1.

HUME HA JIEKAPCTBEHMUS ITPOAYKT

KOI'ABAHT 60 mg ¢punmupanu tabnerku

KOGAVANT 60 mg film-coated tablets

2.

Besika puimupana Tabnerka chabpxka 60 mg tukarpesiop (ticagrelor).

KAYECTBEH U KOJIMMECTBEH CHCTAB

[lomouHO(M) BelecTBo(a) ¢ H3BECTHO JIEHCTBUE
To3u nekapcTBeH NMpoAyKT Chabpxka no-mManko ot | mmol Harpuii (23 mg) Ha tabierka, T.e. MOXe /1a ce
Kaxke, 4e IPAKTHYECKH HE Ch/IbPIKAa HATPUMA.

3a MbJIHUA CITMCHK HA NMOMOLIHUATE BEIIECTBA BUXKTE TOUuKa 6. 1.

3.

JJEKAPCTBEHA ®OPMA

(MDunmupana tabnerka (tabnerka)

PPV

65390

0 8 -07- 2025

Kpbriiu, ABOWHOU3ITbKHAJIM, pO30BH TabJIeTKH, C IMaMeThp 0KoJ10 8 mm, BaabLOHATO pesnedHo

obo3Hayenue ,,D4” ot eaHara cTpaHa M rJ1aJIKM OT Jpyrara.

4.

4.1

KJOMAHUYHHU JAHHHA

TepaneBTHYHH NOKa3aHHUSA

KOI'ABAHT, npunoxen eaHoBpemerHo ¢ auetuwicannuunona kucesuna (ACK), e nokasan 3a
[pe/irna3sBaHe OT aTepoTPOMOOTHYHH HHLUIM/IEHTH MPH Bb3PACTHHU MALMEHTH C

4.2

OCThp KOpoHapeH cuHapoM (OKC) uau

aHamHe3a 3a MHOKap/ieH uH(papkT (MH) u BUCOK puck OT pazBuTHE Ha aTEPOTPOMOOTHYHO CHLOUTHE

(Bxk. Touku 4.2 u 5.1).

JI03HpPOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

[TaunenTture, npuemaiitn KOI'ABAHT, Tps6Ba cbuio Taka /1a npuemMaTt HMCKA MoUIbprKallla 103a o1

75-150 mg ACK aHeBHO, OCBEH aKO TOBa € M3PHUYHO MPOTHUBOINOKA3aHO.

Ocmpu koponapHu cuHopomu

Jleuenuero ¢ KOI'ABAHT TpsabBa na 3anousa ¢ eaHokpaTHa HaToBapBsaiia a03a ot 180 mg (ase

Tabsietkn ot 90 mg), ciien koeto ce npoab/kana ¢ j103a 90 mg aBa nbTH aHeBHO. [Ipenopbusa ce
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neueHnero ¢ KOCABAHT 90 mg ara nvtu aHerHO aa npoanmku 12 meceua npu naumentu ¢ QKC,
OCBEH aKO HAMA KIIMHUUYHH MOKa3aHUA 3a NPEKLCBAHE Ha NMpHeMa (BX. Toyka 5.1).

Moxe na ce obmucnn npeycraHopsBane Ha ASA cnea 3 Meceua npu nauueHTH ¢ OKC, kouTo ca
NPEeTHPNEIH NEPKYTaHHA KOpoHapHa HHTepBeHUus (PCI) u uMat nosuireH puck ot kbpeeHe. B To3u
CJTy4aH NMPHEMBT HA THKArpesiop, Kato €IHHUYHA AHTHArPEraHTHA TEPANHKA, TPAOBA A NPOALIKH

9 meceua (Bx. Touka 4.4).

Anamuesa 3a muoxapoen ungapxm

KOI'ABAHT 60 mg apa nbTe AHEBHO € NPENOPHUHTENHATA 1038, KOTaTO € HEOOXOANMO YIBIKEHO
neyeHHe Ha MalHEeHTH ¢ aHamHe3a 32 MU oT noHe eaHa roaguHa U BUCOK PHCK OT aTepOTPOMOOTHYHO
cuOuTHe (XK. Touka 5.1). Jleuenuero Moxe aa 6bae 3anounarto 6e3 npexbeBaHe, KaTo NPOABL/DKABALLA
TEpANUA Clie/l HA4anHOTO JieueHHe oT €aHa roauHa ¢ KOCABAHT 90 mg unu Tepanus ¢ Apyr aaeHo3uH
augocdar (AJIP) peuentoper nuxuburop npyn nauneHtr ¢ OKC v BHCOK pHck oT aTepoTpoMBOTHUHO
cbvbuTHe. JleyeHueTo moxe na 6bae 3ano0UYHATO CHLIO H 10 2 roauHK oT MU wau 1o enHa roauHa cnen
cnupaHe Ha npeawecTeanioro neveHue ¢ AJld-peuenropen nuxuburop. UMa orpaHHyeHn JaHHH 32
e(pHKacCHOCTTa H 6€30NacHOCTTa Ha YIb/DKEHO JIEYEHHE C THKArpesop Hal 3 roAHHH.

AKO ¢ HeofOxonrMa CMAHa Ha TepanusTa, mbpeata go3a KOCABAHT Tpsa6sa na 6bae npuiaoxkeHa 24 yaca
CJIEX MOC/IeAHAaTa 1038 Ha APYTroTO aHTUTPOMOOTHYHO NIEKAPCTBO.

IIponycuama doza

Couto Taka Tpsabsa na ce u3dsraa npomyckaneto Ha Tabnerka, [lauueHT, ko#To € nponycHan aa npueme
no3ata ci KOABAHT, 1pafea aa npueme camo eana tabnerka (cneasawuara cu 03a) B 4aca, B KOHTO
obuuaiHo 1 npHema.

Cneyuannu nonyaayuu
Cmapuecka sv3pacm

I[Tpu nauMeHTy B CTapyecKa BB3PACT HE Ce Haara KOpeKLiMg Ha Ao3ata (BxX. TOuka 5.2).

Bvbpeuno yspeosicoane
[1pu nauuenT ¢ 6BOpeuHO yBpexkaaHe He € HeobXoanMa KOPEKUHA Ha no3ara (BXK. Touka 5.2).

Heprodpobro yspexcoane

THkarpenop He € Mpoy4YBaH NPH MALMEHTH C TEXKKO HEPHOAPOOHO yBpexaaHe H MOpaau Tosa, ynorpebara
MY OT Te€3M MaLHEHTH € NMPOTHBONOKa3aHa (Bx. Touka 4.3). UmMa camo orpaHHyeHa HHdopmauua npu
MalHEHTH C YMEPEHO YepHoapobHo yBpexaane. KopurupaHe Ha no3ata He ce Mpenopbusa, HO
TUKarpesop Tpabsa Ja ce W3MoI3Ba C NOBUILEHO BHUMaHUE (BX. TOUKH 4.4 u 5.2). [Ipu naumeHTH ¢ neko
4YEpPHOIPOOHO yBpexaAaHe He € HeoOXxoMMMa KOpeKLIMA Ha 103aTa {BK. TO4Ka 5.2).

Heouampuuna nonyrayus
be3onacHOCTTa M €PHKACHOCTTA HA TUKATPEOP NMPU [ella Ha BL3pacT noA 18 roxuHu He € ycTaHoBeHa.

Hama cwroTBeTHa ynorpeda Ha THKarpenop npy Aela che ChbPNOBHAHOKIETbYHA D0AECT (BK. TOUKH 5.1 U
5.2).

HauuHd Ha npuioxeHue




3a nepopanHo MPUIOKEHHE.

KOI'ABAHT moxe 1a ce npueMa cbe uin 6e3 xpaHa.

[1pn nauMeHTHTE, KOUTO HE MOTaT Aa nperabluat uanauenu) tabnerka(u), Tabaerkure Morar aa 6baar
CTPHTH Ha (PHH MpaX, /1a €€ CMECAT C MNOJIOBHH Yailla BOAA K Aa ce M3nuaT BeaHara. Yawara tpabea aa ce
H3IL1aKHe ¢ Ollie MOJIOBHH 4alla BoAa H ChAbPKHMOTO Jia e u3nde. CMecTa MOXe [1a Ce NpWiara ChIluo U
ype3 Ha3o-racTpanHa conna (CH8 wiu no-ronama). BaxkHo € Ha3o-racTpanHaTa COHJIa 1a Ce IPOMHE ¢
BOJA CJIEd [IPUIOKEHHETO HA CMECTA.

4.3 TlporrBonokaszaHus

. CBpBbXUYBCTBHTENHOCT KbM AKTHBHOTO BELIECTBO HJIH KbM HAKOE OT TOMOUIHMTE BElecTBa,
H3OpoeHu B Touka 6.1 (BXk. TouKa 4.8).

v AKTUBHO NATOJIOTHYHO KbPBEHE.

’ AHaMmHe3a 3a UHTpaKpaHHaHa xeMmoparus (Bx. Touka 4.8).

. Texko uepHoapo6HO yBpexkaaHe (Bx. Toukd 4.2, 4.4 1 5.2).

. ChBMECTHOTO NPUWIOKEHHE Ha THKAIpenop ¢ MoliHu HHXHOuTOpH Ha CYP3A4 (Hanp.

KETOKOHA30/, KITapUTPOMHLIMH, HE(DA30A0H, PHTOHABHP H &Ta3aHABHP), ThH KATO MOXE Aa JIOBEAE
A0 3HAYWTETHO MOBHLICHHAE HA EKCMO3ULMATA HA THKArpeaop (BX. Touka 4.5).

4.4. Cneunanns npeaynpexieHHs H NpeANa3HH MePKH tipu ynorpeda

Puck OT KbpaeHe

1IpH10XKEHHETO Ha THKArpenop Npu NauKMeHTH C U3BECTEH NMOBKIIIEH PHCK OT KbpBeHe TpabBa Ja ce

NPELIEHY CNPAMO MOJ13aTa N0 OTHOUIEHWE HA NPEANa3BaHETO OT aTEpOTPOMOOTHYHKM MHUKAEHTH (BXK.

TOYKH 4.8 1 5.1). AKkO € KIHHHYHO MOKa3aH, TUKarpesnop TpabBa aa ce npiara ¢ rMoBHILIEHO BHHMaHHe

MPpHU CJACAHHUTE FPYNH NALUEHTH:

. IlauneHTHTE CBC CKTOHHOCT KbM KbpBEHE (Hamp. NOpaju CKOPOLIHA TPaBMa, onepaLms,
HapyUIEHHA B KPbBOCHCHPBAHETO, AKTHBEH WJIH CKOPOLEH CTOMALIHO-YPEBEH KPbBOMIIIHB) HITH
Te3H KOWTO Ca C MOBUILEH PUCK OT TpaBma. [IpHIokKeHHETO HA THKArpenop € NPOTHBONOKA3aHO NPH
MaLMEHTH C AKTUBHO MATOJIOMHYHO KbPBEHE, NPH TaKUBa ¢ aHAMHE3a 3a HHTPaKpaHHATHA
XEMOPArHs H IPH NALMEHTH C TEXKKO 4epHOAPODHO yBpexaaHe (BXK. Touka 4.3).

. [TauneHTH, npHeMalyn eJHOBPEMEHHO IEKAPCTBEHH NIPOAYKTH, KOUTO MOTaT Ja MOBHLIAT PHCKA OT
KbpPBEHE (Hanp. HECTEPOUAHH NMpoTHBOBB3Nanutenuu cpeacrsa (HCIBC), nepopanuu
AHTHKOAryAaHTH W/unu GpUOPHHONHTHLIM) B pAMKMTE Ha 24 yaca OT MpHEMa Ha THUKArpenop.

B ase panaomusupaHu KoHTponupaHH npoy4usaHua (TICO u TWILIGHT) npu nausentu ¢ OKC,
KouTo ca npemuHanu PCI npouesypa ¢ MeankaMeHT-U3AbYBALL CTEHT CE€ BHXKAA, Y€ MPEKBLCBAHETO HA
ASA cnen 3 Meceua nBoiiHa aHTHarperaHTHa Tepanus ¢ Tukarpenop u ASA (dual antiplatelet therapy
with ticagrelor and ASA, DAPT), u npoan/pkaBaHe ¢ THKarpenop, Karo eIMHKYHA aHTHAMPETaHTHA
Tepanus (single antiplatelet therapy, SAPT) 3a 9 u 12 Meceua, pecrieKTHBHO BOAM 0 HaMajsiBaHE Ha
pHCKa OT KbpBEHE H He € HabnonaBaHo NOBHILABAHE HA PHCKA OT CEPHO3HH HEKETAHH
cbpae4HocbA0BH chOuTus (MACE) B cpaBHenme ¢ npoawnkaBaHe Ha DAPT. Pewtennero 3a
npeycTaHOBABaHE HA ASA cien 3 Mecelia U NPOAB/DKEHHE C THKArpenop, Kato eAHHHYHA
aHTHATPETaHTHA TEpanHs 3a 9 MeceLa MpH NalMeHTH C MOBULLIEH PHCK OT KbpBeHE, TpaOea f1a ce
OCHOBABa Ha KJIMHHYHA MPEUECHKA, KATO CE HMA MPENBUA PHCKLT OT KbPBEHE CIIPAMO PUCKA OT
TPOMOOTHUHM CHOUTHA {BXK. TOUYKa 4.2).




Tpancdysunsra Ha TpoMOoLHMTHA Maca He 00pblua aHTHTPOMOBOTHYHUA edeKT HA THKArpPeTOp NPH 3APABH
NOOPOBONLIM ¥ € MAJIKO BEPOSTHO [12 HMA KJMHHUHA 10133 NPH NAUMEHTH ¢ KbpeeHe, [Tonexe
€IHOBPEMEHHOTO NPHIOKEHHE HA THKArPEJIOp C AEIMONPECHH He CKbCABA BPEMETO Ha KbPBEHE,
BEPOATHO AE€3MONPECHH HAMA N1a Obae edHKaceH 3a OBNaAsBaHE Ha KPbBOMIIHB (BX. TOUKa 4.5).

AHTA(PUOPHHONMTHYHOTO NeueHre (AMHHOKANPOHOBA WIIH TPAHEKCAMOBA KHCEIHHA) WHIIK TepanusTa ¢
pekombuHaHTeH dakrop Vila morar aa yckopsaTt kpreockcupBaHeTo. [IpuemMbT HAa THKArpenop Moxe aa ce
Bb300DHOBH clie] KATO NPUYHHATA 38 KbPBEHETO € OTKPUTA U TO € OBJAASHO.

Onepauuu

MNauuenture Tpabea na 6saaT NocLBETBaHH A2 HHGOPMHUPAT NEKAPHTE H CTOMATOJIOINTE CH, Y€ NMPHEMAT
TUKArpeJiop, Nped Ja MM ObJe Ha3HaYeHa HAKAKBA XMPYPrHUHA HHTEPBEHIUS U NPEAM Aa 3anoyHaT 44
NIPHEMAT HOB JIEKAPCTBEH MPOAYKT.

[Ipu nauueHTHTe OT npoyusaHeTo PLATO ¢ HanpaseH kopoHapHo-apTepHaneH Gaiinac (KAB), npw
THKarpesop ce Hab/moaaBa noBeUe KbpPBEHE OTKOJIKOTO NP KIOMUIOrPen, KOraTo € CrpAH | aeH npeau
OnepauM, HO CXOAHA YECTOTa Ha 3HAUHTENHO KbPBEHE, B CPABHEHHE € KJIONTMAOTPE, chea cuMpaHe Ha
JIEYCHHETO 2 WIH NMOBEYE AHU NpeaHn onepauus (BX. Touka 4.8). AKO NAUMEHTHLT NOANEIKH Ha U1AHOBA
OfiepalMa W aHTHArPEraHTHUAT e(eKT € HeXeslaH, THKarpenop Tpsbsa ia ce cnpe 5 AHu npenu
XHPYpPru4HaTa HHTepBeHLMA (BX. TOYKA 5.1).

[TauneHTH ¢ OpeAwecTBalll HCXEMHUYEH HHCYIIT
[Maunentd ¢ OKC ¢ npeamecTsaill HCXEMHHEH MHCYIT MOTaT Aa 6bAaT JIEKYBaHH C THKAIPE/IOp B
npoAb/KeHHe Hak-mHoro o 12 meceua (npoyusane PLATO).

B PEGASUS nauuenTH ¢ aHamHe3a 3a MU ¢ npenwecTsau HoxeMH4YEH WHCYNT He Ca BKIIOYBAHH.
[Topaau roea, npu nTHNca Ha JaHHHK, JJEHEHHE TIOBEUE OT €HA rOAHHA HE CE NPENOPLYBA NPH TE3H
MaLUueHTH.

