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1. NUME HA JIEKAPCTBEHUA ITPOAYKT

[TnakExkc KomOu 75 mg/75 mg TBbpAH KancyJiu
PlaquEx Combi 75 mg/75 mg hard capsules

2 KAYECTBEH U KOJIMYECTBEH ChCTAB

Bcesika kancyna ceabpxka 75 mg knonuaorpen (clopidogrel) (karo xuaporencyndar) U 75 mg
anetTniacanuumiona kucenuna (acetylsalicylic acid) (ACK).

IHomownu eewyecmsa ¢ uzeecmuo oeucmeue:
Besika TBbp/a kancyna ceabpka 105,51 mg nakro3sa.
3a MbJIHKSA CITUCHK HA MOMOLIHUTE BELlleCTBa BHXKTE To4kKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa kenaTHHOBA Karncya ¢ 0510 Ts10 ¥ 0510 Kanaye, MbJiHa ¢ 4 po30BH H 3 Oenn QUIMHpaHH
TaOJIETKH.

4. KJUUHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA

[TnakExc KombOu e noka3zan 3a BTOpHYHO Mpe/ina3BaHe OT aTepOTPOMOOTHYHH HHLIMAEHTH NMPH
Bb3PACTHH NMaLMEHTH, KOUTO Beye NMpUeMar KJIONUA0rpen U auetuiacainuunioBa kuceanta (ACK).
[ThakExc KomOu e npoaykr ¢ ¢pukcupaHa 1030Ba KOMOMHALMA 3a NPOAbJKaBaHE Ha TeparnuaTa rnpu:

e OcTbp KOpOHapeH cuHApoM Oe3 eneBauus Ha ST-cermMeHTa (HecTaOHJIHA CTEHOKAPAUS WK
MHOKapeH HHdapkT 6e3 Q-3b0e11), BKIOUYHTEIHO NMALMEHTH, HA KOUTO € MOCTaBEH CTEHT CJIe]]
nepkKyraHHa kopoHapHa uHrepseHuus (PCl);

2 OcTbp MHOKapaeH HH(papkT ¢ eneBauus Ha ST-cermenTa (STEMI) npu nauuenTH, nonoxeHu
Ha PCI (BKJIOYKUTEIHO NMALMEHTH, HA KOUTO € MOCTABEH CTEHT) WJIK MEJMKAMEHTO3HO JIEKY BAaHU
MalMeHTH, MOAXOAIIM 32 TPOMOOTUTHYUHA/PUOPUHOIUTHYHA Tepanus.

3a 1OoNbJIHUTEIHA HHQOPMALUS BUXKTE TO4YKa . 1.
4.2 Jlo3MpOBKa H HAYHH HAa NPHJIOKEHHE

Jlo31poBKa

Bw3pacmnu u cmapyecka éw3pacm

[TnakExc KomOu TpsibBa fa ce npusiara KkaTo €1HOKpaTHa JHEBHA 103a oT 75 mg/75 mg.

[InakExc KomOn koMOMHauus ¢ puKcHpaHa 103a ce W310J13Ba Cjie/l 3al04YBaHe Ha Tepanus ¢
knonuaorpesn 1 ACK, npunaraiy nooTAaenHo, U 3aMecTBa OTASIHHTE NMpoAyKTH Kiaonuaorpen u ACK.

e IIpu nayuernmu ¢ ocmvp kKoponapen cunopom oes exesayusi na ST-ceemenma (HectabuiIHa
CTEHOKAp/Ius UM MHOKap/ieH nHdapkT 0e3 Q-3b0ew): onTuMaiHaTa NPOAbJIKHTEIHOCT Ha
Ne4YeHneTo He € opuanHo ycTtaHoBeHa. JJaHHUTE OT KIIMHUYHU U3MIMUTBAHUA Ca B MOJKpena Ha
ynorpebara Ha kionujaorpen ao 12 mecena, kKato MakCUMaliHa roJiza ce Hadioaasa Ha 3-us
Mecell (BXK. Touka 5.1). Ako ynorpebara Ha [1nakEkc KomOu ce npekpaTh, nauneHTUTE MOPAT--...
Jla UMaT 110J13a OT NPOAbJIKABAHE HA TEpanusTa ¢ €JMHUS aHTHTPOMOOTHYEH HEI{&W-A: ij_-':_.'*'
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® Ipu nayuenmu ¢ ocmvp Muokapoex ungapkm ¢ eaesayus Ha ST-ceemenma.

- 1lpu MegukaMeHTO3HO neKyBaHH nauueHTH, JieyeHuero ¢ llnakEke KOMG




MoHe YeTHpH ceamuiiy. [Tonsara oT komOuKMpaHero Ha knonuaorpen ¢ ACK 3a noseue
OT YETHPH CEAMHLH He € Ouna npoyuBaHa NpH TOBA NOKa3aHKue (BXK. TOUKa 3.1). Axo
ynotpebarta Ha [InakExc KoMmbu ce nipekpaTi, nalMeHTHTE MOrart 1a HMar 1nos3a oT
NpOABbIDKaBaHe Ha TepanuaTa ¢ €AMHKA aHTUTPOMOOTHUYEH JIeKapCTBEH NPOLYKT.

- Koraro ce nnanupa PCl, neuenuero ¢ [TnakExc Kombu Tpsabea na 3anoyHe Bb3IMOKHO
Ha¥i-paHo ClieA HAYaOTO Ha CHMITTOMMTE H Aa NpOoAbAXH 10 12 Meceua (Bx. Touka 3.1).

AKO e nporycHara 103a:

- B pamkuTe Ha no-Manko ot 12 vaca cnej onpeaencHoTo 3a NpUEM BpeMe: NMaLMeHTbT TpadBa na
B3eMe A03aTa He3abaBHO M Clie/] TOBA Aa IpHEME ClleJBallaTa 4033 B ONPeNeneHoTo 3a Hed
BpEME;

- [Tpu noBeye or 12 vaca: nayuMeHTHT TpAOBa Aa NpHEME clleABalLaTa A03a B 00MYAHHOTO BpeMe
1 He TpabBa na yaBosBa J03aTa.

[leouampuuna nonyrayus
BesonacHocTTa M eduxacHocTTa Ha knonuaorpet/ ACK npu neuna u roHouu nox 18-roamuina sb3pacr
He ca ycraHoBeHH. [InakExc Kombu He ce npenopbuBa npH Tasu nomyJanus.

Bvbpeuno yspesroane

Knonuaorpen/ACK He Tpa0Ba a ce npusiara npi NauHeHTy ¢ TexKo 0b0peuno yepexaade (Bx.
Touka 4.3). TepaneBTHYHMAT ONMT € OrpPaHUYEH NMPH NMALUEHTH C 1eK0 J0 YMepeHo 61n0peuHo
yBpexaaHe (Bx. Touka 4.4). [Topaau tosa [InakExc Kombu Tpabea aa ce npunara ¢ NoBHUIEHO

BHHMAHHUE IIPH TE3H INNALUCHTH.

Yeprnoopobro yapesicoane

[TnakExc Kom6u He Tpabpa na ce npunara npu MalUeHTd ¢ TEXKO YEPHOAPOOHO YBpexXKaaHe (BXK,
TouKa 4.3). TepaneBTHYHHUAT OMMUT € OrPaHUYEH MPH MALKUEHTH C YMEPEHO H3Pa3eHo YepHOAPOOHO
3abongBane, IpU KOHTO MOKe Ja HMa XeMopardyHa auaresa (Bx. Touka 4.4). [lopanu ToBa [1nakExc
KomOn Tpa6Ba na ce npunara ¢ noBYLICHO BHUMAHHUE ITPU TE€3H NMALUEHTH.

Ha4yuH Ha NMPUIOXKEHHUE
3a nepopaliHO NPHIIOKEHHE.
Moske n1a ce npuema ¢bC Ui H€3 XpaHa.

4.3 [IIporuBonoxkazanus

[Topaay HanyuKeTo Ha ABa KOMMOHEHTA B feKapcTBeHus npoayxT, [InakExe Kombu e
NPOTUBOMOKA3aH B CIyyaH Ha:

° CBpPBX4YYBCTBHTEIHOCT KbM AKTHBHHTE BELIECTBA WM KBM HAKOE OT OMOLLHHTE BELLECTBA,
M30poeHH B TOYKa 6.1,

. Texko yuepHOAPOOHO YBpEXKAARE,

o AKTHBHO MMaTOJIOTHYHO KbPBEHE KAaTO NMENTHYHA A3BA HJIM HHTPAKPAHHATHA XEMOpPAarus.

B nonbauenne, nopasnn Haauunero Ha ACK, ynorpebaTta My e NpoTHBONOKA3aHa ChLUIO APH:

. CBpbX4YyBCTBUTENHOCT KbM HECTEPOUAHM MPOTUBOBb3NnanuTenHu cpeactea (HCIIBC) u
CHHJAPOM HA aCTMa, PMHUT W Ha3aIHU nonuny. IlauueHT! ¢ npeamecTsalla MacTouMTO34, NPH
kouTo ynotpebara Ha aLeTHICANIMIINIOBA KHCEIHHA MOXKE 14 NMPEAN3BUKA TEXKH peaklUi Ha
CBPBXYYBCTBUTE/NHOCT ( BKMOYNTETHO UHPKYJIATOPEH LUOK ChC 3aYEpBIBaHe Ha JMUETO,
XHITOTOHHA, TAXUKApAUA U MOBPBLLAHE);

. Texko 6p0peyHo yBpexaaHe {(KpeaTHHHHOB KNUPBHC <30 ml/min);

Tpetu TpuMecTHP Ha OpeMeHHOCTTa (BX. Touka 4.6).

4.4 ConenuajHn npeaynpexIcHHA H MPeANa3HE MEPKH NPH ynoTpeda

Kvpsene u xemMamonozuynu HapyueHus
[Topanyn pHCK OT KbPBEHE H XEMATONIOIMMYHH HeXeNnaHH JIEeKapCTBEHU peakuuu, Tp

npeaBU] He3abaBHO onpeAeNaHe Ha KpbBHATA KapTHHA H/HUIHM APYTH NOAXOAANIN
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cJIyuaii Ha MogBa Ha KNIHHHYHH CUMIITOMM, HACO4BalIM KbM KbPBEHE [0 BpeMe Ha NEYEHHUETO (BXK.
Touka 4.8). Kato koMOHHAaLHs OT ABe aHTHTPOMOOTHYHH cpeacTsa, Kronuaorpe//ACK 1pabsa na ce
MpUNara ¢ MOBHINEHO BHUMAHWE MPH NAUMEHTH, KOMTO MOXE 1a ¢a M3JIOKEHH Ha PHCK OT YCHNEHO
KbpBEHE MMOPaJHu TPABMA, XHPYPrudHa HHTEPBEHUMSA WM JPYTH NATONOrHYHH ChCTOAHHUS H [IPH
nauueHTH, Jexkysau ¢ apyri HCIIBC, skmountenno COX-2 MHXUOMTOPH, XerapuH, INIKOKOIPOTeHH
[Ib/I11a HHXUOHTOPM, CENEKTUBHH HHXWOUTOPH Ha 0OpaTHOTO 3axBatlane Ha cepoToOHKHA (SSRIs),
cunHU uHayktopu Ha CYP2C19, TpoMOORMTHLIM, HIIM APYTH JEKAPCTBEHH NPOAYKTH, CBBP3aHH C
PHCK OT KBbPBEHE, KATO NEHTOXCHPWIMH (BX. TouKa 4.5). [Topanyn noBuuieHHs PHCK OT KPBBOHN3JIHE,
TpoiiHara aHTHarperauTHa tepanus (knonuaorpen + ACK + aunupuaamon) 3a BTOpHYHa
po¢MIaKTHKA HA MHCYJIT HE C€ NPENnopbYBa NPH NAUHEHTH ¢ OCThP HekapAHoeMOOIHYEH HCXEMHUYEH
HHCYJIT HITH NPEX0JHa HCXEMHYHA aTaka (Bx. To4ka 4.5 ¥ Touka 4.8). [lauuenture Tpsadsa na Ovaar
BHHMATEIHO HaOM0AaBaH| 3a MPU3HALIM Ha KbpPBEHE, BKIIIOYMTENHO OKYJITHO KbpBEeHE, 0COOEHO npe3
NBbPBHTE CEAMULK HA JIEMEHUETO W/ HUIIH CNeA MHBA3UBHM KapJAHONOTHYHH NPOLEAYPH HIIH XHPYPIrHyHa
HHTEPBEHUHA. EQHOBPEMEHHOTO MpUaokeHHe Ha knonuaorpen/ACK ¢ nepopajHi aHTHKOAryJIaAHTH
He ce NPenopbYBa, Thil KATO MOXKE Aa YBEIHYH MHTEH3UBHOCTTA Ha KbPBEHE (BXK. Touka 4.5).

[TanuenTtHTe TpAOBA Ja HHQOPMHUPAT JIEKAPUTE U 3BO0IEKapUTE, Uye npueMar xionuaorpen/ACK
[peAH HaCpO4YBaHE HA XHPYPruvuHa MaHUMYJAUHKA U NTPpEeaH PUEMAHETO HA KAKBBTO H 14 € HOB
nekapcTBeH npoaykT. Koraro ce oOMHCHA eneKTUBHA XUpyprus, Tpsadea fa ce npepasriaena
HeoOX0AUMOCTTA OT NBOHHA aHTUTPOMOOTHYHA Tepanus U Aa c€ OOMHCIH NPUNAraHeTo camMo Ha €HO
aHTHTPOMOOTHYHO CPeICTBO. AKO NAHEHTHT TPAOBA BPEMEHHO Ja Cpe aHTUTPOMOOTHYHATA
Tepannd, knonuaorpe/ACK tpabea fa ce npexkbcHe 7 OHH NMpead XMpYpru4HaTa HHTepBEeHLNS.

Knonuporpen/ACK yab/ikaBa BpEMETO Ha KbpPBEHE M TpaOBa Aa ce npuiiara ¢ MoBUILIEHO BHUMaHHKeE
NMPH NAHEHTH, KOUTO HMAT HAPYLIEHHA ChC CKJIOHHOCT KBM KbpBeHe (ClelHaJlHO CTOMAWHO-YPEBHH

U BBTPEOHHH ).

[MTaunenTuTe TpAORA CHLLO Ja ObAAT YBEAOMEHH, Y€ BPEMETO 3a CTHpPaHe Ha KbPBEHETO € MO~
NPOABLIKUATEIHO 0T 0buualinoTo npu nedenue ¢ xonuaorpen/ACK, a Te ot cBos cTpana TpsOBa 1a
HHGOPMHPAT CBOA NteKap 3a BCAKO HEOOUYANHO KbPBEHE (JIOKANK3ALUA HIH MPOABIKHTENHOCT).

Tpombomuuna mpomboyumonenuyna nypnypa (TT11)

Cny4an Ha TpoMOoTHuHa TpoMbouuToneHnuHa nypmnypa (T TT1) ca crobLuaBans MHOTO pAAKO Clen
ynotpeba Ha KJIONUI0rpen, NOHAKOra U e/l KpatkoTpaiHa ekcno3uuua. Ta ce XxapakTepusnpa ¢
TPOMOOLIMTONEHHA U MUKPOAHTHOMATHYHA XEMOJIWTUYHA aHEMUA, NPUAPYKEHA C HEBPOJIOTHUHH

H3MeHeHHs, 6v6peuHa auchynkuns unu pedpunuter. TTI1 e noTeHUMANHO daTaNHO CHCTOAHHE,
H3KCKBailo ObP30 NeueHUe, BKIIOYUTENHO M1a3Madepesa.

IIpuoobuma xemopunus

HUma cpoblueHua 3a npuaodburta xeModgunusa cnen ynorpeda Ha knonraorpen. B cnyyan na
MOTBBLPAECHO H30MUPAHO YAB/DKABAHE HA AKTHBUPAHOTO NapLiHanHo TpoMbomiacTHHOBO BpeMe (aPTT)
chc UM Oe3 KbpBeHe, TpAOBa Ja ce uMma npeasua npuaodura xemopunms. [faunenTure ¢ nOTELpACHA
Juardosa npuaoduTa xemodunug TpadBa na ce HabMOAABAT H JIEKYBAT OT CNELIWATHUCT U
NPUI0KEHHETO HA KNORUAOrpes TpadBa aa ce NpeyCTaHOBH.

Cropowina npexoora ucxeMuyrd amaxda Wik uHeym

[Tpn nauMEeHTH CbC CKOPOLIHA NMPEX0AHA HCXEMHUYHA aTaka UM UHCYJIT, KOHTO €a U3N10KEHN Ba BHCOK
PHCK OT NOBTAPSIIK C& HCXEMHYHH CHONTHA € foka3aHo, ye koMOuHauuaTa ot ACK n knonugorpen
MOBHIIABA YECTOTATA HA 3HAYUTETHOTO KbpBeHe. [Topaau TOBa npunaraHeTo Ha TakaBa KOMOHMHAaLUS
W3BbH KIHHHYHUTE CHTYALIMH, B KORTO € JIOKA3aHo, Y€ € N0J1e3Ha, TpAOBa Aa ce 3ano4sa ¢ NOBHLLIEHO

BHHMAaHHE.

