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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Clopidogrel ratiopharm GmbH 75 mg ¢punmupanu Tadnetku

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Besika ¢pmnMupana tabaeTka chabpika 75 mg kmonumorpen (clopidogrel) (karo 6e3unar).

IToMonTHM BemiecTBa C N3BECTHO JCHCTBHUE:
Bcesika punmupana tabnerka crabpka 3,80 mg XUAPOreHUPAHO PUITTHOBO MACTIO.

3a IBJIHUA CHUCHK Ha IIOMOIIHUTE BEIECTBA BIKTE TO4YKa 6.1,

3.  JIEKAPCTBEHA ®OPMA &Q
O
Odunmupana Tadnerka $

Benu o moutu 0eu, MO3acuHU, KPBIJIU M JBOMHOM3IbKHAIN (DUIMUAPAHU Ta6né&.

Z
N
4. KJVHUYHH JAHHU Q

N

4.1 TepaneBTUYHM MOKA3AHMSA %)
o

Kitonmporpen e nokasaH 1mpu Bb3pacTHU 3a BTOPUYHO npe@aHe OT aTepOTPOMOOTHYHH
WHIUACHTH TpU: o

. Bb3pacTHu nanueHT ¢ aHaMHe3a 3a MHOKE@ nuHGapKT (0T HAKOJIKO AHH 10 35 IHK),
HUCXEMUYCH HHCYNT (OT 7-MUSI ICH 10 6-T¢§ ecell) WK yCTaHOBEHO Hepu)epHO
apTepuaiiHoO 3a00JIsBaHe. Q)

. Bb3pacTHu MalueHTH ¢ OCThP K(@HﬁpeH CHUH/IPOM:

- OcTbp KOpOHapeH cuHApokOe3 eneBanys Ha ST -cerMeHTa (HecTaOMIIHA CTEHOKAP/IMS MK
MUOKapJieH HH(YAPKT \éﬁ Q-310e11), BKIIOYUTEIHO MAIIMCHTH Ha KOUTO € TTOCTaBEH CTCHT
clieql IepKyTaHHa @k apHa MHTEPBEHIM, B KOMOMHAIUS C alleTUIICATHIINIOBA KUCEIHA
(ACK). é‘

- OcTbp MHOK QHHq)apKT ¢ eneBanus Ha ST-cermenTa, B komOuHaiusa ¢ ACK npu
MeﬂHKaMe&o JIEKyBaHH MAIIUSHTH, TIOAXOIAIIHN 32 TPOMOOIUTHYHA TEPAITHSL.

3a HOHLHHHTGH&&IQ)OPMEUH/IH BIDKTE TOuka 5.1.

4.2 I[()(:SQ%)BKa ¥ HAYMH HA NPUJIOKEHHe

A%@EI@
L B’beaCTHI/I " CTap4eCKa Bb3pacT

Knonmmorpen TpsioBa 11a ce mpriiara Kato eJUHIYHA THEBHA J103a OT 75 mg.

[Ipu nauyeHTH ¢ OCTHP KOPOHAPEH CUHAPOM:

- OcTbp KOpoHapeH cuHApoM Oe3 eneBanus Ha ST -cerMeHTa (HecTaOMIIHA CTCHOKAP NS HITH
MHUOKapzeH nHpapkT 0e3 Q-3p0e1): T1eueHNeTo ¢ KIONUAOorpes TpsOBa Aa 3al0YHE C SAMHUYHA
HaToBapBamia mo3a ot 300 mg, cires KOEeTo MPOIBIDKaBa ChC 75 MQ BeTHBXK THEBHO (C
anetwicanuumiona kucenuna (ACK) 75 mg - 325 mg nueBHo). Thil KaTO MO-BUCOKUTE 103H HA
ACK ce cBpp3BaT C IOBUILIEH PUCK OT KbPBEHE, ce npenopbuBa go3ara Ha ACK na He
npesumasa 100 mg. OnTuManHaTa NpoAbIKUTETHOCT Ha JICUSHUETO He € OQUIHATHO
ycraHoBeHa. JlaHHUTE OT KIMHWYHH U3MUTBaHU ca B MOJIKpera Ha yrnorpebaTa Ha



KJIonuaorpen 10 12 Meceria, kKaTo MakcuMaieH eekT ce HaOo1aBa Ha 3-us Mecell (Bx.
Touka 5.1).

- OcTtbp MUOKap/eH HHAPKT ¢ eneBarms Ha ST-cermMeHTa: KIonuaorpen Tpsaosa aa Obe
IpuIarad KaTo eHOKpaTHA JHEBHA /1032 OT 75 mg KaTo ce 3a1o4Ba ¢ HaTOBapBaIla 103a OT
300 mg B xomOuHarusa ¢ ACK u ¢/6e3 TpoMOonuTUIM. 3a MAlMEHTH HA Bb3PACT Hal 75 roIuHU
KJIOMUOrpes TpAOBa Ja ce 3armouHe 0e3 HaToBapBama fo3a. KomOuHupaHo neyenue tpsiOBa na
ce 3armoyHe Bhb3MOXKHO Hal-paHo clie]l HA4aJloTO Ha CUMIITOMHUTE U Jia O'bJie TIPOJIBIDKEHO TIOHE
3a yetupu ceamuiy. [lonzara ot komOuHUpaneTo Ha kionuorpen ¢ ACK 3a nmoBede ot ueTupu
CeIMHMIM He e Ouita mpoyyYBaHa IpH TOBa MOKazaHue (BXK. Touka 5.1).

AKo e mporrycHaTta J03a:
- B pamxuTte Ha mo-manko ot 12 yaca cien peJoBHO ONPENEICHOTO BpeMe: naunemv@{

Tpsi0Ba 1a pHeMaT 103aTa He3abaBHO M IIOCIE Ja PUeMaT CIIe/BallaTa 103a B pefiBHO
OTIPEICIIEHOTO BPEME. ‘Q

- Ilpn noseve or 12 yaca: nanuenTuTe TpsAOBa Ja MpUEMaTt CieBalaTa 1032, § PCIOBHO
OIIpeeNICHOTO BpeMe U He TpsIOBa Ja yABOsIBAT A03aTa. *

o [eaunaTpuvna momymamus Q;b
Krormumorpen He TpsiOBa ja ce mpuiiara nmpu Jena nopamu cso6pa>1<e3@pTH00Ho
edpukacHocTTa (BX. ToUka 5.1). \2\

%

. brOpedno yBpexnane
TepaneBTUIHHST OITUT € OTPaHUYEH IPH MAUEeHTH ¢ OB0 zio yBpexmIane (BxK
Touka 4.4) Q

)
&
. UepHOapoOHO yBpEKIaHE Q
TepaneBTUYHUSAT ONMUT € OTPAHMYEH MPHU TaIl e@m C YMEPEHO H3Pa3eHO YepPHOAPOOHO
3a0ossBaHe, MPU KOUTO MOXKE J]a UMa XCMO&%’IHB, nuatesa (Bx Touka 4.4).
S
Hauwnn Ha mpunoxeHne (b
3a mepopaiHo MPUIIOKEHNE. Q)
Moxe na ce mpuiara cbC Win 6e3 xpaﬂaz\

4.3 IIpoTuBomoka3aHus é

o CBpBbX4yBCTBHUTENH M aKTUBHOTO BEIECTBO WM KbM HSIKOE OT IIOMOITHUTE
BEIECTBA, H36p(@ B Touka 2 WM B Touka 6.1.

. Texko uepHo, HO yBpeXIaHe.
o AKTHBHO T OTUYHO KbpPBEHE KaTO MENTHYHA S3Ba WX HHTPAKpPaHUATHA XeMOPArusl.

4.4 Cneu@‘fm npeaynpexIeHusi U npeana3sHd MepKH MpH ynorpeda

Kwvpse XemMamono2uyHy HapyueHus

II PHCK OT KbPBEHE U X€MaTOJIOTUYHH HEXXEJIaHU JICKapCTBEHU peaKliy, BeJHara TpsiOBa 1a ce
B3eMe MpeIBU ONPEISNITHETO HAa KpbBHATA KapTUHA /WU APYTH MOAXOASIIH U3CIEIBAHNUS, B CIIydai
Ha M0sIBa Ha KIIMHUYHHU CUMIITOMH, HACOYBALIX KbM KbPBEHE II0 BpeMe Ha JIeueHHETo (BX. Touka 4.8).
ITomo6HO Ha APyTH aHTUTPOMOOTHYHHU CPEJCTBA, KIOMUAOTpeN TPsOBa a ce mpujlara C BHUMaHHe
MIPH MAIUEHTH, KOUTO MOXKE J]a ca M3JI0KEHH Ha OMACHOCT OT YCHJIEHO KbPBEHE TIOpaar TPaBMa,
XUPYPruvHa MHTEPBEHIIMS WM IPYTU MaTOJOTMYHHU ChbCTOSHUS U NP MalueHTH, jekyBanu ¢ ACK,
xermapuH, rimokonpotend [Ib/I1la uHXUOUTOPH WM HECTEPOUHN TIPOTHBOBB3MAIUTEIHH JIEKapCTBA
(HCTIBJI), BrmrountenHo COX-2 MHXUOUTOPH, WITU CEIEKTUBHU HHXUOUTOPH HA OOPaTHOTO
3axBaiade Ha ceporoHnHa (SSRIs), wim apyru nekapcTBEHH MPOAYKTH, CBBP3aHU C PHCK OT KbPBEHE,
KaTo neHTOKcupuiuH (BX. Touka 4.5). [Tanunentute TpssOBa 1a ObIAaT BHUMATEIHO HAOIOaBaHH 3
MPU3HAIM Ha KBPBEHE, BKIIIOYUTEIHO U OKYJITHO KbPBEHE, OCOOCHO Mpe3 IIbPBUTE CEAMUIIA HA
JICYCHUETO W/WIIH CJie] MHBAa3UBHH KapANOJIOTHYHM NPOLEAYpU MU XUpyprus. ExHoBpeMeHHOTO



NPUIIOKEHUE Ha KITOMUAOTPEN ¢ IepOpalTHA aHTUKOAryJIaHTH HE ce PENophYBa, Thil KATO MOXE J1a
YBEJIMYH WHTEH3WBHOCTTA HA KbPBEHE (BXK. TOUKa 4.5).

AKO NaIMeHTHT MOAJICKU Ha IJIaHOBA OTICpalls U aHTUATPETaHTHUAT €(PeKT € BPEMEHHO HEXEIIaH,
KJIOTU0TPET TPsIOBa [la ce cupe 7 THU NMpean XUupyprudHata uHrepBeHys. [lanmentrure TpsoBa na
UHQOPMUPAT JIeKapuTe U 3b00JICKapUTe, Ue MpreMaT KIOMUI0rpel Mpei HacCpOYBaHe Ha XUPYPrudHa
MaHUITYJIalKs U IPEAU MPUEMAHETO Ha HOB JIEKapCTBEH NMpoAyKT. Kionuaorpen yabikaBa BpeMeTo
Ha KbPBEHE U TpsIOBa 1a ce mpuiiara ¢ BHUMaHWE MIPH MAIMEHTH, KOUTO UMAT HAPYIIEHHUs, ChC
CKJIOHHOCT KbM KBPBEHE (CIIEITHAITHO CTOMAIITHO-YPEBHU U BHTPECOTHH).

[NanuenTure TpsiOBa 1a ObAAT YBEIOMEHH, Ye BPEMETO 3a CIIMPaHe HA KbPBEHETO € T0-
NPOJIBIDKUTEIHO OT OOUYAHOTO MPH JICYSHHE C KIOMUIOTPEN (CAMOCTOSITETHO WIIM B KOMOHHAIIHSL C
ACK), a Te ot cBOs cTpaHa TpsOBa Aa HHPOPMHUPAT CBOS JIEKap 3a BCSIKO HEOOWYaltHO KbpBEHE b
(Jroxanu3anys WM NPOABIKUTETHOCT). %)

Q
Tpombomuuna mpoboyumonenuuna nypnypa (TTI1) O&
Cayvaun Ha TpoMOOTHYHA TpoMOouuTonennyHa mypmypa (TTII) ca noknaaBanu MHO@I{KO cien
yroTpeba Ha KIOMUIOTPEN, TIOHIKOTa U Clie]l KpaTKOTpaiHo jeueHne. Ts ce Xapagrepu3npa c

TPOMOOIUTONIEHHS U MUKPOAHTHOTIATHYHA XEMOJIUTUYHA aHEMUSI, IPUAPYKEHA BPOJIOTUYHH
n3MeHeHus, 0pOpeuna nuchynnus wim dpedpunuret. TTII e cheTosiHUE, I/I3$®3LHO OBp30 NIeUeHue,
BKJIFOUHTEITHO TUTa3Madepesa. \2\

Ilpuoobuma xemoghunus &

Nma crobuienus 3a npunobuta xemoduius cies ynorpeda Ha (gnnnorpeﬂ. B ciyuan Ha
HOTBBP/ICHO H30/MPAHO YABIKABAHE HA AKTHBHPAHOTO MAPUPIIHO TpomboruiacTuHOBO Bpeme (aPTT)
cbC Wik O6e3 KbpBeHe, TPsOBa J1a ce uMa MpeABUI MpuaoouTd Xemodunus. [TanueHTuTe ¢ MOTBBpACHA
JIMarHo3a NpuaoouTa xeMopwius TpsOBa aa ce HaGJH:?aT U JICKYBaT OT CIICIUAIHCT U
HPHIIOKEHUETO Ha KIOMUA0TPpes TPsOBa 1a ce MpeyertaHOBH.

[Topanu nurca Ha JaHHU, KIOMUIOTPEI HE eropbyBa Mpe3 IbPBUTE 7 JHU CIE] OCTHP
UCXEMUYEH WHCYIT. \2\

Heomoasnawen ucxemuuen UuHcyam ZQ

Lumoxpom P450 2C19 (CYPZCI%O
dapmakoreneTuka: [Tpu marue e, kouTo ca cnabu CYP2C19 merabonu3aTopu, KIOMHIOTPEIN B
HPETIOPHYUTETHUTE 103U 00 a MM0-MaJIKO OT aKTHBHHS MeTa0OJIHT Ha KJIOMUIOTPEN U MIMa T10-
MaTbK eeKT BbpXy TpoMODNHTHaTa hyHKIMs. ChIECTBYBAT TECTOBE 3a MACHTU(HUIMpPaHE Ha
CYP2C19 renotuna v WCHTA.

Toi kaTo KJ‘IOHI/IH@H ce MeTa0OoIM3Upa YaCTUIHO JI0 CBOs akTUBeH Metabonut ot CYP2C19,
ynorpebara HK@EIPCTBGHI/I MPOAYKTH, KOUTO HHXUOUPAT aKTUBHOCTTA HAa TO3U CH3HM, CE OYaKBa Jia
noBezie 10 NEHIKEeHN IeKapCTBEHN HUBA HA aKTHBHHS METaOOoNNUT Ha Kionunorpen. Kinuundnata
TOBa B3aUMOJeiicTBHe e Hen3sicHeHa. KaTo npenna3Ha Msipka He TpsiOBa 1a ce
enHoBpeMeHHo cuiHE WK yMmepeHu CYP 2C19 unxuburtopu (BX. Touka 4.5 3a CIMCHK Ha
19 uaxXUOUTOPH, BXK. CHIIIO TOUKA 5.2).

Cyocmpamu na CYP2C8
Heobxomumo e moBUIIICHO BHUMAHUE TIPY TAIIMCHTH, JICKYBaHH €HOBPEMEHHO C KIIOTIHIOTPEN ’
JIeKapCTBEHU POoAayKTH, cyocTparn Ha CYP2C8 (BK. Touka 4.5).

Kpwvcmocana peakmusnocm mescoy muenonupuounume

[Ipu nanmenTuTe TpsiOBa Jla ce CHEME aHAMHE3a 33 CBPbXUYBCTBUTEITHOCT KbM THEHOMUPUANHH (KaTO
KIIOTIU0TPEN, TUKIIOMUAMH, TIPacyrpel), Thil KaTo ce ChoOIaBa 3a KphCTOCAHA PEAKTUBHOCT MEXKIY
TUeHOTMPHUIUHKTE (BXK. ToUka 4.8). THEHOMTUPUANHUTE MOTAT JIa IPHUUUHSAT JICKU IO TEKKH
aJICpPTUIHY PEaKIHH, KaTo OOPUB, aHTHOEACM HIIA XeMaTOJIOTUIHN KPBhCTOCAHU PEaKITuH, KaTo
TPOMOOITUTOTICHHSI I HEYTpOTieHuUs. [1armeHTH, KOUTO ca pa3BUIIM MPEANIITHA aJIepPTUIHA PEAKIIHS
W/WIA XeMaTOJIOTUYHA PEaKIHs KbM €IMH TUCHOTUPUIVH, MOXKE JIa UMAT MTOBUIIICH PUCK OT Pa3BUTHE

4



Ha ChIIaTa WIH Apyra peakuys KbM ApPYyT THEeHONHpUAWH. [IpenoppuBa ce HaOmoIeHre 3a IPU3HAIN
Ha CBPBXYYBCTBUTEIHOCT MPH MAIMEHTH C U3BECTHA aJePTHsi KbM THCHOTUPHIINHH.

bvbpeuno yspeocoane
TepaneBTUUHUAT ONMUT MPH NMAIMEHTH ¢ OBOpPeYHO yBpexkaaHe ¢ orpanudeH. ClieI0BaTeIHO MPH
TaKUBa MAITMEHTH KJIOMUIOTPEN TPSOBA 1a ce MprIara ¢ MOBUIIICHO BHUMaHHE (BX. Touka 4.2).

Yeprodpobno yepesicoane

OnuThT € OrpaHUYEH IPHU HMAIMEHTH ¢ YMEPEHO U3Pa3eHO YePHOIPOOHO 3a00IsIBaHe, KOMTO MOrat Ja
“MaT XxeMoparnyHa guaresa. [lo tasu npuymHa kionuaorpen TpsAoBa ja ce mpuiara ¢ ImoBUIICHO
BHHUMAaHUE MPU Ta3W Momynanus (Bx Todka 4.2).