YepHoapobHo yBpexaaHe

Ynorpebata Ha THKArpeop € NpoTHBOTMOKa3aHa NMpH NALMEHTH ¢ TEXKO 4epHOAPOGHO yBpekaaHe (BK.
TOukH 4.2 1 4.3). ma orpaHHuEH OMMT ¢ THKATPEJIOP MPH NAUHEHTH C YMEPEHO YEPHOAPOOHO
yBpeEXJaHe, nopaju TOBa MPH TE€3X NALHEHTH CE NMPENOPDYBA MOBULICHO BHUMAHHE (BXK. TOUKH 4.2 K 5.2).

PUCkOBM 3a pa3suTHe HA OpaguKapAns NALHEHTH

Xoatep EKI" MoHHTOpHpaHe noka3sa NOBHLIEHA YECTOTA NMPEJUMHO Ha ACHMNITOMHH BEHTPHKY/1apHH
flay34 NO BpeME Ha JICUEHHE ¢ THKArpenop B CpaBHEHHWE ¢ kaonuaorpei. [lauueHTHTE ¢ NOBUILIEH PHCK OT
pa3BMTHE Ha OpaauKapAua (Hamp. NALKMEHTH CbC CHHAPOM Ha 6ONHHS CHHYCOB Bb3en 6e3 nelicmeiiknp,
AV-6nox Il uau 11 crenen, unu Takuea cbe cBbp3aHM ¢ OpaauKapAUs CHHKOIH) €8 U3KIIOYEHH OT
OCHOBHHTE MpOY4BAHHA 34 OUCHKA Ha He30MacHOCTTa M ePHKACHOCTTa Ha THKarpesnop. CieaoBatesHo,
nopaan OrpaHU4YEHUs KIHHHYEH ONMT, THKArpesop TpAbsa fa ce W3Moa3ea C NOBUIIEHO BHHMAHHE TIPH
TE3H NALMEHTH (BXK. TouKa 5.1).

OcBeH TOBa, THKArpesiop TpabBa aa ce npuaara ¢ MOBHULIEHO BHHMAHHE €JHOBPEMEHHO C JIEKAPCTBEHH
NPOIYKTH, 32 KOMTO € U3BECTHO, Ye HHAYyuUpaT Opanuxkapaus. B npoyuBanero PLATO, obaue, He ce
Ha0MI0AaBaT 10KA3ATENCTRA 32 KIHHHYHO 3HAYUMH HEXENaHH PEAKLIMM ClIE]l EMHOBPEM




¢ €IMH WIH MOBeYe IEKAPCTBEHH NMPOAYKTH, 38 KOWTO € U3BECTHO, Y€ MHAYLUpAT Opaaukapaus (Hanp.
96% 6eta-bnokepH, 33% OnokepH Ha KanLMEeBUTE KAHAIH AWITHA3E€M H BepanaMuil, U 4% aurokcuH) (BX.
TO4YKa 4.5).

[To BpemMe Ha xonTepoeoTo noanpoyusaHe B PLATO, noBeye nauneHTH ca MMaNN BEHTPUKYIApHH Nay3u
>3 CeKyHAH C THKarpenop, OTKOJAKOTO € KNoNUMaorpen, no spemMe Ha octpara ¢aza Ha texHus OKC.
VBenn4eHHETO Ha YCTAHOBEHHTE C XOJITEP BEHTPHKYAAPHH NAy3H ¢ THKArpesnop € 6uio rno-BUCOKO NMpH
NalMEHTH C XPOHHYHA ChpaeuHa HegocTaTbyHocT (XCH), OTKOAKOTO B LSAIOCTHATA H3C/IeABaHa
nomynaLus 1o speme Ha octpara ¢gasa Ha OKC, HO He ¥ Ha MbPBUSA MECEL] Ha ACHYEHUETO C THKarpenop
WJIH B CpaBHEHKE ¢ K10NKAoTpe. B Taau nomnynauys nalyMeHTH HE € MMAIO HUKAKBH CTPAHUUHH
KAHHHYHHK MOC/ICACTBUA, CBBP3aHU ¢ TO3W Ancbananc (BKIKOYUTETHO CHHKOM WK MTOCTaBAHE Ha
nedcmeiikbp) (Bxk. TOuka 5.1).

B nocTMapkeTHHrOBHS NEPHOA NPH MALUEHTH, NIPHEMALLH THKArpenop, c€ ¢bobluasa 3a cbOUTHA Ha
6paanaputmua u AV-6nok (Bx. Touka 4.8), npeaumuo npu nauueHTn ¢ OKC, npu kouTo chpaeyHaTa
MCXEMMS M ChITbTCTBALLC MTPHWIAraHUTE JIEKAPCTBA, KOUTO HAMA/IABAT Chp/€UHATA YECTOTa WM 3aCAraT
CbpAe4HaTa [IPOBOAUMOCT CE ABABAT NOTEHLUWAIHHK cMyluaBaiu GaxTopu. KnHHUYHOTO ChCTOSHHE HA
MaLUEHTA U ChbTBTCTRALLO NpHIaraluTe jiekapeTaa Tpabsa na 6baaT pa3srnekaaHu KaTo NOTEHLMATHH
MPUYHHH 33 T€3W CHCTOAHHUA, TIPEAU Aa C& KOPUTHUPA JIEYEHUETO.

,ﬂuc [MTHCH

JucnuHes ce cbobiaBa NpH NauMeHTHTE, JEKyBaHH C TUKarpenop. Jucnuesta oOMKHOBEHO € JIEKa 10
YMEDPEHA M0 MHTEH3HUTET M YeCTO OT3BYuaBa 6e3 HeoOXOAMMOCT OT nNpeKkbeBaHe Ha jevenuneTto. [pu
NaUMEHTHTE ¢ acTMa/xpoHruHa obcTpykTuBHa BenoapobHa 6onect (XOBB) Moxe aa uma noBuiLieH
abcomoTeH pUCK OT Bb3HHKBAHE Ha AMCIIHES ¢ THKarpenaop. Tukarpenop TpabBa fa ¢e W3Mno/3Ba ¢
MOBHIIEHO BHUMAHHUE NPH NaLMEHTH ¢ aHaMHe3a 3a actMa Wi XOBb. MexaHu3MbT BCe OLLe He €
H3ACHEH. AKO NaUMEHTHT CHOOLLH 33 HOBOBB3HHKHAIA, MPOAB/KHTEIHA WK BJIOUICHA AUCHIHESA, TOBA
TpaGBa na ce u3cneaBa UAJIOCTHO H aKO RE C€ TOJIEpHpa, JICeHEHHETO ¢ THKarpenop Tpabaa aa ce cnpe. 3a
AOMbJIHHTE/HA HH(POPMALIHA BHXKTE TOUKa 4.8.

LleHTpa/Ha ChbHHA aNHes

B nocTtMapkeTHHrOBUA NEPHOL MPpY NAUKMEHTH, MPHEMALIM THKArpenop, ce crLodilaBa 3a LEHTPAIHA ChbHHA
anHes, BKIKOUMTENHO AuwaHe Ha Cheyne-Stokes. [Tpy cbMHeHHe 3a ueHTpanda ChbHHa anHes, Tpadbsa aa
ce OOMHCIIM JOMbJIHHTE/IHA KIIHHHYHA OLIEHKA.

[losHinaBaHe Ha KpeaTHHHHE

HuBata Ha kpeaTHHHHA MOTAT 1a Ce NOBMLUAT MO BPEME HA JIEYCHHETO C THKarpeaop. MexaHu3mMbT Bece
olue He € u3acHeH. brbpeunara pyHxuns Tpabea na ce npopepABa CHLrAACHO CTAHAAPTHATA MEIULIMHCKA
npaktuka. [1pu naumentu ¢ OKC ce npenopbuBa cbL10 Aa ce npoepH 6nOpeunaTa GyHKUNS €IHH MeceL]
C/C 3a0UYBaHE Ha JICYEHHETO C TUKArpenop, Kato ce o0puiua 0coOEHO BHUMAHKE HA MALMEHTH

>75 ronMHM, NatMeHTy ¢ ymepeHa/Texxka 616peuna HeJOCTaTLYHOCT M TAKMBA, KOMTO NOJy4aBaT
CBHIIBTCTRALIA TEPAlNHA C aHFHOTEH3HH-peuenTopHd 6n1okepu (APD).

YBeanyapaHe HA MUMKOYHATA KHCEIHHA

XUNepypUKEMHA MOXKeE Ja Bb3HHKHE 10 BpEME Ha JieueHHe ¢ THKarpesop (Bx. Touka 4.8). Tpabea na ce
BHHMMaBa [PHU MaLXEHTH C AHAMHE3A 33 XHMEPYPHKEMHs HITH nojJarpo3eH aptput. Karo npeanasyia mapka




TpomboTruuHna TpoMbounTonennyna mypmypa (TTII)

TpomGoTHuna TpoMboumuToneruyiHa mypnypa (TTII) ce chobiuaBa MHOTO PSAKO MPH ynoTpeba Ha
THKarpenop. Xapakrepusupa ce ¢ TpoMbouMToneHns ¥ MUKPOAHTMONATHYHA XEMOJIMTHYHA AHEMMS,
CBbp3aHa C HEBPOJIOTHYHH HAXOJKH, Ob6peuHa ancdyHxums unu Bucoka remnepatypa. TTI1 e
MOTEHLHAJIHO NETATHO ChCTOAHHKE, H3UCKBALLO §bp30 JleUeHHe, BKITIOUHTENHO Mna3madepesa.

[TornusasaHe Ha TecToBeTe 38 TPOMOOLMTHA QYHKLUMA NIPH AHATHOCTHLIMPAHE HA XENAPHH-HHAYLMPaHA
TpoMbounTonerus ( XUT)

[1pu TecTta 3a xenapuH-HHAYUMpaHa aKkTHBaLMa Ha TpoMOouuTTe (XUTA), H3non3saH 3a
anarvoctTHurpade Ha XHUT, antu-Tpomboumren daxktop 4/xenapvH aHTHTENATa B CepyMa Ha NalHeHTa
aKTMBUPAT TPOMOOLUMTHTE HA 34paBH AOHOPH B MPHCHCTBHETO HA XEMAPHH.

danuneo oTpuuaTesiHi pesynTatu 3a XUT npu tect 3a TpoMOounTHa DYyHKLUMA (KOETO BKIIOYBA, HO
MOXKe la He ce orpaHu4aBa a0 TecT 3a XUTA) ce cpobiuasar npu nauMeHTH, NpHeEMaILK THKArpeop.
Tosa e cabp3aHo ¢ HxHOHpane Ha P2Y 12-peuenTopa BbpXy TPOMOOUMTHTE Ha 3APABHTE JOHOPH OT
THKarpeaop B cepyma/niasmara Ha nalueHTa npu recra. Mudopmauns 3a cumbTeTBaIA TEpanus ¢
THKArpe/op C€ M31CKBA, KOraTo Ce pa3uuTaT TecToBeTe 3a TpoMboumTHATa PyHKUMA NpH
auarHocTulupade Ha XHUT.

IIpu nauneHTH, KoHTO ca pa3suwin XHUT, CbOTHOLIEHHETO NMON3a-PHCK OT NPOABIKHTEIIHO JIEYECHHE C
THKArpenop TpaOBa Na ce OLEHH, KaTo Ce BleMaT NpeaABUa U NpoTpomBoTuuHus cratyc Ha XUT u
MOBHIICHUA PUCK OT KbPBEHE MPH CHITHbTCTBALLA TEPANKMA C AHTHKOArYJIaHT M THKArpesiop.

EQ! '

Ha 6a3a na nabnonasanata B PLATO epn3ka mexay noaaspxauata go3a ACK u oTHocHTe1HaTa
e(PHKACHOCT HA THKArpenop B CpaBHEHHE C KJIOMUAOTPEN, HE C& NPENOPbYBA €HOBPEMEHHOTO
MPUIOKEHHE HA THKArpeaop H BHcoka noaanpikaila ao3a ACK (>300 mg) (Bx. Touka 5.1).

PaHHO NpeycTaHOBABAHE

PaHHOTO cnipaHe Ha KOATO M [a € aHTHarperaHTHa Tepanus, sxiounTento u ¢ KOCABAHT, moxe na
AOBEJE AO MNOBHLLIABAHE HA PUCKA OT ChpaeyHO-cbaoBa (CC) cmbpT, MU mnH HHCYAT BeleACTBHE Ha
nouexkawoTo 3abonssane Ha nauventa. CregoBarenHo, Tpabea aa ce u3bsrea npexaeBpeMEHHO
CIUpaHe Ha TeparHAaTa.

[loMOLLHY BelecTBa
To3u nekapcTeeH NpOIYKT ChAbPXaA NO-Maniko OT 1| mmol Harpuii (23 mg) Ha Tabnerka, T.e. MOXeE Ia ce

Ka)Ke, Ye NPaKTUYECKH He ChaAbpAKa HATPHIA.
4.5. BiaumoaeicTBHE C APYIH JIEKAPCTBEHH OPOIYKTH H Apyre GopME Ha BiaamMoaeHcTBHE
Tukarpenop e npenu scnuko cyberpar Ha CYP3 A4 u cnab unxubutop Ha CYP3 A4, Tukarpenop e cbluo

cyocrpar Ha P-rinukonporenHa (P-gp) u cnab uuxuburop Ha P-gp n MOXe 1a NOBMILIK EKCTIO3HLMATA HA
cybcrpaTtu Ha P-gp.

EdekTy Ha exapcTBEHHM U APYrH MPOAYKTH BbPXY THKAMPENOP

Huxubumopu na CYP3A4




. Mownu unxubumopu na CYP3A4 — e1HOBPEMEHHOTO NPHIIOKEHHUE HA KETOKOHA30/ ¢ THKArpEnop
BOAM A0 NOBHIIABAHE HA Cmax U AUC Ha THKarpenop, ¢boTBeTHO 2,4 1bTH ¥ 7,3 MbTH. Cmax 1 AUC
Ha aKTUBHMS METAOO/IHT C€ MOHMKABAT, CHOTBETHO C 89% u 56%. Ouaksa ce H APYrH MOLLHK
unxuburopu Ha CYP3 A4 (k1apHTPOMHULIKH, HE}A3000H, PUTCHABHP M aTa3aHABHP) [a UMAT
CXOAHH edexTH, ¥ NOpadK Ta3K NPUYKHA, ChITLTCTBALLOTO NMpHIoKeHUe Ha MowHH CYP3A4
HHXHOHTOPH ¢ TUKArpeaop € NPOTHBOMOKA3HO (BX. ToYKa 4.3).

. Ymepenu unxubumopu na CYP3A4 — e1HOBPEMEHHOTO NPHIOKEHHE HA AUITHA3EM C THKArPEIOP
nosHilaBa Cnax Ha THKarpenop ¢ 69%, a AUC — a0 2,7 nbTH ¥ noHwkaBa Cimax HA aKTUBHUS
meTabosnuT ¢ 38%, nokato AUC ocrasa HenpoMeHeHa. THKarpeaop He 0ka3sa BIUAHHE BhPXY
[U1a3MeHaTa KOHUEHTpalHA Ha nuiaTHaleM. Quaksa ce apyrure yMepeHu HHXuOuTopu Ha CYP3A4
(Hamp. aMrpeHaBHp, anpenuTaHT, EPHTPOMHLIMH M (UIYKOHA301) 13 HMAT CXO/eH edeKT M ChLLO aa
MOTAT /1a Ce NpUaraT eIHOBPEMEHHO ¢ THKATPENOoP.

. Habnonasana € 2 meTi yBeMueHa €KCNO3HLIMA HA THKATPEIOP CAEA KOHCYMalMs Ha rojieMH
KOJIHYECTBa COK OT rpeitndpyTt aHeeHo (3x200 mli). Tasu cTeneH Ha NOBMILIEHA EKCMO3HLIHA HE ce
o4aksa Aa ObAc KIHHHMYHO 3HaYHMA 32 NMOBEYETO NALHEHTH.

Huoyxmopu na CYP3A

EAHOBPEMEHHOTO NMPHIOKEHHE Ha pUPEMITULIMH U THKArpeNop BoAu 10 NoHMxasaHe Ha Cpe M AUC Ha
THKAarpenop cboTBETHO CbC 73% K 86%. Cnax Ha akTHBHHA MeTabonuT He ce npomenst, a AUC ce
TOHUXABA CHOTBETHO € 46%. Ouaksa ce Apyrure nHaykTOopH H2 CYP3A (Hanp. GeHHTOHH,
kapbamasenuH ¥ GpenobapbuTan) ChLLO 1a NOHWKABAT EKCIO3WLIMATA Ha THKATPENOop.

EAHOBPEMEHHOTO MPUIOKEHHE HA TUKArpesiop ¢ MowWHK HHAYKTopu Ha CYP3A moxe oa noHuxwu
EKCMO3HLIHATA H €PUKACHOCTTA HA THKATPEJIOP, M MOPadM Ta3H NPHYHHA HE C€ HAChPYABA TAXHOTO
CBITHTCTBALLO MPWIOKEHHE C TUKAPENOpP.