Lumoxpom P450 2C19 (CYP2C19)
®apmaxorenetrka: [1py naunenTn, xouto ca ciabu CYP2C19 merabonuzaTtopy, ko
ApENOPBLYHTENHHTE JO3H 00pa3yBa NO-MajKo OT aKTHBHUA MeTabO/IMT Ha KITONUAO
MalbK edekT BbpXY TpoMmbouuTHara QyHKUKA. ChLIECTBYBAT TECTOBE 38 MASHTH(
CYP2C19 reHoTina Ha nauMeHTa.



Toii kaTo KIoNKHAOrpeN ce MeTabonu3npa YacCTHYHO 10 HeroBua akTueeH Metabonut ot CYP2C19,
O4YakKBa ce ynorpedaTa Ha JiekapCTBEHH MPOAYKTH, KOUTO HHXHOUpAT aKTHBHOCTTA Ha TO3H €H3MUM, Ja
IoBee 00 MOHHXECHH JIEKapCTBEHW HUBA Ha aKTHBHUA MeTabosuT Ha knonuaorpen. KnuHuyHara
3HAYMMOCT Ha TOBa B3aUMOJAcHcTBHE ¢ HeacHa. Karo npeana3sHa mapxa He TpsaOBa 1a ce N3nons3par

e JHOBpeMeHHO cHJIEHM Uy ymepeHd CYP2C19 uaxnburopu (Bx. Touka 4.5 3a cnucek Ha CYP2C19

MHXWOUTOPH, BXK. CbLIO TOUKA 5.2).

Ynotpebara Ha neKapCTBEHHA NPOAYKTH, KOUTO HHAYLUHpAT akTuBHOCTTA HA CYP2C19, ce ovakBa na
AOBeNE A0 MOBULICHA HHBA HA AKTHBHUA META0ONUT Ha KIOMUIOOIPEN B MOXKE Ja YBEIUYM PUCKA OT
kbpBede. Kato npeanasHa Mapka TpsabBa aa ce u304rea ChbnbTCTBalliaTa ynotpeba Ha CHHM
uHaykTopu Ha CYP2C19 (BX. TOuka 4.5).

Cybempamu na CYP2C8
Heobxo0aHMO € nOBHIIEHO BHUMAHHE NPH NAalUeHTH, JIEKYBaHH €JHOBPEMEHHO C KNOMUIorpen
nexkapcTBeHH NpoayKTH, cydcTpatd Ha CYP2CS8 (Bxk. Touka 4.5).

Kpvcmocana peaxmugrocm Mexcoy mueHonupuouume

[Ipn naynenTHTE TPAOBA 1A C CHEME aHAMHE3A 332 CBPBXUYBCTBHTEIHOCT KbM THEHOMUPUANHH (KaTo
KJOMUAOrpes, THKJIOMHAKH, Npacyrpen), Thil KaTo ce chOOIaBa 3a KPbCTOCAHA PEAKTHBHOCT MEXAY
THEHOMUPMAUHUTE (BXK. TOUKA 4.8). THEHONIMPHAUHHUTE MOTAT AA TIPHYHHAT JIEKH J0 TEXKU
ANEPru4HU peakLuy, Kato OOpUB, AHIHOSIEM UNTH XEMaTONOTHYHU KPBbCTOCAHH peakiuH, KaTo
TPOMOOLIMTONEHUA M HeyTponeHus. [TauneHTH, KOUTO ca pasBHIIM NPEANIIHA ANEPruvyHa peakuus
H/MIIH XeMaTOJIOMHYHA Peaki{id KbM €UH THEHOTIHPHAUH, MOXKEe Ja UMAT MOBHILIECH PHCK OT Pa3BHTHE
Ha chbluaTa UM Apyra peaklusa KpM ApYr THEHONUPUIKNH. [Ipenoprusa ce HaOnoaeEne 3a npU3HAaLIH
Ha CBPBXYYBCTBUTEIHOCT NTPU NALUMEHTH C U3BECTHA aNeprusi KbM THEHOMUPHIHHH.

Ioswwerno snumarue, nopaou nanuvuemo Ha ACK

l [Ipy mayueHTH C aHAMHE3a 33 aCTMa WM alepruyHu 3abongBaHus, Thi KaTO Te Ca U3IOKEHH Ha
MOBHUUIEH PUCK OT PEAKLIMH HA CBPBXYYBCTBUTENHOCT;

° [Tpu mauueHTH ¢ nogarpa, Toit KaTo HUCKkUTEe 403U ACK noBHILAaBaT KOHIEHTpAUHATA Ha
ypary;

° [Ipu neua noa-18 roguiiiHa Bb3pacT UMa Bb3MOXHA Bpbika Mexkay ACK u cunapoma Ha Reye.
CunapoMbT Ha Reye € MHOro paako 3abonsBaHe, X0E€TO MOXe Ja Obae daralio;

o To3u nexapcTBeH NpoAyKT TpAbBa Ja ce npunara rnoj CTporo MEAULUUHCKO HabNoAeHUE NPy

NAUKEHTH ¢ AeDUUHKT Ha IoKo30-0-docdar aexuaporenasa (IF6MJ]) nopannd pHCK OT XeMonH3a
(BXk. TOUYKA 4.8);

° AJIKOXOJTBT MOKE Ja TTOBHILH PHCKA OT CTOMALHO-YPEBHO YBpeXIaHe, KOraTo ce npHeMa ¢
ACK. Naunentire Tpabsa 1a 6bAAT KOHCYJATHPAHH OTHOCHO PUCKA OT CTOMALIHO-4YPEBHO
YBPEIKRAHE H KbpBEHE 10 BpeMe Ha npueM Ha knonuaorpen nioc ACK ¢ ankoxoin, ocobeHo
aKO KOHCYMAaIIMATa Ha aJIKOXO0J1 € XpOHHYHA WK TexKa (Bxk. Touka 4.5).

Peaku cnydau Ha ocTpa MHOKapAHa UCXeMHA CbC WIH 0e3 MHOKapaeH “H(GAPKT KATO YacT OT peaKLus
Ha CBPBXYYBCTBUTENHOCT (CUHAPOM Ha KyHuc) ca crobliiaBann npu naluneHT!, JEKYBaHH C
aleTHJICATHLINIOBA KHcenrHa. B cnyyail Ha noTBepaeH cHHAPOM Ha KyHuc, apnxkau ce Ha
aleTHICATHUWIOBA KUCENUHA, NpueMbT Ha [InakExkc KomOu tpabea aa ce npeycranosu HeszabaBHoO.

Cmomauino-ypeaHu

Knonuaorpen/ACK tpabsa ga ce M3mon3sa ¢ MNOBKLIEHO BHHMaHHE NMPU NalMEHTH ¢ aHaMHe3a 3a
NEenTUYHA A38a UIIH TaCTPOMHTECTHHANIHA XEMOPArus UK JIEKU CUMIITOMH OT CTpaHa Ha TOPHHA Il
Ha CTOMANIHO-YPEBHHUSA TPAKT, ThH KaTO T¢ MOXE Aa C€ AbJIKAT HA CTOMALIHA YJLEpaLHs, KOATO Ja
A0BeAe 10 CTOMALIHO KbpBEHE. MOXKE J1a ce NMPOSBAT CTOMALIHO-YPEBHH HEXKENAHH PEaKLHH,
BKJIIOYBALUM CTOMAalIHA O0NKa, KUCE/IUHH, FaJeHe, NOBpPbIUaHe U KbPBEHE OT CTOMALIHO-4PEeBHUA

TpakT. Jleku CHMONTOMM OT CTpaHa Ha CTOMALIHO-YPEBHUS TPAKT KATO AUCNEINCHS Ca HeCTY 2K AR T~
Ce NPOsABAT MO BCAKO BpeMe Ha TepanuaTa. JlekapuTte Tpabea na BHUMABAT 3a NMpH3HAN // SHIERALS ,75._.\*”.‘;*_
H KbpBEHE OT CTOMAILIHO-YPEBHUA TPAKT, AOPH NMPU OTCHCTBUE HA NIPEAULIHH CTOME , RNDEBHE:: Ty, \
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(Bx. To4ka 4.8).

[Tpu nauueHTH, KOUTO nNprHeMaT eaHoBpeMeHHo HHkopanaut u HCTIBC, sxmounrenno ACK u LAS
CBILECTBYBA [TOBHUIIEH PUCK OT TEXKKH YCNOKHEHHS, KATO CTOMALIHO-YPEBHA A38a, nepdopalius U
KPbBOH3NUB (B, TOUKA 4.5).

Homownu eewgecmeaa

[InakExc KoMOH ¢habpxa naktosa. [lauueHTH ¢ peAKH HaCIeACTBEHU MPOONIEeMH Ha ranakro3Ha
HEeNOHOCHMOCT, IThJICH NIaKTa3eH AeDHLHT WK FNIOK030-ranakro3Ha Manabcopbums, He Tpabsa aa
npuHeMar TO3H JEKAPCTBEH NPOAYKT.

To3u eKapcTBeH NPOAYKT ChbAbPKA ChIIO XHAPOreHHPAHO PHLIMHOBO MAcio, KOETO MOXe Ja
IIPHYMHHU CTOMALLHO Pa3CTPOACTBO U AUAPHSA.

4.5 BiaaMolelicTBHE ¢ APYIH JeKAPCTBEHH OPOAYKTH K ApYrk GopMB Ha B3aBMojAeiHcTBHe

Jexapcmeenu npoOykmu, C8bP3aHU C PUCK OM KbpBeHe

ChllecTBYBa NOBULIEH PHCK OT KbpPBEHE MTOPaAH MOTEHUHANTHUS aIUTHBEH e(eKT. ENHOBpeMEeHHOTO
NpHJIKeHHE Ha NEKAPCTBEHH NPOAYKTH, CBBP3aHH C PUCK OT KbpBeHe, TpiAOBa Ja ce U3BbplIBa C
NMOBHILIEHO BHUMaHHKeE (BX. TouKa 4.4).

Iepopannu aumuxoazynaumu

EnHOBpeMeHHOTO NMpHIokeHHe Ha knonuaorpe/ACK ¢ nepopanHi aHTHKOAryJIaHTH HE C€
NpenopbUBa, Thil KATO MOXeE Jla C€ YBEITMYH MHTECH3UBHOCTTA HA KbpBEHe (BxK. Touka 4.4). Benpexu
ye NPHIGKEHHETO Ha Kionuaorpen 75 mg/AHEBHO HE NpoMeEHs (papMaKOKWHETHKATA HA S-BapdapuH
ik MexcayHapoanoto Hopmanuszupano CrotHoweHue (INR) npu natiueHTd, nojy4asaiiu
MPOABJKATENHA Tepanus ¢ BapdapuH, eIHOBPEMEHHOTO NPHIIOKEHUE HA KIIOMTMAOIpEN ¢ BappapuH
MOBULIABA PUCKA OT KbPBEHE MOPaJH HE3aBUCHMM €(PEKTH BbPXY XeMOCTa3aTa.

I'moxonpomeun IIb/1lla unxubumopu
Knonugorpen/ACK tpabsa ce npunara ¢ nopullieHO BHUMaHUE TMPH NALHEeHTU, KOUTO MpUeMat
enHoBpeMeHRO rmoxonporeud lib/111a nuxudutopu (BXK. Touka 4.4).

Xenapuw

B knuHKH4YHO NpoyuBaHe NpH 3paryd HHAWBUIH KIOMHACIPET HE HAjlara NpoMsiHa Ha 103aTa Ha
XernapuHa, HUTO NpOMEeHs eiekTa My BbpXY KoarynauuaTta. EAHOBPEMEHHOTO NPHIIOKEHHE ¢ XENAPHH
HiIMa edexT BbPXY NMOTHCKAHETO Ha TPOMOOIMTHATA arperalns, NPeIu3BUKAHO OT KIICTTUAOT pen.
B13MoxxHO € apMakoIUHAMHYHO B3auMoeiicTere mexay wionuaorpen/ACK u xenapuH, Boaenio
10 IOBHLIIEH PHCK OT KbpBeHe. ClenoBaTenHo, €IHOBPEMEHHATa UM ynoTpeba TpaOBa aa ctapa ¢
MOBUIIEHO BHHMAaHHE (BXK. TOUKa 4.4).

Tpombonumuyu
bezonacHocTTa Ha €IHOBPEMEHHOTO NPHNOKEHHE Ha kaonugorpen, dudbpuH uny He-gubprH

cretHPpUuHd TPOMOOIUTHYHY CPEeACTBA U XEMAPUH € OLIEHEHa NPH MAUHEHTH ¢ OCThP MHOKApAEH
nHapkT. YecToTaTa HA KIMHUYHO 3HAYUMOTO KbpBeHe € Ouna cxoaHa ¢ ta3y, HabmonaBana npu
€IHOBPEMEHHO MPUIOXKEHHe Ha TpoMOOnUTHUHH cpeacTaa U xenapuH ¢ ACK (Bx. Touka 4.8).
bezonacHOCTTA HA e[IHOBPEMEHHOTO NpuiokeHHe Ha knonuaorpen/ACK ¢ apyriu TpoMOONUTHUHH
cpeacTsa He e opHUHATHO YCTaHOBEHA M TO TpAOBa Aa ce NpeanprueMa ¢ NOBHIIEHO BHUMaHKeE (BX.
Touka 4.4).

Hecmepouonu npomusoewvsnarumennu cpeocmea (HCIIBC)
B KNMHUYMHO IpOyYBaHe, NPORSASHO NpH 34paBH A00POBONUM, €NHOBPEMEHHOTO NPUIIOAKEHUE HA

KJIONUAOrpeN Y HalpOKCEH NMOBHILIABA OKYNTHUTE CTOMALUHO-YPEBHH KPbBOM3NIHUBH. CNlen0BaTeHO,
egqHoBpeMeHHOTO npunokenre va HCITIBC, ratountenio COX-2 uuxubuTopu He ce n
(BxkK. TOUKA 4.4),

ExcrniepuMeHTaHH JAHHU npeanonarar, ye ubynpodeH Moxe 1a uHXubupa edex
aCITHPHH BBPXY TPOMOOLMTHATA arperaliud, KoraTo ce IpUarat e THOBPEMEHHO.
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OrpaHH4YeHOCTTA HA Te3U JAHHH W HECUTYPHOCTTa OTHOCHO €KCTPanoauuaATa Ha ex vivo JaHHU KbM
KIMHWYHATa CHTYALHs O3HA4YaBa, ye He MoraT Ja 6bAar HanpaseHH KaTeropyuiHH 3aKnoyeHus 3a
penoBHaTa ynorpeba Ha ubynpoden U He 6u cieBano aa ce O4aKBa KIIMHKYHO 3HAYUM edeKT npH

HepeaoBHa ynotpeba Ha ubynpoden (Bx. Touka 5.1).

Memamuzon
MeTtamu3zon Moxe na HaManm egekra Ha ACK Bbpxy TpoMOouMTHaTa arperauus NpH eIHOBPEMEHHO
npuiaoxeHue, CnenosaTrenHo, Tazu koMOHHaLHA TpAOBa fa ce npunara ¢ NOBUILEHO BHUMaHKeE NpH

nauMenTH, npraeMay HUCKH 1034 ACK 3a kapauonpoTexkuus.

Cenexmuernu unxubumopu na obpamnomo saxeaujane na cepomonura (SSRIs)
Toii kaTo SSRIs mopnugBaT TPOMOOLIMTHATA AKTUBALIMSA U NOBUIIABAT PUCKA OT KbPBEHE,
e IHOBpeMeHHOTO npunoxeHue Ha SSRIs ¢ knonuaorpen TpsdBa Aa cTapa ¢ MOBHIIEHO BHUMAaHHE.

Hpyeo conememeauo neuenue ¢ K1onuoozpen

Huoyxmopu na CYP2C19

Toii xaro wionuaorpen ce MetTadbon3npa A0 HEroBUA akTHBEH Merabonut yactHuHo ot CYP2C19,
O4YaKBa ce ynoTpedara Ha J1eKapCTBEHH NPOAYKTH, KOUTO HHIAYUMPAT aKTHBHOCTTA HA TO3H C€H3UM, Ja
n0Bene 20 MOBULIECHH HHBa HA AKTUBHHA MeTabONMUT Ha KIOMHAOrpel.

PudamMnuuni cunso uuayuupa CYP2C19, koeTo Boau KakTo J0 NOBHLICHHW HUBA HA AKTHBHUA
MeTaObOIHT Ha KIIONHAQTPEN, Taka U A0 HHXHOHpaHe Ha TPOMOOLIMTHTE, KOETO B YaCTHOCT MOXe Aa
yBeIHYH pHUcKa OT KbpBeHe. KaTto npeanasHa Mapka Tpadsa aa ce u3bArea ceirbTeTBaIlaTa ynotpeba
Ha cunHu HHAYKTOpU HAa CYP2C19 (BX. TOouka 4.4).

Huxubumopu na CYP2C19

Twi xaro knonuaorpen ce metadbonuszvpa yacTuuHo oT CYP2C19 no nerosus akruseH merabonur,
oyaksa ce ynorpebara Ha NekapcTBEHH NMPOAYKTH, KOWTO HHXHONpAT akTHBHOCTTA HA TO3M €H3UM, 12
JoBelle 0O MOHIKEHH JIEKAPCTBEHN HHBA HA aKTHBHHMA METabONUT Ha kionuaorpen. KinHU4YHara
3HAYHMOCT Ha TOBa B3auMojeiicTeue € HeacHa. Kato npeanasHa Mapka He TpabBa 1a ce u3nonssar
eIHOBpeMeHHO CUNHK Wik yMepeHH CYP2C19 unxubutopu (Bx. Touku 4.4 u 5.2).

