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1. UME HA JJEKAPCTBEHUA IMTPOAYKT

Tukaca 60 mg ¢puimupanu TabreTkn . -
Ticasa 60 mg film-coated tablets / og?z 5 S RN
2. KAYECTBEH U KOJJMYECTBEH ChbCTAB £ 948 / 18 -07- 2075

Bcesika punimupana tabnetka chabpka 60 mg tukarpenop (ticagrelor).

3a MBJIHUS CMTUCHK HA MOMOILIHHATE BEIIECTBA BHKTE Touka 6. 1.

3. JIEKAPCTBEHA ®OPMA
PuimMupaHa TadbneTka (TadneTka)

Kpbrnm, 1BOHHON3NBKHAIIH, PO30BH TabJIETKH.

4, KIUMHHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHA

Tukaca, npusioKeH eJHOBPEMEHHO C alleTHIcanniioBa kuceanHa (ASA), e nokasaH 3a
Mpeana3BaHe OT aTepOoTPOMOOTHYHH HHIIMAEHTH MPH Bh3PACTHH MALHEHTH C:
- ocThp KopoHapeH cuHapoM (OKC) nm
- aHaMHe3a 3a MuokapjaeH uHpapkt (MH) n BUCOK pHCK OT pa3BUTHE HA aTEPOTPOMOOTHYHO
cpOuTHe (BXK. Toukn 4.2 u 5.1).

4.2 Jlo3MpoBKA H HAYHH HA NMPHJI0KEHHE

o3upoBka

[MaumentuTe, npuemany Tukaca, TpsaOBa CHILO Taka /1a MpUEMaT HUCKA MOIbpKalla 1032 OT
75-150 mg ASA nHeBHO, OCBEH aKO TOBA € U3PHYHO MPOTHBOIOKA3aHO.

Ocmpu KOPOHAPHU CUHOPOMU

JleuenmeTo ¢ Tukaca TpsaOBa /1a 3armo4Ba ¢ eIHOKpaTHa HaToBapBauia 103a ot 180 mg (aBe TabreTky
ot 90 mg), cien koeTo ce npoabinkasa ¢ g03a 90 mg aea mpTH AHEBHO. [IpenopbuBa ce JIEUYEHHETO C
Tukaca 90 mg nBa mbTH AHEeBHO Aa npoab/iku 12 meceua npu nauueHTH ¢ OKC, ocBeH ako HaMa
KJIMHMYHH MOKa3aHuA 3a NpeKbCBaHe Ha npHema (BXK. Touka 5.1).

Anamuesa 3a muokapoen ungapkm

Tukaca 60 mg nBa MbTH IHEBHO € MpenopbYMTEIHATA [103a, KOraTo € HEOOX0AMMO YIb/DKEHO
JIeYeHHE Ha MalueHTH ¢ aHaMHe3a 3a MU oT 1noHe eiHa roguHa ¥ BUCOK PUCK OT aTepOTPOMOOTHYHO
ceouTHe (BXK. Touka 5.1). JleuenneTo Mmoxe 1a Obe 3anmoyHaTo 0€3 NMpeKbCBaHe, KaTo MPOIb/KaBalla
Teparnus cJie[l HAYaTHOTO JIeueHUe OT eAHa roauna ¢ Tukaca 90 mg wim Tepanus ¢ IpyTr aIcHO3WH
nudochar (AJ1D) peuentopen nuxuobuTop npu nauueHTn ¢ OKC U BHCOK pUCK OT
aTepoTpoMOOTHYHO chOMTHE. JledeHneTo MoXke a Obae 3an09YHATO CHUIO U A0 2 roguHu oT MU niu
10 eIHa TOJIMHA cJiel] CIIUpaHe Ha npeamecTsamoTo jgedenne ¢ AJ[d-peuentopen naxudurop. Mma
OrpaHUYEHH JaHHU 3a eHUKACHOCTTA U DE30MAaCHOCTTA HA YIBIDKEHO JIEYEHHE C THKarpenop Hal

3 roAMHH.

AKO e HeoOXoIMMa CMsHa Ha TeparnusaTa, MbpBaTa /103a Tukaca TpsaOBa aa Ob/ie npunoxkena 24 yaca
crnej mocjieiHaTa 103a Ha IPYyroTo aHTHTPOMOOTHYHO JIEKApCTBO.




[Iponycnama 0o3a

Como Taka TpadBa na ce n30ArBa NMpornyckaHeTo Ha Tadnetka. [laumenT, ko¥To e nmpoirycHan aa
npueme Jao3ata ci Tukaca, TpAaOBa 1a mpuemMe caMo eIHa TabsieTka (ciieBainara c1 103a) B 4aca, B
KOWTO 0OMuaiiHO A npueMma.

Cneyuannu nonyirayuu
Cmapuecka ev3pacm
[Ipn naumMeHTH B cTapyecka Bb3pacT He Ce Hajlara KOpPeKLMs Ha 1o3ara (BXK. Touka 5.2).

bvbpeuno yspeoicoare
[Tpu naunenTH ¢ O0pevHO yBpekIaHe He € HeoOXoauMa KOpeKLHs Ha [1o3aTa (BX. Touka 5.2).

HYeproopobro yepesicoane

Tukarpenop He e Npoy4BaH MPH MNALKEHTH C TEXKKO YEPHOAPOOHO YBpEXKIaHe W MOpaax TOBA,
ynoTtpebara My OT Te€3M MALMEHTH € MPOTUBOIOKAa3aHa (BX. Touka 4.3). UMa camo orpanndeHa
HH(pOpMaLIHA NPH TTALMEHTH C YMEPEHO Y€PHOAPOOHO yBpeXkKaaHe. KopurupaHe Ha 103aTa He ce
Mpenopb4yBa, HO THKArpeJsiop TpsAOBa J1a ce U3Mo3Ba ¢ NOBUIIEHO BHUMaHHUE (BXK. TOYKH 4.4 1 5.2).
[Ipy naumeHTH ¢ JIeKO YepHOAPOOHO YBpeXK/1aHe HEe € HE0OX0AMMa KOpPEKLIMs Ha [103aTa (BXK.
TOYKa 5.2).

[Teouampuuna nonyrayus

be3onacHocTTa M eprukacHOCTTa HAa THKArpesop IpHU aela Ha Bb3pacT nox |8 rogunm He e
ycTaHoBeHa. HaMa choTBeTHA ynoTpeda Ha THKarpesiop npy aeua cbC CbpIOBHIHOKIEThYHA 00JIeCT
(Bk. Toukm 5.1 n 5.2).

Ha4uH Ha MpUIIOKEHHE

3a nepopayiHO NMPHIOKEHHE.

Tukaca MoXke 1a ce mpremMa cbC MJIH 6e3 XpaHa.

[Ipn nanueHTHTE, KOUTO HE MOraT [a NperjbluaT usna (uenu) rabnerka(u), rabneTkure Morar Ja
Obaar cTpuTH Ha HH npax, JAa ce CMECST C MOJIOBUH Yallla BOJA M [1a Ce U3NMHUAT BeaHara. Hamara
TpsAOBa J1a ce M3IUIAKHE C Ollle NMOJIOBMH Yalla BOAa U ChABPXKHUMOTO aa ce u3nue. Cmecra Moxe 1a ce
Mpujiara cblo M upe3 Hazo-ractpaiiHa conaa (CH8 mimm no-ronsima). BaxkHo e Hazo-racTpajiHaTa
COHJIA [1a ce NpPOMHUE C BOJIa Clie/] NMPUI0KEHHETO Ha CMECTa.

4.3 IlpornBonokazaHus

e (CBpPBXYYBCTBHTEIHOCT KbM aKTHBHOTO BELIECTBO WJIH KBM HAKOE OT MOMOIIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1 (Bxk. Touka 4.8).

AKTHBHO NMaTOJIOTHYHO KbpPBEHE.
AHaMHe3a 32 HHTpaKpaHHaIHa XxeMoparus (BxK. To4ka 4.8).
Texko yepHoapoOHO yBpexkaaHe (Bxk. Touku 4.2, 4.4 u 5.2).

CBBMECTHOTO NPUJIOKEHUE HA THKArpesaop ¢ MowHU HHXuOuTopn Ha CYP3 A4 (Hanp.
K€TOKOHA30J1, KJJApUTPOMHMLMH, He(a3010H, pHTOHABHP H aTa3aHaBHp), ThbH KaTO MOXeE /J1a
OOBEJe 10 3HAYMTEJTHO MOBHILIEHHE HA €KCITO3WLIMATA Ha TUKArpesop (Bxk. Touka 4.5).

4.4 CrhnennaJHH npeaynpexaeHHs H NPeANa3sHH MepPKH NPH ynoTpeda

PHUCK OT KBpPBEHE

[IpuiokeHneTo Ha THKArpesop NMpH NMauUeHTH ¢ U3BECTEH MMOBHUIIEH PHCK OT KbpPBEHE TPsAOBa J1a ce

MPELEHH CIIPAMO 10J13aTa MO OTHOLIEHHWE Ha TIpena3BaHeTo OT aTepOTPOMOOTHYHH HHLIMJIEHTH (BXK.

TOYKHA 4.8 1 5.1). AKO € KIIMHHYHO IOKa3aH, THKarpesop TpsAa0Ba /1a ce npuiara ¢ NoBULIEHO

BHUMAHME TTPH CJICTHUTE IPYITH MALNEHTH:

e [laumeHTHTE CBHC CKIIOHHOCT KbM KBPBEHE (HAMp. NMOpaau CKOPOLIHA TpaBMa, orneparus,

HapyILIEHHUs B KPbBOCHCHPBAHETO, aKTUBEH MJIM CKOPOLIEH CTOMAIIIHO-YPEBEH KPbBOU3J/INB) HITH
Te€3U KOWUTO Ca C MOBULIEH PUCK OT TpaBMa. [ IpUI10KEeHHEeTO HAa THKArpeJsiop € NpoTHUBOIOKAa3aHO
NpH MAUMEHTH C AKTUBHO NATOJIOrHYHO KbpPBEHE, [IPU TAKMBA C aHAMHE3a 3a HHTpaKpaHUasiHa
XeMOparus U Npy NamueHTH ¢ TEXKKO YepHOApOoOHO yBpexkaaHe (Bx. Touka 4.3).
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e JlanmexTH, NpueMamy €JHOBPEMEHHO JIEKAPCTBEHH NPOIYKTH, KOUTO MOTAT Ja MOBHINAT PHCKA
OT XKbpBeHE (Hamp. HECTEpOHARH nporHBoBRInanuTeTH cpeacrsa (HCTIBC), nepopantn
AHTHKOAIyJIaHTH W/HANK GUOPHHONHTHLH) B pAMKHTE Ha 24 Jaca OT IpHeMa Ha THKarpesop.

Tparcdy3uara Ha TpoMOoIMTHA Maca He 00phma aHTATPOMOOTAYHNA ¢PEKT HA THKATPEIIOP MIPH
3JIpaBH A0OPOBOJIIH B € MAJTKO BEPOATHO 18 HMa KITKHWYHa 107138 NMPH DAUKEHTH ¢ KbpBeHe. [Ionexe
eTHOBPEMEHHOTO NPHNOXKEHHE HA THKArpeNop C AS3MONPECHH HE CKBCABA BPEMETO HA KbPBEHE,
BEPOATHO AE3MOINPECHH HAMA 1a Obe eduxaceH 3a OBNAJABAHC A2 KPHBOMAIHME (BXK. TO9Ka 4.5).

AHTHQUOPAHOMUTAYHOTO JieueHHe (AMUHOKAIIPOHOBA WIH TPaHEKCAMOBA KHCENTHHA) H/ WK
TepanuaTa ¢ pekomOuHaATeH daxTop VIIa Morar A2 YCKOPST XpBbBOCBECHPBRAHETO. [IpAEMEBT Ha
THKATPEJIOP MOXeE A4 ce BL30OHOBH CJie] KATO MPAYHHATA 33 KBPBEHETO € OTKPHTA H TO € OBIAINHO.

Oneparwm
IauuenTrTe TpabBa Da 6bAaT NOCHBETBaHH Aa HHPOPMHUPAT JEKapUTEe H CTOMATOIO3NTE CH, Ue

NPHEMAT THKATpENop, Npean Aa ¥M Onle Ha3HAYCHA HAKAKBA XHPYPrUdHA HHTEPBCHIS U MPEIH 12
3all0YHAT 2 MPHEMAT HOB JIEKAPCTBEH NMPOOYKT.

[Ipu nanuenture o1 npoyusaHeto PLATO c HanpapeH kopoxapHo-aprepraneH Oatnac (CABG), npu
THKAIpelop ce Radmo/1ana nopede KbpBeHE 0TKOJKOTO IPHA KIOMHAAOIPes, KOTATo € CIpAH | eH
Hpeny olepanms, HO CXOJHA YeCTOTA Ha 3HAYHTENHO KbPBEHe, B CPaBHEHHE ¢ KJIOMHIOrpeN, clell
CIIMpAHE HA JICYEHKETO 2 WK NMOBede OHH Npeln onepaims (BX. Touka 4.8). AKO NAUHEHTHT NOICKH
Ha IUIAHOBA OMNEepald W aHTHATPEraHTHHAT ePEKT € HEXENIaH, THKArpesop TpadBa fa ce cipe 5 aun
npedy XMpYprudHaTa HHTEpBeHIMs (BX. Toq9ka 3.1).

IMBHTH C IIDCINCCTBAIl HCXCMHYEH HHCYIT

[MatmenTy ¢ OKC ¢ mpeninecTBall HCXEMHMEH HHCYNT MOraT Aa OBAAT ICKYBaHH ¢ THKArpesnop B
nmpoxsiDkeHAe Haft-MAOTO Mo 12 Mecena (mpoygasane PLATO).

B PEGASUS naunesTn c anaMHe3a 3a MH ¢ npeaiiecTBai HCXEMHYEH HHCYJIT HE Ca BKUTIOYBAHH.
[Topany ToBa, NpH JTKIICA HA JaHHH, ICYCHRE MOBEYE OT €Ha IroAMHA HE C€ MPENopbhYBa IPH TE3H

TTAITNCHTH,

YepHo HO €

Yorpe6aTa Ha THKArpeJIOp € NPOTHRONOKA3aHA NTPH NALMEHTH C TEXKO Y€pHOAPOOHO yBpexaaHe
(Bxk. ToukH 4.2 1 4.3). UMma orpanndcH ONAT ¢ THKATPENIOP MPH IALHEHTH C YMEPEHO YepHOApoOHO
YRpeXIaHe, Mopaiy TOBa MIPH Te3X NAIMEHATH ce ITPENoPHYBA NOBHIIEAO BHAMAaANE (BXK. TOYKH 4.2
H5.2).

PHckoBH 33 pazsuTye Ha eHTH

Xourrep EKI' MoHHTOpHpaHe 110ka3Ba MOBANICHA JECTOTA MPpeIUMHO HA ACHMITTOMAH BEHTPHKYJIADHA
Nay3d 10 BpeMe Ha JICYEHHE ¢ THKArpelop B cpaBHeHuKe ¢ Knonugorpen. IIaiMeHTHTE ¢ IIOBHIIEH PHCK
OT pa3BHTHE Ha Opanuxapaua (Hamp. NALHEHTH CBC CHHOPOM Ha OOJTHHA CHHYCOB Bb3eJI 6e3
ne#cmetknp, AV-6nok Il wym 111 crenen, unu TaxuBa CLC CBEP3aHH ¢ GpaguxapiHs CHHKOITH) ca
H3KIOYEHN OT OCHOBHHTE NpOYYBaHHA 34 OLEHKA Ha 0e30MacHOCTTa B epHKACHOCTTA HA THKArpenop.
CnenoBare/Ho, Nopaay OrpaHMYeHUA KIIHHUYEH OIUT, THKArpenop Tpabea Aa ce W3NON3IBa ¢
NOBHIIEHO BHUMAHNE [TPH TE3H NanHeHTH (BX. TOYKa 5.1).