TTomontHm BemiecTBa b(b'
%)

Puyunoeo macno ,ST
Clopidogrel ratiopharm GmbH cbabpika XuaporeHMpaHo PHIMHOBO MACIIO, KOETO MOKE(lp IpHYnHH
CTOMAIITHO HEPA3IOJIOKEHHE U THAPHSL. *

4.5 B3zaumopeiicTBHe ¢ IPYrd JieKapcTBeHN NPOAYKTH M Apyru (popmu H&nMoneﬁCTBne

Jlexapcmeenu npodyxmu, c6vp3anu ¢ puck om kvpgere: ChIIeCTBYBa 0 H PUCK OT KbpBEHE
NOpaJiv MOTEHIMATHUS alUTHBEH epekT. EqHOBpeMEHHOTO MPHUIIOKEHHR A JIEKApCTBEHU TPOTYKTH,
CBBP3aHH C PUCK OT KbpPBEHE TPsiOBa /1a ce N3BBPIIBA C TOBUILECHO anue (BXk. Touka 4.4).

Ilepopannu anmuxoazynanmu: €IHOBPEMEHHOTO HpHnomeHMef&nor{Mnorpen C NepopaIHu
AHTHKOAryJaHTH HE Ce MPENopbhUBa, Thi KATO MOXKE JIa VB MHTEH3UBHOCTTA Ha KbPBEHE (BXK.
Touka 4.4). Berpeku, ue NpHI0KEHHUETO Ha KIOMUIOTD mg/AHEBHO HE MTPOMEHS
(hapmakokmHeTHKaTa Ha S-BapdapuH (cydctpar Ha C 9) mmu MexayHnapoaaoto Hopmanmmsupaso
CrotHomenue (INR) npu manyenTH, nmosyyaBar JTBJDKUTENTHA Tepanust ¢ BappapuH,
€IHOBPEMEHHOTO MPUIOKEHHE Ha KIOMUAOTPE aphapyH MoBHUILIaBa PHCKA OT KbPBEHE MOPaIu
He3aBHCHMH e(eKTH BBPXY XeMocTasata. ()

Tmoxonpomeun 11b/Illa unxubumopu: E&I/IZ{OFPCH TpsiOBa ce mpuiara ¢ MOBHUIIICHO BHUMAaHHE MTPH
HAIMEHTH, KOUTO IPUEMAT eIHOBPeMERHO TirokonpoTerH IIb/Illa naxuburopu (Bx. Touka 4.4).

Auyemuncanuyunosa Kucenura %7() ACK He mpoMeHs KJIONUI0TpelI-MeIMupanaTa HHXUOUIUS Ha
AJl®-unnynupanara Tpom a arperaiusi, HO Kionuaorpen ycuisa edexra Ha ACK Bbpxy
KOJIareH-"uHAyInpaHaTa onutHa arperarnus. ExnoBpemennoro npunoxenne Ha 500 mg ACK
JBYKpaTHO JTHEBHO 32 neH obade, He yAbKaBa 3HAUUTEIHO BPEMETO Ha KbpBEHE, IPEAN3BUKAHO
OT JICUEHUETO C KII orpei. Bp3aMoxHO € papMakoAMHAMUYHO B3aUMOJICHCTBHE MEXITY
KJIOMHUIOTPEI U , KOGTO yBelln4aBa PUCKa OT KbpBeHe. ClIeJ0BaTEIHO, €THOBPEMEHHATA UM
ymnoTpeba Tpa.fﬁa Jla CTaBa C MOBHUILIEHO BHUMaHKeE (BXK. Touka 4.4). Benpeku ToBa KIOMUAOTpen U
ACK ca ;I&i'a’ra}m €HOBPEMEHHO JI0 €/{Ha rojuHa (Bxk. Touka 5.1).

xehapuHa, HUTO MpoMeHs ehekTa My BbpXy Koaryjamnusara. ETHOBpEMEHHOTO MPUIIOKEHUE C XETIapHH
HE € JIOBEJIO JI0 e)eKT BhPXY MOTUCKAHETO Ha TPOMOOIMTHATA arperaiys IpeJIn3BUKaHo OT
KIonuaorpel. BeaMoxHoO € (hapMakoIMHAMUYHO B3aUMOJISHCTBUE MEXKTY KIOMUIOTPEN U XETapyH,
KOETO yBelInYaBa pUCKa OT KbpBeHe. Clie0BaTEIHO, €THOBPEMEHHATA UM yroTpeOa TpsOBa J1a cTaBa
C TIOBUIIICHO BHUMaHHE (BXK. ToUKa 4.4).

X%& B KNIMHUYHO IMMPOYYBAHC IIPU 3IpaBU X0pa KJIONHUJAO0rpE/I HEC HaJlara NpoMsHa Ha 103aTa Ha

Tpomborumuyu: 6€30MACHOCTTA Ha SIHOBPEMEHHOTO PUIIOKEHHE Ha KIonuaorpei, GuOpuH Ui He-
¢ubpuH cnennpuuHN TPOMOOTUTHYHN areHTH M XETIapyH € OLIEHEHA IPH MAEHTH C OCTHP
MUOKap/eH uHpapkT. YecTtoTara Ha KITMHUYHO 3HAYMMOTO KEPBEHE € OMiia CXOJ/IHA C Ta3u,
HaOJI0/1aBaHa MU €THOBPEMEHHO TPWIIOKEHHE Ha TPOMOONUTHYHH areHTH 1 XernapuH ¢ ACK (Bx. T
ouka 4.8.).



HCIIBC: B KJIMHUYHO MPOYYBaHE MIPOBEICHO NP 3/IpaBH JOOPOBOJIITH, CTHOBPEMEHHOTO
IPUIIOXKEHUE Ha KJIONUAOTPEI U HAIIPOKCEH MOBUIIIABA OKYJITHUTE CTOMALIHO-YPEBHU KPbBOU3/IHUBU.
[lopanu nunca Ha nmpoyuBanus 3a B3aumoseiictus ¢ aApyru HCIIBC o6aue, moHacTosiIeM He € ICHO
JlaJIi UMa MOBUIIIEH PUCK OT cToMalHo-4peBHO KbpBeHe ¢ Bcnuku HCIIBC. Cnenoatenno HCIIBC,
BKItounTeIHO COX-2 HHXMOUTOPH, U KJIOMUAOrPEN TPpsIOBa Aa ce IpuiaraT ¢IHOBPEMEHHO C
MTOBHUIIICHO BHUMaHME (BXK Touka 4.4).

Cenexmuenu unxubumopu Ha obpamnomo 3axeawane Ha cepomornuna (SSRIS): Teit kato SSRIs
MOBJIMABAT TPOMOOIIMTHATA aKTHBAIIMS U TIOBUIIIABAT PHCKA OT KbPBEHE, €IHOBPEMEHHOTO
npunoxxenue Ha SSRIs ¢ kionumorpen TpsiOBa 1a cTaBa ¢ MOBUIIICHO BHUMaHUE.

llpyeo convmemaawyo aeuenue: Thil kKaTo KIIomuaorpen ce metabommsupa yactuano ot CYP2C19 no
HETOBHUS aKTUBEH METa0O0JNT, OYaKBa ce yrnorpedaTa Ha JIEKapCTBEHH MPOIYKTH, KOUTO HHXUO
aKTHBHOCTTA Ha TO3W €H3MM, Ja JIOBEJIe 10 TIOHW)KEHH JICKAPCTBEHN HUBA Ha aKTHBHUS MeTa0 Ha
kionuaorpen. KimmHudHaTta 3Ha4MMOCT Ha TOBa B3aMMO/IeHCTBHE € Heu3sicHeHa. Karo mpe Ha
MsIPKa He TpsIOBa Jia Ce U3M03BAaT eHOBpeMeHHO cuiau uin ymepenu CYP2C19 unxulityopu (Bx.
TOYKH 4.4 1 5.2). *&

JlekapcTBEHUTE POILYKTH, KOUTO Ca CHITHH Wi yMepeHu naxuoutopu Ha CYP , BKIIFOYBAT
HalpUMep OMETNPa3oIl U e30Menpas3od, (GIyBOKCaMuH, (IIyOKCETHH, MOKJ‘IO@I{, BOPHKOHA30J1,
(h1yKoHa30J1, TUKIONUANH, KapOamMa3enuH U epaBUpeHL. \2\

IIpu uadexrupanu ¢ HIV nanuenty, iekyBaHu ¢ aHTI/IpeT‘pOBI/Ip}ICH&paHI/IH (APT), ycunena c
PHUTOHABHD WM KOOUIIMCTAT, € JOKa3aHa 3HAYMTEIHO M0-HUCKA O3MIIMS Ha aKTHUBHUS METabOIUT
Ha KJIOMUAOTPEN U HaMaJIeHO MHXHOWpaHe Ha arperanusaTa H OouuTuTe. Bhipexu ye
KJIMHUYHATa 3HAUMMOCT Ha T€3W HaXO/KH € HesiCHa, uMa ¢ aQHHU CHOOIICHUS 32 UHPEKTUPAHU C
HIV naumenTy, nexyBanu ¢ ycunena APT, kouto ca nMasji YIOBTOPHO OKITY3UBHH CHOUTHS CIIEH
npeMaxBaHe Ha OOCTPYKLHATA WU A IPEThPIIEIN N@OTWJHH CHOMTHS, JOKATO ca OMIIM HA cXeMa
Ha JIeueHHe C HaTOBapBallla 103a knonugorpen. E UIHATA Ha KJIOMUIOTPEN U CPETHOTO
WHXUOWpaHe Ha TPOMOOIIUTHATA arperaius Mo a ce HaMaJIAT IpY ChITBTCTBAIA YIIOoTpeda Ha
putonaBup. [lopaau ToBa chIbTCTBAIIA yn&ﬁa\ Ha knonuaorpen ¢ ycuinena APT tpsioBa na ce
n30srBa. %)

>

Wuxnuburopn Ha IPOTOHHATA HOM% @PI):

Owmenpazon 80 mg BeAHBXK HHCB{&Q, MPUIIOXKEH T10 €JHO U CHLIO0 BpeMe ¢ KIOMHUIOTPEIl I C

UHTEpBaJ OT 12 yaca Mexay O’KEHUsTA Ha JBETE JICKapCTBa, HAMAJISIBA CKCIIO3UIIUATA Ha
aKTUBHUS MeTa00oJHT ¢ 459 aToBapsamia f03a) 1 40% (mogabprkamia m1o3a). Hamanenuero e
cBBp3aHo ¢ 39% (HaTo arra 103a) u 21% (momappikaiia /103a) MOHMKaBaHe HA MHXUOMPAHETO Ha

TpoMmOoIMTHaTa arperanys. Ouaksa ce e30Menpasod Aa MoKa3Ba MoJ00HO B3aUMOICHCTBHE C
KTomMzorpen. o

C’LO6HIaBaH &HPOTI/IBOpC‘H/IBI/I JaHHU OT KJIMHUYHHUTEC 3aKJIFOUYCHHS 3a TOBa q)apMaKOKI/IHeTI/I‘IHO

(©PK)/da onvHamMu4aHO (PJ]) B3auMoieiicTBIE OT IIeJJHa TOUKA HA 3HAYUMHU ChP/I€YHO-ChIOBH
CBOUT OT 00CepBallMOHHHU M OT KJIMHUYHY NpoyyBaHus. KaTo npeamnaszHa mspka He TpsOBa 1a ce
u aT eTHOBPEMEHHO OMEIPa30JI MK €30MeIpa3o (BXK. Touka 4.4).

HabmromaBaHo e mo-ciabo u3pa3eHo NOHMKEHHe Ha MeTa0O0INTHATA €KCTIO3UIINS C TIAHTOMPA30JT WIIH
nan3onpasoi. [Ina3MeHuTe KOHLEHTpaMY Ha aKTUBHUS MeTabouT ca noHmwxenu ¢ 20%
(naroBapBama 103a) u ¢ 14% (moxappikaiua 103a) MO BpeMe Ha ChITBTCTBALIO JISYEHHE C MTAHTOMPA30Jl
80 mg BenHBK AHEBHO. TOBa € CBBP3aHO C TIOHIKEHHE Ha CPEAHOTO HMHXUONpaHe Ha TPOMOOLIMTHATA
arperaims ¢ 15% u 11% cporBetHO. Te3u pe3ynTaTu noka3BaT, 4e KIOMHIOTPeN MOXe 1a Oble
HpuUIaral ¢ NaHTOIpPa3oIl.

Hsama nokazarencTBa,ue Ipyru JeKapCTBEHU MPOIYKTH, HAMAISIBAIIM CTOMAITHATA KHCETMHHOCT, KaTo
H2 Groxepute mim aHTHAITUANTE, TTOBIUABAT aHTUTPOMOOIINTHATA AKTUBHOCT Ha KJIOMMHIOTPE.



Jlpyru nekapcTBeHU MPOAYKTH: 3a MPOoyYBaHEe HA MOTEHIMATHN (apMakoIWHAMUYHU 1
(hapMaKOKMHETHYHH B3aUMOJICHCTBUS Ha KIOMHOTPEIN M JPYTH ChITHTCTBAIIH JICKAPCTBEHH
MPOAYKTH, ca MMPOBEJCHH 3HAYUTEIICH Opoli KTMHUYHY NpoyuyBaHus. He ca HaOnronaBaHu KIMHUYHO
3HaYUMH (PapMaKOIMHAMUYHN B3aUMOJICHCTBUS, KOTaTO KIOMUAOTPEI € IpUiiaral eTHOBPEMEHHO C
aTCHOIION, HU(ETUITHH, HJIH C aTEHOJION ¥ HUu(eaunuH 3aeaHo. DapMakoMHAMUYHATA aKTUBHOCT Ha
KJIOMTUJIOTPEN HE e TIOBJIHSBA 3HAYUTEITHO MPH €HOBPEMEHHO NPUIIOKEHHE ¢ peHoOapOuTa uim
€CTpPOTEH.

(DapMaKOKI/IHeTI/IKaTa Ha JUTI'OKCHUH HUIJIN TeO(bI/IHI/IH HE C€ IPOMECHA OT €AHOBPEMEHHO IIpHUJIaraHe Ha
KIIOMMUAOTPECIIL. AHTI/IaI_[I/I,I[I/ITe HC NPOMCHST CTCIICHTA Ha a6cop6u1/m Ha KJIIOIIUAOIPECII.

Hannu ot npoyuBaneto CAPRIE nokaspar, uye peHUTONH U TOIOYTaMuUI, KOUTO C€ METabOIM3UpaT OT
CYP2C9, 6e3onmacHo MoraT Ja ce mpujiaraT eAHOBPEMEHHO C KJIOMHUAOTPEl. b
JlexapctBenu npoaykty, cyocrparu Ha CYP2C8: [Toka3aHo e, ue KIOmUI0rpes HOBI/IIHaBK ¢
SKCIIO3MILIMATA Ha PeTIariIMHK/I TPU 3/1paBu 100poBoiiy. In Vitro mpoyuBaHus moka3sart
MOBHUIIIABAHETO HA €KCIIO3UIIMATA HA PENarivHUI ce IbJKM Ha MHXHOUpaHe Ha CYP@OT
TJIIOKYPOHOBUS METa0ONUT Ha Kionuaorpen. [lopaau prcka oT moBuIlIaBaHe Ha MAQ3MEHHUTE
KOHIIEHTpAIIH, AHOBPEMEHHOTO MPUIIOKEHNE Ha KJIOMHUJIOTPEN U JIEKapCTBa, K&) ce eNMMUHHUpAT
npeaumuo upes CYP2C8 metabonusbM (Halp. penariuHu, HakauTakcen), 1p5oBa 1a ce npeanpuema
C MOBHIIEHO BHUMaHMeE (BXK. Touka 4.4). \2\¢

)

OcBen uHGoOpManusITa 3a CrelMGUIHATE B3AUMOJICHCTBHS C nexapc@ﬂn Cpe/CTBa, MpeCTaBeHa Mo-
rope, IpOy4YBaHHsI 32 B3aUMOJCUCTBHS C KIOMHOTPEIT ¥ HAKOH JICKApCTBEHHU CPEJICTBA,
MpWJIaraHy 4€CTO MPH MAIUSHTH C aTePOTPOMOOTHYHHU 32001 s, HE ca IIPOBEXKIaHU.
HaHI/ICHTI/ITC, y‘IaCTBaHI/I B KIIMHUYHUTC U3IMUTBAHUS C KJIO rpeﬂ 063‘16, ca HonyananH TOJISIM
Opoil chITBTCTBRAIIH JIEKAPCTBEHH MPOTYKTH, BKIFOYBA petunu, 6eta 6mokepu, ACE-
WHXUOUTOPH, KATIUEBU AHTATOHHCTH, XOJIECTEPOIT nq;g;zeluaamn Cpe/cTBa, KOPOHAPHH
Ba30/IMJIATOPH, aHTUANAOETHH CPeACTBa (BKIIOUN WHCYJIMH), aHTHENWIENITUYHY cpencTBa 1 GP
IIb/I1la anTaronuctu O0€3 JoKa3aTENICTBA 3a Kl HO 3HAYMMU HEKeJIaH!U B3aUMOJIEHCTBHSL.

>

4.6 @epTUINTET, OPEMEHHOCT H Kb

S
Bpemennocm O
[MTopaau nurica Ha KITMHUYHY JaHHH, 0THOCHO SKCIIO3MIMATA Ha KJIOMHUIOTPEN [0 BpeMe Ha
OpeMeHHOCT, 3a npezmquTaHg aTo mpe/na3Ha MsIpKa Ja He ce M3I0JI3Ba KIOPUAOTPeI 10 BpeMe Ha
OpeMEeHHOCT. Q\
ExcniepuMeHTaHUTE TP aHWsI TIPH )KUBOTHH HE TTOKA3BaT MPSIKO WIIU HETIPSIKO BPETHO
Bb3/IeiiCTBIE BBPXY O HOCTTa, eMOPUOHATHOTO/(DETaTHO Pa3BUTHE, PAXKIAHETO HIH
MTOCTHATAJIHOTO pz&n&rne (Bx. Touka 5.3).

<

Kwvpuene
Hee I/I3BGQ§ Ty KJIOMUIOTPEI ce eKCKpeTHupa B kbpMata. [IpoyuBaHusTa mpu >KMBOTHU MTOKAa3BarT,

4e KJI0 eJI ce eKCKpeTHpa B MILIKOTO. Kato nmpeamasna Mspka, KbpMEHETO HE TpAOBa /1a
np aBa [0 BpPEeME Ha JICUCHUETO C KJIOMUIOTPEIL.
Depmunumem

[Ipoy4BaHus P KUBOTHH HE ca TIOKA3AJIH, Y€ KJIOMUAOTPEN MOBIUABA PEPTHIIUTETA.
4.7 EdexTu BbpPXy cocOOHOCTTA 32 modupaHe U padoTa ¢ MAIIMHHA

KIIOHI/I}_'LOI‘peJ'I HC IIOBJIMsBA WJIHM IIOBJIMABA npeHe6pe>1<HMO CIIOCOOHOCTTA 3a moq)npaHe n pa60Ta C
MallrHH.

