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Xenesa okcmga KpacHbin (E172).
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The instructions on use of medicinal product
(for patients)

VASOGREL75 mg film-coated tablets

International non-proprietary name:Clopidogrel

Composition

Active ingredient: Each film-coated tablet contains 75

mg of clopidogrel (as clopidogrel besilate).

Auxiliary substances: pregelatinized maize starch,
crospovidone type A,

microcrystalline cellulose,
colloidal anhydrous silica, stearic acid type 50.
Film-coating: lactose monohydrate,

iron oxide red (E172).
Polishing agent: carnauba wax.
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Torkibi

Tasiredici madds: 1 tabletin terkibinde 75 mq
klopidogrel (klopidogrel bezilat kimi) vardir.
Kémeakgi maddaslar: prejelatinlesdirilmis qargidali
nisastasi, mikrokristallik selliiloza, krospovidon A
tipi, susuz Kkolloidal silisium dioksid, stearin
tursusu 50 tipi.

Ortiik: laktoza monohidrat, hipromelloza (E464),
titan dioksid (E171), triasetin (E1518), qirmizi
damir oksidi (E172).

Cilalayici madda: karnaub mumu.

Tosviri
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TabneTkn, NOKPbITbIE NMIIEHOYHOM 0BOSIOYKON, PO30OBOrO
uBeTa, KPYrrnown, ABOSKOBbIMYKINON (hOpPMbl, AMamMeTPOM
npménmantTensHo 8,3 MM 1 rpaBUPOBKON «75» Ha OOHOMN
CTOpPOHE.

dapmakoTepaneBTU4YeCKas rpynna
NHrMbuTopbl arperaumm TpOMBOLIUTOB UCKI. renapuH.
ATX koa: BO1AC04

dapmakonornyeckme cBoucTea

®PapmakoOuHaMuKa

MexaHu3m delicmeusi

Knonugorpenes - nponekapcTeo, OAuMH U3 MeTabonuToB
KOTOpPOro aBnseTcs NHIIMBUTOPOM arperaumu
TpoMOBOLMTOB. Knonugorpene OOJKEH
meTabonuanpoBaTecs  epmeHTamn  CYP4so  ans
obpa3oBaHnsi akTMBHOrO MeTabonuTa, MoAaBMsoLLEro
arperaumio  TpOMOOLMTOB.  AKTMBHbLIA  MeTabonut
Knonugorpens m3bupartensHo MHIIMbupyeT CBS3bIBaHWE
ageHosnHgmdocdaTta (AOP) ¢ ero peuentopom P2Y+2
TpombouuntoB 1 nocriegytowtyto AllP-onocpenoBaHHyo
aKkTMBaumo rnukonpoTtenHosoro komnniekca GPIIb/llla,
TeM cambiM UHIMOMPYS arperauunto TpomooumToB. 3-3a
HeobOpaTMMOro CBsI3bIBaHWS OTKPbITbIE TPOMOOLUTHI
NOABEPXKEHbI BIMSHUIO HA OCTaBLUYHCS YacTb UX KU3HU
(npubnuantensHo 7-10 pgHen), M BOCCTaHOBMEHUE
HOpMarnbHOW (YHKUMM TPOMOOLIMTOB MPOMCXOOUT CO
CKOPOCTbIO, COOTBETCTBYHOLLEN OBMeHy TpomMbBouuTOoB.

Arperauus TpomboLmnTOB, WHAYLUMpPOBaHHas
aroHncTamu, oTnnyHeiMm ot AP, Tarke MHIMBMpyeTca
3a cyeT OMOKMPOBaHUS  YCUMEHUSI  aKkTMBaLuu
TpoMbounToB BbicBOOOXAEHHLIM ALLD.

[Mockonbky  aKTVBHbIN meTabonnut  obpasyetcs
depmeHtamn  CYPs4so, HekOTOpble K3  KOTOPbIX

ABMAOTCA MNONMMOPQHBIMU UM MOTYT MHIMOMPOBAaTLCH
APYrMMY  NeKapCTBEeHHbIMU CpeacTBaMu, He Yy BCex
naumMeHToB oynet HabntogaTtben afekBaTHoe
NHrMBbuposaHne TpomMboLMTOB.

®apmakoOuHamudeckue aghghekmal

[MoBTOpHbIE go03bl 75 Mr B [deHb MNpuMBOAMMIM K

Pink, round, biconvex, film-coated tablets with “75”
embossed on one side and a diameter of
approximately 8.3 mm.

Pharmacotherapeutic group
Platelet aggregation inhibitors excl. heparin
ATC code:BO1AC04

Pharmacological properties

Pharmacodynamics

Mechanism of action

Clopidogrel is a prodrug, one of whose metabolites is
an inhibitor of platelet aggregation. Clopidogrel must
be metabolised by CYP4s0 enzymes to produce the
active metabolite that inhibits platelet aggregation.
The active metabolite of clopidogrel selectively
inhibits the binding of adenosine diphosphate (ADP)
to its platelet P2Y12 receptor and the subsequent
ADP-mediated activation of the glycoprotein
GPIlIb/llla  complex, thereby inhibiting platelet
aggregation. Due to the irreversible binding, platelets
exposed are affected for the remainder of their
lifespan (approximately 7-10 days) and recovery of
normal platelet function occurs at a rate consistent
with platelet turnover. Platelet aggregation induced
by agonists other than ADP is also inhibited by
blocking the amplification of platelet activation by
released ADP.

Because the active metabolite is formed by CYPaso
enzymes, some of which are polymorphic or subject
to inhibition by other medicinal products, not all
patients will have adequate platelet inhibition.
Pharmacodynamic effects

Repeated doses of 75 mg per day produced
substantial inhibiton of ADP-induced platelet
aggregation from the first day; this increased
progressively and reached steady state between Day
3 and Day 7. At steady state, the average inhibition
level observed with a dose of 75 mg per day was

Cohrayi rangli, yumru formali, iki terafi gabariq,
bir tarafine «75» hakk olunmus va texminan 8,3
mm diametra malik 6rtikli tabletlardir.

Farmakoterapevtik qrupu
Trombositlarin agreqgasiyasinin
heparin istisna olmagqla.

ATC kodu: B0O1AC04

inhibitorlari

Farmakoloji xtisusiyyatlari
Farmakodinamikasi

Tasir mexanizmi

Klopidogrel - metabolitlerinden birinin
trombositlerin agreqasiyasinin inhibitoru olan bir

darmandnudur. Klopidogrel, trombositlerin
agreqasiyasini  inhibs edan fsal metabolit
meydana goatirmek Ugln CYPsso fermentlori

terafinden metaboliza edilmalidir. Klopidogrelin
foal metaboliti secici olaraq adenozindifosfatin

(ADF) trombositlerinin  P2Y12 reseptoru il
birlesmasini Vo glikoprotein GPlIb/llla
kompleksinin ADF-la alaqali sonraki

feallagsmasini inhiba edir ki, bu da trombositlerin
agreqgasiyasinin inhiba edilmasina gatirib gixarir.
Geri donuslimstz birlesme hesabina agiq
trombositler yasam muddatinin galan hissasinde
(texminan 7-10 giin) tesire mearuz qalir ve
trombositlerin normal funksiyasinin barpasi ise
trombositlarin dovriyyesine uygun bir suratle bas
verir. ADF xaricindeki agonistler tarafinden
induksiya edilen trombositlerin aqgreqgasiyasi
sarbast buraxilmis ADF ile artan trombosit
aktivasiyasinin qargisini  almagla da inhiba
olunur.

Aktiv metabolit, bazileri polimorfik ve ya digar

darman maehsullar terafinden inhibea olunan
CYPsso  fermentleri  tarafindan meydana
galdiyinden, bitin xastslerde kafi migdarda

trombosit inhibisiyasi olmayacaqdir.
Farmakodinamik tasirlori




CyLLLECTBEHHOMY WHrMBUpPOBaHUIO AlP-
MHOYUMPOBAHHOW arperaummM TPomMOOUWTOB C MepPBOro
OHS; 9TO TMOCTENEHHO YyBENWYMBaNocb W LOCTUIMO
YCTOMYMBOrO COCTOSHMA Mexgy 3 un 7 gHamn. B
cTabunbHoOM COCTOSHUM cpeaHui YPOBEHb
NMHrMGMpoBaHus, HabnogaemMbi Npy 4o3e 75 Mr B AeHb,
coctaensn ot 40% no 60%. Arperaums TpomboLNTOB U
BPEMS KPOBOTEYEHMSI MOCTENEHHO BO3BpaLanuncb K
NUCXOOHBIM 3Ha4yeHusiM, ObblMHO B TeuyeHwe 5 aHen
nocrne npekpaweHnst neYeHuns.

Knuruyeckas agpcpekmusHocmb u besonacHocmb
BesonacHocTb 1M ahdekTMBHOCTL Knonuaorpens 6binm
OLEHeHbl B 7 [OBOWHbIX CrenbiX WCCreaoBaHMAX C
yyactnem 6onee 100000 naumeHTOB: uccriegoBaHue
CAPRIE, cpaBHeHne «knonugorpens c¢ ACK, wu
nccnepgosaHusa CURE, CLARITY, COMMIT, CHANCE,
POINT u ACTIVE-A B KOTOpbIX CpaBHMBanu
knonugorpens ¢ nnayebo, ob6a nekapcTBEHHbIX
npenapata npuMeHsiNUCb B koMOuHaumm ¢ ACK un
Opyron cTaHgapTHOW Tepanuen.

HedasHo nepeHeceHHbIl uHgapkm Mmuokapda (VM)
HedasHuUl UHCYynbmM unu ycmaHoesnieHHoe 3abornegaHue
nepughepudeckux apmepudi

B wuccneposaHne CAPRIE 6bino BkntoveHo 19 185
NauMeHTOB C aTtepoTpomMBO30M, KOTOPbIA MPOSBASCS
HeJaBHUM  MHApKTOM  Muokapaa (<35  gHeln),
HeJaBHUM ULLIEMUYECKUM UHCYNbTOM (OT 7 gHen o 6
MecsileB) UMM yCTaHOBMEHHbIM  3aboneBaHueM
nepudepudeckux apteput (3M1A). TNaumeHTbl 6bInK
paHOOMM3UpOBaHbl Ha MpveM Knonugorpena 75
mr/oeHs unn ACK 325 wmr/geHb v Habnwoganuch B
TeyeHne 1-3 net. B nogrpynne mHdapkta Muokapga
GonbwMHCTBO MauueHtoB nonydanum ACK B TeuveHue
NepBbIX HECKONMbKMX OHEN nocre OCTPoro WHdapkTa
MUoKapgaa.

Knonuporpen 3HauuMTenbHO CHU3UIT 4YacToTy HOBbIX
ULIEMNYECKUX COOBbITUI (KOMOMHMPOBaAHHAs KOHEe4YHas
TOYKa UHapKTa MUoKapaa, ULLEMUYECKOro MHCYNbTa U
cocyaucton cmeptu) no cpaBHeHnto ¢ ACK. [lpwu
aHanuM3e  HamepeHust  nedeHuss 939  coObiTun
Habnoganucb B rpynne knonvaorpena n 1020 cobbitun

between 40% and 60%. Platelet aggregation and
bleeding time gradually returned to baseline values,
generally within 5 days after treatment was
discontinued.

Clinical efficacy and safety

The safety and efficacy of clopidogrel have been
evaluated in 7 double-blind studies involving over
100,000 patients: the CAPRIE study, a comparison of
clopidogrel to ASA, and the CURE, CLARITY,
COMMIT, CHANCE, POINT and ACTIVE-A studies
comparing clopidogrel to placebo, both medicinal
products given in combination with ASA and other
standard therapy.

Recent myocardial infarction (Ml), recent stroke or
established peripheral arterial disease

The CAPRIE study included 19,185 patients with
atherothrombosis as  manifested by recent
myocardial infarction (<35 days), recent ischaemic
stroke (between 7 days and 6 months) or established
peripheral arterial disease (PAD). Patients were
randomized to clopidogrel 75 mg/day or ASA 325
mg/day, and were followed for 1 to 3 years. In the
myocardial infarction subgroup, most of the patients
received ASA for the first few days following the
acute myocardial infarction.

Clopidogrel significantly reduced the incidence of
new ischaemic events (combined end point of
myocardial infarction, ischaemic stroke and vascular
death) when compared to ASA. In the intention to
treat analysis, 939 events were observed in the
clopidogrel group and 1,020 events with ASA
(relative risk reduction (RRR) 8.7%, [95% CI: 0.2 to
16.4]; p=0.045), which corresponds, for every 1,000
patients treated for 2 years, to 10 [Cl: 0 to 20]
additional patients being prevented  from
experiencing a new ischaemic event. Analysis of total
mortality as a secondary endpoint did not show any
significant difference between clopidogrel (5.8%) and
ASA (6.0%).

In a subgroup analysis by qualifying condition
(myocardial infarction, ischaemic stroke, and PAD)

Glinds 75 mq olmagla tekrar dozalar ilk giinden
etibaron trombositlorin ADF-induksiyal
agreqasiyasinin ahamiyyatli daracada
inhibisiyasini yaradir; bu getdikce artir ve 3-ci
gln va 7-ci gun arasinda sabit veziyyste catir.
Dayanigli veziyystde gundslik 75 mq dozada
musahida olunan orta inhibisiya seviyyasi 40% ve
60% arasindadir. Mialice dayandirildigdan sonra
trombositlerin agreqasiyasi ve gqanaxma muddati
orta hesabla 5 gun muddstinde baslangic
vaziyyats qayidir.

Klinik tasirliliyi ve tehliikasizliyi

Klopidogrelin tahlikasizliyi ve tesirlililiyi 100.000-
dan ¢ox pasiyentin istiraki ile 7 dafe ikigat kor
tadqigatda giymatlendirilmisdir: Klopidogreli AST
ile migayise edan CAPRIE tedqigati, klopidogrel
ile plasebonu miqayise eden, CURE, CLARITY,
COMMIT, CHANCE, POINT va ACTIVE-A
tadqiqatlar istifade edilmilsdir, her iki preparati
AST va diger standart terapiya ilo kombinasiyada
miqayise edan.

Sonuncu miokard infarkti (M), sonuncu insult ve
ya askar edilmig periferik arterial xastolik

CAPRIE tadgigati sonuncu miokard infarkti (<35
glin), son isemik insultu (7 giinden 6 aya qadar)
ve ya askar edilmis periferik arteriya xastsliyi
(PAX) ile tezahur eden aterotrombozlu 19185
pasiyenti shats edirdi. Pasiyentlar klopidogrel 75
mqg/gin ve ya ASA 325 mq/gin gabul etmak
Ugun randomiza edildi va 1 ilden 3 iledak izlenildi.
Miokard infarkti alt qrupunda pasiyentlerin ¢oxu
kaskin miokard infarktindan sonraki ilk bir nega
glinde ASA terapiyasi gabul etdiler.

Klopidogrel, AST ile mugayiseda yeni isemik
hadiselerin (miokard infarktinin, isemik insultun
vo vaskulyar 6lim birlagmasinin son noéqtesi)
goérilma suratini shamiyyetli deracads azaltdi.
Mualice maqgsadi ile aparilan analizds klopidogrel
grupunda 939 hadise ve AST qgrupunda 1020
hadisa (nisbi riskin azaldilmasi (NRA) 8,7%,
[95% CI: 0.2-16.4]; p = 0.045) mlsahids edildi ki,




B rpynne ACK (cHmxeHne oTHocuTenbHoro pucka (COP)
8,7%, [95% CI: 0,2-16,4]; p = 0,045), wuT0
cootBeTcTtBYeT ana  kaxgoro 1000 nauuweHToB,
nponeYeHHbix B TedeHne 2 net, Ao 10 [Cl: ot 0 go 20]
OOMONMHUTENbHBIX  MaLMEeHTOB, KOTOPbIM  Y4aAnocb
npenoTBpaTUTb HOBOE MLeMu4eckoe cobbiTve. AHanus
o6Len CMEPTHOCTU Kak BTOPUYHOM KOHEYHOWN TOYKM He
BbISIBUJT KaKUX-NIMOO CYLLECTBEHHbLIX Pasnuunin Mexany
knonuaorpenom (5,8%) n ACK (6,0%).

B aHanuse nogrpynn no  keanuduumpyloemy
COCTOSHMIO  (MHGapKT  MuoKapda,  MLWEeMUYeCKUn
nHcyneT 1 3lA) npeuMmyLLecTBO okasanocb Hanbonee
CUNbHLIM  (OOCTWXKEHNE CTaTUCTUYECKOM 3HAYNMMOCTU
npy p = 0,003) y naumMeHToB, BKMOYEHHbIX B
nccnegosaHme no npuumHe 3MMA (0COBEHHO Tex, KTO
Takke UMen B aHamHe3e MHdapkT Muokapga) (COP =
23,7%; CI: ot 89 po 36,2) n 6onee cnabbiin
(He3HauntenbHo otnmnyaetcst ot ACK) y naumeHTOB C
nHcynetoMm (COP = 7,3%; Cl: ot -5,7 go 18,7 [p =
0,258]). Y naumeHTOB, BKIKYEHHbIX B WUCCredoBaHue
TONbKO Ha OCHOBaHMM HegaBHEro WHapkTa MMokapaa,
Knonugorpen Oblfl YUCNEHHO XyXXe, HO CTaTUCTMYECKM
He otnmyancs ot ACK (COP = -4,0%; CI: ot -22,5 po
11,7 [p=0,639]). Kpome TOro, aHanus noarpynn no
BO3pacCTy nokasan, 4TO nofib3a OT Kronuaorpens vy
nauMeHToB cTapwe 75 net Oblna MeHblie, 4Yem Yy
nauueHToB <75 nerT.