OceeH TOBa, THKarpenop TpaGsa aa ce npaiara ¢ NOBUINCHO BHUMAHAC € XHOBPEMCHHO C JIEKAPCTBEHH
NPOOYKTH, 38 KOUTO € H3BECTHO, de HHAylUMpaT Opaaukapaud. B npoyusanero PLATO, obaue, He ce
HaO/mozaBaT AOKAa3aTENCTRA 38 KIIMHHYHO 3HAYHMHR HEXEJTAHH PEaKLHH cliell €IHOBPEMEHHO
NMPH/IOXKEHHRE C CAHH WIH NI0BCYC IEKAPCTBEHM NMPOAYKTH, 38 KOATO € H3BECTHO, Ue HHIYIMPAT
Opanuxapams (Hamp. 96 % Oera-0noxepn, 33 % OMOKepH Ha KAMIMEBHTE KAHAITH AWITHA3EM M
pepanaMmn, ¥ 4 % guroxcuH) (Bx. Touka 4.5).
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OKC. VpenuuenneTo Ha YCTAHOBEHHTE C XOJITep BEHTPHKYJIApHH NAY3H C THKarpenaop e 6mto no-
BHCOKO NPH NALBEHTH ¢ XPOKKYHA ChpAcYHa HedocTaThaHOCT (XCH), OTKORKOTO B LANOCTHATA
W3CNIeARaHa MOy aliHi 1o BpeMe Ha ocTpaTa ¢asa ka OKC, HO He # Ha IThpBAY Mecell Ha JIEYeHHETO
C THKArpenop WM B cpaBHeHHE ¢ knonugorpest. B tasn nonmynanys nanquesTd He € IMANO HHKaKeH
CTPAHWIHH KIIMHWIHH MOCNCACTBHA, CBBp3aHl ¢ TO3H auchananc (BNOYMTEIHO CHHKOMN HIIH
ITocTaBAHe Ha fielficMelixnp) (BXK. To9Ka 5.1).

B nocTMapkeTRHTOBHA NEPHOM NPH NAIHAECHTH, IIPACMAIIH THKArpelop, ce cpobIasa 3a chOUTHs Ha
OpanuapurMesa # AV-0710k (k. Touka 4.8), npenuMHo npu naiaeHTH ¢ OKC, npr KOKTO ChpAeUHATa
HCXEMHS ¥ CHITETCTBAIIO NPWIAraHATE JICKAPCTRA, KONTO HAMAJIABAT CHPJCTHATA YECTOTE WITH
3aCATAT ChpAEYHATA TPOBOAHMOCT C€ ABABAT IIOTCHINAIHN CMYIUAB2IIH dakTopH. KIMHHIROTO
ChCTONHHME HA NALMEHTa ¥ CHITHTCTBANIO NMPHIArAHUTE JICKapCTBa TpAOBRaA Oa 6BaaT pasriIeKIaHH KaTo
NOTEHLMANHN NPHYMHH 34 T€3H CBCTOSHHUA, TPEAH Aa C8 KOPUTHpa JICYSHHETO.

ﬂigﬁﬂgﬂ

JlacriHes ce cho0inasa NMpyv NALMEHTHTE, JICKYBaHH ¢ THKarpesop. JucnHesra oOUMXHOBEHO € JIEKa H0
YMEPEHa 10 HHTCH3HUTET H 9€CTO 0T3BY4aBa 0e3 HeoOXOAHMOCT OT NpeKsCBaHE Ha NedeHueTo. Iipu
NalHeHATATE ¢ ACTMA/XpOoHIIHA 06cTpykTHBHA Oenoxpobaa Gonect (XObhb) Moxe Ha aMa roBUInEH
a0CoOMOTEH PUCK OT BH3HAKBAHE Ha JHCITHEN ¢ THKarpenop. Trakarpesnop TpaOra fa ce H3MOM3Ba ¢
NOBMINEHO BHIMAHME NIPH NALMEHTH ¢ aHaMHe3a 34 acTMa H/une XObb. MexaHmsMBT Bee omie He €
H3ACHEH. AKO NALMEHTHT ChoOIMY 38 HOBOBL3HMKHANA, ITPOIB/DKHTE/IHA HITH BIIOILICHA JHCITHEA, TOB&
TpAOBa a ce H3cneaBa WAIOCTHO ¥ aKo He ¢¢ TOJICpHpa, JIEIEHAETO ¢ TRKarpesiop Tps0sa aa ce cipe.
3a JOIMBJIANTENHA WHPOPMATINA BIKTE TO9Ka 4.8.

IlenTpanya chHHE AlHER

B mocTMapKeTHHTOBHSA NMEPHOJ NMPH NAMEHTH, MPHEMAIIH THKArpeiop, ¢e chobinana 3a NeHTpaHa
ChHHA anHed, skmourrenHo numane Ha Cheyne-Stokes. [Ipn coMHEREe 332 HeHTpa/iHa CEHHA alTHes,
TpAOBa Aa c€ OOMUCIN JOITBIIHETENHA K/IMHHYHA OLICHKA.

IloBWImaBaRe HA KPSATMHHWHA
HurbBaTa Ha KpeaTHHMHA MOTAT Aa ¢¢ HOBHINAT IO BpeMe Ha JISUCHACTO ¢ THXArpenop. MexanmsMeT

BCe o1me He € H3acHeH. br0Opeunara ¢yHKiMd TpabBa na ce npoBepsAsa CHITIACHO CTAHAAPTHATA
MeanmHcka mpaxtuka. [pu nauperT ¢ OKC ce npenopsusa cbio Aa ce nposepn ubpeauara
QYHKIIEA COWH MeCeI] CJTel] 3aTT0UBaHe Ha JICIEHHETO C THKArpenop, kato ce obpema ocobeno
BHMMaHWE Ha MAIMEHTH > 75 rognHN, NaOueATHn ¢ yMepeHa/Texxka 650pesra HeloCTaTRIHOCT K
TAKHBA, KONTO NOJTYYABAT CHITHTCTBAINA TEPaIMNA C @HrHOTEH3HH-peuenTopHE brokepn (APB).

YBENPYAB3AH¢ A3 MHKOTHATA KACCITAHA
XUnepyprkeMHus MOXe 12 Bb3HUKHE [0 BpeMe Ha JICGCHHE ¢ THKarpesiop (BX. Todka 4.8). Tpadra 1a

ce BHUMaBa NPH NalMeHTH ¢ aHAMHE3a 33 XUTIepypHUKeMHa WITH nofarposes aptput. Kato npennasua
MApKa He Ce Hachpuasa ynorpefata Ha THKArpenop npu NalMeHTA ¢ ypeMHdHa HedponaTus.

TpomboTruna TpomGouMToneHIHa mypaypa (TTIT)
TpomOoTAuHa TpoMOOmATONEANYHA Nypnypa (1 111) ce cpobmara MEOTO pAOKO NIpH ynoTpeba Ha

THKArpenop. XapakTepusspa ce ¢ TPOMOOUMTONEHHS H MUKPOAHTHONATHYHA XEMONTHTHYHA aHEM KA,
CERBP33aHA C HEBPOIIOTAYHA HAXOUKHK, 0B06peaHa qucdyHKIHS IR BHCOKA TeMniepaTypa. T111 e
NOTECHORWTHO JICTAITHO CHCTOAHHUE, HIUCKBAINO 6’5])3{] JICYCHHC, BRIIOYHTCITHO IUIESMEIl)EpBSH.

[lopnHABaHE Ha TECTOBETE 3 MO0 a W AWarH € Ha XeMnapHuH-
HHOyuMpana tpoMbomprronenmd (XHT)

Ilpu TecTa 3a XenapHB-UHAYLHpaBa akTHBaLHMa Ha TpoMboimTHTe (XU TA), H3nonseay 3a
guarsocTanmapane Ha XHUT, anTtR-TpoMbouTer akrop 4/xenaprH aHTHTENATA B CEpyMa Ha
NAlMEHTa aKTHBHPAT TPOMOOLMTHTE HA 3APAaBH ZOHOPH B NPHCHCTBHETO HA XETIAPHH.

DanmuyBo oTpHLATENHH pe3yaTaTi 3a XHT npu Tect 3a TpoMOOLHTHA (yHKIMA (KOSTO BKTIOUBE, HO
MOJXe Iia He ce orpann4aBa a0 TecT 3a X TA) ce cso0masart Ipn NaLueHTH, MpHeMalH TRKArpeio
Togra e cBbp3aHo ¢ mEXNONpaHe Ha P2Y 12-penenropa BspXy TpoMOonTATE HA 3APABATE OH
THKarpesop B cepyMa/Ina3Mara Ha NauyeHTa npu tecta. MrdopMalua 3a csIrsTCTRAINA
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THKArpeJiop ce MIRCKBa, KOTATO ce pa3guTaT TeCTOBETe 3a TpoMbommTRaTa PyHKIHA 1IpH
marsHocTHiHpane Ha XHUT.

[Tpn nan@eHTH, kOUTO ca pa3siu XU T, cooTHOmMEHHETO NTOM3a-pHCK OT MPOIB/DKHTENHO JIEIEHHE C
THKArpenop Tpadbsa ga ce OLCHH, KaTo ce B3eMaT NpeABUA 1 npoTpoMOOTHIHNA cTaTyc Ha XHUT n
TIOBAINECHNUS PUCK OT KEPBEHE ITPH CHITBTCTBAINA TEPANHA C AHTHKOATY/IAHT B THKATPENOp.

Apyre

Ha G6a3a na nabmonasanara B PLATO Bpp3ka Mexay noarspkaliata 103a ASA ¥ OTHOCHTENHATA
epMKACHOCT HA THKArpeop B CpaBHEHHE C KJIONHAOIPEN, HE CE PENOpHIBa €AHOBPEMEHHOTO
NpHIOKEHAS HA THKATPEJIOp H BHCOKa MoAThpxama A03a ASA (> 300 mg) (sk. Togka 3.1).

PanHO NpEYCTAHORABAHE
PaHHOTO cTHpaHe Ha KOATO M 13 € AHTHArPeraHTHA TepalHi, BIUIIOTHTETHO H ¢ THKaca, MoXke fa

aoBele X0 NMOBMIDABAHE HA PUCKa OT ChpAeTHO-ChIOBA (CC) cMppT, MM MM HHCYIT BCISOCTBHE Ha
NOANEKAIMOTO 3abomisale Ha ManreHTa. ChneRoBaTeHo, TpabBa qa ce mbsarasa NpeXIcBpEMEHHO

CMHpaHe Ha TCPAIIMATA.

Hartpmii
Tuxaca cpappxa mo-Manxo ot | mmol sarpuii (23 mg) Ha fo3a, T.€. NPAKTHYECKH HE ChABPXKA

HATpUHN.

4.5 BiaamoaelicTBHe ¢ APYTH JieKAPCTECHE NPOAYKTH B APYTH GOPMHE HA B3aumMoAeHcTraE

Texarpenop e npean scmako cyberpaT Ha CYP3 A4 u cnab mrxnGrrop ra CYP3A4. Tuxarpenop ¢
cbpIo cyGcrpar Ha P-rimkonporerra (P-gp) ¥ cnad mxuburop Ha P-gp ¥ Moke 212 MOBHAIIIH
EKCIO3ANMATa Ha cyOcTpaTh Ha P-gp.

EdexTu Ha NexapCTBEHH B JPYTA NMPOAYKTH BEPXY THKATPEIIop
U opuna CYP3A4

o  Mowrnu unxubumopu va CYP3A44 — e1HOBpEMEHHOTO NPHIIOKEHHE HA KETOKOHA30I C
THKarpenop Boau a0 nosraBase Ha Cpax 1 AUC Ha THKArpENop, ChOTBETHO 2.4 MBTH U
7.3 mbTH. Cnax ¥ AUC Ha akTHBHMS MeTaDOHT ce NTOHMKABAT, ChOTBETHO C 89 % 1 56 %.
Ouaxsa ce u apyra MongaA nEXHOATOpH Ha CYP3 A4 (xnaparpoMuiuH, Hea3onoH,
PHTOHABHp M ATA3aHABHUP) 18 UMAT CXOLHH eeKTH, H ITopaiH Ta3d NMPHIHHA, CHITETCTBALUOTO
npunoxenne Ha Molga CYP3A4 HHXHOHTOPH ¢ THKArpenop € IMpoTHBONOKA3AHO (BK.
Todka 4.3).

o Vmepenu uwxubumopu na CYP3A4 — eAHOBPEMEHHOTO NPANOKEHHE Ba JHWITHAZEM C
THKArpesiop nosAmasa Crnx Aa THKarpenop ¢ 69 %, a AUC — 10 2,7 rbTH 1 nOHMKaBa Chax Ha
akTHBHHA MeTabomT ¢ 38 %, aokato AUC ocTaBa HEMpOMEHEHA. THKATpEIop HE 0Ka3Ba
RINSHEE BbPXY IUIA3MEHATA KOHLCHTpALMS Ha AHITHA3eM. Odyaksa € ApYTUTE YMEPEHH
maxubnTopr Ha CYP3IA4 (Rarp. aMmpeHasHp, al[peNUTaHT, EPHTPOMMIIAH H (UIYKOHA30JI) 1a
AMAT CXOACH e)eKT M CHIIO Ja MOTaT Ja c¢ MPAIAraT €IHOBPEMEHHO C THKArpesop.

e Hab6mopaBaHa € 2 ThTH yRENIHUYSHA EKCITO3HIMA HA THKArpeJop crefl KOHCYMAIMs Ha I'oNeMK
KOJTMIECTRA COk 0T rpeitndpyT aHeBHO (3x200 ml). Tasn cTreneH Ha OBAIIEHA EKCITO3ALMNA HE
ce o9aKBa [a 0b/le KIMHIYHO 3HA9AMAa 32 TI0BEYETO IaIHCHTH.

Hnoyxmopu na CYP3
EnHOBpeMERROTO IPIIONKEHHE Ha pUPAMITHIINH ¥ THKATPENOp BOAH A0 NOHmMkaBaHe HA Copu ¥ AUC
Ha TEKArpenop croTBeTHO e 73 % H 86 %. Cuax Ha akTHBHHSA MeTaDOINT He ce mpoMend, a AUC ce
[NOHIDKABA CHOTBETHO ¢ 46 %. Ouakpa ce apyrure nEAYkTOopH Ha CYP3A (Hanp. deHHTONH,
xapbamazennH 1 peHoOapOnTat) CHIIO AQ NOHIKABAT EKCHOIHUHATA HA THKAIPENop.
EnHoBpeMeHHOTO IIPHIOKECHHS Ha THKATPElop ¢ MOITHH HHAYKTOpH Ha CYP3A Moxe na NOHIKH
EKCTIO3AMAAT2 ¥ e(PUKACHOCTTA HA THKATPEJIOP, M TOpa/lH Ta3HW NPAIRAA He Ce HAChpIaBa
CHITETCTBAINO MPHIIOKEHHE C THKarpenop.




P- YP34

EHOBPEMEHHOTO TIPHIIOKEHHE Ha OUKIocnopHH (600 mg) ¢ THKarpesiop BOIH fI0 MOBAINABAHE HA
Cuax 8 AUC Ha THKarpesiop croTseTRO 2,3 1reTH H 2,8 mbTH. [Ipu Hamranero Ha ouknocriopH, AUC
HA AaKTHBHH MeTaOOMMT ce nosuimana ¢ 32 %, 8 Cuax & nouwuxkansa ¢ 15 %.

HsaMa HaMMuHM JaHHA 33 €AHOBPpEMEBHATa yrioTpeda Ha THKArpenop ¢ Apyrd akTHBHH BELIECTRA,
KOHTO CBINO CA MONTHH AHXROHTOpH Ha P-gp n yMepenn maxabrropd Ha CYP3A4 (nanp. epanamMun,
XAHHEAH), KORTO ChIIO MOraT Ja NMOBAMAT eKCMO3KIHATA Ha THKarpenop. AKo KOMOHHAaIHsATa HE
MoXxe Aa Op/ie u3bertara, TAXHOTO EQHOBPEMEHHO NPHAOKEHHE TpabBa 1a ce HIBBEPIIBA ¢ NOBHLUEHO
BHAMAaHUE.

dpyeu

KinaHHYIHATE NPOYYRAHHUA 33 (PapMaKONOTHUHH B3aHMOIEHCTBISA NOKA3BAT, Y€ €HOBPEMEHHOTO
NpHNOKEHHE HA THKATPENOp ¢ XenapuH, eHokcanapuH 1 ACK win re3MonpecHH He OKa3Bat
BB3NCHCTBHE BEPXY (JapMAKOKHHETHKATA Ha THKATPEJIOP HITH aKTHBHASN MY METaGO/IHT, HITH BLPXY
AJT®-arayunpanaTa TpOMOOLMTHE arperays, B CpaBHEHHE C TAKarpesiop, Mpunoxer
CaMOCTOATENHO. AKO € KNHHAYHO [10Ka3aHo, JICKAPCTBEHH NMPOAYKTH, KOHTO H3IMEHAT XEMOCTA3aTa,
TpAOBa Ia ce A3NONZRAT C IOBALUCHO BHMMAaHHE B KOMOHHALMSA C THKATPENOP.