Luxrocnopun (unxubumop na P-gp u CYP3A4)

ERHOBPEMEHHOTO NpHIOKEHHE HA LKKITOCTOPHH (600 mg) ¢ THKarpesop BoaM 10 NOBHILABAHE HA Cmax M
AUC Ha THKarpenop c6oTBeTHO 2,3 muTH H 2,8 mbTH. [Ipy HanuuKero Ha unknocnopu, AUC ua
aKTUBHHA MeTabonuT ce noBHwana ¢ 32%, a Cnax ce nonwxkasa ¢ 15%.

Hama nanuuiy 1aHHHM 332 eaHOBpeMeHHaTa ynoTpefa Ha THKArpe/iop ¢ APyrv aKTHBHH BELLECTBA, KOWTO
CBLIO Ca MOWHK HHXKOWTOPH Ha P-gp u ymepern nuxuburopu Ha CYP3A4 (Hanp. pepanammun,
XHHHAHMH), KOHTO CbIIO MOTaT 3 NOBHIIAT EKCTIO3MLMATA Ha THKArpenop. AKo KOMOHHaLIMATa HE MOXXe
na Obae nderHara, TAXHOTO €HOBPEMEHHO NMPHIOXKEHHE TPAOBA Aa CE H3BLPLUBA C NOBHLIEHO
BHHMAHHE.

[pyeu

KnuHuyHHuTe Npoyusasus 3a GapMakolorHiHH B3IaHMOACHCTBHA NOKA3IBAT, Y€ €HOBPEMEHHOTO
MPHJIOKEHHE Ha THKArpesiop ¢ xenapuH, eHokcanapvi v ACK wnn geamonpecuH He okaspat Bh3aciicTBHUe
BHPXY (apMaKOKHHETHKATa Ha THKAIPEJOp WK aKTHBHHA My MeTabonut, nnn Bupxy AJ1D-
MHAyUMpaHaTa TPOMOOLUMTHA arperanus, B CpaBHEHHE € THKArPEOp, PHIOKEH CAMOCTONTENHO. AKO €
KAHHHYHO NOKAa3aHO, JIeKAPCTBEHH NPOAYKTH, KOHTO U3MEHSAT XEMOCTalarta, Tpabsa na ce Hiron3ear ¢
MOBHILIEHO BHHMaHHE B KOMOHHALIHMA C THKArpenop.

Habmopnasauna e 3abapeHa 1 NOHIKEHA €KCNOIMLIASA HA NEPOPANHH WHXHOKUTOPH Ha P2Y |2, BRIIOMMTENHO
THKArpeiop U HErOBHA aKTUBEH METabonHuT npu nauenT ¢ OKC nexyBanu ¢ mopdun (35%

NOHKKABAHE HA EKCNO3MUMATA Ha THKarpenop). Tosa B3auMoaeicTBHE MOXKE [1a € CB w
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CTOMALLIHO-YPEBEH MOTHJINTET H AA C€ OTHACA 3a APYTH ONHOUAH. KIIMHHUHOTO 3HAYEeHHE € HEH3BECTHO,
HO aHHHUTE 10KA3BAT NOTEHLIHAN 3a HaMaleHa eHKACHOCT HA THKArPEIOpP NPH NMALHEHTH C
€IHOBPEMEHHO NPHIOKEHHE Ha THKarpeaop ¥ MopduH. [1pu naumentn ¢ OKC, npu kouto MOpOUHEBT He
MOXe Aa 6bae cnpsH B 6bp30T0 HHXHOMpaHe Ha P2Y ) € OT ChilECTBEHO 3HAUEHHE, MOXKE JIa ce OOMHUCIHU
ynotpeba Ha napeHTepaneH HHXUOUTOp Ha P2Y ).

EdexTH Ha TMKAarpeJop BbPXY APYIH J1€KAPCTBEHH NPOAYKTH

Jlexapcmeernu npodyxmu, koumo ce memaboauzupam om CYP3A4

¢ Cumeacmamun — eJHOBPEMEHHOTO NMPUNOKEHHE HA THKAIPEJIOP CHC CHMBACTAaTHH BOAM 1O
noBuiasaHe Ha Cmax K AUC Ha cUMBacTaTHH ¢HOTBETHO ¢ 81% u 56%, KAKTO M HA NOBHLLIABAHE HA
Cmax 1 AUC Ha cHMBacTaTHHOBATA KHCENHHA CHOTBETHO € 64% U 52%, KaTO B OTACIHY CIYUaH Ce
AOCTHra 2- 10 3-KpaTHO NOBHWAaBaHe. EQHOBpeMEHHOTO NPUIOKEHHE HA THKArPENIOp H
CHMBACTATHH B 1033, HaJBHILaBalla 40 mg AHEBHO, MOXE Aa JOBEAE A0 HEXKEJIAHH PeaKUdH Ha
CHMMBAcTaTHH ¥ TPAOBa 11a ce npeLieHH CNPAMO MOTeHUHANTHUTE Non3H. CHMBACTATHH HE 0Ka3Ba
BIIMAHHE BbPXY [L1a3MEHUTE KOHLIEHTPALWY Ha THKarpenop. THkarpenop Moxe 1a 0ka3Ba CXO/eH
edrekT BbpXy n10BacTaTHH. He ce npenopbuBa eAHOBpeMeHHaTa ynoTpeba Ha THKArpenop Che
CHMBACTAaTHH HJIM JIOBACTATHH B X03H, HaABHLuaBawu 40 mg.

. Amopsacmamun — €IHOBPEMEHHOTO NPHAOKEHHWE HA ATOPBACTATHH W THKArPENop BOAH A0
MoBHLIABAHE HA Crax H AUC Ha aTOpBacTaTHHOBATA KMCENHHA CLOTBETHO ¢ 23% u 36%. CxonHo
nosHuaBade Ha AUC H Crax € HabnronaBaHo npu BCHukK META0OMTH HA aTOPBACTATUHOBATA
KHCENHHa. Te3n NOBHUIEHH CTOUHOCTH HE €€ CHHTAT 33 KIIHHHYHO 3HAYUMH.

. He Moxe na ce n3kmoun nofobex edext M BbPXY ApYrH ctaTHHH, MeTabonusupanu ot CYP3A4.
[Taunenture B npoyusanerc PLATO, xouto ca nonyyaeany THKarpenop, ca npMeManH paxiHyHH
craTiHiW Oe3 crobpaxenue Mo oTHoLIEHHE Ha Ge3onacHOCTTa Ha cTaTHHa NpK 93% oT koxoprara Ha
PLATO, xosTO € npueMana T€3u JIEKAPCTBEHH MPOIYKTH.

Tukarpenop € cnab unxuburop Ha CYP3A4. EnHOBpeMEHHOTO NPUIOKEHHE HA THKAIPEIOP CbC
cyberpatu Ha CYP3A4 ¢ TeceH TepaneBTHYeH HHAEKC (HAMp. LW3ANMPH WK €ProaNKanonm) He ce
MPEenopbHBa, Thd KaTO THKArpe10p MOXKE Ja NOBHILIH €KCNIO3ULIMATA HA TE3M JICKAPCTBEHH MPOAYKTH.

P-gp cybcmpamu (xnouumento QU2OKCUH, YUKAOCROPUH)

E1HOBpEMEHHOTO NPUIIOKEHHE C TUKArpe/Iop BOAH A0 nopuiuasade Ha Crnax U AUC Ha JUTOKCHH
CBOTBETHO CbC 75% 1 28%. CpeaHHTE Hali-HHCKHU HUBA Ha AMIOKCHH Ce NMOBUILABAT ¢ 0Koo 30% nipH
€AHOBPEMEHHO NMPWIOKEHHE C THKArPeJiop, KaTo B HAKOM OTAEMNHU ClTy4ad Ce OTYMTAT MAKCHMYM
ABYKPAaTHH MOBHLIABAHHUA. B NnpucheTBHeTO HA ANTOKCHH Cnax U AUC Ha THKArpesiop M AKTHBHUS MY
MeTaboUT He ce noeiuasar. CeaosaTenHo, Np1 eNHOBPEMEHHO NPUIOKEHHE HA THKArpesop ¢ P-gp-
3aBHCHMH JIEKAPCTBEHH MPOIYKTH C MATBK TEpaNeBTHYEH HHAEKC KATO JMIOKCHH, CE

[penophYsa MoAXOAAL KNHHAYEH WK naboparopeH KOHTPOIL.

Tukarpenop He OKa3Ba BAMSAHUE BbPXY KOHLEHTPALMATA HA LHKIOCMOPHH B KpbBTa. EdekToT Ha
THKarpejop BepXxy Apyru cybcTparu Ha P-gp He € npoyuBaH.

Jlexapcmeenu npooykmu, koumo ce memaboauzupam om CYP2C9
EAHOBPEMEHHOTO MPUNOKEHHUE HA TUKArpenop ¢ ToadyTaMH He BOAM A0 NPOMSAHA HA [LTa3MEHMTE
KOHLEHTpaLM1HK, Ha KOHTO M 1a € OT JBaTa NPOAYKTa, KOETO NIPEAINonarad, 4e THKarpeno




Ha CYP2C9 n e manko seposTHo aa nosnussa meauupaud ot CYP2C9 metabonuabM Ha J1eKapCTBEHH
NPOAYKTH KaTo BapdapuH H ToNOyTaMua.

Pozyeacmamun
Tukarpenop moxe Aa nosnnse 6v0peyHaTa eKCKpeLUs Ha PO3YBACTATHH, YBETHYaBaiKu pUCKA OT

KyMy/HpaHe Ha po3yBacTaTHH. BbMpekH Ye TOUHHAT MEXAHU3bM HE € H3BECTEH, B HAKOH ClIyqau
€IHOBPEMEHHOTO NPUICKEHWE Ha THKArPEIOp K pO3yBACTATHH BOIM A0 HamanssaHe Ha ObOpeyHaTa
¢yHkumsz, noBHieHo HUBO Ha CPK U pabaomuonmaa.

Ilepopannu konmpayenmusu

EnHOBpeMEHHOTO NPUN0XKEHHE HA TUKATPENOP C JIEBOHOPreCTPEa U €THHHI €CTPAZHON BOH 0
NMOBHLIABAHE HA EKCITO3HL{HATA KbM ETHHHJI €CTpaauon ¢ npubnuzurenHo 20%, HO He MOB/UABA
hapMaKOKMHETHKATA Ha eBOHOPrecTpe)l. [IpH eAHOBPEMEHHO NIPUIOKEHHE HA IEBOHOPTECTPEN U ETHHHIT
€CTPAAHOII C THKArpe/iop HE C€ OYakBa KIHHHYHO 3HAYUM €(EKT BbpXy €(HKACHOCTTA HAa NEepOPaAIHHA
KOHTPALETTHB.,

Jlexapcmeaenu npodyxmu, 3a xoumo e uzgecmuno, ue undyyupam 6paduxapous

Itopaau HabniogapaHe Ha NPEAMMHO ACHMITTOMHIN BEHTPHKYJIAPHH Nay3W W Opasnkapius ce H3INCKBa
MOBHIUCHO BHHMAHHE, KOraTo THKArpeiop Ce NPUIara €JHOBPEMEHHO C JIEKAPCTBEHH NPOLYKTH, 38 KOHTO
€ M3BECTHO, Y€ HHAYLUMpaT Dpaankapaus (BxK. Touka 4.4). B npoyysanero PLATQ, o6aue, He ce
HaOnlofiaBaT AOKA3aTE/ICTBA 33 KIIHHHYHO 3HAYHMH HEXETAHH PEaKLMH CIIE] EAHOBPEMEHHO NPUIOKEHHE
C €AHH WIH NIOBEUC JIEKAPCTBEHH MPOAYKTH, 38 KOMTO € H3BECTHO, He MHAYUUpAT Gpaaukapans (Hanp.
96% Gera-6n0kepH, 33% 610KepH Ha KaNLMEBUTE KAHANH JWITHA3EM H BEPANaMHI, H 4% JHrOKCHH).

Lpyza cenvmcmeawia mepanus

B KIMHHUHMTE NPOYy4BAHUSA THKArPENop € npuiaraH exHoBpeMeHHo ¢ ACK, uuxubuTopH Ha npoToHHaTa
NOMIIa, CTATHHH, OeTa-610KkepH, UHXHOUTOPH HA AHrHOTEH3HH-KOHBepTHpalltsa eH3uM (ACE) u
aHruoreHsuH |1 peuentopHu 6nokepn, HeoOXxonUMH 38 NeUeHHe HA CHITLTCTBALIM 3a00NABAHMS 32 TbJIbI
NEPHON, 4 ChIIO U XETNAaPUH, HUCKOMOJIEKYJIEH XeNapuH ¥ HHTpaBeHO3HH HHXHOUTOPH Ha GplIb/ll]a 3a
KpaTko speme (BxK. Touka 5.1). He ca HaMuHKM naHHu 3a HabMoaBaHK KIMHHYHO 3HAYMMH HEXKENaHH
B3aHMOJEHCTBHA NPy yrnoTpeba Ha Te3H JIeKapCTBEHH NPOAYKTH.

EnHOBPEMEHHOTO NPWITOKEHHE HA THKArPEOp C XeNapHH, EHOKCHITAPHH WK AE3MONPECHH HAMA edexT
BbLPXY aKTHBUPAHOTO NapuManHo TpoMOomiacTHHOBO Bpeme (aPTT), akTHBMPaHOTO BpeMe Ha ChCHPBaHE
(ABC) nnu uscnenpanmnsTa Ha dakrop Xa. Bee nak, nopaau noreHumannute GapMakoaHHAMHYHHU
B3aMMOJCHCTBHUA, EAHOBPEMEHHOTO NPHIIOKEHHE Ha TUKATPEJIOP C JIEKAPCTBEHH MPOAYKTH, 33 KOUTO €
M3BECTHO, Y€ [TPOMEHAT XEMOCTa3aTa, TpabBa Aa ce H3BBLPIIRA C MOBHILIEHO BHUMAHUE,

INopanu crobluenns 3a abHopmHO koXKHO KbpBeHe ¢ SSRI (Hanp. napokcertus, cepTpatuH H
UMTaIORpaM), Npenopbysa ce BHMMaHHe, korato SSRI ce npunarar ¢ Tuxkarpenop, Thit KaTo ToBa MOXe
A4 MOBUUIH PHCKA OT KbpPBEHE.

4.6 deprEanTeT, GPEeMERHOCT N KEpPMeNHe

Xenu ¢ rereposeH NoTeHLUHAN

JKenu ¢ netepoaeH noreHuMan TpabBa fa H3N0N3BaT €HEKTHBHY KOHTPALIENTTHBHH MEPKH, 3
3abpemensBaHe 110 BpeMe Ha JieUeHUe ¢ THKArpesop.




BpemeHHOCT
Hama win nMa orpaHHyYeHo KOHYECTBO AaHHH 32 ynoTpefara Ha THKAarpeaop npi 6peMeHHH XKEHH.

[poyuBaHHsTa NPH XKKBOTHH MOKA3BAT PENIPOAYKTHBHA TOKCHYHOCT (BX. Touka 5.3). Tukarpenop He ce
npenopbUBa No BpeMe Ha OPEeMEHHOCT.

KbpMeHe

Hanu4HuTe papMakoaHHaMHYHH/TOKCHKOIOTHYHH IAHHH NPH XKUBOTHH NOKA3BAT EKCKPELIUs Ha
THKarpe;iop U aKTUBHUA My MeTabonMT B MIAKOTO (BXK. Touka 5.3). He Moxe na ce HIKIIouM pHCK npH
HoBOpoaeHH/kbpMaueTa. Tpabpa na ce B3eMe pelieHHe Janu aa ce crpe KbPMEHETO, MM [a Ce
peKpaTh/Aa He CE MpUIlara TEpPanus ¢ THKArpenop, KaTo ¢e B3eME NPeaBH I [10/13aTa OT KbPMEHETO 3a
AETETO M MOI3aTa OT TEPaNHUATA 3a )KeHara.

Depruaurer
Tukarpenop He 0Ka3Ba BIMSHHE BbPXY MBbKKHSR U XKEHCKHA GEPTHNHTET NPH HMBOTHH (BXK. TOuKa 5.3).

4.7 EdexTtH BLpxYy cnocobaocTTa 3a modupane n pabora ¢c Mamuun

Tukarpesop He noBIMABA WK NORNHABA NPeHEGPEkMMO COcOBGHOCTTa 3a WodHpaHe U paboTa ¢
mauuHH. Tlo Bpeme Ha neyeHHe ¢ THKarpenop ce chobiasa 3amaiisane U o6spkeane. CnenoBaTelHo,
NAUHEHTH, KOHTO NOJy4ar Te3H CHMATOMH TpsOBa aa ca npeanainueu AokaTo wodupat unu pabotsaT ¢
MAaLIIHHM.