Mockonbky uccnegoaHve CAPRIE He uvmerno
BO3MOXHOCTU OLEHUTb 3(dEKTUBHOCTL OTAENbHbIX
noarpymnmn, HEAICHO, SIBNSOTCS N pas3nnynst B CHUXKEHUN
OTHOCUTENLHOTO pucka B 3aBMCMMOCTH oT
KBanM@UKaLUMOHHBIX  YCIOBUM  pearnbHbiMM UK
cnyyamHbIMN.

Ocmpnbili KOPOHaPHBbIL CUHOPOM

B wuccnepoBaHne CURE Bownu 12562 naumeHTa ¢
OCTPbIM  KOPOHapHbIM  cuHApOMOM 6e3 noabema
cermeHta ST (HecTabunbHas CcTeHOKapausa  wUnu
nHdapKT MMokapaa 6e3 3ybua Q), y KOTopbiX B TeHEHNe
24 4yacoB C MOMEHTa Hadana nosABMNCS CaMbIn
nocnegHun anusog 6onn B rpyauM MM CMMMNTOMBI,
COOTBETCTBYIOLME UweMUn. MauneHTbl OMmMKHbI Bbln

the benefit appeared to be strongest (achieving
statistical significance at p=0.003) in patients enrolled
due to PAD (especially those who also had a history
of myocardial infarction) (RRR = 23.7%; CIl: 8.9 to
36.2) and weaker (not significantly different from
ASA) in stroke patients (RRR = 7.3%; Cl: -5.7 to 18.7
[p=0.258]). In patients who were enrolled in the trial
on the sole basis of a recent myocardial infarction,
clopidogrel was numerically inferior, but not
statistically different from ASA (RRR = -4.0%; ClI: -
225 to 11.7 [p=0.639]). In addition, a subgroup
analysis by age suggested that the benefit of
clopidogrel in patients over 75 years was less than
that observed in patients <75 years.

Since the CAPRIE trial was not powered to evaluate
efficacy of individual subgroups, it is not clear
whether the differences in relative risk reduction
across qualifying conditions are real, or a result of
chance.

Acute coronary syndrome

The CURE study included 12,562 patients with non-
ST segment elevation acute coronary syndrome
(unstable angina or non-Q-wave myocardial
infarction), and presenting within 24 hours of onset of
the most recent episode of chest pain or symptoms
consistent with ischaemia. Patients were required to
have either ECG changes compatible with new
ischaemia or elevated cardiac enzymes or troponin |
or T to at least twice the upper limit of normal.
Patients were randomized to clopidogrel (300 mg
loading dose followed by 75 mg/day, N=6,259) or
placebo (N=6,303), both given in combination with
ASA (75-325 mg once daily) and other standard
therapies. Patients were treated for up to one year. In
CURE, 823 (6.6%) patients received concomitant
GPIIb/llla receptor antagonist therapy. Heparins were
administered in more than 90% of the patients and
the relative rate of bleeding between clopidogrel and
placebo was not significantly affected by the
concomitant heparin therapy.

In patients with acute ST-segment elevation Ml,

bu da 2 il arzinde mualica alan har 1000 pasiyent
Ugln 10-a gader [Cl: 0-20] slave pasiyentin yeni
isemik hadise yasamasinin qargisinin alinmasina
uygun galir. ikinci son négte kimi Umumi 8lim
hallarinin  tahlili, klopidogrel (5,8%) ve AST
(6,0%) arasinda ahamiyyatli bir  farq
gOstermamisdir.

Secim sorti (miokard infarkti, isemik insult ve
PAX) ile altgrup analizlerinds, PAX sababiyle
geyd olunan pasiyentlorde (xtsusan miokard
infarkti tarixgasi olanlarda) (NRA = 23,7%; CI:
8,9-36,2) ustunliylsn gicli olmasi (p = 0.003
soaviyyasinde statistik shemiyyst gazanan) ve
insult xastalerinda (NRA = 7,3%; Cl: -5,7-18,7 [p=
0,258]) daha zeif (ASA-dan shamiyyatli deracede
farglanmayan) olmasi goériiniird. Yalniz sonuncu
miokard infarkti esasinda sinaglara yazilan
pasiyentlarde klopidogrel say baximindan asagi
idi, lakin statistik olaraq ASA-dan farqli deyildi
(NRA = -4,0%; Cl: -22,5 to 11,7 [p=0,639]).
Bundan slave, yas qrupu uzre alt qrup analizlari

75 yasdan vyuxari xastelorde klopidogrelin
faydasinin <75 yasindaki xastalore nisbaton
misahide olunandan daha az oldugunu
gOsterirdi.

CAPRIE tedqigati ayr-ayrt alt qruplarin
effektivliyini giymatlandirmak acln

guclandiriimadiyinden, se¢msa gertlori arasinda
nisbi risk azaldilmasi farglerinin hagqiqi ve ya
tesadiifi olub-olmadigi aydin deyil.

Kaskin koronar sindromu

CURE tedqiqatl, 24 saat erzinde an son sina
agrisi  hadisesi va ya isemiyaya uygun
simptomplarin baslanmasi ile 6zunli gdsteran ve
ST segmenti yiksalmayan kaskin koronar
sindromlu (qgeyri-stabil angina ve ya Q-disciksiz
miokard infarkti olan) 12.562 pasiyenti ohats
edirdi. Pasiyentardan ham yeni isemiya ila, ham
de urak fermentleri va ya troponin | va ya T-nin
normanin on yiksak saviyyesinden an az iki
defeye gader yilksalmasi ile uygunlasan EKQ




nvetb nNMbo mameHeHnss AKI, coBmecTmble C HOBOW
nwemMmnen, nnéo MOBbILLEHHbIMA cepaeyHbIMn
depmeHTamm, nMbo TponoHmHoMm | nnn T, no KpanHen
Mepe, B [Ba pasa MpeBbILLAOWMM BEPXHUA Npeaen
HOpMbl. [MauMeHTbl ObiMM  paHOOMM3MPOBaHbI  ANS
npuema knonugorpena (ygapHasa gosa 300 mr, 3atem
75 wmr/geHb, N = 6 259) unu nnaue6o (N = 6 303),
KoTopble npuHumanu B komouHauum ¢ ACK (75-325 mr
OLVH pa3 B AeHb) U APYrMMU CTaHAAPTHBIMU MeTo4aMM
neyeHus. NaumeHTbl MNonyyYanu neyvyeHne OO OAOHOro
rodza. B CURE 823 (6,6%) naumeHTa nony4anu
COMYTCTBYIOLLYI Tepanuio aHTaroHUCTamMy peLienTopoB
GPIIb/llla. TenapuHbl BBOAMAM Goree 4Yem 90%
nauMeHToB, n Ha OTHOCUTENbHYO yacToTy
KpPOBOTEYEHUI Mexay Kknonugorpenom u nnauebo He
oKasblBana CyLleCTBEHHOIo BIIMSIHWS COMYTCTBYHOLLASA
Tepanusi renapuHoMm.

Y nauueHToB C OCTPbIM MHMAPKTOM MuoKapda C

noabLEMOM cerMeHTa ST ©e3onacHOCTb "
3EKTUBHOCTL  KMOMNUAOrpeNs oueHvBannucb B 2
paHOOMU3NPOBaHHbIX nnauebo-KOHTPONUpPyeMbIX
OBOVHbIX cnenbix uccnegoBaHmax, CLARITY wu
COMMIT.

B wuccneposaHne CLARITY 06bino BknoyeHo 3491
naumeHT, MOCTYNMBWIMA B TedeHue 12 4yacoB nocne
Hayana WM ¢ nogbemom cermeHta ST #u
3annaHMpoBaHHbIN Ans TPOMOONUTUYECKON Tepanuu.
MaumeHTbl NonyyYanu knonugorpens (yaapHas gosa 300
Mmr, 3atem 75 mr/geHb, n = 1752) nnn nnaue6o (n =
1739), o6a B koMbumHaumm ¢ ACK (ot 150 oo 325 mr B
KayecTBe yaapHOW [03bl, 3aTeM OT 75 oo 162 mr/cyT).
OeHb),  (ubpuHONMTUYECKOE  CPeAcTBO U, npu
HeobxoaMmocTn, renapuH. MNauueHTbl Habnwganucs B
TeyeHue 30 gHen. [NepBUYHON KOHEYHOW TOYKOW OblNo
Hanuune COBOKYMHOCTU OKKIO3MPOBAHHOW apTepun,
CBSI3@HHOW C MWHGAPKTOM, Ha aHrvorpamme nepenq
BbIMMCKOW, CMePTN UK peunamsa UHdapKTa Mnmokapaa
0O  KOpOHapHou aHrmorpacdmn. [Ons  naumeHToB,
KOTOPbIM He MpOoBOAMMAacb aHrumorpadusi, NepBUYHOMN
KOHEYHOM TO4KkoM Oblna cMepTb WM  MOBTOPHbLIN
MHAPKT MUOKapga K 8 [OH WM K BbINUCKE W©3

safety and efficacy of clopidogrel have been
evaluated in 2 randomised, placebo-controlled,
double-blind studies, CLARITY and COMMIT.

The CLARITY trial included 3,491 patients presenting
within 12 hours of the onset of a ST elevation M| and
planned for thrombolytic therapy. Patients received
clopidogrel (300 mg loading dose, followed by 75
mg/day, n=1,752) or placebo (n=1,739), both in
combination with ASA (150 to 325 mg as a loading
dose, followed by 75 to 162 mg/day), a fibrinolytic
agent and, when appropriate, heparin. The patients
were followed for 30 days. The primary endpoint was
the occurrence of the composite of an occluded
infarct-related artery on the predischarge angiogram,
or death or recurrent M| before coronary
angiography. For patients who did not undergo
angiography, the primary endpoint was death or
recurrent myocardial infarction by Day 8 or by
hospital discharge. The patient population included
19.7% women and 29.2% patients = 65 years. A total
of 99.7% of patients received fibrinolytics (fibrin
specific: 68.7%, non- fibrin specific: 31.1%), 89.5%
heparin, 78.7% B-blockers, 54.7% ACE inhibitors and
63% statins.

Fifteen percent (15.0%) of patients in the clopidogrel
group and 21.7% in the placebo group reached the
primary endpoint, representing an absolute reduction
of 6.7% and a 36 % odds reduction in favor of
clopidogrel (95% CI: 24, 47%; p < 0.001), mainly
related to a reduction in occluded infarct-related
arteries. This benefit was consistent across all
prespecified subgroups including patients’ age and
gender, infarct location, and type of fibrinolytic or
heparin used.

The 2x2 factorial design COMMIT ftrial included
45,852 patients presenting within 24 hours of the
onset of the symptoms of suspected MI with
supporting ECG abnormalities (i.e. ST elevation, ST
depression or left bundle-branch block). Patients
received clopidogrel (75 mg/day, n=22,961) or
placebo (n=22,891), in combination with ASA (162

dayisiklikleri taleb olunurdu. Pasiyentlor ASA
(gunda bir dafs 75-325 mq) ve diger standart
terapiyalarla birlikds verilon klopidogrel (300 mq
yuklama dozasi, ardindan 75 mg/gin, N = 6,259)
ve ya plasebo (N = 6,303) gabul etmak Ugln
randomize edildi. Pasiyentler bir ile qgader
mualice aldilar. CURE-da 823 (6.6%) pasiyent
GPIlIb/llla reseptor antaqonistleri ilo eyni vaxtda
mualica almisdir. Pasiyentlarin 90%-dan ¢oxunda
heparinler tetbiq edilmisdir va klopidogrel ilo
plasebo arasindaki nisbi ganaxma nisbati eyni
vaxtda gedan heparin terapiyasindan shamiyyatli
deraceds tasirlenmamisdir.

Kaskin ST segmenti ylkselan miokard infarkti
olan pasiyentlards klopidogrelin tahllkasizliyi ve
effektivliyi 2 defe randomize edilmis, plasebonun
nazarsti altinda, ikigat kor, CLARITY ve COMMIT
tedqigatlarinda giymatlandirilmisdir.

CLARITY tadgiqatina ST segmenti yiiksslon Mi-
nin baslangicindan 12 saat arzinde gabul edilmis
vo trombolitik terapiya ugin tayin olunmug 3491
pasiyent daxil edilmisdir. Pasiyentlar klopidogrel
(300 mq yiklema dozu, ardindan 75 mg/glin, n =
1.752) va ya plasebo (n = 1.739), har ikisini ASA
(yUklema dozu olarag 150 ile 325 mq, ardindan
75-dan 162-o mq/gun), fibrinolitik vasiteler ve
lazim olduqda heparinle birlikde gabul etdiler.
Pasiyentlar 30 gin middastinda izlenildi. Osas
son nogts, infarktla slagali tixanmig arteriya
birlesmasinin bosalmadan avval angiogramda
olmasi, koronar angiografiyadan svval 4lim va
ya yenidan MI-nin bas vermasi idi. Angiyoqrafiya
kegirmamis xestaler Ugln asas son ndqts 8-ci
gline gader va ya xestaxanadan g¢ixarkan Olim
vo ya tekrarlanan miokard infarktl idi. Pasiyent
toplusuna 19,7% gadinlar ve 29,2% =65 yas
pasiyentlar daxil idi. Pasiyentlarin cami 99,7% -i
fibrinolitikleri (spesifikfibrin: 68,7%, qeyri- spesifik
fibrin:  31,1%), 89,5% heparini, 78,7% pB-
blokatorlari, 54,77 ACF inhibitoru ve 63%
statinlari gabul etmisdir.




6onbHUUbI. MMonynsums naumeHToB BkMovana 19,7%
XEHWUH n 29,2% naumeHtoB = 65 net. B obuein
CMNOXHOCTH 99,7% nauMeHToB nony4anu
PubprHonuTukm  (cneundmdeckne gna  dubpuHa:
68,7%, HedwmbpuHocneumdpnyeckme: 31,1%), 89,5%
renapuH, 78,7% B-agpeHobnokaTopel, 54,7%
NHrM6uTOopLI AP 1 63% CTaTUHBI.

MatHaguats npoueHToB (15,0%) naumeHTOB B rpynne
knonugorpena un 21,7% B rpynne nnauebo gocturim
OCHOBHOWN KOHEYHOW TOYKM, YTO MpeacTaBnsieT cobon
abCcomnTHOE CHWKEHME Ha 6,7% W CHWXEHVE LUaHCOB
Ha 36% B nonb3y knonugorpena (95% Cl: 24, 47%;
p<0,001), 4TO B OCHOBHOM CBSI3aHO C YMEHbLUEHNEM
3aKyNOPEeHHbLIX apTePUii, CBA3aHHbIX C MHAPKTOM. ITO
npenMmMyLecTBo ObiNo MOCTOSIHHBIM BO BCeX 3apaHee
onpefeneHHbIX noarpynnax, BKMO4Yas BO3pacT M Mon
NauMeHToB,  fokanu3aumi  MHgapkTa 1M Tun
NpMMeHSAEMbIX (OMOPMHONUTMKOB UMK renapyvHa.
UccneposaHne COMMIT ¢ dakTopHbIM An3anHOM 2X2
Bkntoyano 45 852 nauueHTa, NOCTYNMBLUNX B TeYeHUE
24 4yacoB C MOMEHTa [MOSIBMIEHUST CUMMNTOMOB
nogo3peBaemMoro MM c noagep>kusaroLLmMmm
oTknoHeHusamn IKI (T. e.noBbilweHne ST, genpeccuen
ST nnu 6rnokagoun neson HOXkK ny4ka uca). MNauneHTsl
nonyvanu knonugorpens (75 mr/geHb, n = 22961) unu
nnauebo (n = 22 891) B coyetaHum c¢ ACK (162
Mr/oeHb) B TedeHue 28 OHeW unum OO BbIMUCKM U3
G6onbHMLbI. KO-NepBUYHLIMU KOHEYHBIMU TOYKaMu Obinu
CMepTb OT NobOM MPUYMHBI U NEPBOE BO3HUKHOBEHUE
MOBTOPHOTO  WMH)ApKTa, WHCyNbTa WK  CMEPTW.
Monynaumsa Bknoyana 27,8%  >xeHwwuH, 58,4%
nauneHtoB 260 net (26% =70 neT) n 54,5% nauneHToB,
nony4asBLUnx pMOPUHONUTUKN.

