THKArpenop BoAH A0 nosHiuaBaHe Ha Crax # AUC Ha THKArpenop, ¢hbOTBETHO 2,4 mpTM n 7,3
mMBTH. Crax B AUC Ha aKTHBHHA MeTaGONHT CE MOHNKABAT, ChOTBETHO ¢ 89% 1 56%. Oyaksa ce
u Apyru Mowusu uHXnGuTopr Ha CYP3A4 (knapnTpOMHUKH, Heda30/10H, PHTOHABHP M
aTa3aHaBUp) 2 KMAT CXOAHHU €eKTH, W NOpaaH Task NPUYNHA, CHNBTCTBALLOTO NPUIOKEHHE
ua Moutiy CYP3A4 nuXHOUTOPH ¢ THKATpeNop € NPOTHBONOKA3aHO (BX. To4Ka 4.3).

. Ymepenu unxutumopu na CYP3A4 — eIHOBPEMEHHOTO NPHU/IOKEHHE HaA JUIITHAIEM C
THKarpenop nosHmana Cmax Ha THKarpenop ¢ 69%, a AUC — 10 2,7 bTH U NIORKWkKAaBa Cmax HA
aKTHBHHMA MeTabonuT ¢ 38%, nokaro AUC ocTasa HempoMeHeHa, THKarpenop He OKa3Ba
BIMAHNE BHPXY IIa3MEHATa KOHIEHTPAlMA Ha qunTHaseM. U4akpa ce JIPYTHTe YMEpPEHH
uHxubuTopn Ha CYP3 A4 (Hanp. aMOpeHaBHp, anpenuTanT, EpPHTPOMHLME Y ¢guIyKoHa30J1) Ja
HMAT CXOAEH e(eKT H ChlLIO Aa MOraT ia Ce NpUnaraT €AHOBPEMEHHO € THKarpeJop.

. HabmiogapaHa € 2 NbTH yBEIHYEHa eKCNO3U U Ha TUKArpenop el KOHCyMalus Ha rojicMi
konuuecTBa cok ot rpeiindpyT aHesHo (3x200 ml). Ta3u cTened Ha NOBHILEHA EKCNO3ZULIUA HE
ce o4yaKkBa Na Obae KMHHHYHO 3HAYHMa 38 NOBEUYETO NALHEHTH.

Hudyxmopu na CYP3A4

EAHOBPEMEHHOTO MPHIOKECHHE HAa pHPaMNULUH H THKArpelop BOAM 110 NOHIKABAHC Ha Conax ¥ AUC
Ha THKArpenop cbe 73% 1 86%. Crmax Ha aKTHBHHR METAOONHT HE CE TPOMEHH, a AUC ce nonvxkana
CBOTBETHO ¢ 46%. Ouaksa ce apyruTe vuayktopu Ha CYP3A (Hanp. denrToHH, kapbaMa3enuH u
dhenobapbuTan) CHILO Aa MOHMKABAT EKCAO3ULMATA Ha THKATPEIOP. EAHOBPEMEHHOTO NMPUOKEHHE
Ha THKarpeaop ¢ MOWHH HRAYKTOpH HAa CYP3A MOXE 1a NOHKKH EKCNO3HLIUATA H e(PNKACHOCTTa Ha
THKArpesop, # Nopaay Tadh NpHYHHA He ¢¢ HAChpuasa TAXHOTO ChIbTCTBALLO NPHIOKEHHE C

THKarpenop.
Lluxnocnopun (unxubumop na P-gp u CYP3A)

EAHOBPEMEHHOTO NpHJIOKeHHe Ha WukaocnopuH (600 mg) ¢ THKarpenop BOAH A0 MOBHIIABAHES HA
Cax H AUC Ha THKarpenop coTBeTHO 2,3 NbTH M 2,8 NbTH. T1pH HaNMYHETO HA UKKIOCTOPHH, AUC
Ha aKTHBHHS METaGoNUT ce NoBHLIABA ¢ 32%, a Cmax C€ NoHUXaBA ¢ 15%.

Hsama HAIHYHH JaHHM 33 eIHOBpeMEHHATa ynoTtpeba Ha TUKarpenop ¢ APyrH akKTHBHH BELUCCTBA,
KOMTO CBHILO Ca MOLHH MHXHGUTOpH Ha P-gp n ymepenn nuxuburopn Ha CYP3A4 (Hanp. BepanamMin,
XMHHIHH), KOHTO CHLIO MOTAT /2 NOBHLIAT EKCMO3HLUHMATA HA THKArpenop. AKo KOMOHHALHATA HE
Moxe fa Oble u3berHara, TAXHOTO €AHOBPEMEHHO NpUNOKeHHe TpAOBa fa ce H3BHPILBA ¢ NOBHLICHO
BHHMAaHHE.

Hpyeu

KTHHAYHHTE NpoyyBaHus 3a GapMaKoTOrHYHH B3aMMOAeHCTBHA NIOKA3BAT, Y€ CAHOBPEMEHHOTO
APHIOXKEHHE Ha THKArpesop ¢ xenapux, eHokcanapuk 1 ACK nWin 0€3MONpecHH He okaspar
Bb3neHicTBIE BbPXY hapMaKOKMHETHKATA HA THKArpe/op WM aKTMBHHA MY MeTabONUT, KK BBPXY
AJI®-uxayuupanaTa TpoMOOLHTHA arperalis, B CPABHEHHE ¢ THKarpesop, NpuiiokeH
CAMOCTOSTENHO. AKO € IUTHHHYHO [TOKA3aHOo, EKapCTBEHU MPOAYKTH, KOUTO H3MEHAT XEMOCTAa3aTa,
Tpa6Ba Aa ce U3MON3BAT C NOBHIIEHO BHHMAHUE B KOMOHHALIMS C THKArpeJIop.

HaGmonasaHa € 3abapeHa 1 NOHIKESHA eKCMO3ULMA Ha MepopanHu HHXMOuTOpH Ha P2Y iz,

BIJTIOYMTETHO THKATPENOP H Herosusa axTHBeH MeTaGonut npu nauuentu ¢ OKC, nexysany ¢ MOp¢HH
(35% MOHMIKABAHE HA EKCTIO3HLMATA HA THKArpenop). Topa B3aUMOACHCTBAE MOXKE 114 © CBBP3AHO C
HaMaNleH CTOMALIHO-4YpeBeH MOTHIHTET U J1a C€ OTHACA H 32 ApYTH ONTHOHH. Knnuuuno rqeHAee. .
HEM3BECTHO, HO NAHHHTE MOKa3BaT MOTEHLHAN 33 HamMaleHa EPHUKACHOCT Ha THKarpeno e |

el - {" -
NALKHEHTH ¢ 6AHOBPEMEHHO NPHJIOKEHHE Ha THKarpenop 1 MopduH. [IpH naiuenTy ¢ }sgmpu--fs S

AT T e
xouTO MOPOHHBT HE MOXKe 13 ObJe CrIPAH K 6bp3oTo HHXuONpaHe na P2Y 1, € oT ChljecTBeno .. . - -
IHAYEHHE, MOXE /13 ce OOMHMCAM ynoTpeGa Ha napentepaned unxuburop Ha P2Y . ft it o 0




Edexry Ha THKArpenop BLpxy APYIY J€KapcTBEHU NPOAYKTH

JTexapcmeenu npodyxmu, koumo ce mematonusupam om CYP3A4

. Cumsacmamun — €AHOBPEMEHHOTO MPHNIOIKEHHE Ha THKArpeJop CbC CHMBACTATHH BOAH 10O
nopuuiaBaHe Ha Cnax 1 AUC Ha cuMBacTaTHH ChOTBETHO ¢ 81% 1 56%, KakTo U Ha
ropuiaBaHe Ha Cmax # AUC Ha cCUMBACTaTHHOBA KHCETHHA CHOTBETHH ¢ 64% u 52%, kaTo B
OTHEJIHM c/lyvau ce JOCTHIra 2- 10 3-KpaTHO NoBMLIaBaHe. EAHOBPEMEHHOTO NPHIOIKEHHE Ha
TUKArpesnop ¥ CUMBACTATHH B J1o3M, HaaBUluasaiu 40 mg NHEBHO, MOXKe Aa I0BEAE A0
He)KEaHH peaKlUMM HA CHMBACTATHH M TpadBa Aa ce npeleHH ChpsMO MOTEHLUHATHATE NOM3H.
CHUMBACTATHH HE OKA3Ba BJIMAHWE BbPXY NNIa3MEHHTE KOHUEHTPALIMK HA THKArpeaop.
Tuxarpenop Moxe Aa OKazBa cXOAEH €EeKT BLpXy noBacTariH. He ce npenopnusa
eZHOBpeMeHHaTa yrorpefa Ha THKarpenop ¢b¢ CHMBACTATHH W/ NOBACTATHH B A03H,
Hagsuuasaily 40 mg.

. Amopeacmamun — eAHOBPEMEHHOTO MPHIOKEHKE HA ATOPBACTATHH K THKArpesiop BOAM 30
riouiuaBaHe Ha Cmax 1 AUC Ha aTopBacTaTHHOBATa KUCeIHHa ChoTBETHO € 23% 1 36%.
Cxoano noputuapaHe Ha AUC 1 Cpnax € Ha0J101a8aHO NPH BCHYKH METab0NUTH Ha
aTOPBACTATHMHOBATA KHCeIMHA. Te3u NOBULIEHH CTOHHOCTH HE CE CUMTAT 33 KIIMHHYHO 3HaYUMHU.

. He moke aa ce uakmoun noaobex edekrt U BBPXY cTaTHHH, MeTabonusupanu ot CYP3 A4,
[MauneHntuTe B npoyusasero PLATO, kouTo ca nojyyasany THKarpenop, ca npHeMany
pas/iMYHU cTaTHHHU Ge3 crobpaxkeHne no oTHoLEHHe Ha Ge3onacHoOCTTa HAa CTaTHHA NpH 93% oT

koxoprara Ha PLATO, koaTo e npuemana Te3u N1eKapCTBEHHU NPOAYKTH.

Tuxarpenop e cnad uuxuburop va CYP3 A4, EAHOBpEMEHHOTO NPUIOKEHKHE HAa THKArpesiop CbC
cyGerpaty Ha CYP3 A4 ¢ Teced TepaneBTHYEH MHAEKC (HAMP. LK3ANPHA WM EPrOAIKATIONAH) He Ce
PEnopbHBa, Thil KATO THKArPEJOp MOXE Aa MOBHULLIH €KCIMO3HLMATA HA TE3H JICKAPCTBEHH NPOLYKTH.

P -gp gzﬁ_’gmgamu g'gmgmumeﬂna QU20KC UK, HUKROCROPDUH )

ENHOBPEMEHHOTO NPWIOKEHHE C TUKArpeaop BoaM 20 nosHiliaBaHe Ha Cmax # AUC Ha AMIrOKCHH
CBHOTBETHO ¢BC 75% K 28%. CpeanuTe HaH-HUCKH HHBA Ha AMIOKCHH ce nosuinaear ¢ okono 30% npu
eIHOBPEMEHHO MPUIOKEHHE C THKArPEJIOp, KATO B HAKOM OTHEHH CTyUay C& OTHUTAT MAKCHMYM
ABYKpaTHU noBuLIaBaHua. B npucscTBHeTO HA AUMOKCHH Cmax ¥ AUC Ha THKarpenop W akTHBHHA MY
meTabonut He ce nopnuasat. CnefoBaTeNnHO, NPH ENHOBPEMERHO MPUIIOKEHHUE Ha THKarpenop ¢ P-gp-
3aBHCHMM JIEKAPCTBEHH MPOAYKTH ¢ MATbK TEPANeBTHYEH HHAEKC KATO AUIOKCHH, CE rpenoprusa
MOAXOAALL KIHHHYEH /KK nabopaToper KOHTpO.

Tukarpenop He oKa3pa BAHAHHE BbPXY KOHTpalleNnLKaTa Ha LMKJIOCTIOPHH B KpLBTa. EdexTsT Ha
THKArpesop BbpXy Apyru cybcTpaTit Ha P-gp He e npoy4saH.

Jlexapcmeenu npodyxkmu, koumo ce memaborusupam om CYP2C9

EnHoBpeMeHHOTO NpuiioXkeHye Ha TUKarpesop ¢ TondyTaMHa He BOAU A0 NPOMSHA Ha MJIa3MEHHUTE
KOHLEHTpalUMH Ha KOHTO U Aa € OT ABaTa NpOoAyKTa, KOETO Npearnoara, 4eé THKarpeaop He €
unxubutop Ha CYP2CY u e manko BeposaTHO Aa noenuasa meaumupanns or CYP2C9 metabonuinm Ha
neKapcTBeHH NPOAYKTH KaTo BapdapkH v Tonbyramua.

Pozysacmamun (BCRP cybecmpam)

Jloka3aHo €, Y€ THKArpeJop NOBMIUIABA KOHLIEHTPALUWKTE HA PO3YBACTAaTHH, KOETO MOXKE aa J0BeJe 110
MOBHLIEH PHCK OT MUOTIATHA, BKAKOYHTENHO pabaomuonusa. Tpsbsa na ce p3eMaT npeABUA NON3HTE
OT NPEBEHLIUATA HA I'OJIEMH HEXKENAHY ChPAEYHO-CBAOBH chOMTHA upe3 ynorpeba Ha polyBacTatTuH

CNpAMO PUCKOBETE OT NMOBHIIEHHW TJIA3MEHHW KOHLICHTPALIUKY Ha PO3YBaACTATHH.