JlexapcTBEHUTE NPOAYKTH, KOMTO ca CUNHK MM yMepeHH UHXubutopu Ha CYP2C19 BrimrouBar
HanmpUMEDP OMENPa3oN K €30Menpa3sosl, GpayBOKCAMUH, (PITyOKCETHH, MOKIIOOEMHI], BOPUKOHA3OI,
¢$AyKOHA30, THKIOIHAWH, KapbaMaszenuH U epasUpeHL.

Huxubumopu na npomonnama nomna (PPI)

Owmenpason 80 mg BeAHBXK AHEBHO, MPHAMKEH 10 €4HO U CHUIO BpeMe ¢ KJIIONMHUAOTPEN I €
MHTEPBanN OT 12 yaca MeXIy NPUJIOKEHNATA HA JBeTE IEKapCcTea, HaMallgBa EKCIIO3ULHATA Ha
akTuBHUA Metabomut ¢ 45% (HaroBapgaia 103a) 1 40% (noaaspxawa aosa). Hamanenuero e
cBBbp2aHo ¢ 39% (HaToBapeaina go3a) u 21% (noaappxalia 503a) NOHWKABaHE Ha UHXHOWPAHETO Ha
TpoMOoLIMTHATa arperauus. Ouaksa ce €30Menpazo a roxKassa noaobHo B3auMoaencTBue ¢
KNOMUAOTper.

Cbo0OluaBaHy ca MPOTUBOPEYHBH JAHHH OT KIMHHYHHTE 3aKNMO4YEeHHA 33 TOBa (PapMaKOKHHETHYHO
(DK)/papmakoarHamuuHo (DM]) 3anmoaeiicTeie OT IIeAHA TOYKA HA 3HAYUMHU CHPAEYHO-CHAOBH
ChbOHTHA B OT 00CepBaLlMOHHU U OT KJIHHHWYHYA NpoyuBaHda. KaTo npeanasHa Mapka He TpabBa ja ce
U3N0JI3BAT €AHOBPEMEHHO OMEMNPA30J UK €30Menpasos (Bx. To4ka 4.4).

HabnonagaHo e no-cnabo u3pazeHo noHmwxkeHne Ha MeTaboTUTHATA eKCITO3UHA ¢ TAHTONPa30 WK
JaH30Mpa3on.

[Tna3zMeHUTE KOHLIEHTPALMWY HA AKTUBHUA META00ONUT ¢a MoHUkeHM ¢ 20% (HaTtoBapBalla 103
14% (nopabprkallla 103a) O BpeMe Ha ChITbTCTRALLO JieueHHe ¢ nanTonpazon 80 mg seaH
Topa e cBBP3aHO ¢ MOHWKEHHE HA CPEHOTO WHXHOUpaHe Ha TpOMOOUUTHATA arperalus
CHOTBeTHO. Te3u pe3ynTarTu moKa3BarT, de KIONUAOrpesl MOXKe Aa ce npuiara ¢ naHTonp




Hsma nokaszatencTsa, ye Apyry JeKapCcTBeHH NPOAYKTH, HAMAJABALIHU CTOMAalHaTa KHCETMHHOCT KaTo
H; GnokxepuTe UM aHTHALMANWTE, NOBANABAT AHTHTPOMOOLIMTHATA AKTHBHOCT Ha KIIONKHAOTpEN.

Anmupemposupycna mepanus (APT), kombunupana c papmaxoxunemuyen eHxancep. NalHEHTH C
HIV, nexyBanu ¢ aHTHpeTpoBupycHa Tepanus (APT), koMOuHUpaHa ¢ dapMakOKMHETHYEH €HXaHCep,
ca M3N0XKEHU Ha BUCOK PUCK OT CbAOBH CHOUTHA.

HaGmopaBaHa e 3HaYUTEIHO HaMaeHa TpoMOonUTHA MHXMOULIMA pY NalKeHTH ¢ HIV, nexynaHu ¢
APT, noacunexa ¢ puTOHaBUp UM KOOMIUCTAT. Bhnpeks ve KIMHUYHOTO 3HAUEHHE Ha Te3H HaXOIKH
€ HECHI'YPHO, MMa CIIOHTaHHH choO1eHna 3a HIV-undextupany nauveHTy, nexypanu ¢ APT,
NOACH/IEHA ¢ PHTOHABUP, KOKTO €A NOJYYHIIH NOBTOPHH OKIY3UBHU CHOUTHA CNEd BL3CTAHOBIBAHE HA
NPOXOAMUMOCTTA, UK €A NPETHPNENd TPOMOOTHYHH CHLOUTHA NPH HATOBAPBALLATA CXEMA HA JIEUEHHE C
knonHaorpen. CpeaHata TpoMOOLMTHA NHXHOMLKMA MOxXe a ObAE HaMaleHa NPH CBITLTCTBALLA
ynotpeba Ha KIOMUAOrpen v putoHaeup. Cneaoearenio, CbIbTCTBALLATA YNIOTPeOa Ha Kionuaorpen
¢ noacuneHu APT Tepanuu He ce MpenopnyBa.

Hpyeu nexapcmeenu npooyxkmu

3a u3cnenpaHe Ha NOTEHLUHANHH dapMakoaUuHaMHYHU K papMakokuHeTH4HH (DK) B3aumoaeicTeua
Ha KJIONWAOTPpeN ¢ APYTH €AHOBPEMEHHO NPUIAraHy NeKapcTBeHH NPOAYKTH ca NPOBEACHH
3HayuTeNleH Opoli xIMHKHYHK npoyyBaRusa. He ca Habmo1aBaHi KIIMHHYHO 3HAYUMH
dapMakOJHHaAMK4YHH B3aUMOJEHCTRUSA, KOraTo KIOMUAOIPEN € Npujarad eAHOBPEMEHHO ¢ aTeHO0/,
HU(eJUTTHH WK C aTEHOJ0N M HH(eaunuH 3aeaHo. OcBeH ToBa (apMakOoAWHaAMHUHAaTa aKTHBHOCT Ha
KJIOMHAOTPEN He ¢€ MOBIHABA 3HAYHMO IIPH EAHOBPEMEHHO NMpuiiokeHue ¢ peHobapburtan win

ECTPOTEH.

dapMakOKHHETUKATA Ha AUTOKCHH MU TeodHINH He Ce MPOMEHS NPH €HOBPEMEHHO NPUIICKEHHE C
KJIOMHAOTPE. AHTHALMAKWTE He NPOMEHAT CTeneHTa Ha abcopOuns Ha KIOMUAOTpPE.

Hanuu ot npoyuranetro CAPRIE nokazsar, ye ¢eHUTOHH K TOAOYTaMUA, KOUTO ce MeTaboau3npar ot
CYP2(C9, 6e30nacHo MOrar aa ce npujarat €qHOBPEMEHHO ¢ KIOMHAOIPEN.

Jexapcmeenu npooykmu, cybcmpamu na CYP2C8: IlokazaHo €, Ye KJIONMUAOrpes MOBUIIaBA
€KCIMO3HIMATA HA penarniHM NpHU 34paBu JOOPOBOILM. /7 vifro NpoyyYBaHus MOKA3BaT, ue
OBHLIABAHETO HA €KCIIO3MLIMATA HA PENArIMHKA ce AbKH Ha HHXxHOUpaHe Ha CYP2CS8 ot
MOKYpOHOBUA MeTabonuT Ha xuonuyaorpen. [Topaau pucka oT nosuilapaHe Ha M1a3MEHHUTE
KOHUEHTpALKH, €AHOBPEMEHHOTO NPHJIONEHUE Ha KIONHIOIPEN H JIEKapCTBa, KOKHTO Ce eIMMHHUPAT
npeauMHo upe3 CYP2CS8 merabonussM (Hanp, penaridHH, NaKIUTaKcen), TpadBa aa ce npeanpuema
C MOBHIUEHO BHHMaHHe (BXK. TOHKaA 4.4).

PosyBactaTu: YCTaHOBEHO €, Ye KIONUAOrpen NOBHILABA EKCITO3ULIMATA Ha PO3YBACTATHH MPH
nauueHTHTe 1,4 nbTH (AUC) 6€3 edekT BbpXy Cmax CJIEA MHOTOKPATHO NpHarale Ha Jo3a 75 mg

KJONTHA0I'PE.

Lpyeo cvnvmemaawo nevenue ¢ ACK
Cpo011eHH ca B3aUMOAEHCTBUA HA CICAHUTE JlekapcTBeHU npoayKTH ¢ ACK:

Ypuko3yphum (6eH3bpomapoH, npodeHenua, Cy1pUHNUPA3OH)
Heobxoaumo e nosuileHO BHuMaHHe, Thii kaTo ACK Moxe na uHXHOUpa edekTa Ha YPHKO3YPHUYHUTE
CPEACTBA Ype3 KOHKYPEHTHO €TMMUHHUPAHE ¢ THKOYHATA KUCEIINHA.

MeToTpekcar
[Mopaau Hanuuneto Ha ACK, MeTtoTpexcar, npuiarad B 4034 N0-BUCOKU OT 20 mg/cefMHUYHO, TpsOBa

Tenodosup
EAHOBPEMEHHOTO NpHAOKeHHe Ha TeHohoBHp Ausonpoxcun pymapaTr H HCIIBC moxke
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pHcKa oT 6s0peyuHa HeIOCTaTHLYHOCT.

Bannpoesa kucenyHa

EQHOBpEMEHHOTO NPHUIIOKEHHE Ha CATMLIMNATH ¢ BANIIpoeBa KNCENHHA MOKe Ja J0Be€ A0 HaMaJIeHO
CBbp3BaHe Ha BaNNpOeBaTa KUCeNHHA ¢ NPOTEUHHTE U HHXKOKpaHe Ha MeTab0N13Ma Ha BaJINpOEBaTa
KHCENHHA, B PE3YJTAT Ha KOETO C€ NOBHLIABAT CEPyMHHMTE HMBA Ha obluara H ¢csobo1Ha Bannpoepa
KUCE/IHHA.

BakcuHa cpely Bapulena

[IpenoptbuBa ce Ha NAUMEHTHTE Aa He C€ JaBaT CaJHIIUNATH 3a NEePHOJ OT LIECT CEAMHLMH Cliel
oJy4aBaHe Ha BakCUHA cpelly Bapuuena. Mma cnyyaun Ha nosea Ha cHHIpoM Ha Reye cnen ynorpeba
Ha CAJIMIIMIIATH MO BpeMe Ha uHdekius ¢ Bapuuena (Bx. Touka 4.4).

AlleTa3zoaMua
[IpenopnuBa ce NOBULLEHO BHUMaHKE NPH €AHOBPEMEHHO MNPUIOKEHHE Ha CAIMLIMNATHU C

alleTa30NaMH, Thif KaTo NMa MOBHIUIEH PUCK OT MeTaboNUTHA auuao3a.

Hukopauaun
[Ipy nauuesTH, KOUTO NpueMat eaHoBpeMeHHO HHKopaHaua ¥ HCIIBC, ermounrenio ACK u LAS

ChIIECTBYBA MOBULIEH PUCK OT TEKKH YCIOKHEHNA, KaTO CTOMAallHO-4YpeBHa 43Ba, nepgopauus U
KpbBOHW3IUB (BX. TOuka 4.4).

Hpyru B3aumogaeiicteua ¢ ACK
CpoOluasaH# ca ChIUO B3aHUMOJEHCTBUSA CBC CICIHUTE JIEKAPCTBEHH NPOXYKTH € MO-BHCOKH

(npoTHBOBB3NANNUTENHK) 103U Ha ACK: HHXHOUTOPH HAa aHTHOTEH3MH KoHBepTUpalus eH3uMm (ACE
UHXHOUTOPH), deHuTouH, Hera B0KkepH, AUYPETHLN H NIEPOPATTHA XHIIOTTTHKEMHYHH CPeICTBa.

Ankoxon

AJKOXOJTHT MOXKE 1@ MOBUUIM PUCKA OT CTOMALIHO-YPEBHO yYBpexaaHe, koraro ce npueMa ¢ ACK.
[NauuenTure TpAOBA Aa OBAAT KOHCYNTUPAHH OTHOCHO PUCKA OT CTOMALIHO-YPEBHO YBPEXKIaHE U
KbpBEHE MO BpeMe Ha npueM Ha knonuaorpen mmoc ACK ¢ ankoxon, ocobcHO ako KOHCYMaLMATa Ha

aJIKOXOJ € XpOHHYHA WM TexkKa (BXK. Touka 4.4).

Hpyeu e3aumodeticmeun ¢ kronudoepen u ACK

[Toeeue ot 30 000 nauneHTH ca BKIIOYEHHU B KIIMHYYHH Npoy4yBaHus ¢ knonugorpen nmoc ACK Ha
MOAABLPIKALM NO3M MTO-HUCKH MY PaBHH Ha 325 mg, ¥ Noay4aBaily peauna eTHOBPEeMEHHO
[pPHAAraHu JIeKapCTBEHH MPOAYKTH, BKIIIOYHTENHO AUYPETHLH, Oeta baokepn, ACE nunxuburtopu,
KAILHEBH @HTATOHHCTH, X0ONECTEPON-NMOHHXKABALUM CPEACTBE, KOPOHAPHH Ba30AMIATATOPH,
aHTHANaOeTHN CpeCTBA (BKNIOYUTETHO HHCYJINH ), AHTHETTHIENTUYHHU CPEe/ICTBA 4 AHTATOHHUCTU HA
GPIIb/l1a peuenrropure, 6€3 faHHU 32 KTMHUYHO 3HA4YHMH HEXENAaHH B3anMOASHCTBHSA.

OTtaenHo oT cneuudpryHaTa HHpOPMalLKA 3a B3aUMOJAEHCTBUA C IEKapPCTBEHU NMPOAYKTH, ONIHCAaHA T0-
rope, Npoy4YBaHus 3a B3auMoneitcTeus ¢ kionuaorpen/ACK v Haxou nexkapcTBEHH NMPOLYKTH,
eAHOBPEMEHHO NPUJIATaHH TIPH MALMEHTHU C aTepOoTPOMOOTHYHO 3ab0asBaKe, He Ca NPOBeXaHHu.

KakTto u npu apyru nepopaniu P2Y 2 MHXUOUTOPU, ETHOBPEMEHHOTO MPUIIOKEHUE HA ONIUOUIRH
aroHHCTH HMa NOoTeHuKHan Aa 3abaBi M HaManu adbcopOLMATA HA KIONKUAOrpeN BEPOATHO NOpaau
3abaBeHO W3npa3BaHe Ha cToMaxa. KIIMHUYHOTO 3HaueHue He e n3secTHO. Tpabea aa ce obMucan
ynotpedara Ha NapeHTEPATHO AHTHTPOMOOUHMTHO CPEACTBO MPH NAUKEHTH C OCTEP KOPOHAPEH
CHHAPOM, H3HCKBALIH €AHOBPEMEHHO NPHAOKEHHE HA MOP(HH UK ApYTd ONHOUAHH arOHHCTH.

4.6 @epraauTeT, OPEMEHHOCT H KEPMEHE

bpeMeHHOCT
Hsama kNHHYYHHE JAHHHK 33 ekcnosnims Ha knonuaorpen/ACK no Bpeme Ha O6peMeHHOCT

Kaonugorpen/ACK He TpsbBa aa ce H3moa3Ba no BpeMe Ha MbPBUTE Ba TPUMECTHPA H
OpeMeHHOCTTa, OCBEH aKO KIIMHUYHOTO ChCTOSAHUE Ha XKEHATa HE Hanara JIe4YeHHe ¢
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knonuaorpen/ACK.

[Mopanu nannunero Ha ACK, IMnakExc KoMbu e npotuBonokasaH no BpeMe Ha TPETHA TPHMECTLD Ha
OpeMeHHOCTTA.

Knonuporpen:
Toit kaTo HAMA KJIMHHYHH JaHHHK 33 eKCNO3ULNA HA KIONKUIOrpen o BpeMe Ha OpeMeHHOCT, KaTo
npeanasHa MAapKa € 3a NpeAnouHTaHe Aa He C€ H3M0J3Ba KIONHAOrpe Nno BpeMe Ha OpeMeHHOCT.

[TpoyuBaHMATA MPH XKHBOTHH HE NOKA3BaT MPEKH MK HENPEKH BpetHY edeKTH, CBBP3aHH ¢
OpeMeHHOCTTa, eMOPHOHANHOTO/(PEeTaNHOTO pa3BUTHE, PAXKAAHETO WIH NOCTHATANHOTO pa3sBuTHE (BXK.

TOUKa 5.3).

ACK:

Hucku no3u (1o 100 mg/aHesHo):

KnuHu4yHHTE MTpOYYBaHHA MOKa3BaT, 4e 103K 10 100 mg/aHeBHO 3a orpaHuyeHa akyluepeka ynorpeda,
KOSITO M3MCKBA creuyanu3npano Habnioaenue, ca be3onacHu.

Ho3u ot 100-500 mg/axneBHoO:

Mma HegocTaThu€H KJIMHHYEH OMHT OTHOCHO ynoTpedara Ha 1034, Haasuwiapay 100 mg/nHeBHo 10
500 mg/nHeHo. [lopaau ToBa npenopbKUTe NO-A0MY 3a A03U OT 500 mg/aAHEeBHO U MO-TOJIEMH Ca
NPHAOCKHMHU CBLIO U 3a TO3M A030B JHaNa3oH.