Knonugorpen 3Ha4MTEernbHO CHU3WN  OTHOCUTENbHbIN
puUcK cmepTu oT nobon npuumHbl Ha 7% (p=0,029) un
OTHOCUTENbHBLIA ~ PUCK  KOMOMHAUMM  MOBTOPHOrO
nHdapkTa, nHcynbTa unu cmeptn Ha 9% (p=0,002), yto
npepctaensieT cobon abcontoTHoe cHkeHne Ha 0,5% u
0,9% CcOOTBETCTBEHHO. JTO MNpPEeuMyLiecTBo 6bIno
MOCTOSIHHBIM AN BCEX BO3pacToB, MOMoOB, C
dubpuHoONMTUKaMn nnu 6e3 HUX 1M Habnwganochb yxe

mg/day), for 28 days or until hospital discharge. The
co-primary endpoints were death from any cause and
the first occurrence of re-infarction, stroke or death.
The population included 27.8% women, 58.4%
patients = 60 years (26% = 70 years) and 54.5%
patients who received fibrinolytics.

Clopidogrel significantly reduced the relative risk of
death from any cause by 7% (p=0.029), and the
relative risk of the combination of re-infarction, stroke
or death by 9% (p=0.002), representing an absolute
reduction of 0.5% and 0.9%, respectively. This
benefit was consistent across age, gender and with
or without fibrinolytics, and was observed as early as
24 hours.

Deescalation of P2Y12 inhibitors in acute coronary
syndrome

The switch from a more potent P2Y12 receptor
inhibitor to clopidogrel in combination with ASA after
the acute phase of acute coronary syndrome was
evaluated in two randomized, non-commercial
investigator-sponsored studies (ISS) — TOPIC and
TROPICAL-ACS - along with data on clinical
outcomes.

The clinical benefit of the more potent P2Y12
inhibitors, ticagrelor and prasugrel, in their key
studies is associated with a significant reduction in
recurrent ischemic events (including acute and
subacute stent thrombosis, myocardial infarction and
emergency revascularization). Although the ischemic
benefit persisted during the first year, a greater
reduction in the recurrence of ischemia following
acute coronary syndrome was observed in the first
days after treatment initiation. In contrast, post-hoc
analyses demonstrated a statistically significant
increase in the risk of bleeding with the more potent
P2Y12 inhibitors, predominantly during the
maintenance phase after the first month after acute
coronary syndrome. TOPIC and TROPICAL-ACS
were designed to study how bleeding events can be
reduced while maintaining efficacy.

TOPIC (Timing Of Platelet Inhibition after acute

Klopidogrel grupundaki pasiyentlarin ylizds on
besi (15,0%) ve plasebo grupundakilarin 21,7%-i
asas son noqgtaye catdi ki, bu da klopidogrel
lehine (95% CI: 24), 47%; p <0,001), 6,7%
mutleq azalma ve 36% nisbi azalmani gdstarir,
bu da esasen infarkt ile alagsli tixanmis
damarlarin azalmasi ile elagalandirilir. Musbat
olaraq, pasiyentlerin yasi ve cinsi, infarktin yeri
va istifade olunan fibrinolitikin ve ya heparinin
noévu da daxil olmagla avvelcadan teyin olunmus
batln alt gruplar arasinda kegerli idi.

2x2-lik faktorial dizaynla aparilmig COMMIT
tadqigatina, destakloyici EKQ anomaliyalari ile
(yeni ST yiukselmasi, ST depressiyasi va ya sol
modacikarasi  bloku) siibhali Mi simptomu
basladigdan sonra 24 saat arzinde gebul edilen
45852 pasiyent daxil idi. Pasiyentlar klopidogrel
(75 mg/gin, n=22961) ve vya plasebonu
(n=22891) ASA (162 mag/gun) ila birlikds 28 gin
arzinds ve ya xastaxanadan gixana gader qabul
etdiloer. ©sas son noqtalar har hansi bir ssbebdan
olim va ilk olaraqg yeniden infarktin bas vermasi,
insult ve ya 6lim meydana galmasi idi. Coxluga
gadinlarin 27,8%-i, 60 yasindaki pasiyentloerin
58,4%-i (26% =70 yas) ve fibrinolitik gabul edan
pasiyentlarin 54,5% -i daxil idi.

Klopidogrel, har hansi bir sebabdan nisbi 6lim
riskini 7% (p=0,029) ve tokrarlanan infarkt, insult
vo ya Olim brlagsmasinin nisbi riskini 9%
(p=0,002) shamiyyatli deracada azaltdi ki, bu da
0,5% ve 0,9%.-e mivafiq olaraq mitleq azalma
demak idi. Bu fayda, fibrinolitk olan ve ya
olmayan butun yasglar, cinslar arasinda kegarli idi
vo 24 saat erzinde misahida olunmusdur.

Keaskin koronar sindromda P2Y12 inhibitorlarinin
azalmasi

Kaskin koronar sindromun kaskin marhalesindan
sonra daha glclu P2Y12 reseptor inhibitorundan
ASA ile birlikde klopidogrela kegidi, klinik
naticalarle yanasi, iki tasadifi, geyri-kommersial
tedgiqatgl  terefinden maliyyslesdirilon  iki —




yepes 24 yaca.

[Heackanayus uHaubumopos P2Y12 npu ocmpom
KOpPOHapHOM CUHOpome

Mepexon oT Gonee MOLWHOrO MHrMOMTOpa peuenTopa
P2Y12 k knonuporpeny B codetaHun ¢ ACK nocne

ocTpoii  hasbl OCTPOrO  KOPOHApPHOro  CMHApOMA
oLieHuBarncs B ABYX paHOOMU3NPOBaHHbIX
HEKOMMEPYECKUX  WUCCMeAoBaHusIX,  CMOHCUPYEMbIX

nccneposatensamm (MCWN)-TOPIC n TROPICAL-ACS -
Hapsgy € AaHHbIMU O KMMHUYECKNE UCXOAbI.

KnuHuyeckas nonb3a oT 6onee CunbHbIX MHIMOUTOPOB
P2Y12, tukarpenopa wn npacyrpens, B UX KNO4YeBbIX
ncecnegoBaHnsX cBs3aHa co 3HauUTENbHbBIM
COKpallleHNeM NOBTOPSIOLLNXCHA ULLEMUYECKNX CODBITUI
(BkMOYaa oOCTpbIM M MOAOCTPLIN TPOMOO3 CTEHTa,
NHMAPKT MMOKapAa M SKCTPEHHYI0 peBacKynspn3aLmio).
XoTa uvweMnyeckun adPeKkT CoXpaHancs B TeyeHue
nepBoro roga, Oornbllee CcoOKpalleHne peLnansoB
MwemMun Mocrne OCTPOro KOPOHAPHOro  cuHApoMa
Habntoganock B nepeble AHW NOCME Hayana neveHus.

Hanpotus, anocTepuopHble aHanusbl
nNpoAeMOHCTpupoBanm CTaTUCTUYECKN 3Ha4Ynmoe
YBENIMYEHNE pUCKA KPOBOTEYEHWUS MNpPU MPUMEHEHUMU
bonee CUNbHbIX WMHrMBUTOPOB P2Y12,

npenMyLLLECTBEHHO BO BpeMs nogdepxusatoen casbl
nocrne nepBoro Mecsua Mocre OCTPOro KOPOHapHOro

cnHgpoma.  TOPIC  u TROPICAL-ACS  Gbuu
paspaboTaHbl ANs  M3ydeHMs TOro, KakK MOXHO
YMEHbLUNTb KONU4eCcTBO KpoBOTeYeHUn npu

coxpaHeHnn 3P EKTUBHOCTH.

TOPIC (Cpoku uHeubuposaHusi mpomboyumos rocre
0CMpPOo20 KOPOHaPHO20 CUHOpoOMa)

B aTO paHOOMM3MPOBaHHOE OTKPLITOE WCCredoBaHWe
ObinNM  BKIOYEHbl MauUMEHTbl C OCTPbIM KOPOHapHbLIM
CVHOPOMOM, KOTOpbIM noTpeboBanocb YpecKoXHOoe
KOpOHapHoe BMellaTenbcTBo. [laumeHTbl, KoTopble
nonydann ACK n 6onee MowHbIn nHrimbutop P2Y12 n
He MPOSBMANMN Kaknx-nmbo nobo4HbIX adhcpekToB Yepes
OOuvH Mecsil, OOIMKHbI Obinn nepenTn Ha
duKkcnpoBaHHyto koMbuHaumio ACC + knonuporpenb
(oeackanaums OBOMHOWM aHTUTpOMOGOUMTapHOUTEpPaNnn

coronary syndrome)

This randomized open-label study included patients
with acute coronary syndrome who required
percutaneous coronary intervention. Patients who
received ASA and a more potent P2Y12 inhibitor and
did not show any adverse event after one month
were to switch to the fixed combination ASS +
clopidogrel (de-escalated dual antiplatelet therapy
(DAPT)) or to maintain their medication (unchanged
DAPT).

A total of 645 of 646 patients with STEMI (ST-
elevation myocardial infarction — STEMI), NSTEMI
(non-ST-elevation myocardial infarction-NSTEMI) or
unstable angina pectoris were evaluated (de-
escalated DAPT [n = 322]; unchanged DAPT [n =
323]). After one year, 316 patients (98.1%) of the
deescalationDAPT group and 318 patients (98.5%) of
the group with unchanged DAPT were followed up.
The median follow-up was 359 days for both groups.
The characteristics of the study cohorts were similar
in both groups.

The primary endpoint, a combination of
cardiovascular death, stroke, emergency
revascularization and bleeding of the Bleeding
Academic Research Consortium (BARC) grade

= 2 within one year after acute coronary syndrome,
occurred in 43 patients (13.4%) in the de-escalation
DAPT group and in 85 patients (26.3%) in the group
with unchanged DAPT (p < 0.01). This statistically
significant difference was mainly due to less frequent
bleeding events, without difference in ischemic
endpoints (p = 0.36), while bleeding of a BARC grade
> 2 was less frequent in the de-escalation DAPT
group (4.0%) compared to 14.9% in the group with
unchanged DAPT (p < 0.01). Bleeding events of all
BARC levels occurred in 30 patients (9.3%) in the de-
escalation DAPT group and 76 patients (23.5%) in
the group with unchanged DAPT (p < 0.01).
TROPICAL-ACS (Testing Responsiveness to Platelet
Inhibition on Chronic Antiplatelet Treatment for Acute
Coronary Syndromes)

TOPIC and TROPICAL-ACS adh tedgiqatlarda
(TMT) giymatlondirilmisdir.

Daha gucli P2Y12 inhibitorlarinin, ticagrelor ve
prasugrel-in asas tedgigatlardaki klinik faydasi
tekrarlanan isemik hadisalerin (kaskin va subakut
stent trombositleri, miokard infarkti ve tacili
revaskulyarizasiya da daxil olmaqgla) shamiyyatli
deraceds azalmasi ile slagealandirilir. Birinci il
arzinde isemiyanin faydasi davam etse ds,
kaskin koronar sindromla mualicays basladigdan
ilk bir negea  gln sonra isemiyanin
tekrarlanmasinda daha c¢ox azalma miusahide
edildi. ©ksina, post-hoc analizler, kaskin koronar
sindromun ardinca esasen ilk aydan sonraki
dastek marhalesinde, daha gucli P2Ys2
inhibitorlarinin istifadesi ile ganama riskinde
statistik olarag shemiyyatli bir artim oldugunu
gésterdi. TOPIC ve TROPICAL-ACS ganama
hadisalerinin tasirini saxlamagla nece azaldila
bilacayini dyrenmak Ug¢iln hazirlanmisdir.

TOPIC (Ksskin koronar sindromdan sonra
trombosit inhibe edilmasinin vaxti)

Bu randomiza edilmis, acig-etiketli tadgiqat,
perkutan koronar midaxile tsleb eden kaskin
koronar sindromlu pasiyentleri shate edirdi. ASA
ve daha gucli P2Y+12 inhibitorunu gabul edan ve
bir aydan sonra heg¢ bir yan tesiri goésterilmayan
pasiyentlar sabit ACC + klopidogrel
kombinasiyasina kecmali (ikigat antitrombosit
terapiyanin  (IATT) deeskalasiyasi)) ve ya
darmani davam etdirmali idiler (dayismemis
IATT).

STEMI (ST-seqmenti ylksalen miokard infarkti-
STEMI), NSTEMIi (ST-segmenti yiiksalmayan
miokard infarkti-NSTEMI) ve vya qeyri-stabil
angina pektorisi olan (deeskalasiyall IATT [n =
322]; deyismemis IATT [n = 323]) 646
pasiyentden 645-i giymatlendirilmisdir. Bir il sonra
IATT de-eskalasiya qrupundan 316 pasiyent
(98,1%) ve dayismamis IATT grupundan 318
pasiyent (98,5%) misahide altina alindi.




(OAT)) vnn npogomkuTe npuem nekapctB (OAT Ges
N3MEHEHWNN).

Bcero 6bino obcnepoBaHo 645 n3 646 nauueHToB C
UMnST (MHpapkT Mmnokapaa ¢ nogbemom cermeHta ST
- UMnST), UM6nST (nHdapkT Muokapaa 6e3 nogbema
CcermMeHTa ST-UM6NST) unm HecTaburbHoM
cTteHokapguen (peackanaumsOAT [n=322]; OAT 6es
nameHeHun. [n=323]). Yepes rog non HabnwogeHuem
Haxogunucb 316 naumeHToB (98,1%) w3 rpynnbl
aeackanaumm JAT n 318 naumneHTtoB (98,5%) 13 rpynnbl
Cc HeusmeHeHHon [OAT. CpegHsis nNpogoImnKUTENbHOCTb
HabnogeHua coctasuna 359 gHen ana obewx rpynn.
XapakTepucTuku nccrnegyembix KOropT Oblfiv CXOAHbIMK
B 06eunx rpynnax.

MepBnYHas KOHEYHas TOYKa, coveTaHMe CMepTu OT
cepAeYHO-CoCyaMNCTbIX 3aboneBaHui, WHCYnbTa,
9KCTPEHHOW peBacKynapu3auunm u KpPoOBOTEYEHUsI MO
wkane KoHcopumyma Akagemuyeckmnx WccneposaHui
KposoTeueHuin (KAKK)

22 B TeYEeHne OJHOro roga nocrne ocTporo KOPOHapPHOro
cuHgpoma npousowrnu y 43 naumenTtoB (13,4%) B
rpynne geackanauuun OAT n y 85 nauneHTtoB (26,3%) B
roynne ¢ HeusmeHeHHom [OAT (p<0,01). 370
CTaTUCTUYECKN 3HAYMMOE pasnnuume B OCHOBHOM
CBS3aHO C MeHee u4acTbiMM KpoBOTeYeHusmu 6es
pasHuLbl B KOHEYHbIX Toukax uwemumn (p=0,36), B TO
BpeMs kak kposoTeyeHue cteneHn KAUK 22 6bino
MeHee 4JacTbiM B rpynne geackanauun DAPT (4,0%) no
cpaBHeHuio ¢ 14,9%. B rpynne ¢ HensmeHeHHon OATT
(p <0,01). CobbITusi kKpoBOTEUYEHUS BCeX ypoBHen KAMK
npoudownu y 30 nauneHtoB (9,3%) B rpynne
aeackanaumm OAT n y 76 naumeHTtoB (23,5%) B rpynne
C HenameHeHHow OAT (p <0,01).

TROPICAL-ACS (TectnpoBaHue peakuuu Ha
nHmbnposaHve  TpomMOBOLMTOB  NPU  XPOHUYECKON
aHTMarperaHTHoOM  Tepanunm  OCTPbIX  KOPOHapHbIX
CUHOPOMOB)

3T0 paHAOMU3MPOBaHHOE OTKPbLITOE UccnefoBaHue
BkMtoYano 2610 naumeHTOB C OCTPbIM KOPOHAapPHbIM
CMHAPOMOM C MONOXUTENBHLIMU BUOMapkepaMu nocrne
YCMELIHOro YpeCKOXXHOro KOPOHAPHOTO BMELLATENbCTBA.

This randomized open-label study included 2,610
biomarker-positive patients with acute coronary
syndrome  following  successful  percutaneous
coronary intervention. Patients were randomized to
receive either 5 or 10 mg/day prasugrel (day 0-14) (n
= 1,309) or 5 or 10 mg/day prasugrel (day 0-7) with
subsequent de-escalation to 75 mg/day clopidogrel
(day 8-14) (n = 1,309), in combination with ASA (<
100 mg/day). A platelet function test was performed
on day 14. Patients on continuous prasugrel
administration were treated with prasugrel for another
11.5 months.

Patients under de-escalation were tested for high
platelet reactivity — HPR). In the presence of HPR 2
46 units, patients were escalated back to 5 or 10
mg/day prasugrel for 11.5 months; in the presence of
HPR < 46 units, patients continued to receive 75
mg/day clopidogrel for 11.5 months. Accordingly, the
guided de-escalation arm included patients on both
prasugrel (40%) and clopidogrel (60%). All patients
received ASA continuously and were followed for one
year.