4.8 Hexenanu JjeKapcTBEeHH peaKuH

Obodbwenue na npoguna na bezonacnocm



be3omacHocTTa Ha KIonuaorpe € ouia orneHeHa mpu nosede ot 42 000 mamueHTH, KOUTO ca
y4acTBAIM B KIIMHUYHU Npoy4Banus, BkitouBamy Hajx 9 000 manuenTH nexyBanu 3a 1 ronuHa uiu
noseye. Kato 1510, kmonmaorpen 75 mg/aueBHo e cpasauM ¢ ACK 325 mg/nuesno 8 CAPRIE
HE3aBHCHUMO OT BB3pacTTa, Moja U pacata. KIMHUYHO 3HAUMMHUTE HEXeJIaH! JIEKAPCTBEHU PEaKIINU
HaomonaBanu B mpoyuBanusita CAPRIE, CURE, CLARITY u COMMIT ca o6¢haeHu mo-aoiay. B
JOITBJIHEHNE KBbM OIUTA OT KIMHUYHUTE POYYBaHUS, HEXKENAHH JIEKapCTBEHHU PEaKIINU ca
CHhOOIIaBaHU ¥ CIIOHTAHHO.

K’LpBeHeTO € Haii-4ecTo C"bO6H.[aBaHaTa PCaKNUA KaKTO P KIMHUYHUTC MMPOYYBAHUSA, TaKa U IIPU
NOCTMAPKECTUHI'OBUSA OIIUT, KBACTO € C’L06H.[aBaHa Hali-4ecTo npe3 NbpBUA MECCL HA JICUCHUCTO.

B CAPRIE, npu nanuenTtu aexyBanu ¢ kionugorpen win ACK, o0mara yectora Ha KbpBeHE e@bﬁ.
UYecToTaTa Ha TEXKUTE ClTy4dad € CXoAHa mpu kiaonugorpen u ACK. %)

B CURE, ne e nabmnronasan no-roism Opoi Ha ciry4an Ha MACMBHO KbPBEHE C KIOMHUAQIPYIT ILTIOC
ACK npe3 mppBuTe 7 AHU ciel KOpOHApeH Oaiinmac mpy MaueHTH, KOUTO ca CIIPEey @nnma
noBeyve OT TeT JIHU Mpelu onepanusta. [Ipy manueHTr, ocTaHaIu Ha Teparus B IPQIbIDKEHNE Ha
5 mHu cnen KopoHapHUs Oaiinac, yecToTara Ha ciydaute € ouna 9,6 % 3a Knonv@ggp(en witoc ACK, u
6,3 % 3a mwiane6o mwiroc ACK. @

N

B CLARITY ¢ Ha0mr01aBaHo 00110 YBEIUYCHHE HA KbPBEHETO B rpyna@‘\(nonnuorpen wroc ACK
crpsmo rpynara Ha maneoo mnoc ACK. Yectorata Ha MAaCHBHO K ¢ MPH TPYITUTE € CXOJIHA B.
ToBa ¢ HaOIrOIaBAHO U B IOATPYIIUTE OT MAI[MEHTH, OMPE/IeIIcH XapaKTEePUCTUKU HA U3XOTHO
HUBO ¥ BU/a HA YUOPHHONUTHIHOTO MM XCIIAPUHOBO JICYCHHEY)

B COMMIT, obmiaTa yectoTa Ha HerepeOparHo MﬁCHB@QpBeHe WK 1Iepe0paiHo KbPBEHE € HUCKA
W CXOJIHA U TIPH JIBETE TPYIIN. \2\

Tabnuuen cnucvk Ha Hediceranume peakyuu &

HesxenanuTe gekapcTBEHH PEAKIIMH, HACT, U TI0 BpeMe Ha KIIMHUYHHUTE MMPOYYBAHUS HITH
CHOOIICHN CIIOHTAHHO, Ca MPEICTaBEH =noy. TAXxHaTa 4ecToTa € Oonpe/ie/icHa Bh3 OCHOBA Ha
cieHaTa KoHBeHIus: Yectu (>1/100Cp <1/10); mewectu (=1/1 000 10<1/100); peaxu (=1/10 000 no
<1/1 000); muorO peaxu (<1/10 @, C HEM3BECTHA YeCTOTa (0T HAIMYHHUTE JaHHU HE MOXKeE Jia ObJie
HampaBeHa olleHKa). BbB Bcek CTEeMO-OpTaHeH KJlac HeXKEIaHUTE PEaKIHK ce H30pOosIBaT B
HU3XOJISAII PeJl 110 OTHOIIIE TAXHATA CEPHO3HOCT.

O
Qectu

N

Cucremo-opraneH Heuectu Penxu MHoro penku, ¢

KJ1ac ol HEHM3BECTHA YecToTa™

Hapymenus 1 Q)v TpomOormuTonienn | Heyrponenwnsi, |[TpoMOOTHIHA

KpBBTa U nn@ma s, ICBKOTICHHUS,  [BKIIFOYUTENTHO |TPOMOOIMTOIIEHUYHA

CUCTEMA €03MHOPHIHS TeXKa nypmypa (TTII) (Bx.
HEyTpomneHus1 |Touka 4.4), atutacTuyHa

aHEMHS, TAHIIUTONICHUS,
arpaHyJIOLMTO3a, TEXKKA
TPOMOOIIUTOTICHUS,
npuaouTa xeMouims A,
rpaHyJIOLHUTOIECHUS,
aHeMust




Cucremo-opraneH
KJiac

Yectu

Heuectn

Penku

MHoro penku, ¢
HEW3BECTHA YeCTOTa™

Coepaeunu
HapyIICHUS

Cunzapom va Kounis
(BazocmacTuyHa
ajJiepruyHa aHrvHa /
aJlepru4eH MUOKapICH
uHGApPKT) BbB BPb3Ka C
peakmus Ha
CBPBXYYBCTBHTEITHOCT
KBbM KJIOTTHAOrpes™

Hapymenns na
MMyHHaTa cucTeMa

CepymHa Oouecr,
aHa(WIaKTOUTHU
peaKiuu, KpbCTOC
pCaKTHUBHA JICK

CBPBXUYYBCT
MEXY T UPUIMHUTE
(xaro TH;APHHI[HH,
npa 1) (BX.

T 4.4)*, uHCYITUH
@%HMyHeH CHHJIPOM,
'KOMTO MOXKE J1a AOBEE 0
TEKKa XUITOTINKEMHUSI,
0COOCHO MY HALIMEHTH C

(b‘Q HLA DRA4 noarwun (110-
(b YECT MPU AMOHCKATa
_ "Q nomynanus )*
Icuxuyan \2\ XaroIHAaIHH,
HapyleHUs kQ\ 00BpKaHOCT

Hapymenus na
HEpBHATA CUCTEMA

A

HaTpa HUaJTHO
Hirrpas
( ILIIEHU ca

KOJIKO CITyJau ¢
(aTanen uzxon),
riBobonue,
napecTesus,
3aMastHOCT

Hapyienus BbB
BKYCOBUTE BB3NPUATHS,
areysust

Hapymenus na
ouuTe

\%

X

KpwBousnus B
ouure
(KOHIOHKTHBATA,
OKOTO, pEeTHHATA)

Hapymen Ga Bepturo

yXOTO ¥ pUHTA

C @YlapymeHnﬂ Xemarom Cepuro3Ha xemoparus,

% KbPBEHE OT ONIepaTHBHA

paHa, BaCKYJIHT,
XUTIOTOHUS

Pecniupatophu, Enucrakcuc KpbBousnuau B

TPBAH U JUXaTeHaTa CHCTEMA,

MeTNACTUHATHI (xemortuza, 6emoapoOHa

HapyIICHUS XeMoparus),
OpoHXOCa3bM,
WHTEpCTUIHATICH
ITHEBMOHHT,

COBI/IHO(l)I/IJ'IHa ITHCBMOHUS




Cucremo-opranesn  |UecTtu Heuectu Penxu MHoro penku, ¢

KJac HEU3BECTHA YecToTa™

CromamHo-upeBHH  |CTOMAIITHO- Cromainna s13Ba u |Petponieputon |CTOMAaIIHO-UYpEeBHA U

HapyIIeHUs gpeBHA IyoJieHaTHA 513Ba, |eaTHa peTpoIepuTOHEaTHA
XeMoparus, racTpuT, XeMoparus xXeMoparus ¢ QaraieH
TUapus, MOBpPBIIAHE, W3XO]l, TAHKPEATHT,
KOpeMmHa 00JIKa, |[rajieHe, 3arekK, KOJUT (BKIIOYUTEITHO
JIUCIIETICHS (hnaryneHus SI3BEH WM JTUMGOLMTEH

KOJIUT), CTOMATUT
XemaroommapHu OcTtpa yepHOAPOOHA
HapyIICHUS HEAOCTAaThYHOCT,

XEIaTuT, OTKJIOHeH%@

YePHOIPOOHUTE
@yHKHHOH&HHg@@OBC

Hapymenns na O6pasyBane Ha |OOpuB, CbpOEK, bynozen ne ur

KO’KaTa u CHHUHHU KOYKHH (ToxcnuHa'ChMIepMaTHa

MOJKOKHATA ThKaH KPBHBOU3JIHUBU HEKPOAN3d) CHHAPOM Ha
(mypmypa) Ste -Johnson, epurema

4
o
o
N
N
b@

Tudopme, ocTpa
gepanmnpaﬂa
eK3aHTEMAaTO3Ha
myctyno3a (AGEP)),
AQHTHOEICM, JICKAPCTBCHO
WHIyIMPaH CHHAPOM Ha
CBPBXYYBCTBHTEIHOCT,
JIEKapCTBEH OOPUB C
CO3MHO(PHIHS U CUCTEMHH
cumnromu (DRESS),
epUTEMATO3EH WK
excdonraTuBeH 00pUB,
ypTHKapusi, eK3ema,
JIMXEH TJIaHyC

Hapymenus na
BB3NPOU3BOUTEN-
HaTa cucTeMa u
rbpraTa

N

T'unexomactus

Hapymenns na
MYCKYJIHO-

P
CKCJICTHaTa CI/ICT%Q

u CLeL[HHHTer;@

KpwBousnusu B
MYCKYJIHO-CKeJIeTHaTa
cucrema (XeMapTposa),

apTpPHUT, apTpajrus,

ThKaH MHAITUs

Hapym Ha Xematypus I'momepynonedpur,
010 eu MIOBHUIIIEH KPEATUHUH B
I uTe MIBTUIIA KpbBTa

L4
OO HapyuIeHus u
e(eKTH Ha MICTOTO
Ha TPHIOKCHHE

KpbBousnus Ha
MSCTOTO Ha
HWH)XEKTUpPaHe

Bucoka temneparypa

W3cnenBanns

Y IbIKEHO BpeMe
Ha KbpPBEHE,
TTOHIKEH Opoi
HEyTpoduIy,
TTOHIKECH Opoi

TPOMOOITUTH

* I[aHHI/I, CBBP3aHU C KJIIONMUAOIPEII C HEU3BECTHA YECTOTA
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Cro0IaBane Ha MMOJI03MPAHU HEXKEIIAHH PEaAKITUH
Cro0ImaBaHeTo Ha IMOI03MPAHN HEKEJIaHHM PEaKIIMU ciie]] pa3pelaBane 3a yrnorpeda Ha JIeKapCTBEHUS

NPOIYKT € BaykHO. TOBa MO3BOJISABA A2 NPOIBIDKH HAOMIOICHUETO Ha ChOTHOILICHUETO TOI3a/pUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEIUIMHCKUTE CIICHUATIICTH C€ U3UCKBA J]a ChOOIaBaT BCIKa
HOI03MpaHa HeKEJIaHa PeaKIys uype3 HaIl[MOHaIHa CHCTeMa 3a ChoOIIaBaHe, MOCOYEHa B
[Ipunoxenue V.

4.9 Ilpepo3upane

[Ipeno3upaneTo B pe3yaTaT Ha MPUWIOKEHUE HAa KIOMHUAOTPET MOXKE J1a TOBEZIE 10 YABIDKEHO BpEeME Ha
KbPBEHE H NOCIEABAIITE YCIOKHEHUS OT KbPBEHETO. AKO Bb3HHKHE KbpBEHE, TPsIOBa Aa ce b
NPUJIOKH NOAXOsIIA Tepanus. He ¢ ycraHoBeH aHTHAOT Ha (hapMakoIorniHaTa akTHBHOCT HEP)
KJIomUaorpes. AKo € Heobxoauma He3a0aBHA KOPEKIMs Ha YABIHKEHOTO BpeMe Ha K’preH&
TpaHcdy3us Ha TPOMOOIIMTHA Maca MOXe Jia IPOTUBOJIEHCTBA HAa ePEKTUTE HA KIOMUIQKPEII.

X\

5. ®APMAKOJIOTUYHU CBOMCTBA (b(b'
Q
51 dapmakoaMHAMMYHU CBOiiCcTBa ‘2‘¢
<

®dapmakoTepaneBTU4HA rpyna: MHXUOUTOPH Ha TpoMOOLMTHATA a@ma, C U3KIIIOYEHHE Ha
xenapuH, ATC kox: BOIACO04.
o

Mexanuszvm na oeticmeue Q

Knonuporpen e npeanekapcTBo, eAUH OT YHITO MeTaQszm € MHXHOUTOp Ha TPOMOOLIUTHATA
arperanms. Kionmnorpen tpsoa ja 6b1e MeTadbo an ot CYP450 ensumure 10 nosydaBaHe Ha
AKTUBHHS META0OJUT, KONTO HHXUOHUpA TPOMO HaTa arperanys. AKTHBHHUIT METa0OJIUT Ha
KJIOTIUJIOTPEIT CEIEKTUBHO MHXUOUPA CBBP3B 0 Ha asieHo3uH nudocdar (A D) kpM
TpoMmboruTHUTE My P2Y 1, penieniropu, u nBamiaTa AJ[d-Meaumpana akTHBAIUS Ha
riukornporerd GPIIb/IIa kommekca, 10 TO3W HAYWH MHXHOWpa TPOMOOIIUTHATA arperarus.
ITopaau HEOOPaTUMOTO CBBbP3BAHE, MOBIUAHATE TPOMOOLUTH OCTABAT 3aCETHATH JIO Kpas Ha CBOS
KUBOT (mpubIH3HTeTHO 7-10 1HI) Y BH3CTAHOBSIBAHE HA HOPMATHATA TPOMOOLUTHA (byHKIHS
HACTBIIBA MIPHU CIIEIBAIIOTO 10 %HI/IG TpoMOouuTH. TpoMOOITMTHATA arperalys, MpeIn3BUKaHa OT

JIPYTH arOHUCTH OCBEH A 0 ce HHXUOMpa Ype3 OJOKMpaHe Ha yBeIUYeHATa TPOMOOLIMTHATA
aKTUBALHUS OT 0CBOOOE D.
TBi KaTo aKTHBH etabonut ce oOpasysa upe3 CYP450 ensumure, HIKOU OT KOUTO ca

nouMophHU 14% 00eKT Ha MHXNOWpaHe OT JAPYTH JICKAPCTBEHH MPOJIYKTH, HE BCUYKHU MAIIUEHTH
III€ UMaT aJie a TpOMOOIIMTHA arperaiusi.

@apm@muquu eghexmu
<

I\/QOKpaTHOTo NPUIOKEHHE Ha 75 mg JHEBHO BOJU JI0 yCTOWYHBO HHXHOUpane Ha AJ]D-
WHIyIpaHaTa TPOMOOIIMTHA arperamus OT IbPBUSA JeH, KOETO IPOTrPECHBHO HAPACTBa U JOCTHUTA
CTallMOHAPHO ChCTOSIHUE MexAY 3 u 7 neH. [Ipu cTanMoHapHO ChCTOSIHUE CPEAHOTO HUBO Ha
WHXUOUIIMSI, TOCTUTHATO ¢ 75 mg mHeBHO e Mexay 40 % u 60 %. TpomOonuTHATA arperaiys u
BPEMETO Ha KbPBEHE MTOCTEIIEHHO C€ Bh3BPHIIAT KbM U3XOIHUTE CTOWHOCTH OOMKHOBEHO 5 JHHU Cle[T
MPEKBCBAHETO HA JIEYCHUETO.

Knunuuna egpuxacnocm u 6ezonacrocm

Be3onactHOCTTa U e(hUKACHOCTTA HA KIOMHUIOTPEN ca OWITH OIICHEHH B 4 JBOWHO-CJICTH TPOYYBaHMS,
Brirounin Haja 80 000 manuentu: npoyuBanero CAPRIE, cpaBHenue Ha knonuaorpen u ACK, u
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npoyuBaausita CURE, CLARITY u COMMIT, cpaBHsABamu KIOMUAOTPET U TUIaIe00 U aBaTta
JIeKapCTBEeHU MpojykTa B komOuHanus ¢ ACK u n1pyro ctaHIapTHO JieueHue.

IIpecen muokapaen nadapkt (M), mpeceH MO3bUCH HHCYAT UM YCTAHOBEHA MepudepHa
apTepuanHa 60ecT

[Ipoyusanero CAPRIE Bkirousa 19 185 manmenTu ¢ areporpoM603a MaHU(ecTUpaHa ¢ IpeceH
MuoKapaeH nHMapKT (<35 aHM), IpeceH HCXeMHUYEH MHCYAT (Mexay 7 IHHU U 6 Mecella) HiId ToKa3aHa
nepudepHa aprepuanta 6omuect (IIAB). [TanmenTure ca paHIOMU3UpaHU Ha 75 Mg KIOMUIOTPET
JnHeBHO WK Ha 325 mg ACK u ca mpocrieieHu oT eHa 10 TpHU FoAuHM. B moarpynara ¢ MuokapieH
UH(APKT, MOBEYETO OT nanueHTuTe ca nomydaBann ACK mpes mbpBuTe AHM ciies ocTpusi HHQAPKT Ha
MHOKap/a.