Ho3u oT 500 mg/aHeBHO U NO-TONEMM:
MuxubupaHeTo Ha NpoCTarJaHAMHOBATA CHHTE3a MOXKE Ja NOBAHAe HeOMaronpuaTHO OpeMEHHOCTTa

#/nnu eMOpHOHANHOTO/PeTaNHOTO pa3BUTHE. JJaHHH OT eNUAEMHUONIOrHHHUTE TPOYUBAHHSA

apeanojaarart ioBHlICH pHCK OT CIIOHTAHCH HGGPT H CbPACHHH M&J’Iq)OPMﬂJ.lHH H raCTpoOCXHU3HC CJIC]
MpUIaraHe Ha HHXHﬁHTOpH Ha NMpocTarjlaHfHHOBaTa CHHTC34 B paHHAa 6PEMEHHOCT. AODCONOTHHUAT

PHCK OT CbpAE4YHO-ChA0BH MahOpMaLIHH € NOBHILEH OT No-Malko oT 1% ao npubnusurtentHo 1,5%.
[Ipennonara ce, e pUCKBT CE€ YBEIH4ABA C A03aTa H NPOABHKUTENHOCTTA Ha TepanusaTa. [lpu
>KHBOTHH MPHJIaraHETO Ha MHXKOMTOPH Ha NpoCTarjaHIMHOBaTa CHHTEe3a oKasBa peNnpoiyKTHBHa
TOKCHYHOCT (BK. Touka 5.3). Jlo 24™ ceamulia ciienl aMeHopeaTa (5™ mecel Ha OpeMeHHOCTTa),
aleTHICATULUIOBA KHCENHHA HE TpAOBa Aa ce npuiara, OCBEH aKo He € KpaiHo HeoOX0auMo. AKO
AEeTHUIICATHI{HIIOBA KMUCETUHA Ce NpHNara Ha XKEeHa, ONMKUTBALLA A4 3a4€HE UMK npeau 24™ ceaqMuia
cnen ameHopesra (5™ mecell Ha OpeMeHHOCTTa), 103aTA TE!HGB& na 6bAe KOJKOTO € Bb3MOXHO NO-
HUCKA, a NPOIBKHUTEIIHOCTTA Ha JISHEHHETO - KOJIKOTO € Bb3MOXKHO MOo-KpaTKa.

OT HAYaJIOTO HA WIEeCTHA Mecel, Ha OpeMEeHHOCTTa, BCUMKH HHXUOUTOPU Ha MpocTariaHAWHOBaTa
CHHTE3a MOTAT J1a U3JI0XKaT:
. deTyca Ha:
- KapAHOIYyJIMOHATHA TOKCHYHOCT (C NpeXIeBpPEMEHHO 3aTRapaHe Ha AYKTYC apTepHo3yc
U NYJMOHATHA XUTNIEPTOHMUS);
. OBOpeyvHa aucdyHKLHA, KOSTO MOXe Aa nporpecupa 1o 6x0peyHa HeAOCTATLYHOCT ¢
OJIUFOXHAPOAMHHOH,
. MmaiikaTa 1 HOBOPOAEHOTO, B Kpasd Ha OpeMEeHHOCTTa, Ha!
- BBE3MOXCHO yAbIXABaHe BPEMETO Ha KbpBeHe, aHTHarperaHTeH eeKkrt, KOHTO MOoXe J1a ce
MPOABH JOPH NPH MHOTO HHCKHU J03H;
- MOTHCKAHE HA MATOYHHTE KOHTPaKUHH, BOAELLO A0 3aKbCHABAHE HA PAXKJAHETO UK NO-
NMPOABL/LKUTENHO PaKIaHe.

Kupmene
He e u3BecTHO AanH KNONMUAOrpes ce eKCKpeTHpa B KbpMarta. IIpoyyBaHndaTa npy »KHBOTHH NOKA3BaT
€KCKpeLHA Ha Knonuaorpesn B MiskoTo. U3eecTHo ¢, ye ACK ce ekckpeTnpa B orpaHuyeHy
KOonM4ecTBa B kbpMaTa. KnpMeHeTo TpadRBa Aa ce mpeycTaHOBH NO BpeMe Ha JedeHue ¢ [1na

Kom0Ou.

depTHIHTET




Hsama nauuu no otHoweHnne Ha deprunurera npu kionuaorpea/ACK. Ilpu npoyubanus npu
’KHBOTHH KJIONUAOrpesl HE € MOKa3al BAHdH’e BbpXY ¢geprunurera. He € u3BecTHO Janu A03ara Ha
ACK B knonugorpe/ACK nosnusasa gpeptunurera.

4.7 EdexTa Brpxy cnocodBOCTTA 32 1IoPHpaRe A padoTa ¢ MAIIHHH
ITnakExc Kombu He noBnusABa WK NOBIMABA NpeHeOpex Mo criocoOHOCTTa 32 mogupaHe U paborta ¢

MAIlIHHH.
4.8 Hexenann JekapcTBeHs peakiiRn

Obobwenue Ha npoguna na besonacrnocm

Be3zonacHocTTa Ha Knonuaorpes € oleHeHa npd nosede oT 42 000 naMeHTH, KOUTO Ca yYacTBallH B
KJIHHWYHH NpOoy4YBaHus, Bo4Baiy Hag 30 000 nauneHTH, nexyBanu ¢ ionyaorpen mmoc ACK, n
Haa 9 000 nalHeHTH, JeKyBaHH 3a |1 roauHa win nopeve. KNHHNYHO 3HAYUMUTE HEeXENaHH
NleKapCTBEHH peakuud, HabnoaaBaHU B HETHPU NOJIeMH Npoy4Badnd, mpoyusanero CAPRIE
(npoyusase, cpaBHaBauo kionugorpen camocroarento ¢ ACK) u npoyusanusta CURE, CLARITY
1 COMMIT (npoyusanus, cpaBusasaizu knonugorpen mioc ACK ¢ ACK camocTosTenHo) ca
obcwaenn no-nony. Karo ugano, knonuaorpen 75 mg/nHeBHo e cxoned ¢ ACK 325 mg/anesHo B
CAPRIE He3aBHCHMO OT BB3pacTTa, Noja u pacata. B fonbiaHeHue KbM ONKUTa OT KJIMHUYHHUTE
NpOy4BaHHs, HEeXENaHH NEKAPCTBEHU peaKLUH ca ChoOLABAHM U CIIOHTAHHO.

KnpBeHeTO e Haii-4ecTo choblitapaHaTa peakiiua KakTo Npy KIWHUYHHTE IPOYUYBAHHS, TAKA U NPH
NOCTMAPKETHHIOBUA OTIHT, KbAETO € ChoOLIaBaHa Hal-4yeCcTo Npe3 TbPBUA MeCel] Ha J1IeUEHHETO.

B CAPRIE, npu nauuenTH, nekyBanu ¢ knonuaorpen unu ACK, obiiata yectoTa Ha kbpeeHe € 9,3%.
YecToTaTa Ha TEXKHUTE CIydaHn € cxoAHa npH knonugorpe u npu ACK.

B CURE He e HabmoaaBsan no-rosasM Opo# Ha ciyvau Ha 3HaYUTENHO KbpBEHE ¢ KAONUAorpesn nnwe
ACK npe3 nmepBuTe 7 AHK Clell KOpOHapeH Oakinac npH NalMesTH, KOKTO ca CnpeH Tepanuira
noBeue OT NET AHHW apean onepauuara. IIpy naueHTH, OCTaHaIH Ha TEpanus B NPOABIKEHHE HA
JHU cnen kopoHapHHa fafinac, yectorara Ha crydaute € Ouna 9,6% 3a knonuporpen mmoc ACK, u
6.3% camo 3a ACK.

B CLARITY e nabmoaaBaHo 06110 yBEJTHMEHHE Ha CNY4auTe HA KbPBEHE B Ipynara Ha KIonuaorpen
rmoc ACK capamo rpynarta Ha ACK camocTosaTenHo. YecTorata Ha 3HAYNTENIHO KbPBEHE [PH

rpynure € cxoaHa. Tosa € HabMoOAaBaHO H B NOATPYITUTE OT NALMUEHTH, ONPEACIIEHH 1O
XapaKTEPHCTHKH Ha U3XOAHO HUBO U BHAA Ha GMOPHHOIHTHYHOTO MITH XENAPUHOBO JIEYEHHUE.,

B COMMIT obiara yecTora Ha HeLepeOpanHo 3HAYUTENHO KbPBEHE WIH LEpeOpaATHO KbPBEHE €
HHCKA H CXOJHA U NPYU ABETe IPyTIH.

B TARDIS npu nauMeHTHUTE CbC CKOPOLIEH UCXEMHYEH UHCYNT, NMONYyYaBalld WHTEH3UBHA
aHTHarperaHTHa Tepanus ¢ TpH JekapcTBeHH npoaykra (ACK + kionunorpesn + aunupuaamMon),
4YEeCTOTATA Ha KbPREHE € DUNa No-BUCOKA U KBPBEHETO € HUII0 NO-TEXKO B CPABHEHNE C KIOMUAOIPEN
CaMOCTOATENHO UNIH C KOMOMHALIMS ALIETHNCATMLIMI0BA KHCEMHHA U ARITHPHIAMON (KOPHTHPAHO

obuo OR 2,54; 95% Cl1 2,05-3,16; p<0,0001).

Tabruuen cnucvk HQ HEJKCENaHUME PEaKyUU
HexenaHuTe TeKapCTBEHM peaKLUMU, KOUTO Bb3HUKBAT NTPU CAMOCTOATENHO MPUIOXKEHHE Ha
KJIONTHAOTPEN, NP CaMOCTOATENHO NpuiokeHue Ha ACK 1M npn knonuaorpen B KoMOHHaLUa ©
ACK no BpeMe Ha KNMHWYHHTE MPOYYBAHNA UIH CHOOLIEHH CIOHTAHHO, Ca MPEACTABEHU B TabauuaTa
no-pony. TAXHaTa 4ECTOTA € onpejie/ieHa Bb3 OCHOBA Ha cieAHaTa KoHBeHKRUS: vecTH (=1/100 no
<1/10); neuectu (=1/1 000 no <1/100); peaxu (=1/10 Q00 no <1/1 000); mHoro peaku (<1/1
HeW3BeCTHA 4eCToTa (OT HATMYHKUTE AaHHH He MOXe Aa 6blle HanpaBpeHa oleHKa). Bne B
CUCTEMO-OpPraHeH KJlac, HeXXeIaHMTe peakLlMU ce U30posBaT B HU3X0AALl pell Mo OTHO
TAXHATa CEPHUO3HOCT.
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CucTeMo-0Opranen YJecTH Hevectn Peaxn Mu=oro peaks, ¢
KJac HEH3BECTHA J9eCTOTA
HapyweHus Ha TpombouuTonenus, | HeyrponeHus, TpomboTHUHA
KpBLBTA U JIAM(pHATA NEBKOTICHHA, BIJTIOMHTESTHO TpoMOOLIMTONIEHUYHA
cUCcTEMa €03UHO(HINA TexkKa HeyTponieHud | nypnypa (TTII) (Bx.

TOYKa 4.4), KOCTHO-
MO3bYHa
HEAOCTAThYHOCT™,
annacTHYyHa aHeMHus,
NaHLMTONEHHS,
bULHTONEHUA®*,
arpaHyJIOnHTO34,
TEXKKa
TpoMOOLIMTONICHH,
npuaooOHTa
xemounus A,
rpaHy/IOUHTONECHHUS,
aHEMH, XEMOJIUTHYHA
aHeMHs NPU MaLUEeHTH
¢ 1eduluT Ha
rnoKo3o-6-dbocdar
AeXHIporeHasa
(I'6ed* (Bx. TouKa
4.4)

CeprevHd
HapyleHus

Cunapom Ha Kynuc*
(Octpa MHoKapaHa
UCXEMHS CBC UM Oe3
MHOKAapJeH HHQapKT
KaTQ 4acT OT peaklus
Ha
CBPBbXYYBCTBHTENHOCT,
BXK. TouKa 4.4.)
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Hapyluenus Ha
HMYHHATa CUCTEMA

AHadunakTuueH
Iok*, cepyMHa
Oonecr,
aHa(pUNAKTORIHU
pPeaKkL UM, KPBCTOCAHO
pEaKTUBHA
NIEKapCTBEHa
CBPBLXYYBCTBUTENTHOCT
MEX Y
THEHOTIUPHIUHUTE
(KaTo TUKJIOMUIHH,
npacyrpen) (Bx. To4ka
4.4)**, UHCYJIUH
ABTOMMYHEH CHHIPOM,
KOUTO MOJXE 1a JOBede
10 TeXKa
XHITOTNTHKEMHS,
0cobeHo npH
nauueHTy ¢ HLA
DRA4 noatun (no-
YECT MpU ATIOHCKATa
nonynauus)**,
BJIOLLIABAHE HA
anepruyHu CUMIITOMH
Ha XpaHUTeIHA

(choOleHu ca
HAKOJIKO Clly4as ¢
(haTaneH U3XOo/,
ocobeHo B
CTapuecka
Bb3pacT),
rnasodonue,
napecTe3ns,
3aMasHOCT

aneprus™*
Hapy1tenus Ha XunornukemMus®,
MeTabonu3Ma U nogarpa* (Bx. Touka
XPaHEHETO 4.4)
[TcHXHYHH XamoLyHAaLUH,
HapYylUeHHUs 00BpPKAHOCT
Hapylienus Ha HMuTpakpanuanHo HapyuieHus BbB
HEPBHATa CHCTEMA KbPBEHE BKYCOBHUTE

Bb3NPUATHA, arcy3us

Hapymenug Ha ouuTte

KpbBOH3NUB B
O4UTE
(KOHIOHKTHBATA,
OKOTO, PETHHATA)

HapylueHus Ha yXoTo

Bepruro

3ary6a na cnyxa* unu

M 1aOMpHUHTA THHUTYC*

CbaoBH HapylleHus | XemaToM Cepuosna xemoparus,
KbpBEHE OT
onepaTHBHA paHa,
BACKY,1K

PecnupaTopHH, Enucrakcuc
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TPBAHH H
MeAHaCTHHAIHU

HapylUeHHs

JUXaTejHaTa CHCTEMA
(XeMonTH3a,
benoapobna
XeMoparus),
OpOHXOCNAa3LM,
UHTEPCTULHAJICH
[THEBMOHHT,
HEKAPAUOTEHEH
OenoapobeH OTOK npu
XpOHHYHa ynorpeda n
BbB Bpb3Ka ¢ PEaKIHA
Ha

CBPBbXYYBCTBUTEIHOCT,
MpUYHMHEHA OT
Al TUJICATHIIATIOBA
KHCelTHHa*,
€03MHO(UNHA
MHEBMOHNA
CTroMalIHO-YPEeBHH CromamHo- | CtoMaumiHa 938a W | PeTponepuroHeanta | CToMallHO-4YPEBHA U
HapyLICHHA 4YpeBHA IyOoJaeHaNlHa A3Ba, | xeMoparud pETPONEPUTOHEANTHA
XeMoparus, racTpHT, xeMoparus ¢ ¢arajneH
auapu4, NOBPbLIAHE, U3XOH, NAaHKPEaTHT.
KOpeMHa rajlcHe, 3amnekx, HapyuieHus Ha
OoJika, dnatynenuus TOPHUTE OTACITH Ha
AKCRencHs CTOMAIUHO-4YPEBHUSA

TPaxT (€30(¢arur, 1384
Ha XpaHONpoOBOJA,
nepdopauns,
€pO3HBEH MACTPHT,
€pPO3UBEH JYOJEHHUT);
racTpoayoJeHanHa
s3a/nepgopauus)*;
HapyLlIE€HHUA Ha
JOJHHTE OTAESNTH Ha
CTOMAILHO-YPECBHHSA
TPakT (43BK Ha
TBHKOTO [HEKOHYM H
wieyM] u gedenoro
[KOJIOH U PEKTYM]
4yepBOo, KOJIMT H YpEBHA
nepdopauun)*;
CUMIITOMMH OT CTpaHa
Ha rOPHKA AAJ HA
raCTPOMHTECTHHAITHHA
TpakT* KaTo
racTpanrus (Bx. TOYKa
4.4); Te31, CBBP3aHH ¢
ACK cTomauito-

YpEBHH PeaKLHH,
MOTraT U/IX HE Morart
na 0bJaT CBbP3aHHU C
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npeAynpeauTeNntHy
CHMINTOMY WU
npeanilHa aHaMHe3a
34 CEPUO3HH
CTOMALIHO-YPEBHHU
crOuTHa*. Konnr
(BKIFOUYUTETHO
yJILEpPO3€eH UIH
NUMQOLIUTEH KOJHT),
CTOMATHT, OCTBLD
NaHKPEeaTHT BbE
Bpbh3Ka C peakLud Ha
CBPbX4YYBCTBUTEIHOCT
KbM
ALICTHNICANUIUAORA
KHcenuHa*

XenarobunnapHu
HapyLIeHHUA

Octpa uepHoapoOHa
HEAOCTATBYHOCT,
YepHOAPOOHO
yBpeXaHe, raBHO
XenartouenynapHo*,
XEMaTHT, MOBULIABAHE
Ha YepHOAPOOHMTE
CH3UMHY*, OTKIIOHEHHS
B YepPHOAPOOHHTE

(P YHKLHOHAJIHH
TECTOBE, XPOHHYEH

| xenatut*

Hapyuienus Ha
KOXKaTa U
[OJKOXHaTa ThKaH

OOpa3yBaHe
Ha CUHHHU

ObpuB, chpdex,
KOXKHH
KPBBOU3NUBH

(mypnypa)

bynosen nepmarur
(TOKCHYHA
enuiepManHa
HEKpOaH3a, CHHAPOM
Ha Stevens-Johnson,
epuTeMa
MyaTugopme), ocTpa
reHepanniupaHa
€K3aHTEMATO3HAa
nycrynosa (AGEP),
AHCHOEHIEM,
JIEKApCTBEHO
HUHIYLUUPaH CUHAPOM
Ha
CBPBXYYBCTBUTENHOCT,
NIeKapCTBEH OOPHB ¢
e03uHOGUINA U
CHCTEMHH CHMNTOMH
(DRESS),
EPUTEMATO3EH UITU
ekconUaTHBeH
oOpUB, ypTUKaApHA,
eK3eMa, JIUXEH MJaHyc,
pukcnpas-clpup*

HapylueHus Ha
BbL3NPOU3BOAUTENHATA
CHCTEMA H I'bpAATA

I MHekoOMaCcTHd

Hapyuienns Ha
MY CKYJIHO-CKEJIETHATa
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CHCTCMa H
Ch€ IHHHUTECIHATA
ThbKdH

cucTeMa (Xemaprposa),
apTPUT, apTparug,
MHAITBS

Hapyluenus Ha
ObOpeunTe M
NMHKOYHUTE MbTULLA

| XeMmarypus

bpOpeuHa
HeJOCTATBYHOCTY,
ocTpo 6BOpeuHo
yBpexaaHe (0codeHo
MpH MalHeHTH ChC
ChILECTRYBAILLO
6b0peuHo yBpexkaase,
ChpAcyHa
JeKOMMEeHcallHA,
He(pUTEeH CHRAPOM
UITH ChITBTCTBAULO

NeqeHue ¢
IHypeTHLH)*,
rIOMEPYIOHEDPHT,
MOBULIEH KPEATHHHH B
"‘ KPBBTA
O6iy HapyLIEHUd U KpbBOM31MB Bucoka Temnepartypa,
eeKTH Ha MACTOTO Ha MACTOTO oTok*
Ha MPUJIOKEHHUE Ha
MHXEKTHPAaHE
Hiacnensanus Y IBIKEHO BpeMe
Ha KbpBEHE,
NMoHNxeH Opoi
HeyTpoduIn,
MOHUKEH Opon
TpOMOOLIUTH

* Nanau, crob1leHy B nyonukyeaHara nHgopmanua 3a ACK ¢ HeusBecTHa yecTorTa.