The primary endpoint (combined incidence of
cardiovascular death, myocardial infarction, stroke,
and bleeding of one BARC level = 2 after 12 months)
was met and showed no inferiority. In 95 patients
(7%) in the guided de-escalation group and118
patients (9 %) of the control group (p non-inferiority =
0.0004) experienced an event. Guided de-escalation
did not result in an increased combined risk of either
ischemic events (2.5% in the de-escalation group vs.
3.2% in the control group; p non-inferiority = 0.0115)
or the central secondary endpoint of a BARC grade
bleed = 2 (5% in the de-escalation group vs. 6% in
the control group [p = 0.23]). The cumulative
incidence of all bleeding events (BARC grades 1 to
5) was 9% (114 events) in the guided de-escalation
group vs. 11% (137 events) in the control group (p =
0.14).

Dual Antiplatelet Therapy (DAPT) in Acute Minor IS
or Moderate to High-risk TIA

Ortalama taqib muddati har iki grup tgin 359 glin
idi. Tadqigat qruplarinin xususiyyatlari her iki
grupda da oxsar idi.

Akademik Qanama Tadgigatt Konsorsiumu
(AQTK) migyasina asasan urak-damar
xastaliklari il alagali esas son ndqts 6lim, insult,
tacili revaskulyarizasiya ve ganama kimi kombina
edilmis asas son noqte

Kaskin koronar sindromdan bir il sonra 2 defs,
IATT deeskalasiya qrupundaki 43 pasiyentde
(13,4%) ve doayismemis IATT gqrupundaki 85
pasiyentds (26,3%) meydana galdi (p <0,01). Bu
statistik cshatden ehamiyystli forq, AQTK
miqyasina goére IATT deeskalasiya qrupunda
(4,0%) ganamanin, dayismemis IATT (p<0,01)
grupunda 14,9% olmasi ile miiqayisade 2 dafe az
olmasina baxmayaraq, osasen isemik son
noqtelarde (p = 0,36) farq olmadan nisbaten az
gérilan qganama hadiseleri ile slagadar idi.
AQTK-nun  butin  seviyyslerinde  ganama
hadissleri IATT deeskalasiya grupundaki 30
pasiyentde (9,3%) ve doyismemis IATT
grupundaki (p <0,01) 76 pasiyentds (23,5%) bas
verdi.

TROPICAL-ACS (Kaskin koronar sindromlarin
xroniki antitrombosit terapiyasinda trombositlorin
inhibe edilmasi reaksiyasinin yoxlaniimasi)

Bu randomiza edilmis, acig-etiketli tadgiqat,
muvaffaqiyyatli perkutan koronar mudaxilenin
ardindan keskin koronar sindromlu pozitiv
biomarkerli 2610 pasiyenti ohate edirdi.
Pasiyentlar 5 ve ya 10 mq/giin prasugrel (0-14
gin) (n = 1309) ve ya ardinca ASA ile birlikda
(<100 mg/glin) 75 mqg/gln klopidogrel (8-14 glin)
(n = 1309) ile 5 vo ya 10 mqg/giin prasugrel (0-7
gln) gabul etmak UG¢ln randomize edildi. 14-cu
glinda trombosit funksiyasi testi kegirildi. Davamli
prasuqrel gabul edan pasiyentlor 11,5 ay daha
prasugrel ile maalice edildi.

Deeskalyasiya veziyystinde olan pasiyentlar
yuksak trombosit reaktivliyine goére test edildi -




MaumeHTbl 6bIMM  paHOOMU3WPOBaHbLI ANs  Npvema
npacyrpensa 5 unu 10 mr/gexb (aHn 0-14) (n=1309) nnu
5 wmwm 10 wmr/geHb npacyrpens (gHn  0-7) ¢
nocrnegywowen  geackanauven po 75  mr/geHb
knonugorpens (gaeHb 8-14) (n=1309) B kombuHauuun c
ACK (<100 wmr/geHb). TecT dyHKUMM TpombBOLUTOB
nposoaunca Ha 14 peHb. [laumeHTbl, nonydasLune
npacyrpen HenpepbIBHO, MNony4vanu npacyrpen ewe
11,5 mecsLeB.

MaumeHTbl C pgeackanaumer ObIM  NPOBEPEHbI Ha
BbICOKYI0 peakTuBHOCTb TpombouuTtoB (HPR). Tlpwu
Hanuunm HPR 2 46 eamMHuy naumeHTbl CHOBa nony4arnu
npacyrpen B gose 5 nnn 10 mr/geHb B TeveHne 11,5
mecsaueB; npu HPR <46 eguHuy  naumeHTbl
npogosrkanu nony4yaTb kKnonuaorpenes no 75 mr/cyt B
TeyeHne 11,5 wmecaueB. CoOTBETCTBEHHO, rpynna
ynpaBnsemMon [eackanauuMum BKMOYana nauveHToB,
npMHUMaBwWnX  kak npacyrpen  (40%), Tak u
knonugorpen (60%). Bce nauneHTbl nonydanu ACK
HenpepbiBHO W Haxogwnucb Mo HabniogeHvem B
TeYeHne 0JHOro roga.

[MepBnyHass  kOHeYyHass Todka  (KOMOWHMpOBaHHas
yacroTa cMepTH oT cepaevHO-CoCcyanCTbIX
3aboneBaHu, WHMapkTa Muokapga, WHCynbTa W
KpoBoTeueHMss Ha oguH ypoBeHb KAWMK =2 uepes 12
mMecsiueB) Oblna OOCTUTHYTaA M He rMokasana HUKakon
HenonHoueHHocT. Y 95 naumeHTtoB (7%) B rpynne
ynpaBnsiemon peackanaumm n118 naumeHToB (9%)
KOHTPOMbHOW rpynnbl (p He MeHbllen 3deKTUBHOCTU
=0,0004) ucnbiTanm cobbiTue. YnpaBnsemas
Aeackanaums He npueena K yBENUYEeHuto
KOMOWHUPOBAHHOIO pUCKA HU MLIEMUYECKNX COObLITUN
(2,5% B Trpynne peackanauum npotmB  3,2% B
KOHTPOMbHOW rpynne; p He MeHblen 3deKTUBHOCTU
=0,0115), HM UeHTpanbHOW BTOPUYHON KOHEYHON TOYKU
cteneHn KAUKkposoTeyeHne =2 (5% B rpynne
geackanaumm npotuB 6% B KOHTPONBHOW rpymnne
[p=0,23]). CoBokynHasa yacToTa BCex KpoBoTedeHui (oT
1 po 5 6annos no wkane KAUK) coctasnna 9% (114
coObITUIA) B rpynne ynpaeBrsieMol pfeackanaumm no
cpaBHeHU ¢ 11% (137 coBbITU) B KOHTPONbLHOM

DAPT with combination clopidogrel and ASA as a
treatment to prevent stroke after an acute minor IS or
moderate to high-risk TIA has been evaluated in two
randomized investigator-sponsored studies (ISS) —
CHANCE and POINT — with clinical safety and
efficacy outcome data.

CHANCE (Clopidogrel in High-risk patients with
Acute Non-disabling Cerebrovascular Events)

This randomized, double-blinded, multi-center,
placebo-controlled clinical trial included 5,170
Chinese patients with acute TIA (ABCD2 score = 4)
or acute minor stroke (NIHSS < 3). Patients in both
groups received open-label ASA on day 1 (with the
dose ranging from 75 to 300 mg, at the discretion of
the treating physician). Patients randomly assigned
to the clopidogrel-ASA group received a loading dose
of 300 mg of clopidogrel on day 1, followed by a dose
of 75 mg of clopidogrel per day on days 2 through 90,
and ASA at a dose of 75 mg per day on days 2
through 21. Patients randomly assigned to the ASA
group received a placebo version of clopidogrel on
days 1 through 90 and ASA at a dose of 75 mg per
day on days 2 through 90.

The primary efficacy outcome was any new stroke
event (ischemic and haemorrhagic) in the first 90
days after acute minor IS or high-risk TIA. This
occurred in 212 patients (8.2 %) in the clopidogrel-
ASA group compared with 303 patients (11.7 %) in
the ASA group (hazard ratio [HR], 0.68; 95 %
confidence interval [CI], 0.57 to 0.81; p < 0.001). IS
occurred in 204 patients (7.9 %) in the clopidogrel-
ASA group compared with 295 (11.4 %) in the ASA
group (HR, 0.67; 95 % CI, 0.56 to 0.81; p < 0.001).
Haemorrhagic stroke occurred in 8 patients in each
of the two study groups (0.3 % of each group).
Moderate or severe haemorrhage occurred in seven
patients (0.3 %) in the clopidogrel-ASA group and in
eight (0.3 %) in the ASA group (p = 0.73). The rate of
any bleeding event was 2.3 % in the clopidogrel-ASA
group as compared with 1.6 % in the ASA group (HR,
1.41; 95 % CI, 0.95 t0 2.10; p = 0.09).

YTR). YTR 246 naferin istiraki ila, pasiyentlorin
11,5 ay arzinds prasuqrel gabulu 5 ve ya 10
mq/gun gadar artirildi; YTR <46 naferin istiraki ila
pasiyentler 11,5 ay werzinde 75 mqg/gin
klopidogrel gebul etmays davam etdilor. Buna
gbra, nazarsat olunan de-eskalyasiya qolu ham
prasuqrel (40%) ham da klopidogrel (60%) qgabul
edan pasiyentleri shate edirdi. Butin pasiyentlor
davamli olarag ASA gabul etdiler va bir il arzinda
izlanildilar.

Osas son noqte (lirek-damar xestaliklari, miokard
infarkti, insult va AQTK saviyyasinda 12 ay sonra
2 defe gqanama ila birlikda 6lim hallari) misahide
edildi vo heg¢ bir askiklik gosteriimadi. Nezaret
olunan deeskalyasiya qrupundaki 95 pasiyentde
(7%) ve nazarat qrupunun 118 pasiyentinda (9%)
(p geyri-askik = 0,0004) bir mugahide kegirildi.
Noezarat olunan de-eskalyasiya ham isemik
hadisalerin (de-eskalyasiya qrupunda 2,5%-9
garsi kontrol qrupunda 3,2%; p qeyri-
askik=0,0115), ham de AQTK miqyasinda 2 dafe
¢ox ganamanin markazi ikinci son ndqtesinin
(deeskalyasiya qrupunda 5%-a gqarsi kontrol
grupunda 6% [p = 0,23]) birlasmasi riskinin
azaldilmasinda natica vermadi. Bitliin qanama
hadisealarinin imumi hali (AQTK migyasinda 1 ile
5 bal arasinda), kontrol qrupundaki (p=0,14).
11% (137 hadisa) ile miiqayiseds, nazarat olunan
deeskalyasiya grupunda 9% (114 hadisa) idi.
Kaskin yiingiil Ii ve ya orta derscedsn yiiksek
riske qader TIH zamani ikigat antitrombositar
miialice (IATM)

Kaskin yingul ii ve ya orta derecedsn yiiksak
riske geder TiH sonrasi insultun profilaktikasi
Ugln klopidogrel ve AST kombinasiyasi ila
aparilan IATM tadqgiqatgilar torefindan
sponsorlasdirilan (ISS), klinik tehliikesizlik ve
effektivlik barasinde malumatlar daxil olan iki
randomize edilmis tedqigatla - CHANCE va
POINT - giymatlandirilmigdir.

CHANCE (klopidogrelin alilliya _sabsab olmayan,




rpynne (p=0,14).

[eoliHass aHmumpomboyumapHass mepanus (OATT)
npu ocmpom masiom U unu TUA om ymepeHHo20 G0
8bICOKO20 pucKa

OATT c kombuHauwmen knonuagorpena n ACK B kauectse
neyeHns onsg npoduakTUKM UHCYNbTa MOCMe OCTporo
manoro UM unn TUA ymepeHHOro 1 BbICOKOTO pucka
oLeHuBarnach B ABYX paHAOMM3NPOBaHHbIX
nccregoBaHusX,  CMOHCUPYEMbIX — MccrnegoBaTensiMun
(ISS) - CHANCE u POINT - ¢ KnMHMYEeCKUMWN AaHHBLIMU
no 6e3onacHocTn 1 3¢pHEKTUBHOCTMN.

CHANCE (npumeHeHue knonudoeperna y nayueHmos ¢
8bICOKUM PUCKOM pas3gumusi OCMmpbIX HapyuweHud
MO03208020 KpogoobpaujeHusi be3 uHeanudusayuu)

B sTtomM paHgoMmM3MpoBaHHOM, [OBOWHOM  Crenom,
MynbTH LEeHTPOBOM, nnaueb0o-KOHTPONMPYEMOM
KNMHUYECKOM UMCcrefoBaHuM npuHAnu yyactue 5170
nauneHTor 13 Kutas c octport TUA (oueHka ABCD2 24)
unn octpeiM nerkum  uHcynbtom (NIHSS < 3).
MaumeHTbl 06enx rpynn oTkpbiTo nonyvanu ACK B 1-e
cyTkm (B pgo3e ot 75 pgo 300 mMr Ha ycmoTpeHue
nevawero Bpava). NaumeHTbl, paHOOMU3NPOBAHHbIE B
rpynny knonugorpen-ACK, nony4anu Harpy3o4Hyo o3y
300 mr knonuporpens B 1-i AeHb, 3aTeM Knonuaorpen B
[o3e 75 mr B AeHb co 2-ro no 90-n gHm n ACK B gose 75
MIr B AE€Hb B MepBbIn AeHb, CO 2-ro no 21-hn AeHb
BKMOUMTENBbHO. [launeHTbl, paHOOMU3NPOBAHHbLIE B
rpynny ACK, nonyyanu nnaue6o-Bepcuto Knonmaorpens
¢ 1-ro no 90-n peHb n ACK B fo3e 75 Mr B ieHb CO 2-r0
no 90-i geHsb.

lMepBMYHOM KOHEYHOM TOYKOM 3FPEKTUBHOCTU Obin
nobon HOBLIN CrnydYah WHCYNbTa (MWEMUYECKOTro W
remopparunyeckoro) B nepsble 90 gHel nocrne ocTporo
manoro MM nnn TUA Bbicokoro pucka. Takve cnydau
Obinn 3aperncTtpupoBaHbl y 212 nauneHToB (8,2 %) B
rpynne npumeHeHus knonugorpena u  ACK no
cpaBHeHuto ¢ 303 nauymeHtammn (11,7 %) B rpynne
npumeHeHnss ACK (otHoweHwne puckos [HR], 0,68; 95 %
poseputenbHbin uHTepean [Cl], 0,57-0,81; p < 0,001).
Cnyyan N nabnopganuck y 204 naumeHTtoB (7,9 %) B
rpynne knonugorpena u ACK no cpasHeHuto ¢ 295 (11,4

POINT (Platelet-Oriented Inhibition in New TIA and
Minor Ischemic Stroke)

This randomized, double-blinded, multi-center,
placebo-controlled clinical trial included 4,881
international patients with acute TIA (ABCD2 score 2
4) or minor stroke (NIHSS < 3). All patients in both
groups received open-label ASA on day 1 to 90
(50-325 mg depending upon the discretion of the
treating physician). Patients randomly assigned to
the clopidogrel group received a loading dose of 600
mg of clopidogrel on day 1, followed by 75 mg of
clopidogrel per day on days 2 through 90. Patients
randomly assigned to the placebo group received
clopidogrel placebo on days 1 through 90.

The primary efficacy outcome was a composite of
major ischemic events (IS, Ml or death from an
ischemic vascular event) at day 90. This occurred in
121 patients (5.0%) receiving clopidogrel plus ASA
compared with 160 patients (6.5 %) receiving ASA
alone (HR, 0.75; 95 % CI, 0.59 to 0.95; p=0.02). The
secondary outcome of IS occurred in 112 patients
(4.6 %) receiving clopidogrel plus ASA compared
with 155 patients (6.3 %) receiving ASA alone (HR,
0.72; 95 % CI, 0.56 to 0.92; p=0.01). The primary
safety outcome of major haemorrhage occurred in 23
of 2,432 patients (0.9 %) receiving clopidogrel plus
ASA and in 10 of 2,449 patients (0.4 %) receiving
ASA alone (HR, 2.32; 95% CI, 1.10 to 4.87; p=0.02).
Minor haemorrhage occurred in 40 patients (1.6%)
receiving clopidogrel plus ASA and in 13 (0.5%)
receiving ASA alone (HR, 3.12; 95 % CI, 1.67 to
5.83; p=0.001).

CHANCE and POINT Time Course Analysis

There was no efficacy benefit of continuing DAPT
beyond 21 days. A time-course distribution of major
ischemic events and major haemorrhages by
treatment assignment was done to analyse the
impact of the short-term time-course of DAPT.

Atrial fibrillation

The ACTIVE W and ACTIVE A studies, separate
trials within the ACTIVE program, enrolled patients

yliksok kaskin beyin qan dbévrani pozgunlugu riski
olan pasiyentlards istifadssi).