>
Krnonuporpen 3sHaunTenHO penynupa 4ecToTaTa Ha HOBUTE€ UCXEMUYHH WHIIMICHTH (K0M6HHV&
KpaifHa TO4YKa, BKJIIOYBAIlA MUOKap/ieH HH(DAPKT, HICXEMUYEH HHCYIT U ChI0Ba CMBPT) B RAcHHe ©
ACK. Ilpu mpoBeneHUTE aHAIM3H HA JICUCHHE ca HAOMo1aBaHu 939 WHIUEHTA B TPYII @c
knonuporpen u 1 020 B rpynara ¢ ACK (penykums Ha otHocuTenHus puck (RRR) ¢ 0 [95 % CIL:
0,2 no 16,4];p=0,045), koeto croTBeTCTBa 32 Bceku 1 000 marueHTa JICKyBaHH 1B %/]HI/I,
JOMBIHUTEHO MPEAOTBPATeHN HCXeMUUHU HHIKAeHTH Tpu 10 manuenTa [CI:0 0]. AHanu3bT Ha
obmara CMbPTHOCT KaTO BTOPUYHA KpaifHa TOUKa He MOKa3Ba 3HAYUTETHA PAGAHKA MEKITY
kiommaorpen (5,8 %) u ACK (6 %). \2\$

<

B moarpynoB ananus criopes ChCTOSHUETO (MHOKapIeH HH(APKT, HC&/M%H nucynT win [TAB) Haii-
OnaronpusTeH e egexra npu nanuenture ¢ [IAb (mocrtura ce cr MYECKa 3HAYMMOCT IPU
p=0,003), (ocobeHO Te3u, KOUTO ca C aHAMHE3a U 38 MHOKapP/IC dapkrt) (RRR = 23,7 %; CI: 8,9 no
36,2) u no-cnad (0e3 3HauuMa pasziuka crupsmo ACK) npu entute ¢ uHCYIT (RRR = 7,3 %);

Cl: -5,7 no 18,7) [p=0,258]. Ilpn narmeHTNTE, BKIIFOYSHMX, TOPATIN CKOPO TpeKapaH MUOKap/IeH
nHGapKT, KIOMUAOTPEN € MO-MaJIKo €(peKTHBEH, HO O aTHCTHYECKa pa3nuka crpsiMo ACK

(RRR =-4%;ClI: -22,5 o 11,7 [p=0,639]). {oms. JTHO Ype3 MOATPYIIOBHUS aHAIN3 IO OTHOIIICHUE
Ha Bb3pacTTa ce YCTaHOBSIBA, Y€ €PEeKTHT OT KIQNMIOrpeN IIPY NaLKUEHTH HaJ 75 TOAUHH € T0-C1al OT
TO3U P MALMEHTUTE <75 FOIHUHHU. Q)(b

Toit kaTo B mpoyuBaneto CAPRIE He 0 BB3MOXHOCT 3a OIICHKa Ha e()UKaCHOCTTA B OT/ICITHUTE
MOATPYIH, HE € SICHO JaIu paznnqm@la pEoyKUUsATa HA OTHOCUTEIIHHS PUCK IIPU OTAECITHUTE
CBHCTOSIHMS Ca pEAJIHU WK Ca CIyHAlHU.

OcTbp KOpOHapeH CHHHP@

[IpoyuBanero CURE yBa 12 562 manueHTn ¢ ocThbp KOPOHApEeH CUHIPOM Oe3 eneBauus Ha ST
cerMenTa (Hectad CTEHOKApAWs WM MHOKapaeH nH(apKT 0e3 Q 360€11) M HATUIHETO B IPBUTE
24 gaca ot Hau Ha OCTPHsI €MHU30/] HA TPhHA OOJIKA MITM CUMIITOMH B PE3yNTAT HA UCXEMUSL.
[NanmenTure Ba 1a umaT EKI" mpomeHu, roBopely 3a HOBOIOSBUIIA CE UCXEMHS WIIN TIOBUILICHH
ChPJCUHU MU uin TpornoHuH [ mim T, B cTOMHOCTH MOHE /1Ba ITBTH MO-BUCOKU OT FOpHA TpaHMLa
Ha HOD @ [larmenTure ce parmomusupat Ha kinonugorpern (300 mg HaToBapBaia 1034,

o Ha oT 75 mg aueBHO, N = 6 259) mnu miane6o (N = 6 303), u ABeTe rpynu B KOMOMHALMS C
A 75 - 325 mg BeAHBX AHEBHO) U APYT'H CTaHAAPTHU Tepanuu. [lanuenTure ca JeKyBaHH A0

1 roguna. B npoyuBanero CURE, 823 (6,6 %) maunenTn momrygasat ennoBpemenHo u GPII/111a
pPEeleNnTOpHN aHTArOHKUCTH. XEeIMapyH ce Mmpuiara mpu mosede ot 90 % oT manueHTuTe, KaTo
OTHOCHUTEIIHATA YECTOTa Ha KbPBEHE MEX Ty KJIOMUIOTPEN U manedo He € Ouiia 3HAYUTETHO MOBIUSIHA
OT eIHOBPEMEHHATA TePAIs C XCTIAPHH.

Bposar nmanuenty, npyu KOUTO ca HAOIIOAaBaHU CHCTOSHUS, OTTOBAPALIN HA KDUTEPUUTE HA
I'bPBUYHATA KpaiiHa TOUKa [chpAeyHO-chaoBa cMbpT (CV), Muokapaen undapkt (MI) nim uncynr],
ca 582 (9,3 %) B rpynara Ha knonmgorpen u 719 (11,4 %) B ruiane6o rpymnara, peayKIis Ha
otHocutenHus puck ¢ 20 % (95 % CI: 10 - 28 %; p = 0,00009) B rpynara Ha knomugorpen (17 %
PEenyKIMS Ha OTHOCUTEITHUSI PUCK IIPHU KOHCEPBAaTUBHO JICUEHHE Ha MalueHTuTe, 29 % npu HanpaBeHa
MepKyTaHHa TpaHCTyMHHATHA KopoHapHa anruomutactuka (PTCA) ¢ unmu 6e3 crent u 10 % mpu
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HalpaBeH KopoHapHoO apTepuaineH Oaifmac (CABG). HoBu chpaedHo-ChI0BY HHITMACHTH (ITHPBUYHA
KpaifHa TOUYKa) ca IpeI0oTBPaTEHH ¢ PeAYKIHS Ha oTHOCHTEHUS prck ¢ 22 % (Cl: 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) cboTBETHO TIpe3
0-1,1-3,3-6,6-9u9 - 12 mMeceunn uaTEepBaIu Ha npoyyBanero. Cie TpeTus Mecell,
OJIaronpHuATHUAT €EeKT, HaOMoJaBaH B rpynaTa Ha kionugorpen +ACK He HapacTBa moBeue, HO
PHUCKBT OT XeMoparus ocrasa (Bx. Touka 4.4).

Ynorpebdara Ha knonuaorpea B CURE npoy4uBaneTo e cBbp3aHa ¢ HaMajisiBaHE Ha HEOOXOAMMOCTTa
ot TpombouTuaHa Tepanust (RRR = 43,3 %; Cl: 24,3 %, 57,5 %) u GPIIb/Illa naxuburopu
(RRR = 18,2 %; CI: 6,5 %, 28,3 %).

BposT Ha manuMeHTHTe, TPU KOUTO ca HACTHIIMIIA ChCTOSHISL, OTTOBAPSIIA Ha KPUTEPUUTE 32
JOIIBJIHUTENHATA IbpBUYHA KpaiiHa Touka (CV cMbpT, M1, MO3bUEH HHCYNT HIIH peq)paKTepHab(b'
ucxemus) ¢ 1 035 (16,5 %) B rpynara Ha knomugorpen u 1 187 (18,8 %) B manebo rpymnara, %)
penykiws Ha oTHOCHTETHUS prck ¢ 14 % (95 % CI: 6 % - 21 %, p = 0,0005) B rpymnara Ha
knonuaorpen. To3u OiaronpusiTeH eQeKT ce IbIDKH IPeIMMHO Ha eeKTa Ha Knonnz[orbpxy
MuokapaHus uHoapkt [287 (4,6 %) npu rpynara Ha kiaonuaporen u 363 (5,8 %) npu (manedo]. He e
HaOroaBaH e(eKT BbPXY YeCTOTaTa Ha PeXOCHUTAIN3AIMITA TIPH HeCTaOUITHA c];go apJvst.

Pesynratute nonydenu B rpymnuTe ¢ pa3IMuHH XapaKTePUCTUKH (Hamp. HecTAPUIHA CTEHOKAPHS WK
MU 6e3 Q 3p06e11, pa3nuyHa CTENEeH Ha PUCK, AHA0ET, HEOOXOAMMOCT OT KyJapu3aIus, Bb3pacT,
T0J1) ca CXOJHHU C PE3YJITATUTE OT MbPBUYHUTE aHAIN3H. [lo-ciennanu@?g post-hoc ananus npu 2 172
naruenTty (17 % ot usamara CURE nomynarus) Ha KOUTO UM € TIOCT crent (Stent-CURE),
JMAHHWUTE TIOKa3BaT, 4e KIIOMHUIOTPeI CpaBHEH ¢ Iianedo, 1eMOH a 3HaunMo RRR o1 26,2 % B
T0J13a Ha KJIOMHUIOTpell 3a KO-IbpBUYHAaTa KpaitHa Touka (CV T, M1, MO3B4€H HHCYJT) U CHIIO
3HaunMo RRR ot 23,9 % 3a xo-BTOpHYHaTa KpaiiHa TOUYKa @cw)pn MI, MO3bU€H UHCYIT WIN
pedpakrepHa ncxemus). OcBeH TOBa, TPOPIITHT Ha 0e30HaCHOCT Ha KIIOMHUIOTPEN B Ta3H MOATPYTa
MAIMEHTH He TPeAN3BUKa HIKAKBB 0COOCH HpO6J‘I€M.Q§\OB&TeHHO, pe3yaTaTHTe OT Ta3u MOATPYIa
ca B ChOTBETCTBHE C OOIUTE PE3yATaTh OT MPOyd 0.

braronpuaTHUAT eQeKT Ha KIOoMUI0rpen € H CHM OT JIPYTO CHENIHO U MPOJABIDKUTEITHO
ChPJICYHO-CHIOBO JIeUeHHUE (KaTo Xenapu WH, GPIIb/Illa anTaroHUCTH, TUMHI0-PEIyIAPAITN
JIEKapCTBEHU MPOAYKTH, OeTa-0oKkepu E nnxuburopn). E¢ukacHocTTa Ha KIonuaorpen e
oleHeHa He3aBUCHMO OT jo3ata Ha ACK (75 - 325 mg BeIHbK JTHEBHO).

IIpu nanuenTu ¢ octsp MU ¢ arusa Ha ST-cermeHTa, 6€30MacTHOCTTA M e(pUKACHOCTTA Ha
KJIOTTUIOTPEIT ca OWITH O11e 2 paHIOMH3UpPaHH, IUIAIe00-KOHTPOIUPAHH TBOWHO CIICITH
n3mutBanusa, CLARITY MIT.

Y BximouBa 3 491 manwentu ¢ Hayano Ha Ml ¢ ST eneBarust B paMKuTe Ha

Y 3aIUTaHyBaHO TPOMOOIMTHYHO JiedeHue. [lanmenTuTe ca moryaninm

mg HATOBapBalia 703a, nocjienBana ot 75 mg/nen, n=1 752) wnu manedo
(n=1739) ere B komOuHanust ¢ ACK (150 no 325 mg kaTo HaToBapBaia 103a, IIOCJIeABaHA OT 75
1o 162 H), QUOPUHOIUTHYCH areHT, ¥ KOTaTo ¢ OWJI0 MOAXO/IsIIIo XemapuH. [lanuenTure ca
poagc Hu 3a 30 nuu. [IspBUYHATA KpaliHa TOYKa € KOMOMHMpPaHA MOsIBa Ha 3aIlyIlieHa apTepus,
CB Ha ¢ nH(papKTa Ha aHTUOTPaMara Ipy U3MUCBAHEe, WK CMBPT Wi nmoBTopeH MI npein
KopoHapHaTa anruorpadus. [Ipu manueHTyH, Mpyu KOUTO HE € TIpaBeHa aHTuorpadus, TbPBHYHATA
KpaifHa ToYKa € OHlla CMBPT WM IOBTOPEH MUOKap ieH nHGpapKT 10 JleH 8 wim 10 u3n1CcBaHeTo.
[Monynanusara nanuenTy e BrirouBana 19,7 % xenu u 29,2 % nanuentu >65 roquau. O61mo 99,7 %
OT MANMEHTHUTE ca moNy4uriu GpudpuHonuTuim (udpuH cnetnduanu: 68,7 %, He-pudpuH
cnietupuanu: 31,1 %), 89,5 % xenapuw, 78,7 % Oera 6mokepu, 54,7 % ACE unxudbutopu u 63 %
CTaTHHU.

[IpoyuBaneto CL
nociaenaaure 12
KJIOTIHJIOTPE

ITernamecet nporienta (15,0 %) ot manmeHTUTe B Tpynara Ha kionuaorpen u 21,7 % B mnare6o
rpymnara ca JOCTHTHAJIU JI0 IbPBUYHA KpaiHa TOYKa, KOETO MPEICTAaBIsIBa a0COIIOTHO HAMAJICHHE OT
6,7 % u 36 % oTHOCHUTEIHO HamalieHHe B Ton3a Ha kionumorpen (95 % Cl: 24, 47 %; p< 0,001),
IJIaBHO CBBP3aHO C HaMaJIeHHE Ha 3aIlylIeHH apTepuH, CBbp3aHu ¢ HH(papkTa. Ta3u moisa e ouna
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HaJINIIE BHB BCUUKH MTPEIBAPUTETHO ONPENEICHN NOATPYIN Ha MallMeHTHTE IO Bh3pacT U MO,
JoKaJIu3anys Ha MH(apKTa ¥ BUJa HA M3M0JI3BAHOTO (PUOPHHOIUTHYHOTO JICUCHUE WIIN XEIapUH.

[Ipoyusaneto c 2x2 ¢akropuanen auzaitn COMMIT e Bkimrounno 45 852 naumeHTy ¢ Ha4ano Ha
cumnromu nofo3putentu 3a Ml ¢ moakpersiiu EKI™ abHopmuan Haxoaku (Hanp. ST enesarus, ST
JIeTIpecust WK JIsIB OepeH OJI0K) B paMKUTE Ha nociaeaaute 24 Jaca. [lanuerTuTe ca moryauiiu
knoruorpen (75 mg/nen, n=22 961) nnu mianebo (n=22 8§91), B komOunarms ¢ ACK (162 mg/nen),
3a 28 OHY WK 0 W3NKCBaHe oT OonHunaTa. [IspBryHATE KpaitHu TOYKM ca OMIIM CMBPT IO BCIKAKBa
NpUYHMHA U TBPBA M0sIBa Ha pe-UH(APKT, HHCYIT Wik cMbpT. [lonmynanusTa e BrimrouBana 27,8 %
xenu, 58,4 % naruentu >60 ronuau (26 % >70 ronunn) u 54,5 % NalMHETH, KOUTO Ca TOTYYHIN
(hubpUHOIUTHIIH.

Krnonmuporpen 3Ha4MMo HamassiBa OTHOCHTEIHUS PUCK OT CMBPT IO BCSKaKBa MPUYUHA CHC 7 O/Q)(b'
(p = 0,029), 1 OTHOCHTETHHUSI PUCK 32 KOMOWHAIMATA OT pe-UHDAPKT, HHCYIT HIH CMBPT C 9 (@

(p = 0,002), koeTo TpeacTaBisABa aOCOMOTHO HamajeHne ¢hoTBeTHO OT 0,5 % 1 0,9 %. Ta;@onsa e
HaJIAIIE HE3aBUCUMO OT BB3PACT, MOJ, C Wik 0e3 GUOPUHOIUTHIIN, U € HaOJII0JaBaHa oz\Q BPBUTE

24 yaca. *
Heeckananus Ha P2Y;, perientopHy UHXMOUTOPU IPU OCTHP KOPOHAPEH CHHQQQ@ACS[

IpemuHaBaHeTo OT MO-MoIieH P2Y 1, pernenTopeH HHXUOUTOP KbM KIIOTHIO B KOMOUHAITHUS C
acrupuH ciiest octpa ¢asza npu ACS e OlleHEHO B JBE paHIOMH3HPAHH, CII pHUpaHH OT
u3cienoBaTens npoyuBanus (investigator-sponsored studies, I1SS) - TOPIC u TROPICAL- ACS ¢
JIAHHM 32 KIMHWYEH Pe3yJITar. )

KnmangnaTa mossa, KOATO MoKa3Bat Mmo-MontHuTe P2Y, peuen‘&HH WHXUOUTOPH, TUKATPEIIOP U
Mpa3yrpei B TEXHUTE OCHOBHU MIPOYYBAHUS, € CBbp3aHa C YUMO HamaJlsiBaHe Ha
PEIUANBHPAIIATE UCXEMUYHU CHOUTHS (BKIIOYUTEITHO @ Y TI0ZI0CTpa TpoMOo3a Ha cTeHTa — ST,
MuokapjieH uHpapkt - MI u cnemna peBaCKYJ'IapI/BaLL?@ Brnpeku, uye nicxeMUYHaTa 10JI3a ©
TOCIIEI0OBATEINIHA TIpe3 IbpBaTa rOANHA, TO-TOJISM aJieHre Ha ucxeMuyHuTe peuuansu ciuen ACS
¢ HaOJro1aBaHo Mpe3 MbPBUTE JTHU CIICH 321104 Ha neyenuero. O6paTHO, mocneaamute (Post-
hoc) aHanu3u moka3BaT CTATHCTHUECKHU 3HAY YBEJIIMYCHHUE HA PUCKA OT KbPBEHE MIPH MO-MOIIHUTE
P2Y 1, peLienToOpHH HHXHOUTOPH, KOETO C BsBa MIPEIUMHO IO BpeMe Ha MoabprKkamara ¢asa,
cien mepBust mecert cinex ACS. TOPIC OPICAL-ACS ca npenHa3HadYeHU Ja M3CICABAT KakK Ja ce
HaMaJIAT ChOMTHUATA Ha KbPBEHE, KaTQ ¢e 3amasu e(HKacHOCTTA.