Ilepopannu xowmpayenmusu
EnHoBpeMEHHOTO NPWIOKEHHE HA THKArpesop € JIEBOHOPreCTPeNn H €ETHHUIT €CTPAaLHO BOAH

MOBHILABAHE HA €KCNO3UUMATA KbM €THHUN ecTpaavon ¢ npubausurento 20%, HO He HBRBY. /),
(apMaKOKHHETHKaTa Ha neBoHoprecTpe. [1py eaHOBpeMEHHO NPHIIOKEHHE Ha JIEBO '
€THHMJI ECTPAZHOJ C THKArpenop He ce OUYaKBa KIHHUYHO 3HAUUM €(eKT BLpXY ed
MepopaHUA KOHTPALIEITHA.




Jlexapcmeenu npoQdyKmu, 3a KOUMO e u3eeCmHo, e uMoyyupam 6paouxapous
[Mopaau HabmoaeHue Ha NPeaUMHO aCUMITTOMHH BEHTPHKYJIAPHH Nay3u 1 Opaankapaus ce H3IKCKBa

MOBKIUEHO BHUMaHUE, KOraTo TUKArpenop ce rnpuiara eQHOBPEMEHHO ¢ NEKApCTBeHH NPOAYKTH, 32
KOWTO € H3BECTHO, Y€ HHAyLMpaT Spaaukapaus (8. Touka 4.4). B npoyusanero PLATO, obaue, He ce

Hab/TI00aBaT A0KA3ATENCTBA 38 KIMHUYHO 3HAYHMH HEXENAHH peakUMH Cnejl EIHOBPEMEHHO
IPHIIOKEHHE C EOHH WITH 1I0BEYE JIEKAPCTBEHHN ITPOAYKTH, 32 KOUTO € U3BECTHO, Y€ HHAYLHPAT
6panukapaus (Hanp. 96% Geta-6nokepH, 33% Bnokepyn Ha KanuUeBMTe KAHATHY TUNTHAZEM K
pepanamui, H 4% AHrOKCHH).

ﬂgﬂ&ﬂ CHnvmemaequyia mepanun

B xIMHMYHMTE IPOy4BaHus THUKArpenop e npunaran enHospemenHo ¢ ACK, nuxuburopu na
MPOTOHHATA NOMNA, CTaTHHK, GeTa-610kepH, KHXHONTOPH Ha AHIHOTEH3MH-KOHBEPTHPALIMS €H3UM
(Angiotensin-converting enzyme, ACE) H aHrHOTEH3HH peLenTOpHH OIOKepH, HEOOXOAUMH 3a
nedyeHue Ha CHITPTCTBALIM 3a60A9BaHMs 32 ABTBT NEPUO, a ChILIOC H XernapHH, HHCKOMOJIEKYJICH
xenapuH ¥ HHTpaBeHo3Hn nuxuGutopu Ha Gpllb/illa 3a kpaTko Bpeme (Bxk. Touka 5.1). He ca
HAJIMYHA JaHHH 32 HAOMIOAaBaHH KIMHHYHO 3HAYHMH HeXeNaHH B3auMOAeHCTBHA npu ynortpeda Ha

TE3H J1EKAPCTBEHH MPOAYKTH.

EAHOBPEMEHHOTO NMPHIOKEHHE HA THKArpesop ¢ XeNapHH, EHOKCANMAPHH WIH J€3MOMNpPEeCHH HAMa
edexT BbPXY aKTHBMPAHOTO NapuManHo TpombonnactuHoso Bpeme (aPTT), akTHBMpPAHOTO Bpeme Ha

cbcupnade (ABC) unu uacnensaHuaTa Ha ¢pakrop Xa. Bee nak, nopanu noTeHUHaNHHTE
(hapmMakoAMHAMUYHH B3aUMOAEHCTBUA, ETHOBPEMEHHOTO NPHIIOKEHHE HA THKArPENop C JieKapCTBEHM
[NPOAYKTH, 32 KOUTO € M3BECTHO, 1€ MPOMEHAT XEMOCTa3aTa, TpA0Ba 1a Ce H3BbPILUBA C NOBHILEHO

BHUMAHHC.

[Mopany cbobiueHns 3a abHOPMHO KOHO KbpBeHe ¢ SSRI (Hanp. napokCeTHH, CepTpavy 1
LIMTAJIONpPaM), npenopbyBa ¢¢ BHHUMaHue, korato SSRI ce npunarar ¢ THKkarpenop, TbH Karo TOBa
MOXKe 1a ITOBUILLIM PUCKA OT KbPBEHE.

4.6 DepTuaKTET, GPEeMEHHOCT H KbPMEHE

XeHH ¢ aeTepoaeH NOTEHLHAN
XKeuu ¢ nerepoaeH noTeHiMan TpaOBa Aa U3NON3BAT e(PEKTHBHM KOHTPALIENTHBHH MEPKH, 32 &

H36eryHar 3abpeMeHABaHE 110 BPEME HA JIEHEHHe C THKarpenop.

bpeMeHHOCT
HsMa WX HMa OrpaHNYeHO KOJHMYECTBO AaHHH 3a ynorpebaTta Ha TUKarpeaop npu OpeMeHHH JKEHH.

[IpoyusanusATa NIpH XKUBOTHH MNOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BK. TouKa 5.3). Tukarpesop He ce
NpenopL4Ba 1o BpeMe Ha OpeMEHHOCT.

KipMeHe
Hanuunure papMakOAHHAMMYHHA/TOKCHKONOrHUHU JAHHHK MPH )KMBOTHH MOKA3BAT EKCKPEUHA Ha

THKarpenop ¥ akTHBHMA My MeTabonuT B MAsSKoTO (BXK. Touka J.3). He MoxKe na ce H3KIIOUH PHCK
Mp{ HOBOpOAEHH/KbpMaueTa. 1pabpa na ce B3eMe pelieHHe Nanu a Ce Crnpe KbpPMEHETO, WK a ce
MpeKpaTH/Aa He ce NpHara Tepanua ¢ THKarpeaop, Karo ce B3eMe MnpeiBuil Nnon3ara 0T KbPMEHeTo 32
AETETO M MON3ATA OT TEPArMUATA 3a KEHATA.

DepTUNUTET
Tuxarpenop He OKa3Ba BJIMAHHE BbPXY MBXKKHA W XKEHCKUA (DEPTUNUTET MPU XKUBOTHH (BXK.

Touka 3.3).




4.7 Edexrn BBpXy cnocobHoCTTA 32 wodHpane u paboTa ¢ MAIUHHH

Tukarpenop He NOBIMABA Wik MOBIUABA NpeHeOpexHmMo cnocoGHoCTTa 38 Wwodupate 1 padboTa ¢
matnsn. [To BpeMe Ha eueHye ¢ THKarpenaop ce cpobiuasa samafsane U 0O6spkeane. ClenoBaTeNHO,

NaLMEeHTH, KOWTO MOJy4aT TE3H CUMITTOMM TPAOBa Ja ca npeanasiuBy A0KaTO Wwodupat uiu paborar
¢ MaLUIHHU.

4.8. Hexenanm JexapcTBeHH PeaKIHM

Peztome Ha 11 a Ha GezonacHocT
[MpodwrbT Ha 6e30MacHOCT Ha THKArpesiop € OLUEHABaH B 1B KIIHHHYHH M3NMTBAHKA (pa3a 3 no

orHowenue Ha u3xoaa (PLATO u PEGASUS), skniousaiy nogeue ot 39 000 nanuentn (BXK.
ToyKa 5.1).

B PLATO, npu naudeHTHTE Ha THKarpeaop UMa no-BMCOKA YECTOTA HA MNPeyCTaHOBABAHE Ha
TepanusaTa Nopaau HexenaHu cxOUTHA, B cpaBHeHHe ¢ kionunorpen (7,4% cnpamo 5,4%). B
PEGASUS nauueHTHTe, JIEKYBaHH C THKArpeaop, MMar rno-sUcoKa YecToTa Ha fpeyCcTaHOBABaHE Ha
TepanuaTa nopaax HexxenaHu cxOUTHA B cpaBHEHKe ¢ rpynara Ha Tepanus camo ¢ ACK (16,1% 3a
tukarpenop 60 mg c ACK cnpsamo 8,5% 3a tepanus camo ¢ ACK). Haii-uecto cbobiuaBaHure
He)KenaHH peakUMM NpH MaLHeHTHTE, NEKYBaHY C THKArpenop, ¢a KbpeeHe U AuCNHes (BX. Touka 4.4),

TabnuueH COUCHK HA HEXXEJAHUTE peakKLUUH
[MpeacraBeHUTE MO-AOTY HEXKEJAHH PeaKlMy ¢a HACHTHPHULIMPAHH B NPOYUBAHHATA WM Ca ChOOLIEHN

NpK NOCT-MAPKETHHIOB ONMT ¢ THKarpenop (Tabnuua 1).

Hexxenanure peakuun ca nabpoeHu no cucremo-opranet wiac (COK) no MedDRA. B pamkuTe Ha
pcekn COK HexenaHmuTe nekapcTBeHy peakuuu ca u3bpoeru no yectora. Kareropuure no yecrora ce
neHHUPAT N0 cAeAHAaTa KOHBEHUMA: MHOrO decTH (>1/10), uectu (21/100 no <1/10), HeyecTu

(=1/1 000 mo <1/100), peaxu (>1/10 000 go <1/1 000), mHoro peaxu (<1/10 000), c uenasectHa
yecToTa (OT HANHYHHUTE AaHHH He MOXKe ga Obae HanpaBeHa OUeHKa).

Tabnauna 1 Hexenann peaxkuny no vectora H cHcTemo-opranen kiaac (COK)

COK Muoro yecTs Yecrnt HeuecTn
— »

Heonna3zmu — Kbpeene ot
no6GpoKavyecTBEHH, TyMop®
3/I0KAYECTBEHH H |=
HeonpeaeNeHH
(BKJIIOMHTEITHO
KUCTH H NOMUANH)

" C nemzpectTHa
I yecToTa

HapyuieHus Ha Kbpaete, TpomborHuha

KPBBT2 U IUM(PHATA | CBBPIAHO C TpombouuTone-

CHCTEMA HapyLIEHHUA Ha HHYHa mypmypa”
KpbBTa®

——————— i
HapyiweHns Ha CBpBXYYBCTH-

HMYHHATa CHCTeMa I TEJTHOCT,
BIJTHOYHUTETHO

aHrvoemem"

| [Toparpa/nonarposex

apTPUT

Hapymenus Ha | XunepypHKeMus
MeTabonusma H
XPAHEHETO

[TcHxHUUHH
HAPYLIEHHA

ObbpxBaHe




- - N ' C nen3BecTHA
COK MEOro 4yecT™ YJecTH Hejii’l‘ll | uecrors
HapylueHns Ha 3amaiBaHe, CHHKON, | BpTpeuepeneH
HEpBHATA CHCTEMA rnaBobonue KPBBOU3THB™
Hapyuenns Ha KpbBouanus B
OUUTE oKoTo”
| Hapymeu;m_ﬁa Bepruro Kpseousnus B
yXOTO U nabupuHTa YXOTO
| CbpltevyHH bpaanaputmus,
HapyLieHHA AV-610kK"
CpA08HM HapylIeHUA XHUMOTOHKA
PecniupaTOpHH, Hucnues KbpseHe ot
FPbAHU H pecnuparopHaTa
MEIHACTHHANHM cucTema’
HapyluIeHUs
CroMalnIHO-4peBHH | CromaiiHo-upeBeH | Perponepuro-
HapyYUICHKA KPbBOH3JIUB™, HeaneH
ouapus, rajeHe, KPbBOU3JINUB
OHCHENCHUS, 3amMekK
HapyuieHus Ha [ToaKOMCHO UNK
KOJXKaTa H AEePMaJTHO KbpPBEHE’,
MOJAKOKHATA ThKaH obpns, cupbex
| HapyliueHus Ha MyckynHo
MYCKYJTHO- KbpBeHe"
CKEJISTHATA CHCTEMa,
Che/IMHUTE/IHATA
ThKAH M KOCTHTE |
HapyueHus Ha KbpBeHe oT
6bOpeumTe U MUKOYHUTE NbTHIUE"
NHKOYHHUTE [TETHLIA , | _
HapyineHns Ha KbpBeHe oT
BBL3NPOU3IBOLHTE- penpoayKTHBHATA
HATa CHUCTEMA M cucTema”
| repaara . |
HacnensaHus [TosuiueH xpea'mHuHI
B KpbBTa'
Hapauasanus, KpbBOM3NKB cien
OTpaBAHHA H npoueaypa,
YCNOXKHEHHA, TPaBMATHYHO
BBL3HUKHAJIH B KbpBeHe"
pe3yaTar
WHTEPBEHIIHH
d Hanp. KbPBEHE OT paK Ha MHKOYHHUA MEXY]P, PaK Ha CTOMaXa, pak Ha AcOeoTo YepBo
6 Hanp. NOBUILEHA TEHACHUMR KbM HaCHHABAHE, CTIOHTAHEH XEMATOM, XEMOparuyHa aua
B