4.8 Hexenanu J1eKapCTBEHH PEAKIHH
Pesiome Ha nipodmsa Ha 6e30nacHOCT

[TpodunsT Ha 6e30nacHOCT Ha THKArpenop € OLEHABAH B 1BE FOJIEMH KIMHUYHH W3NMTBaHUA (a3a 3 no
oTHOuIeHHe Ha u3xoaa (PLATO u PEGASUS), siwniousawu noseue ot 39 000 nauueHTy (8. Touka 5.1).

B PLATO, npu nauneHTHTEe Ha THKArpe/Iop WMa NO-BHCOKA YECTOTA HA NPEYCTAHOBABAHE HA TEPANMUATA
Mopajiu HEXENAHU CHOKWTHA, B CpaBHEHHUE ¢ knonuaorpen (7,4% cnpamo 5,4%). B PEGASUS
NalHEHTHTE, NTEKYBAHH C THKArPEAOp, MMAT NO-BHCOKA YECTOTZ Ha MPEYCTAHOBABAHE HA TEPANUATA
MOpajax HexenaHu CbOHTHS B CpaBHEHHE C rpynara Ha Tepanus camo ¢ ACK (16,1% 3a Tukarpenop

60 mg ¢ ACK cnpamo 8,5% 3a tepanus camo ¢ ACK). Haii-uecto cbo6LuaBanuTe HexenaHu peakLuH npu
NauHEHTHTE, JICKYBaHH C TUKArpesop, ca KbpBeHe U AUCHes (BX. Touka 4.4).

TabnuyeH cnuchk Ha HeXENaHHTE peaKlUH

[IpencraBeHuTe NO-A0Ny HEXENAHK PERKLIMH ca HACHTU(DUUHPAHH B MPOYUYBAHMATA HIIH Ca ChOBLIEHH
NMpH NOCT-MAPKETHHTOB ONHT ¢ THKarpenop (Tabnuua 1).

Hexenanure peakumu ca n3bpoenu no cucremo-oprames kiac (COK) mo MedDRA. B pamkuTe Ha BcekH
COK HexenaHuTe 1eKapCTBEHH peakiLHu ca u3bpoeHH no yectora. Kateropuure no yecrora ce
AepUHHPAT NO C/IeHATa KOHBEHLIMA: MHOrO YecTH (=>1/10), yectn (>1/100 no <1/10), Hewectn (>1/1 000
Ao <1/100), peaku (=1/10 000 ao <1/1 000), muoro peakm (<1/10 000), ¢ HeusBecTHa uecToTa (OT
HAJTHYHHTE NaHHHU HE MOXe Na 6bae HanpaseHa OUCHKA).

Ta6anua 1 - Hexenanw peaknen no wecToTa B cacreMo-opranes Kinac (COK)
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COK

Muoro decrn

YecrH

HeuecTH

C HeH3BecTHA
YecToTa

Heonnazmu —

dobpoxauecmeen

u,

IAOKAYeCcmeerHu u

HeonpeoeieHu
(8xi.

Kucmu u noaunu)

Kbpeene ot Tymop®

Hapywenus na
Kpbema u
aumpnama
cucmema

Kupsetne,
CBBP3aHO ¢
HAPyLICHUS Ha
KpbBTa®

TpomboTHuHa
TpoMOOLIMTONeHHUY

Ha fnyprypa®

Hapywenus na
UMyHHaAmMQ
cucmema

CBpbX4YyBCTBHTETHO

CT, BKJIFOUMTEJIHO
aHruoenem®

Hapywenua na

Memabonuama u

XpanexHemo

Xunepypukem
Ha'

Ioaarpa/Tlonarpos
€H apTpHT

Hecwxuunu
HapYuieHus

OObpkBaHe

Hapywenun na
HepgrHama
cucmema

3amaiiBaHe,
Cunkon,
I'nasobonue

Bbrpeuepenen
KpbBOHTHB

Hapywenua na
oxume

KpbBon3nius B
OKOTO"

Hapywenua na
yxomo u
aabupurnma

Beprturo

KpbBonanus B yxoro

Covpoeunu
HapYULeHUS

bpanuapuTMu1,
AV-6nok®

Cvoosu
Hapyuerus

XHUMNOTOHHUSA

Pecnupamopuu,
2PbOHU U

MeOUACMUHINU

HAapyuleHuA

JAncnHesn

KwspBene ot
pecndpaTopHara
cHcTemMa’®

Cmomawuro-
YypeaHu
HApYuienus

CToMalHo-4YpeBeH
KPbBOHIIHB™,
Hnapus, I'anene,
JAucnencua, 3anek

PerponepuroHeanex
KPbLBOWIIMB

Hapywenun na
xoxcama u
nooxoxcHama
muKau

[ToakoxHo wan
AEPMATHO
kbpseHe’, Obpus,
Copbex

Hapywenun na
MYCKYAHO-
cKeaemnama
cucmema u

MyCKyJIHO KbpBEHE"

11




cCvecurnumennama
MyKaH
Hapywenua na KspaeHe ot
bvbpeyume u NMUKOUHHTE
nuxoyrume mbTULa"
nesmuiya
Hapywenus na KbpseHe ot
8v3NPOU3CO0UMEN PENpOLYKTHBHATA
HaQ Mma cucmema u CHCTEMA"
Zepoama
Hicneosanun [loBuweH
KpEaTHHHH B
KpbBTA'
Hapanasanus, KpbBOH3IHB criex
OMPABAHUA U npoueaypa,
YCAONCHEHUR, TpaemaTnyHo
EBIHUKHANU 6 KbpBEHE”
pe3yamam Ha
urmepeeHyuu

* HAMp. KbPBEHE OT PaK Ha MAKOYHUSA MEXYP, PaK Ha CTOMaxa, pak Ha 1e6enoTo Yepro

° HaNp. NOBHIUEHA TEHAEHUMA KbM HACHHABAHE, CIOHTAHEH XEMAaTOM, XeMOpariyHa a1aresa

* UnentHduumpasa B NOCTMapKETHHIOB OITUT

" HecroTure ca nony4yeHu ot naboparopiu nabmoaenus (IMko4Ha KUCeNHHA MOBKILIEHA >TOPHATA
IPaHHLIA HA HOpMAaTa CNPAMO H3XOAHO HHBO NOA WIH B pedepeHTHHTE rpaHiud. KpeaTuHuH nosuiueH
>50% cnpaMo H3XOAHO HHBO.), a HE € NPHUONU3MTENHA HEeCTOTA Ha CHODLABAHE Ha HEXENAHU CHOUTHS.
" HANP. KOHIOHKTHBAIHO, PETHHHO, BHTPEOYHO KbpBEHE

° HAIP. ENHCTAKCHC, XEMOMTH3a

* Hamnp. KbpBEHE OT BEHLIUTE, KPbBOMIIMB OT PEKTYMA, KPbBOHIIUB OT CTOMALIIHA S3B4

P Hanp. eKXHM03a, KOXKEH KPbBOH3IJIHB, IETEXHH

“ Hanp. XemMapTpo3ia, MyCKyJieH KPbBOU3JTHUB

" Hanp. XeMaTypHs, XeMOParuyeH LUCTUT

" Hanp. BarHHaneH KPbBOM3/IMB, XEMaTOCNEPMHA, [IOCTMEHONAY3a/IeH KPbBOH3IHB

" HAMp. KOHTY3Hs, TPaBMaTHYECH XEMATOM, TPaBMaTHHEH KPbBOMI/IUB

" T.€.. CNOHTAHHO, CBLP3aHO C HHTEPBEHLUMA WK TPABMAaTUYHA MHTPAKPAHHAIHA XEMOPArUs

Onucanue Ha 3OpaHH HEXKETaHH PEaKLHH

Kvpeene
Haxooxu ¢ kvpeene 6 PLATO
LianocTHUTE pe3ynTaTH 3a YecToTaTa Ha KbpBeHe B npoyusaHeTo PLATO ca nokasauu B Ta6nuua 2.

Tabarna 2 — Anann3 Ha obmuTe cL6ETHE ¢ KbpBene, H3uncaenus no Kaplan-Meier aa 12-Tr mecen
(PLATO)

Tukarpenop Knonugorpen | p-crofimoct
90 mg ABa NLTH N=9 186
AHEBHO
N=9 235
O61o 3Hauntenuu ot PLATO 11,6
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QDartanHu/ KUBoTO3acTpainasaiuy ot PLATO 5,8 5,8 0,6988
3xayuTennu ot PLATO, necebp3sanu ¢ KAB 4.5 3,8 0,0264
3uauurenHu or PLATO, HecBbp3aHH ¢ 3,1 2,3 0,0058
UHTEPBEHLIHH

Kombunupanu obuio 3nauurenuy + 16,1 14,6 0,0084
He3HauyuTenHH ot PLATO

HecBbp3aHu ¢ HHTEPBEHLIUM 3HAYHTETHH + 5,9 4,3 <0,0001
He3zHauuTeliHu oT PLATO

3HauuTeaHu no TIMI 7.9 (N 0,5669
3HauuTeHH + He3HaYUTEAHHU o TIMI 11,4 10,9 0,3272

JepHHHIHH HA KATErOPHHTE KbPBEHE:

3HAYHTENHO PATATHO/AKHBOTO3ACTPAIIABAMO KbpBeHe: KNMHUYHO NPOSBEHO ¢ NOHWKaBaHe Ha
xeMornobnHa ¢ >50 g/l win ¢ npenuBaHe Ha >4 caka EpHTPOLMTHA Maca; WIH GaTanHo; HiH
HHTpaKpaHHATHO; WIIH HHTPANeprUKapaHO ChC ChpPACYHA TAMIIOHAA;, WK C XMNOBOJEMHYEH LIOK, WK
TEXKKa XMINOTOHHA, H3HCKBALIIA [TPECOPH; WIH XHPYPrHYHA HHTEPBEHLIHA.

3naunTe1HO APYro: KiMHHYHO nposiBeHO C NOHMWKaBaHe Ha XemoriobuHa ¢ 30-50 g/l unu npenuBane Ha
2-3 caka epUTPOLIMTHA Maca; HIIH 3SHAYUTETHO HHBATHAM3HPALLO.

HesuauurenHo kbpsene: U3nckBa MenMuMHCKa HaMeca, 3a CIIPUPAHE WIIH JIEKYBAHE Ha KbPBEHETO.
3naqnTenHo kbpeene no TIMI: KnuHHuHO NpoABEHO C NOHWXKABAHE Ha XeMOr106KuHa ¢ >50 g/l unu ¢
UHTpaKpaHHUaJIHA XeMoparus.

Hesnauntenno kepeene no TIMI: KiunuuHo npodeeHo ¢ noHnxkaBaHe Ha xemorao6una c 30-50 g/l.
*p-CTOHHOCT, H3YHCIIEHA OT MOJIEN Ha MPOMNOPLMOHAHHTE PUCKOBE Ha COX, KATO IpynaTta Ha JIeYeHHE €
€IHHCTBEHATA CKCIUIaHATOPHA MPOMEH/IHBA

Tuxarpesiop ¥ K1ONUAPOreN HE Ce pa3NMu4aBaT NO OTHOLIEHHE HA YECTOTHTE HAa 3HAUMTETHO
¢aranHo/)kHuBoTO3ACTpaluaBallo kbpseHe B PLATO, 3HauuTenno knpeete o6io B PLATO, macuBHO
kbpeeHe no TIMI wim cnabo kbpeene no TIMI (Tabnuua 2). Obaue, nossaTa Ha KoMOHUHMpaHO
3HAYHTETHOTHE3HAUHTeHO KbpBeHe B PLATO e noseue ¢ THKarpenop, B cpasHeHHe € KJIOMAAorpen.
Manko nauneHTd B PLATO umat daranuu kpbeouznueu: 20 (0,2 %) 3a Tukarpenop 1 23 (0,3 %) 3a
Knonuaorpen (Bx. Touka 4.4).

Bb3pacT, nos, TenecHo Terno, paca, reorpagcky paioH, ChITbTCTBALLM 3a00ABaHUs, CBITBTCTBRAIIA
Tepanus H aHAMHE3a, BKJIIOYHTETHO MPEAXOACH MHCYIT WIHM TPAH3UTOPHA HCXEMUUHA aTaka, He ca
MPEAHKTOPH KaKTO 3a 00LIOTO, TAKa H 32 HECBBP3aHOTO C HHTEPBEHUWH 3HAYMTEHO KbpeeHe no PLATO.
ITo Ta3u npuuvHa, He € KACHTUOHLHMPAHA KOHKPETHA PUCKOBA rPya 338 KOHTO M /12 € OATHN KbPBEHE.

Csvp3aHo ¢ KAD kbpaeHe:

B PLATO 42% or 1584-1e naumnenTu (12% or koxoprara) ¢ HanpaBeH KOpoHapHO-apTepuaneH Gaiinac

(KADB) ca nonyuunu PLATO 3naunTenno datanHo KHBOTO3aCTpaWIABALIO KbpBeHe 63 paznuka MeXIy
TepaneBTHYHHTE rpynd. DaTanHo KbpBeHe, cBbp3aHo ¢ KAD, ce noasaea npu 6 nauMeHTH BLE BCAKA OT
TEPANEBTHYHHUTE rpymnu (BXK. Touka 4.4).

Hecewtp3ano ¢ KAb kbpBeHe M HECBBP3aHO C MHTEPBEHLIMH KbPBEHE:
Hsama paznuka Mexay THKarpeaop v KIonuaorpes rno OTHOLUEHHE Ha Hechup3auuTe ¢ KAD

TEXKH/ KHBOTO3aCTPALLABALIM KPBBOUIHMBH N0 AehHHHLMA Ha npoyuBaHeTo PLATO, HO 3HauHTeHHTE
obuto, 3naurrenHy no TIMI 4 3nauuTenHu+HesHauuTe Hy o TIMI KPBBOH3JIMBH, N0 AePUHHULIMA HA
npoyusaHeTto PLATO, ca no-yectu npu THkarpenop. ChLio Taka, aKo ce MU3KIIOYaT BCHUK
HHTEPBEHUHH KPbBOMITHBH, NOBEYE KPLBOU3IHBH ce HabMonaBaT NpyU THKArpenop,
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kronugorpen (Tabanua 2). [IpexparsBate Ha neyeHreTo mopaau HECBbP3aHH C HHTEPBEHLIMH
KPbBOW3JIHBH € MO-YE€CTO ¢ THKArpeiop (2,9%), otkonxoto ¢ knonuaorpen (1,2%; p<0,001).

HHuTpakpaHHanHa xeMoparus:

HHTpakpaHHAIHHTE KPbBOU3ITHBH, HECBbP3aHH C HHTEPBEHLMH, Ca [TOBEYE NPH MPUJIOKEHHUE HA
THKarpenop (n=27 KprBouinuea npu 26 nauuexty, 0,3%), otkonkoro ¢ knonugorpen (n=14
KpbBOH3NKBa, ,2%), or kouTo || KpbBOM3INMBA C THKArpenop W | ¢ kionuaorpen ca darannu. Hama
pa3niuka B oOuins Opoit caryuan Ha daTanHo kbpBeEHE.

Haxooxu ¢ xvpeene 6 PEGASUS
LianocTHHTE pe3ynTaTy 3a yectorara Ha KbpBeHe B npoy4ysaHeto PEGASUS ca nokazanu g Tabnuua 3.

Tabauna 3 — Anagan3 na obmure cL0RTHH ¢ KbpBeHe, H3uHCAeHun no Kaplan-Meier na 36-tu mecen
(PEGASUS)

Taxkarpenop 60 mg nsa TLTH Camo ACK
aaesno + ACK N=6 996
N=6 958
Kpaknn ToykH 3a 6ezonacHocT KM % Koepuunent KM % p-CTOHAOCT
HA PHCKA
(95 % CI)
KaTteropun Ha xupBene, onpeaenenn ot TIMI
3HauuTenyo (TIMI) 2,3 2,32 1,1 <0,0001
(1,68, 3,21)
daranHo 0,3 1,00 0,3 1,0000
(0,44, 2,27)
BUK 0,6 1,33 0,5 0,3130
(0,77, 2,31)
HApyro ssauurento (TIMI) 1,6 3,61 0,5 <0,0001
(2,31, 5,65)
3HAUMTEAHO HIIW HE3HAYKTETHO 34 2,54 1,4 <(,000!
(TIMI) (1,93, 3,35)
3HAUYUTENHO WIH HE3HAYHUTEITHO, 16,6 2,64 7.0 <(,0001
WX H3UCKBALLO MeAULIHHCKA (2,35, 2,97)
HaMeca (TIMI)
Kateropuns na xupsene, onpeaesens B PLATO
3HauutenHo (PLATO) 3.5 2,57 1,4 <(,0001
(1,95, 3,37)
DaTanHO/ KUBOTO3aCTPALLIABALLO 2,4 2,38 1,1 <0,0001
(1,73, 3,26)
Hpyro 3nauurento (PLATO) 1,1 3,37 0,3 <(,000]
(1,95, 5,83)
3HAYHMTENHO WK HE3HAHHTEAHO 15,2 2,71 6,2 <0,0001
(PLATQO) (2,40, 3,08)

Je(pHHHUNN HA KATETOPHUATA HA KbhpBeHe!
3uauntenno (TIMI): ®atanHo kbpsene UJIH Besako BpTpeuepenuo kbpeere, MWW kaMHnuHO BUAMMM
MpH3HALKM HAa KPLBOH3NIMR, CBLp3aH CbC cnaa Ha xemornobuHa (Hgb) ot >50 g/l, unu noHmwxkenne Ha
xemarokpuTa (Het) ot 15%, korato nuncsa croinoct Ha Hgb.