Bu randomize olunmus, ikigat kor, ¢coxmarkazli,
plasebo nazaratli klinik tedgiqatda Cindan kaskin
TiH (ABCD2 = 4) ve ya kaskin ylngil insultdan
(NIHSS =< 3) oziyyat ¢aken 5170 xasta istirak
etmisdir. Her iki qrupdan olan pasiyentlar
mualicenin ilk gini aciq soakilde AST (hakim
gerarindan asili olarag 75 mg-dan 300 mg-a
gadar) gabul etmislar. Klopidogrel-AST grupuna
randomize olunmus pasiyentlera ilk ginds 300
mq yuklanma dozasinda, daha sonra 2-ci giindan
90-c1 guina kimi 75 mq dozada klopidogrel va ilk
gunds, o cimladan, 2-ci gindan 90-ci gina kimi
75 mqg dozada AST teyin olunmusdur. AST
grupuna randomiza olunmug pasiyentlar iss ilk
gindan 90-c1 guna kimi klopidogrelin plasebo
versiyasini va ikinci gundan 90-ci glna kimi 75
mq dozada AST gabul etmiglor.

Effektivliyin birincili son néqgtesi keskin yiingiil i
vo ya yiksak TiH riskinden sonraki ilk 90 gin
arzinda bas vermis istonilan insult (isemik ve ya
hemorrargik) qgebul edilmisdir. Bu hallar
klopidogrel va AST qsbul eden qrupda 212
pasiyentds (8,2%), AST gabul edan qrupda 303
pasiyentds (11,7%) misahida olundu (risk nisbati
(HR), 0.68; 95%, etibar intervah (Cl), 0,57-0,81;
p<0,001). ii hallari klopidogrel ve AST qrupunda
204 pasiyentds (7,9%), AST qrupunda 295
(11,4%) pasiyentds (HR 0,67, 95%, CI 0,56-0,81;
p< 0,001). iki gqrupun her birinds 8 pasiyentda
(her qrup Ugln 0,3%) hemorarrgik insult bas
vermigdir. Orta ve ya agir deracali gansizma
klopidogrel ve AST qrupunda 7 pasiyentds
(0,3%) ve AST qgebul edan 8 pasiyentds (0,3%)
(p = 0,73) misahids olunmusdur. Istanilan
ganaxma sixhdi klopidogrel vo AST qsbul edan
grupda 2,3%, yalniz AST gsabul edan qrupda
1,6% tagkil etmisdir (HR 1,41; 95 % CI 0,95-2,10;
p = 0,09).

POINT (yeni TiH ve ya yiingiil ii bas vermis




%) naumeHTamm B rpynne npumeHeHns ACK (OP 0,67;
95 % OW o1 0,56 po 0,81; p < 0,001). N'emopparnyeckun
MHCYNbT Cny4mncs y 8 nauMeHTOB B KaxOdon M3 OByX
rpynn uccnegosanusa (no 0,3 % B kaxgowm rpynne).
YMepeHHoe unu cunbHoe KpoBOM3nusiHMe
Habnoganoce y cemu naumeHtoB (0,3 %) B rpynne
knonupgorpena n ACK u y socbmu (0,3 %) B rpynne ACK
(p = 0,73). YactoTta noboro KpoBOTEUEHUSI COCTaBuUNa
2,3 % B rpynne knonugorpena n ACK no cpaBHeHuto ¢
1,6 % B rpynne ACK (OP 1,41; 95 % OW ot 0,95 po
2,10; p = 0,09).

POINT (mpomboyum-opueHmupo8aHHoOe
uHeubupogaHue y nayueHmo8 C HOBbIMU Cry4Yasmu
TUA unu neakoz2o uwleMu4ecKo20 UHCYnbma)

B sTtomM paHOoOMM3MpOBaHHOM, [OBOWHOM  CrEnom,
MYyIbTULEHTPOBOM, nnauebo-KOHTPONMPYyEMOM
KNMHUYECKOM UCCnefoBaHuM MpuHAnu yyactue 4331
NMaumMeHTOB U3 pasHbix cTpaH ¢ octpon TUA (oueHka
ABCD2 24) unn octpbiM nerkum mHcynobtoMm (NIHSS <
3). Bce nauneHTbl B 06enx rpynnax nonydanu gosy ACK
B OTKPbLITOM pexume B nepuofg ¢ 1-ro gHs no 90-n aeHb
(50-325 Mr B 3aBMCUMOCTM OT peLleHMs nevallero
Bpaya). [laumeHTbl, paHOOMU3NPOBAHHbIE B rpynmny
Knonuaorpena, nonyyanu Harpys3odHyio gosy 600 mr
knonugorpena B 1-n pgeHb, a 3atem 75 w™r
Knonugorpens B AeHb co 2-ro no 90-i aeHb. MNauneHThl,
cnyyamHo pacnpegeneHHble B rpynny nnauebo,
nonyyanu knonugorpen-nnauebo B 1-1 geHb no 90-i.
[MepBNYHON KOHEYHOW TOYKOM 3(PHEKTUBHOCTI ABMSANCA
COBOKYMHOCTb  KPYMHbIX MLUEMWUYECKUX OCIOXHEHWUN
(U, M nnn cmepTb OT ULLEMMUYECKOrO COCYAUCTOrO
ocnoxHeHust) k 90-my pgH. Takue cnydam Obinu
3apernctpupoBaHbl y 121 nauuenta (5,0%), B rpynne
npumMmeHeHns knonugorpena n ACK, no cpaBHeHuo co
160 naumeHTamn (6,5%), nonyyaBwmmy Torbko ACK
(OP, 0,75; 95% [OW, ot 0,59 po 0,95; p=0,02). NN,
ABNALWMENcs BTOPUYHOM KOHEYHOMN TOYKOW,
Habnogancsa y 112 nauveHtoB (4,6 %), nony4aBLUMX
knonugorpen wn  ACK, no cpaBHeHnio co 155
nauneHtamm (6,3 %), nonydaswwmmmn Tonbko ACK (OP
0,72; 95 % OWM ot 0,56 go 0,92; p=0,01). BonbLioe

with atrial fibrillation (AF) who had at least one risk
factor for vascular events.

Based on the inclusion criteria, physicians included
patients in ACTIVE-W if they were candidates for
treatment with vitamin K antagonists (VKA, such as
warfarin). The ACTIVE-A ftrial included patients who
could not receive VKA therapy because they were
unsuitable or refused treatment.

The ACTIVE W study showed that treatment with
vitamin K antagonists was more effective than
treatment with clopidogrel and ASA.

The ACTIVE-A study (n = 7,554) was a randomised,
double-blind, placebo-controlled, multicentrestudy
comparing clopidogrel 75 mg/day + ASA (n = 3,772)
with placebo + ASA (n = 3,782). The recommended
dose for ASA was 75-100 mg/day. Patients were
treated for up to 5 years.

Patients randomized in the ACTIVE program were
characterized by proven atrial fibrillation, i.e. either
permanent AF or at least two episodes of intermittent
VHF in the last six months and at least one of the
following risk factors:

Age = 75 years or age between 55 and 74 years and
either diabetes mellitus requiring drug therapy, a
previously diagnosed myocardial infarction or known
coronary artery disease, treated systemic
hypertension, previous stroke, transient ischemic
attack (TIA) or non-cerebral systemic embolus, left
ventricular dysfunction with a left ventricular ejection
fraction < 45% or a proven peripheral occlusive
disease. The mean CHADS2 score was 2.0 (range 0-
6).

Paediatric population

In a dose escalation study of 86 neonates or infants
up to 24 months of age at risk for thrombosis
(PICOLO), clopidogrel was evaluated at consecutive
doses of 0.01, 0.1 and 0.2 mg/kg in neonates and
infants and 0.15 mg/kg only in neonates. The dose of
0.2 mg/kg achieved the mean percent inhibition of
49.3% (5 puM ADP-induced platelet aggregation)
which was comparable to that of adults taking

pasiyentlarde  trombosit inhibs
etmo)

Bu randomize olunmus, ikigat kor, ¢coxmarkazli,
plasebo nozarstli klinik tadqigatda mixtalif
dlkalarden keskin TiH (ABCD2 2 4) ve ya kaskin
yungil insultdan (NIHSS < 3) aziyyat ¢oken 4331
xasta istirak etmisdir. Her iki qrupdan olan
pasiyentlar mialicanin ilk glinindan 90-ci gliniina
kimi agiq sekilde AST (hakim gararindan asil
olarag 50 mg-dan 325 mg-a qader) gabul
etmigler.  Klopidogrel  qrupuna randomize
olunmus pasiyentlars ilk giinde 600 mq ylklenma
dozasinda, daha sonra 2-ci gindan 90-ci gline
kimi 75 mq dozada klopidogrel tayin olunmusdur.
Tesadlfi plasebo grupuna randomize olunmus
pasiyentlor ise ilk gundan 90-ci gune kimi
klopidogrelin plasebo versiyasini gabul etmiglor.
Effektivliyin birincili son néqgtesi olarag 90-ci gline
kimi misahide  olunmus  genis  isemik
agirlasmalarin (i, Mi ve ya isemik damar
agirlasmasi  naticesinde bas vermis 6lim
hadisesi) cemi qabul edilmisdir. Bele hallar
klopidogrel ve AST qgebul eden qrupdan 121
(5,0%) pasiyentds, yalniz AST qebul edan
grupda 160 (6,5%) (HR, 0,75; 95% ClI, 0,59-0,95;
p=0,02) geyda alinmigdir. Effektivliyin ikinci son
nogtesi sayilan i klopidogrel va AST gabul edsn
grupda 112 pasiyentds (4,6%), yalniz AST gabul
edan grupda 155 pasiyentds (6,3%) izlenilmisdir
(HR 0,72; 95 % ClI 0,56-0,92; p=0,01).
Tehlukesizliyin giymaetlondiriimasinin birincili son
noqtesi sayillan genis migyash qansizma
klopidogrel va AST gabul edan 2432 pasiyentda
23 neferinda (0,9 %), yalmiz AST qabul edan
2449 pasiyentdan 10 naferinds (0,4%) (HR 2,32;
95% ClI  1,10-4,87; p=0,02) misahide
olunmusdur. Bhamiyyatsiz deracali gansizma
klopidogrel va AST gabul edan 40 pasiyentds
(1,6%) va yalniz AST gabul edan 13 pasiyentda
(0,5%) izlenmisdir (HR 3,12; 95% CI 1,67-5,83;
p=0,001).

oriyentasiyall




KpoBOTeYeHMe, SABNsAOLWEecs MNepBUYHON KOHEYHOM
TOYKOM oueHKn 6e3onacHOCTU, Cry4mnock y 23 ns 2432
naumeHtoB (0.9%), nonyyaBwux knonugorpen B
codetanumn ¢ ACK, ny 10 ns 2449 naumentos (0,4 %),
nony4vaBLmnx Tonbko ACK (OP 2,32; 95% AW ot 1,10 go
4,87; p=0,02). HesHaunTenbHOE  KpPOBOUINUSIHUE
cnyyunocs y 40 naumentoB (1,6%), nonyyasLuMX
knonugorpen u ACK, un y 13 naumneHtoB (0,5%),
nonyyaswmx Toneko ACK (OP 3,12; 95% AW 1,67-5,83;
p=0,001).

CHANCE u POINT AHanu3 epemMeHHOU OuHaMuKu
OdppekTnBHOCTE nNpogormkeHnsa OATT bonee 21 pgHsA
oTcyTcTBOBana. PacnpegeneHne BO BpeMeHW KpPYMHbIX
NweMn4ecknx cobbiTuin 1M BONbLUMX KPOBOTEYEHUI B
3aBUCMMOCTU  OT  Ha3HA4YeHHOro nedeHus  Obino
NpoBedeHO [ANA aHanmMsa BNUSHUSA KPaTKOCPOYHOM
onHamukn OATT.

MepuyamenbHas apummus

B uccneposanus ACTIVE W n ACTIVE A, oTaenbHble
ucnbiTaHuss B pamkax nporpammbl ACTIVE, Obinu
BKMIOYEHbl MNaumMeHTbl ¢ ubpunnaumen npeacepani
(AF), y koTopbIXx nmencs xots 6bl ogmMH dakTop pucka
COCyanUCTbIX CODBLITUIA.

Ha ocHOBaHWM KpuUTepMEB BKMOYEHNSA Bpayun BKIIOYanu
naunentoB B ACTIVE-W, ecnu oHK Obinu KaHangaTamm
Ha neveHue aHTaroHuctamu ButamuHa K (ABK, Takumn
kKak BapdapwH). B wnccnepoBaHme ACTIVE-A Obinu
BKITHOYEHbI MaUMEHTbl, KOTOpble He MOrny nonyyatb
Tepanuio ABK, moTtomy 4TOo OHM He nogxoounu unu
OTKa3bIBanuCb OT JIeYEHNsI.

UccneposaHne ACTIVE W nokasano, 4TO neyeHue
aHTaroHucTamu BUTaMUHa K Obino bornee
3 heKkTUBHLIM, YeM NneyveHne krnonungorpenom n ACK.
WccnepgoBaHue ACTIVE-A (n=7,554) ObIrIo
pPaHAOMM3NPOBaHHbLIM, [OBOWHBIM crenbiM, Mrauebo-
KOHTPONMPYEMbIM, MHOMOLIEHTPOBLIM UCCrefoBaHNEM,
B KOTOPOM CpaBHMBanu Kknonugorpens 75 wMr/geHb
+ACK (n=3772) c¢ nnauebo +ACK (n=3782).
PekomeHgyemas posa gna ACK cocrasnsana 75-100
mr/cyT. BonbHble nevnnucs go 5 ner.

MaumneHThl, pPaHAOMN3NPOBAHHLIE B nporpaMmmy

Clopidogrel 75 mg/day.

In a randomised, double-blind, parallel-group study
(CLARINET), 906 paediatric patients (neonates and
infants) with cyanotic congenital heart disease
palliated with a systemic-to-pulmonary arterial shunt
were randomisedto receive clopidogrel 0.2 mg/kg
(n=467) or placebo (n=439) along with concomitant
background therapy up to the time of second stage
surgery. The mean time between shunt palliation and
first administration of study medicinal product was 20
days. Approximately 88% of patients received
concomitant ASA (range of 1 to 23 mg/kg/day). There
was no significant difference between groups in the
primary composite endpoint of death, shunt
thrombosis or cardiac-related intervention prior to
120 days of age following an event considered of
thrombotic nature (89 [19.1%] for the clopidogrel
group and 90 [20.5%] for the placebo group).
Bleeding was the most frequently reported adverse
reaction in both clopidogrel and placebo groups;
however, there was no significant difference in the
bleeding rate between groups. In the long-term safety
follow-up of this study, 26 patients with the shunt still
in place at one year of age received clopidogrel up to
18 months of age. No new safety concerns were
noted during this long-term follow-up.

The CLARINET and the PICOLO ftrials were
conducted using a constituted solution of clopidogrel.
In a relative bioavailability study in adults, the
constituted solution of clopidogrel showed a similar
extent and slightly higher rate of absorption of the
main circulating (inactive) metabolite compared to
theauthorisedtablet.

Pharmacokinetic properties

Absorption

After single and repeated oral doses of 75 mg per
day, clopidogrel is rapidly absorbed. Mean peak
plasma levels of  unchanged clopidogrel
(approximately 2.2-2.5 ng/ml after a single 75 mg oral
dose) occurred approximately 45 minutes after
dosing. Absorption is at least 50%, based on urinary

CHANCE ve POINT miialice
dinamikasinin analizi

IATM-nin 21 giinden artiq aparilimasinin effekti
yoxdur. Tayin olunmus mualicaya baxmayaraq
bas vermis genis isemik agirlasmalar ve agir
ganaxmalarin zaman mustevisinda
yerlosdirmokle [IATM-nin qisamiiddatli tasrinin
dinamikasinin  analizini aparmaq mumkin
olmusdur.

Atrial Fibrilyasiya

ACTIVE W ve ACTIVE A tedgiqatlari, ACTIVE
programindaki daxilindsaki ayri-ayri tedqiqgatlar,
vaskulyar hadissler lglin an az bir risk faktoru
olan atrial fibrilasiyali (AF) pasiyentlari ohato
edirdi.

Daxil olma meyarlarina asasen, hakimlar, vitamin
K antagonisti (VKA, maselen, varfarin)
terapiyasina namizad olduglari halda, xestsleri
ACTIVE-W-ya daxil etdilar. ACTIVE-A tedgiqati,
uygun olmadidi ve ya mialiceden imtina etdiyi
Ucun VKA terapiyasi ala bilmayan pasiyentlori
ahate edirdi.

ACTIVE W tadqigati, vitamin K antagonistleri ilo
terapiyanin klopidogrel ve ASA ile terapiyadan
daha effektiv oldugunu gosterdi.