Ha6monasana e 3a6aBeHa ¥ MOHMKEHA SKCHO3HIHS HA NIEpOpaiHH HHXHONTOpH Ha P2Y 2,
BKMIOYHTE/IHO THKArpPEJIop A HeroBua akTueeH MetaGonut npn nammertH ¢ OKC nexysaHu ¢ MOpgHH
(35% noHmKaBaHE HA EKCTIO3HLAATA Ha TUXarpeaop). Tosa B3auMOAeHCTBHE MOXKE 1a € CBHP3aHo C
HaMaJIeH CTOMAaIHO-9peBeH MOTHIRTET ¥ 1a ¢ OTHACH 32 ApYTH oNHOKAH. KIMHITHOTO 3HAYCHHAE €
HEH3BECTHO, HO JAHHUTE NMOKA3IBAT MMOTEHLHAN 32 HAMAaIeHa ePUKACHOCT HA THKaIpenop npH
NALUHEHTH ¢ ¢AHOBpEMEHHO NMPHJIOKEHHE Ha THKarpesiop # MopduH, Tlpn naunertn ¢ OKC, npu
KOHTO anq)HH'bT He MOXe 1a (bAe ChpAl | 6'hp3u'rﬂ nHxuOnpane Ha P2Y 2 € 0T chlecTBEHO
3HaUEeHHe, MOXKe M1a ce oﬁmc:rm yﬂﬂrpeﬁa‘ﬁa napem'gpaneﬂ rHXHGHTOp Ha P2Y2

Jlexapcmeaenu npodykmuy, Koumo ce Mema@ﬂusgpam om CYP3A4

o Cumeacmamun — cnﬂnnpeuennom TIpHjIOXKEHHE Ha marpennp CBC CAMBACTATHH BOIH J0
NOBHAMABAHE HAa Cmgy 1 AUC HA CHMBACTATHH CHOTBETHO C 81 % ® 56 %, KaKTo ¥ Ha
nopuamasale Ha Cne ¥ AUC Ha CHMBACTATHHOBATA KMCE/IMHE CHOTBETHO ¢ 64 % U 52 %, KATO B
OTAEJTHYA CMY9Iad ce AOCTHra 2- 10 j-Kp&THD HOBHINABAHE. EMHOBPEMEHHOTO MPHITOKEHHE Ha
THXArpenop H CAMBACTATHH B /1033, HaABRInaeame 40 mg JHeBHO, MOXKE 13 ioBefle N0
HEXE/aHH Peakny Ha CHMBACTATHH H TpsOBa g4 ce NpelicHH COpsMO NOTSHIMAIHNTE IOJ3H.
CHUMBAcCTaTHH He Oka3Ba BIMAHHE BBHPXY IVIAIMEHUTE KOHIICHTPAIHH Ha THKArperop.
Tukarpeniop MoXke g omna cxoaeH edext B's.pxy nosacrated. He ce npenopnusa
eIHOBpEMEHHATA ynoTpe6a Ha THKarpenop che CHMBACTATHH IV TOBACTATHH B 03H,
HageHmapamu 40 mg.

¢ Amopeacmamu — eIHOBPEMEHHOTO npﬂnnmenne HA aTopBam*a'rHH H THKATpenop BOIH J0
nosumasaHe Ha Cmax H AUC Ha aTOpBacTaTHHOBATA KHCEIHHA CHOTBETHO C 23 % 1 36 %.
Cxomso nosuinasate Ha AUC B Coe € Habmomasano 1TPH BCHIKHA MeTa6OIHTH HA
aTOpBACTATHHOBATA KHCENHHa. Te3n NoBHLICHA CTﬂﬁ]ﬂ_DGTH HE €& CYMTAT 33 KIUHATHO
3HAYAMH, | ' o ,

¢ He Moxe na ce n3xmodx uq,quﬁeﬂ edexT 1 BBpPXY npym CTATHHH, MeTaboNH3HpaHY OT
CYP3A4. [NamuenTate B npoyIranere PLATO, xorro Ca HOJly4aBany THKarpesop, ca
MpHeMalTi paxTHIHRA CTATHEH 03 Chobpakerme rm  OTHOIIEAHE Ha 6e30MacHOCTTa Ha CTaTHHA
npa 93 % ot koxopTara Ha PLATO KOATO © npﬂema TE3H ﬂexapcraeﬂﬂ MPOLYKTH.

Twxarpesiop e cnab AEXAGHTOP Ha CYP3A4 Enmnpeucﬂnnm npunomﬂne Ha mxarpenup ChC
cybcrpath Ha CYP3A4 ¢ Tecen TC]J&HEB’I’H"-IEH WHEKC (HANp. LH3ATIPAL WIH eproaTKaIOMIH) He ce
NpENoOpbYBa, Thil KATO THKAIPENQP MOKE A MOBAILH SKCTIOIHIMATA Ha TE3N JIEKAPCTBEHH [PORYKTH.




P- SKTIIOYUMERHO OUCOKCUN OCROPUH
ENHOBpeMEHHOTO NPHIOKEHAE ¢ THKArPENop BOOH A0 MoBAMABAaHE HA Cmax H AUC Ha AMIOKCHH

CHOTBETHO B¢ 75 %o 11 28 %. CpenrnTe HAlf-HHCKH HABA Ha JHTOKCHH ce MOSHImasar ¢ okono 30 %
TIPH €AHOBPEMEHHO TIPJIOKEHHE C THKAIPEJIop, KaTo B HAKOM OTACNHU CITy4aH Ce OTYMTAT MAKCHMYM

DBYKPRTHH NOBHINABAHHA. B NMPHCHLCTBRETO HA TUTOKCHE Cnay H AUC Ha THKArpesiop # AKTHBHHA
MeTabomt He ce mopauaBat. ClleJoBaTe/THO, MPH eAHOBPEMEHHO [IPHIIOXEHHE HA THKAI'PEIop ©

P-gp-3aBHCHMH NEKAPCTBEHH NPOAYKTH C MAITBK TCPANICBTHYCH HHIEKC KATO JUI'OXCHH, Ce
NpenopbYBa NOAXOOAN] KITHHHYEH A/ WIH 1abopaTopeH KOHTPOII.

Tuxarpenop He OKa3B3 BITMAHHE BBPXY KOHLICHTPALUMATA HA HHKJIOCTIOPHH B KPBBTE. EQEKTET Ha
THKAIrpeNop BEpXy ApYTH cyOcTpaTH Ha P-gp He e MpOyYBaH.

Jlexgpecmeernu npodvkmu, Koumo ce memabonuzupam om CYP2C9

MY

EaHoBpeMEHHOTO MPAIOKEHHE Ha THKArpe/op ¢ ToJdyTaMu He BOAK /10 NPOMAHA HA ILIa3MEHHATE

KOHIIEHTPALMH Ha KOoHTO M Ja ¢ OT ABaTa MpoayKTa, KOETO MpEeAToiara, 9e THKArpesiop He e
arxabaTOop HA CYP2CY 1 € Manko BeposTHO 1A MoBmAaBa MeaHEparus oT CYP2C9 metabommssm
JIeKapCTBEHU NPOAYKTH KaTO BapdapHH # TondyraMua,

Posysacmamun
THxarpeaop Moxe Ja nosimse 6L0pedHaTa exCKpelMd Ha pOo3yBacTaTHH, YBE/THIABAHKH PHCKA OT
KyMYyJBEpaHe Ha pO3yBacTaTHH. BLIIpekH 4e TOYHHAT MEXAHH3EM HE € H3IBECTeH, B HAKOH CIIyYaH

Ha

¢THOBPEMEHHOTO NPIJIOKEHHE Ha THKAIPEIOp M pO3yBACTATHH BOAM 0 HamMa/sBaHe Ha 650peunara

byuxum, nosrmeHo HABO Ha CPK u pabgoMHomm3a.

{lepopanuu koumpayenmueu

EnHoBpeMeHHOTO NPWIOKEHHE HA THKATPENOp C IEBOHOPTECTPEN ¥ €THHAN €CTPaAHoN BOAH 10
[OBAIIABARE HA EKCTMO3UIMAATA KBM ETHHAN ecTpagion ¢ mpabnusarento 20 %, HO He MOB/HARA
¢apMaKkOKHHETHKATa HA JleBoHOprecTpes. [Ipy eXHOBpEMEHHO NPIIOKEKKE HA JIEBOHOPTeCTpEN H
ETHHHAJI ECTPAIHON ¢ THKAIPENOP HE Ce OYAKBA KIHHAYHO 3HATHM e(exT BrpXy eHKacHOCTTA Ha

TIepOpaTHAA KOHTPaLeITTHB.

Jlex U Kmil, 34 K € UFGCCMHO, He 6 us

Iopanu Hab/moaasaHe Ha MPEAMMHO ACHMITTOMHH BEHTPHKYapHA NAay3H M OpaJuKapaus ce H3KCKBa
[OBHIICHO BHAMAaHHE, KOraTo TAKATrpeiop CE Npwiara eAHOBPEMEHHO ¢ NEKapCTBEHN NPOAYKTH, 38
KOWTO € M3BECTHO, Ye¢ HHAYnHpat Opagukapans (Bxk. To1uka 4.4). B npoyasadeTo PLATO, obage, He

ce HaOmonaBaT QOKA3aTECTBA 38 KITHHHIHO 3HAYMMH HEXKENTaHW peakliMy ciiell €THOBPEMEHHO
NPHIOKEHNE ¢ ¢IMH WK NIOBEYe NeKAPCTBeHH NMPOAYKTH, 3a KOHTO € H3BECTHO, 4€ HHIYLIHpaT
Opanuxapana (Hanp. 96 % 6era-6nokepu, 33 % 6s0kepH Ha KAMIMEBATE KAHATH AWITHAIEM H
BeparaMni, U 4 % IWrokcHH).

Hpyza comvmemeawia mepanus

B xIHHIMHETE POYYBaHNA THKArpEsop ¢ npunaral eaHospeMenHo ¢ ACK, mmxuburopn Ha

MPOTOHHAATA TIOMINA, CTATAHA, OeTa-05okepyn, HHXHONTOPH HAa AHTHOTEH3HH-KOHBEPTHPAIIHMS CH3HM

(ACE) u anrnoterzuH II pererrropan Gnokepn, AEOOXOMHMMH 32 NTEYEHAEC Ha CHITHTCTBAIIH
3a00/ABAHNA 38 JLILI IEPHO, 8 CHINO H XENAPHH, HACKOMOJIEKYJICH XSIIApUH H HHTPABSHO3HH

naxuburopn Ha Gpllb/llla 3a xpatko Bpeme (Bx. Touka 5.1). He ca Hamwauan nannn 3a HabmonasaHH

KJIMHAYHO 3HAYAMHA HEXEaRH B3anMoAcHCTBAA NpH ynoTpeba Ha TE3H JIEKApCTBCHH MPOAYKTH.

EQHOBpEMEHHOTO IIPHIIOKEHHE HA THKArpesiop ¢ XenaphH, CHOKCHNAPAH WM Ae3MONPECHH HAMA

edexT BEPXY aKTHBHPAHOTO NapusaiHoe tpoMbomnacTaHoBO BpeMe (aPTT), akTHBHPaHOTO BpeMe Ha

cecapBaHe (ACT) wmm micneasannaTa Ha ¢aktop Xa. Bee nak, nopagd NOTeHUHATHHTE

dapMakoqMHAMATHK B3auMOIeHCTBASA, €AHOBPEMEHHOTO NPAMOKEHNE HA THKATPENOp C JIEKapPCTBECHH

HPOLYKTH, 33 KOMTO € H3BECTHO, Ue MPOMEHAT XeMocTas3aTa, TpA0Ba fa ce W3pbpIIBa ¢ NOBALIEHO
BHAMAaHHE. |

IMopanu crobmenna 338 abHOpMHO KOXKHO KbpBeHE ¢ SSRI (Ranp. 1nMapoKCeTHH, CEPTPAITHH K A

LIATANOTIpAM), IPETIOPBYBA Ce BHAMAHHE, KoraTo SSRI ce NPHNATaT ¢ THKATPENop, Thil Kazy 1084

MOXKe 2 IIOBHIIM PHCKA OT KEPBEHE,
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4.6 DepraanTeT, lpeMeAHOCT H KhbpMeHE

&Hﬂ C NCTCPOIOCH NOTCHITHA

Kenw ¢ aerepoaeH noTeRnHan TpA6sa Ja H3ANOM3BAT e)EKTABHA KOHTPAlleNITHBHA MEPKH, 3a Aa
m3bernar 3abpeMeHIBaHe 10 BpeMe Ha JIeYeHNE C THKarpesiop.

BpeMeHHOCT
Hama amn iMa orpanAdgerRo KoMKYECTBO IaHHH 3a ynoTpebara Ba THKarpesop npu 6peMeHHH KeHH.

ITpoyduBaHusTa IPH )KABOTHH MTOKA3BAT PEMPOAYKTHBHA TOKCHYHOCT (BX. Touka 5.3).
Trxarpenop He ce NpenopsYBa o BpeMe Ha 6peMEeHHOCT.

KBpMmeHe
Hamuanure papMakogHHaMHTHW/ TOKCHKONOTHIHH JaHHH IIPH KHBOTHH NTOKA3BAT CKCKPELHA HA

THKArpenop M aKkTHBHUA My MeTa0O/TMT B MILIKOTO (BX. TOUKa 5.3). He MoXke na ce H3K/IIOTH PHCK NPH
HOBOpOACHW/ KbpMadeTa. TpaOra 11a ce B3éMe pemeHHe JATH fa ce CIIpe KEPMEHETOo, HITH Ja e
NMpeKpaTH/Ia He ce NMpRilara Tepanns ¢ THKarpenop, KaTo ce BieMe NpeaBHA NO/I3aTa OT KBPMECHETO 3a
AETETO H MON3aTa OT TEPaNMATa 32 XKESHATA.

DepTRIATET

Tukarpenop He okazsa BIMAHAE BLPXY MBKKHS H Hceﬂcm {epTHIIHTET NTPA XXABOTHH {BXK.
TOUKA 5.3).

4.7 Edextn BhpXy cnocobroCTTA 32 mModgApade H paboTa ¢ MAINEHNA

Tuxarpenop He NORIHABA WA NOBINABRA NpeHebpexumo criocoGHOCTTa 38 Wodupane K pabora ¢
mawpHA. [lo BpEME Ha JiedeHHe C THKArpesiop ce cboOlilaRa 3aMaiisaHe U 06bpkBaHe. CrieJ0BaTEIHO,
HalMeHTH, KOWTO HOTyJaT TE3H “chidrromu Tpa6Ba Aa ca NpeANaATABA AOKATO modHUpaT WK paGoTAT
¢ MalllMHH.

4.8 Hexelans NekapcTnent peakunrd

P nia Ha Oe3 HO

[TpodwreT Ha 6€30MIACHOCT HAa THKArpenop € oucHsiBaH B J[Be TO/IEMH KTHHHTHH A3MATBAHHA daza 3
ro oTHomerne Ha m3xona (PLATO n PEGASUS), nmmqnamn noneqe oT 39 000 mammenTH (BX.
To4Ka 5.1).
B PLATO, npu naliMeHTHTE HA THKATPENIOP MMa NTO-BACOKA HECTOTa Ha NPEeyCTaHOBABAHE HA
TepaITHATA NOPATH HEXENaHH CHOATHA, B CPARHCHHE C KITOIAXOTpeN (7,4 % cnpsimo 5,4 %). B
PEGASUS nanueHTHTE, ne.xynaﬂn ¢ THKArpesiop, FIMAT [10-BHCOKA 9€CTOTa Ha NPeYCTAHOBSBAHE Ha
TepanuATa NOpagH HEXENaHH ChOHTHI B CpaBHEHHKE c rpyna'ra Ha 'repamm caMo ¢ ASA (16,1 % 3a
THKarpenop 60 mg c ASA cinpiaMo 8 5 % 3a Tepanus camo ¢ ASA). Haii-uecto croGmaBanuTe
HEeXEJIAHH PEaKIHH NTpH nauﬂcmmc:_nexynm C THKATPENOp, €2 KEPBERE K AACIHE (BX. Touka 4.4).