®atanno: CpbHTHE C KBPBEHE, KOETO AUPEKTHO € IOBEJIO IO CMBPT B PAMKUTE Ha 7
BYK: BbTpeuepeneH KphBOH3IUB.
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Jipyro 3uaunTtenno (TIMI): Hedaranno ne-BUK 3HauuTenHo knpseene (TIMI).

Hesnaurareano (TIMI): Knuanuno Braumo ¢ noHuxeHue Ha xemornobuna ot 30-50 g/l.

Hincksamo meannuucka aameca (TIMI): Usucksawo nutepesenuns UJIH soaewo 1o
xocnvtanuiauma, LI Hanaramo oueHka.

3uaunrenno paranno/xusorolacrpamaamo (PLATO): ®aranuo knpsene UJIH Beako
BbTpeuepenHo KkbpBeHe, MJIN uxarpanepukapauanto cbhe chpaeuna ramnonaaa, UJIH ¢ xunosonemuuex
LUOK HJIH TEKKa XHIOTOHHS, Hanaralla npuioKeHHETO Ha NPEeCOPHW HHOTPONHU CPEACTBA WIK ONepaLus,
HJIA knuHnuvHO BuauMo ¢ >50 g/l noHipkeHHe Ha XeMornoGuHa UK NPensTH > 4 efUHULH YEPBEHH
KPBBHH KJIETKH.

3aagnrenno apyro (PLATO): 3uauumo nusannausupauo WIH knunuuHo suanmo ¢ 30-50 g/l
noHmkeHue Ha xemornobuna, WM npenstu 2-3 eauHsiuy YyepBeHd KPLBHH KIETKH.

Heznauareano (PLATO): Mancksa meanuMHCKa HHTEPBEHLMSA 3a CITHPAHE WM JICHEHHE Ha KbPBEHETO.

B PEGASUS 3nauurenHoro xppeene ( TIMI) npu Tuxarpenop 60 mg 1sa mbTH AHEBHO € NMO-CHJIHO
OTKOIKOTO NpH AeyeHne camo ¢ ACK. He e HabnionaBan nosuiex puck ot datanuo KppBeHe U ce
yCTEHOBSBa CAMO HE3HAUUTE/IHO MOBHIIICHHE HA BbTPEUEPEITHHTE KPbBOU3NHBH B CPABHEHHE C TepanuaTa
camo ¢ ACK. HUma maniko cu6uTnsa Ha daTtanHo kbpBeHe B npoyusaHeTo, 11 (0,3%) 3a THkarpenop 60 mg
H 12 (0,3%) 3a repanusta camo ¢ ACK. HabmogaBaHHAT NoBKLUEH PUCK OT 3HAUMTENHO KbpeeHe (TIMI)
¢ THKarpenop 60 mg ce AKK NPEAMMHO Ha NO-BHCOKATA YECTOTA Ha JPYro 3HAYMTETHO KbPBEHE
(TIMI), cBbp3aHo cbe cHOUTHA B cToMawHO-upeBHHS COK.

[loBuiueHa yecToTa Ha CbOUTHA C KbpBeHe, NogoOHH Ha 3HaunTenHo kbpeeHe (TIMI), e HabmonaBaHa B
KATErOpMHTE 3HAYHTETHO WK He3HAYHTENHO KbpBeHe (TIMI) u 3HaunTenno (PLATO) M 3HauuTenHo HiM
He3HauuTeNnHO KbpBeHe (PLATO) (k. Tabanuua 3). [IpeycTanoBsBaHeTO HA IEYEHHETO MOPAAH KEPBEHE €
Mo-4ecTo B rpynara Ha THKarpenop 60 mg B cpaBHeHue ¢ rpynara Ha Tepanuara camo ¢ ACK (chorBeTHO
6,2% u 1,5%). [loeueTo OT T3 Cityyau Ha KbPBEHE Ca ¢ MO-MANKA TEXECT (KIaCHOHLMPaHH KaTo
M3HCKBALIM MeIHUMHCKA Hameca (TIMI)), Hanp. enucTakcKc, HACHHABAHE H XEMATOMH.

[TpohunbT Ha KbpBEHE Ha THKArpenop 60 mg e cxoaeH B MHOXECTBOTO NPEABAPHTENHO ONpPeEE/ICHH
MOArpyny (Hamnp. No Bb3pacT, Mo, TErno, paca, reorpadckH PErHOH, ChIIbTCTBALLM 3a00/5BaAHMS,
CbITETCTBALLA TEPAINUA U MEIHLMHCKA aHAMHE3a) IpH cbOUTHA Ha 3HAYUTENHO KbpBeHe (TIMI),
3HAYMTEIIHO WK HesHauuTenHo (TIMI) u 3HaunTenHo kbpsene (PLATO).

BbpTpedyepenHo KbpBEHE:

Cnonranny BUK ce chobuiasar ¢ nogobHa yectoTa 3a THkarpenop 60 mg u Tepanus camo ¢ ACK (n=13,
0,2% B nBete rpynu Ha nedenue). Habaonapa ce HesnauuTenHo nosuwenue Ha BUK cBLp3aHo ¢ TpaBMa
H NpoueaypH NpH JeveHe ¢ Tukarpenop 60 mg, (n=135, 0,2%) B cpaBHeHue ¢ TepanuaTa camo ¢ ACK
(n=10, 0,1%). Crobumenu ca 6 datanuu BUK c Tukarpenop 60 mg u 5 paranuu BUK ¢ Tepanus camo ¢
ACK. HectoTata Ha BLTpeUepenHo KbpBEHE € HHCKA B IBETE MPYIIH HA JICYEHHE, KATO CE UMa MpPeaBHL
3HaYHTENHUTE ChITbTCTBALIM 3abonsaBsanua ¥ CC puckosH (akTOpH B NpoyuBaHaTa NOMyaalMs.

lucnnesn
HucnHes, yceuaHe 3a 3aayx, ce ¢bobillaba OT NALKWEHTHTE JiEKyBaHM ¢ THKarpesiop. B PLATO,
obeMHEHHTE KaTO AUCNHEN HEXEIaHH NEKapCTBEHH CHOHTHS (AUCNIHES, IMCNHES B MOKO#H, UCITHES MPH
yCHIIHE, MAPOKCH3IMANTHA HOLUHA AHCTHEA H HOWHA AUCNHen) ce chodwasar ot 13,8% ot naieHTuTe,
NeKyBaHH C THKarpenop, 1 3a 7,8% ot naudeHTuTe, seKyBanu ¢ kiondaorpen. Ipu 2,2% HTHTE,
npueMaiiy THKarpeaop, u rnpu 0,6% oT nauueHTHTE, MpHeMally KIONHIOrpe, B
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U3C/IE€A0BATENINTE CUHTAT, Y€ QUCMHEATA € NPHYMHHO CBBP3aHa C JICYeHKHETO H OpOAT HA CEPHO3HUTE
cay4aH € mansk (0,14% tuxarpenop; 0,02% xaonuaorpen) (Bx. Touka 4.4). Hafi-uecto chobiuapaHure
CHMIITOMH Ha JIHCIIHEA €4 JIEKH J0 YMEPEHH NO MHTEH3MUTET U MTOBEYETO ce ChOOHIABAT KaTO eAMHHYEH
€MU30/ PaHO Clie[ 3aM04YBaHe Ha TEPal|ATa.

B cpaBHeHue ¢ knonuaorpes, naudeHTHTe ¢ actMa/XOBb, nekyBaHH ¢ THKArpenop, MOXKe Ja UMaT
[OBULIEH PHCK OT MOJIyYaBaHe Ha HecepuosHa aucnHes (3,29% tukarpenop cnpamo 0,53% knonuaorpen)
1 ceprosna aucnHed (0,38% tukarpenop cnpamo 0,00% kionuaorpen). B abcomoTHH CTORHOCTH TO3H
PHMCK € TO-BUCOK OTKOJIKOTO B LiAnocTHATA noitynauns Ha PLATO. Tukarpenop tpsbra 1a ce npuniara ¢
MOBUIIEHO BHUMAaHHE TIPH NALMEHTH ¢ aHaMHe3a 3a actma W/ unu XObB (Bx¢. Touka 4.4).

Okono 30% ot enusoaure or3syyasar B paMkuTe Ha 7 gHu. PLATO BxiiouBa nalyeHTH, KOUTO Ha
H3XOQHO HUBO UMAT 3acTOoHHA ChpAecuHa HegocTaThbyHOCT, XObb win acTMma; Te3M naluedT! U
MaLHEHTHTS B CTApYECKa BBH3PACT € MO-BEPOSATHO Aa chodluaBat aucnHes. 3a THKarpenop, 0,9% ot
MaLMEHTUTE MPEKBCBAT NPHIAraHETO Ha MPOYUBAHOTO aKTUBHO BELLECTBO NMopaau aquciHes, cnpamo 0,1%
OT TE€3M, NpHEMALIH Kionuaorpen. [o-BucokaTa yecToTa Ha QUCTIHES € TUKATrPEIOp HE Ce acOLUKpa ¢
HOBA IOABA WIH BJIOLIABAHE HA ChpACYHO HIH OenoapobHo 3abonsnpane (Bx. TOuka 4.4).

Tukarpenop He nornusaBa 6en10ApoOHUTE PYHKUHOHATHH TECTOBE.

B PEGASUS nucnnes ce cvobinaea npu 14,2% ot naudeHTUTe, NpHeMainy Tukarpesiop 60 mg asa meTH
AHEBHO, U TIpH 5,5% oT nauuenTHre, npuemauy camo ACK. Kakro 8 PLATO, noeeuero ciyuau Ha
chOOIUEHA IMCITHEA €A JIEKH 10 YMEPEHH MO HHTeH3uTeT {BxK. Touka 4.4). [TauueHTHTe, KOMTO CHOOILABAT
NUCTHESR ca OWIH NpeJUMHO MO-BB3PacTHU M NO-4ecTO ¢a umMaiu aucnHes, XOBB unu actMa Ha H3XOOHO
HHEBO.

Hzcredeanus

[losuineHue Ha nukouHara kucenuHa: B PLATO e oruereHo noBuinasaHe Ha cEpyMHATA NMHKOYHA
KHCEIMHA 10 CTOHHOCTH, HAABMLIABALIH rOpHATa rpaHydLa Ha HopMara, Npy 22% OT MoJIy4aBaliuTe
THKarpeop naudeHTd, cnpamMo 13% ot nonyyvasaiure knonuaorpen natueHTH. ChOTBETHHTE CTOMHOCTH
B PEGASUS ca chorsetno 9,1%, 8,8% u 5,5% 3a Tukarpenop 90 mg, 60 mg 1 mnanebo. CpenHara
CEpPYMHa MUKOYHA KHCEITHHA ce noBHLIaBa ¢ 6iu3o 15% npu npuioxeHHe Ha THKArpesop, B CpaBHEHHE ¢
NpUOBAH3UTENHO 7,5% NpH NpUIOKEHHE HA KNONMAOIPEN, a CIe CIMPaHE Ha JICHEHHETO C€ MOHWKABA
NpubIH3UTENHO 00 7% NpH NPUIIOKEHHE HA THKArpenop, A0KATO NPH KIONMKUAOrpe He ce Habmoaasa
cnaa. B PEGASUS ce ycranoessa oOpaTiMo NoBULIEHHE HAa CPEHHUTE HMBA HA CEPYMHA NTHKOYHA
kucenrHa ot 6,3% u 5,6% cwoTrBeTHo 32 Tukarpenop 90 mg u 60 mg B cpaBHeHHE ¢ 1,5% noHwKEHHE B
rpynara ¢ wiauedo. B PLATO yecrorara Ha nonarposeH aptpHT € 0,2% 3a Tukarpenop cnpamo 0,1% 3a
knondaorpen. CLOTBETHTE CTOHHOCTH 3a noaarpa/noaarpo3eH aprpurt B PEGASUS ca 1,6%, 1,5% u
1,1% cvorBeTHO 3a THKarpenop 90 mg, 60 mg u mauebo.

CrofuiapaHe Ha OJ03UPAHH HEXKEJAHHW PeaKLiuy

CboblaBaHeTO HAa NOAO3MPAHM HEKEIAHU PEAKLIMK Cllell pa3peliaBaHe 3a ynorpeba Ha 1eKapCTBEHHS
MPORYKT € BaKHO. ToBa Mo3so/sAsa Aa NPOAB/IDKU HaONIOJEHHETO Ha CHOTHOLIEHUETO NOM3a/PUCK 3a
NIEKaPCTBEHHUA TPOAYKT. OT MEAMLIMHCKMTE CTIELHATUCTH C€ M3MCKBA /3 Cho01IaBAT BCAKA M10103UPaAHa
HeXeaHa peakiud 4Ype3 HallMOHAITHA CHCTEMa 3a ¢hobluasade kbM U3nmbaHUTETHATA areHLUMS 10
nexapcTeara, yi. ,.JlamaH ['pyes” Ne 8, 1303 Codus, Ten.: +35928903417, yebeaiir: www.bda.bg.

4.9 Ilpexozmpane
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Tukarpenop ce noHaca gobpe npu eAHOKpaTHU 1034 10 900 mg. [acTpOMHTECTHHAIHATA TOKCUYHOCT €
Ouna 10301MMHTHPaHA B €IHO NPOYyYBaHEe C eHOKpPAaTHA HapacTeainga 103a. JIpyru KIMHKYHO 3HAYHMM
HEXKENIaHH PEaKLIMM, KOMTO MOTAT Aa Ce NPOABAT NpH NPEAO3UpaHe BKIIOYBAT AUCIIHEN B BEHTPHKYIAPHH
nay3u (Bx. Touka 4.8).

B cnyyait Ha npeno3upaHe, MOraT Ja ce MpOoABAT rope CIIOMEHATHTE NOTEHLHAIHH HeXeNaHH
NEKAapCTBEHHU peaklinu 1 Tpabsa na ce uma npeasua EKI™ MmouuTopupane.

K'sM MOMEHTA HE € H3BECTEH aHTHIOT Ha THKArPEJIOP M THKAIPENOP HE Ce AHATH3Mpa (BXK. Touka 5.2).
[lpu npenosnpane nedyeHueTo TpAGBa Na ce NpoBeXkKAa B ChOTBETCTBHE C MECTHATA CTAHAAPTHA
MEIHLIHHCKA NpakTHKa. OYakBaHUAT €EKT OT NpeAo3HUpaHe Ha THKArPeIop € yAWDKeHa
NMPOAB/DKUTE/THOCT Ha PUCKA OT KbpBEHE, CBBbp3aH ¢ TpoMbouuTHOTO HHXHOUpaHe. Tpaucdy3ugara Ha
TPOMOOLIMTHA Maca € MaKO BEPOATHO Ja MMa KIIHHUYHA [10/13a T1PH NALKHEHTH C KbpPBEHE (BXkK. Touka 4.4).
AKO ce noABK KbpBeHe, TpabBa Na ce npeaAnpueMaT ApYTH NOAXOAALH TOAXBPHKALIH MEPKH.

5., GOAPMAKOJIOIrHYHU CBOHCTBA

5.1 apmaxkogHHAMHYHH cBOlicTBA

dapmMakoTepanesTuyHa rpyna: AHTHTPOMOOTHYHM CpeACcTBa, HHXHOKTOPH HA arperalMaTa Ha
TpoMOOUHTHTE, ¢ H3KMoueHKe Ha xenapuH, ATC xon: B0O1AC24.