M aeHTH(PULIMPAHA B TOCTMAaPKETHHIOBUA ONMUT
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r YecToTHTE ca nomyueHH oT naGoparopru HabnoaeHus ([IukouHa kucennHa NOBUIUEHA > ropHaTa
paHMLA HA HOPMATa COPAMO M3XOHO HHBO NOJ WK B pedepeHTHITe rPaHuLKM. KpeaTHHHH NOBHILCH
>50% CHpAMO M3XOAHO HUBO.), @ He e MPUONUIMUTENHA YECTOTa Ha ChOOIABaHe Ha HeXenaHH ChONTHA.
HAIMP. XOHIOHKTUBAIHO, PETUHANIHO, BhTPEOUHO KbpBEHE

HAM. EITHCTAKCHC, XEMOTTH3A

HAITP. KbPBEHE OT BEHLIUTE, KPLBOH3IHMB OT PEKTYME, KPhBOU3IHB OT CTOMALIHA A3Ba

Hanp. EKXHM032a, KOXEH KPbBO3WIHB, NETEXHH

HATTP. XEMApTPO3a, MYCKYJeH KPbBOHIJIHB

Hanp. XeMaTypHs, XEMOParHyeH UHCTHT

Hallp. BarHHaNleH XPbBOM3IUB, XEMATOCNEPMHUA, NTOCTMEHONAY3aNeH KPhBOHINHE

HAaNpP. KOMTY3HA, TPABMATHYEH XEMAaTOM, TPaBMAaTHUYEH KPbBOU3IIHB

HaTp. CNOHTAHHO, CBbP3AHO C MHTEPBEHLMA WIH TPABMATHYHA HHTPAKpaRHHAIHA XEMOpParus

T 2R xR W Yy e o

Onucanve Ha n3dpaHy HeKeNaHH peakLun

Kvpgene
Haxooku c kvpeene ¢ PLATO

1{ANOCTHUTE PE3yNTATH 32 YeCTOTATa Ha KbpBeHe B npoyusaHeTo PLATO ca noxaszanu B Tabnunua 2.

Tabauua 2 Ananns ua obmuTe cLOATHN ¢ KbpBeHe, H34ucaenns no Kaplan-Meier na 12-tn
mecen (PLATO)

Tuxarpenop 90 mg
ABa WbTH AHeBHO | KJIONHAOTpel |
N=923% N=9186 CTOMHOCT*

O6wu 3uauenus ot PLATO 11,6 11,2 0,4336

datanHu/ KUBOTO3ACTpaLaBawn or PLATO 5,8 3,8 0,6988
| 3naumrensn or PLATO, necsbpsanu c HKAB] 455 3,8 0,0264

3uauuTennu or PLATO, HecBBp3aHu ¢ 3,1 2,3 0,0058

MHTEPBEHLIHH |

Kom6uHupany obuio 3HauuTenHH + 16,1 14,6 0,0084

He3HauuTeaHn ot PLATO

HecBbp3aHH ¢ MHTEPBEHLIMH 3HAUMTETHYM + 3,9 4,3 <0,0001

seaHaunTennu or PLATO ]

3xauuTesnu no TIMI 7,9 7,7 0,5669

3HauMTenHy + HesHauuTenHHu no TIMI 11,4 10,9 0,3272

JdepHHHNHY HA KATErOPHHUTE KbpBEHeE:
3HaunTenHo QATANTHO/KMBOTO3ACTPAIIABALI0 KbpBeHe! KAHHHYHO NPOABEHO C NOHWKABAHE HA
xemornobuua ¢ >50 g/l unu ¢ npenMBaHe Ha >4 caka epHTPOLIMTHA Maca, HIH ¢aTanxa, WM
WHTpaKpaHXaJIHA, WK HHTPANEpHKapAHO CbC ChbpAeYHa TAMNOHAAA; WIH ¢ XHOBOJIEMHYEH LIOK WK TeXKa
XHOTOHHA, H3HUCKBALLA NPECOPH; KM XHPYPTHUUHA HHTEPBEHLIUA.

3uauuTenno gpyro: KiMHM4YHO NposBeHo ¢ roHwxasane Ha XxeMornobuHa ¢ 30-50 g/l nnu

[pe/MBaHe Ha 2-3 caKa epUTPOLMTHA Maca; WIH 3HaYUTENHO HHBATHAUIUDAILLIO.

He3HauuTesHO KbpBeHe: M3UCKBa MEAKLIMHCKA HAMeECa, 3a CNMpaHe MK IeKyBaHe HA KbPBEHETO.
3uauyuTento KppBeHe no TIMI: KannuuHO npoasero ¢ noHWwxasaxe Ha xemornoduHa ¢ >350 g/l unu ¢
HMHTpAKpaHXajHa XeMOparus.

Heanauntenno kbpaene no TIMI: Knuuuuso nposBeHo ¢ noHWXapaHe Ha xemornobuua ¢ 30-50 g/l.

* p-CTOMHOCT, H3YHCNIEHa OT MOAEN Ha MPONopUKOHaNHUTe pUckoBe Ha CoX, KaTo rpynara Ha JieueHH e €
eIMHCTBEHATA CKCIUIAHATOPHA TPOMEHNHKBA.

THkarpenop ¥ KNONMMUAOrpen He e pa3sIKuaBaT Mo OTHOLIEHHE HAa YeCTOTHTE Ha 3Had
daTanHO/KNBOTO3acTpaluaBamo KepeeHe B PLATO, 3nauuTenHo kppaeHe obuwo s P
kbpBeHe no TIMI unu cnabo xupeene no TIMI (Tabnuua 2). Obaue, nossaTa Ha Ko ﬁ@]’lpa}{ﬁ”‘ 3 St \
3HAYHTEHO + He3HAYuTeMHO KbpBeHe B PLATO e riosede ¢ THkarpenop, B CpaBHEH e,khénuﬁorpen g V2
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Manko nauueHTH B PLATO umat daranuu kpbeouznusu: 20 (0,2%) 3a tuxarpenop v 23 (0,3%) 3a
xionuaorpen (Bx. To4ka 4.4).

Bw3pacT, 1on, TesecHO Terno, paca, reorpad)ckd panoH, ChNBTCTBALLMN 3a0011BaHUA, CHITHTCTRALLA
Tepanus ¥ aHaMHe3a, BKJIIOUUTENHO NPEeAXOAEH HHCYNT KK TPAH3UTOPHA HCXEMHUHA aTaKa, HE Ca
IPeAHKTOPH KAKTO 32 06LIOTO, TaKa U 38 HECBhP3AHOTO C HHTEPBEHUMH 3HAYHUTENHO KbPBEHE MO
PLATO. ITo Ta3K npuunHa, He € HAEHTU(DHLMPAHA KOHKPETHA PUCKOBA rpyna 3a KOMTO U J1a € MOATHI

K'bpBEHE.

CebpaaHo ¢ HKAD xbpseHe:

B PLATO 42% ot 1 584-Te nauuentn (12% OT KOXOpTaTa) ¢ HaripaseH KOpOHapHO-apTepyaneH
6aitnac (HKAB) ca nonyuwin PLATO 3HauntenHO (aranHo//KMBOTO3aCTPALLABALLO KbpBEHE Oe3
paInKa MeKIy TepanesTHUHUTE rpynu. Paranya kbpseHe, csbp3ano ¢ HKAD, ce nossasa npu

6 naiMeHTH BbB BCAKA OT TEPANEBTHYHKUTE rPynH (BXK. To4Ka 4.4).

Hecanp3aHo ¢ HKAD kbpBeHe H HECBBP3aHO ¢ HHTEPBEHLUHH KbpBEHE:
Hama pasnidka MexIy THKarpeaop M KIonuaorpen no oTHoueHue Ha Hecsbp3aHuTe ¢ HKAD

TEKKH KHBOTO3ACTPALIABALLM KPHBOUIHBH 10 AcPHHUUMA Ha npoyuBaneTo PLATO, Ho
3HauMTeNnHuTe 00610, 3HauuTeAHHN no TIMI u 3HaunTenHu + He3HauuTeNHH No TIMI KpBBOM3NHBH, MO

aeduHHLMS Ha npoyusaHeTro PLATO, ca no-vyecTH npH THKarpenop. Chillo TaKa, ako ¢e H3KNH4aT
BCHYKH CBBP3aHH C HHTEPBEHLIMH KPBBOH3/IWBY, NTOBEUE KPHBOH3THBK ce€ HabnoaaBaT npu
THKarpesaop, OTKONKoTo npu knonuaorpen (Tabauua 2). [IpekpaTaBaHe Ha JICUSHHETO NOpaRH
HECBbP3&HH ¢ MHTEPBEHLIMH KPBLBOUITIMBH € NO-UeCcTO ¢ THKarpenop (2,9%), oTKonkoro ¢
knonuaporpen (1,2%; p<0,001).

HHTpakpaHHanHa XeMOparus:

HHTpakpaHKalHWTe KPbBOKW3NHBH, HECBBP3aHH C MHTEPBEHLIHH, €A [TOBEUE APH NPHIOKEHHE Ha
tukarpenop (n=27 kpbBou3ankBa npH 26 naunexty, 0,3%), oTKOAKOTO € Knonuaorpen (n=14
KpbBOM3NuBa, 0,2%), or KouTo 11 KpBBOM3NHUBA C THKArpenop ¥ | ¢ kronuaorpen ca paranuy. Hama
paiuka B 00umns Opoit cay4au Ha PaTajHO KbPBEHE,

Haxooxu c kvpsene ¢ PEGASUS
L{an0CcTHUTE pe3y/ITaTH 38 YeCTOTATa HA KbpBeHe B npoy4saneTo PEGASUS ca nokazaHH B

Tabmna 3.

Tabnauna 3 Ananu3 ua o6muTe CHbOUTHA ¢ KhpBeHe, H3UncneHus no Kaplan-Meier na 36-tu

mecel] (PEGASUS)
— — T
ukarpeaop 60 mg Camo ACK
NbTH AHEBHO +
ACK 5
N=6 958 N=6 996

ey Sy ihdinlal

KM% KOECI) HIOHCHT HA KM

prck (95% CI) | % p-cTolinoCT

Kpaiinu TOYKH 32 De30nacHoCT

KaTeropuu Ha XbpBeHRe, onpenenenn oT TIMI

3naunrendo  (TIMI) L 2,3 | 2,32 (1,68,3,21) | 1,1 | <0,0001
L PaTasHo _ 1,00 (0,44, 2,27 1,0000
. BYK 0,6 1 1,33(0,77,2,31) 10,5 [ 0,3130
Adpyro 3HaukTenqo (TIMI) | 1,6 | 3,61 (2,31,5,65) | 0!5 <0,0001
" 3HAUMTE/THO WIH HE3HAYUTEIHO (TIMI) 3,4 2,54 (1,93, 3,35

3HAYHUTESTHO WIH HE3HAYHTENHO, WU 16 6 2,64 (2,35, 2,97)
M3HCKBALUO MeAHLIMHCKA Hameca (TIMI)
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Tuxarpenop 60 mg

Camo ACK
I'bTH JHEBHO +
ACK N=6 996
_ _ _ _ 1 N=6 958 |
o, | Koepuumentna f KM |~ .
Rpaﬁml Toqi 38 6e30nafioc'r L LK{I Yo nck (95% CT) | % mp CTOHROCT
Karteropuu Ha xnpBese, onpenenerns 8 PLATO
3uauutenso PLATO - 35 2,57(1,95,3,37) [ 1,4 [ <0,0001

_ga;ranua'_xmamosggl‘bamasagm | 2,4 12,38 (-IT73,3!26! 1,1 | <0,0001

M

_ Hpyro 3saunrendo (PLATO) | 1,1 3,37(1,95,5,83) [ 0,3 | <0,0001
3xaunTenHo uan HeaHauuresHo (PLATO) 15,2  [2,71(2,40,3,08) | 6,2 | <0,000]
JebrnHHUKH HA KATErOPUATA HA KbPBEHE:

3uauutenno (TIMI): ®aranno kbpeeHe UJIH Besko suTpeuepenHo Kepeexe, MJIH KIHHHYHO BHINMH
MIPUIHALM H& KP'bBOW3NKEB, CBBLP3aH chbC crag Ha xemornobuna (Hgb) ot 250 g/], win noHwxeHue Ha
xematokpura (Hct) ot 15%, KoraTo nuncea croiisocT Ha Hgb.

Mdaranno: CrOUTHE € KbpBEHE, KOETO NUPEKTHO € JOBEJO IO CMBPT B pAMKHTE Ha 7 IHM.

BUYK: BtrpeuepeneH KpbBOHU3INNB.

HOpyro 3nauntenno (TIMI): Hedaranto He-BUK 3naunrenqo kspsene (TIMI).

Hesnauntenano (TIMI): KnuunuHo BUAMMO C NOHMKEHHe Ha xeMoraobuna ot 30-50 g/l.