ACTIVE-A tedqigati (n=7,554), klopidogrel 75
mqg/gin + AST (n=3772) ilo plasebo + ASA
(n=3782) arasinda miigayisa ediloen, randomiza
edilmis, ikiqat kor, plasebo nazaratli, gox markazli
bir tedgigat idi. AST Uglin tdvsiya olunan doza

mtiddatinin

75-100 mg/gin idi. Pasiyentlar 5 ile qeder
mualica alirdilar.
ACTIVE programda randomize  olunmus

pasiyentler stbut olunmus atrial fibrilasiya yeni
son alti ayda daimi AF ve ya an azi iki fasilali
VHF hadisasi ve asagidaki risk faktorlarindan an
az biri ile xarakterize olunur:

275 yas ve ya 55-74 yas arasi ve her hansi
derman mualicesi teleb olunan sakerli diabet,
avvaller miokard infarkti diagnozu goyulmus ve
ya bilinen koronar arteriya xestaliyi, mualica




ACTIVE, XapakTepusoBanucb NoATBEPXKAEHHON
dbubpunnaumen npeacepami, To ecTb MO0 NOCTOSAHHOM
AF, mbo kak MUHUMYM OBYMS  3nNM304amu
npepsbiBuctor VHF 3a nocnegHue Wwectb MecsueB 1 Kak
MUHUMYM OOHUM U3 crieayoLmx pakTopoB pucka:
Bospact =75 net unn Bospact oT 55 o 74 net un
caxapHbii auabet, TpebylwmMin MeLMKaMEHTO3HON
Tepanun, paHee  OWArHOCTUPOBaHHbIA  UHGApPKT
Muokapda WM Uu3BecTHast WuweMunyeckasl 0OonesHb
cepaua, neveHHas CcUCTEMHas rMnepTeH3uns,
NepeHeceHHbIN WHCYMbT, TPaH3UTOpHasl UlleMmnyeckas
ataka (TWA) nnu HeuepebpanbHaa cuctemHasa amborn.
ONCAYHKUUSA NEBOro xenyaoyvka ¢ opakumen Bbidbpoca
nesoro  xenygoyka  <45%  wunu  gokasaHHbIM
nepnepruyecknm  OKKIMIO3MOHHBIM  3aboneBaHunemMm.
CpegHun 6ann no CHADS2 coctasun 2,0 (amanasoH 0-
6).

lMeduampudeckas nonynsayusi

B wuccnepoBaHun noBblWeHUs [03bl ¢ yvactuem 86
HOBOPOXAEHHbIX MAW MMageHues A0 24 mecsueB C
pUCKOM Tpombo3a (PICOLO) Knonuaorpenb
oueHuBancs npu nocnegosatenbHbix gosax 0,01, 0,1 n
0,2 mr/kr gns HOBOPOXAEHHbIX U MnageHueB u 0,15
MI/KF TONbKO AN HoBopoXAeHHble. [loza 0,2 wmr/kr
noseonuna O0CTUYb cpegHero npoLeHTa
nHrmbuposanns 49,3% (5 mMkM ALO®P-MHOoyLMpOBaHHOM
arperauumn TpombouuToB), 4TO ObINIO COMOCTaBUMO C
TakoBOW Yy B3pOCMbIX, NPUHUMAaBLUUX Knonwugorpen 75
Mr/0eHb.

B paHooOMU3NPOBaHHOM ABOWHOM crnenom
nccnegoBaHun c napannenbHbIMU rpynnamm
(CLARINET) 906 negnaTpMyeckmx  nauueHToB

(HOBOPOXAEHHbLIX W MMafeHUEeB) C  LMaHOTUYECKMM
BpOXOEeHHbIM NOPOKOM cepAua, KynmpoBaHHbIM C
MOMOLLbIO LLYHTa U3 CUCTEMHOIO B JIEFOYHYIO apTepuio,
6binm paHAOMM3NPOBaHbI ans nony4yeHuns
knonuagorpena 0,2 mr/kr (n=467) unu nnauedo (n=439)
BMECTe C CONyTCTBYyHLlen ¢OHOBOW Tepanuven A0
onepaumm BTOporo aTtana. CpegHee Bpemsi Mexay
nannuMatuMBHbIM  LUYHTOM W NEpPBbIM  BBEAEHWEM
nccnegyemMoro  nekapcTBeHHOro cpeacTBa COCTaBWUIIO

excretion of clopidogrel metabolites.

Distribution

Clopidogrel and the main circulating (inactive)
metabolite bind reversibly in vitro to human plasma
proteins (98% and 94% respectively). The binding is
non-saturable in vitro over a wide concentration
range.

Biotransformation

Clopidogrel is extensively metabolisedby the liver. In
vitro and in vivo, clopidogrel is metabolized according
to two main metabolic pathways: one mediated by
esterases and leading to hydrolysis into its inactive
carboxylic acid derivative (85% of circulating
metabolites), and one mediated by multiple
cytochromes Paso. Clopidogrel is first metabolisedto a
2-oxo-clopidogrel intermediate metabolite.
Subsequent metabolism of the 2-oxo-clopidogrel
intermediate metabolite results in formation of the
active metabolite, a thiol derivative of clopidogrel.
The active metabolite is formed mostly by CYP2C19
with contributions from several other CYP enzymes,
including CYP1A2, CYP2B6 and CYP3A4. The active
thiol metabolite which has been isolated in vitro,
binds rapidly and irreversibly to platelet receptors,
thus inhibiting platelet aggregation.

The Cmax Of the active metabolite is twice as high
following a single 300 mg clopidogrel loading dose as
it is after four days of 75-mg maintenance dose. Cmax
occurs approximately 30 to 60 minutes after dosing.
Elimination

Following an oral dose of "C-labelled clopidogrel in
man, approximately 50% was excreted in the urine
and approximately 46% in the faeces in the 120-hour
interval after dosing. After a single oral dose of 75
mg, clopidogrel has a half-life of approximately 6
hours. The elimination half-life of the main circulating
(inactive) metabolite was 8 hours after single and
repeated administration.

Pharmacogenetics

CYP2C19 is involved in the formation of both the
active metabolite and the 2-oxo-clopidogrel

olunan sistemli hipertenziyali, insult kegirmis,
kegici isemik Urak xastaliyi (KiU) ve ya qeyri-
serebral sistem embolus, sol madaciyin 45% c¢ox
bosalma fraksiyasi ile disfunksiyasi ve ya sibut
olunmus periferik arteriyalarin okluziv xestaliyi.
Orta CHADS2 hesabi 2.0 (0-6 araliginda) idi.
Pediatrik populyasiya

Tromboz riski altinda olan 86 yeni dogulmuslar
vo ya 24 aya gader usaglarin (PICOLO) istirak
etdiyi doza artirma tedgiqatinda klopidogrel
yenidogulanlar ve koérpslar ugln ardicil olaraq
0,01, 0,1 va 0,2 mag/kqg kimi dozada va yalniz yeni
dogulmus korpaler Ggln 0,15 mq/kg kimi
giymatlandirilmisdir. 0,2 mqg/kq doza, orta hesabla
49,3% inhibisiya deracesine (5 uM ADP ile
alagali trombositlerin agreqasiyasi) ¢atdi ki, bu da
Klopidogreli 75 mq/gin gabul edan yetkinlarda
oldugu ile mlgayise edilen idi.

Randomiza edilmis, ikigat kor, paralel qrup
tedgigatinda (CLARINET) sistemik-agciyar
arteriya suntu ile palliasiya olunmus sianotik
anadangalma Urak xastsliyi olan 906 pediatrik
pasiyent (yenidogulmus ve Kkorpaler) avvalki
mualicasi. misayist olunmagla yanasi 0,2 mag/kq
(n=467) klopidogrel ve ya plasebo (n = 439) il
birlikde ikinci merhele emaliyyata qgader eyni
zamanda gabul etmak Ug¢lin randomiza edildi.
Sunt palliasiyasi ile tedqig olunan derman
vasitesinin ilk tatbigi arasindaki ortalama muddaet
20 gun idi. Pasiyentlerin taqriben 88% -i eyni
vaxtda ASA (1 ile 23 mqg/kg/gun araliginda) gabul
etmisdir. 120 glin avval trombotik hadise hesab
edilen (klopidogrel qrupu Ugin 89 [19,1%] ve
plasebo qrupu Uglin 90 [20,5%]) sonra ilkin
birlesmis 6lum noqtssi olan, sunt trombozu ve ya
Urek xastalikleri ilo slagedar qruplar arasinda
shamiyyatli bir ferq yox idi. Qanama ham
klopidogrel, ham da plasebo gruplarinda an ¢ox
gérulan oks tesir idi. Bununla birlikds, gruplar
arasinda ganaxma hallarinda shamiyysatli bir farq
yox idi. Bu tadgigatin uzunmuddatli tahllkasizlik




20 pHewn. lMpumepHo 88% naumMeHTOB OOHOBPEMEHHO
nonydanu ACK (ot 1 po 23 wr/kr/geHb). He 6bino
3HAUUTENbBHbLIX  pPasnNuuMk  Mexagy rpynnamuv o
NnepBUYHON KOMBUHNUPOBAHHOW KOHEYHOW TOYKE CMEPTH,
Tpombo3a WyHTa nnm KapAnonormyeckoro
BMeLlaTenbCcTBa OO0 AOoCTuMXeHusa Bospacta 120 gHen
nocne cobblTMs, KOTOPOE CYMTANOCh TPOMOOTUYECKUM
(89 [19,1%] ona rpynnel knonuagorpena v 90 [20,5%]]
ans rpynnel nnaue6o). KposoTeueHne 6bino Hanbonee
yactol noboyHoW  peakumendw Kak B rpynne
Knonuagorpena, Tak W B rpynne nnauebo; opgHako
OOCTOBEPHOM pasHULbl B HaCTOTE KPOBOTEUYEHUI MexXay
rpynnamm He 6bino. MNpu gonrocpoyHoM HabnogeHUn
3a 6e30nMacHOCTbLIO 3TOro MccrneaoBaHus 26 nauvMeHToB
C LWyHTOM B BO3pacTe OAHOro roda nonyyanu
knonugorpens B Bo3pacte o 18 mecsueB. B xoge
3TOro ANUTEenbHOro HabnwaeHus He ObINO OTMEYEHOo
HUKaKMUX HOBbIX Npobrem 6e3onacHoCTu.

Ucnbitanna CLARINET u PICOLO nposoauvnuce c
MCnonb30BaHMEM FOTOBOrO pacteBopa knonugorpens. B
nccrnegoBaHMM  OTHOCUTENBbHOW  OMOJOCTYMHOCTM Y
B3POCINbIX MPUrOTOBMEHHBIA pPacTBOp Knonugorpens
NPOAEMOHCTPUPOBAN aHaNoOrMYHy CTeNeHb U HEMHOTO
bonee BbICOKYID CKOPOCTb BCacCbiBaHUA OCHOBHOIO

UMpKynupylowero  (HeakTMBHoro) metabonuta no
CpaBHEHUIO C pa3peLLeHHON TabneTkoun.
®PapmakoKuHemukKa

BcacbieaHue

[Mocne ogHOKpaTHOro M MHOrOKpaTHOro NpuMema BHYTPb
75 wmr knonupgorpens ObicTpo BcacbiBaetcsa. CpegHue
MAKOBbIE YPOBHW HEW3MEHEHHOro Knonugorpens B
nnasve (NnpumepHo 2,2-2,5 Hr/mMn nocrne OAHOKPaTHOro
nepopaneHoro npuema 75 mr) Habnoganucb NpUMEpPHO
yepes 45 wmumHYyT nocne npuema. BcacbiBaHue
coctaBnsdet He MeHee 50%, ucxogs M3 3KcKpeuun
MeTabonuToB KNonMaorpens ¢ Mo4oMn.

PacnpedeneHue

Knonuporpenes " OCHOBHOM LMPKYNUPYIOLLMIA
(HeakTMBHbIM) MeTabonuT ob6paTMmMo CBA3bIBAKOTCSA
invitro ¢ 6enkammn nnasmbl yenoseka (98% wn 94%
COOTBETCTBEHHO). CBsasblBaHne He ABnNseTcs

intermediate metabolite. Clopidogrel active
metabolite pharmacokinetics and antiplatelet effects,
as measured by ex vivo platelet aggregation assays,
differ according to CYP2C19 genotype.

The CYP2C19*1 allele corresponds to fully functional
metabolism while the CYP2C19*2 and CYP2C19*3
alleles are nonfunctional. The CYP2C19*2 and
CYP2C19*3 alleles account for the majority of
reduced function alleles in Caucasian (85%) and
Asian (99%) poor metabolisers. Other alleles
associated with absent or reduced metabolism are
less frequent and include CYP2C19%4, *5, *6, *7, and
*8. A patient with poor metaboliserstatus will possess
two loss-of-function alleles as defined above.
Published frequencies for the poor CYP2C19
metaboliser genotypes are approximately 2% for
Caucasians, 4% for Blacks and 14% for Chinese.
Tests are available to determine a patient’s
CYP2C19 genotype.

A crossover study in 40 healthy subjects, 10 each in
the four CYP2C19 metaboliser groups (ultrarapid,
extensive, intermediate and poor), evaluated
pharmacokinetic and antiplatelet responses using
300 mg followed by 75 mg/day and 600 mg followed
by 150 mg/day, each for a total of 5 days (steady
state). No substantial differences in active metabolite
exposure and mean inhibition of platelet aggregation
(IPA) were observed between ultrarapid, extensive
and intermediate metabolisers. In poor metabolisers,
active metabolite exposure was decreased by 63
71% compared to extensive metabolisers. After the
300 mg/75 mg dose regimen, antiplatelet responses
were decreased in the poor metabolisers with mean
IPA (5 uM ADP) of 24% (24 hours) and 37% (Day 5)
as compared to IPA of 39% (24 hours) and 58% (Day
5) in the extensive metabolisers and 37% (24 hours)
and 60% (Day 5) in the intermediate metabolisers.
When poor metabolisers received the 600 mg/150
mg regimen, active metabolite exposure was greater
than with the 300 mg/75 mg regimen. In addition, IPA
was 32% (24 hours) and 61% (Day 5), which were

teqibinde, bir yasinda sunt dasiyan 26 pasiyente
18 aydan ovval klopidogrel verildi. Bu
uzunmuddatli misahide zamani yeni tahlUkasizlik
masalaleri geyd edilmayib.

CLARINET ve PICOLO tadqgiqatlari hazir
klopidogrel mahlulu istifade edilerek aparildi.
Yetkinlorde  aparilan nisbi bioavailability

tedgigatinda hazirlanmis klopidogrel mahlulu
tesdiglanmis tabletle miqayiseda eyni dévriyyada
(herakatsiz) metabolitin absorbsiya deracasini
oxsar deracads va daha yuksak gdstermisdir.
Farmakokinetikasi

Sorulmasi
Klopidogrel giinde 75 mq dozada birdafalik ve
tokrar daxile gebul zamani tez sorulur.

Deyisilmamis klopidogrelin ortalama plazma
saviyyalarinin pik haddi (75 mq oral dozadan
sonra texminen 2,2-2,5 ng/ml) tetbiqden 45
deqige sonra misahide edildi. Klopidogrelin
metabolitlerinin sidik vasitesile xaric olunmasi
malumatlarina géra absorbsiyasi en az 50% dir.
Paylanmasi

Klopidogrel ve asas ddvriyyade olan (harakatsiz)
metabolit in vitro sakilde insan plazma zulallarina
(98% vo 94% sirasiyla) inversiya saklinda
baglanir. Genis qatiliq diapazonunda birlegsma
doymamis olur.

Biotransformasiyasi

Klopidogrel  intensiv  goakilde  qaraciyards
metabolize olunur. /n vitro va in vivo, klopidogrel
iki @sas metabolik yolla: biri esterazlarin tesiri ilo
olur va karboksil tursusunun qeyri-faal
toremasinin (ganda doévr edan metabolitlerin 85
%-i) amle galmasi ile hidroliz, digeri ise ¢oxsayli
sitoxrom P4so-nin vasitasi ilo metabolize olunur.
Ovvalce klopidogrel araliq metabolit olan 2-okso-
klopidogrele metabolize olunur. Sonra araliq
metabolit olan 2-okso-klopidogrelin metabolizmi
klopidogrelin feal metaboliti - klopidogrelin tiol
téramasinin amale galmasina gatirib ¢ixarir. Faal
metabolit asasen CYP2C19 tersefinden CYP1A2,




HacbiwaembliM  invitro B LWMPOKOM  [uanasoHe
KOHLIeHTpaLu.