** [lanHn, CBBP3aHHU C KIONKHAOTPES C HEH3BECTHA HYECTOTA.

CrofimaBane Ha NOAO3HPAHH HeXKeJaHH PEAKNHH
Cro6iaBaneTo Ha MOAO3UPAHH HEXENaHM IeKapCTBEHH PeaKLIMM Clie] pa3peliaBaHe 3a ynotpeba Ha

JIEKapCTBEHHA NPOAYKT € BaykHO. ToBa N03BO/ABa Aa NPOABIKHA HaOIIOACHHETO HA CHOTHOLIEHHETO
MON3a/pPHCK 3a JieKapcTBeHUs NpoAyKT. OT MEAHLUHCKUTE CIELIHANUCTH Ce U3UCKBa Ja cbobaBar
BCSKA MOJO3MPAHA HEXKeNlaHa peakLius dpes:

H3mbnHUTENHA areHLuA 110 JNCKAPCTBATA

yo. ,,JlamsaH I'pyes” Ne 8
1303 Codus
Ten.: +35 928903417

yebcailiT: www.bda.bg

4.9 Ilpenozupane

Knonuporpen

[Ipeno3upaHeTo B pe3ynTaT Ha NNPUJIaraHe Ha KJICMUAOTpesl MOXe Aa A0BEAe 10 YABKEHO BPEME Ha
KbPBEHE U MOCAEABAIINTE YCIO0XKHEHUS OT KbPBEHETO. AKO Bb3HUKHE KbpBEHE, TpsbBa fa ce uMa
npeaBy NOIXOAALIA TEpanH.
He e OTKpUT aHTHAOT HA hapMaKoNOrHyHaTa akTHBHOCT Ha Knonuaorpen. AKo e Heobxoauma
He3abaBHa KOpeKLINA HAa YIBKEHOTO BpEME Ha KbpBEHE, TpaHChy3HATa Ha TpoMOOLIMTHA Mac /m
Aa NPOTHBOAEHCTBA HA e(PEeKTUTE HA KJIONIUAOTpeN.

3 I Y
ACK n'. ke '*-{‘F;' L :1
CrnegHuTe CHMINITOMM Ca CBBP3aHHY C YMEPEHA MHTOKCHKALIMS: 3aMadgHOCT, rnaBodou T@-l ‘-.jui.-'f LRI
00BPKaHOCT U CTOMAIHO-YPEBHH CHMITTOMH (rajleHe, NOBPbiLaHe U cToMallHa 6onka P }’ :
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[Tpu TeXxKa HHTOKCHUKALIMA, HACTBIBAT CEPUO3HU HAPYLIEHHS B AJTKaNHO-KMCEINHHOTO PABHOBECHE.
[TbproHauaTHATA XHITEPBEHTUNALINA BOIH 0 PECITHPATOPHA anKano3a. BnocsiencTeie HaCThNBA
peCnUPATOpHa AllH/1038 KATO PE3YJTAT OT NOATHCKALLUA eeKT BbPXY PECIUPaTOPHHA LEHTbP.
Bb3HMKBA CHLIO H META0O0IMTHA ALIMAO3a MOPaAH HANWYHEeTo Ha canuuunary. [1pu nonoxenue, ye
pH aella, KbPMadeTa H NpOX0xKAalld HHTOKCHKALUATA YECTO ce 3a0ens3Ba eiBa B KbCER €Tarl,
0OMKHOBEHO NTPH TAX BEYE € HACTHIIMA eTansT Ha alMa03a.

MoraT A3 Bb3HHKHAT CbLUO CIEAHUTE CUMIITOMH: XHNEPTEPMHA U H3MOTABAHE, BOAELIH A0
aexuaparanus, 6e3nokoicTBO, KOHBYJICHH, XaIOLMHALIMK H XunornvkeMud. IloTHCkaHeTo Ha
HEpBHATA CHCTEMA MOXE Jia JOBEAE A0 KOMa, ChbpPAECHHO-CHJ0B KOJANC U PECHPATOPEH apecT.
JleranHaTa 1033 Ha aUEeTUICATHLUIOBA KuceanHa € 25-30 g. Ilna3zMeHy KOHLEHTpaluy Ha
candumnarti Haa 300 mg/l (1,67 mmol/1) npeanonaraT HHTOKCHKaLINA.

Ipenosupanero ¢ komOuHauua ACK/xionuaorpe: BbB QUKCHpaHa J03a MOXE Ja € CBbP3aHO ChC
3ACHJICHO KbpPBEHE M NOCHEIBALLH YCAOKHEHHS OT KbPBEHETO, AbIXKALUHN Ce Ha (apMaKoOrH4HOTO
JedicTBre HA Knonvaorpena v ACK.

Moske na HacThIH HeKkapaHoreHeH 6enonpobeH OTOK MpK OCTPO UITH XPOHUYHO NPERO3UpAHE HA
alleTUNCANKIIUIOBA KUCeNUHA (BX. ToUuka 4.8).

HeobxoaumMo e npueMane B 60nHKLIA, ako € OUna NorenHaTa TOKCHYHa ao3a. [1pu ymepeHa
UHTOKCHKALIHA, MOXe Ja Ce HallpaBH ONMT 3a NMPeAU3BHKBAHE HA NOBPBLIAHE, aKO € HeyCIelleH,
nokasaH € ctomaieH naBax. [Ipunarar ce akruBeH BbrieH (aacopbeHT) U HaTpHer cyadar
(nakcatus). [TokazaHo e ankanu3upaHe Ha ypuHata (250 mmol ratpuer dukapboHart 3a 3 yaca) karo
ce Habmopasa pH Ha ypuHaTta. [1peanounTaHo iedeHUe 3a TeXKKa HHTOKCHKALIMA € XeMOAHalu3a.
JIpyruTe Npu3Hald HA HHTOKCUKALIMA CE TPETHPAT CHMIITOMATHYHO.

5. GOAPMAKOJOI'MYHU CBOHCTBA

5.1 <PapMaxkoJHHAMHYHH CBOHCTBA

dapmakoTeparneBTHYHA rpyna: AHTUTPOMOOTHYHH CPEACTBA, HHXUOUTOPH Ha TpPOMOOLUHTHATA
arperauus, ¢ H3kmoueHue Ha xenapud, ATC xoa: BO1AC30.

MexaHH3BLM Ha AeHCTBHE
Knonugorpen e npeanekapcTBo, eAUH OT YHHUTO MeTabOoIUTH € HHXMONTOP Ha TpoMOOLIMTHATA

arperauuda. Knonngorpen tpadsa na ce metabonusupa ot CYP450 eH3umuTe 10 nosyyasaHe Ha
AKTHBHMA MeTa0OJUT, KONTO HHXUOUpa TpOMOOUMTHATA arperauus. AKTUBHUAT METAOOIUT Ha
KJIONMAOTPEN CENCKTHBHO HHXHOWpA CBBP3BAaHETO Ha afeHO3uH audocdar (AHD) koM
TpoMOounTHHAR MY P2Y1; peuentop u nocineasawara AJdMP-meaunpaHa akTHBAUHNA HA INMHKOTIPOTEHH
GPIIb/IlIa komruiekca, KaTo Ho TO3M HaYMH HHXUbupa TpombounTHaTa arperauus. [Topanu
HeoOpaTUMOTO CBBP3BaHE, EKCTIOHUPAHUTE TPOMOOLMTH OCTABAT 3aCE€rHATH A0 Kpas Ha CBOSl HCUBOT
(npubnusutenHo 7-10 AHKW) U Bb3CTAHOBARAHE HA HOpMAJTHATA TpOoMOOUUTHA QyHKLUMA HACTBHIIBA NPU
clleBalloTO MokoneHue TpoMOouuTH. TpombourTHATA arperauus, npeAu3sBMKada OT Jpyry
aroHucTH, ocBeH AJIP, cbilo ce uuxubupa upes 6s0kUpaHe Ha yBeIHYeHaTa TPOMOOLUTHA
akTuBaLMg oT ocBoboaeHud AJID.

Toit kaTo akTHBHUAT MeTabonut ce obpazysa upes CYP450 eH3UMHUTE, HAKOW OT KOHTO Ca
NONUMOP(HH HITH ca 00EKT Ha HHXHOKWPaHe OT APYrH JIEKAPCTBEHH NMPOAYKTH, HE BCHUKH MaifUeHTH
I1l€ HMaT Z0CTATLYHO HHXHOMpaHe Ha TpOMOOUMTHATA arperauus.

dapMakoJHHAMHYHHA e@emu

MHorokpaTHOTO NpUaaraHe Ha KJIONUAerpen 75 mg AHEBHO BOAH A0 3HAYHTEAHO UHX
AJlP-uHayumpanara TpoMOOLMTHA arperalys OT NbPBUA Je€H, KOETO NPOrPECHBHO H
AOCTHIa CTAHMOHAPHO CHCTOAHHE MEXAY 3-UA U 7-uA aeH. l1pu ctaumoHapHo cbCcTOA
HHUBO Ha UHXWOHpaHe, HabmonasaHo npu 75 mg aHeBHO, € Mex Ay 40% u 60%. Tpo
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arperalys ¥ BpEMETO Ha KbpPBEHE TIOCTENEHHO ¢ BPBLIAT KbM U3XOAHUTE CTOHHOCTH, OOMKHOBEHO 5
JAHH CJie]] NPEKLCBAHE HA JIEYEHHETO.

AUETHUICANHIMIOBATA KHCENHHA HHXHOKpa TpoMOOLIMTHATA arperauus 4ypes HeobpaTHMO
HHXHOHpaHe Ha NpOCTarIaHANH LUMKJIOOKCHIE€Ha3aTa U ToBa MHXHOKpa oOpasyBaHeTo Ha TpoMOoKCaH
Az, MHIYKTOP Ha TpoMOOLIMTHATA arperalusa ¥ Ba30KOHCTPUKUMATA. TO3H e(PeKT Tpae KONKOTo
)KHBOTA Ha TPOMOOLIMTHUTE.

ExcnepuMeHTaNnHU JaHHHU Npeanoiarar, ye Hoynpoded Moxke 1a MHXMOUpPa e(eKTa Ha HHCKaTa 103a
acnHpHH BbpXY TpoMOOLMTHATA arperalus, KOraTo ¢e npuiaaraT €IHOBpEMEHHO. B eano npoyysane,
KOraTo eqHOoKpaTHa a03a ubynpoden 400 mg ce s3ema B pamkuTte Ha 8 yaca npeay uian 10 30 MUHYTH
cjell npuilarale Ha acnupHH ¢ He3abaBHo ocBoboxaaBaHe (81 mg), ce HabmoaBa HaMaleH eeKT Ha
ACK pbppxy 06pa3yBaHeTo Ha TpoMOOKCaH UM TpoMOoLMTHATA arperauus. Bonpeku Tosa
OrpaHHYEHOCTTA HA T€3H JAHHH W HECHT'YPHOCTTA OTHOCHO €KCTpanonauMaTa Ha ex vivo JaHHH KbM
KNHHKBYHATA CHTYalMd 03Ha4aBa, Ye He MOraT Aa ObAaT HaNpaBeHW KaTerOpHYHHM 3aKUTIOHEHHS 34
penoBHara ynotpeba Ha ubynpodeH U He 61 clenBao Aa ce 04aKBa KIMHHYHO 3HAYUM e(eKT NpH

HepeaoBHa ynoTpeba Ha ubynpodgeH.

KnnHpuHa edukacHOCT U 6e30nacHoCT

be3zonacHocTTa M eprkacHoCTTa Ha Kjaonuaorpen nmoc ACK ca 6uaH oueHeHH B TPH ABOHHO-ClenH
NpoyYBaHHs, B KOUTO ca BkmoueHH Haa 61 900 naumnenT: npoyuBanusra CURE, CLARITY u
COMMIT, cpaBHaBaiuu kionuaorpen niawce ACK cnpamo ACK caMOCToATe/THO, 4 BaTa BHAa
neveHHe ca AaBaHH B KOMOMHALMA € pyra CTaHJapTHA Tepanus.,

[Tpoyusanero CURE Bkmou4Ba 12 562 nalueHTH ¢ OCTBP KOpOHApeH CHHAPOM 6€3 enesauns Ha ST
cermMeHTa (HecTabuaHA CTEHOKapAHA WIH MHOKapaeH uHdapkr 6e3 Q 3p0el) ¥ HaTHYHEeTO B NbPBUTE
24 yaca oT HaY&JIOTO Ha NOCAEAHHA €304 Ha rpbAHa 0ONka KW CUMIITOMH B pe3yNTaT Ha HCXEMMUA,
[Tauuenture Tpadea Ja uMaT EKI™ npoMeHH, cLOTRETCTRALIM HA HOBONIOABHU/IA CE UCXEMUA UITH
MOBHUUIEHH CHPJEYHU €H3UMH WK TponoHHH [ unu T, B CTOHHOCTH NOHE ABA NBTH RO-BUCOKH OT
rOpHaTa rpaHuila Ha HopMara. [lauuesTnTe ca paHaOMU3MpPaHy Ha knonujorpen (300 mg
HATOBapBalua A03a, nocneasada ot 75 mg aueBHo, N = 6 259) nmoc ACK (75-325 mg Beaubx
aHeBHO) unu ACK camocrosarendo (N = 6 303), (75-325 mg BeHBK AHEBHO) U APYTU CTAHZAPTHH
Tepanuu. [TauuenTure ca nekysanu 00 1 ronuna. B npoyueanero CURE, 823 (6,6%) nauueHTH ca
nony4apany eiHoBpeMeHHO H GP1l/1lla penentopin aHTaroHucTH. XenapuH € rpunaraf rnpy rnopeue
oT 90% oT nauueHTUTEe, KaTO OTHOCHTENHATA YECTOTa Ha KbpBeHE Mexay kionuaorpen mmoc ACK n
ACK caMocToaATENHO He € OMNna 3HAaYHMO MOBIMAHA OT eAHOBPEMEHHATA Tepalnus ¢ XenapuH.

BpoAT Ha maiHeHTUTE, IPH KOHTO ce CTUra 0 MbpBUYHATA KpaiHa TOYKA [ChbpAEYHO-ChAOBA CMBPT
(CV), muokapaeH undapkt (MI) unu uncynr] e 582 (9,3%) B rpynara na wionugorpen e ACK u
719 (11,4%) B rpynara Ha ACK, HamansBase Ha oTHOCHTENHUS pUCK ¢ 20% (RRR) (95% Cl: 10-28%;
p = 0,00009) B rpynara Ha knonuaorpen mmoc ACK [17% HamanaBaHe Ha OTHOCHTENHHS PUCK NPUH
KOHCEPBATHBHO JICYEHHUE HA NAIHEHTUTE, 29% npu HanpaBeHa NepKyTaHHa TPAHCIYMHHANHA
kopoHapHa aHruonyactuka (PTCA) cbe uau 6e3 creHT H 10% npu HanpaBeH kKOpOHAPHO-ApTEpHATICH
baiinac (CABG)]. Hosu ¢bppaevHO-CHA0OBH HHUMASHTH (MbPRUYHA KpaitHa TOuka) ¢a NPelOTBPaTEHH,
C HamaJigBaHe Ha oTHOCHTenHHA puck ¢ 22% (CI: 8,6, 33,4), 32% (CI: 12,8, 46,4), 4% (Cl: -26,9,
26,7), 6% (CI: -33,5, 34,3) u 14% (CI: -31,6, 44,2), cvoTBeTHO npes 0-1, 1-3, 3-6, 6-9 n 9-12 Meceynu
MHTepBalH Ha npoyyuBaHeTo. Cnen TpeTna Mecel Ha JiedeHue, nonzara HabawapaHa B rpynara Ha
knonugorpen miaoc ACK He HapacTsa nosede, HO pUCKBT OT XeMOparusg ocTaBsa (BXK. Touka 4.4).