T €H CIIHCEK EXECNaHATE
IIpencTaBcHHETE NMO-AONY HEXENAHH JeaKiHH ca ﬂnemcbmpaﬂn B TIPOYIBAHHATA HITH Ca crobmenn
[P TOCT-MapKETHHTOB ormT ¢ TAKarpenop (T a6mma 1),

HexcenauuTe peaklinu ca m30poeHH no  CHCTEMO-OPraHeH Kilac (COK) no MedDRA. B pamkuTte Ha
Bcexk COK HexenaHuTe neuapcme}ﬁl peakiTuy ca mﬁpoeﬁn 110 9ecToTa. Kareroprure o 4ecrora ce

NeHHUpAT MO CIEXHATA KOHBEHLHA; MHOTO 4ECTH =1/ 10) yecTd (> 1/100 no.< 1/10), HewecTn
(= 1/1 000 go < 1/100), peaxa (= 1/10 6?0 5o < 1/1 000), hﬂﬂ}rﬂ penxu (< 1/10 000) C HEM3BECTHA
qeCTOTa (OT HANMHYHHTE DAHHH He'MOdE 1g bn e Hanpaneﬂa OLICHKA).
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TaGamna | — Hexenann peakuss no uecToTa # cHCTeMo-opranen kaac (CO

COK Mnuoro 9ecTy ' Yectn Heuecrn C Hem3secTHa
k | _____MecTOTa
Heonnazmu — Kupeene ot TYMOD®
006poKauecmseHy,
INOKAYECMBEHU U
Heonpedenenu (8xA.
Kucmu u nonumd) | 1
Hapywenus na K»pBere,
Kkpvema unumprama | CBEP3aHOC |
cucmema HApyIIEHHA Ha' |
| | kpBETA”
Hapywenun na
UMYHHaMa cucmema . T, BKIIOYHATETHO
IR . aHrHoCeM” |
Hapywenun na Xunepypukemus | TNoxarpa/Tlogarpose
memabonuama u ] - H apTpHT
XpaHeHemo .
ITewcuunu T [ O6npkeane
Hapywienusn ; _
Hapywenus na 3amaiiBare, BbTpeuepenex
HepeHaMA CUCMEMA | Cunxon, KpP'bBOM3/THB"
. I'nasoborme | B
Hapywenun na KpBBOH3NHME B OKOTO"
| ovume | |
Hapywenus na . ..+ | Beprprp KpBpBOHM3ITHE B YXOTO
mo u rabupunma T — e S
Co HY ] bpannaprTMAA,
HapyHieHus " AV-
J | bnox®
E‘h—aoeu HapYwieHus | | XHnoToHRSA
Pecnupamopriu, Hucmaes KspeeHe or
2DBOHU U peclApaTopHaTa
MEQUACMURANHU CHCTEMA®
| Hapywenus
Cmomauuno-upesnu CToMallHO-upeBeH PerpornicpHTOHEANICH
HApYUieHun KPbBOWMRMHUB®, KPBHBOHRITHB
Huapus, T'anene,
i | Jincnienchs, 3anex
Hapywenun na [ IoaKoXHO WA
Koxcama u HEepMAJTHO KBpPBEHE?,
nooKoxICHama mvkan_ | O6pns, Crpbex |
Hapywenus na MyckynHO KEpBeHE"
MYCKYTHO-
cxkenemnama
cucmema u o
CYeOUHUMENHamA
| mexan _ K | . L
Hapywenus na KspBeHe oT
6v6peyume u IIAKOYHATE MhTHIA"
RUKOYHUME NbMa .
Hapywenus na KspBeHe oT
8b3INPOUIBOOUMENHA ) pelpOAyKTHBHATA
ma cucmema u CHCTEMA"
zepoama .
Hscnedeanun [lopumeH "
L KPEATHHHH B KPBBTA' |
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Hapanssanus, KpbBOMIIHB Criex l
OMPasAHUA U nponeaypa,
YCAONCHEHUA, TpasMaTAIHO
8bIHUKHATU 6 KEpBEHE"

pesyamam Ha

unmepaenjuu __

* HRMp. KEPBCEC OT PAX HA MAKOYHHAA MEXYP, pak Ha CTOMEXA, pak Ha 1ebenoTo 4cpro

® Hanp. NOBAINCHA TCHACHITAY XEM HACHHABARE, CTIONTAHCH XCMATOM, XEMOPArHYHA IRATE3a
* UnesTALAPAHA B MOCTMAPKCTHHIOB OIHT

" YecTOTHTE ca MoMy9IeHH oT nafoparoprn abmoscHAs ([IHxounda xMCEeNHEA IORKHINICHA > TOPHATA IPAHALA HA HOPMATa
CHPAMO A3XO0HO HARO MO AWM B pedepeATHETE IpanAmy. Kpearanns nosAmieH > 50 % CIpAMo H3X0JHO HHEBO.), & HE ¢
npRiIA3HTEARA S€CTOTA Ha CLOOIDABAHE HA HEXENAHH CHOHTRA.

4 Hammp. KOHIOHKTHBANRO, pCTEHHO, BRTPCOTHO KBPREAC

® HAIp. eNHACTAKCHC, XCMOMNTH3A

* HANIP. KEPRACHE OT BEHITHTE, KPBBOM3IIHE OT PEKTYMA, KPRBOH3THE OT CTOMAIITHA 4384

? Hanp, cKXAMO34, KOXKCH KPBBOHRIIHABR, ICTCXHA

" Hamp. XeMapTPO3a, MYCKYHCH KPLBOHUME

¥ ganp. xeMaTypHil, XCMOPArH9cH LACTHT

* HAITP. BArMHANICH KPEBOM3/THE, XCMATOCTICPM AL, HOCTMECHONAY 34/1¢H KPhBOHATAB

* HAMIP. KOHTYIHA, TPABMATHICH XCMATOM, TPaBMATHICH KPbBOHIHE

™ T.€.. CIOHTAHHO, CEBP3AHO ¢ HHTEPBCHIMHA HITH TPABMATHYHA HHTPAKPAHHATHA XEMOPArua

Ommcanng Ha m30bpanr AeXeNaH! peakiHA

Kwpeene
Haxooxu c xvpsene e PLATO

[[ayiocTHHTE pe3yTaTh 3a 4eCTOTaTa Ha KbpaeHe B rpoydsaHeTo PLATO ca moxasanu B Tabrmiua 2.

Tabaana 2 - Asann: Ha ofmuTe CHLORTRE ¢ KLpBeHe, H3unchenhd no Kaplan-Meier na
12-th mecen (PLATO)

T |

Taxarpesop | Knonmaorpea
% mg N=9 186
t ABA ITHTH p-cToi
] AHEBHO HOCT
u _ _ N=9 235
O6mpo 3uagurennn ot PLATO ‘ 11,6 l 0,4336
datanmun/ xupoTo3acTpamasatd 0T PLATO
5,8 5,8 0,6988
3uaanTeann oT PLATO, Hecprp3anm ¢ 4,5 | 3,8 0,0264
CABG | ‘
3aaunrenam oT PLATO, HecBBp3aHH C 3,1 2,3 0,0058
HHTEPBEHIHH _ |
KoMmOnnupanr o0mo 3aavaATeNnHn + 16,1 14,6 0,0084
HesAaunTenHw o PLATO
HecpBp3aHn ¢ HATEPBEHIAH 3HAYHTETHH + 5,9 4,3 < 0,000
| HE3HATHMTE/IHH OT PLATO 1
3HaguTemsm oo TIMI T 7.9 71,7 0,5669
IHATHTENHH + He3HATNTEHA mo TIMI I 114 10,9 I: 0,3272

HeEHEORR B KATETOPARTE KLPBEHE:
IPANRTCIHG ATAAROSKHBOTOIACTPAIMABAIND KbpBeAe: KIIMEMTHO NpORBEHO ¢ NOHIDKABAHC Ha XeMornobusa c > 50 g/l
HJIH ¢ IPEMBAHC HA = 4 caka epATPONNTHA MAca; WK (aTanHo, MM HHTPAKPAHRAITHO, AUIA HATPAINICPAKAPAHO CBC CLPACTHA
TAMIIOHAAA, HITH ¢ XHNOROICMIMEH INOK; WA TCXKA XANOTOHAS, H3HCKBAILA NpecopH; WM XAPYPrudHa HHTCPBCHLIMA.
InaunTeaRo Apyro: KIHHIdHO NPOSBCAO ¢ NTOAMKABAHE Ha XeMorinobana ¢ 30-50 g/l wm npenmbarie Ra 2-3 caxa
CpYTPOIMTHA MACa; AITH IHAYNTEIHO HHBATAJ3APAITIO.

HeznaanTenno KupBene: H3nckea Meanipancka HAMECA, 38 CTIPUPAHE AT IEKYBAHE HA KhPBEHETO.

3maanrenno kupeene no TIMI: Kimararo nposscHo ¢ NOHM&ABAHE HA XeMOTTo6mHA ¢ > 50 g/l Anp ¢ ARTpaxpaHAAIHA

XeMoparns. e
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Heigausreano xspeere no TIMI: Kmarraro nposseHO © noRMkaBaHe Ha Xemoro6HAa ¢ 30-50 g/.
*p~CTORHOCT, M3TACICHA OT MOZCH HA IPONOPLMOHANHATE PHCKOBE Ha COX, KATO IPYNATA HA NCUCHUE € CONHCTBCHATA
CkCIIAHATOPHA NPOMCHIHBS

THKarpenop # KNOMBOpores HE CE PasIHYaBAT [0 OTHOLICHUE Ha YeCTOTHTE HA 3HATHTEITHO
daramHo/xmBOTO3acTpamasamo kepeeHe B PLATO, sraunrenno kspbede 06mo 8 PLATO, macaBHO
kbpBere nio TIMI wm cnabo kepsere no TIMI (Tabmua 2). Obave, nossaTa Ha KOMOHHAPAHO
3HAUMTEIHO+He3HauATemHo KppBeHe B PLATO ¢ nosede ¢ THkarpenop, B CpaBHEHKE C KNOMTHIOTPEN.
Manko nagweRTH B PLATO umar datamam kpeeomamssn: 20 (0,2 %) 3a Takarpenop 7 23 (0,3 %) 3a
xnomaporpen (Bx. To9ka 4.4).

Bmn3pacT, o, TelleCHO TerNo, paca, reorpadcku paiioH, ChbILTCTBAIM 3200/ ABAHNA, CHITHTCTRAINA
TEPAITHA ¥ aHaAMHEe3a, BKMOYHTEHO IIPEXXONeH HHCYNIT WK TPaH3HTOPHA HCXEMHBYHA aTaKa, He ca
NPSIMKTOPH KAKTO 33 OOIIOTO, TaKa A 33 HECBBPIAHOTO ¢ HHTCPBEHIIAH IHAYHTEHO KBPBEHE N0
PLATO. Ilo Tasx npranna, He ¢ HACHTHRGHIKpaHa KOHKPETHA PHCKOBA IPYITa 32 KOWTO # Ja € NOATHIT
KhpREHE.

Cenp3ano ¢ CABG ksnpaere:

B PLATO 42 % ot 1584-1e naumenTty (12 % 0T koXopTara) ¢ HANpABSH KOPOHAPHO-apTepHaneH
Galiriac (CABG) ca nonyquns PLATO 3naunTeinO (paTanHo/sKHBOTO3aCTpAIIaBaLI0 KbpBeHe Oe3
pazTMKa MeXIy TepaneBTHIAnTe rpymu. PaTanHao kepaere, cebp3ano ¢ CABG, ce nossssa mpr

6 NAIMEHTH BHB BCAKA OT TEPaNleBTHIHATE rpym (BX. Touka 4.4),

Hecppp3ano ¢ CABG kbpBeHe U HECBLP3aHO C HHTEPBEHIINH KhpBEHE:

Hsama paznmka Mexmy THKAIPEIop B KIOMHMOOrpel 1o OTHOIWEHHWE Ha HecBhp3annTe ¢ CABG
TEXKA/AKHBOTO3aCTPANIABANTH KPBBOHIITHEA 110 HedHHMIAd Ha npoyqasaneTo PLATO, Ho
JHaaETeIHATe 00mO, 3HagnTennd no TIMI i sHaunTeMHH+ACsHaYnTe M N o TIMI kpBBOHAIHER, 110
nepyHuIMA Ha npoyysanero PLATO, ca no-uectn npH THKarpenop. Chluo Taka, ako ce H3KTOoYaT
BCHYKH CBLP3aHM ¢ HATEPBEHIMH KPHBOMINIHEH, TOBEYE KPBBOMIHEY c€ HaOmoaapaT npH
THKArpeyop, OTKONKOTO pH Kiomagorpen { Tabimma 2). IpexparaBade Ha JIedeHHETO NMOPARH
HECBEP3aHH C HHTEPBEHLIMA KPbBOHIIHBH € MO-96CTO C THKarpesnop (2,9 %), oTKonkoTo ¢
xnonuporpen (1,2 %; p< 0,001).

HMnaTpakpannanmna xeMoparns:

AHTpaKkpaHHAITHHTE KPbBOH3ITHBH, RECBbP3aHY ¢ HHTEPBEHIHH, Ca MI0BEYC NPK NPIIOKEHHE Ha
THKarpenop (n=27 KpbpBOK3NHBA IpH 26 naipeHTH, 0,3 %), OTKONKOTO ¢ KIOMAAorpe

(n=14 xprBOoH3nHMEa, 0,2 %), oT XoHTO 11 KPHBOHITIMEA C THKArpesop | 1 ¢ knonwporpen ca (aramHy.
Hsama pasnuxa 8 o6umns Opoit cnydan Ha daTallHO KbpBEHE.

Haxooku ¢ xvpsene e PEGASUS
IianocTHHTE pe3yNTaTH 3a 9€CTOTATA HA KbpBEHE B nTpoyyBaneTo PEGASUS ca nokasan¥ B

Tabnuua 3.

Tabanna 3 — Asanu3 53 c6mETe CHORTHY ¢ KbpBaeHe, M3uAcIennd no Kaplan-Meier na
36-tr mecell (PEGASUS)

Taxarpeaop 60 mg 1sa Camo ASA
ILTH AHEBHO + ASA N=6 996
N=6 958 o
Koedpuunenr
Kpailfian 7o9xn 38 Oe3onacnocT KM % HA PHECKA KM % p-crolimecT
L (95%CD |
Kareropas Ha Khpbene, OpeRe/IeHH OT TIMI |
3 2,3 | 232 11
HagaTenHo (TIMI) 'r (1,68, 3,21)
0,3 1,00 0,3
Garammo | (0.44,227)
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B T B 0,6 1,33 | 0,5 0,3130
BYK (0,77.2,31)
B 16 | 3,61 0,5 < 0,0001
Hpyro :.!HEFIHTEJIHD (TIMI) | | (231,565)
3HATHTETHO WIH He3HATHTEITHO 34 2.54 1,4 < 0,0001
(TIMI) | (1,93,3.35) |
3HAYHTETHO WIH HE3HATHTETHO, HITH 16,6 2,64 7.0 < (0,0001
| H3UCKBAIO MEOXIIMACKA HaMeca (2,35, 2,97)
(TIMI) |
_KaTeropss Ha KLpBene, ONpe/Ie/ICHH B PLATO _
3,5 2,57 1,4 < 0,0001
IV 24 | 2,38 LI | <0,0001
| DamaiHO/XHROTO3ACTpAIIARAO | ,73,326) ]
1,1 3,37 0 < 0,0001
Jpyro 3nagutendo (PLATO) (1,95,,35,83) 3
" 3HAYATEIHO WA He3HATRTEITHO 155 2,71 6,2 < 0,0501
| (PLATO) s | (2,40, 3,08)

HePEHENEN Ha KATCTOPESTSA HS KhpBeHe:

3nannreano (TIMI): Oaramso xupecre WUTH Bcaxo srTpeucpenno xppeeEe, FUTH xMEHATHO BAAAMA NPHIRATHA HA
KPBBOH3JIHB, CERP3aH ¢- NOHHKABaHe HA xeMornoGrna (Hgb) ot > 50 g/l, win nomiDkeHHe Ha xeMarokpata (Het) ot 15 %,
KOTaTo NANCea cTolinoct Ha Hgb.

datanno: CrOATHE ¢ KhpBEHE, KOETO AMPEKTHO € BOBENO A0 CMBPT B PAMKHTE Ha 7 JHHA.

BYK: BrTpeaepencH KPLBOWIINE.

Opyro snaantennoe (TIMI): Hedaranmso re-BUK sxagrrenno xnpeene (TIMI).

Heagaurreano (TIMI): Kneavaa0 BUpaMO ¢ TOHIDKCHWE Ha xeMornofana ot 30-50 g/l

Himcxpamo Mexanmacka aameca (TIMI): Hanmamn nmepncml AJTHA sofeo-g0 xocramsamas, ATH ranaramo
OLICHKA.