Hauckpaumio meauuuncka wameca (TIMI): Mancksawo natepsenuns UJIK sozewto no xocnuranusauus, HJIA
HAlaraio oueHka,

3uaunTenno paranno/xuporolacrpawasanoe (PLATO): ®aranHo xbpaede WIH Bcko BpTpeuepento
xbppeHe, UJIN unTpanepuxkapaHo cbe chpacyuHa TamMnonana, MJIM ¢ xunosoneMHUeH 1IOK, WIH TEXKa
XUMOTOHHUA, HANAralla NPUNOKEHHETO HA NPECOPHU/ MHOTPONHM cpeacTBa unu onepaunsa, UJIH ¢
XMUIOBONEMUYEH IOK WM TEXKKa XHNOTOHHA, Hanaraiua MmprIoKEHHETO Ha MPeCOPHNW/ KHOTPOTIHM CPEACTBA HITH
onepauma, UJTH xnunmuso suaumo c >50 g/l nonmxkeHne Ha xeMOrnoGHHa HIH MPENATH 24 eIHHHUH YepBEHH
KPbBHH KJIETKH.

Apyro 3uaunrenno (PLATO): 3nauumo nupanuauanpawo UK knmHuuko suaumo ¢ 30-50 g/l moHmkenne Ha
xemornobuxa, UJIU npendatu 2-3 eaMHULIM YEPBEHH KPBBHU KNETKH.

Hesnauutenno (PLATO): M3ucksa MeIMIIMHCKA HHTEPBECHUMA 3a CIIUPaHe WK JIEYEHHE Ha KbPBEHETO.

B PEGASUS 3naunrenHoTo KbpBeHe (TIMI) npu Tukarpenop 60 mg ABa MbTH AHEBHO € MO-CHITHO
oTKONKOTO npy JeveHne camo ¢ ACK. He e HabniogaBaH noBMLIEH PUCK OT (aTaiHO KbpPBEHE H Ce
yCTAaHOBSIBA CAMO HE3HAYMTE/IHO NOBHUIEHHE HA BLTPEYEPENHUTE KPEBOH3IMEH B CPABHEHHE C
tepanuaTa camo ¢ ACK. Fima manko cb6utvs Ha daranHO kbppeeHe B npoyusaneTo, 11 (0,3%) 3a
Ttukarpenop 60 mg u 12 (0,3%) 3a tepanuara camo ¢ ACK. HabnrogapaHHAT MOBMILIEH PUCK OT
3HayKTENHO KbpBeHe (TIMI) ¢ Tukarpenop 60 mg ce ABKH NPeAUMHO Ha NMO-BHCOKATa YECTOTa Ha
Apyro 3HauuTeNHo KbpBeHe (TIMI), cabp3aHo e cxbuTHs B cToMaluHo-upeBHus COK.

[ToBuiueHa yecToTa HA CHOMTHA C KBPBEHE, MOAOOHK Ha 3HAUMTENHO KbpBEHE (TIMI), e HabntonaBaHa
B KATErOpPHMTE 3HAUUTETHO UK He3HauuTeNHO KbpBeHe (TIMI) u 3Haunrendo (PLATO) u
3HaYMUTE]HO WAH HeaHaunTenHo kbpBeHe (PLATO) (k. Tabnnua 3). [IpeycraHoBsaBaHeTO Ha
JIEYEHHUETO NOpaly KbpBEHE € NO-4YecTo B rpynara Ha THkarpenop 60 mg B cpaBHeHUE C rpynara Ha
tepanuara caMo ¢ ACK (cvorBetHO 6,2% u 1,5%). IloBeueTo oT Te3H Cilyuad Ha KbpPBEHE Ca ¢ No-
MajiKa TexecT (K1acHGULMPAHH KATO U3MCKBALM MearUMHCcKa Hameca ( TIMI)), nanp. enucrakcuc,
HaCHHABAHE H XEMaTOMH.

[TpodunbT Ha KLpBeHe Ha TUKarpenop 60 mg e cxodeH B MHOXKECTBOTO IIPEABAPHUTEIHO ONPEAE/IEHH

MOArpyny (Hamp. Mo BL3PacT, Mo, TErN0 paca, reorpad)CKy perMoH, ChIbTCTBALUM 3a00ASBAHNUA, _

ChIIBTCTBALLA TEPanus U MEAULIMHCKATA aHAMHE3A) NMPH CHOUTHA HA 3HAYUTESTHO g}ﬁ’{ﬂ_ﬁm‘s A
WMy LT ey ALY N
) /J ._—;‘.Ea_ ' t"'.[‘_ \'

3HaYMTEIHO WK HeaunauuTenHo (TIMI) v 3vaunrenHo kbvpseHe (PLATO). S LN k\ﬁl
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BrTpeueperiHO KbpBEHE:

Cnouranun BUK ce ¢pobuiasat ¢ 110406Ha 4yecToTa 3a Thkarpeaop 60 mg 4 tepanua camo ¢ ACK
(n=13, 0,2% B ABeTe rpyny Ha neyexue). HaGnionasa ce Hesnauurento nosruwexue Ha BUK cabp3ano
C TpasMa W MpoLesypH npu Jieuenue ¢ Tukarpenop 60 mg (n=15, 0,2%) B cpaBHeHHe ¢ TepanuATa
camo ¢ ACK (n=10, 0,1%). Crobuienu ca 6 dparanun BUK ¢ Tukarpenop 60 mg u 5 daranun BUK ¢
Tepanus camo ¢ ACK. YecroraTa Ha BpTpeUepenHo KbpBeHe € HUCKA B ABETE rpyny Ha N€UEHNE, KaTOo
ce MMa NpeABX/ 3HAUUTENHHTE ChITHTCTBAILH 3a0omasanna v CC pucKOBM QAKTOpH B NPOy4BaHaTa

MOMynaLHA.

ﬂHQHH €R

JlucnHes, ycellaHe 3a 3a1yX, ce chobiuaBa OT NaUHEHTHTE, 1eKyBaH# ¢ TUkarpenop. B PLATO,
o6eIMHEHKTE KATO AUCITHEA HEXesaHH NeKapcTBeHU ChbOUTHA (AUCnHed, AMCIHEd B NOKOH, JHCNHEA
NpH yCHIKE, NAPOKCH3IMATHA HOLLIHA IMCTIHER ¥ HOLLHA AMCTIHER) ce cbhobwasar ot 13,8% ot
nalueHTHTe, JIEKYBRHH ¢ THKarpenop, 1 3a 7,8% or nauueHrure, nexyBaHu ¢ knonuaorpen. llpu 2,2%
OT MaUUEHTHTE, NPUEMaLIH THKarpeaop, H npu 0,6% ot nauxeHTyTe, NpYEMallii KIONHAOrpen, B
npoyusaHeTo B npoy4saHeTo PLATO uscneaoBaresiTe CYUMTAT, He AMCNHEATA € NPUYKHHO CBbp3aHa
c neueHneTo U 6posT Ha cepuosuuTe cnyvau e manbk (0,14% Tukarpenop; 0,02% xnonuaorpen), (Bx.
Touka 4.4). Hali-uecto chobiaBaHMTE CAMATOMYM Ha AUCNIHER Ca JIEKH A0 YMEPEHH N0 HHTEHIUTET H
NOBEYETO Ce CHOOWIABAT KaT0 SAMHHYEH €MU30A paHO CAejl 3arouBaHe Ha TepanuaTa.

B cpaBnenue ¢ knonuaorpen, naudedrure ¢ actma/XObb, neKyBaHK ¢ THKArpenop, Moxe a uMat
NOBHLIEH PHCK OT MIONly4HaBaHe Ha HecepHo3Ha aucnHes (3,29% Tukarpenop cnpamo 0,53%
knonuaorpen) u ceprosHa aucnues (0,38% tuxarpenop cnpamo 0,00% kinonnporpen). B abcomoTHH
CTOHHOCTH TO3H PUCK € NMO-BHCOK OTKONKOTO B LnocTHara nomynauus Ha PLATO. Tuxarpenop
Tpa6Ba Aa ce NpUIara ¢ NOBHILEHO BHMMAaHHE NPH MalLMeHTH ¢ aHaMHe3a 3a acTMa W/unu XObb (Bx.

Touka 4.4).

Oxono 30% oT enu3oauTe oT3By4Yasar B paMkuTe Ha 7 AHH. PLATO BumouBa nauMeHTH, KOUTO Ha
M3XOJHO HHBO MMAT 3acTolHa ChpaeuHa HepoctaThuyHoet, XOBD unu actMa; Te3n naureHT! u
naLiHeHTHTE B CTAPYECKA BBL3pacT € No-BepoATHO Ja cbobluasar aucnHes. 3a Tuxarpenop, 0,9% or
nalMeHTHTE MPEKLCBAT NPHIAraHeTo Ha NPOYYBAHOTO aKTMBHO BELIECTBO NOpaaAn AUCITHEA, CIIPAMO
0,1% ot Te3u, npuemMaluM Knonuaorpes. [1o0-sMcokara 4ecToTa Ha AMCMHEA ¢ THKarpenop He ce
acOLIMMPA C HOBA MNOsIBAa WIH B/IOLIaBAHE Ha ChpAcuHO Wiy benogpobHo 3abonsapane (Bx. Touka 4.4).
Tukarpenop He nosausaBa OenoapobHuTe PyHKUMOHATHH TECTOBE.

B PEGASUS aucnHea ce crobwasa npu 14,2% or naumeHTUTe, NpyuemMaily Tukarpeaop 60 mg asa
NbTH AHEBHO, W NpHU 5,5% oT nauuentTure, npueMaiiv caMmo ACK. Kakro 8 PLATO, noseuvero cnyyau
Ha cbobllieHa AUCTHER ¢a JIEKH A0 YMEPEHH NO MHTeH3HTeT (BakK. ToUKa 4.4). IlauvenTHTe, KOUTO
cboOLABAT JHCITHER ca OWM NpeaMMHO MO-Bb3PACTHHU U MO-4eCTO ca uMany aucnues, XObb unu

acTMa Ha H3IXO0OHOC HHBO.

Hicnedeanus
[ToBvienne Ha nukouHara Kucenuua: B PLATO e otuereHo nopriuaBaHe Ha cepyMHata MUKOYHa

KHUCEMHA A0 CTOMHOCTH, Ha/IBHLLIABALIY MOPHATA rpaHuLa Ha HOpMaTa, npu 22% OT NoAy4aBalnTe
THKarpenop nauyeHTd, cnpamo 13% ot nonyuyasawMre kaonyuaorpen nauueHTH. CbOTBETHUTE
croitHocTu B PEGASUS ca cvoTBeTHO 9,1%, 8,8% u 5,5% 3a Tuxarpenop 90 mg, 60 mg u rnanedo.
Cpennara cepyMHa MTMKO4HA KMCENHHA ce nosyLuana ¢ 6530 15% npy npunoxeHue Ha TUKArpenop, B
cpaBHeHHE C npubnH3UTENHO 7,5% NpH NPHUIOKEHHE HA KJOMKACTPEN, a CNeA CNHPaHe HA JISUEHHETO
ce NOHWKaBa NpUONU3UTENHO A0 7% npy NPUIOKEHHE Ha TUKarpeaop, A0KaTo npH KJIONMUIorpen He
ce Habmoaaea cnaj. B PEGASUS ce ycraHoBaBa 00paTUMO NMOBKHLUEHHE HA CPEAHUTE HHUBA Ha
cepyMHa NMKOYHA KucenuHa ot 6,3% u 5,6% cboTBeTHO 3a Tukarpenop 90 mg v 60 mg, B cpaBHeHue

¢ 1,5% nouuxenne B rpynara ¢ rutaueto. B PLATO uecroraTta Ha noparpo3seH apTp GO‘J%M R
Tukarpenop cnpamo 0,1% 3a xknonuporpen. CboTBeTHHMTE CTOMHOCTH 3a nogarpa/n '
PEGASUS ca 1,6%, 1,5% u 1,1% cboTBeTHO 3a THKarpenop 90 mg, 60 mg v nna
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Carofiasate Ha N0A03UPAHU HEXENaHH PeaKitHi

Cpo61iaBaHeTo Ha MOA03HPpaHY HEXENAHH PeakUMy cliell paspeliaBaHe 3a ynoTpeba Ha iekapcraeHua
npoayxr ¢ Baxno. Tosa Mo3BoNiABa Ja NPOABLILKM HabMIOAEHMETO HA CHOTHOLIEHUETO 1038/ PHCK 38

nexapcTBeHHa npoaykT. OT MEAHLMHCKUTE CTIELIMANNCTH Ce H3UCKBA [1a ChoOL1aBaT BeAka
MOZO3MPAHA HEXENaHa PeaKLus upe3 HAUMOHaNHA CHCTeMa 3a ChoOwasare B ManbaHKTeRHA areHLNS
no nekapcraara yn. ,,Jlaman Ipyes* Ne 8, 1303 Codun, Ten.: +35 928903417, yebcanr: www.bda.bg.

4.9 IlpenosnpaHe

Tuxarpesop ce noHacs nobpe npu eanokpaTHy 1034 1o 900 mg. ['acTpouHTECTHHANHATA TOKCHYHOCT
e Ouna JO30IMMHTHPAHA B €1HO NPOYUYBaHe ¢ €AHOKpaTHA HapacTsalla J03a. Jpyrd KiIMHHYHO
IHAYHMH HEXENaHU peaKlikK, KOMTO MOr'aT Aa C€ MPOABAT 1pH NpeA03HpaHe BKAIOYBAT AHCNIHES H
BEHTPUKYJIapHH nay3u (Bx. Touxa 4.8).