MexaHu3bM Ha AeHCTBUE

KOI'ABAHT cBhabpxka THkarpenop, CheIMHEHHE OT KJ1aca Ha LMKJIONEHTHITPHA3ONONHPHMHAHHHTE
(CPTP), xoiiTo e nepopasieH aHTarOHACT ¢ AMPEKTHO AelicTeue Ha P2Y ), peuiernropa, KaTo ce CBLP3Ba C
HEro cenekTHBHO H 00paTMo U npenoTepatasa AJ[D-Meanupaxara, 3asucewia ot P2Y; tpombountHa
aKTWBaLMA u arperauus. Tukarpenop He npeaotTeparssa cesp3saHeTo ¢ AJIQ, a KOraTo ce cBLp3pa ¢
P2Y; petenropa, BL3NpensATCTBA CHTHATHATA TPAHCAYKUMSA, MHAYuMpaHa ot AJD. Trit kato
TPOMOBOLIMTHTE YUacTBAT B HHULIMHPAHETO WM Pa3BUTUETO HA TPOMBOTHYHHTE YC/OXKHEHHA Ha
aTepockKiiepoTH4YHaTa HosecT, € AoKa3aHo, 4e MHXUOMpaHeTo Ha TpoMOOLIMTHATA QYHKLIMS HAMaNABa
pucka ot CC cuOuTHA, KaTo cMbpT, MU HnH MHCYT.

Tukarpenop cbluo yBenuyara JOKATHUTE EHAOrEHHH HUBA HAa aA€HO3KWHA 4Ype3 MHXHBHpaHe Ha
exBWIHOpHpaluua HykiieosuaeH TpaHcnoprep-1 (ENT-1).

HOoKyMeHTUpaHO ¢, ue npH 34pasu nuua U naudedTd ¢ OKC, Tukarpenop ysennuasa clieJHUTE eekTH,
HHIYLMPaHHU OT alCHO3HH: BA30HAATALINA (M3MEPEHA Ype3 YBETH4aRaAHETO HA KOPOHAPHUA KPbBOTOK
nps 3apasu aobposonuy H naumedty ¢ OKC; rmasobonue), unxnbupane Ha TpoMbounTHaTa GyHKiHS (B
YOBELIKA LA/IA KPLB in vitro) U AMcnHes. Bpob3kara Mexay HaGmoaaBaHWTe yBeWUEHHA HA alCHO3MH U
KJIIHHHUYHHTE pe3ynTaTi, obade (Hanp. 3aboneBaeMOCT-CMBbPTHOCT), HE € KATETOPHYHO H3ACHEHA.

dapMakoaIHHAMUYHU edeKTH

Hauano na oeticmeuemo
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Ipu nauuenTH cue crabunHa nexemuuna Gonect Ha ewpuero (MBC), npuemamn ACK, Tukarpenop
roka3sa O-p30 HacTeBaHE HA hapMakoioriyeH edeKT, KOHTO ce JEMOHCTPHPA OT CPEAHOTO MHXHOHpPaHE
Ha TpoMOouuTHaTa arperauns (UTA) okono 41% 0,5 waca cien npunoxenue Ha 180 mg naToBapBama
2032 THKArpeaop, ¢ MakcuManeH epext bpxy UTA 89% 2-4 yaca cien npuiokenueTo Ha ao3arta, KOMTO
ce 3aabpxka Mexay 2 ¥ 8 yaca. [1pu 90% ot naurenTuTe 2 yaca csien npuiokeHHETO Ha 1O3aTA
TEPMHHATHOTO NHKOBO UTA ¢ >70%.

Kpait na oeiicmeuemo
Ako e rnanupaHa KAb npoueaypa, pucksT OT kbpBeHe CBbP3aH C THKArpeop € NOBHILEH B CPABHEHHE C
KJIONMKAOrpEl, KOraTo TepanuaTa € npekpaTeHa no-mManko or 96 yaca npeaun npoueaypara.

Cmana na nexapcmsama

[TpeMuHaBaHeTO OT JIEYEHHE ¢ KJTONKAOTPE 75 mg Ha teveHue ¢ Tukarpenop 90 mg aBa MbTH AHEBHO
BOAM 10 abcomoTHO nosuiuasane Ha UTA ¢ 26,4%, a npeMUHABAHETO OT JIEYEHHE C THKATPENOp Ha
JIeYeHHe ¢ Kaonuaorpen BoAu xo abcomorHo noHwkasaHe Ha UTA ¢ 24,5%. ITauneHTHTe MOrar aa

[IPEMHHABAT OT KNONHAOIPea Ha THKArpenop 6e3 npexbcBaHe Ha AaHTHAINPEraHTHOTO AeiicTBXE (BX. TOUKa
4.2).

Knunuyna edpuKacHoCT M 6€30macHOCT

KnunnyHuTe 1aHHH 3a erkacHocTTa M 6€30NacHOCTTa HA THKArpesop ¢a NOJyYEHH OT ABE KIHHHUYHM

U3NMTBaHUA ¢a3a 3:

. ITpoyusaneto PLATO [PLATelet Inhibition and Patient Qutcomes (TpomGoTH4HO HHXMOHpaHeE K
KITHHHYEH H3XOA Ha NALMEHTA)), CPAaBHEHHE Ha THKArpesop ¢ KIONHAOIPE, W ABaTa MpWiaraHy B
koMbunauusa ¢ ACK, u apyra cranzaprua repanus.

. [1poyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic Events
in High-RiSk AcUte Coronary Syndrome Patients (IIpeBeHuusS ¢ THXKArpenop Ha BTOPHYHH
TPOMOOTHYHHU CHOMTUSA IPH BUCOKOPHCKOBH MALMEHTH C OCTHDP KOPOHAPEH CHHAPOM)], CpaBHEHHE
Ha THKarpenop, kombuuupan ¢ ACK, ¢ Tepanus camo ¢ ACK.

IIpoyveane PLATO (ocmpu koponapru cunopomu)

[Ipoyusanero PLATO sxknoupa 18 624 nauneHTH, KOMTO ca B 24-4acOBHA MEPHOA OT HAYAIOTO Ha
CHMNTOMH Ha HecTabunHa cteHokapaHs [HC), ungapkr na Muokapaa 6e3 ST-enepauua [NSTEMI] win ¢
HH(}apKT Ha Muokapza che ST-enesauus [STEMI], # KOUTO MEPBOHAYATHO €& NEKYBaHH
MEAWKAMEHTO3HO, WIK 4pe3 nepKyTaHHa kopoHapHa uHTepBeHus (ITKH), nnu upes nocrasane Ha KAB.

Kaunuuna eqpuxacrnocm

Ha ¢oHa Ha exceanesHo npunoxenune Ha ACK, Tukarpenop 90 mg 18a nbTH AHEBHO AEMOHCTPHpa
NPEeBBH3XOACTBO CNPAMO 75 Mg AHEBHO KJIOMUAOrPe/ NO OTHOLIEHHE Ha MPEBEHLIUA HA ChCTABHATA KpaiiHa
Touka 3a CC cmupt, MU unu uHcynT, ¢ paznuka, nponznuszaia or CC cmbpt u MU. [MaunenTture
nonyuasat 300 mg HaToBapBalla f03a Kionuaorpen (BxaMoxHo € 600 mg, ako umar ITKH) win 180 mg

TUKArpeop.

PeaynTaTsT ce nosBasa pano (abcomorHa penykuus Ha pucka [APP] 0,6% W oTHOCHTENIHA peAyKUMS HA
pucka [OPP] 12% wua 30-1 aeH) ¢ nocTosiHeH eEKT OT AeUEHHETO M0 BpEME Ha Lenus 12 MeceueH
nepuod, Aasawl APP 1,9% na roanna ¢ OPP 16%. Tosa npeanonara, 4e € NOAXOAALIO NALIMEHTHTE AA CE




¢ OKC ¢ THxarpeiop BMECTO ¢ KITONHAOTPE! MPEAOTBPaTABA | aTepoTPOMGOTHHHO CHOUTHE; IEUEHHETO
Ha 91 naumnent npenorspatasa | CC cMmbpt (Bk. Qurypa | u Tabauua 4).

TepaneBTU4HHAT edeKT Ha THKArpeaoOp, HANXBLPAALL TO3H Ha KIONHAOTPEN, H3TIEXKAA CXOAEH B MHOTO
MOATPYMH, BKIHOYHTENHO TEIJ10, MO, aHAMHE3a 3a 3aXapeH AuabeT, TPaH3UTOPHA HCXEMHYHA aTaka MK
HE-XCMOpAruieH UHCYJIT, HITH PEBACKY1apU3aLIHs; NTPH CHITHTCTBALIO IEYEHHE BKAIOUBAULO XEMAPHH,
GplIb/Illa nixubutopn n MHXHEMTOPH Ha MPOTOHHATA NOMNa (BX.Touka 4.5); IPH OKOHYATEIHATA
AnarHo3a Ha nokasatesiHo csouTHe (STEMI, NSTEMI unu HC); u npu rutanupanus np
paHIOMH3aUKATa NeueOeH NoaXoa (WHBAa3UBEH WM MEJHKAMEHTO3CH).

YCTaHOBEHO € ¢1abo CHrHMPHKAHTHO TEPANEBTHYHO B3aUMOAECHCTBHE B 3aBUCHMOCT OT PErHOHa,
ChIIaCHO KoeTo koepuuneHTsT Ha pucka (Hazard ratio, HR) 3a mspeuuHaTa kpaiiHa Touka e B non3a Ha
THKarpemop 3a OCTaHanaTa 4acT Ha CBETa, HO € B M10J13a Ha Kionuaorpen 3a CepepHa AMepHUKa, KOSTO
cbeTaBnsBa NpubnusuTenHo 10% oT usnara npoyueana nomynaums (p-cTOHHOCT Ha
B3anmMonencTene=0,045). ExcnnopatopurTe aHanu3d npeanonarat BeposTHa Bph3ka ¢ fo3arta Ha ACK,
KaTo ¢ yBe/iM4aBaHe Ha no3ata Ha ACK ce Habnronasa namaneHa eUKacHOCT Ha THKArpenop.

XponuyHara gHeBHa no3a ACK, kofTo fa chIbTCTBa THKarpesop, Tpabea aa 6uae 75-150 mg (BX. TOYKH
4.2u44).

Gurypa 1 noka3sa o4aKBaHHs PUCK 3a HACTBIIBAHE HA TbPBH HHLUKAEHT, BKIIOYEH B KOMOUHHpaHaTa
KpaHHa TouKa Ha edUKacCHOCT.

®Purypa 1 — AHAIH3 HA THPBHYHATA KIHHHYAL CHCTABAA Kpalina Touka ot CC cMbpT, MU 1
HHCYAT (PLATO)

19




13- Tuxkarpenop (T) ﬁg?ﬁggg% ]
124 - Knununorpen (C)
= 11.67%
11- -
= 9.80%
£
: °
L 7-
I8
g v
@ 5
I
s 4
S
e 3
2 -
L T cpeuwty C HR 95% CI p-CTOMHOCT
0- 0.84 0.77, 0.92 <0.001
T I I | I T I
0 60 120 180 240 300 360
bpou nauneHTn B pUCK
T 9333 8628 8460 8219 6743 5161 4147
C 9291 8521 8362 8124 6650 5096 4074

B cpaBHeHMe ¢ Kiionuaorpesn, THKarpesiop HaMajisiBa YeCTOTATa Ha HACTBHIIBAHE HA UHIIMIACHTHTE,
BJIM3alllM B CbCTaBa Ha MbpPBUMYHATA ChCTABHA KpalHa ToYka — KakTo B nonyJjauuara ¢ HC/NSTEMI, Taka
U B nonyJaumsata ¢ STEMI (Tabnuua 4). Cnenosarenno, KOCTABAHT 90 mg 1Ba mbTH AHEBHO 3a€IHO C
Hucka 103a ACK moxe z1a ce u3nonssa npu naumeHtd ¢ OKC (HectabuiiHa cTeHOKap s, MUOKap/IeH
uHapkr 0e3 ST eneauus [NSTEMI] unn muokapaen undapkr cue ST enepauus [STEMI]);
BKJIFOYHTEIIHO MALIUEHTH, JICKYBAHU MEIMKAMEHTO3HO, U MALIUEHTH, JIEKYBaHH C MEPKyTaHHA KOPOHApHAa
uHrepBeHuus (IIKH) nnm 6alinac Ha kopoHapHa aprepus (KAB).

Tabuuua 4 — AHAJIN3 HA NHLPBHYHATA H BTOPHYHHTE KPaiiHH TOYKH 32 epukacHoct (PLATO)
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Hamepenue 3a 8.5 10,0 1,7 16 (6, 25) 0,0025
MHBa3HBHa
Tepanus
Hamepenue 3a 11,3 13,2 2,3 15 (0.3,27) 0,0444"
NeKapCTBEHA
Tepanus

CC cmbpT 3,8 4.8
MM (c u3k. 5,4 6,4
Ha ,,Tux” MH)®
Hucyar 1,3 1,1 -0,2 -17 (-52, 9) 0,2249
Cmbpr Oe3 9,7 11,5 2,1 16 (8, 23) 0,0001
3HaYeHHe Ha
MPUYKHATA,

MH (¢ uska.
Ha ,,THx MH)
HWJIH HHCYJIT
CC cmbprT, 13,8 15,7 2.1 12 (5, 19) 0,0006
obwo MH,
uHeyar, CPH,
PHU, TUA, wnnu
apyra ATCs
CumupT 6e3 4.3 5,4 1,4 22 (11, 31) 0,0003"°
3HAYCHHE Ha
NpHYMHAaTa
HedburuTHBHA 1,2 1,7 0,6 32 (8, 49) 001237
TpoMODoO3a Ha
CTCHTA
“APP=abcomorHa penyxuna Ha pucka; OPP=oTHocuTenna peayxuus na pucka=(1-KoeduuueHt
Ha puck) X 100%. Orpunarenna OPP o3nayaBa noBuilaBaHe HA OTHOCHTETHUS PHCK.

Sc u3kmoyenne Ha ,, Tux” MU.

"CPH=cepuo3na pekypenTHa HcxeMus; PU=pexypentHa ncxemus; THA=Tpan3uTopHa
HcexeMH4dHa ataxka; ATC=aprepuanno TpoMGoTHYHO crbuTHE. O6mo MU Brmousa ,, Tux” MU,

nata Ha CBOMTHETO € JaTaTa Ha HErOBOTO YCTAHOBSBRHE.
' HOMMHAIIHA CTONHOCT HAa CHTHHGHKaHTHOCT; BCHYKH OCTAHAIH ca HOPMATHO CTATHCTHYECKH
CUrHH(QUKAHTHH MO Npe-AePUHHPAHO HepapXHYHO TECTBAHE.

21 (9, 31) 0,0013
16 (5, 25) 0,0045

"l

il

PLATO zenemuvuno noonpoyusane
Onpeaensuero va CYP2C19 u ABCBI1 renoruna Ha 10 285 nauuenty 8 PLATO nasa Bb3MOXHOCT 3a
acolHauMs Ha reHOTUNHHTE rpynu ¢ pesyaratire oT PLATO. [Iperb3xoacTBOTO Ha THKATpeOp Haj
KJIOMHAOTPET M0 OTHOWIEHHE HA peayKLUUATA Ha 3HAYUTENHH CC cbOUTHS HE € CHTHH(HUKAHTHO NOBIHAHO
ot CYP2C19 nnu ABCBI renornna na nauuexrure. [lono6Ho Ha usnoctHoTo npoyusaHe PLATO, Hama
palivka MeXAy THKarpesop U KNOMNoAorpet rpH od1o 3HAUHUTETHHTE XEMOPArHYHH HHLIMEHTH B
PLATO, pbvnpexu reotuna CYP2C19 unu ABCBI1. Hecebp3aHoto ¢ KAB 3HauMTeHO KbpBeHe B
PLATO ce nopuriasa ¢ THKarpe/op B CpasHEHHE C KIIOMHAOTPEN MPHU NALMEHTH C E[JHH HITH MOBEYE
CYP2C19 anenu cue 3aryba Ha PyHKUMSA, HO € CXOAHO HA KAOTIMIOTPEN NPH MalMEHTH C alel, KOHTO
HAMa 3ary0a Ha pyHKLIUS.

Kombunupan noxazamen 3a eghuxacrnocm u bezonacnocm
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KombuHupasuat nokasaren 3a epuxacHoct M 6e3onacHoct (CC cmbpT, MU, uHCyaT wam ob1wmo
3HAYMTEIIHO KbpBeHe no aepuHuumusTa Ha PLATO) noka3ssa, 4e nonzata ot npuioKeHHeTo Ha

THKArpeJiop Mo OTHOWEHHE Ha €(PUKACHOCT B CPaBHEHHE C KIIOMMAOTPEN HE C€ KOMIMEHCHPA OT ClTy4YauTe
Ha 3HauYHTeNHO KbpBeHe (APP 1,4%, OPP 8%, KP 0,92; p=0,0257), 12 meceua cnea OKC.