InAYETEAHO ATAIHO/ KHBOTOIACTPAINABALIO {PLATO} daraino xuvpeerc HIH acixo spTpedepenso xppscnce, HINA
MHTPANEPAKAPAMATHO ChC chpacuHa TaMnoHana, HJTH ¢ xsnoroneMmieH MoK MM TEXKA XANOTOHAS, HANAT &I
NPHNIOXCHACTO HA HPECOPHA/AHOTPOINA CpeAcTha Mk oncpames, HITH k:mnﬂmmmnun ¢ > 50 g/l noHAXCHAC HA
XeMOTIOOHHA FUTH NPENATH = 4 CTEHALRA JOPBCHR-KPLEHH KACTKH.

3naunteano apyro (PLATO): 3nauemo vusamaausnpaino MJTH wmnAqso sBauMo ¢ 30-50 g/l noHIKEHHE Ha

xemorno6una, HJTH npensa 2-3 ¢ARAAIN YCPBCHA KPLBHY KNCTKH.
Hesuaunteano (PLATO): U3nckpa MeMUMHCKE HHTEPBCHIAS 38 CITAPAHE MK JISUCHHE HA KBPBCHETO.

B PEGASUS 31aunTtensoTo kppeese (TIMI) npu taxarpenop 60 mg JBA IThTH THEBHO € [MO-CHITHO
OTKOJIKOTO TIpH siedeHne caMo ¢ ASA. He e rabinoasan MOBHINEH PUCK OT PaTATHO KBPBEHE U Ce
YCTAHOBABA CAMO HE3HAYHTEITHO IIOBHINEHUE Ha BETPEICPEITHHTE KPHBOHIMEH B CPAaBHCHHE C
TepamaaTa camo ¢ ASA. Mma Manxo crOnTHA Ba QaTanno KbpaeHe B npoydsaHeTo, 11 (0,3 %) 3a
tukarpenop 60 mg un 12 (0,3 %) 3a Tepanuara camo ¢ ASA. HabmonasaHHAT MOBHIIEH PHCK OT
3gaunTeNnno kppseke (TIMI) ¢ THxarpenop 60 mg ce TLTKH MPpeAUMHO HA NO-BACOKATA Y€CTOTA HA
ApyTo 3HauATenHo KbpBeHe (TIMI), casp3aHo ¢ cHOMTHA B cTOMamHo-apeBans COK.

IMosuIIeHa 9ecTOTa Ha CHbONTHA ¢ KBpBeHe, N0A0CHR Ha 3HAYHTENHO KhpBeHe (TIMI), e Kabmonasana
B KATETOPHATE SHATHTEITHO AW He3HauaTeIHO KppBeHe (TIMI) u 3pagutestHo (PLATO) i
3HRUNTENTHO WIH HesHaunTe RO KppBeHe (PLATO) (Bx. Tabnmma 3). IlpeycTaHoBgaBaHETO Ha
NieieHHeTo NopaaH KbpPBEHE € N0-9ecTo B FPyNaTa HA THKarpenop 60 mg B cpaBHeHMe ¢ IpynaTa Ha
repanuATa caMo ¢ ASA (cproTBetHO 6,2 % 1 1,5 %). IlosedeTo o1 Te3p cirydan Ha KbpBEHE Ca ¢ Mo-
MaJIKa TeXeCT (KTacHpHIHpaHH KATO H:mcxnam;u Ma,unmmcxa Hameca ( TIMI)), Hanp. enmAcTakcuc,
HACHHABAHE B XeMAaTOMH, o - -

TTpodMabT HA KEPBEHE HA THKATpeNnop 60 Mg g CXOHEH B MHOXKECTBOTO NPEBAPHTENHO ONpPe/Ie/ICHH
NOArpyns (HAp. NO BB3PAcCT, O, TErNo, paca, reorpadcky pernoH, ChITETCTRAINM 3200/ IABAHHA,
CBITBTCTBADIA TEPANHA ¥ MeQULMHCKa aHAMHEE34) IPH ¢HOUTHA Ha 3HaIUTETHO KppeeHe (TIMI),
3RAYHTEITHO Wik ResHaurTenHo (TIMI) i BHBHTI‘B'JIHG kupaere (PLATO).

B1TpeuepenHo KppBeHe: ._.LH” -

Crnorraany BUK ce crofmasar ¢ nogo0Ha qecTora 3a THkarpenop 60 mg v Tepamms caMo ¢
(n=13, 0,2 % B ABETE IrPYIH HA IEYCHHE). Hﬁ&uonana C¢ HESHATHTEIHO NIOBHIICHHE HA B

- 3 y MY
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CBBP3aHO C TpaBMa W NpoLieAyPH NpH JieueHne ¢ Tukarpenop 60 mg, (n=13, 0,2 %) B cparteHue ¢
teparmara camo ¢ ASA (n=10, 0,1 %). Crobinenn ca 6 patamun BUK ¢ Tuxarpenop 60 mg u

5 ¢aramau BUK ¢ Tepanna caMo ¢ ASA. YectoTara Ha BTpedepenHO KbPBEHE € HUCKA B IBETE IPynu
Ha JIedeHHe, KATO ¢ MMa NpeBH] 3HATHTeTHITe ChIrbTcTRAaImM 3abonasannda n CC puckoBH dakTopH

B TPOYYBAHATA TOITYIAIMA.

Hucnunes

Jucraes, ycemane 3a 3axyX, ce cho0inaBa oT manuedTHTe NexysaHH ¢ Tukarpesyiop. B PLATO,
o0eIMHEHNATE KaTO IUCITHEA HEXEJIAHH ICKapCTBEHH ChOHTHA (AUCTIHEA, ANCNHES B MOKOH, AMCITHEA
Npu YCHIAE, TAPOKCH3MATHA HOIHA JUCITHES H HOUIHA NHCITHes) ce chobmanart oT 13,8 % ot
nalMeHTHTE, 1EKYBAHH ¢ THKArpenop, 1 3a 7,8 % oT mauHeHTHTE, NeKyBaHH ¢ Kionuaorpes. [1pu

2,2 % ot nmanNeHTATE, HpHeMamy THKarpelop, ¥ npH 0,6 % ot nallMeHTHTe, NMPpHEMAIH KITOTHAOTPEIL,
B mpoyusaHeTo PLATO n3cnenopatenuTe CUHTAT, 4 JUCIHEATA € MPHIMHHO CBBP3aHa C JICYCHHETO H
OposT Ha cepHo3HHTE Ciryqan € Marek (0,14 % tHkarpenop, 0,02 % xnonuaorpen) (px. Touka 4.4).
Ha#-qecTo cho0imaRaHmTe CAMITOMH Ha JARCIHEA €A JIEKH J0 YMEPEHH N0 HHTEH3NTET U HOBEHETO Ce
CROOIOABAT KATO €AMHUIECH ENHI0N PAHO Clel 3aN09YBaHe HA TeparnMAaTa.

B cpaBHeHHE ¢ KJIOTHOOTPEN, NauneHTHTe ¢ actMa/XObb, nexysaam ¢ THKarpesnop, MoXe J1a HMAT
MOBHLIEH PUCK OT NONTy4daBaHe Ha HecepHo3Ha AucnHes (3,29 % tukarpenop cupsmo 0,53 %
KTonugorpen) n cepuoana nucnHes (0,38 % tuxarpenop crpaMo 0,00 % xnomaporpen). B abcomoTHA
CTOHHOCTH TO3K PHCK € NMO-BHCOK OTKONMKOTO B LpiocTHaTa nomynauns Ha PLATO. Tukarpenop
TpsA0Ba Jia ce IpiIara ¢ rMoBAIICHO BHAMaHHMe TpH MallAeHTH ¢ aHaMHBe3a 3a actMa WK XObb (Bx.
TO4Ka 4.4).

Oxomno 30 % or enusognTe 0T3BY4ABAT B paMkuTe Ha 7 AHH, PLATO BxinouYBa NandeRTH, KOUTO Ha
H3XOAHO HUBO HMAT 38CTOMHA CEpACIHA HenoCcTaThIHOCT, XObb miH acTMa; Te3H NalHeATH K
NAIMEHTHTE B CTapPYECKa Bh3pacT € O-BEPOATHO La chboOIarar AucnHes. 3a Tukarpenop, 0.9 % ot
NANACHTATE NPEKBCBAT NPAJIArAaHETO Ha MPOYYBAHOTO aKTHBHO BEIIECTBO NOpadK JUCMHE, CIPAMO
0,1 % ot Te3n, npuemainy knonAanorpedn. [lo-Bacokara HecTOTa HA JAMCNHEN ¢ TUKATPENOP HE Ce
acOLIMHpA C HOBAa NMOABA IWIH RiONIABAHE HA ChpAcTHO WM 6enoapobHo 3a6onarane (BX. To9Ka 4.4).
Tuxarpenop Re normABa SenogpoOHMTE PYHKUMOHATHH TECTOBE.

B PEGASUS ancniHes ce chobinasa npu 14,2 % ot nauMeHTHTE, IpHeMally Takarpesnop 60 mg asa
ITETH JHEBHO, ¥ NpH 5,5 % ot nampenTHTe, npreManid caMo ASA. Kaxto B PLATO, nosedeto cimyian
H& CHOOINEeH] AUCHEA Ca JIeKH 10 YMEPEHH 0 HHTCH3HATET (BX. To4Ka 4.4). [lauaeHTHTE, KOHTO
choOmMABAT QUCITHEA ¢a OFIHA TIPEAAMHO IO-BBE3PACTHH ¥ No-gecTo ca uManm auciHest, XObb mm
aCTMa Ha M3XOQHO HHBO.

Hzcredeanus

IloprinenRne Ha MAKedAaTa kucemusa: B PLATO e ordereHo nosumasaHe Ha CEpyMHATa MHKOYHa
KHCE/IMHA 10 CTOMHOCTH, HAIBHLIABAIIA rOPHATA I'PaHALIA HA HopMaTta, NpH 22 % 0T nonyvaBanyTe
THKAIPENOp NMalKeHTH, crpaMo 13 % oT nonmysagalquTe KIOMHAOTpeN NaiMeHTH. CHOTBETHRTE
croirocTH B PEGASUS ca crorsetro 9,1 %, 8,8 % u 5,5 % 3a THrarpenop 90 mg, 60 mg u nnanebo.
Cpennata cepyMHa NMAKOYHA KHCEJIMHAA ce NMoBHIIaBa ¢ 611H30 15 % npn nprrnoxkeRHe Ha THKarpenop,
B CpaBHEHME ¢ Mpubm3HTENHO 7,5 % NIpH MPAIOKEHHE Ha KIIONMKAOIPEN, a cliell ClIHpaHe Ha
JIe4SHAETO CC TIOHMKaBa NPHOMH3ATEHO A0 7 % TIpH NPHIOKEHNAE Ha THKATrpesIop, A0KATO NPH
Knonmgorpen He ce Habmonana cnag. B PEGASUS ce ycraHoBaBa 00paTHMO NOBAINCHHE Ha
CpEeIHHTE HABA Ha CEpyMHA ITHKOYHa KHceHHA oT 6,3 % 7 5,6 % croTBeTHO 3a THKarpesop 90 mg
60 mg B cpaBHeHHe ¢ 1,5 % nomkeH#e B rpynara ¢ nnauebo. B PLATO secrotara Ha nosarposeH
apTphT € 0,2 % 3a Tukarpenop cnpamo 0,1 % 3a knonuaorpen. CboTBETHTE CTONRHOCTH 38
noxaarpa/nogarpo3en aprpuar 8 PEGASUS ca 1,6 %, 1,5 % u 1,1 % choTBeTHO 3a THXRArpenop 90 mg,
60 mg u wiawuedo.

C € Ha NOIO3HDAHH HEeX '

Cro6maBaHeTo Ha MOAO3HPaHH HEXCEIIaHH PEeakIi ciiell palpemapane 3a yriotpeba Ha e B xﬂﬁ%?:h\
NpOOYKT € BaxkHOo. ToBa no3Bo/siBa a NPOAWDKH HAOOAEHHETO HA ChOTHOIICHAETO MO | ﬂ”ﬁ‘;f N
JIEKAapCTBEHHA NMPOAYKT. OT MEOHLIWHCKHTE CMICLHAMHCTH C¢ H3KCKBA Aa ChoOIMAaBaT BCiKa BOROIMpaHE ~ 3.

-
'

A l'._. , : s
14 fete B P
) ‘1 -I. .I l.E ' " .l- *._- = 1




HEXEJRHA PEAKIHA IUPEKTHO Ypes:

HameiaATeNRa areRumA 1o nexapersata (MAJI):
yi. ,,JJamsaH [ pyes® No 8

rp. Codma 1303,

Ten. +359 2 8903417

exn. moma: bda@bda.bg

yeGealiT: www,bda bg

4.9 Ilpenosupaune

Trkarpenop ce moHaca gobpe npd eqHokpaTHU J03H A0 900 mg, I'acTpo-HHTECTHHANHATA
TOKCHYHOCT e Orna 1030-TMMHATHPaHa B €JHO NPOYYBAHE ¢ €XHOKpAaTHA HAapacTsalla go3a. Jpyrn
KITHEKYHO 3HATHMH HEXeNIaHH peakIlHH, KOWTO MOTET Aa ¢& NPOABAT [IPHA NpeAO3HpaHe BKIIOYBAT
DACITHEA 9 BEHTPHKYNapHH nay3u (Bxk. Touka 4.8).

B cnywait A3 npeno3Apane, MOraT [a ce MPOSBAT rope CIIOMEHATATE NOTEHIMANHA HEKENaHK
JIeKapcTBeHH peakmMy M TpadBa Ja ce uMa npeasun EKI moaMTOpHpaHe.

K®M MOMEHTa He € H3BECTEH AHTHAOT Ha THKArpeJiop ¥ THKArpeliop He ce quaIm3dpa (BK. To9Ka 5.2).
[Ipu mpeno3npane JicdcHHETO TPAOBA Aa ¢ NPOBEXK/E B CHOTBETCTBHE ¢ MECTHATA CTARAAPTHA
MeIMIMECKA npaxTaka. OuakBaamaT eeKT OT Mpeo3upaHe Ha TUKArpeIop ¢ YAL/DKEHa
MPOXBL/DKHTEHOCT Ha PHCKA OT KbpBEHE, CBbp3aH ¢ TpoMOOUHTHOTO HHXHOHpaHe. Tpancdy3nsTa Ha
TpoMOOIIITHA Maca € MaJIxo BEpOATHO /13 MMa KTHHHYHA NOJ3a ITPH NTANMEHTH C KbpBeHE (BXK.

ToUKa 4.4). AKO ce ITOABH KbpBEHS, TpAORA Ia ce MpeAnpreMaT APYTH NOAXOAAIIH MOIIbpyaH

MEPKA.
| ,-'{:".h ¥ ‘| .