B cnyuait Ha npeo3xpanHe, MOTAT Ja CE€ NPOABAT rOPeCNOMEHATUTE NOTEHLUHATTHH HeXenaHH
nexkapcTBeHH peakuMy M Tpabpa na ce uma npeasua EKI moHuTopupane.

KbM MOMEHTA He € M3IBECTEH AHTHUAOT Ha THKArpesiop v THKArpeaop He ce qdanuiupa (BxK. To4Ka 5.2).
[Tpu npenozupaHe neuyeHUETO TpAOBA Na ce MPOBEXJa B CHOTBETCTBHE C MECTHATA CTAHAAPTHA
MeZULMHCKA nMpakTka. OuakBaHHAT e¢eKT OT Npeao3upaHe Ha THKArpenop € yab/hkeHa
NPOAL/DKUTETHOCT Ha PUCKA OT KbpBeHE, CBbp3aH ¢ TpoMOoLMTHOTO MHXHOKHpaHe. Tpancdy3usra Ha
TpOMBOLIMTHA Maca € MaJIKO BEPOATHO Ja MMa KJIMHHYHA NOJI3a NPH NALUEHTH C KbpBeHe (BXK.

Touka 4.4). AKO ce NoABHM KbpBeHe, TpAOBa Ja ce rnpeanpueMaT APYTH MOAXOIALUN NOAABPIKALLA
MEDKH.

5. GOAPMAKOJOIrHYHU CBOUCTBA

5.1 DapmMakoiMHAMHYHH CBOHCTBA

dapmakoTepaneTHyHa rpyna: Uuxuburopu na arperaumusra Ha TpoMOOUMTHTE, ¢ M3KNIOUEHHE HA
xenapuH, ATC xon: BO1AC24.

MexaHu3bM Ha JEeHCTBHE

[TnaTerpa CpABPIKA THUKArpEIOp, CLeAHHEHHKE OT Kiaca Ha UHKIONEHTHATPHA3OIONHPHMHAHHATE
(CPTP), xoliTo € nepopaneH aHTaroHWCT ¢ AMpPEKTHO AeicTaue Ha P2Y; peuenropa, XKaTo ce CBpp3Ba
C HEro CeNIEKTUBHO U 0OpaTrmMo U npenotaparasa Alld-MeauupaHara, 3asucewna ot P2Y
TPOMOOLIMTHA aKTHBALIMA Y arperauys. THKarpenop He nperorsparssa cebp3saHero ¢ AJID, a Korato
ce cBbp3Ba ¢ P2Y|; pelienTopa, Bb3NpensaTCTBA CUTHANHATA TpaHCAYKUMSA, vHOyurpana oT AND. Tuvi
KaTo TPOMOOLIUTUTE YHACTBAT B MHULIMKPAHETO W/ UK Pa3sBUTHETO HA TPOMOOTHUHHUTE YCI0)KHEHMS Ha
aTepockiepoTudHaTa 6osect, e Aoka3aHO, Ye HHXHOHpaHeTo Ha TpoMOOLMTHATA PYHKIMA HAMANABA
pucka ot CC cpOuTHa, kaTo cMBpT, MH MM HHCYAT.

Tuxkarpenop ¢blIO YBENHUYABA JIOKAIHHATE €HAOrNeHHH HUBA HA aJleHO3WHA Yype3 HHXHOUpaHe Ha
exBWIHOpupainus Hyineosnaen Tpadcnoprep-1 (Equilibrative nucleoside transporter-1, ENT-1).

JIoKyMeHTHpaHO e, Y€ MnpH 3apaBy nyua u nauueHTd ¢ OKC, THkarpenop ysennyasa CIEQHATE
edeKTH, HHAYLUMPAHH OT aA€HO3MH: Ba3oAunaTtauus (KM3MepeHa ype3 yBeJHUaBaHEeTO Ha KOPOHAapHMA
KPBBOTOK NpH 3apaBu aobposonum v naumeHTH ¢ OKC; rnasobonue), vHxubupaue Ha
TpombouuTHAaTa (HYHKLHA (B YOBELLKA LA/1a KPBB in vifro) U aucnHes. Bpb3kaTta Mexay
HaOJI01aBaHHUTE YBEJIMMEHMA Ha aJJleHO3MH U KIMHUYHUTE pe3ysTatd, obaue (Hanp. 3aboneBaeMocT-
CMBPTHOCT), HE € KaTerOpUYHO H3ACHEHA.

DapMaKOIHHAMHUYHY e(eKTH
Hauano na geticmguemo

t

rnokassa Obp30 HacTbNBaHE HA (PapMaKONOrHueH edekT, KOHTO ce AEMOHCTpHpA OT c]&a
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utxubupane Ha TpomGouuTHara arperauus (MTA) oxono 41% 0,5 1aca cnen npunoxenue Ha 180 mg
HATOBAPBALLA 032 THKArPENop, ¢ MAKCUMa/IHAa CTOHHOCT Ha HUTA 89% 2-4 yaca cnej rNpuioKeHHETO
Ha 703aTa, KOHTO ce 3amxbpxa mexay 2-8 yaca. TIpu 90% ot nauueHTHTe 2 Haca Cef MPHIOKEHHETO
Ha no3aTa TepMuHanHoTo nukoso UTA e >70%.

Kpau na oeucmsuemq
Axo e ruiasupana HKAB npoueaypa, pUCKBT OT KbpBEHE CBbP3aH C THKArpenop € noBHLICH B
CpaBHEHHE C KIONMHAOrPes, KOraTo TepanusiTa € NpekpareHa no-Manko ot 96 yaca npeau

rnpoLenypara.

Cmana na rexapcmsama
IpeMuHABAHE OT NEMEHKE C knonuaorpen 75 mg Ha nedenue ¢ THkarpenop 90 mg aAsa MbTH AHEBHO

soau o abcomotHo nosuiuasaHe Ha UTA c 26,4%, a NpeMUHABAHETO OT JICYCHHE C THKArpenop Ha
JleueHHe ¢ KNonuaorpen Boau 1o abcomorHo noHwkasaHe Ha UTA ¢ 24,5%. [lauveHTuTe morat aa

MPEMMHABAT OT KJIOMMAOTPEN Ha THKarpenop 6e3 NpekbCBAHE Ha AHTHArPETaHTHOTO ACHCTBHE (BX.
Toyka 4.2).

KnuHuuna edukacHocT ¥ 6e30nacHoOCT
KAHHUYHM JaHHH 33 eDHKACHOCTTa K 6e30MaCHOCTTA Ha THKArpenop ¢a 1noy4eHH oT ABe KIMHHYHH

H3nuTBaHuA Qasa 3:
' ITpoyusanero PLATO [PLATelet Inhibition and Patient Qutcomes (TpoMboTHuHO HHXHOMpaHe

M KIMHWYEH W3XO0Jl Ha MalMeHTa)], CpaBHEHHME Ha TUKArpenop ¢ KAoONWAorpen, v Apara
npunarany 8 kombuHauma ¢ ACK, # npyra cranaapTHa tepanus.

. Mpoyusaneto PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (ITpesenuus ¢ THxarpenop Ha
BTOPHYHH TPOMOOTHUYHH CHOUTHA NPH BUCOKOPHCKOBH MALIMEHTH C OCTBP KOPOHapeH
cHHAPOM)], cpaBHeHHe Ha THkarpenop, kombunupas ¢ ACK, ¢ Tepanusa camo ¢ ACK.

IIpoyugane PLATO (ocmpu KOpoRQpHu CUHOPOMY)

[Mpoyusanetro PLATO Brmousa 18 624 nauneHTH, KOWTO ca B 24-4acOBHMA NEPHOA OT HAYAJIOTO Ha
CUMATOMHM Ha HecTabunHa crenoxapausa (HC), undapkr Ha muokapaa 6e3 ST-enesauns (MM6ST-¢)
HnY ¢ uHdapkT Ha MHokapaa cbe ST-enesauus (MMcST-e), 1 KOUTO MBLPBOHAUANHO Ca JIEKYBAHH
MeJMKAMEHTO3HO, WIIH upe3 repKyTaHHa kopoHapHa uHtepseHuns ([TKH), Wiu upes noctasiHe Ha

HKAD.

Knunuuna egpuxacrnocm

Ha ¢doHa Ha exxenneBHO npunoxenune Ha ACK, tukarpenop 90 mg asa nTv AHEBHO AEMOHCTpUpA
NMPEBL3XOACTBO CNPAMO 75 mg AHEBHO KJIOMMIAOrPEN M0 OTHOLLEHHE HA NPEBEHLMs Ha ChCTABHATA
kpaiiHa Touka 3a CC cMbpT, MU nnm uucynt, ¢ pasnuka, npousnusaia ot CC cmbpT v MHA.
[MauuenTnTe nonyuasar 300 mg KaToBapsalua A03a kionugorpen (BbamoxHo e 600 mg, axo umat
[1KHA) wnn 180 mg Tukarpenop.

PesynTarsT ce nospasa paHo (abcomoTHa peaykuns Ha pucka [APP] 0,6% u otHocuTenHa peaykuus
Ha prcka {OPP] 12% Ha 30-us geH) ¢ NOCTOSHEH eeKT OT JICYEHHETO No BpeMe Ha uendd 12 meceyeH
nepuos, aasaul APP 1,9% Ha roguna ¢ OPP 16%. Topa npeanonara, ue € NOAXOAALIO NALHEHTHTE Aa
ce nexyBaT ¢ THKarpenop 90 mg asa m»TH AReBHO 12 Meceua (BxK. TouKa 4.2). JleueHHeTo Ha

54 nauuenty ¢ OKC ¢ THKarpenop BMECTO C KJIONMUAOOrpeN npeaoTepatsasa | aTepoTpoMOOTHUYHO
cubuTHe; nevenrero Ha 91 naupentu npeporsparasa 1 CC embpr (BxK. Durypa 1 n Tabawvua 4).

TepaneBTHYHHUAT e(heKT HA THKArpeaop, HAAXBLPJALY TO3K HAa KJIONHAOIPEN, H3JIeXK A CXOAEH B
MHOTO TOArPYNH, BKJAIOUKTENIHO TErJI0, MOJ, AaHAMHE3a 32 3aXapeH AuabeT, TPaH3UTOpHAa UCXEeMHUYHA

xenaput, GplIb/Illa vHxuGHTOPH M HHXUBUTOPK Ha MPOTOHHATA NOMNA (BXK. TOUKA 4.5)/11
OKOHuaTeNHaTa JUar{osa Ha nokasaresiHo cbbutne (MMcST-e, UM6ST-e unu HC); uiipn |
[LIaHUPAHKHA NPH paHaAOMU3aLMATA ledebeH noaxol (WHBa3HBEH HIH MEMKAMEHTO3eH )" ,-"'
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YcraHoBeHo e ¢1ab0 CUMrHU(UKAHTHO TepaneBTHYHO B3aUMOJIEHCTBHE B 3aBUCUMOCT OT peruoHa,
ChITIACHO KOeTO KoeuumeHTsT Ha pucka (Hazard ratio, HR) 3a nbpBuyHaTa KpaihHa TOYKa € B 110J13a
HA TMKArpeaop 3a ocTaHajaTa yacT Ha CBeTa, HO € B NoJi13a Ha Kionuiorpen 3a CesepHa AMEpHKa,
KOATO cherasasBa npubnusurento 10% ot wsiata npoyusaHa roryJiauuds (p-CTOMHOCT Ha
g3aumoyiecTerue=0,045). EkcruiopaTopHuTe aHaJIM3M Npearno/iaraT BeposTHa Bpb3Ka € /103aTa Ha
ACK, karto ¢ ysenuuasare Ha nozara Ha ACK ce nabioaaBa HamasnieHa e)KaCHOCT Ha THUKarpesop.
XpounynaTa aHesHa j103a ACK, kosto aa 6bae 75-150 mg (BxK. Toukn 4.2 n 4.4).

durypa | nokassa 04aKBaHMs PUCK 3@ HACTBIBAHE HA MbPBM MHLIMIEHT, BKJIIOYEH B KOMOMHUpaHATA
KpaiHa Touka Ha e(PUKACHOCT.

@Ourypna 1 AHajJu3 HA IBPBHYHATA KJAHHHYHA cheTaBHa Kpaiina Touka ot CC embpT, MU 1

uncyiar (PLATO)
Tuxarpenop (1) [864/9333 ]
. Knonuporpesn (C) [1014/9291]
12
11,67 %

o 114 J .
5 19 9,80 %
s | e
2. :
= 1
o
e 71 .=
3]
X 6 ‘ -
a .,
Z &l ot
= e
g 4 of
g3

2 f HR 95% CI P-CTOHHOCT

14 | T cnpsmo C 0.84 077,092 <0,001

g .