Ynorpebara Ha xnonugorpen npy npoyuBadero CURE e ¢Bbp3aHa ¢ HamansiBaHe Ha HeoOXoauMocTTa
oT TpomboauTHuHa Tepanust (RRR = 43,3%; Cl: 24,3%, 57,5%) u GPIIb/Illa uuxubutropu (RRR =
18,2%:; CI: 6,5%, 28,3%).

BposAT Ha NaUUEHTHTE, NPH KOUTO C& CTHra 4O KO-MbpBHUYHATA KpaiiHa Touka (CV cMbp
unn pedpaxrepna ucxemus) e 1 035 (16,5%) B rpynara Ha knnonuaorpen mmoc ACK
B rpynara Ha ACK, HamMansgsaHe Ha oTHocUTeNHUA pUcK € 14% (95% CI 6%-21%, p @
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NOHW)KABAHE HAa 4ECTOTaTa Ha MHOKapAHKA UHapkT [287 (4,6%) npu rpynara Ha KIOMHAOrPER MIIIOC
ACK u 363 (5,8%) npu rpynara Ha ACK]. He e nabniogaepan edekr BbpXy 4eCcTOTATA Ha
peXoCNUTANM3ALMATA TPH HecTaOKUIIHA CTEeHOKapIHA.

Pesynratute, NOJYUSHH NPH NONYJALMMTE ¢ pa3JIUYHH XapaKTepUCTUKY (Hanp. HecTabUHA
creHokapaus wiu MI 6e3 Q 310e11, HHCKa 10 BUCOKA CTENEH Ha PUCK, Anabert, HeobXoaHMOCT OT
pPE€BacKyapU3aLys, Bb3pacT, N0 M T.H.) €& CXOAHH C PE3YATAaTUTE OT NbPBUYHNTE aHanusu. [lo-
CneLuanto, B post-hoc ananus np 2 172 naupentd (17% ot wianara CURE nonynauus), Ha KOUTO UM
e nmoctaBeH cTeHT (Stent-CURE), naHHUTe NoKa3par, 4e€ KJIONKHIorpen, CpaBHeH ¢ ruianedo,
aemoHcTpupa 3HauuMo RRR ot 26,2% B non3a Ha xionuiorpen 3a ko-nbpBUYHaTa xpaifHa Touka (CV
cMBpT, M1, HHCYAT) U cbiio 3Ha4Mo RRR ot 23,9% 3a BTOpaTa ko-nmbpBHYHA KpaiiHa Touka (CV
cMbpT, MI, HHCYNT WK pedpakrepHa HexeMus ). OcBeH ToBa, NpoguabT Ha Oe30MacHOCT Ha
KJIONUAOIpe/ NpH Tasu MOArpyna NauMeHTH He NpeaH3BHKA HAKAaKBO 0cobeHo Ge3nokolicTBo.
CaegoBaTenHo pe3yaTaTUTe OT Ta3H MOArpyNa ca B CbOTBETCTBHE C OOLLUTE PE3YTATH OT

Npoy4BaHETO.

[Tpu nauneHT# ¢ ocThp MI ¢ eneBauua Ha ST-cerMeHTa, epUKacHOCTTa ¥ O€30MaCHOCTTA Ha
KIONMUAOrpen ca OHiIH OLEHEHH B 2 paHIOMU3NPaHH, NNaLeOOKOHTPONUPaHH, ABOHHO-C/IENH
npoyuBanus, CLARITY, npocnexktuseHn noarpynoe aHanus Ha CLARITY (CLARITY PCI), u

COMMIT.

[Tpoyusanero CLARITY Brmousa 3 491 nauuentu ¢ Hayano Ha MI ¢ ST eneBauysa B paMkuTe Ha
nocneaduTe 12 yaca v 3anianyBaHO TPOMOOIHTHYHO JeueHHE, [[allMeHTHTE ca NMONTYYHIH
knonuaorpen (300 mg HaToBapBaina 1033, nocneasana ot 75 mg/nexd, n = 1 752) nmwoc ACK unu
ACK camocroarenHo (n =1 739), (1530 po 325 mg kaTo HaToBapBallia A03a, ociaenpada ot 75 no 162
mg/neH), GuOPHHONUTHUHO CPEACTBO, H Koraro ¢ Ouno noaxoasio xenapuH. [Tauuenrure ca
npocnefeHn 3a 30 nuu. [1bpBHyHaTa kpaiina Touka ¢ koOMOMHHpaHa nogBa Ha 3anylleHa apTepud,
CBbp3aHa ¢ HH(apKTa Ha aHrHorpaMara Mpey H3MUCBAaHeTO, HIIM CMBPT, HIIH oBTopeH MI npeau
KOpoHapHara aHriorpadus. [Ipu natmenTH, NpH KOUTO HE € npaseHa aHruorpadua, MHPBHYHATA
KpaifiHa TO4Ka € CMBPT UK ITOBTOPEH MUOKapaeH HHPapKT Ao JeH 8 uau 10 U3MHCBAHETO.
[lonynauuaTa nauMeHTH € BKIOUYBana 19,7% xenu u 29,2% nmaupentv 265 roannau. 0610 99,7% ot
NnanHeHTHTe ca nony4nnu pudpunoauTium (pudbpun cnennduunu: 68,7%, He-GuOpUH cnelPHIUHA:
31,1%), 89,5% xenapuHn, 78,7% 6era 6nokepn, 54,7% ACE unxndburopu u 63% cTaTHHMm.

[lernanecer npouenta (15,0%) ot naunenTuTe B rpynara Ha knonuaorpen mmoc ACK u 21,7% B
rpynara Ha Tepanus ¢ ACK caMocTosTEnHO ca JOCTUrHaNM 0 MbPBUYHATA KpaiHa Touka, KOeTo
npeacTaBiaaBa abconoTHO HamManeHue ot 6,7% u 36% OTHOCHTENTHO HaMalleHHe B MOJI3a Ha
knonuaorpen (95% CI: 24, 47%; p < 0,001), rmaBHO CBBbP3aHO ¢ HAMaJIeHHe Ha Cy4auTe Ha
3aMyLICHU apTEPUH, CBBP3aHu ¢ HHpapkTa. Ta3u nonsa e Ouia HATHLE H BbB BCHYKH MPEIBAPHTEIHO
OnpeaeaeHy MOArpyINH Ha MALMEHTUTE MO Bb3PaAcT U MO, IOKaJIM3aLua Ha HHpApPKTa H BUAA Ha
M3MOI3BAHOTO PUOPHHONUTHYHO JIEYEHHUE UIIH XEeNapHH.

[Toarpynosuat ananus Ha CLARITY PCI Bxmovra | 863 naumentu ¢ve STEMI, noanoxenu Ha PCI.
[TaunenTtnre, nonyvasanm 300 mg HaTorapeaua g03a (LD) xionuaorpen (n=933), ca uManu
3HAUMTENHO HAMAJIEHHE Ha 4eCTOTaTa Ha ChbpACUYHOCHA0BA CMBPT, MI unu uncynt cnen PCI B
CpaBHEHHE C Te3H, nonyyasaiu niaauedo (n=930) (3,6% npu npeagapUTENHO JeUEHHE ¢ KIONHAOTPEN
cnpamo 6,2% c nnauedo, OR: 0,54; 95% CI: 0,35-0,85; p=0,008). [MaumenTtute, nonyuasaiy 300 mg
LD xnonuaorpen, ca Many 3Ha4YHTEJIHO HaMalleHHe Ha 4€CTOTaTa Ha CbpAEYHOCHA0BA CMBPT, MI
unn HHeyat po 30 anu cnen PCI B cpaBHeHMe ¢ Te3n, noayuasauiyn niatebo (7,5% npu
NpeABapUTEIHO JIeUEHHE ¢ knonugorpen cnpamo 12,0% ¢ nnauedo, OR: 0,59; 95 % CI: 0,43-0,81;
p=0,001). Benpex# TOBa, KOraro ce oueHaBa B obwara nonynauus Ha npoyuysaHeto CLARITY, ta3u
CbCTaBHA KpaiiHa TOYKa HE € CTATUCTHYECKH 3HaYMMa KaTo BTOpHUYHA KpaiiHa Touka. He ce
HabaroaBa 3HaUMMA pas/iMKa B YeCTOTATa Ha rONSMO HJIM MaJIKO KbPBEHE MEXAY ABeTe NeUSHHs

— S

(2,0% npu npeasapHTenHo neyeHue ¢ wionuaorpen cnpamo 1,9% c¢ nnauebo, p>0,99), Pesvna; }41)%%




[Ipoyusaneto ¢ 2x2 ¢axropnanen ausaiin, COMMIT, sxnrousa 45 852 naleHTH ¢ Ha4aIo Ha
CUMNTOMH, OyIelld cbMHeHHe 3a ML, noakpeneny ¢ natonoruduy oTknoHedus B EKI, (wanp. ST
enesaums, ST nenpecus uiau 9B 6eapeH 6/10K) B paMKuTe Ha nocneanute 24 yaca. flauuenTure ca
noayuuny kaonuaorpen (75 mg/aeH, n=22 961) nmoc ACK (162 mg/nen), wnn ACK camocrosrenso
(162 mg/aueBHo) (n=22 891), 3a 28 auu uam 10 u3nucsade ot SonuuLaTa. Ko-mbpBHYHATE KpaiHH
TOUKH Ca CMDBPT NO BCAKAKBA NPUYMHA U ITbPBA NO4BA HA PEHH(APKT, HHCYIT U1K CMBPT.
[MonynanusTa e BonouBana 27,8% xenu, 58,4% nauuentn 260 roanuu (26% >70 roanHn) v 54,5%

NaLUEeHTH, KOUTO ca Mojyyrin GUOPHHOMHTULIM.

Knomugorpen nmoc¢ ACK 3Ha4MMO HaMansgBa OTHOCHTENHUS PHCK OT CMBPT 10 BCAKAKBA IIPHUHHA
cke 7% (p = 0,029), H OTHOCHTENIHHA PUCK HA KOMOHHALIMATA OT peHH(APKT, HHCYAT WK CMBPT € 9%

(p = 0,002), xoeTo npeacrasnsea abCOMOTHO HaMalleHue CLOTBETHO OT 0,5% u 0,9%.

Tasu nonszae

Hanule He3aBHCHMO OT Bb3pacT, NoJl, ¢bC HIH Oe3 ¢pubdpunonnuTuLM, U e HabmoaaBaHa ollle B TBPBHTE

24 yaca.

Iwvnzocpouno (12 meceya) nevenue ¢ knonudozpen nrioc ACK npu nayuenmu cvec STEMI creo PCI
CREDO (Knonugorpen 3a HamajisBaHe Ha HEXeNaHUTe CHOMTHS NO BpeMe Ha HabmoaeHue -

Clopidogrel for the Reduction of Adverse Events During Observation)
Tora paHAOMH3HPAHO, ABOHHO-CISNO, NNALE00-KOHTPOAUPAHO NPOYYBAHE € NPOBE/IE

HO B

CrnenunenuTte mat U Kanana, 3a aa ce oueHH nonsara ot agbarocpodHo (12 mecena) aeueHue ¢
knonuaorpen caea PCIL. 2 116 nauuenTy ca panaomMusupany aa nonyvasar LD 300 mg xionuaorpen
(n=1 053) unu nnauedo (n=1 063) 3 0o 24 yaca npeau PCl. Bcuyuku naumeHT! ca nonyyaBanu U
325 mg acnupuH. Cnej HHTEpBEHUHMATa BCHUKM MALKMEHTH Ca NOJIyHaBalu kionuaorpen 75 mg/aeH
1o neH 28 u B Asete rpynu. Ot aeH 29 no 12 Mecella nauMeHTHTE B rpynata ¢ KIONMHAOIpen ca
noayyasany 75 mg/neH Knonuaorpes, a 8 KOHTPOJIHATA rpyna ca noaydasain niauebo. M neere
rpynu ca nony4aBand ACK no Bpeme Ha npoydsaHerto (81 10 325 mg/aen). Cnen 1 roauna e
HabaoaaBaHO 3HAYHTENTHO HAMaIsBaHE HAa KOMOWHHpPaHHS PUCK OT CMBPT, HHPAPKT HA MHOKapAa UIH
UHCYAT ¢ Knonuaorpen (26,9% orHocuTenno HaManenue, 95% CI: 3,9%-44,4%; p=0,02; abcomoTHO
HamaieHnue 3%) B cpaBHeHHe ¢ naunedo. He e HabaronaBaHo 3HAYMTENHO yBENMHMEHHEe Ha yecToTara
Ha roiaaMo kbpseHe (8,8% ¢ knonuaorpen cnpamo 6,7% c nnauebo, p=0,07) unu Malnko KbpeeHe
(5,3% c xnormuaorpen cnpamo 5,6% ¢ nmnauebo, p=0,84) Ha 1 roguHa. OCHOBHOTO 3aK/IIOYEHHE HA
TOBa NMPOYUBaHe €, Ye NnpoAbkaBaneTo HAa knonuaorpea U ACK 3a noxe 1 roguMHa BOAM A0
CTATHCTHYECKH H KJIHHHYHO 3HAYMMO HaMAIsSBAHE Ha MofIeMHUTe TPOMBOTHUHH CHOUTIA.

EXCELLENT (EdukacHoct Ha Xience/Promus cnpsamo Cypher 3a HamansiBaHe Ha KbcHATa 3aryba
cnen creHTpaHe - Efficacy of Xience/Promus Versus Cypher to Reduce Late Loss After Stenting)
ToBa npocnekTUBHO, OTBOPEHO, PaHAOMHU3WPAHO Npoy4vBaHe € npoBegeHo B Kopes, 3a 1a ce OUeHH

nanM 6-MeceuyHara ABoiiHa aHTHarperatHa tepanud (dual antiplatelet therapy, DAPT)

=~

HenHdepHopHa (He no-Manko ePekTuBHa) o1 12-Meceynara DAPT cien MIUIaHTHpaHe Ha CTEHTOBE,
oTAensauy nekapetso. [Ipoyysanero Bimousa |1 443 nauMedTH, NOANOXKEHH Ha HMILIAHTALKA, KOUTO
ca paHzoMu3MpaHu Aa noaydapat 6-MeceueH DAPT (ACK 100-200 mg/nen nmoc knonuaorpen

75 mg/neH 3a 6 Meceua u cnes Toa caMo ACK no 12 Meceua) unu 12-meceued DAPT (ACK 100 —
200 mg/nen nmoc knonuaorpen 75 mg/aex 3a 12 meceua). He e nabnionapaka 3HaunTeNHa pasiuka B

YeCTOTATA HA HEJOCTATBYHOCT Ha TAPTreTeH ¢bl (ChBKYMHOCT OT ChpAeuHa cMBPT, MI

HJIN

peBacKyJiapu3alisa Ha TapreTeH Cbl), KOATO € MbPBHUYHA KpaiHa TouKa Mexay IpynuTe Ha 6-MeceyHa
u 12-Meceuna DAPT (HR: 1,14; 95% CI: 0,70 1,86; p=0,60). Cbu1o Taka npoy4BaHeTO He NOKa3Ba
3HAYUTENHA pa3/iiKa B KpaitHaTta TO4Ka 3a 0€30n1acHOCT (CBBKYIMHOCT OT CMBPT, HH(APKT Ha

MHOKap;la, HHCYJT, TpoMO03a Ha CTEHT WM ronsiMo KbpBeHe o TIMI) mexay rpynurte Ha 6-MecevHa

n 12-meceuna DAPT (HR: 1,15; 95% CI: 0,64-2,06 p=0,64). OCHOBHOTO 3aKJTHOMEHUE

Ha TOBA

npoy4sase ¢, ue 6-meceunata DAPT e He e mo-manko edexrurna ot 12-meceunara DAPT no

OTHOUWICHHE Ha PHCKaA OT HEAQOCTATBHYHOCT HA TAPIrCTEH ChA.

alleTHICATHLMWI0BA KUCERMHA Ciel ocTpa (a3a npr ACS e OLUEHEHO B ABE paHIOMH
CIIOHCOpPHPaHH OT U3CaeAoBarens npoy4uBanus (investigator-sponsored studies, ISS

TROPICAL-ACS ¢ naHHH 32 KIIMHHYEH PEe3YNTaT.
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KnavHuunara nosa, Koaro nokaspaTr no-mMouHuTe P2Y 1; pelienToOpHH HHXBOUTOPH, TUKArpenop u
npa3yrpei B TEXHUTE OCHOBHH MPOYYBaHH, € CBbpP3aHa CbC 3HAYHMO HaMalABaHe Ha
pEeLHANBHPALIHTE HCXEMHYHH CHOUTHA (BIJIIOUUTEIHO OCTPA M MoAoCTpa TpomOo3a Ha cTeHTa — ST,
mMuoKapaeH HHGapkT - MI U crielnHa pepackyaapusanus ). Benpexku ue HexeMruyHaTa noJsa e
nocnefoBaTe/iHa npe3 MbpBaTa roiiHa, No-roJIiMO HAMAJICHHE Ha UCXeMHUYHHUTe peurausn cuen ACS
e HabnoJaBaHO NMpe3 MBPBUATE AHHU CNel 3all0yBaHe Ha nedeHuneTo. ObpaTHo, nocnensauiuTe (post-
hoc) aHaTH3H NOKA3BaT CTATUCTHUYECKH 3HAUUMO YBEIHYEHHE HA PHCKA OT KbpPBEHE NPH MO-MOILUHHTE
P2Y 2 peuenTopHd HHXHOUTOPH, KOETO CE NMOABABA NPeJUMHO [10 BpeMe Ha Mo Ihpxailara ¢asa,
cnen mbpBus Mecew cnex ACS. TOPIC u TROPICAL-ACS ca npeaHasHaueHn Aa U3cnenBar Kak a
ce HaMaJAT ChOHTHATA HAa KbpBEHE, KaTo ¢e 3ana3i epuKacHOCTTA.