5.  @®APMAKOJIOTHYHH CBOHCTBA

5.1 @apmaxoagnEaMAEYAE cBolicTBa

dapMakoTepanesTHIHA rpyria: UAxnOaTOpY Ha arperanunaTa Ha TpoMboouTHTE, C H3KIOYEHNE Ha
xenapuH, ATC xon: BO1AC24

MexXaHA3EM Ha ICHCTRAC

Taxaca ChIbPXA THKATPENOP, CheAMHEHKE OT KIACA HA UHK/IQNEHTAITPAA30/I0NIUPAMHAIHHITE
(CPTP), xoifTo € nepopaneH aHTATOHACT ¢ AMPEKTHO JeficTsie Ha P2Y 2 penenTopa, kato ce cBbp3ba
C HETO CCJAEKTHBHO M 06paTHMO H MpeNOTBPaTABA A,I[tb-mnnﬂpaﬂa'ra, 3aBHcenia oT P2Y 2
TpoMOOIIATHA aKTHBANA H arperanpa. THkarpenop He NpenoTepaTasa cEbp3saneTo ¢ AJI®, a koraTo
ce capp3Ba ¢ P2Y 12 peuertropa, Bp3NpensSTCTBa CHI'HA/IHATE TPAHCAYKLMA, HHAYLHpaHa oT AJID. Toit
KaTo TPOMGOLATHTE Y9acTBaT B MHKLKHPAHETO WA PA3BATHETO HA TPOMGOTHIHATE YCIIOKHEHHS
Ha aTepockiepoTHIHaTa 6onect, e [oKasaHQ, 9¢ MHXHGHUPAHeTo Ha TpoMOGOLHTHATE yHKIMA
AaMansea prcka oT CC cpOHTHA, kaTo cMEPT, MM A HHCYIIT.

it '

Tuxarpenop cemo ynmqana nnxamrﬁre EHIOTCHHH mq Ha a,nenoalma 9pes Hmﬁnpaﬂc Ha
eKBWTHOpHpaImys I-l‘_VIU]BDBHIlEH Tpaﬂcnnp'rep -1 (ENT-I)u

JOXyMEHTHpaHO €, 9€ TIpH mpann mma;;l na..ulem‘n e OK,C marpennp yBETH4aBd CICHHHTE
edexTH, MHIYIMPAHN OT AJICHO3HH: BaIANIATAIHS (H3MaPEHa Ypel YESIHIABAHETO Ha KOPOHAPHHA
KPBBOTOK IIpH 3apaBH 1o6posonuu H naiupexta ¢ OKC; rnasobonne), nuxnbupane Ha
TpoMbonmTHaTA GYHKIMA (B JOBSINKA IANA KPBB in vitro) M JRcIHes. BpbakaTa Mexay
HaO/monaBaHHTE YBETHYCHHA HA allCHO3NH ¥ KIMHAYHATE pe3yTaTth, obage (Hamnp. 3abonepacMocT-

CMBPTHOCT), HE € KATerOPUIHO M3SCHEHE. /
4 4
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PapMakoIWHAMHYHHA edekTn
Hauano #a oelicmsuemo

ITpu mauMeHTH Che cTabnmHa nexeMAaaHa 6onect Ha cvpueto (MBC), mpueMai ASA, THKarpenop
noxaspa 6BP30 HACTHIIBAHE Ha (papMakoJoTHICH epekT, KOHTO ce NEMORCTPHApPA OT CPEAHOTO
uHxuOupane Ha TpoMGonuTHaTa arperatma (M TA) okono 41 % 0,5 waca cnea npuwioxkenne Ha 180 mg
HATOBAapBala 1032 THKArpelop, ¢ MakcuMasneH edekr sbpxy UTA 89 % 2-4 gaca cnex npAnoxeHneTo

Ha 03aTa, KOiTo ce samppka Mexxay 2 # 8 gaca. Ilpa 90 % ot maumenTteTe 2 gaca ciiel
NPHIIOKEHAETO Ha A03aTa TepMHHaNHOTO Hkoso UTA e > 70 %.

Kpaii na deit
Axo e rmampana CABG nponeaypa, puCKbT OT KbPBEHE CBBP3aH C THKAIPEJIOP € MOBHIUEH B
CpaBHEHHE C KJIOMUAOIrpeN, KOraTo TepanuaTa € npekpaTeHa no-Majiko oT 96 yaca npeau

mpole/ypaTa.

HA Je ama

ITpeMEHABaHETO OT JiedeHHE C KIOMUAOTPEN 75 mg Ha JiedeHHe ¢ THKarpenop 90 mg nBa IrbTH IHEBHO
BoH a0 abcomoTHO nosmmasaHe Ha UTA ¢ 26,4 %, a npeMAHABAHETO OT NIeREHHE ¢ THKATPEnop Ha
JieYeHne ¢ Knomanorpen BoaH xo abcomotHo nomrokasane Ha UTA ¢ 24,5 %. [laienTture MoraT na
NpeMHHABAT OT KJIOIMMAOTpell Ha TAKArpeop 6e3 NpeKsCBaHe KA ANTAArpEranTHOTO AeficTeye (BXK.
TOvKa 4.2).

Knynvuung epukacHoCT H GezomacHocT

KnuuwanuTe JaHHH 33 epUKACHOCTTA M He30MacHOCTTa Ha THKArpeNop ca Moy4eHH OT ABe KITNHHIHH
H3NHTBaHMA da3za 3:

¢ IIpoyusanero PLATO [PLATelet Inhibition and Patient Qutcomes (TpoMboTHdHO HHXHOHpaHE
A K/IMHAYEH H3XO0M Ha TAaIMenTa)], cpaBREHHE Ha THKArpEenop ¢ KIOMHAOIpeN, H XBaTa
npunaranm B KoMOHHAmUA ¢ ASA, A Ipyra CTaRgapTHA Teparnm.

e TIIpoyusanero PEGASUS TIMI-54 [PrEvention with TicaGrelor of SecondAry Thrombotic
Events in High-RiSk AcUte Coronary Syndrome Patients (ITperernma ¢ THKarpenop Ha
BTOPHYHH TPOMOOTHIHH CHOMTHA NIPH BHCOKOPHCKOBH TALMCHTH C OCTHP KOPOHAPEH
CHHAPOM)], cpaBHEeHNE Ha THKArpeaop, KOMOHHUpaH ¢ ASA, ¢ Tepanus camo ¢ ASA,

[Ipovueane PLATO {ocmpu xoporapru cuHOpomu)

[IpoyupaneTro PLATO Bkmousa 18 624 nammenTH, XOHTO ca B 24-9acOBHA NIEPHOA OT HATANOTO HA
CHMITTOMH Ha HecTaOunHa cTeHokapans [UA], undapkr Ha Muokapaa 6e3 ST-enesauus [NSTEMI]
W ¢ HHbapkT Ha MAoKapaa cbe ST-enesamma [STEMI], # KonTo ITEpBOHATATHO €8 JICKYBaHH
MEIHK4aMEHTO3HO, WIN Ipe3 NepKyTaHHa KopoHRapHa uATepsenUus (PClI), WiH 1pes mocraBiHe Ha
CABG.

Knunuuna egpuxaciocm

Ha dona na exenHeBHO pAioxkeHne Ha ASA, Takarpesop 90 mg nBa MeTH JTHEBHO AEMOHCTPHpA
NpEeBB3XOACTBO CIPAMO 75 mg MHEBHO KAOMHAOTPEN MO OTHOLICHKE Ha MNPEBEHIHA HA ChCTABHATA
xpatira To4dka 3a CC cMmept, MM mum mHCYITT, © pasimuka, npomsmasama oT CC cMupT 1 MH.
[MTammenTrre nomy4asar 300 mg HaToBapBalna no3a Kiomuuorpen (Bbx3mMoxkHo e 600 mg, ako AMaT
PCI) wm 180 mg THxarpenop.

Pe3ysrTaThT ce nosABana pano (abcomoTHa pegykuna Ha pAcka [APP] 0,6 % ¥ oTHOCHTENHA peayKIHsT
na pucka [OPP] 12 % ra 30-a1 nen) ¢ nocTosHeH edeKT OT JISYEHHKETO 110 BpeMe Ha Lienud 12 MecedeH
nepnox, Aasam ARR 1,9 % ua roamna ¢ OPP 16 %. Tosa npeamnorara, 9e € NOAXOAAINIO MAIMEHTHTE
13 ce JIeKyBaT ¢ Taxarpenop 90 mg nsa mLTH ZHEBHO 3a 12 Mecetia (Bxk. Todka 4.2). JledeHneTo Ha
54 mammenTn ¢ OKC ¢ THKarpenop BMECTO ¢ KJIOIMHAOTPEN NpeaoTBpaTABa 1 atepoTpoMOOTHIHO
cpOHTHE; TedeHreTo Ha 91 naumenT npesoTepatasa 1 CC cmbpr (Bx. Purypa 1 1 Tabmuua 4).




aTaka WM He-XeMOparuueH HHCYJIT, Wiy peBacky/jiapu3alvs; MpHy CbIThbTCTBALLO JIEYEHHE BKIIHOYBALLIO
xenapuH, GpllIb/I1la uaxubGuTopn M MrxHOMTOPH HAa MpOTOHHATA NMOMIIA (BXK.TO4YKa 4.5); npH
OKOHYaTeJIHATA /JMardo3a Ha nokasarc 1Ho ¢u0u ue (STEMI, NSTEMI win UA); u npyu naaHupaHus
NMPHW paHIOMHU3auUATa JiedeOeH NoIX0 ( MHRAIWREH WK Me/ITHKaMeHTO32H).

VYeranoBeHo e ¢s1abo curEHdHyaHTHO TepanesT#IHO B3anMoeNCcTBHE B 3aBUCUMOCT OT pEerHoHa,
CbITIACHO KOETO KoeHUUMEeHT b Ha pucka (HR) 3a nmhpBUYHATaA KpaliHa TOYKA € B N0J13a Ha
THKArpeJiop 3a OCTaHaJlaTa 9acT Ha CBET2, HO € B 1013 Ha Kinonugorpel 3a CesepHa AMepHKa, KOATO
cherapnspa npuonuzutento 10 % ot uanara npoyurada nomyJjauus (p-CTOMHOCT Ha
B3auMoeiicTeue=0,045). ExcruiopaTopHinTe aHAIW3H MpeAnosiarat BeposaTHa Bpb3Ka C [103aTa Ha
ASA, KaTo ¢ yBeJiMuaBaHe Ha j03aTa Ha ASA ce HabmoaaBa HamaleHa ePUKACHOCT Ha THKarpeJsiop.

XpoHWYHaTa IHEBHA A03a ASA, KOATO /ia ChITLTCTBA THUKArpesop, rpsadsa ga ovae 75-150 mg (Bx.
Touku 4.2 n 4.4).

(durypa | nmokazsa ouakBaHHUs PUCK 32 HACTbIIBAHE HA ITbPBH MHIMIEHT, BKJIIOYEH B KOMOMHHpaHaTa
KpaliHa To4Ka Ha epuKacHoCT.

@nrypa | — AHa/ I3 HA MHPBHYHATA KJJHHHYHA cbeTaBHA KpadHa Touka ot CC emepT, MU B
nHcyaT (PLATO)
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B cpaBHeHHMe ¢ KnOnuaorpesi, THKarpejiop HaMmalsaBa 4ecToTaTa Ha HacThIIBaHe Ha MHUMOCHTHUTE,
BITW3AIIM B ChCTABA HA IThPBHYHATA ChCTABHA KpaifHa To4Yka — kakTo B romynanuaTa ¢ UA/NSTEMI,
taka ¥ B nonynauusra ¢ STEMI (Tabnmua 4). Cnegosarenno, I'nkaca %0 mg ABa MbTH JHEBHO
3aelHO ¢ HUCKa no3a ASA moxke za ce u3rion3sa rnpu nauuent ¢ OKC (HectabuiHa cTeHOKapans,
muokapzeH nadapkr 6e3 ST enepauns [NSTEMI] unu muokapnen undapkt cbe ST enesauus
| STEMI]); BKIIOYHUTENHO NALMEHTH, JIEKYBaHH MEAUKAMEHTO3HO, W MALHEHTH, JIEKYBaHH C
nepkyTaHHa kopoxapHa untepseHuus (PCI) uau Gaiinac Ha kopoHapha aptepus (CABG).
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Tabnama 4 — AEaAN3 HA M.PBAYHATA H BTOPEYHETE Kpalinn Toukn 3a epuxacnoct (PLATO)
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Taxarpenop Kinomuaorpen
Wmgasa | 7Smgeeannx
! WLTH JHCBHO nnenno (Y APP* OPP* (%)
(% nanmenTn | VAUMEHTH LBLC (Ye/yr) (95 % CI) p-crofimocT
; Che ChbuTHE) csburne)
' N=9 333 1 N=9 291 L |'
| CC emupr/MU Y |
(c u3K1. HA 93 10,9 1.9 - 16 (8, 23) 0,0003
»THX" MH)
WIH HHCYJIT 1 i o R |,
Hamepeuue 3a 83 10,0 1,7 16 (6, 25) 0,0025
MHBAIHBHA | )
HamepeHne 3a | 11,3 R 13,2 23 15(0.3,27) | 0,0444"
JNCKAPCTRCHA - o | oip o
CCemmpr 38 [ 4.8 L 21 (9, 31) J 0,0013
MH (c maxn. 54 7 64 L1 16 (5,25 0,0045
Ha,, mux” MH)® e - " ~
PHcy 1,3 I LE -17(:52,9) 0,2249
CwvepT Ge3 !
3HAUCHHE HA -'
! NMpHIHHATA, 9,7 11,5 2,1 16 (8, 23) 0,0001
| MU (¢ wzkan.
Ha ,,7ux MH) I
HITH HHCYT _ _
[ CC I:Mﬂp'r, ——— 77 =TT Y T
o6mo MU, : b . -
! uncynT, CPH, 13,8 BRLE {7 By 2,1 12 (5, 19) 0,0006
RI, TIA, w IR UL
ST S _L
T TR 1
43 b 5,4;’3__‘ * 1.4 22 (11, 31) 0,0003*
1,2 1,7 0,6 32 (8, 49) 0,0123"

*APP=albcomoTrHa peAYKIHA HA DPACKR, OPP%mcmmia pcnyiumn Ha pnc:F(hKoocbmmcHT Ha prck) x 100 %.
Orpanarema OPP 03Aa9883 NOBAINABAAC Ha OTHOCHTCITHAA PACK. :
5c mxmogesne pa , TAX” MH.

"*CPH=cepHO3HA PCKYPCHTHA ACXCMEAN, PHWHFH& HCXCMNN; mﬁpmn'rnpna ECXeMuTHA artaka; ATC=aprepramio

tpoMGoTrato crbutre. O6mo MU exmoasa , Tax” MU, 1aTa Ha cHOATHETO € AATATA Ha HEIMOBOTO YCTAHOBABANE.
" HOMAHATHA CTOWEOCT B CHTEM(QAKARTROCT, BCHYXHA OCTAHANH ca GOPMANHO CTATHCTAYCCKH CHTHR(HKARTHA N0 Npe-

Aepmpano HepapXAIHO TECTBAHE.

PLATO zenemuuro nodnpoyueaue
Onpenensnero na CYP2C19 1 ABCBI1 renotuna ua 10 285 NAaLHEeHTH B PLATO JaBa BE3MOXHOCT 3a
acolHAlMA Ha r*eHOTHITHHUTE rpynd ¢ peayarature oT PLATO. Iipers3xoacTeoTO Ha THKArpenop Haa
KJIOTMAOTPEN 110 OTHOWERHE HA PEXYKIMATA HA 3HaTATEHHR CC CHOMTAA He e CHTHH()HKAHTHO
nosmmsro ot CYP2C19 wm ABCB1 reHoTHna Ra mamueHTHTE. [logo6HO Ha UAIOCTHOTO ITPOYYBRHE
PLATO, psMa pa3iTiKa MEXAY THKRIPEIOp H KIONOAOrpeN 1Py 0610 3HAYHTETHUTE XeMOparndHu
uHIMAeHTH B PLATO, senpexn redoruna CYP2C19 wm ABCB1. Hecsnpsanoro ¢ CABG
3Ha9nTeNTHO KspBene B PLATO ce noBRmaBa ¢ THKArpeNop B CpaBHEHME ¢ KIOTMMAOTPen NpH
NanueHTn ¢ earH Wik nosede CYP2C19 anesm cbc 3aryba Ha tb}’HKIlHﬂ HO € CXOAHO Ha KNIONAAOTpen
NpH NaLHESHTH C anein, Ko#To HaMa 3aryﬁa Ha rby'mcum
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Kombunupan noxaszamen 3a egpuxacnocm u besonackocm
KoMmOuaHpaHMAT noka3zaren 3a edukacnoct B 6e3onacHocT (CC cMbpT, MU, HHECYNT HITH 06110
3HAYHTENHO KLpBeHe no feduanmuara Ha PLATO) nokassa, g€ noisaTta OT HNPpAIOXKEHNETO Ha

THKArpeJIop 110 OTHOIIEHHE Ha ¢MKACHOCT B CPaBHEHHKE ¢ KIIOMAAOIPEN He ¢€ KOMIICHCHpA OT
Cy4anTe Ha 3HaTATeNTHO KbpBeHe (APP 1,4 %, OPP 8 %, KP 0,92, p=0,0257), 12 mecenia cnex OKC.