;3 f;ri‘l i;?ﬂ 180 24 SO0 S

Bpoii MaLHeHTH B pHCK Jluu ciiex panjomusanus

l 333 BEOR B460 8210 5743 5161 4147
£ 9201 BE21 A5 2 5124 BESD 500 4074

B cpaBHeHHe ¢ KIOMKAOrpe/1, TUKArpeJ10p HaMassiBa yecTorara Ha HaCTbIBAHE HA HHUMAEHTHTE,
BJIM3AlIM B CbCTABA HA NMbpPBUYHATA KpaiHa TOUYKA — KakTo B nonyJjaumsta ¢ HC/MUMOST-e, Taka v B
nonynauusTa ¢ MMcST-e (Tabnuua 4). Cnenosarenno, Tukarpesop 90 mg jBa nmbTH JIHEBHO 3a€/HO C
nucka n03a ACK mosxke na ce usnoassa npu naument ¢ OKC (HecTtabuiina cTeHOKapAus, MUHOKap/1eH
nudapkr 0e3 ST enesaumns [UMOST-e| nam muokapaen undapkr coe ST enesaumns [MMcST-e]):
BKJIIOYMTETHO NALMEHTH, JIEKYBAHW MEJIMKAMEHTO3HO, U NMALMEHTH, JIEKYBAHU C NEepPKyTaHHa
kopoHapHa uHrepseHuus (I1KH) maum 0aitnac na koponapua aprepus (HKAD).

Tabamua 4 Anajin3 Ha NLPBHYHATA H BTOPHYHHTE Kpailun Toukn 3a epukacunocr (PLATO)

Tukarpenop | Kuonujaorped
90 mg 1Ba 75 mg BeAH'bK

II'bTH IHEBHO JAHEBHO APP? OPP* (%) N
(% nauumentn | (% nanneHTH (% /ropn) (95% CI) el e
CbhbC CLOMTHE) | CbC CLOMTHE)

N=9333 N=9291

CC cmbpt, MH (c
W3KJ1. Ha ,.TuX" MH) 9.3 10,9 1.9 16 (8. 23|,) 0,0003
WJIM MHCYJIT
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_Tnxarpen;p Kaonunorpen
90 mgapa | 735 mgBeaHDBXK
NbLTH ZAHEBHO AHEBHO APP? OPP* (%) e
(% nanuentn | (% nanHeHTH (% /ron) (95% CI) p-CTOHHOCT
chC cbOuTHE) | C©BC CHOHTHE)

; _ . _N=9333 N=9291 . _ .
Hamepenue 3a 8,5 10,0 1,7 16 (6,25) | 0,0025
MHBAa3MBHA TePaMHs . 1 _ -

HamepeHnue 3a
JIEKapCTBEHA 11,3 13,2 2.3 15(0,3,27) } 0,0444"
Tepanu1s 1 _ _
CC cMBpT _ 3,8 4,8 L 1,1 1219, 31) | 0,0013
MH (c u3Kkn. Ha
4 6,4 1,1 16 (5, 25 0,0045

o V17 A A ﬁ - ©. %) _
Hucynt 13 1,1 0,2 -17 (-52, 9) 0,2249 |
CMmbpT 6€3
3HA4ECHUE HA
npuunHaTa, MH (c 9.7 11,5 2,1 16 (8, 23) 0,0001
WaKJ. Ha ,,THx" MH)
HIM MHCYAT | _ _ ]
CC cmbpT, 0010
MU, uncynt, CPH,
PU, THA i zpyra 13,8 15,7 2,1 12 (5, 19) 0,0006

|ATC" i — _

Cmbpr Ge3
JHAYEHHUE Ha 4.3 54 1,4 22 (11,31) 0,0003f
MPUYKHATA _ _ |
AlegurnTiaia 1,2 1,7 0,6 32(8,49) | 0,0123
Tpomb03a Ha CTeHTa

APP = aﬁcunm'rﬂa-peny KUHMS Ha pUCKa E)PP = DTHGCHT\-B.IIHE peayKLHMA HA PUCKA = (I-KGEEPHHHBHT Ha

prck) X 100%. Orpuuatenna OPP o3Hauasa NoBULIABAHE HA OTHOCHTENHHA PHCK.
C M3IKMIOUuEHHE Ha ,, TUx'" MH.
CPH = cepuoana pexypeHTHa ucxemus; PH = pexypesTHa nexemus; THA = TpaH3uTOpHA HCXEMHUYHA

araka; ATC = aprepuanHo TpoMboTnyHO csburie. O6wo MH sxmousa ,,tix"™ MM, nata Ha cbOHMTHETO €

NIaTaTa HA HErOBOTO YCTAHOBABAHE,
HOMMKHAMHA CTORHOCT HAa CUTHH(UKAHTHOCT; BCUYKH OCTaHAaNHM ca popManHO CTATHCTHUYECKH
CHrHHQHKAHTHH N0 npeaedUHUpaHo HepapXUyHO TECTBAHE.

PLATQO zenemuuro noonpoyueane
Onpenenssero Ha CYP2C19 n ABCB! resoruna Ha 10 285 nauuentd B PLATO papa p3MOMXHOCT 32
acoLMais Ha reHoTunHure rpynu ¢ pesynrature or PLATO. IIpesn3x0acTBOTO HAa THKArpenop Baa
KJIONMAOrPEN MO OTHOUIEHHE Ha peayKuuaTa Ha sHauuTeNHl CC chOUTHA He € CHIHUQHKAHTHO
nosausHo or CYP2C19 unu ABCB1 renoruna va nauuenture. [loaobHo Ha LUAOCTHOTO NpoyyBaHe
PLATO, HaMa paznuka MexXay THKarpeaop H KIOMHIorpes npH o0 3HAUUTEIHHTE XEMOParuyHH
uaiuaeHTd B PLATO, penpeku resotuna CYP2C19 unu ABCB1. Hecprnpzanoto ¢ HKAB
3HauHTeNHO KbpBeHe B PLATO ce nopuiuaea ¢ TMXarpenop B CpaBHEHHE C KIIOMHAOrpeN NpH
naiteHTH ¢ eauH uny noseue CYP2CI19 anenu cue 3aryba Ha PyHKLMA, HO € CXOAHO Ha KJIOMHAOTpel
MpH NalUKEHTH ¢ ajief, KOHTO HiaMma 3aryba Ha QyHKUMsL.

Kombunupan noxazamen 3a egpuxacnocm u bezonacnocm

KomMOuuupaHuaT nokasaren 3a e¢pukacHocT ¥ 6ezonacHoct (CC cmbpt, MH, HHCYT i 06
3IHAYMTENTHO KbpBeHe 10 aepunuumsTa Ha PLATO) nokassa, ye nosn3ara oT NPHIOKEHH

THUKArPEIop MO OTHOWEHHE Ha €(PUKACHOCT B CpaBHEHUE C KJIOMHAOIPEN HE CE€ KOMIEH
cilyyauTe Ha 3HauuTenHo KbpBeHe (APP 1,4%, OPP 8%, KP 0,92; p=0,0257), 12 mece
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Knunuuna 6ezonacriocm

XonTepoBo NoANpoyUBaHe:

3a fa ¢e OUEHM YeCTOTaTa Ha BEHTPHKYJIAPHUTE Nay3d M APYry enu30Ay Ha apUTMHA N0 BPEME Ha
npoyusanero PLATO, e ocbuiecTBEHO XONTep-MOHHTOpHpaHe Ha noarpyna ot 6au3o 3 000 nauneHTy,
npu6auauTenHo 2 000 oT KOMTO UMaT 3aMmHUCH, kakTo B ocTpara ¢asa Ha OKC, raka n MeceLl 0-KbCHO.
[TepBHunaTa NpOCHEAsBaHa IPOMEHIMBA € YECTOTATa Ha BEHTPUKYNAPHHM May3H C MPOAB/KHTERHOCT
>3 cekyHaM. BeHTpuKynapHy nay3y pa3BuBaT roBeye NaLMEHTH Ha nevetue ¢ Tukarpenop (6,0%),
OTKOJIKOTO TAKMBA Ha JieueHue ¢ knonnaorpen (3,5%) B octpara ¢asza u crotseTHO 2,2% H 1,6% cren
1 mecell (BX. Touka 4.4). YBenMueHHETO Ha BEHTPHKYNapHUTe nay3H B octpara ¢asa Ha OKC e no-
W3pa3eHo MpH MALMEHTHTE Ha THKarpenop ¢ aHamHesa 3a XCH (9,2% ¢ aHamuesa 3a XCH cnpamo 5,4%
npu nauMentu 6e3 anamuesa 3a XCH; 3a naunenture Ha kinonuaorpen, 4,0% npy Te3u Cbe CnpaMo
3,6% npy Te3u Ge3 aHamuesa 3a XCH). Tasu paanuka He ce NposBsBa 3a eauH mecell: 2,0% cnpamo
2,1% 3a malMeHTHTE Ha TUKATPENOp, CbOTBETHO, Che W Oes anamHesa 3a XCH; n 3,8% cnipamo 1,4% 3a
knonuaorpen. Tasu pasnuka He e CBbP3aHa C HeXKeNaHW KITMHHYHH NOCAEAKUHN (BITIOMHTENHO U

nocTaBAHe HA IteiicMEeAKBP) BBB BBIIPOCHATA [IOMYNALIMA TTALLHCHTH.

ITpoyueane PEGASUS (anamuesa 3a muoxkapoen ungapkm)

PEGASUS TIMI-54 e npoyusase ¢ 21 162 nauneHTH, ¢ Qu3aifH 3aBHCELL OT HACTLIBALUNTE CHOUTHS,
paHAOMH3UPAHO, ABOHHO-C/ANO, Nauedo-KOHTPOIHPAHO, MEXKAYHAPOAHO MHOTOLIEHTPOBO
Mpoy4BaHe ¢ MapajielHy rPyNH 3a OLIEHKA HA NIPEBEHLIMATA HE aTePOTPOMOOTHHHH CHOUTHA C
TUKarpenop, npunarad B 2 2034 (90 mg asa neTH AHeBHO UK 60 mg 4Ba MbTH AHEBHO) B
koMOuHauus ¢ Hucka no3a ACK (75-150 mg), B cpaBHeHue ¢ Trepanus camo ¢ ACK npH naumeHTH ¢
aHaMHe3a 3a MU ¥ ponmbanurenHu puckoBu (akTopH 3a ateporpombosa.

[TauueHTH, NOAXOASUIM 32 BKIIOUBAHE B IPOY4BAHETO ¢a OHMIM TAKMBA HA BbH3PACT HA MM Hax

50 roauMHy, HaTHYKe Ha anaMHesa 3a MU (1 1o 3 roauHu npenu paHIOMHM3HPAHETO) K HATHYHE HA
MOHE eAHH OT CIEAHUTE pHCKOBK (PakTOpH 3a aTeporpombo3a: Bb3pacT =65 rogHHH, 3axapeH auaber,
Hajarail MEeIUKAMEHTO3HO JieueHue, BTOpY npeawecrpaiy MU, nannu 3a muorocsaosa UBC vy
xpouutita 6p0peuHa AMcPyHKUNA U3BBH KPAHHHKA CTaRHH.

[MTauueHTHTE He ca MM NOAXOARLLN 38 BKNIOYBAHE B [IPOYYBAHETO, aK0 Ca HMaNH IUlaHHpaHa
ynorpeba Ha P2Y); peuenTopeH aHTarOHUCT, AXMITUPHAAMOJT, LIMTOCTA3MII WK AHTHKOAI'YJIaHTHA
TEpPAanHA 3a NEPHOAA HA NPOYUBAHETO; HAPYLIEHHE, CBLP3aHO ¢ KbPBEHE HIIM aHAMHE3a 32 HCXEMHYEH
MHCY/IT KK BBTPEUEPENHO KBPBEHE, TYMOP Ha LIEHTpaAHATa HEPBHA CUCTEMA WK BbTpeHeperHa
CbJ0Ba AHOMATHA, NALHEHTH ChC CTOMALIHO-YPEBHO KbPBEHE NpE3 NpeaLuecTRalluTe 6 Meceua Win
rofisMa onepauHa npes npeainecreawure 30 AHM.