TOPIC (BpeMe Ha TpoMOOLIHTHA MHXHOMLIMS Clle]] OCTbP KOPOHApeH cuHApoM - Timing Of Platelet
Inhibition after acute Coronary syndrome)

Tosa panaoMH3HpaHo, OTKPUTO H3NWTBAHE BIUIHOURA NauuedTH ¢ ACS, kouTo ce Hyxaasat ot PCL
[MauuenTHTe Ha AUETWICATHLMIOBA KHCETHHA U Mo-MolueH P2Y ; 6nokep u 6e3 HexenaHo cvbuTHe B
paMKHTe Ha €XHH Mecell, ca OMH pasnpeleneHy 1a NpEMUHAT Ha PUKCHPaHH A03H
aleTHJICATULHIOBA KHCEIMHA TUTIOC KIIoNHAorpen (JeecKanupadia ABOHHA aHTHTPOMOOLIMTHA Tepanus
- de-escalated dual antiplatelet therapy, DAPT) uin Ja npoabaxKar CBOSTA IEKapCTBEHA CXEMa
(HennpomeHeHa DAPT).

AHanuzupasH ca oo 645 ot 646 naupentu ¢ STEMI unn NSTEMI, unu Hecrabunua crernokapaus
(neeckanupana DAPT (n=322); nenpomenena DAPT (n=323)). [IpocnensasaHe Ha mbpBaTa rofiuHa €
M3BbpLIEHO NpH 316 nauuentH (98,1%) B rpynara Ha geeckanypada DAPT u 318 naunenTn (98,5%)
B rpynara Ha HenpomeHeHa DAPT. Meananata Ha npocieasBaHe 3a ABeTe rpynu € 359 nHu.
XapaKkTepHCTHKHTE Ha H3ClieIBaHaTa KOXOpTa ¢a CXOHH B JABETE IPYIiH.

[I5pBUYHHMAT pe3yTaT, CbCTaRHA TOYKA OT ChPAEYHOCHAOBA CMBPT, UHCYNT, CNELHA
peBackysapu3auus H KbpBeHe 1o BARC (akaaeMuueH H3CIE10BATEIICKH KOHCOPLMYM IO KbPBEHE ~
Bleeding Academic Research Consortium) >2 Ha 1-Bara roausa ciaea ACS, e HacTsnun npu 43
nauventn (13,4%) B rpynara Ha aeeckanupada DAPT u 85 nauuentu (26,3%) B rpynara Ha
HenpoMeHeHa DAPT (p<0,01). Ta3u cTaTUCTHYECKH 3HAYHMA PA3JIHKA C€ ABJIXKH OCHOBHO Ha I10-
MaIKo chOHTHA Ha KbpBeHe, 6e3 1a ce HabmoaaBa pa3snuka NPy KpakHWTE TOYKH 38 HCXEMHA
(p=0,36), nokaro kbpBeHe no BARC>2 ce nabniogaBa no-paako B rpynara Ha aceckanupada DAPT
(4,0%) cnpamo 14,9% B rpynara Ha HenpoMmeHeHa DAPT (p<0,01). CoOuTua Ha KbpBEHE,
onpeaeneHy kato BCHukM cTeneHd no BARC, ce nadbmoaarar npu 30 nauuenTy (9,3%) B rpynara Ha
Jeeckanupada DAPT n 76 naunenTtu (23,5%) B rpynara Ha HenpoMedHeHa DAPT (p<0,01).

TROPICAL-ACS (M3cneasaHe Ha OTropopa KbM TPOMOOLMTHA HHXHOHLUMA NIPH XPOHHYHA
aHTUTpOMOOLMTHA Tepanus 3a OCTbP KOpOHAapeH CUHAPOM - Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

ToBa paHAOMMW3HPAHO, OTKPHTO M3NUTBAHE BKIIOYBA 2 610 nonoxuTenHu 3a buoMapkep NaluMeHTH ¢
ACS cnen ycnewna PCI. TTauveHTHTE ca paHAIOMH3MpaHH Ja nonyyasar npasyrpen 5 unu 10 mg/aex
(Hun 0-14) (n=1306), nam npasyrpen 5 uan 10 mg/aed ([uun 0-7), caen koeto ca peeckandpaHi Ha
kaonugorpen 75 mg/nen (dun 8-14) (n=1304), B kombunauus ¢ ACK (<100 mg/nen). Ha 14-us nex e
[IpOBEACHO H3CNeABaHe Ha TpoMOouuTHaTa pyHkuus (platelet function testing, PFT). [TaunenTure,
JIEKYBAHH CaMoO C Mpa3yrpen ca MpoABbIKHIN Ha npasyrpena B NpoAb/KeHHne Ha 11,5 mecena.

JleeckanupaHuTe nAUHEHTH ca OUIK NOAJIOKEHH HA BUCOKOUYBCTBHUTENEH TECT HA TPOMOOLKMTHA

peaktiBHocT (high platelet reactivity, HPR). Axo HPR e >46 eauunum, nauueHTure ca Ounu
ecKkaMpanu obparHo Ha npasyrpen 5 unu 10 mg/aeH 3a 11,5 mecena,; ako HPR e <46 eannuum,
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kbpeeHe no BARC >2 crened Ha 12 Mecelia) € H3MBIIHEHA, KOETO NOKa3Ba He MMO-Malka €pHKacHOCT.
TeBeraeceT u net naunedTH (7%) BB BoAEILATA I'pyna Ha Aeeckanauns U 118 naunentu (9%) B
KOHTpOJIHATa rpyna (p Ha HenHdepnopHocT = 0,0004) ca umanu cxOuTHe. Boaemara rpyna Ha
IeecKkanalms He € A0BeNa 10 NoBHlIeH KOMOMHUpAaH pHCK OT HCXeMUYHH chbuTHs (2,5% B rpynara Ha
Aeeckanauus cnpaMo 3,2% B KOHTpoAHaTa rpyna; p Ha HeuHgepuopHoct = 0,0113), Huro Ha
OCHOBHATa BTOpH4HA KpaiiHa To4ka kbpBeHe no BARC >2 crenen ((5%) B rpynara Ha aeeckananms
cnpaMo 6% B koHTposiHaTa rpyna (p=0,23)). KyMynaTtuBHaTa 4€CTOTa Ha CHOUTHS HA KbPBEHE OT
scuuky creneHd (xnac no BARC 1 1o 5) e 9% (114 ¢cu0utis) BbB BOACLIATA IPyNa Ha JeecKanalus,
cripsaMo 11% (137 cubuTid) B KOHTpOnHaTa rpyna (p=0,14).

[lenuaTpH4Ha NONyJail|s

Esponeiickara arenuus o nekapersara 0cBoO0XKAaBa OT 3ab/XKEHHETO 34 NPEeJOCTaBsHE Ha
pe3yATaTHTE OT NpoyuBaHuaTa ¢ xonuaorpe/ACK pbB BCHYKH NOArpyNH Ha NeanaTpHyHaTa
NOMyNALHA NPH JEUESHRETO HA KOPOHAPHA aTEPOCKICpo3a (BXK. TouKa 4.2 32 MHPoOpMaLusa OTHOCHO

ynorpeba B NeIHaTPHATA).

5.2 PapMaKOKHHETHYHH CBONCTBA
Knonngorpen:

AbcopObrus

Cien eAHOKPaTHO H MHOFOKPATHO MEPOPATTHO NMPHIIOKEHHUE HA A03H OT 75 mg AHEBHO, KIIONMHAOrPe
ce abcopOupa 6bp30. CpeaHuTe MAaKCHMAJHU N1a3MEHH HHBA HA HENMPOMEHEHH Konuaorpen
(npubnusutento 2,2-2,5 ng/ml cnen enHokparHa NepopanHa 103a oT 75 mg) HaCTbNBAT
npubnusnTenHo 45 MuHyTH ciea npueM. A6copbuusTa ¢ Hail-manko 50% BB3 OCHOBA Ha eKCKpeuHrsaTa
C ypuHaTa Ha MeTabOIUTUTE Ha KINOTUAOTPEl.

PaznpenencHne
Kironugorpen # OCHOBHUAT UHPKyJTHpaLy (HEaKTHBEH) META0OIHUT ce CBbpP3BaT OOPAaTHMO in Vitro ¢

YOBELIKHUTE M1a3MeHN NPOTeHHH (ChoTBeTHO 98% U 94%). In vifro, CBBP3BAHETO HE 3aBHCH OT
CTENEHTA HA HAaCULIAHE B WHPOK AHaNa30oH Ha KOHLIEHTpaluaTa.

buotpanchopmanus
Kionuaorpen eKCTeH3NBHO ce MeTabonnsupa B YyepHus apoeb. /n vitro v in vivo xnonuaorpen ce

MeTaboIH3upa N0 ABa OCHOBHH METAOONHTHH ITbTA: €AMH, OCBILECTBABAH OT €CTEPa3y U BOJEI A0
XHApOJIM3a i NMOJTy4aBaHe Ha HEAKTUBHM AepUBATH Ha xapbokcunosata kucenuna (85% or
LUHPKYJIHpaluMTe MeTaboIuTH), U ApPYT, OCBUIECTBABAH OT MHOMKECTBO LMTOXpoMH P450.
Knonuaorpen mepeo ce MeTaboNIH3Hpa A0 2-0KCO-KJIONMUIOTPeN MEXAUHEH METaDONHUT.
[TocneapawivaT MeTabonU3bM Ha MEXINHHUSA MeTabONUT 2-0KCO-KNONMHAOrPEN BOAH 10 00pasyBaHe
Ha aKTHBHUA MeTaboNUT, THONIOB JepUBaT Ha KJ1oNuaorper. AKTUBHUAT MeTabouT ce obpasysa
npeaumHo ot CYP2CI19 ¢ yyacTdero Ha Hakoako Apyrd CYP enznmu, Brmountenio CYP1A2,
CYP2B6 u1 CYP3A4. AKTUBHHMAT THONOB MeTabOIUT, KOUTO € H30JUpaH in vifro, ce cBbp3Ba Obp30 U
HeoOGpaTHMO KbM TPOMOOLIMTHUTE pPeLiEnTOPH, KoeTo HHXUOUpa TpoMOOLIUTHATE arperaLus.

Cumax Ha aKTHBHUA MeTabONUT € n1Ba MbTH NO-BUCOKA ClIEA €XHOKpAaTHA HaToBapBalita f103a oT 300 mg
KJIONMHAOrpell, OTKOJKOTO CAeH NPHIaraHe Ha noAAbpXKallia A03a 0T 75 mg 3a YeTHPH AHH. Crax CE
aoctura npubnusutento 30 no 60 MUHYTH Clie MpHIaraHe.

EnMMHHHpaHE
Cen nepopajHo nNpunoxeHue Ha mapkupan ¢ C'* knonugorpen npu xopa npubmusurtento 50% ce

eKCKpeTHpa B ypHHata U okono 46% upes dexanuure 3a 120 yacos unTepsan cien npuema. Crnen

CIHOKPaATHO H MHOTOKPATHO NpHAaraHc.

@apMaKoreHEeTHKA
CYP2C19 yyacta B 00pa3yBaHeTO KakTo Ha aKTUBHHA METabOJIUT, TAKa H HA MEXAH
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2-okco-knonugorpen. GapMakokMHETHKATa U aHTATPOMOOTHHHUTE €PEeKTH HAa AKTHBHUA MeTabONUT
Ha KIOMUAOIPEeS, H3AMEPEHH Upe3 ex Vivo aHalKu3 Ha TpOMOOLIMTHATA arperaiys, ce pa3jin4aBar B
3agucuMoct ot CYP2C19 renoruna.

CYP2C19*1 anenbT CHOTBETCTBA HA LUANOCTEH (QyHKIUMOHANeH MeTabonu3bsM, aokaro CYP2C19*2
CYP2C19*3 anenute cboTBETCTBAT Ha HedyHKUHOHANeH MeTabomusbM. CYP2C19*2 u CYP2C19*3
anenuTe ca OTFOBOPHU 3a MO-roJSMaTa YacT OT HaMajeHaTa PyHKuus npyu cnabure Merabonusaropu
ot Oanara (85%) u a3uarckara (99%) paca. [Apyru anenu, CBbp3aHu ¢ JHUNCBALL HIH HaMaJleH
MeTabONN3bM, ca ro-Manko yect H smousat CYP2C19*4, *5, *6,*7 u *8. [1auueHT cbC cTATYC Ha
cnab merabonusarop, Le NpHUTEXKara 1Ba afnena, OTrOBOPHH 3a 3ary0ba Ha QyHKLUSA, KaKTO €
onpeaeneHo no-rope. [1ly6nukysanute yectoty 3a cnabure CYP2C19 merabonusupallli reHOTHIIOBE
ca npuOausutenHo 2% 3a Oanara paca, 4% 3a yepHarta paca 4 14% 3a kuraiiuure. CbiueCTBYBaT
TectoBe 3a onpeaendie Ha CYP2C19 resorrna Ha nauuMeHTa.

KpseTocano npoyusane nipu 40 3apasu n1odposoniy, no 10 uB Beska o1 wetupute CYP2CI9
MeTaboau3npally rpynd (kpaiHo ObP3H, eKCTEeH3UBHH, MEXKARHHHA M €nabu MeTaboIn3aTopH)
oueHsaBa GapMaKOKHHETHKATa H aHTHarperaHTHHTE OTroBOpH npH a03a oT 300 mg, nocnensana ot 75
mg/aueBHo U 600 mg, nocnenrana ot 150 mg/anesHo, BCAKa 3a 0010 5 AHH (CTALMOHAPHO
ceeTosHHe). He ca HabmonaBany ChlIeCTBEHH Pa3IMKY B €KCIIO3HIMATA HA aKTHBHUS META0O0NUT H
cpensoTo nHxubupate Ha TpomboLMTHaTa arperauus (IPA) mexay kpafiHo Obp3uTE, EKCTCH3YBHHTE
B MEXAuHHITE MeTabonusatopu. [Ipu cnabure MeTaboNU3ATOPH, EKCIOZHLUATA HA aKTHBHUA
MeTabonuT € HamaseHa ¢ 63-71% B cpaBHEHHE ¢ eKCTEH3UBHUTE MeTabonusaTopu. Clex cxema Ha
npuinarade 300 mg/75 mg, anTHarperaHTHUTE OTTOBOPH Ca NOHWKEHH NpH cnabute Merabonnsaropu
cbe cpeano IPA (5 uM ADP) ot 24% (24 yaca) u 37% (neH 5) B cpasHenue ¢ IPA ot 39% (24 vaca) u
58% (1en 5) npH ekCcTeH3HBHUTE MeTabonnsatopu 1 37% (24 yaca) H 60% (aeH 5) npH MeXAHHHHTE
meTabonu3aropu. Koraro ciabure merabonusatopn npHemar no cxema 600 mg/150 mg,
eKCNO3MLMATA Ha AKTHBHHA MeTabOoJIUT € mo-rofsaMa, OTKonkoTo npu cxemara 300 mg/75 mg. B
aomsnHeHye, IPA e 32% (24 uac) u 61% (aeH 5), cTOHHOCTH, NO-rONIEMH OTKONKOTO NpPH clabute
MeTa0onH3aTopy, nomy4asaiy no cxema 300 mg/75 mg u cxoauu Ha Te3u npy apyrute CYP2CI19
MeTabonu3Mpalld rpyiin, moxyyasaiu no cxema 300 mg/75 mg. [Hoaxoaaua cxema Ha npunaraHe
MPH Tasz® NMONYJIALAs NALHEHTH BCE OlLE HE € ONpPEJENeHa B H3MUTBAHHA 32 KIIHHHYHH PE3YJITATH.

B choTBETCTBHE C FTOPHHUTE PE3yATaTH, MPH META-aHANHW3, BKIKOYBALY 6 NpOyUYBaHHA BbpPXY 335
MalHeHTH, IEKYBaHH ¢ KJIONUAOTPEN B CTAHHOHAPHO CECTOSHHE, € NTOKA3aHO, Y€ EKCIO3HUNATA Ha
aKTHBHHUA METa0ONHUT e NoHHkKeHa ¢ 28% 3a MexkIHHHHTE MeTabonu3aTopu H 72% 3a cnabute
meTaboMHU3aTOPH, AoKaTo HHXubKUpaHeTo Ha TpoMboukTHaTta arperauus (5 UM ADP) e noHuxeHo ¢
pazanky B IPA ot 5,9% u 21,4% cpoTBeTHO, B CPaBHEHHE C EKCTEH3UBHUTE METADOIN3ATOPA.