\&;IHXI/I6I/ILII/I5I cien ocThp KopoHapeH cuuapoM - Timing Of Platelet
ndrome)

TOPIC (Bpeme Ha TpoMOOITH
Inhibition after acute Coro
ToBa paHIOMU3UPAHO, O TO M3MUTBaHe BKIOYBa nmanueHtu ¢ ACS, kouto ce Hyxaast ot PCL
ITanmenTHTe HA acTIUp mo-mortreH P2Y 12 6iokep u 6€3 HexenaHo ChOUTHE B pAMKHUTE Ha SIIMH
Mecell, ca Ouiu pa JICJICHU J1a IPeMUHAT Ha (PUKCUPAHU J03U aCITUPHUH ILTIOC KIOMUA0TPe
(meeckanmupana Ha aHTUTpoMOoIMTHA Tepanus - de-escalated dual antiplatelet therapy, DAPT)
WJIH 13 TIPOT T CBOsITA JIEKapcTBeHa cxeMa (Henpomenena DAPT).

Amnamu % ca o010, 645 ot 646 narmentu ¢ STEMI i NSTEMI, unu HectabuinHa cTeHOKapaus
(n npana DAPT (n=322); nenpomenena DAPT (n=323)). IIpocnensBane Ha mbpBaTa roguHa €
u3BppieHo npu 316 manuentu (98,1%) B rpynata Ha aeeckanupana DAPT u 318 manuentn (98,5%)
B rpynara Ha HenpoMeHeHa DAPT. Meaunanata Ha mpociesiBaHe 3a IBeTe rpynu € 359 nHu.
XapakTepUCTHUKUTE HA U3CJIEIBaHaTa KOXOPTa ca CXOJHU B JIBETE IPYIIH.

[IBpBUYHUAT pe3ynTaT, ChCTaBHA TOUYKA OT ChbPACYHOCHI0BA CMBPT, HHCYIIT, CIICIIHA
peBackynapuszanus 1 kppeHe no BARC (akagemuueH n3cieoBaTeICKu KOHCOPLMYM 110 KbPBEHE -
Bleeding Academic Research Consortium) >2 Ha 1-Bata roguna cien ACS, € HacTbIUI PU

43 nanmentu (13,4%) B rpynara Ha neeckanupana DAPT u 85 manuentn (26,3%) B rpynara Ha
HenpomeHena DAPT (p<0,01). Ta3zu craTUCTHUECKH 3HAYMMA Pa3jIMKa ce JBJKM OCHOBHO Ha IMO-
MaJIKO ChOUTHSI Ha KbPBEHE, 0€3 1a ce HaOo1aBa pa3yinka MpH KpaHUTE TOYKH 38 UCXEMUS
(p=0,36), noxaro xkppBeHe Mo BARC >2 ce nabmiogaBa no-psako B rpymnara Ha feeckanupana DAPT
(4,0%), cnpsimo 14,9% B rpynata Ha HenpomeneHa DAPT (p<0,01). CrOuTHs Ha KbpBeHE,
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onpezaeneHu karo Bcuuku crenenn mo BARC ce nabmonasat npu 30 manmentn (9,3%) B rpymnara Ha
neeckanmupana DAPT u 76 nanmmentu (23,5%) B rpynara Ha HenpomeHneHa DAPT (p<0,01).

TROPICAL-ACS (M3cnenBane Ha OTTOBOpa KbM TPOMOOLMTHA MHXUOUIUSA IPY XPOHUYHA
AHTUTPOMOOLINTHA TEpAIHs 3a OCThP KOpOHapeH cuHApoM -Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)

Tosa paHIOMHU3UPAHO, OTKPHUTO U3MMUTBAHE BKIIOYBA 2 610 MOIIOXKHUTETHN 32 OMOMapKep

nanenTy ¢ ACS cnen yenermaa PCIL. [TanmentruTte ca paHIOMHU3HpaHU Aa MOTydaBaT

npa3yrpen 5 wim 10 mg/nen (Juum 0-14) (n=1309), i npasyrpen 5 wim 10 mg/aen (Jum 0-7),

CJIe]] KOETO ca JIeecKalupany Ha kionuaorpen 75 mg/neH (Auu 8-14) (n=1309), B komOnHauus

¢ ACK (<100 mg/nen). Ha 14-us neH e npoBeneHO u3cienBaHe Ha TPOMOOIMTHATA (HYHKIIUSL
(platelet function testing, PFT). [TanuenTure, JIeKyBaHH caMo ¢ TIPa3yTrpelt ca MPOABJDKUIN Ha
mpa3yTpen B mpoabvkeHue Ha 11,5 mecera. & (b'

JeeckanupanuTe MaUeHTH ca OWIIM MOIJI0KEHH Ha BUCOKOUYBCTBHUTENICH TECT Ha &Q
TpombounTHa peaktuBHOCT (high platelet reactivity, HPR). Axo HPR e >46 enunuimy, O
NalyueHTHTe ca OiM eckapanu o0paTHO Ha npasyrpen S5 win 10 mg/nen 3a 11,5 %a; aKko
HPR e <46 equauim, manueHTHTe ca MPOIBIDKIN Ha KIIOMUAOTPEN 75 mg/neH 310.

11,5 mecemna. CrienoBaTeTHO BoJIEIaTa TpyIia Ha AeecKaiaris BKIIOYBA MAIUCHTEA Ha
npaszyrpen (40%) wmu xnonumorpen (60%). Benukn mannenTn ca HpOHBH@ Ha aCTIUPHH H
ca MpOoCIIeICH! B MPOABIDKCHUE HA eTHAa FOAHHA. @Q\

[IbpBUYHATA KpaifHa TOUKa (KOMOMHUpaHa YECTOTa Ha ChPIEUYHOC a cMBpT, M1, nHCYAT N
kbpBeHe 1o BARC >2 crenen Ha 12 mMecena) € U3ITbJIHEHa, KOETQ JTOKa3Ba He MO-Majika e(pUKacHOCT.
Hesetnecet u net manueHTH (7%) BHB BoJEIIaTa TpyIia Ha amanus u 118 manuentu (9%) B
KOHTpostHaTa rpyna (p Ha HemH(pepuopHocT = 0,0004) ca P@Um crOuTHe. Bogemara rpymna Ha
JieecKajanus He € JoBea A0 MOBHUILIEH KOMOMHHUpaH pUCK OT McxeMUyHu cwoutust (2,5% B rpynara
Ha Jeeckaianus cupsamo 3,2% B KOHTpodiHaTa rpynaN\D Ha HeuHdepuopHoct = 0,0115), Huto Ha
OCHOBHATa BTOpUYHA KpaifHa TOUKa KbPBEHE 110 C >2 crenen ((5%) B rpynara Ha JeecKananus
cipsimo 6% B KoHTposHaTa rpyna(p=0,23)). yJIaTHBHATA YECTOTa Ha CHOWUTHUS Ha KbPBEHE OT
Bcnukwm crereHd (kiaac mo BARC 1 o 5) e 114 crbutns) BB BOA€IIATA TPYyIIa HA IeeCKaIamns,
capsimo 11% (137 cebutnst) B KOHTponQe@rpyna (p=0,14).

THeouampuuna nonynayus

&

B npoyuBane ¢ moBumiaBane 03aTa pu 86 HOBOPOJCHH WJIH Jiena 0 24 Mecela ¢ PHCK 3a
tpoMbo3a (PICOLO), ki rpen € OleHsABaH B nocienoBarentu o3u ot 0,01, 0,1 u 0,2 mg/kg npu
HoBopoaeHu u nera u PN mg/kg camo npu HoBopoaenu. Jlozata ot 0,2 mg/kg noctura cpeacH

MIPOIICHT Ha HHXH6PQQHe 49,3% (5 uM AJI®-uHaynrpana TPOMOOIMTHA arperarys), KOWTo €
CPaBHUM C TO3U Q@ BB3pacTHH, IPUEMAIH KJIONHIOTpeN 75 mg/qHEBHO.

B parmom &HO IBOIHO-CIIsTIO, TTapaenHo rpymnoBo npoyuBane (CLARINET) 906 nenuatpuann
nanueH BOPOJICHH U JIe11a), C IMAaHOTUYIHO BPOJICHO CHhPICUHO 3a00IsIBaHe, C MaJTHaTHBHO
CHCTEMHO-0enopo0eH apTepHuaieH IbHT, ca pAaHAOMHU3UPAHU J1a IPUEMaT KJIOMUAOTPET
kg (n=467) nwnu nnanedo (n=439) eTHOBPEMEHHO ChC CHITBTCTBAIIO OCHOBHO JICUCHHUE 10
MOMEHTa Ha BTOpHsI eTall Ha onepauusaTa. CpeJHUAT NepUO MEKAY IOCTABSHETO Ha aJHMaTUBCH
IIBHT U TBPBOTO NPUIIOKEHNE Ha U3MUTBaHUs JeKapcTBeH NpoayKT € 20 guu. [Ipubimsutento 88%
OT MareHTuTe ca rnomydasanu eqHoBpeMmenHo ACK (nuana3on ot 1 mo 23 mg/kg/mueBHo). He e
Ha0JI0JaBaHa 3HaYMMa pa3iifKa MEeXIy TPYIUTE 110 OTHOLIEHHE Ha TbPBUYHATA ChCTaBHA KpaiiHa
TOYKa Ha CMBPT, TPOM0O03a Ha II'bHTA WITH ChpJEYHA UHTEPBEHIHS M0-paHo oT 120-1HeBHA BB3PACT
cieq cOuTHE C ompeneneHo TpomboTrueH xapaktep (89 [19,1%] 3a rpynata Ha knonuaorpen u 90
[20,5%] 3a rpymnaTa Ha miane6o) (Bx. Touka 4.2). KppBeHeTo e Haii-uecTo cho0IIaBaHaTa Hexelana
peaxIys 1 B JBETE TPYIH — Ha KIOMHJIOTPENT U IU1anebo; KaTto He € HaOrolaBaHa 3HauuMa pas3iinka B
yecToTaTa Ha KbpBeHE Mexay rpynute. llpu nparocpouno npociensBane Ha 6e30MacHOCTTa MPU TOBA
MIpoy4BaHe, 26 NalKeHTH C BCE Ol HaJTMUEH UTbHT HA €IHOTOAMIIIHA B3PACT ca M0IyJYaBajn
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kionuaorpen a0 18-mecedyna Bp3pact. He ca HabmomaBaHn HOBU ChOOPaKEHHUSI OTHOCHO
0e30MacHOCTTA [0 BpeMe Ha TOBa JIBJIITOCPOYHO TPOCie/sIBaHe.

UznurBanusita CLARINET u PICOLO ca npoBeaeHu ¢ U3NoI3BaHe Ha MIPUTOTBEH Pa3TBOP Ha
KJIOMUAOTpel. B mpoyuBaHe Ha OTHOCHTENTHAaTa OMOHAITNYHOCT P BH3PACTHH, IIPUTOTBEHUST
Pa3TBOP Ha KJIONHMJOTPET MOKa3Ba CXO/HA CTENICH M MAJIKO O-BUCOKA CKOPOCT Ha abcopOrus Ha
TJIaBHUS LUPKYJInpall (HeakTUBEH) METa00JINT, B CPaBHEHHUE C pa3pelleHaTa 3a ynorpeda rabneTka.

5.2 dapmMakoKHMHeTHYHH CBOWCTBA

Abcopbyus
Cren eTHOKPaTHO U MHOTOKPATHO MEPOPATHO MPUIIOKEHHE Ha JIO3H OT 75 mg JIHEBHO, KIOMUAOTPEI
ce abcopbupa 0bp30. CpegHUTE MaKCUMAaTHH TUIa3MEHH HUBA HA HETPOMEHEHHSI KJIOMUI0TPe b
(mpubamsurento 2,2-2,5 ng/ml cnen eqHoKpaTHa nepopaiiHa 103a oT 75 mg) HaCThIBAT %)
NpUOTU3UTETHO 45 MUHYTH clies ipueM. AbcopOuusiTa e Haii-manko 50 %, Bb3 ocHOBa Hal
eKCKpelusTa ¢ ypuHaTa Ha METa0OJIUTHUTE Ha KIIOHIOTPEI. @)

&

Pasnpeoenenue
Krnonugorpen v raBHUAT HUPKYJIUpaIl] (HCAKTUBEH) META0OJIMT CE CBbP3BaT o@@@fmo invitroc
YOBEIIKUTE IUIa3MEeHH POTeHHU (choTBETHO 98 % 1 94 %). In vitro, CB’bpS@TO HE 3aBUCH OT
CTEMEHTa Ha HaCHIaHe, IPY MIMPOKU IPAHULM Ha KOHIEHTPALUATA. \2\

2

buompancpopmayua

Krnonuuporpesn ekcTeH3UBHO ce MeTabonu3upa B uepHust apo0. In u In vivo knonumorpen ce
MeTa0oIM3Hpa Mo JBa OCHOBHU METa0OIMTHU ITBTS: €I1H, OC TBSIBAH OT €CTEePa3H U BOAELI JIO
XHUJIPOJIM3a U MOJy4yaBaHEe Ha HEAKTUBHU JIEpUBATH Ha Kap noBara kucenuHa (85% ot
MUPKYIUPAIIATE META0OIUTH), ¥ IPYT, OCHIIIECTBIBAH okecTBO HuToxpomu P450.
Knonunorpen mspBo ce MeTaboau3upa 10 2-0KCO-KJI orpen MeXJUHEH MeTa0OoIHT.
[MocneaBamusaT MeTa00IM3bM Ha MEKTUHHHS MET UT 2-0KCO-KJIOMUIOTPENT BOJIU 0 00pa3yBaHe
Ha aKTUBHHSI METa0OJINT, THOJIOB IEPHUBAT HA K Jorpei. AKTUBHHUAT METa0oJIUT ce o0paszyBa
npenumHo oT CYP2C19 ¢ yyactuero Ha HIK npyru CYP ensumu, rmrountenao CYPLA2,
CYP2B6 u CYP3A4. AKTHBHHAT THOJIOB 001UT, KOMTO € U30HpaH in Vitro, ce cBbp3Ba OBP30 K
HEoOpaTHMMO KbM TPOMOOIIMTHHUTE pel 1, KOETO HHXUOHMpa TPOMOOIIMTHATA arperarusl.

Cinax Ha aKTUBHHUSA META0OIUT € [ 814 MO-BHICOKA CIIe]] €MHOKpaTHA HaToBapBaia jxo3a oT 300 mg
KJIOIHUIOTPETI, OTKOJIKOTO CJIe JlaraHe Ha IoJibprkaria 103a oT 75 mg 3a yeTupu AHU. Crax CE
JOCTHTa MPUOIN3UTETHO 3 MUHYTH CJIe/] IpUIaraxe.

Enumunupane QQ

Crnen nepopaneH Ha Mapkupad ¢ C14 knonuaorpen mpu xopa, npudnusutento 50 % ce

€KCKPETUPA B Y] a 1 okoJ1o 46 % mpe3 dekanuute 3a 120 wacos nuHTEpBaN cien npueMa. Cren

eAHOKpaTHa REPOpPaIHa 03a OT 75 MQ, KIOMHUIOTPEN UMa MONY>KUBOT OT MPUOIU3NUTENTHO 6 Jaca.

Enmmvmuaa UAT MOJTY’>KMBOT Ha OCHOBHUS IIUPKyJIHpaill (HeaKTHBEH) MeTaboIuT € 8 yaca cief

CZ[HOK})\t‘@LQ/IHH MHOTOKPaTHO MIPUIIOKEHHE.
<

Dapmarxozenemura

CYP2C19 e BxmoueH BbB POpPMUPAHETO HA aKTHUBHUS METAaOOIUT U Ha MEKAUHHHUSA METa0OJINT 2-
okco-knonuaorpen. @apMakOKHHETHKATA U AaHTUTPOMOOLMTHUTE e()eKTH Ha KIOMUAOTPEN, U3MEPEHU
ype3 aHajI3 Ha eX VIVO TpoMOOIMTHA arperaiys, ce pasandasar B 3asucuMoct ot CYP2C19
TeHOTHIA.

CYP2C19*1 anenbT ChOTBETCTBA HA ISUIOCTEH (DYHKIMOHAICH MeTabomn3bM, 1okato CYP2C19*2 u
CYP2C19%*3 anenute ca Hepyukunonanau. CYP2C19*2 u CYP2C19*3 anenure ca OTTOBOPHHU 3a I10-
rojsiMaTa yacT OT HaMaJieHaTa QyHKIU IpH ciabute Metabonu3aTopu ot Osnata (85%) u a3uatckara
(99%) paca. Jlpyru ayienu, CBbp3aHH C JIMIICBAIL WJIM HAMaJICH METa00IH3bM, Ca MO-MAJIKO YECTH
BkitouBaT CYP2C19%4, *5, *¥6,*7 u *8. I[lanueHT che cTaTyC Ha cj1ad MeTaboJIM3aTop, 1e IPUTeKaBa
JIBa ajiena, OTTOBOPHH 3a 3ary0a Ha (GyHKIUS, KaKTO € ONpeesieHo mo-rope. [1yOauKyBaHUTE YeCTOTH
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3a cnabure CYP2C19 merabonu3upariy reHOTUIOBE ca Mpuodan3uTenHo 2 % 3a Osmarta paca, 4 % 3a
yepHaTa paca u 14 % 3a xutaiinute. CpiiecTByBaT TecToBe 3a onpenensae Ha CYP2C19 renoruna Ha
MaIUeHTA.