Knunuuna egpuxacwocm

@urypa 2 AHa/IH3 HA NLPBHYHATA KJIHHUYHA cheraBaa Kpaixa Touxa or CC emspT, MH B

nacyntr (PEGASUS)

——Tukarpenop 60 mg ---- [Inauebo
bpoit 7045 7067
ManueHTH cue 487 (6,9%) 578 (8,2%)
cBOHTHE
KM% Ha 36-m4 7,8% 9,0%
Mecell
CroTtHowenne Ha pucka 0,84 (0,74, 0,95)
(95% CI) 0,0043
p-ctoAHocr 0000000
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Kymyaarusno, %
(¥

d»

bpoit nauneHTH B pUCK

Ti60 mg rous BO48
[Maauebo 7067 6950

W0

240 360 480 600 720 A4
JAuun ciie panioMHu3anus
6857 6784 6711 6357 5G4 4026 3EO8
6A42 6761 6658 6315 5876 1890 3646

1080 1200 1320
2055 710
2028 14

Tabauua 5 AHajiu3 HA ILPBHYHATA U BTOPHUYHHTE KpaitHu TouKH 3a epukacnoct (PEGASUS)

—

e b e

==

Camo ACK

Tukarpesaop 60 mg aBa nbTH JIHEBHO
+ACK N=7 045 N=7 067
' ; T -CTOMHOCT
AKEeHTR . HR [TaunenTn " f
XapakTepHCTHKA ChC KM % (95% CI) enis oo oy | SSIVE. 20
CbONTHS i
[ I'bpBHMYHA KpanHa TOUKA
CheaBHA OTLL | go0iagus | 7,8% - 578 (8.2%) | 9,0% |0,0043 (s)
cMbpT/MHU/MHCyIT (0,74, 0,95)
CC eMBpT 174 (2.5%) | 2.9% 0,8 210 3.0%) | 3.4% | 0.0676
(0,68, 1,01)
MH 0,84
285 (4,0% 4,5% ‘ 338 (4,8% 5,2% 0,0314
i | (0,72, 0,98) ol ;
Uucynr 0,75
91 (1,3% 1,5% * 122 (1.7% 1,9% 0,0337
s "] (0.57.0.98) Vi ;
Bropuuna KpalHa Touka
CC cMBpT 174 (2.5%) | 2.9% S 2103.0%) | 34% f- -
| (0,68, 1,01)
# CAKaKBa 0,89 '
RRPL e et 289 (4,1%) | 4.7% 326 (4,6%) | 5,2% .
[pUYMHa (0,76, 1,04)
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KoedHUHEHTHT Ha PHCKA U p-CTOMHOCTHTE €A M3UKCNEHH OTAENHO 38 THKArpenop CrpaMo Tepanyd camo ¢ ACK
OT MOJZIEJI Ha NPOMOUMOHAHKTE pUcKoBe Ha CoxX, KaTo Fpynara Ha ieYeHHe € eAMHCTBEHATA SKCIUIaHaTOpHA

MPOMEHNHBA.

KM mpoLEeHT, H34KCeH Ha 36-1a mecell,
Benexka: 6poAT Ha MbpBHTE CHOUTHR 3a KOMNOHeHTHHTE CC cMBPT, MH H HHCYNT € IEACTBUTENIHUAT Opoit Ha

MbPBH CHOHTHA 38 BCEKH KOMMOHEHT K He ¢e 100aBa Kbm Opos Ha cHOUTHATA 8 ChCTABHATA KpaiiHa TOuKa

(s) INoka3sa cTATHCTHYECKA 3HAYHMOCT.
Cl = Josepurenen unreppat; CC = CvpneuHo-cbaos; HR = Koedpuuuent Ha pucka; KM = Kaplan-Meier; MU

= MuokapaeH undapkt; N = bpoit nauneHrs.

JlBeTe cxemy Ha jieueHue ¢ THkarpenop 60 mg Asa MTH AHEBHO U ¢ 90 mg RBa MbTH AHEBHO B
komOuHauns ¢ ACK npepb3xoxaat camocrogrensoro neyenne ¢ ACK no oTHoleHHe Ha
NpeBEHLMATA Ha aTepoTpoMOOTHYHHTE CHOMTHA (CheTaBHA Kpaiina Touka: CC CMBPT, MH u uHcynT),
C BOCTOAHEH e(EKT OT JIEHEHHMETO Npe3 LU NEPHONL Ha MPoyuBaHeTo, Boaewt Ao 16% OPP u 1,27%
APP 3a Tuxarpenop 60 mg u 15% OPP u 1,19% APP 3a Tukarpenop 90 mg.

Bunpeku ue mpodunrte Ha erkacHoeT Ha 90 mg n 60 mg ca nonoOHH, HMa JaHHH, 4e NMO-HHCKATA
A03a € ¢ no-106bp npod Kt Ha MOHOCKHMOCT H 6€30MacHOCT MO OTHOLWICHHE HA PUCKA OT KbPBEHE H
nucnHes. CnenosarenHo, caMmo Tvkarpesnop 60 mg aAsa MbTH JHEBHO, ITPHNOXKEH €AHOBPEMEHHO C
ACK, ce npenopsuBa 3a npeseHUus Ha arepoTpomboTHUHK ¢hOuTH (CC eMmbpT, MU 1 HHCYNT) NpH
nauKeHTH ¢ aHaMHe3a 3a MU u BUCOK pHCK OT pa3BuTHe Ha arepoTpoMOOTHYHO CHOUTHE.

B cpaBHeHHe cue camocTosTenHoTo nevenne ¢ ACK, Tukarpenop 60 mg aBa IrbTH AHEBHO 3HA4YMMO
MOHWKABA IrbpBUYHATA ChcTaBHa KpadHa Touka oT CC cmbpT, MU M uHCynT. Beekn ot
KOMIIOHEHTHTE JOMPHHACS 34 NOHWKABAHETO HA MbPBMYHATA ChCTaBHA KpakiHa Touka (CC cMbpT 17%

OPP, MH 16% OPP u uncynt 25% OPP).

OPP 3a chcTaBHaTa kpaiina Touxa ot | 1o 360 auu (17% OPP) u ot 361 anm Haratik (16% OPP) e
noao6Ho. UMa orpaHMueHH aaHHM 32 edpuKacHOCTTA M 6€30MacHOCTTa Ha YB/KEHO NeueHHe ¢

THKArpenop Haa 3 roauHH.

Jluncsar poKasaTencTsa 3a nojn3a (He ce Habalo4asa peayKLUKA Ha 4eCTOTaTa Ha IMbpBHYHATA
npocieassaHa kpaina rouka or CC cMbpT, MM H HHCYAT, HO HMa NOBULIABAHE Ha YECTOTATA HA
3HAYMTEIHO KbPBEHE), Koraro Tuxarpenop 60 mg nsa MbTH AHEBHO € MPHIGKEH NMPH KIHHAYHO
cTaOWIHH NaUMEeHTH C JaBHOCT Ha WH(QapKTa >2 rog1MHH WIHM M0BeYe OT €4Ha roAMHa CJie]] CnypaHe Ha

npeaxoaHoTo neueHue ¢ AIM-peuentopeH HHXHOUTOD (BXK. CHLIO TOUKa 4.2).

Knunuuna bezonacnocm

YecroTaTa Ha NpeycTaHOBABAHE Ha TepanuATa ¢ Tuxarpenop 60 mg nopaan KbpseHe ¥ AUCIIHER € Nno-
BUCOKA IPY NauueHTH >75 ronsu (42%), B cpaBHEHHE C NO-MNaLH MaunMeHTn (MHTepsan: 23-31%), ¢
pasntika cnipamo riauebo rpynara no-ronsmMa ot 10% (42% cnpamo 29%) npu nauneHTH >75 roamHm.

[leauaTpuuHa nomynayus
B panpoMuaupaHo, aBoiHo-caano npoyysane ¢asa Il ¢ napanennm rpynu (HESTIA 3),

193 neauaTpuvHM nauMeHTH (Ha BB3PacT OT 2 20 noA 18 roaHHM) CbC CHPNOBHAHOKNETEUHA DonecT
ca PaHIOMM3MPAHHM 4 NoAyYaT WM nnauedo, uau TUKarpeaop B 7o3n oT 15 mg 50 45 mg ABa NBTH
OHEBHO B 3aBHCHMOCT OT TEJIECHOTO Teryio. THKarpenop BoAM A0 MeauaHa Ha TpomMOoLHTHATa
uHxuGuLMa 35% npean npuem Ha no3ara H 56% 2 yaca cnen npuem Ha Ao3aTa MpH CTALHOHAPHO

CBCTOHHHC,

BA300KITY3HBHUTE KPU3H.

EBporneiickaTa areHuMa No JekapcTBaTta 0cBod0XKaaBa 0T 3aJb/DKEHHUETO 33 NPeNocTa
PE3YATATHUTE OT NPOYUBAHHATA C peEPEHTHHUA JEKAPCTBEH NPOAYKT, ChbALPKAIL THKAPEOp BB .7 .
BCHYKM NOATPYNH Ha NEAMATPHUYHATA MOIYJIaLMA 33 OCTPH KOPOHapHH CHHAPOMH (O Yol aHAMHe3a - |
3a MUOKapAeH MHpapkT (MU) (Bx. Touka 4.2 3a MHGbOPMALMA OTHOCHO yrioTpeBa B neXyatpuata):-— ~ - ¢/
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5.2 MDapMaKOKHHETHYHH CBOHCTBA

TuKarpenop ¥Ma JuHeliHa GapMaKOKMHETHKA, 8 EKCTIO3ULIMHTE KbM THKArpeop U aKTUBHHA My
metabonut (AR-C124910XX) ca npubnusuTenHo NponopLUoHAIHY Ha J03aTa 20 1 260 mg.

AbcopOuns

A6copbuusaTa Ha THKArpenop e Gbp3a, ¢ MEAHaHa Ha tmax NpHOIM3MTENHO 1,5 Haca. [1peBpbluaneTo Ha
THKarpenop 8 OCHOBHUA uupkynupauy metaGonut AR-C124910XX (cbluo akTHBEH) € 6bp30, C

MEMaHa tmax MPHOMM3HTENHO 2,5 Yaca. Cries NnepopasiHO MPUNOKEHHE HA EAMHHUYHA 1033 THKAarpeiop
90 mg Ha rnaaHO NpH 3ApaBH AUUA, Crax € 529 ng/ml 1 AUC e 3 451 ng*/ml. CroTHoweHuaTa
metabonut/ocHoBHO BewecTBo ca 0,28 3a Chnax 1 0,42 32 AUC. GapMakoKHHETHKATA HA THKarpenop u
AR-C124910XX npy naumenTH c aHamHe3a 3a MH obukHoBeHO € noao0Ha Ha Ta3u B NOMYNAUMATA C
OKC. B13 0CHOBA Ha eiMH NOMyJalHOHEH GapMaKOKHHeTHH€eH aHann3 Ha rpoyusadeto PEGASUS
menuaHaTa Ha Cmax € 391 ng/ml u AUC e 3 801 ng*h/ml B CTAMOHAPHO CHCTOAHHE 33 THKArPESIOp

60 mg. 3a Tukarpenop 90 mg Cumax € 627 ng/ml u AUC e 6 255 ng*h/ml B cTaiHoHapHO CHCTOAHHE.

CpenHara a6comoTHa GHOHATMYHOCT Ha THKarpenop e u3uucneHa Ha 36%. [IpueMsT Ha Gorara Ha
Ma3HHHU XpaHa BOAK J0 noeHiasane ¢ 21% Ha AUC Ha TUKArpenop 1 10 NOHIKaBaHe C 22% Ha Cpax
HA aKTUBHHA My MeTabOoNMT, HO HE MOBMABA 110 HUKaKbB HaYHMH Cmax Ha THKarpenop uau AUC Ha
akTHBHHUA My MeTabonut. CMsiTa ce, He Te3H MAIKH NPOMEHH Ca C MUHUMAHO KITHHUYHO 3HAYCHHE,

NOpajX TOBA THKArpeJop MOXe Aa ce NpHeMa CbC Mnu 6e3 xpaHa. THkarpenop U aKTUBHUAT MY
metabonut ca cybcTpatu Ha P-gp.

THkarpenop BbB BH/ Ha CTPUTH TabETKH, CMECEHH C BOJA, NpUnarad NepopanHo HItK vpes
HA30raCTPAIHA COHAA B CTOMAaxa, UMa cpaBHUMa GHOHATMYHOCT ¢ UenTe TabAeTKY N0 OTHOLIEHHE Ha

AUC 1 Cmax Ha THKarpenop v aktusuua merabonut. HauanHa excnoauuusa (0,5 1 1 vac cnen

NPUIOKEHHE) OT CTPHTHTE TAGIETKH THKArpesiop, CMECEHH C BOAA, € MO-BUCOKA B CpaBHEHHE C LieSTUTE
TabneTxky, ¢ KaTo UAI0 MAEeHTHYEH Npod i Ha KOHUEHTpalus cnel ToBa (2 no 48 uaca).

PaznpeaeneHue
B crauMoHapho ¢heTosHHe 06eMbT Ha pasnpejeneHHe Ha THKarpenop € 87,3 autpa. Tukarpenop

AKTHBHUAT MY MeTabOoNKUT ce CBLP3BAT C HOBELIKUTE fIa3MEeHH [TPOTEUHH BbB BHCOKA CTEMNEH
(>99,0%).

b chopmains
CYP3 A4 e OCHOBHHUAT €H3HM, OTIOBOpPEH 32 MeTaboNH3upaHeTo Ha THUKAarpenop v obpasysane Ha
AKTHBHUA MYy MeTaOOJIHT, KATO TeXHMTE B3auMoaekcTBus ¢ Apyry cydctpaTtu Ha CYP3A Bapupar ot

aKTHBHpaHe 10 UHXHOUpaHe.

OcHoHuAT MeTabonut Ha THKarpenop € AR-C1249]10XX, KOUTO CBLIO € aKTHBEH, KOETO C€ OLUEHABA
upe3 in vitro cBbp3BaHu ¢ TpomObounTHus P2Y )y AJID-peuenTop. CHCTEMHATA EKCMO3HLNA Ha

akTHBHHA MeTabonuT e npubaunsurento 30-40% or ra3u Ha TUKarpenop.