Knunuuna beszonacrnocm

Xonreposo [NOAMPCY4BaHE:
3a Ja ce OlICHH YCCTOTATA Ha BEHTPHKYJIADHATE [1ay3H H JPYT'H ENH30NH Ha apNTMHA M0 BpeMe Ha

npoyusaseTo PLATO, ¢ ochiuecTBEHO X0ITEp-MOHATOPHPAHE Ha NOATrpyna ot Onu3o

3 000 maumernT, npubmusurenno 2 000 or xoMTO UMAT 3aMHCH, KAKTO B ocTpaTta (pa3a Ha OKC, Taka n
Mecell No-KbeHO. [TbpBHYHATa NMpOCeqABaHa MPOMEHINBA € YeCTOTaTa Ha BEHTPHKYJIADHH MAY3H C
NMPOMBLIDKATENIROCT > 3 CeKYHIH. BEeHTpHKYIapHH NTay3H Pa3BABAT NOBEYE NANWCHTH Ha NIEUCHHE C
TRKarpenop (6,0 %), 0TKOJIKOTO TakHBa Ha JieucHHe ¢ Knomagorpen (3,5 %) B octpara dasa u
choTBeTHO 2,2 % 1 1,6 % cnen 1 Mecely (Bx. Touka 4.4). YBeIHdeHNETO Ha BEHTPHKYJIADHUTE NaY3H B
octpata (paza Ha OKC e no-u3paseno npy NMaMeHTATE Ha TAKArpenop ¢ anaMae3a 3a XCH (9,2 % ¢
aHaMHesa 3a XCH cnpaMo 5,4 % npu naumentn H¢3 anamHesa 3a XCH; 3a nalMeHTHATE Ha
knomegporpen, 4,0 % mpu Tesun ¢xe cnpamo 3,6 % npu Te3n 6e3 anamHesa 3a XCH). Tasx pazmxa He
ce IIpoABABa 3a eOuH Mecell: 2,0 % cripaMo 2,1 % 3a nauueHTHTE Ha THKArpenop, CHOTBETHO, Ch¢ B
be3 anamnaesa 3a XCH; u 3,8 % cnipsamo 1,4 % 3a xnonmgorpen. Tasn pasnika He € CBbp3aHa ©
HEXEIAHH KIHHAYHH NocTeAKIE (BKMOYHATE/IHO | NIOCTABAHE Ha nelcMeiixbp) BpB BRIIPOCHATA

NOMY/IALIASA ManACHTH.

lIpayusane PEGASUS (anamnesa 3a muoxapoen ungpaprm)

PEGASUS TIMI-54 e npoyusane ¢ 21 162 nanmerTH, ¢ aa3aliH 3asHCELI OT HacThOBALATE CHOUTHA,
PAHAOMUIRPAHO, ABOHHOCIATIO, ITANEHO-KORTPOITHPARO, MEXIYHApOAHO MHOTOLICHTPORO NMPOYYBAHE
C IApAJIC/THA TPYIIH 32 OLEHKA Ha NPeBEHOMATA Ha aTepOTPOMOOTRIHN ChOATHA C THKArpenop,
npunaraH B 2 no3n (90 mg asa nhTH AHCBHO Wik 60 mg ABa ITH ZHEBHO) B KOMONHALHA ¢ HRCKA
no3a ASA (75-150 mg), B cpaBHeHHe ¢ Tepamid caMo ¢ ASA Npy NaumedTH ¢ akaMee3a 3a MM r
NOITLJIHNTENHA PACKOBH $akTOpPH 3a aTepoTpoMbo3aa.

[laumerTH, NOAXOAAIIH 38 BKIOYBAHE B MPOYYBAHETO ca OWITH TAKMBA Ha BB3PACT HA MIIK HAJl

50 romwHm, RaaHe Ha anaMHAe3a 3a MU (1 o 3 rogrAn npeay paHaOMH3HpAHETO) H HAITHYNE Ha
TOHE €IIKK OT CNCAHATE PACKOBH (aKTOpH 32 aTepoTpoMb03a: BhIpacT > 65 rogunn, 3axaper qualber,
Hanaramnl MeIHKaMEHTO3R0 JiedeHne, BTopu npeamecrsam MU, naanan 3a maorocesopa UbC mim
XpORAYHa Op0peuna AnchYHKIMA H3IBBH KpaiiHus craguil.

[NauperTATe He ca OMNH MOAXOANINY 33 BKJIOYBAHE B IPOYIBAHETO, aKO €4 HMAMH IUTaHUpaHa
ynorpeGa aa P2Y;;-petienToped aHTarOHUCT, AHIHPAGAMAOI, ANOCTA30M HIK AHTHKOAlYJIaHTHA
TEpanys 3a [IEpHoNa Ha MPOYUBAHETO; HAPYIUCHHE, CBBP3aH0 ¢ KbPBEHE WIH aHaAMHEe3a 18 HCXEMHUEH
HHCYJIT HJTA BBTPEIEPEITHO XbPBEHE, TYMOP Ha UCHTPATHATA HEPBHA CACTEMA WIH BHTpEYCpEIHa
CBHIOB3 AHOMAITHA, NANHCHTH ¢BC CTOMAITHO-IPEBHO KBPBEHE Npe3 NpealecTsamuTe 6 Mecela Wi
rofsmMa onepaia npes npeamecrrampTe 30 nHA.
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Knunuuna ecpuxaciocm

@urypa 2 - AHAJIH3 HA TBPBHYH2TA K/IHNHIHA CbCTaBH2 Kpaiina To11Kka ot CC embpT, MU 1

nacyaT (PEGASUS)
11 ezt - -
Tukarpenop 60 mg - - - - Nnauebo J.'
10 ABE MHTH AHESHO P A
Bpow 7045 7067 ="
9 1| naumerti coc coburue 487 (6.9%) 578 (8.2%) R -
|| KM% 12 36-Tn mecey 7.8% Q0% P
8 CroTHOWEHME Ha =g r
F rHlst o
g (Hazard Ratio) (95% C1) 0.84 (0.74, 0.95) e
E § — | pcroRnocT 0.0043 =
:
§ %
B
7
3 ey
2 -
1 =
0 1 p— r ey 4 T - 1 ' J
0 120 240 360 480 600 720 840 960 1080 1200 1320
Lrw cnepg pangommaaymn
Bpoit nauymMeHTn B puck
Tis0 mg 7045 6948 6857 €784 6711 6357 5904 4926 3698 2055 710
Placebo 7067 6950 6842 6761 6658 8315 5876 4899 3646 2028 714

H i
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Tabauna 5 - AHAIH3 HA NBPBHYHATA M BTOPHYHKHTE KpaiiHH ToukH 32 edpukacnoct (PEGASUS)

Tukarpenop 60;1;; ina NLTH JHERHO Civie Aa
N;T 045 | N=7 067
| T—— = - S p-CTOHHOCT |
0 0

XapakrepucTHkKa n ;‘::HH KM % Os%ch | cesbus KM %
I IepBHuHa kpaiina Touka
Cncrasna ot CC 0.84
cmbp1T/MH 487 (6.9 %) 7.8 % 0 ?4’ 0.95) 578 (8,2 %) 9.0 % 0,0043 (s)
[AHCY T 4 B e
CC cMbpT 17425% | 29% | 6%3f on | 2106.0%) | 3.4% 0,0676
MM 2854.0%) | 45% | 073008 | BE8% | 52% 0,0314
Uucy it 91 (1.3 %) 1.5 % (0 5[;‘,'73 08) 122 (1,7 %) 1.9 % 0,0337

L S L s
BropuuHa kpaiina Touka

.08 |

0 Qo ’ _ a 0 »

CC cmbpT 174 2.5%) | 2.9% ; 0.68 101 | 2106.0%) 3.4 %

] T [ ‘
CmpT 10 0 at | 0,89 19 o 0 |
BCSAKAKBA [TPHYMHA 289 (4.1 %) 4L1% 1 (0,76, 1,04) ""_tj) (4:6:%0) 3,2 7o )

KoeHIMEeHTHT Ha PHCKA H p-CTOMHOCTHTE ca H3YHCIECHH OT/ICJTHO 3a THKArPEJIop cip. Tepanus camo ¢ ASA o1 MoJ1en Ha
MPONOPUHOHAIHHTE pHCKOBE HA COX, KATO rpyara Ha JICYCHHE € €/IMHCTBEHATA EKCIUTAHATOPHA IMPOMEHIIHBA.

KM nponeHT, u34HCieH Ha 36-TH Mecell.
benexka: 6poAT Ha IMBpPBHTE CHOUTHA 3a ROMIOHEHTHTC CC embpr, MU w1 uHCy T € AcHcTBATETHUAT OpO# HA IILPBH
CHOMTHS 32 BCEKH KOMITOHEHT M He ce 100aBs KhM Opost Ha chOMTHATA B ChCTABHATA KpaiiHa ToYKa

ol



(s) [Toxa3ra CTATHCTAYCCKA IHATHMOCT. - |

Cl=[loBepHTCNICH HHTCPBAN, CC=C'Lp.:1c=mo-cmon HR=Koc¢mc1rr HA pncxa, KM=Kaplan-Meier, MH=Mrokapica
HBdapkT, N=bpo# naurenTH. !
JIBeTe cxeMH Ha Jyiedenne ¢ TrKarpesnop 60 mg OBA ITHTH AHEBHO 4 ¢ 90 mg 1Ba TBTH IHEBHO B
koMOuHaIa ¢ ASA NpeBbIX0KIAT CAMOCTOATEHOTO JieueHie ¢ ASA N0 OTHOIEHHE HA
NpeBSHNAATA HA ATEPOTPOMOOTATHATE C‘BﬁH’I‘Hﬂ (cheTasHa kpadtna Touka: CC cMupT, MU 1 uHCynT),
C NOCTOMHEH e(eKT OT JiedeHHeTO Mpe3 HeJIHA NEPRoA Ha npoyusaHeTo, Bogem 70 16 % RRR u

1,27 % ARR 3a Tuxarpenop 60 mg # 15 % RRR u 1,19 % ARR 3a Tuxarpesiop 90 mg.

Benpexu 9¢ npopumuTe Ha edukacHocT Ha 90 mg u 60 mg ca mogo6HA, AMa JAHHH, 9€ TO-HHCKATa
003a € ¢ no-xo0sp NMpodHI HA MOHOCHMOCT H 6e30MACHOCT IO OTHOMEHHE Ha PHCK2 OT KhPBEHE N
aucnues. CnenosaresHo, caMo Tuxaca 60 mg AB8a ITbTH AHEBHO, NPAIOXKEH ENHOBPEMEHHO ¢ ASA,
Ce mperopbYBa 3a NpeBeHnyMn Ha arepoTpoMboTanu cebrris (CC cMupT, MU o BHCYIIT) PR
ManHeHTH ¢ aHaMHe3a 38 MM # BHCOK PHCK OT pa3BHTHE Ha aTepoTpoMOOTHIHO CHOUTHE.

B cpaBHeHME CBC CAMOCTOATENHOTO NedeHne ¢ ASA, Takarpenop 60 mg nBa mpTH JHEBHO 3HAYHMO
NMOHWXABA MEPBHUHATA ChCTaBHA Xpalua Touka ot CC cmbpT, MU 1 mHCYnT. Beekn ot
KOMITOHEHTHTE JOTIPHHACH 34 NOHMKECHHETO Ha IMHPBAYHATA CheTaBHa KpakHa Togka (CC cMapt 17 %

RRR, MH 16 % RRR u wHCynT 25 % RRR).

RRR 3a cecraBHaTa kpaiina Toaxa ot | mo 360 grm (17 % RRR) v ot 361 gan HaraTek (16 % RRR) e
nofgobHo. MMa orpannveHr NaHHEH 33 epAKacHOCTTA ¥ 6€30NacCHOCTTA Ha YAB/DKEHO JICYEHNE C

TAKArpeaop Hax 3 roaAHH.

JInmcBar foKa3aTencTsa 3a nosa (He ce rabmogasa peayKIHA Ha 9eCTOTATA HA MEPBATHATA
npocnenssana kpakna rouxa ot CC cMmbpt, MU 1 HHCYIIT, HO HM2 MMOBHIIABAAE Ha YECTOTATA HA
3HAYUTENHO KbPBEHE), KOraTo THKarpenop 60 mg aBa ITbTH JHEBHO € NIPAJIOKEH NPH KIIMHHYHO
CTaOWIHM NALMEHTH C JABHOCT Ha MH(}AapKTa > 2 FOAMHH WIH NOBEYE OT €HA TOAMHA CJIe] CITMpaHe
Ha nmpeaxomroTo nedenne ¢ AJJd-peuentopen HEXHOHTOP (BXK. TOUKA 4.2).

Kaunuuna bezonacrocm |

YecToTaTa Ha NpeycTaHOBABAHE HA TepanuATa ¢ THKarpenop 60 mg nopanu KbpBeHe H JUCNHEA € M0-
BHCOKA ITPH nanmenTty > 75 ronuam (42 %), B cpasHeHHE C MO-MJIaM nalHeHTH (MHETepRat: 23-31 %),
C pa3THKa CIpAaMo manedo rpynara no-ronama ot 10 % (42 % cipamo 29 %) npH nagnesTH

> 75 rogHHN.

TexuarpudHa DOMYMAIIHY
B pargomMmE3Apano, JBoiHoCHAIO0 nipoyaBsane Paza 111 ¢ napanenan rpymu (HESTIA 3),

193 nepmaTpuaHM NalMeRTH (Ha BB3PACT oT 2 o nox 18 romuan) cbe chpnoBUAHOKIETEIHA O0IeCT
ca PAHOOMM3IHPAHH 12 NOJTYyYaT HiIK Iiauebo, i THKArpenop B J03d oT 15 mg 1o 45 mg nsa meTH
JTHEBHO B 3aBACHMOCT OT TEJIECHOTO Terno. THukarpeaop BOON 10 MEANaHA Ha TpoMboawrHaTa
naxubunms 35% npeay mpHeM Ha no3ata B 56% 2 gaca cefy IpAEM Ha J03aTa OPpH CTRIHOHAPHO
CECTOSHHE,

B cpaseenne ¢ ianefo HAMa Mox3a OT JICYCHHETO C THKATPEIIOP 110 OTHOIICHHE Ha 9eCTOTaTa Ha
Ba30OKITY3INBHHUTE KPH3H,

EpponeiickaTa areHIHA 110 JIEKapcTBaTa 0CBO0OKAAEA OT 3aMB/DKCHACTO 38 NPERAOCTABAHE Ha
Pe3YATATHTE OT MPOYHUBAHMATA C THKACA BHB BCHUYKHK NOArPYIIM HA NCAHATPHYHATA NOIYJIALMA 334
ocTpH kopoHapaHM cHHApoME (OKC) 1 anamuesa 3a MuokapaeH nagapkt (MH) (Bx. Touka 4.2 3a
KH(pOpMaIMA 0THOCHO yrioTpe6a B NeAHATPHATR).
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5.2 @apmakoxHHETHYHH cBolicTBa

Tuxarpenop #ma nareiHa ¢apMakOKHHETHKS, 8 EKCITO3HIMHTE KbM THKATPENOp M aKTHBHHAA MY
meTtabommaT (AR-C124910XX) ca nprONM3uTeIIHO MPOIIOPOBOHATHE Ha A03aTa Ao 1 260 mg.

AGcopOuma .

AGcop6imssiTa Ha THKarpeaop € 6sp3a, ¢ MeIvaEa Ha toe NIpAGIASATENHO 1,5 9aca. [ipesphmaneTo Ha
THKATPEIOp B OCHORHMS OUPKyIHpam MeTaboimr AR-C124910XX (cnmo akTaBeH) € 65p30, C
MEIORAHA HA {max MpHOTH3INTEMHO 2,5 waca. Cieny NepopaTHO NMPAIOKEHAE Ha EAPHUYHA 1034
TaKarpesiop 90 mg Ha riagHo OpH 3ApasH JHLA, Cmax € 529 ng/ml u AUC e 3 451 ng*h/mi.
CroTHOmEHHNATA MeTadomrr/ocHopAo BemecTBo ca 0,28 3a Cox 1 0,42 3a AUC. GapmakokHHeTHKATa
Ha THKarpeaop ¥ AR-C124910XX npn naumenTy ¢ aHaMue3a 3a MM obukroseHo € nofoOHa Ha TasH
8 nonynamEsTa ¢ OKC. B13 ocHOBA Ha eIMH OMyJIALHOHEH (GapMaKOKHHETHICH aHAIH3 Ha
npoyusaneTo PEGASUS Mennanarta Ha Cuax Ha THKarpenop e 391 ng/ml n AUC e 3 801 ng*h/ml s
CTAIMOHAPHO CBCTOAAME 33 THKarpesrop 60 mg. 3a Taxarpenop 90 mg Coux € 627 ng/ml u AUC e

6 255 ng*h/ml B cTalMOHAPHO CHCTOAHHE.

Cpennara abcomorna 6MOHANTMYHOCT Ha THKArpenop € H3ducneHa Ha 36 %. [IpneMsT Ha Oorara Ha
Ma3HAHHA XpaHa BojH o riosumasane ¢ 21 % ra AUC Ha Tkarpenop H 10 NoHmKaBare ¢ 22 % Ha
Cunex H2 8XTHBHAA My MeTa0OIHT, HO HE MOBIIHABA N0 HUKAKBB HAYMH Crnax HA THKarpesop wm AUC
Ha axTUBHHA My MeTabomdT. CMATa ce, ¥ie T¢3H MAJIKH IIPOMEHH a2 ¢ MUHHMAJTHO KITHHHIHO
3HATEHAE; NOPaIH TOBA THKArpenop MoXxe J1a ce MpueMa ¢be K O6e3 xpaHa. THkarpenop u
aKTHBHHSAT My MeTabonuT ca cybcTpaTtd Ha P-gp.