Kpscrocano npoyusane npu 40 3npaBu 1o6poBoiiy, mo 10 BsB Beska ot getupure CYP2C19
MeTaboIM3upaIy rpymnu (KpaitHo Obp3H, eKCTCH3UBHH, MEKIUHHHU U CJIa0M MeTab0IM3aTOPH)
olleHsBa (DAPMaKOKMHETHUKATa U aHTUTPOMOOIIUTHUTE OTTOBOPH MpH j103a oT 300 mg, mocieasaHa ot
75 mg/nueBno u 600 mg, nociaensana ot 150 mg/aHEBHO, BCsiKa 3a 001110 5 JHU (CTAIMOHAPHO
cheTosinue). He ca HaOm01aBaHy ChILECTBEHH PA3JIMKK B €KCIIO3UIUATA HA aKTUBHUS META00JIUT U
cpenHoTO HHXUOUpaHe Ha TpoMOonuTHaTa arperanus (IPA) mexny kpaiitHo Obp3uTe, €KCTEH3UBHUTE
U MeXXTUHHATE MeTabonu3aTopu. [Ipu cnabure MeTaboIM3aTOPH EKCIIO3UIUATA HA aKTUBHUS
MeTaOoIHT ¢ HaMasieHa ¢ 63-71 % B cpaBHEHHUE ¢ EKCTCH3UBHUTE MeTabom3aTopu. Cien cxeMa Ha

nosupane 300 mg/75 mg, aHTUTPOMOOIIMTHUTE OTTOBOPH Ca TIOHWKSHH MPH cliabute MeTabout )58
cbe cpenro IPA (5 uM ADP) ot 24 % (24 yac) u 37 % (neu 5) B cpaBaenue ¢ IPA ot 39 % (24»ydac) u

58 % (neH 5) npu excTenzuBHUTE Metadoau3aropu u 37 % (24 yac) u 60 % (neH 5) npu M HHHTE

Mmerabosmszaropu. Korato ciabure Merabonu3atopu mpuemar 1mo cxema 600 mg/150 m

SKCIIO3MLUATA Ha AKTUBHUS METa0OJIUT € MO-TOJIsIMa OTKOJIKOTO mpu cxemara 300 m mg. B

nomeiaenne, IPA e 32 % (24 wac) u 61 % (neH 5), CTOMHOCTH, MTO-TOJIEMH OTKOJIKOTO MPH CiabuTe
MeTabonu3aTopu, nosyyasaiiu no cxema 300 mg/75 mg u cxoxuu Ha Tesu npu fipyrure CYP2C19
MeTaboNnu3upaly rpymny, nojtydasany o cxema 300 mg/75 mg. IMoaxoasimaxema Ha Jo3UpaHe Opu
Ta3H TOITYJIAIUS TTAIIMEHTH BCE OIIE HE € OTpe/ieieHa B U3MUTBAHUS 32 Kﬂ%ﬂ}m pe3ynTaTH.

B croTBeTCTBHE C TOPHUTE PE3YNTATH, PU META-aHATIHU3, BKHIOIIB&tLu&?pquBaHHH Ha 335 manueHTH,
JIEKyBaHH C KIOMUAOTPEN B CTAIIHOHAPHO CHCTOSHUE, € TIOKa3aH (s excrosuumsTa Ha aKTHBHHS
METa0OJIHT € MOHMXKEeHa ¢ 28 % 3a MeKAUHHUTE MeTaboIu3aT 72 % 3a cabute
MeTab0IM3aTOPH, JOKATO HHXHOMPAHETO Ha TPOMOOIIUTHA %peraupm (5 UM ADP) e nonmxeHo ¢
pasnuku B IPA ot 5,9 % u 21,4 % cboTBEeTHO, B CpaBHE GQ €KCTEH3UBHUTE METa00IM3aTOPH.

Bnusauero Ha CYP2C19 reHotuna BbpXy KIMHU M3XO0J IIPU NALUEHTH, JIEKYBAHU C
KJIOIUIOTPEI, HE € OLEHSIBAHO B IPOCIIEKTUBH HAOMM3HUPaHU, KOHTPOJIUPAHU U3UTBAHUSL.
CrinecTByBaT 00aue peaua peTpoCreKTHBHIAHAIN3Y 32 OlleHKa Ha TO3U €(PeKT MpH MalueHTH,
JIEKyBaHHM € KJIOMUAOIPe, 32 KOUTO UMa tatu 3a renoruna: CURE (n=2 721), CHARISMA
(n=2 428), CLARITY-TIMI 28 (n=227 ITON-TIMI 38 (n=1 477), u ACTIVE-A (n=601), kakTo
Y U3BECTEH OpOii MyOIMKyBaHH KOXOBHHU IIPOYYBaHHS.

B TRITON-TIMI 38 u 3 oT K
MalUeHTH ¢ MEXIUHEH U
CBHIOBY MHIMIEHTH (CM
€KCTECH3UBHUTE MeTa6@l

tHute npoyuBanus (Collet, Sibbing, Giusti) komOuHHMpaHaTa rpymna
MeTabOoIM3MpaIll CTaTyC ca UMAJIH TI0-BUCOKA YECTOTa Ha ChPACYHO-
MOKap/eH WH(PapKT U MHCYNT) WK TPOMOO3a Ha CTEHTA, B CPaBHEHHE C
TOpH.

B CHARISMA 0 KOXOPTHO Tpoy4BaHe (Simon) MOBHIIIEHA Y€CTOTa HA WHITUICHTH €
Ha6nm)1aBaH€')SaMo MIpH CJTa0U METa00IM3aTOPH B CPABHEHUE C €KCTCH3UBHHUTE METa00IN3aTOPH.

B CUR\? ARITY, ACTIVE-A u exto ot koxoptHute npoyuBanus (Trenk) He e HaOm0aBaHa
o a YecTOoTa Ha MHIMJCHTUTE Bh3 OCHOBA Ha CTAaTyca Ha MEeTabOoIU3aToOpA.

Hwurto ennH OT Te3u aHATH3K He ¢ O ¢ aieKBaTeH OpOil MAlMeHTH, 3a J]a OTKPUE PA3IHKH B U3X0/1a
IpH C1abuTe MEeTabOIM3aTOPH.

CHCLII/IEIJ'IHI/I nomyJannuu

(DapMaKOKI/IHCTI/IKaTa Ha aKTUBHHS METa0OJIMT Ha KIIOIMUOOTPEI HE € U3BECTHA IIPH TE3U CIICHHUATHU
IomyJaivu.

bvbpeuno yspeocoane

Crel MHOTOKpPATHO NMPHUJIOKEHUE Ha 103U OT 75 mg KIOMUAOTpesl JHEBHO IIPU IALIUEHTHU C TEXKA
O0BOpeYHa HETOCTATHYHOCT (KPEaTUHUHOB KIIMPBHC Mexay 5 u 15 ml/min), naxubupanero na AJ1d-
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UHIylIMpaHaTa TPOMOOIIMTHA arperanus e mo-Hucko (25%), OTKOIKOTO HAOII0AaBaHOTO NPH 3/IpaBH
WHJIMBUJIM, BBIIPEKH TOBA YIBDKABAHETO HA BPEMETO Ha KbPBEHE € CXOJJHO C TOBA HAOJIOJABAHO MTPH
3/IpaBU MHIUBUAH, IpUEMaIIH /5 mg kionuaporen AHeBHO. OCBEH TOBA, IPU BCUYKH MAIUCHTH,
KIIMHUYHATA IOHOCUMOCT € Omia 1o0pa.

Yeprodpobno yepesicoane

Crnex MHOTOKPATHO TIPHUIIAraHe Ha J103a OT 75 mg KIOMUIO0Tper THEBHO B MPOAbIDKeHNe Ha 10 qHH
IIPH MAIMEHTH C TEXKKO YEPHOAPOOHO yBpexaaHe, MHxuOupanetro Ha AJ|d—uHaynupanara
TPOMOOIIMTHA arperaius € CX0/IHa ¢ TOBa HA0JI0IaBaHO MTPH 3IPaBH MHIUBUAN. Y IbIDKABAHETO HA
CPEHOTO BpeMe Ha KbPBEHE CHIIO € OMIIO CXOJTHO B JIBETE IPYIIH.

Paca
[IpeobnanaBanero Ha anenute Ha CYP2C19, onpeaemnsium mexauaen u cnad CYP2C19 MeTa6@M
Ce pasInyaBar B 3aBHCHMOCT OT pacara/ eTHoca (Bk. PapMakorenernka). Hamuduu ca orpaHngg
JAHHH OT IHTCPaTypaTa 3a a3MaTCKATE NONy/AliH 33 OLCHABARE Ha KIMHITHATA SHATHMOERgA ToBa
CYP renotunusupane 1o OTHOLIEHHE HA U3X0a OT KIMHUYHUTE HMHIUACHTH. @)

$

5.3 IlpeakIMHUYHHU JaAHHU 32 0€30MACHOCT (b'

I[IpeakIMHIYHATE NPOYYBAHUS NIPH ITHXOBE U MAMyHHU Hali-4€CTO yCTaHOBABAT YEPHOIPOOHH
HPOMEHH, NP 03 HAJBUILIABAIIN HAW-MAIIKO 25 MbTH €KCIIO3UIIUATA IT pa, mpueMariu
TepareBTHYHATA 11032 OT 75 ME/IHEBHO, KOUTO Ca B Pe3yIITaT Ha eQeKIBHPXY YePHOAPOOHUTE
MeTaboNU3upaIl eH3UMH. TakbB eeKT He € YCTAHOBEH MPHU X0pa, {PMeMally TepareBTHYHA 1032

KJIOTIHIOTPEL. %)
o

[Tpy MHOTO BHCOKH JI03U TIPH CHIUTE KUBOTHU € yCTaHOB@ HapyIlleHa CTOMAIlIHa TOHOCHUMOCT
(TacTpuT, CTOMAIITHU €pO3UH W/HJIH TTOBPHIIAHE) O

araHe Ha KJIONUAOrpeN 78 CeAMUIM Ha
g/kg mHEBHO (CHOTBETCTBAIO HA HAW-MaJIKO 25-
BTHYHATA 7103 OT 75 Mg/ THEBHO).

Hsma mokasartencTsa 3a KapIiIMHOTCHEH eEeKT mp
MUKy U 104 ceqMuy Ha INTHXOBE B 403U 10
IBTH €KCITO3UIIATA TIPH XOpa, TPUEMAIIH T

MHoskecTBOTO IN VIitro u in vivo npqua@gfl 3a TeHOTOKCHYHOCT ITOKa3BaT, Y€ KJIOMUIOTPeIT HAMa
TaKbB e(EeKT. O

A
%TI/IJ‘II/ITCT& HAa MBXKKHU ¥ )KCHCKHU TUTbXOBE U HSAMa TePAaTOTCHECH
OraTo ce TMpuiiara MpH JaKTHPAIIH UTEX0BE MPEU3BHUKBA c1abo
3a0aBsHE HA Pa3BUTHETO oxonenunero. Cnennduaan GpapMaKOKHHETHIHH ITPOYIBAHUS C
MapKUpaH KJIOMUIO0T Ka3BaT, 4e MbpPBUYHATA CyOCTaHIIMS WK HEHHU METa0OJIUTH Ce
E€KCKPEeTHpAT B MJI , CTIeIOBATeNHO MK (c1aba TOKCHYHOCT) WiTH KOCBEH eeKT (JEKO BKYCOBO
yceliaHe) He M a ce M3KJIFOYN.

Knonunporen He Biusie BbpX
e(eKT BbpXy IUTHXOBE U 32

O
6. @?&AHEBTI/I‘{HI/I TAHHU
%)
6. CnuchbK HA MIOMOITHUTE BeIIeCTBAa

Aopo na mabremxama:

Maxkporoin 6000

Ilemymo3a, mukpokpuctaimaa (E460)
KpocnuBoaun tunm A

PuninaOBO Maciio, XUIPOreHUPaHO

Dunmogo nokpumue:
Makporos 6000
Etun-uenynosa (E462)
TurtanoB nuokcun (E171)
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6.2 HecbBMecTHMOCTH
Henpunoxumo
6.3 Cpok Ha roaHocT
3 rogunu
6.4 CneuuaaHu ycja0BUsI HA CbXPaHEHHE
[a ne ce cpxpansiBa Hax 30°C.
[la ce cpxpaHsiBa B OpUIMHAJIHUS OJHCTEP, 3a Aa ce MIPelas3y oT Biiara. %)
O
N\
)

brucrepu anmymuHmii/anymunnii, ceappxamm 7, 14, 28, 30, 50, 84, 90 u 100 qmm}(&p 1 TaOJIeTKH,
OTIAaKOBaHU B KAPTOHEHU KyTHH.

6.5 Buau chabpiKaHue HA ONIAKOBKATA

He Bcuuku BHIOBE OITAKOBKU MOTaT fia ObJIaT MyCHATH B IPOAK0a. \2&
6.6 ChenuajaHu npeanasHu MEPKHU MPH U3XBbPJIsIHE &
Hama cnenmaiHy U3MCKBaHUSA. (bQ

Q

7. NNPUTEXATEJI HA PASPEIIEHUETO 3 OTPEBA

Archie Samuel s.r.o. Q¢
>

Slunna 16
61700 Brno g
UYemka pemy0inka szs

o
A
8. HOMEP(A) HA PA3§E¢EHI/IETO 3A YIIOTPEBA

EU/1/09/541/001 — KYTV@ 14 punmupany TaGIETKH B U3LSUIO aTyMHUHUEBH OJIMCTEPH
EU/1/09/541/002 - K @[ T 28 punmupanu TabIeTKH B U3LUIO ATyMUHUEBH OJIMCTEPH
EU/1/09/541/003 —= {éﬂm ot 30 ¢unmupaHu TabIETKH B M3IUI0 ATyMUHUECBH OJTUCTEPH
EU/1/09/541/0 z{yTHI/I ot 50x1 ¢unMupanu TabIETKH B U3IUIO ATyMHHUEBH OJIMCTEPH
- Kytnm ot 84 dpunmmupanu TabneTky B U3ISII0 ATyMIHHEBU OIUCTEPU

6 — Kytuu ot 90 ¢punmmupanu TaONEeTKH B U3ISII0 ATYMHUHHEBH OJIMCTEPH
/007 - Kytuu ot 100 ¢punMupanu TabiIeTKY B U3LSIIO ATyMUHUEBU OJIMCTEPH

EU/1/0
E@41/OOB — Kytun ot 7 dunmupanu TabieTky B U3IUII0 aTyMHHAEBH OJTUCTEPH

9. JATA HA I'BPBO PA3PEINABAHE/IIOJHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Hara Ha mepBoTO paszpemasane: 28 tomu 2009 r.

JlaTa Ha nmocieaHo nogHOBsABaHe: 22 Maii 2014 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
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[MonpobHa nHbOpMaIrs 3a TO3M JEKAPCTBEH MPOYKT € MpeocTaBeHa Ha yebcaliTa Ha EBpomnelickaTta
areHmus 1o Jiekapcersata: http://www.ema.europa.eu/
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%)
MPUJIOKEHME II &

MNPOU3BOJUTEJL, OTTOBOPEH 3A @OBO)KI[ABAHE
HA ITAPTU AN Q

YCJIOBHUSA NI OTPAHUYE 3A JOCTABKA 1
YIIOTPEBA ¢

APYTI'U YCJIOBUA U @CKBAHI/IH HA PASPEHIEHHUETO 3A
YIIOTPEBA %)

YCJIOBUA NI ONPAHUYEHMUSA 3A BE3OITACHA U
E(I)EKTI/IB%YHOTPEBA HA JIEKAPCTBEHUS ITPOAYKT
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A.  NIPOU3BOIUTEJL, OTTOBOPEH 3A OCBOBOXXJIABAHE HA ITAPTUIN

Hme n aapeC HAa MPOU3BOAMUTECIIA OTTOBOPECH 3a OCBO60)KZ[aBaHe Ha MapTuaure

Merckle GmbH
Ludwig-Merckle-Strasse 3
89143 Blaubeuren

T'epmanus

b. YCJI0OBHMA NN OI'PAHUYEHUA 3A JTOCTABKA U YIIOTPEBA

.HCKapCTBeHI/I}IT MPOAYKT C€ OTITYCKaA IO JICKAPCKO MPCANNCaHUC. b@

)

B. JAPYI'M YCJIOBUSA U UBUCKBAHUSA HA PASPEHLIEHUETO 3A YHOT@A

Cucmema 3a nekapcmeena 6e30nacHocm *
[PV tpsibBa 1a OCUTypH HATMYMETO HA CHCTEMATA 3a JICKApCTBEHA 6630H30H00&6HCT3E6H3 B
Monyn 1.8.1 ot Pa3zpemenneTo 3a ynorpebda, koaro Aa GyHKIHOHUPA npen@[oxaro MPOLYKTHT € Ha

nasapa.
3

IlepronnvyHu aKTyaJIN3MPaHH JOKJIAIH 32 0€30I1aCHOCT

KbM MOMeHTa Ha U3/1aBaHe Ha pa3pelIeHueTo 3a ynorpeda He ¢ CKBa MOJIaBaHEe Ha MIEPUOJHYHU
aKTyaJM3UPaHU JOKIaIM 32 O€30IIacHOCT 3a TO3HU JICKAPCTBEH yKkT. [Iputexarenst Ha
pasperieHneTo 3a ynorpeba, odade, TpsioOBa aa mojasa mnep YHU aKTyaJIIM3UPaHU TOKJIAIH 32

natu Ha EBponeiickus cpro3 (EURD cnucek), mpens B wi. 1078, an. 7 ot Aupextusa 2001/83/EO
U myOJIMKyBaH Ha eBPOIEHCKHs yeOrmopTall 3a JieK a.

r. YCI0BUA WIN OI'PAHUYE 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUA ITPO

0e30IMacHOCT 3a TO3H JICKApPCTBCH MPOAYKT, aKO IIPOAYK gT BKJIIOYCH B CIIMCHKA C pe(bepeHTHHTe

Ilnian 3a ynpaBjieHUe Ha pUCKa d1yP)
Henpunoxumo. \&"

3asBICHUETO 3a pa3pellan Qﬁynm‘p%a ce OCHOBaBa Ha pe)epeHTeH JIEKAPCTBEH MPOIYKT, 32
KOWTO HE Ca U3BECTHU cb@ameﬁm 3a 0€30MacHOCT, M3UCKBAIIH IOBTHATEITHA JSHHOCTH 32
MUHHUMU3HUPAHE HaA pI/I(Q
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JAHHHU BBPXY OHAKOBKA@ JIMCTOBKA
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JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Clopidogrel ratiopharm GmbH 75 mg ¢punmupanu tabaeTku

KIIOTIMIOTPE

‘ 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BELIECTBO(A) 1.7
o
Bcesika ¢punMupana tadaeTka chabpika 75 mg Kionuaorpen (KaTto 0e3uiar) &Q
O
O
3. CNMCBHK HA MOMOIUHUTE BELIECTBA )
(%
Cppprka XHIPOTCHUPAHO PUIIMHOBO MAcyo. 3a IOMBbIHUTEIHA HH@OpMau@oqueTe JMCTOBKATA.
X
‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA (¢ @AKOBKA
(4]

7 puaMupanu TabJIeTKH (bQ

14 punmupanu TaOICTKH Q{b

28 hunmMupaHu Ta0IeTKH @)

30 ¢punmupanu TaOIECTKH \2\

50 punmupaHu TabIeTKH &‘

84 punvupann TabIeTKH Q

90 punmupanu TaOIECTKH (b'

100 ¢pmnmupanu TabIeTKH Q\Q)@

¥)

‘ 5. HAYUH HA HPI/IJIO)I@@‘I/IE U NI'bT(MIIA) HA BBBEK/IAHE

[penu ynotpeda npoque'r@%ETOBKaTa.