EnMMUHYpaHe

OCHOBHHAT BT 38 eIMMHHUpPaHE Ha THKArpenop e upes yepHoapoOHa TpaHchopmaums. I1pu
MpUIaraHe Ha paJiMOaKTHBHO MapKUPaH THKarpeop CpeaHoOTO Bb3CTAHOBABAHE HA paiHOAKTHBHOCTTA
e npubnusuTento 84% (57,8% Bue deueca, 26,5% B ypunara). KonuuecTBOTO Ha TUKArpenop 1
aKTHBHHA My MeTabONHT, KOUTO C€ OTKPUBAT B YpUHara, ca noj 1% ot npuerara gosa. BepositHo
OCHOBHHAT MbT Ha eJIMMUHKPAHE HA 8KTHBHHUA METAOONMT € 4Upe3 eKCKpeluua B xuibykata. CpeqHUaT
ti2 Ha THKarpenop e npubnusuTenHo 7 yaca, a Ha aKkTUBHUA My MeTaboauT — 8,5 uaca., o

CneyyanHy nonynaumum

Cmapuecka ev3pacm MO
[To-BHCOKM €KCNO3ULIMK Ha THKarpesiop (npubnu3urento 25% v 3a Cmax ¥ 38 AUC) H Ha 8k My )
meTa6onut npy naumenTn ¢ OKC B crapuecka Bb3pact (275 roaunu) B cpaHeHue ¢ no-Moaan, .+ . 7
naLMeHTH ca Ha6MoAaBaHH NPY MOMYIALMOHHUS BAPMAKOKMHETHUEH aHanu3. Tesu pajnukn e e~ > i/
CMATAT 38 KIIHHUYHO 3HAUMMHU (B3XK. TOUKA 4.2). NS
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IleQuampuyna nonynayun

Hanu4HK ca OrpaHHYEHH AAHHH MPH AEL@ CbC ChPMOBUAHOKIETEYHE OOAECT (BXK. TOUKH 4.2 n 5.1).

B npoyusanero HESTIA 3 npu naumeHTH Ha Bb3pacT oT 2 A0 noA 18 roaunu ¢ Tero >12 no <24 kg,
>24 po <48 kg u >48 kg, e npunaraH THKarpenop KaTo neaMaTpyyHy AHCneprupaiy ce TabneTkH

15 mg B 103u cLoTBeTHO 15, 30 M 45 mg nBa NbTH AHeBHO. B3 ocHOBA Ha NONYyNAlIHOHEH
hapmakokuHeTHueH aHanu3 cpeaata AUC sapupa ot 1 095 ng*h/ml no 1 458 ng*h/ml, a cpeanara
Cmax Baprpa oT 143 ng/ml 1o 206 ng/ml npu craunoHapHO CbCTOSHHE.

Ion
B cpaBHEHHE C MBXKE, NPH XKEHU ca HAabNIO1aBaHH NO-BUCOKHK €KCIO3ULUKMM HA TUKArpesiop U Ha

aKTUBHHA My MeTabonuT. PasnukuTe He C€ CMATAT 38 KIHHUYHO 3HAUHMH,

bvbpeuno yapexcoane
B cpaBHeHHMe ¢ Xopa ¢ HopMatHa 6bOpeuHa GyHKLMA, NPU NALKUEHTH C TEXKO ObOpeyHo yBpexaaHe

(kpeaTHHHHOB KAKpBHC <30 ml/min) eKcno3uLMATa HA TUKATPENOP € M0-HHCKA C NPHOANIHTENHO
20%, a eKCIIO3ULIMATA HA AKTUBHHWA MeTabosuT e no-Brcoka npubansurenHo cue 17%.

[1pn naumenTH ¢ TepMUHAIEH cTaguit Ha 6b6peuno 3abonspane Ha xemoananusa AUC U Cpax Ha
Tukarpenop 90 mg npunarad B aex 6e3 quanusa ca ¢ 38% u 51% no-BHCOKH B CpaBHEHHE C XOpa ¢
HopMasiHa 6b6pedna dyHKuwms. [lofo6HO MOBULIECHYE B EXCIO3ULUATA Ce Habnioasa, KOraTo
THKArpesiop ce npuiara HemoCpeaCTBEHO Npeau Anann3arta (CboTBeTHO 49% U 61%), KoeTo nokasaa,
THKArpesiop He ce auanu3upa. Excnosznumsra Ha akTHBHUA MeTabOJIMT Ce NOBMLLIABA B O-MAJIKa
creneH (AUC 13-14% # Cnax 17-36%). EdexTbT Ha nHxubupaHe Ha TpoMOOLMTHATA arperauuns
(UTA) e He3aBHCHM OT AMANHN3aTa NPH MALMEHTH C TEPMHHIIEH cTanuit Ha 6pOpeuno 3abonssane 1 e
noaobeH npu xopa ¢ HopManHa 6b0peuHa gpyHkuma {(BXK. ToUKa 4.2),

Hepruoopobuo yepexcoare
B cpaBHeHHE CbC 3ApaBH JOOPOBOJILH, NPH MALUEHTH C JIEKO YepHOAPOOHO yBpexaaHe Cuax B AUC

Ha THKArpenop ca no-BUCOKH ¢boTBeTHO € 12% 1 23%, obaue UTA edekTsT Ha THKArpenop e
noaoSeH B asete rpynu. He e Heo6xoauMo Kopurupase Ha 103ata rpH MauxuesTH C JIEKO
uepHOApoOHO yBpexcaaHe. [Ip naudeHTH ¢ YMEPEHO UAY TEXKKO NOBHILIEHHE HA €lHH WIH MOBE4e
yepHOAPOOHH PYHKLIMOHAIHM NOKA3aTEM Ha UIXOAHO HUBO, NMNa3MEHUTE KOHLUEHTPALHY Ha
THKArpenop ca 06MKHOBEHO NMOAOOHH WK MAXO NO-BUCOKM B CpaBHEHHE ¢ NaUMEHTHTE 0€3 H3XOAHH
HUBO, MJIA3MEHHUTE KOHUEHTPALIMK Ha THKArpeaop ca 0OMKHOBEHO NONOOHM WM MAJIKO MO-BHCOKH B
cpaBHeHHe ¢ nauuedTnTe 63 H3xoaHo nosuuieHue. He ce npenopbuBa KOpUrHpaHe Ha 403aTa NPH
nalxeHTH ¢ yMepeHo uepHoApobHO yBpexaane (BxX. TOUKH 4.2 U 4.4),

Emnuvecka npunaonescrocm

B cpaBHeHK€ ¢ NALMEHTHTE OT EBPONEHAHATa paca, MaLKeHTHTE OT A3HATCKM NPOU3X0J UMAT Mo-
BUCOKA ¢ 39% cpeara GuOHANMYHOCT. B cpaBHEHHE ¢ NALMEHTHTE OT €BPONEUAHATa paca, Itpu
camMoonpe/ieNALLMTE Ce KATO YEPHOKOXXH NaLKHeHTH, OHOHAIMYHOCTTA HA THKArpesop € No-HUCKa ¢
18%, B KIMHUYHO-DAPMAKOIOrMYHHU NPOYUBAHHA eKCno3ULHATA (Crax U AUC) Ha THKarpenop npu
ANOHLK € no-Brucoka ¢ npubnusurenno 40% (20% cnen kopekums cnpsamo TEAECHOTO TErO),
OTKOJIKOTO IIPH XOpa OT eBpolNeuaHaTa paca. EKCno3uunsaTa NpH NaLUKMeHTH, KOHTO C€ CaAMOONPEeaC/IAT
KaTO MCIIAaHO WM JIAaTHHO THN, € NogoOHa HA Ta3u NPH NaLMEHTHTE OT EBpONEKAHATA paca,

3.3 Ilpeaknnuuvan AaHHH 38 Oe30nMaCHOCT

[IpeAKNHHUYHY JAHHHN 38 THKArpeaop U OCHOBRUA My MeTa00IMT HE NOKAa3BaT HENPHEMITHB PHCK 38
pa3BMTHE Ha HEMXeJIaHW peaKuuy Npy Xopa Ha 6a3ara Ha KOHBEHLIMOHATHHTE (papMaKoNof) TETTRRSUNRN

MrCHOTOKCHUYCH NOTCHLIHAN,

I1pH HAKOJKO XXKHMBOTHHCKHM BYAA € HabnoaaBaHO CTOMAIIHO-YPEBHO APa3HEHE MpH
3HAYMMM HUBA Ha ekcriozuuus (Bx. Touka 4.8).
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[TpK EHCKM IUTbXOBE, TUKArPEIOp BbB BHCOKH JO3M JEMOHCTPHPA NOBHUUIEHA HYECTOTA HA TYMOPH Ha
maTkaTa (aJeHOKApLMHOMM) M MOBUILIEHA YeCTOTa HA A1EHOM Ha YepHHUs Apod. MexaHu3MbT 32 nossa
Ha TYMODH Ha MATKaTa BEPOATHO € XOPMOHaIeH auchananc, KONTO MOXe Ja 0BE/e /10 MOABA Ha
TYMOpPH NpPH fUTBX0BE. MeXaHH3IMBT 33 OABa Ha YepHOAPOOHH aA€HOMH BEPOATHO € cneuMpuyHa 3a
rpu3auMTe eH3MMHA HHAYKLMKA B yepHHs ApoO. [Topanu ToBa c€ CUKTA, HE € MATKO BEPOATHO

KapuUHHOTEHHHUTE HAXOJAKH 4 UMat 3HAYSHHE 34 XOpaTad.

ITpx nabXxose, ca HabMoaaBaHK MUHHMAIKY aHOMATHA HA Pa3sBATHETO NPH 033, TOKCHYHa 34
maltkara (rpaHMua Ha 6ezomacHocT 5.1). [Tpu 3aiiuu ce Habmoaasa nexo 3abapsne Ha YePHOAPOOHOTO
Cb3pABAHE M CKEJIETHOTO pa3BuTHe Ha deTycHTe Npy Maiiku Ha BUCOKa 103a Ge3 na ce Habmonasa

TOKCHYHOCT 3a MaitkaTa (rpaHxLia Ha f6esonacHocT 4.5).

[TpoyuBaHHA NpPH IUTHXOBE H 3aiiLIM NOKA3BAT PENPOAYKTHBHA TOKCHYHOCT C JIEKO NOHH)KABAHE HA
HaAdBaHE Ha TEr10 MPH Maitkara ¥ HaManeHa HEeOHATATHA XKHU3HEHOCTIOCOOHOCT H Tero npH
PAKIAHETO, ChC 3abaBaHe Ha pactexa. Tukarpenop BoAM A0 HEPeIOBEH UIMKBI (OCHOBHO YAB/DKEH
LWHKBIT) TIPY JKEHCKH TBXOBE, HO HE MoBusiBa o6LHA PEPTUINTET NPH MBKKH M XKEHCKH TLUIBXOBE,
(dapMaKOKWHETHYHH MPOYYBAHHUA C PAJHOAKTHBHO MAPKUPaH TUKArpesop MOKa3BaT, Y€ OCHOBHOTO
BEIlIECTBO U HeroBUTe MeTab0MMTH CE EKCKPETHPAT B MIAKOTO MNP IUTLXO0BE (BXK. TO4KA 4.6).

6. GAPMAIEBTHYHHU JAHHH

6.1 CnMcbLK HA NOMOIIIHUTE BElllecTBA

CbpueBHHA Ha TabsieTkara
Maunwron (E421)

Kanuues xunporendocoar nuxugpar (E341)
HaTpueB HULIIECTEH MTHKOMNAT

Xunpomenosa

Marnesuen creapar (E470b)

Qﬁgnnxa Ha Tﬂ@!ﬂ[ﬁlg

Xunpomenosa

Twranos amokcun (E171)
Makporon

Xenesen okcug, xuar (E172)
Tank (E553b)

6.2 HecbBMeCTHMOCTH
Henpunoxumo.

6.3 Cpox Ha roaHocT

3 rOAHUHH.

6.4 Choeunansy ycJI0BHS HA ChbXpaHEHHE

Toau nekapcTBEH NPOOYKT HE U3HCKBA CIICLIMANTHK YCOBHS 32 ChXpaHEHHUE. T T
S inA g 2N
R St L PN

6.5 BuaHchbaAbpKAHHE HA ONAKOBKATA S 7

R . Tath, ;}‘.ﬂ
LS e LIS \
P N AL N .

Kapronena xytua, cuaspxkaia npospaueH 6aucrep or PVC-PVDC/Al ¢ 14 dunmupan {rgﬁJ{mu‘.‘:, NN Nt

.

U,

OnakoBkH OT 56 punmMupaHu TabneTku.
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6.6 Chnennansn npeAnasHU MEPKH HIXBbPAsHE

Hensnon3saHUAT NEKAPCTBEH MPOAYKT WK OTNaABYHHTE METEPHAIH OT HEro TpabBa Ja ce H3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE M3UCKBAHMUAL.

7. NMPUTEXATEJ HA PAZPEIIEHHUETO 3A YIIOTPEBA
Egis Pharmaceuticals PLC

1106 Budapest, Kereszturi ut 30-38,
Yurapus

8. HOMEP(A) HA PAPEIIEHHETO 3A YIIOTPEBA

[Inaterpa 90 mg punmupanu Tabnerku: Per. Ne: 20220131

9, JIATA HA ITBPBO PA3PENIABAHE/NTIOJHOBSBAHE HA PASPEIIEHMETO 3A
YIIOTPEBA

Jara Ha mepeo pazpewanane: 27.04.2022 r.
JlaTta Ha nocsieqHO NOAHOBABAHE:!

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
KOun, 2026 r.

25