BuompaHcgopmavus

Knonvgorpene WHTEHCMBHO MeTabonuaupyetcss B
neyeHn. In vitro wn in  vivo  knonugorpenb
MeTabonuaupyetcs B COOTBETCTBMM C  ABYMS
OCHOBHbIMM MeTabonmyecknmm nyTaMU: OAWH

onocpeayeTcs acTepasamy U BeAeT K MMaponuay 4o ero
HEeaKTUBHOrO MPOU3BOAHOIO KapGoHOBOW KMCMOThI (85%

LUPKYNUPYHOLLMX meTabonuTos), a Apyrow
onocpegyetcsi  MHOXECTBOM  LMUTOXPOMOB  Paso.
Knonuporpens cHayana  meTabonusvpyetca 0o
NMPOMEXYTOYHOTO MeTabonuTa  2-OKCOKNMONMAorpens.
MocnepytoLmn mMeTabonumam NPOMEXYTOYHOro
mMeTabonuta  2-OKCO-Knonugorpens npuBOoaMT K
obpa3oBaHMi0  aKTUMBHOIO MeTabonuTta, TWOJIOBOrO

NPOM3BOAHOrO Krnonugorpensi. AKTUBHbIN MeTabonut
obpasyetca B ocHoBHoM CYP2C19 c y4yactuem
Heckonbkux Apyrux ¢epmeHtoB CYP, Bknovas
CYP1A2, CYP2B6 n CYP3A4. AkTuBHbIN MeTabonut
TMona, KoTopbli Obin BblgeneH in vitro, ObICTpO K

HeobpaTnmo cBs3bIBaETCH c peLenTopamu
TpomMbouUTOB, TeM CaMbiM MNOAABMAS arperauuio
TpombBounTOB.

C aktMBHOro metabonuTta B ABa pasa Bbile nocre
O[HOKpaTHOro BBEAEHUS yaapHOM A403bl Knonugorpena
300 wMr, 4yem nocre 4eTbipex [JHEW npuema
nogaepxusawowen [o3bl 75 Mr. Cmax npoucxoaut
npumepHo yepes 30-60 MUHYT Nnocne A03MPOBaHKS.
BbigedeHue

Mocne nepopasnbHoro npvema Knonugorpens,
mMedyeHHoro  '“C,  uvenoseky  npumepHo  50%
9KCKpPEeTUpOBanoCb C MOYOW M npuMepHo 46% - ¢
dekanuamm B TeveHne 120-4acoBoro nHTepaana nocne
npvema. locne ogHOKpaTHOro MepopanbHOro npuema
75 Mr knonugorpenb vMMeeT nepuog nonyBbIBEAEHUS
npumepHo 6 vacoB. [lepuog  nonyebiBeAeHUA
OCHOBHOTO LUPKYNMpYHoLLLEero (HeakTMBHOrO)
mMeTabonuTa cocTaBnsn 8 4acoB Nocre OgHOKPATHOMO U
MHOrFOKpaTHOro npuema.

®QapmakozeHemuka

greater than in the poor metabolisers receiving the
300 mg/75 mg regimen, and were similar to the other
CYP2C19 metaboliser groups receiving the 300
mg/75 mg regimen. An appropriate dose regimen for
this patient population has not been established in
clinical outcome ftrials.

Consistent with the above results, in a meta-analysis
including 6 studies of 335 clopidogrel treated
subjects at steady state, it was shown that active
metabolite exposure was decreased by 28% for
intermediate metabolisers, and 72% for poor
metabolisers while platelet aggregation inhibition (5
MM ADP) was decreased with differences in IPA of
5.9% and 21.4%, respectively, when compared to
extensive metabolisers.

The influence of CYP2C19 genotype on clinical
outcomes in patients treated with clopidogrel has not
been evaluated in prospective, randomised,
controlled trials. There have been a number of
retrospective analyses, however, to evaluate this
effect in patients treated with clopidogrel for whom
there are genotyping results: CURE (n=2721),
CHARISMA (n=2428), CLARITY TIMI 28 (n=227),
TRITON TIMI 38 (n=1477) and ACTIVE-A (n=601) as
well as a number of published cohort studies.

In TRITON TIMI 38 and 3 of the cohort studies
(Collet, Sibbing, Giusti) the combined group of
patients with either intermediate or poor
metaboliserstatus had a higher rate of cardiovascular
events (death, myocardial infarction, and stroke) or
stent  thrombosis compared to extensive
metabolisers.

In CHARISMA and one cohort study (Simon), an
increased event rate was observed only in poor
metabolisers when compared to extensive
metabolisers.

In CURE, CLARITY, ACTIVE-A and one of the cohort
studies (Trenk), no increased event rate was
observed based on metaboliserstatus.

None of these analyses were adequately sized to
detect differences in outcome in poor metabolisers.

CYP2B6 ve CYP3A4 da daxil olmagla bazi diger
CYP enzimlarinin istiraki ile amala galir. In vitro

zamani agkar olunan feal tiol metaboliti
trombositlerin reseptorlari iloe tez ve davamli
birlesir, belsliklo trombositlerin agreqgasiyasini

inhiba etmis olur.

Klopidogrelin 300 mqg vyuklsnma dozasinin
birdefalik gabulu zamani feal metabolitin Cmax-1
klopidogrelin 75 mq dasteklayici dozada 4 gln
muddetinde gabulu zamani Cmax-dan 2 defs
coxdur. Cmax dozadan texminan 30-60 daqg. sonra
olur.

Xaric olmasi

“C  nisanlanmis klopidogrel daxile qgabul
edildikde, doza gebulundan sonra 120 saat
araliginda texminan 50% sidikle, texminan 46%
nacisla xaric edilir. 75 mq dozada daxile birdafalik
gebuldan sonra klopidoqgrelin yarimpargalanma
muddeti texminen 6 saat teskil edir. Birdafalik
gebuldan va tekrar dozalarin gabulundan sonra
ganda dovr edan esas (geyri-faal) metabolitin
yarimpargalanma dévri 8 saat taskil edir.
Farmakogenetikasi

CYP2C19 alleli ham faal metabolitin, hem de 2-

okso-klopidogrelin  orta metabolitinin  amale
galmesinds istirak edir. Klopidogrelin faal
metabolitinin  farmakokinetikasi ve ex vivo

trombositlerinin agreqasiyasi analizleri ila dl¢lilan
antitrombosit tesirlari CYP2C19 genotipina goére
ferglenir.

CYP2C19*1 alleli tam funksional metabolizmaya
uygun olsa da, CYP2C19*2 va CYP2C19*3
allelleri  geyri-funksionaldir.  CYP2C19*2 ve
CYP2C19*3 allelleri Qafgaz (85%) ve Asiya
(99%) zsif metabolizatorlarinda  funksiyasi
azalmig allellerin  akseriyystini  togkil edir.
Metabolizmanin olmamasi ve ya azalmasi ile
alageali diger allellore daha az rast gslinir ve
bunlara CYP2C19 *4, *5, *6, *7 ve *8 daxildir.
Metabolik vaziyysti zsif olan pasiyentde yuxarida
gosterildiyi kimi _iki funksiyasini_itirmis alleli




CYP2C19 yuactByeT B 00OpasoBaHUM Kak aKTUBHOIO
mMeTabonuTa, Tak U MPOMEXYTOYHOro meTabonuta 2-
okcoknonugorpensd.  dapmMakokMHETUKA  aKTUBHOIO
mMeTabonuTa KNonuaorpenss M aHTUTpomboumuTapHble
appekTbl, U3MEpPEHHble C MNOMOLLbD  aHanusoB
arperaumm TpoMOOUUTOB exvivo, pasnuyarTcs B
3aBucmMMocTu ot reHoTuna CYP2C19.

Anmnenb  CYP2C19*1  cOOTBETCTBYET  MOJIHOCTbIO
yHKUMOHaNbHOMY MeTabonuamy, B TO BpeMs Kak
annenu CYP2C19*2 n CYP2C19*3 HepyHKUMOHATBHbI.
Annerm CYP2C19*2 u CYP2C19*3 cocTaBnsoT
BONbLWMHCTBO  annene MNOHWXEHHOW  (OYHKUMKM Y
kaBkasckux (85%) wu asmatckmx (99%) cnabbix
meTabonu3atopoB. [pyrme annenu, CcBsid3aHHble C
OTCYTCTBMEM  WAN  MOHWXKEHHBIM  MeTabonuamom,
BCTpevaloTcs pexe u BkrtovaoTt CYP2C19 *4, *5, *6, *7
n *8. lMaumeHT ¢ nnoxum MeTabonmMyeckum CTaTyCoMm
Oyoet obnagate OByMSA annensamMu notepu yHKuum,
Kak onpegeneHo Bbiwe. OnybnuKoBaHHbIE YacTOThI
reHoTunoB c nnoxum  metabonuamom CYP2C19
cocTaBnsAlT npumepHo 2% p[na kaeBkasues, 4% ans
YepHOKOXMX U 14% pna kutanvueB. [OCTynHbl TECTbl
ans onpeaenexns reHotuna CYP2C19 naumeHTa.

B nepekpectHoM wuccnegosaHum ¢ ydactnem 40
300poBbIX cybbekToB, No 10 B Kaxgom M3 4veTbipex
rpynn metabonusatopoB CYP2C19 (ynbTpabbIiCTphbiX,
OBLMPHBIX, MPOMEXYTOYHBIX U cnabbix), OUeHNBanmChb
dhapmakoKMHeTU4eckme " aHTUTpoMboLuMTapHble
peakumn ¢ ncnonb3osaHnem 300 mr, 3aTteM 75 Mr/geHb
n 600 mr, a 3atem 150 Mr/gaeHb. Kaxabii B obLien
CNoXHocTn 5 aHen (ycTomumBoe cocTtosiHue). Hukakumx
CYLLEeCTBEHHbIX pasnuuMi B OENUCTBUM  aKTUBHOMO
mMeTabonuta W CcpegHEM WHIMOMpoBaHUWM arperaumm
TpombouunToB (IPA) Mexay CBepXObICTPbIM,
9KCTEHCMBHbLIM U NMPOMEXYTOYHbIM MeTabonusaTtopamm
He Habnioganock. Y cnabbix MeTabonusaTopoBs
9KCMO3NLNS aKTUBHbIX METabonmMToB Obina CHWXeHa Ha
63-71% no CPaBHEHWIO c 3KCTEHCUBHbLIMU
meTabonusaTtopamu. Mocne pexuma gosmposanusa 300
Mr/75 Mr aHTUTpoMOBOLMTapHbIE peakunu CHU3WIUCH Y
cnabbix MeTabonu3aTopoB Co cpeaHuM 3HadeHneMm IPA

Special populations

The pharmacokinetics of the active metabolite of
clopidogrel is not known in these special populations.
Renal impairment

After repeated doses of 75 mg clopidogrel per day in
subjects with severe renal disease (creatinine
clearance from 5 to 15 ml/min) inhibition of ADP-
induced platelet aggregation was lower (25%) than
that observed in healthy subjects, however, the
prolongation of bleeding time was similar to that seen

in healthy subjects receiving 75 mg of clopidogrel per
day. In addition, clinical tolerance was good in all
patients.

Hepatic impairment

After repeated doses of 75 mg clopidogrel per day for
10 days in patients with severe hepatic impairment,
inhibition of ADP induced platelet aggregation was
similar to that observed in healthy subjects. The
mean bleeding time prolongation was also similar in
the two groups.

Ethnicity

The prevalence of CYP2C19 alleles that result in
intermediate and poor CYP2C19 metabolism differs
according to ethnicity (see “Pharmacogenetics”).
From literature, limited data in Asian populations are
available to assess the clinical implication of
genotyping of this CYP on clinical outcome events.

olacaqdir. Zsif CYP2C19 metabolizmasi olan
genotiplarin nasr olunan tezliklari gafqazlilar Gglin
texminan 2%, qaralar tglin 4% va Cinlilar tgln
14%-dir. Pasiyentin CYP2C19 genotipini tayin
etmak Ugln testler mévcuddur.

40 saglam fordin istirak etdiyi bir krossover
tedqgigatinda, CYP2C19 metabolizatorlarinin har
birinde 10 ferd olmagla dord qrupda (ultrafast,
genis, orta ve zsif), har biri cemi 5 giin (sabit
vaziyyat) olmagla 300 mq sonra 75 mg/glin va
600 mq, daha sonra 150 mg/gin istifade edearak
farmakokinetik ve antitrombosit reaksiyalar
giymatlendirildi. Feal metabolitin tesiri il
ultrafast, genis ve orta metabolizatorlar arasinda
trombositlerin agreqasiyasinin  (ITA) ortalama
inhiba edilmasinda ahamiyyatli bir farqg miisahida
edilmadi. Zaif metabolizatorlarda foal
metabolitlerin  tasiri genis metabolizatorlarla
miqayisede 71%-dan 63-%-o gadar azalmisdir.
300 mg/75 mg doza rejiminden sonra zeif
metabolizatorlarda antitrombosit reaksiyalar orta
IPA (5 uM ADP) 24% (24 saat) ve 37% (5 glin) ile
mulgayisede olan genis metabolizatorlarda IPA
39,% (24 saat) ve 58% (5 gun) ve orta
metabolizatorlarda 37% (24 saat) ve 60% (5 gun)
azalmigdir. Zaif metabolizatorlar 600 mg/150 mq
rejimle gabul edildikds, feal metabolitlerin tesiri
300 mq / 75 mq rejimi ile gabul edilondan daha
¢ox idi. Bundan slave, IPA 32% (24 saat) ve 61%
(5 guin) idi ki, bu da 300 mq/75 mq rejimla gabul
edan zaif metabolizatorlardan daha yuksak idi ve
300 mqg/75 mq rejimi ila gabul eden diger
CYP2C19 metabolizator gruplarina banzayirdi.
Bu pasiyent toplusu tglin uydun bir doza rejimi
kliniki natice tedqigatlarinda tapilmamisdir.
Yuxarida gosterilean naticelera uydun olaraq,
stabil veziyyatde klopidogrel gebul edan 335
fordde aparilan 6 tadgigatin meta-analizi, feal
metabolitin tasirinin orta metabolizatorlarda 28%,
zaif metabolizatorlarda 72% azaldidini gosterse
de, trombositlerin agregasiyasini inhiba edilmasi




(5 yM A0®P) 24% (24 yaca) u 37% (geHb 5) no
cpaBHeHuo ¢ IPA 39% (24 yaca).) u 58% (geHb 5) y
9KCTEHCMBHbLIX MeTabonuaatopoB n 37% (24 yaca) u
60% (OeHb 5) y NpomexyTouHbix MeTabonm3aTopos.
Korga cnabble metabonusatopsl nonydanu pexum 600
Mr/150 mr, Bo3gencTBne akTUMBHbIX MeTabonnToB ObIno
Gonblie, Yem npu pexmme 300 mr/75 mr. Kpome ToOro,
IPA coctaBnan 32% (24 4aca) n 61% (geHb 5), 4tO
Obino Gonbwe, yem y crabbix MeTabonM3aTopos,
nony4vaBwmx cxemy 300 mr/75 mr, 1 6bIn0 aHaNOrM4yHoO
apyrmm  rpynnam  meTabonusatopoB  CYP2C19,
nonyyaswmx 300 wmr / cyr. Pexum 75 wmr.
CoOOTBETCTBYOLMN pPEXUM [O03MPOBAHUSA LN 3TON
nonynauum  naumMeHToB He Obll YCTAHOBMEH B
nccrnenoBaHUsAX KNMHUYECKUX pe3ynbTaTos.

B COOTBETCTBUM c npvBeOEHHBbIMU BbiLLe
pesynbratamMmn, B MeTa aHanuMse, BKNo4awlem 6
nccnegoBaHun 335 cybbekToB, nosly4yaBLLNX
Knonugorpens B CTabuUnbHOM  COCTOSIHWMM,  Obino
nokasaHo, 4YTO BO3AEWCTBME aKTMBHOIO MeTabonuta
CHMXarocb Ha 28% ansi NPOMEXYTOUYHbIX
mMeTabonmsaTopoB " 72% ans cnabbix
mMeTabonu3aTopoB, B TO BpPEMS KaK WHrMOMpoBaHue
arperauuu TpombouuTos (5 yM AL®P) BbINO CHMKEHO C
pasnuunamu B IPA Ha 5,9% u 21,4%, COOTBETCTBEHHO,
MO CPaBHEHUIO C 3KCTEHCMBHLIMU MeTabonuaaTtopamu.
BnnsHne reHotuna CYP2C19 Ha KnMHU4Yeckne mMcxopbil
Yy  NauuMeHTOB, MOMy4YaBLUMX  KNOMWMAOIPEMNb,  He
OLeHMBanocb B MPOCMNEKTUBHbLIX PaHOOMU3NPOBAHHbIX
KOHTPONMPYEMbIX UCCregoBaHUsAX. Tem He meHee, bbin
NpoBefeH psg PETPOCNEKTUBHBIX aHaNM30B Afsi OLEeHKU
aToro  adydpekTa y nauneHToB, noslyyaBLLNX
Knonuaorpenb W y KOTOPbIX €CTb  pe3ynbTaThl
reHotTunmposaHusa: CURE (n = 2721), CHARISMA (n =
2428), CLARITY TIMI 28 (n = 227), TRITON TIMI 38 (n
= 1477) n ACTIVE-A (n = 601), a Takke psg
0onyBrIMKOBaHHbIX KOTOPTHLIX NCCreg0BaHNN.