Ilepopanuo mpunox %
X
%
Pare)

6. c1 AJTHO NPEAYNPEXKXIEHUE, YE JIEKAPCTBEHUSAT NPOAYKT TPABBA
pi| CBbXPAHSBA HA MACTO JAJIEYE OT INOIVIEJA U TOCET'A HA JEITA

4

H&’BxpaHﬂBa Ha MSCTO, HEIOCTBITHO 3a JAclia.

7. JAPYI'U CHEHUAJIHM IPEAYIIPEXIEHUSA,AKO E HEOBXOINMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ne ce coxpansiBa Hax 30°C.

Ja ce cpxpaHsiBa B OpUTHHAIHUS OJIHCTEp, 32 Ja ce MPEIa3y OT BJiara.

10. CHEIWWAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

2 )
11. HME U AJIPEC HA IPUTEJKATEJISI HA PA3PEILIEHMETO 3A YIIOTPEBA O
\ "4
Archie Samuel s.r.o. O&Q
Slunna 16 Q
61700 Brno *
Yerika pemy0iuka (b(b'
<
RN
| 12. HOMEP(A) HA PA3PEHIEHMETO 3A YIIOTPEBA oX
EU/1/09/541/001 14 TaGreTku Q\y
EU/1/09/541/002 28 TabneTku (bQ
EU/1/09/541/003 30 raGneTku Qo
EU/1/09/541/004 50 TabmeTkH OQ
EU/1/09/541/005 84 TabneTku \2\
EU/1/09/541/006 90 TabeTKH Q
EU/1/09/541/007 100 Ta6meTkH g\\“
EU/1/09/541/008 7 TabaeTKH (b
&
Q
| 13. OAPTHAEHHOMEP O
&
ITaptunen Ne *
X
A
14. HAYMH HA Q'FIIYCKAHE
x‘
HeKapCTBeHI/I};{%OIIyKT ce OTIYyCKa M0 JIEKapCKO MpeIUCaHue.
<O
oQ

| 15. YKA3BAHMS 3A YIIOTPEBA

QU

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Clopidogrel ratiopharm GmbH 75 mg

‘ 17.  YHUKAJIEH WIEHTUH®UKATOP — JIBYU3MEPEH BAPKO/|

JBynsmepeH 0apKoJI ¢ BKIIIOYCH YHUKAICH HICHTU(UKATOD
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18.

YHUKAJIEH TAEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Clopidogrel ratiopharm GmbH 75 mg ¢punmupanu tadbaeTku
KJIOMMUAOTpECII

2. NME HA IIPUTEXATEJISA HA PASPEHLIEHUETO 3A YIIOTPEBA

Archie Samuel s.r.o Q(O
<
O
‘ 3. JATA HA U3STNHNYAHE HA CPOKA HATOJHOCT _ *\
ToxeH 1o: ¢®(b
2
4, IMAPTUJAEH HOMEP R
[Maptumen Ne (b(bQ
9
|5.  JIPYIO X
S
QQJ
Q
@)
&
=
O
&K
@2‘
2
QO
ifb
%)
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JlucroBka: undopmanusi 3a NoTpeduTeNA

Clopidogrel ratiopharm GmbH 75 mg ¢puamupann TaéaeTku
knonugorpen (Clopidogrel)

IIpouereTe BHUMATEIHO ISIJIATA JMCTOBKA NPEM A2 3all04HeTe a IpueMaTe TOBa JIeKapCTBO,
ThH KaTo T ChbAbPKA BaxkHa 3a Bac nagopmanus.

- 3anazere Ta3u JUCTOBKA. MOXKe /1a ce HANOXKHU J1a 51 IPOYETETE OTHOBO.
- AKO UMaTe HAKaKBH JIOMBIHUTETHA BBIIPOCH, TonuTaiite Bamms nekap wiu gapmariest.

- ToBa nekapcTBo € mpennucano 1uyHo Ha Bac. He ro mpeorcrhnBaiite Ha apyru xopa. To
MOJKE J1a UM HaBpEIH, HE3aBUCUMO OT TOBa, Y€ MPU3HAIMTE Ha TAXHOTO 3a00JIsBaHe ca

chpIIUTE KaTo Bammure. Q)(b
4

- AKO TIONTyuHTe HAKAKBU HEXEJIaHU JIGKAPCTBEHH PEaKIIiy, yBegomMere Barmms nexap ui
(apmanent. ToBa BKITIOUBA M BCHYKH Bh3MOXHH HEKEIIAHHU PEAKIIUH, HEOMHCAHH B @

JIMCTOBKA. BrkTe Touka 4. QO

KakBo cbabpika Ta3H JUCTOBKA: (b(b'
Kakso npeacrasnsBa Clopidogrel ratiopharm GmbH u 3a kakBo ce u3noy3Ba
Kakso Tps6Ba na 3Haere, npeau na npuemere Clopidogrel ratiopha mbH
Kak na mpuemare Clopidogrel ratiopharm GmbH 72
BB3MOXXHU HEXeTaH! peakun &

Kak na cexpansBare Clopidogrel ratiopharm GmbH %)

ChbabpKaHye Ha OTIAKOBKATa M JOMIBIIHUTEIHA HHPOPM

Q

1. Kakso npencrasassa Clopidogrel ratiophar% mbH u 3a KaKkBo ce U310/13Ba

SRR N

%1\1/1 MIPUHAAJICKU KbM TpyIa JeKapcTBa,
KTU. TpoMOOLUTHTE Ca MHOTO MaJIKH €IEMEHTH,
€TO Ha KPBBHU ChcHpend. Upes npenoTBpaTsBaHe Ha
HTH HaMaJsiBaT pUCKa OT oOpa3yBaHe Ha KPbBHU

Clopidogrel ratiopharm GmbH cbabpska Kitormy,
HAapEeYeHU aHTUTPOMOOLIMTHY JIEKAPCTBEHU IT
KOHTO C€ CIIETIBAT eJIUH ¢ IPYT NpH 00pa3
TOBA CJICTIBaHE, TPOMOOIMTHUTE aHTHA
chCcHpeIH (Iporec HapeueH Tp0M603@

A

Clopidogrel ratiopharm Gmb gﬁpHeMa OT BB3PACTHH MAI[UCHTH 3a TIPe/Ia3BaHe OT 00pa3yBaHETO

Ha KPbBHHU ChCHpELH (TPO YIUITBTHEHUTE KPbBOHOCHH CBHJIOBE (aPTEPHHM), MIPOLIEC U3BECTEH KATO
arepotpomM003a, KOETO B 0 aTepOTPOMOOTHYHH UHIMACHTH (KaTO HHCYIT, KOPOHAPEH WHIIMICHT,
WIH CMBPT). Q
Clopidogrel rati@rm GmbH Bu e npeamnucan 3a mpeoTBpaTsBaHe 00pa3yBaHETO HA KPhBHU
ChCHpEIHU U SIBAaHE HA PUCKA OT T€3W CEPHO3HU MHITHICHTH 3a110TO:
- Bu TE ChCTOSIHHE HA YIUTHTHABAHE HAa apTepuuTe (M3BECTHO ChHIIO KATO

KJIepo3a), U

- ABie uvare MIPEIX 0K 1Al KOPOHAPEH UHIUICHT, MHCYIT, WIH UMATe ChCTOSTHUE H3BECTHO
KaTo TepudepHO apTepruaIHo 3a0osiBaHe (HAPYIICHO KPHBOOOPAIIEHHE B PHIIETE UITH
Kpakara 1opajiy 3arylniBaHe Ha KPbBOHOCHHUTE ChJIOBE) HITU

- Bue cte mMmanu Texka rphaHa 00JIKa, CHCTOSHUE U3BECTHO KaTO “‘HeCTa0MITHA
CTEHOKapaAus WM “MHOKapAeH uHbapkT” (ChbpaeueH yaap). 3a JeueHUe Ha TOBa
CBhCTOSIHUE BamumsT nexkap Moxe Jja MOCTaBy CTEHT B OJIOKMpaHAaTa MM CTECHEHATA
apTepus, 3a 1a Bb3CTaHOBH e(DeKTHBHHS KpbBEH MOTOK. Moxe na Bu Ob¢e npennucana u
aIeTUIICAIUIIIIOBA KUCEITNHA (BEIECTBO, ChIbPIKAIIIO CE€ B MHOTO JICKapCTBa
W3MO0JI3BaHH KaTo 00e300JIsBaIIY 1 MOHWKABAIIIN TeMIlepaTypaTa, KakTo U
MPeIOTBpaTABAIINA ChCUPBAHETO HA KPBhBTA) OT Bamus nekap.
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2. Kakgo Tps6Ba aa 3uaere, npeau Aa npuemere Clopidogrel ratiopharm GmbH

He npuemaiite Clopidogrel ratiopharm GmbH:

o AKO cTe aJepru4Hu KbM KIOMUIOTPEN WIH KbM HSAKOSI OT OCTaHAJINTE ChCTaBKH Ha TOBA
JeKapcTBO (M30pOCHHU B TOUKA 6).

o Axo cTpajare ot 3a00Js1BaHe, KOETO TIOHACTOSIIEM NPUYMHIBA KbPBEHE, HAIPUMED
CTOMAIITHA S13Ba WM KbPBEHE B MO3bKa.

. AKO cTpamare OT TeKKO YepHOAPOOHO 3a00IIsIBaHE.

Axo CMATATEC, Y€ HAKOH OT TE3U CC OTHACAT 3a Bac, WJIN UMATC HAKAKBHU CbMHCHUA, KOHCYHTHpaﬁTe ce
¢ Bammus nekap npenu na npuemere Clopidogrel ratiopharm GmbH.

Ipexynpesknaenns: u NpeAna3sHu MepKU Q)(b'
I'oBopete ¢ Bamms nekap wim papmanest npean na npuemete Clopidogrel ratiopharm Gmb
o aKo CTE M3JI0)KEHH Ha PUCK OT KbPBEHE KaTO A
- 3abonsBaHe, KoeTo By m3iara Ha pHCK OT BBTPEIIHO KbpBEHE (KaTo cTOMa Q3Ba)
- HapylleHHEe Ha KPbBTa, KOETO Mpeapasnoyiara KbM BbTPEIIHU Kp’bBOH3J‘II/IR&§’prGHG B
ThKaHWUTE, OPraHUTE WM CTaBUTE Ha TSUI0TO Bu). >
- CKOpOIIIHA TeXKa TpaBMa o)
- CKOpOIIIHA XHUPYPTrUYHA HHTEPBEHIINS (BKIIFOYUTEIIHO CTOMATOIIO a)
- MPEICTOsIIA XUPYPruYHa UHTEPBEHIHS (BKIIOUYUTEIHO CTOMA HYHAa) TIpe3 cIieIBaIlInTe
ce/leM JTHU &
o aKo CTe MMaJIM ChCHPEK B MO3bYHA apTepusi (MCXEMHUUCH @m) BB3HUKHAJ 1PE3
MMOCHEIHUTE 7 THU (b
. aKko nMate ObOpEeUHO WK YepHOAPOOHO 3a00IIsIBaH
J aKO CTe MMaJIU aJieprus WM Peakus KbM HHKO&\@@. CTBO, M3II0JI3BAHO 32 JICUCHUE Ha

Bamrara 0oJtecT.
\a

Iokaro npuemate Clopidogrel ratiopharm Grpﬁ?

. Tps6Ba na nadopmupare Bamms JICKERT-aKO MIAHHPATE XUPYPTUHA HHTEPBCHIIUS
(BKIIFOYHTEITHO CTOMATOIOrHYHa). @)

. TpsiOBa chi0 HE3a0aBHO Ja H;@S Mupare Baius iekap, ako pa3BUETe ChCTOSHUES
(W3BECTHO olIie KaTo TPOMO a TpoMOornToneHuyHa mypmypa wiu TTII), koero
BKJIFOYBA ITIOBUIIICHA TEM Sqrypa 1 CMHUHHU IO KOXKaTa, KOUTO MOTaT [a CE MPOABAT KaTO
MaJIK{ YePBEHU TOUYK i 6e3 HeoOsICHIMa MPEeKOMEepHa YMOPSIEMOCT, 00 bpKBaHe,
MOXKBJITSABAHE HA K WM ounTe (KBIATEHHIA) (BIXKTe Touka 4 “Bb3mMokHI
HEXKEIIAHH peam@

o AKXO ce TOpeK§IC WM HapaHUTEe, MOJKE J1a OTHEME MAJIKO TIOBeYe OT OOMYAaifHOTO BpeMe
3a J1a crpe ép%reHeTo. ToBa e cBBbp3aHO ¢ HAYMHA Ha ACHCTBUE HA JEKAPCTBOTO Ja
nMpenoTBRARBA o0pa3yBaHeTO Ha KPBBHU ChcHpely. [Ipyu MaaKku nops3BaHus U
Hap HUS, KaTo Harp. IOpsi3BaHe 10 BpeMe Ha OpbCHEHE, TOBa OOMKHOBEHO € 0e3
3 ne. Axo obade kppBeHeTo Bu 6e3mokon, TpsiOBa 1a ce CBhpIKeTe He3a0aBHO C

ust aekap (BwkTe Touka 4 “Bb3MOKHH HEXKETaHH peakiun’”).
. Q aIIUAT JIeKap MOXKE /1a Ha3HAYH U3CJICABAHUS HAa KPHBTA.

Jena u roHoIIM
He npunaraiite ToBa nexapcTBo Ha Jera, TOHEXE HE UM JIeHCTBa.

Jpyru aexkapcerBa u Clopidogrel ratiopharm GmbH

Wupopmupaiite Bamus nexap wiu papMaiesT, ako IpremMaTe, HaCKOPO CTe MPUSMAITH UITH €
BB3MOXKHO JIa IPUEMETe APYTH JIEKapCTBa.

Hsikou nekapcTBa Morat Jia okaxxar BIusHUe BbpXy aeiictBuero Ha Clopidogrel ratiopharm GmbH u
obpaTHo.
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Tpsi0OBa 3a1bKUTENHO 1a nHpopMupare Baimus nekap, ako nprueMare
- JIeKapCTBa, KOUTO MOTAT Jia TIOBUILAT PUCKA OT KbpBEHE, KATO:
O TMepopalTHU aHTUKOAryJIaHTH, JICKapCTBa, H3MOI3BaHU 32 HaMaJIsIBaHEe ChCUPBAEMOCTTa Ha
KPBBTA,
O  HECTEpOHJHH MPOTUBOBB3MAIHUTEIIHY JICKAPCTBA, OOMYAHO U3ION3BAHH 34 JICUCHUE Ha
0O0JIE3HEHH W/WIIM BB3MAJIUTEIIHU ChCTOSHHS HA MYCKYIIUTE WIN CTaBUTE,
O  XemapuH WM JIPYro JIEKAPCTBO 32 MHXKEKTHPaHE, U3IIOJI3BAHO 3a HAMAJISIBAHE ChCUPBAHETO
Ha KPBBTAa,
O  THKIOIWIHH, IPyro aHTUTPOMOOTHUYHO JIEKAPCTBO,
O  CEIeKTHBHU HHXHOUTOPH Ha OOPAaTHOTO 3aXBalllaHe HA CEPOTOHHHA (BKIIFOYHTEIHO, HO HE
caMo (UTyOKCeTHH WM (PIIyBOKCAMHUH), JIEKApPCTBa, KOUTO OOMKHOBEHO CE M3IIOJI3BAT 3a
JICYCHUE Ha JICTIPECHs,

- OMEMpa30Jl WK €30MEeNpa3oll, IEKapCTBa, U3IMOJI3BAHU 32 JICUSHHE HA CTOMAIITHO Q)(b'
HEPA3MOI0KCHHE, %)
- (bIyKOHA30JI WM BOPUKOHA30J1, JICKAPCTBA 3a JICUCHUE HAa OaKTepHAIHU U I'BONYHU U Qm/m,
- edaBupeHiL, JIeKapcTBO 3a jieueHrne Ha HIV (doBemikust umyHOAe(pHUIIUTEH BUPYC) KIIHS,
- aHTHPETPOBUPYCHH JeKapcTBa (JiekapcTpa 3a jJeueHue Ha XMB undexum), *
- Kkap0amMaseruH, JIEKapCTBO 3a JICUCHHE Ha HIKOU ()OPMU HA SMUIICTICHS, (b'
- MOKJIOOEeMH]I, JISKApCTBO 3a JICUCHUE Ha JCTPECHs, 25)
- pemarJMHUj, JEKapCTBO 3a JeUCHUE Ha A1alerT, %,
- TAKJIUTAKCell, IEKapCcTBO 3a JICYCHHE Ha pak. \2\¢
%)
AKO cTe MpeKUBENN TeXKKa IpbIHa Oonka (HecTaOWiTHa CTeHOKap W MHOKapjeH UH}apKT),
Mmoxxe 1a Bu 0b1e npeanucan Clopidogrel ratiopharm GmbH B WHAINA C alleTHICAUIINIIOBA
KHCEJINHA, BEIIECTBO, ChIBPIKAIIIO CE B MHOTO JICKAPCTBa, M3NGHSBaHN KaTo 00e300IsBaly 1
MOHMYKABAIIM TeMIiepaTypara. MHIuaeHTHa yrioTpeda Ha JICAJIMITUIIOBA KUCEJIMHA (HE TIOBEYE OT

1 000 mg Ha 24 vaca) He Ou mpecTaBiIsiBaia Mpobiem, & BpoxnmuTenHaTa yrotpeba npu Jpyru
oOcrositenicTBa TpsiOBa Ja ce o0chau ¢ Bamms neKa%\z\

Clopidogrel ratiopharm GmbH ¢ xpaHa u u KU
Xpanata/xpaHeHero HsaMat BinusiHue. Clopi ratiopharm GmbH mo>ke n1a ce npuema cbe 1 6e3

XpaHa.
\2@

BpemeHnHoOCT M KbpMeHe O
3a npeAnoYuTaHe € Aa He ce npp@u TO3H JIEKapCTBEH MPOAYKT 110 BpeMe Ha OPEMEHHOCT.