Trxarpenop BEB BHE HA CTPATHA TaONETKH, CMECSHH ¢ BOJa, TPHIAraH NepopamrHo WiIH Ipe3 Ha3o-
racTpalTHa COHZA B CTOMaxa, HMa CpaBHHIMa GMOHAYHOCT C Lie/IATe TabeTKH 110 OTHOMICHNE Ha
AUC # Cnx Ha THKarpesiop ¥ akTuBHHA Metabonut. Havannara excnosuuma (0,5 n 1 gac cnen
NPRIOKEHAE) OT CTPATATE TAabNETKH THKArPE/op, CMECEHH C BOJIA, € NO-BHCOKA B CPABHEHHE C
nesmTe TabneTKH, ¢ KaTo 10 HACHTHYEH Mpod T Ha KOHNEHTpaIM, ciied ToBa (2 o 48 gaca).

Pasnpegencrne
B cTanoHapHO CBCTOAHAE 00EMBT Ha pasnpeaciieAre Ha Tukarpenop ¢ 87,5 1. Tuxarpenop n

AKTHBHHAT MY MeTabOJTHT ce CBBP3BAT ¢ YOBCINKHTE ILNA3MEHH TPOTENHH BhB BHCOKA CTEIEH
(> 99,0 %).

baoTpancdhopmaiys

CYP3A4 e OCHOBHHSAT €H3HMM, OTTOBOpPEH 3a MeTaboNM3NpaHeTO HA THKArpeyiop ¥ ofpasysaHeTo Ha
AKTHBHAA MY MeTabOJIT, KaTO TEXHHTE B3aAMozelicTBus ¢ apyru cyberpate Ha CYP3A sapwpar ot
aKTHBHpaHe 0O HAXHOHpaHe.

OcrorHpAT MeTabosmT Ha THRArpenop ¢ AR-C124910XX, xoifTo cemo € aKkTHBEH — KOETO CE€ OLICHABA
qpes in vitro cebp3Bane ¢ TpomGorTaMA P2Y 12 AIID penenrtop. CHCTEMHATa EXCITOZHIIMA Ha
aKTHBHAAA MeTabomT ¢ npuabimsuTento 30-40 % oT Ta3n Ha THKarpenop.

EmvaHvpane

OCHOBHMAT BT 38 €THMAHNPAHE HA THKATPENOP € 4pe3 uepHoaApobRa TpaHcopmaima. Ilpu
IpAJIaraHe Ha paqMoaKTHBHO MapKHpaH THKArpesiop CpeIHOTO Bh3CTAHOBABAHE Ha PaHOAKTHBHOCTTA
e npuOmusuTeHO 84 % (57.8 % BBB deneca, 26,5 % B ypuaaTa). KonwdecTROTO HA THKATPENIOP H
aKTABHHA MY METaGoIMT, KOHTO ce OTKpWBAT B yPHHATa, ca nod 1 % ot npuerara n03a. BepoaTtHo
OCHOBHHAT IThT Ha €JIMMHHAPaHe HAa aKTHBHNA MeTabo/INT € Ype3 eKCKpelua B A TbIKara. CpeaHuar
ti2 Ha THKArpeJop € NpAGIA3ATENHO 7 Yaca, a Ha aKTHBHAA My MeTaboHuT — 8,5 vaca.
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Cmapuyecka evipacm

TTo~BHCOKH €KCNO3MITME Ha TAKarpenop (npubnnsureso 25 % # 33 Cpax, 1 32 AUC) ¥ Ha akTHBHEA
My merabonuT npu nayresTd ¢ OKC B crapgecka Bb3pacT (> 75 roAHHK) B CpaBHEHHE C NO-MJIAIH
NAIMEHTH ca HabMmoaaBaAN MPH NOITyTADKOHRNA cbapuaicome'rmen aHamm3. Te3W pa3iIAKA He ce
CMATAT 38 KJIMHHYHO JHAYNMH (BXK. TO4YKa 4.2).

[leQuampuyuna nonyrayus

Hammasy ca orpaRHYeHH JaHHH TIPH N2 ChC ChPITOBAAROKIIEThIHA bonect (BK. To9kH 4.2 H 5.1),
B npoyusarneTo HESTIA 3 npn nanseHTH Ha BB3pacT oT 2 1o oA 18 rogunu c

Ternmo > 12 mo <24 kg, > 24 no < 48 kg n > 48 kg, ¢ npunarad THKarpeaop xaTo NeARaTpHIHH
ORCHeprapaum™ ce Tabnerku 15 mg B 1031 cxoTBeTHO 15, 30 ¥ 45 mg nBa mbTH AHeBHO. B3 ocHORBa
Ha nomynammoneH ¢papMakokHHeTHYeH anwing cpegHata AUC sapupa ot | 095 ng*h/ml no

1 458 ng*h/mi, a cpenraTa Cnax Bapupa o1 143 ng/ml no 206 ng/ml npn cratmoHapHO CHCTOTHHE.

Iion
B cpaBHeHHe C MBbXKeE, TIPH KEHH ¢a Hab/IONABAHHA [10~-BHCOKHK €KCIIO3HLMH HA THKArpesop ¥ Ha
AKTHBHUA MYy MeTa0O0NMUT. Pa3flIMKHTE HE Ce CMATAT 3a KIMHUYHO 3HATHMH.

bubpeunt

B cpaBHeHHE C X0pa ¢ HopManHa 6s6peuna GyHxIas, NpA NanReHTH ¢ TeXKo 6b0peTrHo yBpexnake
(xpeaTAHHHOB KMHPBHC < 30 ml/min) excro3nimMaTa Ha THKAMPENOp € NO-HACKA ¢ NMPHOIM3HTETHO
20 %, a eXCTIO3NIMATA Ha aKTABHAA MEeTa0O0HT € No-BHcoKa NprOmsuTenHo ¢rc 17 % .

[Tpk nammeHTH ¢ TepMuHaned ctanui Ra 6n6peuHo 3abonasane Ha xeMoananHsa AUC A Cryx Ha
THKarpesop 90 mg npwiaran B acH Ge3 qnanasa ca ¢ 38% K 5 1% 110-BHCOKH B CPABHEHHE C XOpa C
HopMaiia 6b0peuna dyuxima. [lono6Ho nosMimenne B eKCO3NLMATA ce HablmogaRa, KOraTo
THAKArpeJIOp e NPWIAra: HeHOCPEACTBEHO - Ipeu AuamaTa (choTBeTHO 49% 1 61%), K0eTo mokasna,
Yye THKArpeiop He ce HATM3Npa. EKcro3wamnaTa Ha akTHEHAS MeTaboTHT ce MOBHIIARA B TI0-MAITKA
creneH (AUC 13-14% u Cinax 17-36%). EdexTsT, Ba HHXHOHpaHe Ha TPOMOOLMTHATA arperaims
(ATA) e HezaBRCHM OT QHATM3ATA NIPH NalHEHTH ¢ TEPMHHANICH cTaauil Ha 6x0peuno 3abonspane 1 €
nogoben npH Xopa ¢ HopMmanAa 6x6pevHa PyHKImA (BXK. To4Ka 4.2).

HeprodpobHo yenexcoane

B cpaBHEHHE CBbC 30paBn KoGpoBONIH, MPH nau;ﬂem v mxn JepHOAPOOHO ynpemane Cnax 1 AUC
Ha THKarpeJiop ca fo-BHCOKH CHOTBETHO ¢ 12 % 1 23 %, uﬁaqe HTA edexThT Ha THKarpesop €
nofnoGeH B aBete rpynd. He e neoGxommmo KOpPHTHD2HE. Ha nnsam HIpH NAUHEHTH ¢ JIEKO
gepHOApoGHO yspexnaHe. Hama npoyiBaHus ¢ THKAIPE/IOp npH MALMEHTH C TEXRKO YePHOIPOOHO
YBpekaaHe H JTANCB2 (JapMakOKHHETHIHA mdmpmamn NPH NALHEHTH ¢ YMEPEHO TePHOAPOOHO
yBpexaaHe. [Ipy NalMeRTH ¢ yMepeHO WK TEXKO NOBAIICHHE HA eIHH WIH NoBede 9epHOIPOOHA
GYHKUHOHAIHE NOKA3aTENH HA H3XOTHO HABO, NNA3MEHHTE KOHUEHTPALMH Ha THKarpeyop ca
00OHKXHOBEHO NOAOOHHN HIM MANKO NO-BACOKH B CPABHEHHE C JTALHEHTHTE Oe3 HIXOJHO NOBHIIICHAE.
He ce npenopxsiBa kopuripane Ha 103aTa NpH nal:meﬂ'm c yucpenn qepHOIPOGHO yBpekaane (Bxk.
roaxkn 4.2 1 4.4).

Emu KQ NDURGORCHCHOCT

B cpaBrHECHHE C TAUMECHTHTE OT eapunpma'ra paca, nauueq'rmc t:rr AIHATCKH npnmxon AMAaT
no-Bucoka ¢ 39 % cpenra ﬁnoﬂamq;qnc'r, B cpaBrenne ¢ [IalMERATHTE OT enponema'ra paca, ImpH
CAMOOTIPEIETAIINTE Ce KATO YePHOKOKH NALMeRTH, GHOHATHIHOCTTA Ha THKATPEIIOP € M0-HACK2 C
18 %. B xiuHMKO-(papMaKoNOrMIHH NMPOYYRAHMA eKCTIo3HIMATA (Cmax 1 AUC) Ha THKATpENIOp NpH
SATIOHIA € 10-BACOKa ¢ MPHOIH3ATENHO 40 % (20 % clleq; KOpeKIas CpAMO TEJIECHOTO TErIo),
OTKOJIKOTO IPH XOpa OT eBpoNneuqHaTa paca.. Excnuanunm OpH NAaLMEHTH, KOUTO C€ CaMOoOoMpeaensT
K4TO MCTIAHO W/H JIATHHO THII, € NoJo0Ha Ha Tasm NPH NARHCHTHTE 0T ¢BPONECHIHATA paca.
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[Ipe AKX THHHYHATE NAHAR 33 THKATPENop H OCHOBHUA MY MeTa00/MMT He NOKa3BaT HENPACMITHB PHCK 3a
PA3BHUTHE HA HEXKEJIaHH PeaKkLMH NMpH Xopa Ha 6a3aTa HA KOHBEHIMOHAHKTE GapMaKONOTHIHH
H3IHTBAHHKY 32 6e30MAacHOCT, TOKCHYHOCT NPHA COTHOKPATHO H MHOMOKPAaTHO NpUNiarane v
reHOTOKCHYEH NMOTEHLHAL.

[p# HaKONKO XABOTHHCKH BHIA € HaO/MOARBAHO CTOMAIIHO-YPEBHO APAa3HEHE TIPH KIHHAGHO
3HAYHMH HUBA Ha EKCNO3HIMA (BXK. Touka 4,8). |

Ipr xeACKHA IThX0BE, THKATPENOP BB BHCOKH HO3H AEMOHCTPHpA NOBHIIEAA 9€CTOTA A3 TYMOpPH Ha
MaTkaTa (20CHOKAPIMHAOMH) H NTOBHIICHA YECTOTA Ha afIcHOM Ha 3epHuA Apob. MexaHu3IMEbT 32 nossa
Ha TYMODH Ha MATKaTa BEPOSTHO € XOpMOHaNeH aachananc, KoHTo MoXe Ja JoBeAe X0 NOABa Ha
TYMODPH IIpPH ILTEXOBE. MeXaHH3IMET 32 [104BA Ha SePHOAPOOHN a€HOMM BEPOATHO € crienudHIHa 38
rpH3aqdHTe CH3IRMHA HHOYKUMA B 4epHus npob. [lopaau ToBa ce CIUTA, Ye € MAJIKO BEPOATHO
KApOWHOTCHHATE HAXOAKM J1a AMAT 3HAYCHHE 38 XOoparTa.

IIpm mwrexoBe, ca HabmoaasaH MEHAMANHH aHOMATHH Ha Pa3BHTHETO IPH A03a, TOKCHYHA 3a
Maiikara (rpasnna Ha 6ezonacHoct 5.1). I1pn 3aituy ce sabmonasa nexo 3abapsgHe Ha YepHOAPOOHOTO
CH3PABAHE H CKEJIETHOTO Pa3BATHE Ha eTycHTe MpH MaikA Ha BHCOKa A03a 6e3 ma ce Habmonasa
TOKCHIHOCT 3a MalikaTa (rpaHAUa Ha OesonacHoCT 4.5).

IIpoyuBaHHs NpH NTBEX0BE U 3aiii¥ MOKA3BAT PENPOIYKTHBHA TOKCHIHOCT C JIEKO NOHIDKABAHE Ha
HAIABARCTO Ha TErJIO NpH MalfkaTa ¥ HaMajena HEOHATATHA XH3HECIOCOOHOCT B TETJIO MpH
paX/JaHeTo, Che 3a0aBsiRe Ha pacTeka. THKArpeIop BOAH 40 HEPEAOBECH IMKHJI (OCHOBHO YIB/DKEH
IIMKBJ) NPH )KEHCKH YUTbX0BE, HO HE NOBNHABA OO PePTHANTET IIPH MBKKH H )KEHCKH IUTHXOBE.
DapMaKOKHHETHYHH ITPOYYBAHMA C pAXHOaKTHBHO MapKHpaH THKATpeIop NOKa3BaT, 4¢ OCHOBHOTO
BEUECTBO M HETOBATE METAOOIWTH c€ EKCKpeTHparT B MIIAKOTO MPH NMEXose (Bx. Todka 4.6).

6. ®APMALEBTHYHU JAHHH

6.1 CorchK HA TOMOIMHMRTE BEIIECTRA

Aopo Ha TabneTkaTa

Kammues xuaporendocdar nuxugpar
MannTon (E421)

KonosunoH

Harpres HAMIECTEH IITAKONIAT THIT A
Muxpoxpucransa nenyinoza PH 102

MarHesues creapat (E470b)

Tabnerna ofsunka Opadry Pink Powder
Xanpomenoia (E464)

Maxkporon/PEG

Yepner xeneseH okcug (E172)
Twranos auokcun (E171)

Yepen xesieseH oxcua (E172)

6.2 HechLEMEeCTAMOCTH
HenprioxmsMo
6.3 Cpox aa rogrocr

2 roAUHH

6.4 Chnenmanns yoI0BHS HA CHLXpAHEHHE




Ja ce chXxpaHABa Ha MACTO, HEAOCTBITHO 32 Jelia.
Ha ce chXpaHsiBa B OpPHTHHAJIHATA ONIAKOBKA.
Ha ce cexpaHsaBa noxa 25 °C,

6.5 BraHcLALpkaAMe HA OIIAKOBKATA

o PVC/PE/PVDC/Al npo3pauny kaneHapHH OnMucTepH (ChC CHMBOMM CITbHLE/ Ty HA) OT
14 TabneTkH; xkaproHeHH onakoBkH ot 14 Tabnetkm (1 6imacTep) m 56 TabneTxn (4 OMucTepa).

He BcH4YkH BHAOBE OMakOBKH MOTAT Ja OBLOAT IfyCHATH Ha nasapa.
6.6 ChnenuaiaHH OpeANAZHY MEPKH NPH W3XBLPAAHE

HensnonsgaHHAT IeKapCTBEH NPOAYKT WIH OTNATBYHHTE MaTepHanu OT Hero TpadBa
Aa e M3XBBPIAT B CHOTBETCTBHE C MECTHUTE M3HCKBAHHA.

7. IIPATEXATEJI HA PAJPEIIEHHAETO 3A YIIOTPEBA

HOBEJI ®APMA EOOQ/]
Oyn. “buirapus” Ne 109
Codus 1404, brarapus

8. HOMEP(A) HA PABPEHNIEHHMETO 3A YIIOTPEBA

Perncrpanponen nomep: 20240335

9. JIATA HA ITbPBO PA3PEIIABAHE/MOTHOBSIBAHE HA
PA3PEIIEHHETO 3A YIIOTPEBA

JlaTa Ha mppBO paspemaBane: 18.12.2024

10. JIATA HA AKTYAJIH3APAHE HA TEKCTA
01/2025