Knunuuna bezonacrocm

XoaTepoBo NOANPOYyYBaHeE:

3a 1a ce OLEHH YECTOTATA HA BEHTPHKYIADHHTE NAY3H H APYTH €NH30AH HA ADUTMHA MO BPEME Ha
npoyusaHeTo PLATO, e ochiuecTBeHO XonTep-MOHHTOpHpaHE Ha noarpyna ot 6nau3o 3 000 nayueHTy,
npubauauTento 2 000 ot xouto uMaT 3anKucH, kakro B ocrpata dasa Ha OKC, Taka U Mecel HO-KbCHO.
[TopBHuHaTa NpoCnEafBaHa NMPOMEHIIMBA € YeCTOTATA Ha BEHTPHKYJIAPHH Nay3u C MPOALIKHTENHOCT
>3 ceKyHAH. BeHTpuKy apHH Nay3u pa3BHBAT MOBEYE NALMEHTH Ha JIEYEHHE C THKarpenop (6,0%),
OTKOJIKOTO TaKUBa Ha JieueHHe ¢ knonuaorpen (3,5%) B octpata dasza u cvoTBeTHo 2,2% 1 1,6% caea

1 meceu (Bx. Touka 4.4). YBEIHYEHHETO Ha BEHTPHKY/IapHHUTE Nay3H B ocTpara (asa na OKC e no-
H3pa3eHO MPU NauMeHTHTE Ha THKarpenop ¢ aHaMmHesa 3a XCH (9,2% c anamueza 3a XCH cnpsamo 5,4%
npy nauuentn 6e3 anamHesa 3a XCH; 3a naumenTHTe Ha kionuporpen, 4,0% npu Te3u cbe cnpamo 3,6%
rpu Te3u 6e3 aHamHesa 3a XCH). Tasu pa3nuka He ce nposBssa 3a eanH Mecew: 2,0% cnpamo 2,1% 3a
MalMeHTHUTE HA THKArpesnop, CbOTBETHO, CbC U Oe3 aHamuesa 3a XCH; u 3,8% cnipamo 1,4% 3a
Knonuaorpen. Tasy pasnuka He € CBbP3aHa C HEXENIAHW KIIMHUYHHI NOCTEANLUM ( BITIOYHMTENHO U
MOCTABAHE HA NEHCMENKDBP) BLB BLIIPOCHATA NOMY/IalUA MTALIMEHTH.

IIpoyweane PEGASUS (anamuesa 3a muoxapoen ungapxm)

PEGASUS TIMI-54 e npoyusaHe ¢ 21 162 nauueHTH, ¢ AM3aiiH 3aBHUCEL OT HACTHIBALLKTE ChOUTHS,
PaHIOMHU3HPAHO, ABOHHOCNANO, M1aLEe00-KOHTPONHPAHO, MEXAYHAPOAHO MHOTOLEHTPOBO MPOYYBAHE C
Nnapajie/iHd Ipyru 3a OLCHKA HA NPEBEHUMATA Ha BTEPOTPOMOOTHYHH CHOHTHS ¢ THKArpeJsiop, NPWIaraH B
2 no3u (90 mg aBa MbTH AHEBHO Wik 60 mg nBa MbTH JHEBHO) B KOoMOUHaUMA ¢ HHCcKa f03a ACK (75-
150 mg), B cpaBHeHue ¢ Tepanus camo ¢ ACK npu naumedTH ¢ aHamHesa 3a MU 1 0NbIiHUTENHH
puckoBH (akTOpH 3a aTepoTpomMbo3a.

[TauneHTH, MOAXOASIUH 38 BKIIOYBAHE B MPOY4YBAHETO c2 OWIM TAKHBA HA BL3PACT Ha Wi Haa 50 roauHu,
HajM4Ke Ha aHamHe3a 3a MU (1 10 3 roauHy npean paHOOMU3IHPAHETO) U HATTUYHME HA MOHE €AHH OT
CNeAH1Te PUCKOBH (akTopH 3a aTepoTpombo3a: Bb3pacT > 65 roauxu, 3axapeH avaber, Hanaraug
MEIHMKaMECHTO3HO NeyeHue, BTopH npealectsawl MH, nanun 3a muorocsaosa UBC nnu xpornuna
6uOpeuHa quchyHKUMA U3BLH KPalHKA CTaaHid.

[NawstenTrTe HE ca GWUIH NOAXOAALIM 32 RKIIOYBAHE B MPOYYBAHETO, aKO €& MMAJTH IL1aHnpaHa ynoTpeba
Ha P2Y ;-peuenTopeH aHTaroHUCT, AMNMPHAAMOJ, LIKIIOCTA30] WM AHTHKOAry/iaHTHa Tepanus 3a
NepHoOAAa Ha NMPOY4BAHETO, HAPYLIEHHE, CBhP3aHO C KbPBEHE WIH AHAMHE3a 33 HCXEMHUUEH UHCYIIT WITH
BbTpeYepenHo KbPBEHE, TYMOP Ha UEHTpaiHaTa HEPBHA CUCTEMA WIH BLTPEYEpeENHa ChA0Ba AHOMAJTHA.,
NMALMEHTH CbC CTOMALLIHO-YPCBHO KbPBEHE Npe3 NMpeALeCTBAIIMTE 6 MeceLa WK roiaMa onepaLus npes
npeawecTeaiute 30 JHU.

Knunuyna egpuxacnocm
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@urypa 2 - AHA/IH3 HA NbPBHYHATA KJIHHHYHA cbheTaBHA Kpaiina Touka or CC embpt, MU 1

1320

uacyar (PEGASUS)
11
1 Tukarpenop 60 mg ----Ilnaueéo -
0 JIBA IMTbTH JIHEBHO rr -
g | Bpoii 7045 7067 Lt
[TaumenTn che cuOnTHe 487 (6.9%) 578 (8.2%) o= :
8 KM% na 36-tu mecell 7.8% 9.0% 2
CBOTHOIIEHHE Ha PHUCKa -

s 7| (Hazard Ratio)(95% CI) 0.84 (0.74. 0.95) Jo*
O g P-ctoiinoct 0.0043 .J_ =7
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BEpoit NaUMEHTH B PUCK Anwn chep paHaommu3zauma
Ti 60 mg 7045 6948 6857 6784 6711 6357 5904 4926 3698 2055 710
Placebo 7067 6950 6842 6761 6658 6315 5876 4899 3646 2028 714

Tabauna S - AHayIn3 HA NLPBHYHATA H BTOPHYHHTE KpaiHH To4KH 3a epukacHoct (PEGASUS)
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Tukarpesop 60 mg 1Ba nbTH IHEBHO Camo ACK p-
+ACK N=7 067 CTOHHOCT
N=7 045
Xapakrepucruka | I[lanuentn | KM % HR [lauuenTn KM %
ChC (95 % CI) ChC
CbOHTHA CbOHTHSA

[IbpBHUYHA KpaiiHA TOYKA

CwncraBua ot CC 487 (6,9%) 7.8% 0,84 578 (8,2%) 9,0% 0,0043 (s)

cmbspT/MHU (0,74, 0.95)

/MHCY T

CC cmbpT 174 (2,5%) 2.9% 0,83 210 (3,0%) 3.4% 0,0676
(0,68, 1,01)

MH 285 (4,0%) 4,5% 0,84 338 (4,8%) 5,2% 0,0314
(0,72, 0,98)

Hucynr 91 (1,3%) 1,5% 0,75 122 (1,7%) 1,9% 0,0337
(0,57, 0,98)

BropuuHa KpaiHa Touka

CC cmbpT 174 (2,5%) 2,9% 0,83 210 (3,0%) 3.4% -
(0,68, 1,01) ——
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CMBpT NO 289 (4,1%) 4,7% 0,89 326 (4,6%) 3,2% -
BCAKaKBAa (0,76, 1,04)
NpUUYHHA
KoepuUMEHTBT Ha PHCKA M p-CTOMHOCTHTE ¢a M3UHC/IEHH OTAC/HO 38 THKAIPEJIOP CNP. TEPArHs camo ¢
ACK ot mozen Ha nponopumoHanHuTe puckoBe Ha Cox, KATO rpyrnarta Ha IeYCHHE € eAHHCTBEHATA
€KCILU1aHATOpPHA NPOMEHJIMBA.
KM npoueHT, u3uncnen Ha 36-TH mecell.
benexka: OpoaT Ha mepBUTE cHOUTHS 3a KoMioHeHTUuTe CC cMBpT, MU U HHCYNT € AeiiCTBUTENHHAT
Opoii Ha NbpBM CHOWTHS 32 BCEKH KOMIOHEHT M He ce 106aBsA kbM 6pos Ha CHLOMTUATA B ChCTABHATA
KpatHa TOYKa
(s) Iloka3pa cTaTHCTHUECKA 3HAUMMOCT.
Ci=/losepurenex unreppan; CC=Cnpaeyno-cbaos; HR=Koeduumnent na pucka; KM=Kaplan-Meier;
MH=Mmuokapaen undapkr; N=bpoit nauneHTy.

JBeTe cXeMH Ha nteueHuMe ¢ THKarpenop 60 mg Asa meTH JHEBHO W ¢ 90 mg ABa TbTH AHEBHO B
komOunauus ¢ ACK npesn3xoxaar caMocTosTenHoTo jedeHne ¢ ACK no oTHOILEHHE Ha NpeBeHLUHITa
Ha aTepoTpOMOOTHYHHTE CLOMTHA (cheTaBHa Kpaiina Touka: CC cMbpt, MU o MHCYNT), € nocTosHEH
e(PeKT OT NEYEHHETO MPE3 LEAHA NIEPHOA Ha Npoy4BaHeTo, Boael Jo 16% OPP u 1,27% APP 3a
Tukarpesop 60 mg n 15% OPP u 1,19% APP 3a Tuxarpenop 90 mg.

Bwnpeku ue npoduaute Ha edpukacHocT Ha 90 mg 1 60 mg ca nogoOHH, HMa JaHHM, Ye NO-HUCKATA 4032
€ ¢ No-a06bp NPodHI Ha MOHOCHMOCT W 6e30MaCHOCT M0 OTHOWIEHHE HA PHCKA OT KbPBEHE M IUCITHES.
Caenosarento, camo KOFABAHT 60 mg apa mbTi [HEBHO, npuioxen eaHospeMerHo ¢ ACK, ce
Npenopb4ea 3a NpeBeHUMA Ha aTepoTpoMO0THYHH ChOMTHA (CC cMBPT, MU H HHCYNT) NPH NALMENHTH C
aHamHes3a 3a MH # sucok puck ot passuTHe Ha atepoTpoMOOTHUHO ChOHUTHE.

B cpasHeHue cue camocToarenHoto nedeHne ¢ ACK, Tukarpenop 60 mg 1Ba ALTH AHEBHO 3HAYHMO
NOHHUXKaBa MbpBUYHATA CbCTaBHA KpaKHa Touka oT CC cmbpt, MH 1 uHCynT. Beeku oT KOMNOHEHTHTE

ROMPHHACA 32 MOHWKEHHETO HA NMbPBHYHATE CbeTaBHA KpaikHa Touka (CC cmupt 17% OPP, MH 16%
OPP u uncynt 25% OPP).

OPP 3a cheraBHaTa kpaiina Touka ot | 10 360 anu (17% OPP) n ot 361 anm natatek (16% OPP) e
nogobxo. MmMa orpaunyenn AaHHHM 3a e(MKacHOCTTa K 0€30NacHOCTTa HA YAB/DKEHO NEUEHHE C
THKArpeaop Haja 3 roamHH.

Jluncear aokasaresicTea 3a nonsa (He ce HabuoAaRa peayKLHS HR YECTOTATA HA MLPBUYHATA
npocneassaHa KpainHa Touka ot CC cMbpT, MH ¢ HHCYNT, HO HMa NMOBHILIABAHE HA YECTOTATA HA
3HAYHTETHO KbpBEHeE), KOoraro Tukarpenop 60 mg npa MbTH JHEBHO € NPWIOKEH NMPU KJIMHHYHO CTaOMNHK
MaUHEHTH ¢ TaBHOCT HA HH(APKTa >2 rOJIMHH HIH NOBEYE OT €HA FOAMHA C/EM CIHPAHE HA MPEAXOIHOTO
neyeHue ¢ A[{D-peuentopeH HHXUOUTOP (BXK. TOUKa 4.2).

Knunuuna 6ezonacrhocm
YecToTara Ha NPEYCTAHOBABAHE HA TEPANMKATA C THKarpenop 60 mg nopaay KbpBeHe H AUCTIHEA € MO-

BUCOKa NMpH naudeHTH >735 roanHu (42%), B cpaBHEHHKE C NO-MAaAM nauueHTy (MHTepBa: 23-31%), ¢
pasjiMka cnpsMo fauebo rpynara no-rosasma ot 10% (42% cnpsamo 29%) npH nauueHTH >75 rogHHH.

[Meanarpuyna nomyaawus
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B panoomu3npaHo, apoiiHocnano npoyusaxe Maaa Il ¢ napaneaqun rpynu (HESTIA 3), 193
NeAMaTPUYHHK NALHEHTH (Ha BB3pacT oT 2 10 noj 18 roauHH) che CbpNOBUAHOKIETLYHA DonecT ca
PAHAOMH3HPAHH 14 Noy4aT UM auedo, wiK THKarpenop B 403M oT 15 mg 10 45 mg ABa MbTH AHEBHO
B 3aBUCHMOCT OT TEJIECHOTO Terj1o. Tukarpesop Boau A0 MeauaHa Ha TpoMboLMTHATA MHXMOHUKA 35%
npeay npueM Ha 1o3ata u 36% 2 yaca cnex npreM Ha A03aTa MPH CTALMOHAPHO ChCTOSHHE.

B cpaBHenHe ¢ niauebo HAMa ron3a oT ASYEHUETO ¢ THKAIPEAOP MO OTHOLIEHHE Ha Y€CTOTaTa Ha
BA30OKITY3UBHUTE KPH3H.

EsponeiickaTta areHius no JekapcTsaTa ocBo60XKAaBA OT 3aAB/HKEHHETO 3a NPEACCTaBAHE Ha
pe3yJITATHTE OT NPOYYBAHUATA C peepeHTEeH NPOAYKT, ChAbPKALL TUKArPEIOP BB BCHUKHK MOAIPYNH Ha
neauaTpH4HATA NOIMyaaUus 38 OCTPH KopoHapHH cHHOpoMH (OKC) u aHaMHe3a 3a MHOKapAEH HHGAPKT
(MH) (Bx. Touka 4.2 3a HHDOpMaLIUA OTHOCHO YnoTpeba B neauaTpuaTa).

5.2 <PapmMakoKHHETHYHH CBOHCTBA

Tukarpenop uma THHeHHa QapMAKOKMHETHKA, 8 EKCIIO3ULNMTE KbM THKATPEIOP ¥ aKTHBHUSA MY
meTabonut (AR-C124910XX) ca npubnaunsurenHo nponopuuoHanHu Ha fo3ata 10 1 260 mg.

Abcopbuus

AbGcopbuusTa Ha Tukarpenop € 6bp3a, ¢ MeaHaHa Ha tmex NpubAM3MTENnHO 1,5 yaca. [pespuiuakeTo Ha
THKarpenop B OCHOBHHS uupkyaupaui merabonut AR-C124910XX (cbuwo aktHBeH) e 6Lp30, ¢ MeaHaHa
Ha tmax MPHONH3KTENHO 2,5 yaca. Cea nepopanHO NPUICKEHHE HA eIMHHYHA 1034 TUKarpenaop 90 mg Ha
raaHo MpH 3apaBu NKUA, Crax € 529 ng/ml u AUC e 3 451 ng*h/ml.

CrhoTHolueHHusATa MeTabonnt/ocHOBHO BelecTso ca (0,28 32 Cuax ¥ 0,42 3a AUC. QapmakokHHeTHKaTa Ha
THKarpenop U AR-C124910XX npu nauuenTu ¢ aHamHesa 3a MU obukHoseHo € moaoOHa Ha Tasu B
nonynauuata ¢ OKC. B»3 ocHoBa Ha eanH nomynaunoHeH GapMaKkOKHHETHUEH aHANH3 HA NMPOYYBAHETO
PEGASUS menunanara Ha Cra Ha THKarpenop e 391 ng/mi u AUC e 3 801 ng*h/ml B craumonapHo
CbCTOsIHHE 33 THKarpenop 60 mg. 3a Tukarpenop 90 mg Cra € 627 ng/ml 1 AUC e 6 255 ng*h/ml »
CTALHOHAPHO CLCTOSHHUE.

CpenHara abconoTHa GHOHATHYHOCT HA THKATPENop € H3uKuciaeHa Ha 36%. [MpueMbT Ha HoraTa Ha
Ma3HMHH XpaHa BoaM 0o nosuiuasaHe ¢ 21% Ha AUC Ha Tukarpenop # 1o noxiwkasate ¢ 22% Ha Cnex Ha
aKTHBHHA MYy METabOIIUT, HO HE NOBJIHABA MO HUKAKBB HAMHH Cnax HA THKarpenop win AUC Ha akTMBHUS
My MeTabonut. CmeATa ce, ye Te3x MalIk1 MPOMEHH Ca C MHHHMATHO KIIMHHYHO 3HA4EHHE; Nopaau ToBa
THKarpeaop Moxe a ce npHeMa cbC UM 6e3 xpaHa. THKarpenop W akTHBHUAT My MeTabo/MT ca
cybcTpaTtu Ha P-gp.