Bnusannero Ha CYP2C19 reHoTtuna BbpXy KIHHHYHUA U3X0J NPH NAUUEHTH, JIEKYBAHH C
KIOMHAOMPEN, HE € OLIEHABaHO B NPOCNEKTHBHH, PAHAOMU3UPAHH, KOHTPOJHPAHU H3NHWTBAHUA.
CobuiecrByBat obaue peania peTpOCNeKTUBHY aHATH3H 334 OLEHKA Ha TO3W €EeKT NPH MaluUEHTH,
JIeKyBaHH ¢ KIONKHAOrpen, 3a KouTo uma pesyntaru 3a resotuna: CURE (n=2721), CHARISMA
(n=2428), CLARITY-TIMI 28 (n=227), TRITON-TIMI 38 (n=1477), u ACTIVE-A (n=601), kakto U
u3eecTeH Opoii NyO0AHKyBaHH KOXOPTHH APOY4BaHUA.

B TRITON-TIMI 38 u 3 ot koxoptaHuTe npoyusanus (Collet, Sibbing, Giustl) kombuHMpaHaTa rpyna
NaLy¥EHTH ¢ MeXAHHEH WK csiab MeTaboan3upalll CraTyc ca MMalii MO-BHCOKA Y€CTOTA HAa ChpAECYHO-
CbIOBH MHIUAEHTH (CMBPT, MEOKapAeH HH}APKT U HHCYAT) UNud TpomMDO3a Ha CTEHTA, B CpaBHEHHE C
eKCTEH3HUBHIUTE METabONH3ATODH.

B CHARISMA u eano KOXOpPTHO npoyuBaHe (Simon) NOBHILIEHA Y€CTOTa HA HHLIMOEHTH €
HabnioaaBaxka caMo npH cnabute MeTabonu3aToOpH B CpaBHEHHUE C eKCTEHIUBHUTE MeTaboNH3aTopu, .

B CURE, CLARITY, ACTIVE-A u eaHo oT koxopTHuTe TipoyyuBanus (Trenk) He € Habn
[IOBYILIEHA YeCTOTA HAa UHLUKJIEHTHTE Bb3 OCHOBA Ha CTaTyca Ha merabonu3aropa.

HuTo equH OT Te€3H aHANM3HU He € ¢ J0CTAThHEH Opoit NalHEHTH, 3a Aa OTKPUAT pa3iiukK
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cnabute MeTaboIH3aTOPHU.

CroenHaiHy NONyJIaluuu
dapMaKOKHHETHKATA HA AKTHBHHUS META0O0JUT Ha KJIOMUAOIPENl HE € H3BECTHA NPHU T€3H CNELHaIHH

MOy JIALIHAH.

bsOpeyHo HapyLIEHHE
Cnen MHOTOKpaTHO npuaarade Ha A03H OT 75 mg KIOMUAOrpeN AHEBHO NPH NaLHEHTH € TEXKA

6bOpe4Ha HeJOCTaThYHOCT (KPeaTHHHHOR KIHPBHC Mexay 5 u 15 ml/min), unxubupanero Ha AI1D-
WHAYLHpaHaTa TPOMOOLMTHA arperauus € no-HUcko (25%), 0TKONKOTO HabMOAAaBaHOTO NPHU 3ApaBy

HHAWBHUIH, BBIIPCKH TOBA, Y IBILKABAHCTO HA BPCMETO HA KbPBCHC € CXOAHO C TORA, HaAOMONABAHO [MpH

3[paBU MHHAMBHAH, NpUeMally 75 mg knonuaorpen AHeBHO. OCBEH TOBA, NIPH BCHUKH MALUEHTH,
KNMHHYHATA NOHOCHMOCT € Ouna noopa.

YepHoapoOHO HapYIIEHHE
Cnen MHOTOKPaTHO NpUjiarale Ha 03a ot 75 mg Knonuaorpen JHeBHO B NpoAbkeHue Ha 10 gHH

[PH MALHEHTH C TEXKO YepHoApoOHO HapyiueHne, hHxuOupaHeTo Ha AJ[D—-uHayuMpaHarTa
TpoMOOLIMTHA arperauus € CXOAHO ¢ TOBa, Habn0JaRaHO MPYU 3ApaBH HHAMBHAH. Y AbXKABaHETO Ha
CPEeIHOTO BPEME Ha KbPBEHE CBLIO € CXOAHO B IBETE MPYIH.

Paca

IMpeobnanasanero Ha anenure Ha CYP2C19, onpeaensmu MexanHe U cnab CYP2C19 mMerabonnibm

Ce pa3/IMuaBar B 3aBUCHMOCT OT pacaTa/eTHoca (Bx. Dapmakorederska). HanuuHu ca orpaHuueHy
JaHHK OT JIMTEPATYpaTa 3a a3HaTCKHTE MONYyNaUHH 33 OLCHABAHE HA KIIMHUYHATA 3HAUUMOCT Ha TOBa
CYP reHoTHIIH3HpaHe NO OTHOLIEHHE Ha H3X0JAa OT KIMHUHHHATE HHUMACHTH.

Aneruncanuunnosa kucennHa (ACK):

Abcopbuus

Cnen abcopbuns, ACK ot xonuaorpes/ACK ce xuaponu3upa 0 CalTuLHIoBa KUCeJMHA C THKOBU
IUIa3MeHH HHBA Ha CAJIHLIMIIOBA KHCENIMHA, JOCTHIHATH B pAMKUTE Ha | yac cnea npunaraHe, Taka ve
riasMeHuTe HuBa Ha ACK ca npakTHuecku HeonpeaeauMH 1,5-3 daca cnej npunarase.

Pasnpenenenue

ACK ce ¢Bbp3Ba cnabo ¢ mnasMeHHTE NPOTEHHHU H NPHBUAHUAT 1 00eM Ha pasnpee/ieHUE € HUCHK
(10 1). Heitupar MeTabonMT, CanuUMNOBa KHCETHHA, CE CBbP3BA BbB BUCOKA CTEIEH C IJITA3MEHUTE
IPOTEHHH, HO HEHHOTO CBbp3BaHe 32aBUCH OT KOHLIEHTpAuUATa (HeauHeino). [Ipy HUCkH
konueHTpauuH (<100 Mukporpama/ml), npubauzurentHo 90% ot catuUMNOBaTa KHCEIHHA CE CBbP3Ba
¢ anbymuHa. CanrMuuiIoBaTa KHCEIMHA C€ pa3Npeaens WHPOKO BbB BCHYKH TbKAHU H TENECHH
TEYHOCTH, BKJIIOUHTENHO LIECHTPAIHATA HEPBHA CUCTEMA, KbpMaTa H QETaNHUTE ThKaHHU.

buoTtpanchopmalnsg ¥ enUMHUHHpaHe
ACK B xnonnporpet/ ACK ce xuaponusupa 6bp30 B ni1azmara 10 CaNHUKIOBA KHCEHHA, €
nonyxusot o1 0,3 10 0,4 yaca 3a no3ure ACK ot 75 no 100 mg. Canuuunosara KMcenuHa ce
KOHIOrHpa NPeJIUMHO B YepHHa Apod noa ¢gopMa Ha CanuLMI-ypaTHa KUCENHHA, (PEeHONOB
TAOKYPOHRUI, ALETHA ITIIOKYPOHHA K ronaM Opoit BTopocTeneHHU MeTabonuTy. Canduunosara
KHceNnHHAa B komOnHauuata kionuaorpen/ACK umMa ninasMeH noayXHBoT npuOIIM3HTENHO 2 yaca.
MeTabonu3MbT Ha CATMLUIATUTE € C HAaCHILAHE U ODLMAT TENECEH KIHPBHC HaMangaBa npu no-
BHCOKH CCPYMHH KOHLIEHTPALIMMA NOPagH OrpaHH4Y€Harta cnocobOHOCT Ha YepHus apob na obpasysa
CaAMLUJI-ypaTHa KUCEIUHA M peHoNnoB rnwkypodui. Crnen npueM Ha TokcHuHR 203M (10-20 g),
IJIa3MEHHUAT NMONYKHBOT MOXKE 3 ¢e yYBeauuu o Haja 20 yaca. I1pu Bucoku no3u Ha ACK,
eJITMMUHUPaHETO HA CaNULIMIOBATa KUCEIHHA CNEABA KUHETHKA OT HYJIEB NOPAObK (T.€. CKOpPOC
eJJMMUHHpaHe € KOHCTaHTa M0 OTHOWIEHHUE Ha NJ1a3MEHATA KOHLEHTPaLMA }, ¢ MPUBHAEH MO
MM MoBeve yaca. brOpeynara ekckpelds Ha HENPOMEHEHOTO AKTUBHO BELIESCTBO 3aBUCH
ypuHaTta. [1pn noByiuraBane Ha pH Ha ypunaTta Hag 6,5, 0bOpeHHUaT KIMpbHC Ha ¢B0O0OA
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kucenuHa, 10% denon- n 5% auun-raoKypoHHAd Ha calMIMNOBaTa KUCETTHHA.

B13 ocHOBa Ha (PAPMAKOKMHETHHUHHTE ¥ MeTaOOIUTHUTE XapakTEPUCTHKY HA ABATA KOMIIOHEHTA,
KJIHHMYHO 3HAa4HMH PapMaKOKHHETHYHH B3aHMOJCHCTBHSA Ca MANIKO BEPOATHH.

5.3 JlpenknnHHYHH ZaHHH 32 6e3onmacHOCT

Knonuporpen

[To BpeMe Ha NPEAKIMHHYHKUTE NIPOYYBAHHSA NPH IUTbXOBE U MaMyHH, Hai-4ecTo HabMoNaBaHHTE
edekTH ca yepHOApOOHH MpoMeHH. Te ce NpoABABAT NPU A03H, HALBUIIABAIIY HAN-MAIKO 25 ThTH
EKCIO3HLIMATA [IPH X0pa, IPHEMaLll{ TepaneBTHYHA 032 OT 75 mg/AHEBHO H ca pe3ynTar Ha eekT
BbPXY uepHoapoOHHTe MeTabonr3upainu eH3uMu. He e HabmogaBan eekT BbpXy YEpHOAPOOHHTE
MeTa00MH3upallli €H3HMH MIPU X0pa, NPHEMALIH KIONHAOTPEN B TEpPaneBTHYHA N034.

[Tpy MHOTO BHCOKH AO3H OTHOBO [PH IUTBXOBE K MaliMyHH € YCTaHOBEHA ¥ HapylleHa CTOMalllHa
[TOHOCHMOCT (TaCTPHT, CTOMALIHH €pO3HH WWIH MMOBpPBILAHE).

Hama gaHnH 3a KapLupHOreHeH e(peKT NpH Npujiarade Ha KIONMAOTpel B NpOAbI)KEHHE Ha 78
CeIMHLIM NPY MUIIKK K 104 ceAMULIK APH MIBXOBE B 103 Ac 77 mg/kg aneBHO (HaJBMINABALLM Ha-
MaJIKO 25 MbTH €KCNO3ULIMATA NPH XOpa, NpUEMAILLK TepaneBTHYHATa J03a OT 75 mg AHEBHO).

Penuna in vitro v in vivo npoy4BaHns 3a NreHOTOKCHUHOCT NOKA3BAaT, Y€ KIOMHAOIPEs] HAMA
FreHOTOKCHYHA aKTHBHOCT.

Knonuporpen He Bivse BEPXY PEPTHINTETA HA MBXKKH U XKEHCKH MITbXOBE 4 HAMA TEpPaTOreHeH
edekT npy MIBLX0BE U 3aituu. Korato ce npunara npy JakTHpaly NUIbXOBE, KIONHAOTpeN
npeansBrUKBa ciabo 3a0aBsiHe HA pa3BATHETO Ha nokoneHuero. Cnennduyay GpapMakoOKUHETHUHH
MPOy4BaHHsA, NPOBEAEHH C MAPKHPAH KIOMUIOTPEN MOKA3BAT, Y€ H3IXOJHOTO ChEAUHEHHE HIH
HEeroBUTE METAbOMUTH C€ EKCKPETHPAT B MASKOTO, CIEA0OBATENHO NpaxK (C1aba TOKCHYROCT) NITH
kocBeH edexT (1eK0 BKYCOBO YCELIaHEe) HE MOXKE 1a Ce H3KJTKOYH.

ALETHICANIHIIUIOBA KHCENIHHA

[IpoyuBaHus ¢ eAHOKpaTHA A03a [IOKA3RAT, 4e nepopajiHaTa TokcHuHoCcT Ha ACK e Hucka.
[TpoyuBaHHs 3a TOKCHYHOCT ITPX MHOFOKPATHO MpHJaraHe nokasear, ye HuBa 10 200 mg/kg/aHeBHO
ca ¢ 10o0pa NOHOCUMOCT NpPH IJIbXOBE; OKa3Ba CE, Y€ Ky4eTara ¢a mo-4yBCTBHUTENHH, BEPOATHO Nopaiu
BHCOKATA HM YYBCTBHTENHOCT cnpAMo yileporeHHus edext Ha HCIIBC. 3a ACK ue ca otkputH
NaHHK, D0Ka3Ballld NFeHOTOKCHYHOCT HWJIH KNAaCTOTeHHOCT. BhbapekH ve He ca NpoBeXJaHu OPHIHAIHH
npoyusaHud 3a KapiuHorenHoct ¢ ACK, nokazano e, ue ACK nHe cniomara 3a obpa3yBaHeTo Ha

TYMOpPH.

HaHuuTe 3a penpoAyKTHBHA TOKCHYHOCT noka3eart, ye ACK e TepaToreHHa npH HAKOH J1aboparopiu
>KHBOTHH.

VCTaHOBEHO €, Y€ NPH XXUBOTHH MpHJIaraHeTo Ha KHXUOUTOPH Ha NpOCTariaHAMHOBATa CUHTE3a BOAH
N0 NOBUUIEHA MNpe- H NOCTHMIIAHTallHOHHA 3aryba u embpuo-derana cMBEpTHOCT. B ionbaHeHue,
UMa ChOOLLeHHA 33 NOBHLIEHA YeCTOTa Ha pa3sAuYH{ MAT(POPMALHH, BKIIOUYHUTENHO
KApAHOBACKYJIAPHH, NPU XKUBOTHH, IPUEMANTH HHXNONTOPH Ha NpoCTarjaliMHOBaTa CHHTE3a N0

BpeMeE Ha NEepHOAa Ha OpraHoreHesa.

6. DAPMAINEBTUYHH JAHHHN
6.1 Chnucbk BA NOMOU{HHTE BelleCTBA

3a knonudozpen mabiemxu.

Hopo
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Makporon 6000

MHUKpOKpHCTANIHA LEeTyJ103a
[TpexxenaTHHM3NPAHO HULLIECTE
PacTHTenHO Maciao, XUAPOTeHHPAHO
bessoaHa naktosa

Obsusxa

JlakTo3a MOHOXHAPAT
XuanpoMmenosa

TuranoB guokcua (E171)
TpuraueTuH

XKeneszeH okcua, yepseH (E172)
Makporon

3a ayemuwicaruyuI08a Kuceauna mabiemru;

Anpo:

[TpexxenaTHHU3UPAHO HULLECTE

MHUKPOKPUCTATHA LETY 1034

(ObBHBKa:

XAnpomenosa

Tiranos avokcug (E171)

Makporomn

Kenamunoea xancyna

KenaTtnn

TutanoB anokcua (E171)

6.2 HecnBMeCTHMOCTH

HenpunoxuMmo.

6.3 Cpox Ha roaHocr

3 TOOUHH.

6.4 Chnenpajnu ycJI0BHA Ha ChbXpaHEHHE

Jla ce cpxpanasa noa 30°C.

6.5 BuaHchabPKAHHE HA ONIAKOBKATA

[TnakExc KoM6u TRBpAH Kancynu

Bnucrepu ot PVC/PVDC/PVC/AI B kapTOHEeHa KyTHA, ChAbpkatiid 30 TBbpAH KarcyJu.
6.6 CroennajHH IPEANA3HA MEPKH NPH UIXBLPJIAHE
HeH3ion3Bak AT NeKapCTBEH MPOAYKT WIH OTaRbYHUTE MaTepHalii oT Hero TpadBa Ja ce M3XBbpisiT

B ChOTBETCTBHE C MCCTHHUTEC U3HCKBaHHUA.

7. INPUTEXATEJ HA PAZPELLIEHHUETO 3A YIIOTPEBA

“Yaiikadapma Bucoxokauecrsennte Jlekapcrsa” A/l
oyn. “I". M. IumuTtpoB” Ne 1,
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rp. Codus 1172, bparapus
Ten.: 02/ 962 54 54

e-mail: info@tchaikapharma.com

8. HOMEPA HA PAZPEHIEHHETO 3A YIIOTPEBA

Per. Ne: 20190219

9. JATA HA ITBPBO PAZPEILABAHE/TIOJHOBSIBAHE HA PASPEHLIEHHUETO 3A
YIIOTPEBA

Jlata na mepBo pazpewaeane: 08.10.2019

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

ABryct, 2026
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