AKko cTe OpeMeHHa HITH CM$, 4ye MOXe Jja cTe OpeMeHHa, TpAOBa na yBeqoMuTe Bamms nekap nim

(hapmarieBT, ipeu fa 1 ete Clopidogrel ratiopharm GmbH. Ako 3abpemeneere, 10KaTo
npuemate Clopidogrel satiopharm GmbH, Bexnara ce mocwBeTBaiite ¢ Bamms nekap, Thil Kato He ce
penopbYBa ymnot a Ha KIIOMHUJOTPEIT TI0 BpeMe Ha OpeMEHHOCT.

He tpsi0Ba L[g'l;mpMHTe, JIOKaTo IpUeMate ToBa JEKapCTBO.
Axo KLpMQ WINM TUIaHUpaTe Ja KbpMHTE, roBopeTe ¢ Bamms nekap, mpeau na mpuemMere ToBa
JeKapc

2

ITospkernaiite ce ¢ Barust nexap wim hapmaiieBT npeau ynorpedata Ha KOSTO U Jia € JICKapCTBO.
ITodupane u padora ¢ MAaIIUHU
Clopidogrel ratiopharm GmbH e masko BeposTHO ja 3acerHe criocodHocTra Bu 3a modupane mim

paboTa ¢ MallIvHY.

Clopidogrel ratiopharm GmbH cbabpika XuaporeHupaHo pUIIMHOBO MACJI0
ToBa MOXe /1a MPUYMHU CTOMAIITHO PAa3CTPOUCTBO HIIH THAPHUSL.
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3. Kaxk n1a npuemare Clopidogrel ratiopharm GmbH

Bunaru aneMaﬁTe TOBA JICKAPCTBO TOYHO KAKTO Bu e xazan Bamusar JICKAp ujin (bapMaI_[CBT. Axo He
CTC CUTYPHHU B HCILIO, nonurante Bamms JICKap Wi (bapMaL[CBT.

AKO cTe IMaJIv CHJTHA TPbJHA O0JKa (HecTaOWITHA CTEHOKApPIHsl WM MUOKap/eH HH}apkT), Bammst
aekap moxe na Bu nage 300 mg Clopidogrel ratiopharm GmbH (4 tabGnerku ot 75 mg) BeAHBXK B
HayanoTo Ha JieueHuero. CieJ ToBa MpernopbuUTEHATA /1032 € eJHa Ta0JeTKa oT 75 mg

Clopidogrel ratiopharm GmbH areBHO, KOSTO ce IpHeEMa Mpe3 ycTaTa ChC Wi 0€3 XpaHa, i Mo eIHO U
CBILO BPEMe BCEKH JCH.

Tps6Ba na npuemate Clopidogrel ratiopharm GmbH, nokato Bammst nekap Bu ro npeamnucsa. 2
AKo cTe npueJ noBeye ot Heodxoaumara no3a Clopidogrel ratiopharm GmbH @Q)
CebpkeTe ce BeaHara ¢ Baims jgekap uin OTHIETe 10 Hal-0JIM3KOTO CIICIIHO MezmuHHCIg&eHo

IIOPAJN YBEIMYEH PUCK OT KbPBEHE. QO

Axo cte nponycHaau 1a npuemere Clopidogrel ratiopharm GmbH
Ako cte nponycHanu na npuemere no3a Clopidogrel ratiopharm GmbH, Ho cu c@&hme B paMKHUTE
Ha creaBamuTe 12 gaca cien 0OM4aiiHOTO BpeMe, BeTHara B3eMeTe TadeT
cienBamiara B oOM4aiHus yac. AKo cte 3a0paBuiyi 3a mosede oT 12 Jaca
cle/iBalaTa elMHIYHA 71033 B 00M4aifHOoTO Bpeme. He B3emaiite Boi
MpOITyCHATaTa TabJeTKa. )

Ako cre cnpesu npuema Ha Clopidogrel ratiopharm G@
He cnupaiite JieueHneTo, ocBeH ako Bammsr Jiekap 6 I

JeKap uiM (papManeBT, Ipeau 1a ro HalpaBuTe. \2\

CH, a IOCJIC MPUCMETEC
CTO IPUEMCTC
3a, 3a J1a KOMIICHCHUPATE

ocbBeTBa. CBBpIKETE ce ¢ Bammsd

AKO MMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, c(&aml ¢ ynotpebara Ha TOBa JIEKapCTBO, MOJIS
nonutaiTe Bamms nekap wiu gpapManesnT. (b

4. Bb3MOoKHH HeKeJJaHH peakiuiiy

KakTo Bcuuku JICKapCTBa, TOB&%%KEIPCTBO MOXE 1a IPpCAU3BHUKAa HECKCIIaHU PCaKIINU, BBIIPEKH Y€ HE
BCCKHU T'M IIOJTy4aBa. O

HNupopmupaiire sehml Jiekap He3a0aBHO, aKO UMaTe:

- BHCOKaA % partypa, MpuU3HaIK Ha WHOEKIWS WK TpeKasieHa ymopa. ToBa Moxe aa ce
ABIDKHA TOHIKABaHe CTOWHOCTUTE Ha HAKOM KPBBHU KJIETKH, KOETO € PSAKO.

- p. 1 Ha YePHOAPOOHH NMPOOIEMH, KaTO MOXKBITIBAHE HA KOXKATA M/HIIN OUNTE
TEHHUIIA), HE3aBUCHMO OT TOBA JIAJIU €A CHITBTCTBAHU OT MOAKOKHH KPbBOU3INBH,
Q OWTO Ce MPOSBIBAT KaTO MaJIKi YEPBEHU TOYKU H/WIH 00BbPKBaHE (BIKTE. TOUKA 2
“IIpenynpexieHus 1 npeana3Hu MepKu”).
- NOJyBaHe Ha ycTaTa WM HapYLICHUS Ha KO)KaTa KaTo OOpUBH U CHPOEXKH, MEXYPH 110
KoxkaTa. ToBa MOXKe J1a ca CHMIITOMH Ha aJlepruyHa PEeaKiusl.

Haii-4yecTo cho0IIaBaHaTa HeKeJIaHA JIEKapPCTBEHA peaKnMs P KJIOIHUIOTPEN € KbpBEHE.
KbpBeneTo moxe f1a ce MposiBU KaTo KbPBEHE B CTOMAaxa WM YepBaTa, HaTbPTBaHE, XEMaTOM
(HeobnuaiiHO KbpBEHe WM 00pa3yBaHe HA CHHUHHM IO/ KOXkaTa), KbpPBEHE OT HOCa, KPbB B ypHHATa. B
MalIbK Opo¥ OT citydauTe ce ChOOIIaBaT ChIIO U KPHBOM3IUBH B OUUTE, II1aBaTa, Oemust Apo0 HiTH
CTaBUTE.
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AKO MMaTe NMPOIbJKHTETHO KbpBeHe, korato npuemate Clopidogrel ratiopharm GmbH. Axo ce
MOpEKETe WK HapaHUTe, MOXKE JIa OTHEME MAaJIKO ToBeYe 0T 00MUYAHOTO BpeMe, 3a Jia CIipe
KbpBeHETO. TOBa € CBhP3aHO C HAYMHA HA JICHCTBUE HA JICKAPCTBOTO JIa MPEAOTBPATsIBa 00pa3yBaHETO
Ha KpbBHU chcupenn. [Ipu Manku nmops3BaHus ¥ HapaHsABaHUs, KaTO HArp. MOPsS3BaHe 110 BpeMe Ha
OpbCHEHE, TOBa OOMKHOBEHO ¢ 0e3 3HaueHue. AKo o0aye KbpBeHeTo By Oe3mokou, TpsiOBa 1a ce
CBBpKETE He3a0aBHO ¢ Bamus nekap (Brkre. Touka 2 “TIpemynpexaeHus U IpeamnasHn MepKu”).

Jpyru HeskeJIaHU JIEKAPCTBEHH PeaKIUu:
- YecTu HEXEAHU peakiuy (Morat fa 3acersHat no 1 Ha 10 gymm):
Huapwusi, kopeMHa 00JTKa, JIOIIO XPAHOCMIJIAHE UITH KUCEITUHHU.

- Heuectu nesxenanu peaxiuu (Morat aa 3acerHar o 1 va 100 gymm):
I'maBoGonwme, ctomaiHa s3Ba, rajicHe, MOBPBIAHe, 3aleK, YBEITMICHO KOJTUIECTBO HA T'a
CTOMaxa Wi 4epBara, OOpUBH, ChpOeXK, 3aMastHOCT, yCelllaHe 3a U3TPhIIBAHE U MPaByd

- Penxu Hexxenmanu peakiuu (Morat na 3acersat n1o 1 Ha 1000 qymm): O&
CBETOBBPTEXK, YTOJIEMSBAHE HA I'bPIUTE MPU MBKE. $

- MHoro peiku HexellaHu peakiuu (MoraT ja 3acerHat 1o 1 Ha 10000 mynfiy:
Xbiarenuiia; CHuiIHa KOpeMHa 00JIKa Che Wi 0e3 00Jka B I'bp0a; BUCOK@FeMIIepaTypa,
3aTpy/IHEHHS B TUIIAHETO MMOHAKOTa IPUIPYKCHHU C KallUTUIIA; OOIIHNIePTHIH peaKIni
(HanpuMep 0010 ycelaHe 3a 3aTOIUISIHE ¢ BHE3aIeH 001 AUCKOGRPOPT 10 TPHIAIBK); OTOK Ha
ycTara; MEXypH 10 KO)KaTa; allepruYHi KOKHH PEaKIliu; Bb3 HHE Ha ycTaTa (CTOMATHT);
HOHIKAaBaHE HA KPhBHOTO HAJIATaHE; 00bPKBAHE; XaJIOIT u; cTaBHA 0OJIKa; MyCKYyJIHA
0oJika; MpoMsiHa BbB BKyca HJIH 3ary0a Ha BKyca Ha Xpa

Hexenanu peakuyy ¢ Hen3BeCcTHA 4ecToTa (0T HaBIQHTe JTAHHU HEe MOXKe J1a ObJie HallpaBeHa

OIICHKA): \2\

PCaKHI/II/I Ha CBPBXYYBCTBUTCIIHOCT C Oouka JUTC UJIKW KOPEMA, CUMIITOMU HA MMOCTOSIHHO

HHCKa KpBbBHA 3axap. Q

OcseH ToBa Bamust nekap Moxke DQ&raHOBH MIPOMEHH B [TOKA3aTENINTE MPU U3CIEIBAHUATA
Ha KpbBTa WIN ypHHATA. szs

O

Cho0maBaHe Ha HesKeJIAHM peakunu

Axo MOJIYYUTC HAKAKBU HCKCE JICKApCTBCHHU pCaKIIuK, YBEAOMCTEC Bamus JICKap Win (bapMaHCBT.
ToBa BKII0OYBa BCUYKH BbH3 HCOIIMCaH! B Ta3W JIMCTOBKA HEXECJIAHU PCAKIIUH. MoxeTe chIno aa
CT>06H_II/ITC HEXCIIaHU Pe 1 TUPCKTHO YPE3 HAIlMOHAJIHATA CUCTEMA 3a C’BO6H.[aBaHe, IIOCOYCHA B

[Tpunoxxenue V. Kam@o 1[aBaTe HEXXEJIAaHU PeaKiMK, MOXKETe Jla JaJeTe CBOS MPUHOC 3a
MoJIy4aBaHe Ha 1o sas uH(pOPMAITIS OTHOCHO O€30MacHOCTTa Ha TOBA JICKapCTBO.

<

5. Kalé”ﬂ)xpaﬂﬁBaTe Clopidogrel ratiopharm GmbH

pi| &pramma "azn 30°C.

Jla ce chXpaHsiBa B OpUTHHAIHUS OIMCTED, 3a Ja ce IPEANa3y OT Biara.
Ja ce cbXxpaHsiBa Ha MsICTO, HEOCTBIIHO 3a AcLa.

He u3non3BaiiTe ToBa JIekapcTBO Clie]] CPOKa Ha TOJHOCT OTOENSI3aH BbPXY KAPTOHCHATA OIAKOBKA U
omuctepa cren ,,l'oneH 10:”. CpOKBT Ha TOIHOCT OTTOBAPS HA MOCISIHUS ICH OT TIOCOYCHUS MECEIl.

He usnonspatite Clopidogrel ratiopharm GmbH, axo 3abeneknTe HAKaKBH BUANME Oele3d Ha
MOBPEK/IaHE HA OUCTEPUTE WK GUIMHUPAHHUTE TAOJICTKH.
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He m3xBbpisiiTe TekapcTBara B KaHAIM3AMMATA I B KOHTEHHEPA 3 TOMAITHA OTHAaTbIIH.
ITormuratiTe Bammus dapMarieBT Kak 1a H3XbPIATCH3XBBPILITE JIEKAPCTBATa, KOUTO BEUe HE
u3noi3Bare. Te3n MepKH Iie CIIOMOTHAT 3a ONa3BaHe Ha OKOJHATA Cpeaa.

6. Cumpmarme Ha OIMAaKOBKATa U J1O0II'bJHHUTEIHA I/lll(l)OpMalII/lﬂ

Kakso cbabpxa Clopidogrel ratiopharm GmbH
AKTHBHOTO BEIIIECTBO € Kionuaorpes. Beska Tabnerka chabpika 75 mg kionuaorpen (karo Oe3uiar).

Jpyrute cbeTaBku ca (BmkTe Touka 2 "Clopidogrel ratiopharm GmbH cbabpika XuaporeHupaHo
PHUITTHOBO Macio"): (b
Aopo na mabremkama: @QD
Maxkporosa 6000, &Q

O

Lemnymo3a, mukpokpuctania (E460),

KpocnuBoaun tun A $
PuumHoOBO Maciio, XuapOreHupaHo (b'

Dunrmoso nokpumue:

Q
Maxkporon 6000 \2\¢
2

Etunuenynosza (E462),
TurtanoB nuokcun (E171) Q&

Kak usrzexna Clopidogrel ratiopharm GmbH u kakBo cpfbpika onakoBkara

Ounvupannte Tadnetkure Clopidogrel ratiopharm Gm! 9 0enu 10 mouTH Oenu, MO3aeyHH, KPBbIJIH
U JBOMHO-M3MBbKHAIU. Te ce T0CTaBAT B KAPTOHEHU K , ceappkanu 7, 14, 28, 30, 50, 84, 90 u 100
TabNeTKH, B alyMUHNEBH Onuctepu. He Bcnuku B OIMaKOBKM MOTAaT Jia ObJIaT MyCHATH B

pojaxoa.
N

IpuTexkaTen Ha pa3pelIeHHETO 32 yno@a

\S

Archie Samuel s.r.o. O
Slunna 16

A
61700 Brno *‘&‘
Uemrka perryommka OQ\
Hpoussoaure QQ

Merckle GmbH %
Ludwig-Mer <g%trasse 3
89143 Bla ren
l“epMa@

33%1’LHHI/IT6JIH3 HHOPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPIKETE C€ C JTIOKATHHUS
MPEJICTABUTEN HA TIPUTEXKATENS Ha pa3pelieHueTo 3a yrnorpeba:

Belgié/Belgique/Belgien Lietuva

Teva Pharma Belgium N.V./S.A. /AG UAB "Sicor Biotech"
Tel/Tél: +32 382073 73 Tel: +370 5 266 02 03
Bouarapus Luxembourg/Luxemburg
AxraBuc EAJ] ratiopharm GmbH

Ten: +359 24899585 Allemagne/Deutschland

Teél/Tel: +49 731 402 02
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Ceska republika

Teva Pharmaceuticals CR, s.r.o.

Tel: +420 251 007 111

Danmark
Teva Denmark A/S
TIf: +45 44 98 55 11

Deutschland
ratiopharm GmbH
Tel: +49 731 402 02

Eesti

Teva Eesti esindus

UAB Sicor Biotech Eesti filiaal
Tel: +372 661 0801

EArada
Teva EAMGg ALE.
TnA: +30 211 880 5000

Espafia
ratiopharm Espafa, S.A.
Tel: +34 91 567 29 70

France
Teva Santé
Tél: +33 15591 78 00

Hrvatska
Pliva Hrvatska d.0.0
Tel: +385 1 37 20 000

Ireland
Teva Pharmaceuticals Ireland
Tel: +353 1963 0330

island QQ

ratiopharm Oy s
%)

Finnland
Simi; +358 2@& 5900
Italia @Q

Te iaS.r.l.
Tek, +3902891798 1

Kvnpog
Teva EAMGG ALE., EALGSaL
TnA: +30 211 880 5000

Latvija

UAB Sicor Biotech filiale Latvija

Tel: +371 67 323 666

¥

@’Z’g\
<

&
O

Magyarorszag
Teva Gybgyszergyar Zrt.
Tel.: +36 1 288 64 00

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +353 1963 0330

Nederland
Teva Nederland B.V.
Tel: +31 800 0228 400

(O"b

Norge %)
Teva Norway AS &Q
TIf: +47 66 77 55 90 QO

Osterreich fb(b'
ratiopharm Arzneimittel(¥ertriebs-GmbH
Tel: +43 197 007 0\2\&\

%
Polska
Teva PharmagButicals Polska Sp. zo.o.
Tel.: +48 4593 00

Poxtugal
Pharma - Produtos Farmacéuticos, Lda
¢ I: +351 21 476 7550

Romania
Teva Pharmaceuticals S.R.L
Tel: +4021 230 65 24

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 1 58 90 390

Slovenska republika
TEVA Pharmaceuticals Slovakia s.r.o.
Tel: 4421257 26 79 11

Suomi/Finland
ratiopharm Oy
Puh/Tel: +358 20 180 5900

Sverige
Teva Sweden AB
Tel: +46 42 12 11 00

United Kingdom
Teva UK Limited
Tel: +44 1977 628500

Jara Ha mocienqHo npepasriieskiade Ha JucToBkara <mecen I'T'TT>.
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[MonpobOHa nHbOpMarHs 3a TOBa JIEKApCTBO € MpejocTaBeHa Ha yeOcaiita Ha EBporielickara areHiums
o JiekapcrBata http://www.ema.europa.eu/
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