Tukarpesop 8bB BHJ Ha CTPHTH TabJIETKH, CMECEHH ¢ BOAA, NMPUJIAraH NEPOPAITHO WM Upe3 Ha30-
racTpajHa CoHJAa B CTOMaxa, ¥Ma CpaBHMMa BHOHANTHYHOCT ¢ 1euTe Tabnerku no otHowexnue Ha AUC u
Cmax Ha Tukarpenop ¥ akTusHua MeTabonut. HauyanHara excnosnuns (0,5 u 1 yac cies npuiokeHue) or
CTpHTHTE TaONETKH TMKArpeop, CMECEHH C BOJA, € MO-BHCOKA B CPABHEHHE C LIEIUTE TabNeTKH, C KaTo
LAUTO MACHTHYEH NPOd U Ha KOHUEHTpaLuus cael ToBa (2 no 48 uaca).

PasnpeneneHue
B craunoHapHo cheTosHMe 060emMBT Ha pasnpeaeneHue Ha THKarpenop € 87,5 1. Tuk
MYy MeTabO/IMUT Ce CBBLP3BAT C YOBELLKHUTE IUTa3MEHH NPOTEMHH BbB BUCOKA CTENEH

25



buorpaHcgopmalius
CYP3A4 e OCHOBHHAT €H3HM, OTTOBOPEH 38 METAOONMIHPAHETO HA THKArpeJIop K 00pa3yBaHeTo Ha
aKTHBHHR My METa0OJIHT, KATO TEXHHTE B3auMoaencTBHA ¢ Apyru cyOctpatu Ha CYP3 A Bapupar ot

aKTUBUpaHE A0 HHXUOHUpaHe.

OcHosHusT MeTabosiut Ha Tukarpesaop € AR-C124910XX, koHTO CBLIO € AKTHBEH — KOETO CE OLIEHABA
upe3 in vitro ceup3BaHe ¢ TpoMOoLMTHMA P2Y |2 AJI® peuentop. CHcTeMHaTa €KCMO3HUMSA HA aKTHBHHA
meTaboaut € npubanzurento 30-40% oT Ta3u Ha TMKarpenop.

EnuMuHMpaHe

OCHOBHHAT NBT 32 €IMMUHUPAHE HA THKArpenop e upes YepHoapobHa TpaHcdopmauus. I1pu npunarane
Ha PaJHOAKTHBHO MapKHpaH THKarpeiop CpeHOTO Bb3CTAHOBIBAHE HAa PANHOAKTHBHOCTTA €
npubnniurento 84% (57,8% »nB deueca, 26,5% B yprHara). KonHuecTBOTO Ha THKArPENOp H AKTHBHUSA
My MeTabonHT, KOHTO Ce OTKpHUBAT B YpHHaTa, ca noa 1% ot npuerata n03a. BepoSTHO OCHOBHMAT LT Ha
€IMMHHHPAHE HA AKTHBHUS METADOJIHT € upe3 eKCKpeLHs B #UTb4uKaTa. CpeaHHAT b1, Ha THKArpeaop €
npubIU3UTENHO 7 yaca, a Ha aKTHBHUA My MeTaboauT — 8,5 vaca.

CoeuranHy nonyJaunH

Cmapuecka v3pacm

[To-BHCOKH eKCNO3HLIHK Ha THKarpenop (Npubansutenno 25% u 3a Crax, ¥ 38 AUC) H Ha aKTHBHUA My
metabonut npu naureHTH ¢ OKC B cTapuecka Bn3pact (275 roavHH) B cpasHeHHE ¢ NO-MJIAAH NALHEHTH
ca HabnopaBaH# NpY NOMyMaLMOHHKHA PapMakoKuHeTHueH aHanu3. Te3H Pa3IHKH He Ce CMATAT 34
KJIMHHYHO 3Ha4YUMH (BX. TouKka 4.2).

Ieduampuuna nonyiayus
HanuuHu ca orpaHHYeHH J8HHH NPH Jeua ¢b¢ CbPNOBUAHOKIETbYHA bosecT (Bxk. Toukn 4.2 1 5.1).

B npoyusanero HESTIA 3 npu nauveHTy Ha Bb3pact ot 2 go noa 18 roauns ¢ Terno >12 ao <24 kg, >24
no <48 kg n >48 kg, e npwiaraH THKarpenop Kato negMaTpU4HH AUCNEprupailu ce Tabnerku 15 mg s
A03H cbOTBETHO 15, 30 1 45 mg apa NbTH AHeBHO. Bb3 OCHOBA Ha NMOMyIaUHOHEH (PapMAKOKHHETHUEH
ananus cpennara AUC sapupa ot 1 095 ng*h/ml o 1 458 ng*h/ml, a cpeanaTa Crax Baprpa oT 143 ng/ml
no 206 ng/ml npy cTalMOHAPHO CHCTOSAHHME.

Ilon
B cpaBHeHHe ¢ MBXKe, NpH XKeHU ca HabNOJaBaHH MO-BHCOKH EKCITO3HLIMM HA THKATPEIOp W Ha AKTUBHHA
My MeTalonuT. PainukuTe HE c€ CMATAT 33 KJIMHHYHO 3HAYKUMH.,

brbpevno yepeacoane

B cpaBHeHue ¢ xopa ¢ HopManHa 6b0peuHa (pyHkLMA, NpH NAUMEHTH ¢ TeXKo ObOpeuHo yBpexnaHe
(kpeaTHHHHOB KNHpbHE <30 ml/min) eKCNO3MLMATA HA THKArPEAoOp € no-Hucka ¢ Npubaunsurento 20%, a
EKCMO3ULIHATA HA AaKTHBHHA MeTaboauT € no-Bucoka NpubausuTenno cue 17% .

[Ipu nauueHTH ¢ TepMubaneH ctaaui Ha Ou0peyHo 3abonasane Ha xemoguanuza AUC u C
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CC Npujara HENOCPEeACTBEHO Npean AHanKu3aTa (ChoTBeTHO 49% Hu 61%), KoeTo NokasBa, Ye THKArpenop
He ce AHanu3vpa. Excno3sHuuaTa Ha akTHBHHS MeTabOHT ce NOBHLUABA B No-MaiKa crenex (AUC
13-14% 1 Cprax 17-36%). EdexTbT Ha HuxubupaHe Ha TpomOounTHaTa arperaums (MTA) e HezaBHCHM OT
AWAJTA3ATA TIPH NAaLHEHTH C TEPMHUHAIEH CTaaWH Ha 66peuno 3abongapaHe # e nopobeH npu xopa ¢
HopManHa OubOpeuna pyHKumA (BXK. Touka 4.2).

Yeprnodpobro yepedcoane
B cpaBHeHHe CbC 3apaBH 106pOBONLM, IPH NALMEHTH C IEKO YepHOAPOOHO yBpexnaHe Cmax ¥ AUC Ha

THKarpenop ca no-BUCOKH CboTBETHO C 12% u 23%, obaue UTA edexTsT Ha THKarpenop € nogobeH B
asete rpynu. He ¢ Heobxoanmo kxopurupaHe Ha 103ata MPH NaLKEHTH ¢ JIEKO YEPHOAPOSHO yBpexIaHe.
Hsma npoyuBaslHs ¢ THKarpeaop Npy NaLHEHTH C TEXKO YEPHOAPOOHO yBpekAaHe H HNCBa
¢apmMakOKMHETHYHA HHPOPMALIHA NPH NALMEHTH C YMEPEHO YyepHoapobHo yspexaane. [Ipu nauHeHTH ¢
YMEPEHO W/IH TEXKKO NMOBHLUEHUE HA €HH WIH NOBeYe HepHOAPOOHH PYHKLIMOHANHH N10KAa3aTENH Ha
U3XOJHO HHBO, IUTA3MEHHUTE KOHLIEHTPALKWHK HA THKarpeaop ca 0OUKHOBEHO MOAOOHH WK MaJIKO No-
BUCOKH B CpaBHEHHE ¢ nmauMeHTHTe 6€3 U3xoaHo nosuiueHye. He ce npenopsuBa kopurupaHe Ha ao3ara
NPH NaUHEHTH C yMEpPeHO YepHOApoOHO yBpexaaHe (BxK. TOUkH 4.2 u 4.4).

Emnuvecka npunadnesxcnocm

B cpaBHeHHE C NalMEHTHTE OT EBPOTNEUAHATA paca, NALWEHTHTE OT a3UATCKH TIPOHIXO UMAT MO-BUCOKA C
39% cpenna 6uoHaMuHOCT. B cpaBHEHHE ¢ NAaLMEHTHTE OT eBpONEeHAHATa paca, MPH CAMOONIPEACALIMTE
Ce KATO YEPHOKOXH NMAUHEHTH, OHOHATUYHOCTTA HA THKArpesop € no-HyMcka ¢ 18%. B knuuuxo-
¢apmaxonoruuHn npoyusasus ekcno3uUMATA (Crax # AUC) Ha THKarpesop npu anoHuUM € 1no-BHCOKa ¢
npubnusurento 40% (20% cnen KopeKUMs CnPAMO TENECHOTO TEN0), OTKOJIKOTO NPH XOpa OT
€BpONeHaHaTa paca. ExcnozHuMaTa npH nauMeHTH, KOWTO Ce CAMOONPEAESAAT KATO HCHAHO WIH NaTHHO
THI, € NogoOHa Ha Ta3y NpH NMaLMEHTHTE OT eBpPONENAHATA paca.

5.3 IIpeaxsinHAR4YHRA JAHHE 3a GezonacrocT

[IpeaAKTHHHYHKTE JaHHH 33 THKArpeJiop U OCHOBHHA MYy MeTaBONUT HE MOKA3BaT HENPUEM/IMB PHCK 3a
pa3sBHTHE HA HEXKEAHH PEaKLMM MPH XOpa Ha Ha3aTa Ha KOHBEHLIMOHATHWTE (PapMaKoJOrHYHH
M3MHTBAHHUA 3a 6€30MaCHOCT, TOKCHYHOCT MPH €AHOKPATHO H MHOTOKPATHO NIPUIAraHe U NeHOTOKCHYEH
MOTEHLHAIL.

[IpH HAKONKO KHBOTHMHCKH BHAA € HAOM04aBAHO CTOMALIHO-YPEBHO Apa3HEeHEe NPH KIWHHYHO 3HAYHMH
HHUBA HA eKCMNo3uLMa (BX. Touka 4.8).

[1py xeHekH MTBXOBE, THKAPEJIOP BER BUCOKH A03H AEMOHCTPHPA MOBHLIEHA YECTOTA HA TYMOPH Ha
MaTkara (aA€HOKApLUMHOMH) W NOBULIEHA YECTOTa Ha AJCHOM Ha 4epHHs Apob. MexaHH3MbT 3a ogBa Ha
TYMOPH Ha MaTKaTa BEPOATHO € XOpMOHaneH aucbanaxc, KoHTO MoXe 1a JoBee A0 NOABA HA TYMOPH
[PH IUTbXOBe. MeXaHH3MBT 3a NMosABa Ha YEPHOAPOOHH aIEHOMM BEPOATHO € CieUHdUYHA 3 [PU3AUHTE
€H3WMHA UHAYKLUHKS B YepHHUA p00. [Topaau ToBa ce cuMTa, He € MAITKO BEPOATHO KAPLIMHOMEHHHTE
HaxoJKH Ja UMAT 3HAYCHHE 3a Xopara.

[Ipu isxose, ca HabnoaaBaHH MHHAMATHH aHOMATTHHM HA Pa3BUTHETO MPH 1033, TOKCHYHA 3a MaikaTa

(rpannua Ha 6ezonacHocT 5.1). [1pw 3aitum ce Habnoaasa nexo 3abasaHe Ha yepHOAPOGH HE U
CKENETHOTO Pa3BHTHE HA (eTyCHTE NpHU MAKiKK Ha BUCOKA 1033 6e3 na ce Habioasa C
Maitkara (rpaHMua Ha 6esonacHoCT 4.5).
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[1poyuyBaHus NpH MIBXOBE M 3aHLIM NOKA3BAT PENPOAYKTHBHA TOKCHUHOCT C JIEKO MOHH)KABAHE Ha
HAa/1aBaHETO Ha TErjio Npu ManKaTa H HAMANICHA HEOHATANIHA XKU3HECTIOCOOHOCT U TErNO NpPY pAXIAHETO,
cbe 3a0aBsHe Ha pacTexa. THkarpenop Boau 10 HepeROBEH LUMKDBA (OCHOBHO YIBIKEH LUMKB) NMPH
KEHCKH ILUTBXOBE, HO HE NOBAUABA 00LLHUA PePTHIMTET MPH MBAKKH H IKEHCKH ILThXOBE.
DapMakOKMHETHYHM NIPOYUBAHHSA C PAAHOAKTHBHO MAPKHUPaH TUKArpeop NOKA3BaT, Y€ OCHOBHOTO
BELLECTBO H HErOBHTE METADOINTH CE EKCKPEeTUpaT B MIIAKOTO NpPH ILThXOBE (BXK. TO4YKa 4.6).

6. PAPMAILIEBTHYHH JAHHH
6.1 Conacbk HAa NIOMOIMHHUTE BEllleCTBA

Aapo Ha TabnerkaTa

MaHuTton

Llenyno3a, Mmukpokpucranda, Tun 102
[loBuaon K-25

KpockapMenosa HaTpuid

Marxesues creapar

Tabnerna o6BrBKa
Xunpomenosa 6 mPas (E464)
Turanos avokcua (E171)
Makporon 400 (E1521)
XeneieH okcha, yepseH (E172)
XeneseH okcua, yepeH (E172)

6.2 HecnhBMeCTHMOCTH

Henpunoxnmo

6.3 Cpok Ha roauocr

4 ronuHHU

6.4 CoennannH yc10BHE HA ChXPAHEBHE

To3n nekapcTBeH MPOAYKT HE H3UCKBA CNIELIMATHU YCJIOBHMA 33 ChXPaHEHHE.

6.5 BuA K cLALPAKAHHE HA ONAKOBKATA

. PVC-PVDC/6e3useren anymunues Gnuctep (Che CHMBOAK CiibHLE/TyHa) oT 10 TabneTku;
KapTOHeHH onakoskH oT 60 Tabnetku (6 6ancrepa) u 120 Tabnetku (12 Gnrcrepa).
. PVC-PVDC/6e3useren anymunues nepgopupan 6aucrep (CbC CHMBOJH CThHLE/TyHa) oT 10

Ta0/1eTKH; KapTOHEeHH onakoBKH oT 60 Tabnetku (6 Gauctepa) n 120 Tabneriu (12
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. PVC-PVDC/besuseren anymuHHes kaneHaapeH 6auctep (Cb¢ CHMBONM CbHLE/ TyHa) oT 14
TabneTku; KApTOHEHH ONAaKOBKH OT 56 Tabnetku (4 Gnnctepa), 112 tabnetku (8 6nucrepa) n 168
Tabnetku (12 6baucrepa).

. PVC-PVDC/6Gesupeten anymununes KanexnaapeH nepdopupan G1ucrep (CbC CHMBOMH CTbHLE/ TyHA)
ot 14 TabneTku; XKapTOHeHH ONakoBKH oT 56 TabneTku (4 6aucrepa), | 12 Tabnerku (8 6nucrepa) u
168 Tabnerku (12 bancrepa).

He BcHukK BuaoBe onakoBkH morar aAa 6baar nmycHaTH 8 npogaxoa.

6.6 Crnennannu rpeaNa3HH MEPKH HIPH A3XBLPJASHE

Hen3non3paHHAT nekapCcTBEH NMPOLYKT WIM OTNaJbYHHTE MATEPHATH OT Hero TpsAbBa aa ce H3XBLPAAT

B ChOTBETCTBUE C MECTHMTE H3HCKBAHHA.

7. IIPHTEXATEJI HA PABPEINEHHETO 3A YITIOTPEBA

Gedeon Richter Plc.

Gyémrdi at 19-21.

1103 Budapest

YHrapus

8. HOMEP(A) HA PASPEINIEHMETO 3A YIIOTPEBA

Per. Ne 20230117

9. JATA HA ITBbPBO PAZPEIIABAHE/TIOTHOBSIBAHE HA PA3ZPEIIEHHMETO 3A

YIIOTPEBA

Hata Ha mbpBo paspewapate: 09.06.2023
JlaTa Ha rocnaeaHo NOAHOBABAHE:

10. JATA HA AKTYAJIN3ZUPAHE HA TEKCTA

01.07.2025
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