B TRITON TIMI 38 u 3 KOropTHbIX uccnegoBaHumn
(Collet, Sibbing, Giusti) ob6beguHeHHas rpynna
NaLuMeHTOB CO CPedHUM UMK MIOXMM MeTabonmyeckum
CTaTycoM umena Goriee BbICOKYK 4acToTy CepaeydHo-

(5 uM ADP) genis metabolizatorlarla miiqayisada
IPA 5,9% ve 21,4% fergleri ile muvafiq olaraq
azaldildi.

Klopidogrel ile mualice olunan pasiyentlords
CYP2C19 genotipinin klinik naticelora tasiri
perspektivli, randomiza olunmus, bununla
birlikdas, genotiplesdirma naticaleri olan
klopidogrel ile mialica olunan pasiyentlarde bu
tasiri giymatlandirmak Gg¢ln bir sira retrospektiv
analizler aparilimisdir: CURE (n=2721),
CHARISMA (n=2428), CLARITY TIMI 28
(n=227), TRITON TIMI 38 (n=1477) vo ACTIVE-A
(n=601) hamginin bir sira nasr olunmus kohort
tadgiqatlari.

TRITON TIMI 38 ve 3 kohort tadqgigatlarinda
(Collet, Sibbing, Giusti), metabolik vaziyysti orta
ve ya zaif olan pasiyentlar toplanan qrupda Grok-
damar xastaliyi hadissleri (6lim, miokard infarkti
vo insult) ve ya damar tixanighgr genis
metabolizatorlarla miiqayisede daha ylksak idi.
CHARISMA va bir kohort tadqgigatinda (Simon),
metobalizmasi yiksak olanlarla miqayisade zaif
metabolizmasi olanlarda artan hadisa nisbati
musahide edildi.

CURE, CLARITY, ACTIVE-A va kohort
tadqiqatlarindan birinde (Trenk), metabolizerin
vaziyyatindan asili olaraq hadisalerin nisbatinda
bir artim misahida edilmadi.

Bu analizlerin he¢ biri metabolizmasi zsif olan
pasiyentlorde naticelerdaki fergleri agkar etmak
Ugun kifayat gader dlgull deyildi.

Xlisusi populyasiya

Bu xUsusi populyasiyalardaki feal klopidogrel
metabolitinin farmakokinetikasi malum deyil.
Béyrak catismazligi

Agir boyrak xesteliyi olanlarda (kreatinin klirensi
5-den 15 ml/deg-a qader) klopidogrelin glin
arzinds 75 mq tekrarlanan dozasindan sonra
ADF ile elagali trombositlerin aqgreqasiyasinin
inhiba edilmasi saglam fordlera nisbatan daha
asagdl (25%) idi, amma saglam fardlera nisbaten




COCYANCTbIX CObObITUIA (CMepTb, MHMAPKT MMOKapaa M
WHCYNbT) WM Tpombo3a CTeHTa MO CpaBHEHWUIO C
3KCTEHCUBHbIE MeTabonmM3aTopsl.

B wuccnegoBaHmm CHARISMA ¥ ogHOM KOropTHOM
nccnegosaHum (Simon) nNoBbliLLEHHas YacTtoTa cobbiTUN
Habnoganachb TOMbKO Y ML, C MAIOXMM MeTabonmM3MoMm
MO CpaBHEHWUIO C TEMU, KTO y4acTBOBan B MHTEHCUBHOM
mMeTabonmame.

B CURE, CLARITY, ACTIVE-A 1 B 0AHOM 13 KOTOPTHbIX
nccnegosanHmn (Trenk) He Habnoganocb yBenuueHus
YactoTbl COObITMA B 3aBUCMMOCTM OT cTaTyca
meTabonusaTopa.

Hn ogvH u3 3Tux aHanu3oB He Obin agekBaTHbIM MO
pasMmepy, 4ToObl BbISBUTb pasnuuynsi B pesynbraTtax y
nauneHToB C NNOXMM MeTabonmamom.

Ocobeble epynnbl HaceneHus

dapMakoKUHeTUKa aKTMBHOIO meTabonuta
Knonuaorpensi B 3TMx 0cobbix NONynsiumMsx HEM3BeCTHa.
lNo4yeyHass HeAocmamo4YHOCMb

Mocne MOBTOpHbIX 403 75 Mr knonugorpenst B AeHb Y
cybbeKkToB ¢ TshkenbiM 3aboneBaHneM Mo4vek (KMpeHc
KpeaTuHuHa oT 5 o 15 mn / MuH) nurmbuposaxne AOP-
WMHOYLUMPOBAHHOW arperaumm TpOMOOLMTOB ObINIO HuKe
(25%), uyem 'y 300pOBbIX CYOBEKTOB, OAHaKO
NPONOHIMpoBaHne Bpemsi KpoBOTEYEHUST ObINO TakuM
Xe, KaK y 300poBbiXx CyObeKkToB, monyyaBwux 75 mr
Knonuaorpensi B geHb. Kpome TOro, y Bcex naumMeHToB
Oblnia xopollas KIMHU4eckasi NepeHOCUMOCTb.
lNeyeHo4Hasi Hedocmamo4YyHOCMb

Mocne noBTOpHbIX 403 75 Mr knonuaorpena B AeHb B
TeyeHne 10 gHEN y NauueHToB C TSXKEOoN NneYyeHOYHON
HeAoCTaTOYHOCTbIO NMHrMGupoBaHune AL o-
MHOYUMPOBAHHOW arperauum TpomoboUnTOB ObIfIo TakuM
Xe, KaK y 300poBbix cybbekToB. CpegHee yanuHeHue
BPEMEHN KPOBOTEYEHUs] Takke OblNO OAMHAKOBbLIM B
OBYX rpynnax.

OmHudeckas npuHalnexxHocmb

PacnpocTtpaHeHHocTb annenen CYP2C19, koTtopble
NPUBOASAT K MPOMEXYTOHYHOMY M MIIoXoMy MeTabonuamy
CYP2C19, pasnuyaetcsi B 3aBUCUMOCTM OT 3THNYECKON
npuHagnexHoctTn  (cm.  “dapmakoreHetuka”). W3

ganama middatinin uzanmasi ginde 75 mq
klopidogrel gabul edan saglam ferdlarle eyni idi.
Bundan elave, butin pasiyentlorde klinik
tolerantliq yaxsi idi.

Qaraciyer gatismazligi

AJir qaraciyer ¢atismazligi olan pasiyentlerde 10
gun arzinda glnds 75 mq klopidogrel dozalarinin
tokrarlanmasindan sonra, ADF-nin yaratdigi
trombositlerin agreqasiyasinin inhibs edilmasi
saglam fardlerlo eyni idi. Qanama muiddatinin
ortalama uzanma vaxti iki qrupda da eyni idi.
Etnik mansubiyysti

CYP2C19-un orta va zasif metabolizmasina sabab
olan CYP2C19 allellerinin yayllmasi etnik
mansubiyyate gbra farqlanir
(“Farmakogenetikaya” bax). ©dabiyyatda, Asiya
toplulugunda, bu CYP-nin genotiplasdiriimasinin
kliniki hadisalerinin naticasine kliniki tasirini
giymatlandirmak Gg¢ln mahdud mealumatlar
movcuddur.




nutepatypbl OOCTYMHbI OFPaHUYEHHble [OaHHble MO
asvMaTckuM nonynauuaM AN OLEHKUM KIMHUYECKOro
3HayeHnss  reHotunupoBaHua  atoro CYP  pgnsa
KNMMHUYECKUX NCXOO0B.

lMoka3aHuA K NpUMMeHeHuto
BTopuuHas  npocpunaktuka
SABMEHNI

Basorpen nokasaH npu:

- B3pocCrble MauueHTbl, CcTpagalwme UHMapKToOm
Muokapda (OT HeCKOnbKMX OHeW o MeHee 35 OHel),
NLEMUYECKMM WHCYNbLTOM (OT 7 AHeW OO0 MeHee 6

aTepoTpoMbOTMHECKNX

MECsLEeB) WM YCTaHOBJIEHHbIM  3aborneBaHUEM
nepudepudecknx apTepun.
- B3pocnble MauueHTbl, CcTpagalwle OCTpbIM

KOpOHapHbIM CUHAPOMOM:
- OCTpPbI KOPOHApPHbIN cuHapoM 6e3 nogbema cerMmeHTa
ST (HecTabunbHas CcTeHoKapaus WU UHMAPKT
Muokapga 6e3 3ybua Q), BknwYas MauMeHTOB,
nepeHecLUmx YCTaHOBKY CTeHTa nocne
YPECKOXXHOTOKOPOHAPHOTO BMeLLaTeNbCTBA, B
kKombuHauum ¢ auetuncanuumnoson knucnotom (ACK);

- OCTpbIN UH(pAPKT MMOKapaa ¢ nogbemMoM cermeHTa ST
B coyetaHum ¢ ACK y nauueHToB, MOnyyasLUMX
MeOnKaMeHTO3Hoe neyexune c BO3MOXHbIM
NPMMEHEHNEM TPOMBOMNUTUYECKON Tepanmu.

Y nayueHmoe ¢ mpaH3umopHoU uwemu4eckol amakou
(TUA) om ymepeHHO20 00 8bICOKO20 puUCKa UsU J1e2KUM
uwemuyeckum uHcynsmom (M)

Knonupgorpen B kombunHaumm ¢ ACK nokasaH npu:

- Bspocnble nauueHTsl ¢ TUA oT ymepeHHoro Ao
BLICOKOrO pucka (oueHka ABCD2' = 4) wumm
HesHaunTenbHbIM MU (NIHSS? < 3) B TeueHue 24 yacos
nocne TUA vnn UWN.

lMpogbunakmuka amepompombomuyecKux u
mpom603mMbOoTUYEeCKUX OCIOXHEHUU npu ¢pubpunnayuu
npedcepduli

Y B3pocrbIX NauneHToB ¢ oubpunnsaumen npeacepamn,
Yy KOTOpbIX €CTb MO KpawHen mepe oauH hakTop pucka
COCYyOMUCTbIX COObITWMI, KOTOpblE HE MOryT Monyyatb
Tepanuio aHTaroHuctom ButammuHa K (ABK) 1 y KoTopbix

Indications for use

Secondary prevention of atherothrombotic events
Vasogrel is indicated in:

- adult patients suffering from myocardial infarction
(from a few days until less than 35 days), ischaemic
stroke (from 7 days until less than 6 months) or
established peripheral arterial disease.

- adult patients suffering from acute coronary

syndrome:
- non-ST segment elevation acute coronary
syndrome (unstable angina or non-Q-wave

myocardial infarction), including patients undergoing
a stent placement followingpercutaneous coronary
intervention, in combination with acetylsalicylic acid
(ASA);

- ST segment elevation acute myocardial infarction,
in combination with ASA in medically treated patients
eligible for thrombolytic therapy.

In patients with moderate to high-risk Transient
Ischemic Attack (TIA) or minor Ischemic Stroke (IS)
Clopidogrel in combination with ASA is indicated in:

- Adult patients with moderate to high-risk TIA
(ABCD2'" score = 4) or minor IS (NIHSS? < 3) within
24 hours of either the TIA or IS event.

Prevention of atherothrombotic and thromboembolic
events in atrial fibrillation

In adult patients with atrial fibrillation who have at
least one risk factor for vascular events, who cannot
receive vitamin K antagonist (VKA) therapy and who
have a low risk of bleeding, Vasogrel in combination
with ASA is indicated for the prophylaxis of

atherothrombotic and thromboembolic events,
including stroke.
For  further information please refer to

Pharmacodynamics.

istifadesine gostariglor

Aterotrombotik hadisalerin ikincili profilaktikasi
Vasogrel gostarisdir:

- miokard infarkti (bir nega giinden 35 giina kimi
muddatda), isemik insult (7 glindan 6 aya kimi
middetde) ve ya periferik arterial xastaliklordan
aziyyeat goken yetkin pasiyentlor.

- keskin koronar sindromundan oaziyyat ¢akan
yetkin pasiyentlor:

- ST segmentinin qalxmasi ile musayist
olunmayan kaskin koronar sindrom (geyri-stabil
stenokardiya ve ya Q disciksiz miokard infarkti),
hamgcinin deariden kegmakla koronar mudaxile

zamanl stentlomo amaliyyati kecirmis
pasiyentlorde asetilsalisil turgsusu (AST) ile
birlikds;

- ST segmentinin qalxmasi ile misahide olunan
kaskin miokard infarkti, trombolizis terapiyasinin
aparilmasi mimkin olan AST ile birlikde darman
mualicasi zamani;

Orta derecaden yliksek riske qader Tranzitor
isemik Hamls (TIH) ve ya yiingiil Isemik insult (i)
xastolorinda

Klopidogrel AST ile kombinasiyada goésterisdir:
Orta deracaden yiiksak riske gader TIH (ABCD2'
giymatlendirmasi = 4) ve ya yiingil il (NIHSS? <
3) vyetkin xostolorinde TIH ve ya I bas
vermasinden sonra 24 saat arzinds.

Atriyal fibrilasiyada aterotrombotik vo
tromboembolik hadisalarin qarsisinin alinmasi
Damar hadissleri tglin an azi bir risk faktoru
olan, Vitamini K antaqonisti (VKA) terapiyasini
ala bilmeysn ve ganaxma riski az olan yetkin
pasiyentlorde, insult da daxil olmagla
aterotrombotik ve  tromboembolik  xastalik
hadisalerin profilaktikasi Gg¢in AST ils birlikds




HU3KUIN PUCK KpoBOTeYeHuns, Basorpen B coveTaHun C
ACK nokasaH ans npoduUnakTnKm
aTepoTPoOMBOTUYECKMX n Tpomboambonmyecknx
3aboneBaHui CoOObITUSA, BKIOYASA NHCYIbT.

Ona nony4yeHus OONOMHUTENbHOW
nHdopmaunmnobpaTuTech k PapmakoguHamMuKke.

' - Bospact, ApTepvanbHoe [faBrieHue, KnuHuyeckue
npuaHaku, [NpogomkuTensHocTs ¥ [narHo3 caxapHoro
Anabeta (Age, Blood pressure, Clinical features, Duration, and
Diabetes mellitus diagnosis)

2 - lkana WHcynbTta HaumoHansHoro MHcTUTyTa 340pOBbA
(National Institutes of Health Stroke Scale (NIHSS))

MpoTuBONOKasaHus

- MMNep4YyBCTBUTENBHOCTb K aKTMBHOMY BELLECTBY UK K
noBoMy 13 HanonHuTenewn, NepeYncrnieHHbIX B CocTaBe
- TshKkenas neyeHoYHas HeJoCTaTOYHOCTh;

- aKTMBHOEe MaToNIorM4yeckoe KpoBOTEYeHWe, Takoe Kak

A3BEHHAA ©onesHb mnnm BHyTpu4yepenHoe
KpOBOU3INNdAHNE;
- HacneactBeHHadaA  HenepeHoOCMMOCTb  ranakrto3bl,

geduumt  naktasbl
TMIOKO3bI-ranakTo3bl;
- BepeMeHHOCTb;

- nepuog naktaumm (rpyaHoro BCkapMivBaHus);

- Bo3pacT o 18 net (6esonacHocTb N 3PEKTUBHOCTL
He yCTaHOBIEHbI).

U CUMHOPOM ManbabcopOumm

Ocobble ykazaHUAM Mepbl NPefoCTOPOXKHOCTHU
uyeckoe 3abonesaHue

N3-3a pucka KpoBOTEUEHWA W remMaTornornyeckux
noBOYHbIX peakuuii, onpeaerneHne KonmuyecTsa KreTok
KPOBM W / unu ApyrMx nogxoAsimMx TecToB crneayer
He3aMeanuTenbHO Y4uTbiBaTb MPU  BO3HUKHOBEHWM
KMUHUYECKUX  CMMMTOMOB, CBUAETENbCTBYOLUMX O
KpOBOTEYEHUM B X0A€e NneyeHusi. Kak u B cnyyae apyrmx
aHTWarperaHToB, Krnonugorpenb crnegyeT MPUMEHSATb C
OCTOPOXHOCTBIO Yy MauMeHTOB, KOTOpble  MOryT
noABepraTbCs PUCKY NOBbLILLEHHOTO KPOBOTEYEHMS 13-3a
TPaBMbl, XMPYPruyecKoro BMelLaTenscTBa uUnu Apyrux
NaToONOrM4YeckUX COCTOSIHUIA, a Tawkke Yy NauUeHTOB,

1 - Age, Blood pressure, Clinical features, Duration, and
Diabetes mellitus diagnosis
2 - National Institutes of Health Stroke Scale

Contraindications

- Hypersensitivity to the active substance or to any of

the excipients listed in composition;
- severe hepatic impairment;

- active pathological bleeding such as peptic ulcer or

intracranial haemorrhage;

- hereditary galactose intolerance, total
deficiency or glucose-galactose
syndrome;

- pregnancy;

- lactation period (breastfeeding);

- age up to 18 years (safety and efficacy have not

been established).

Special warnings and precautions for use
Bleeding and haematological disorder

Due to the risk of bleeding and haematological
adverse reactions, blood cell count determination
and/or other appropriate testing should be promptly
considered whenever clinical symptoms suggestive
of bleeding arise during the course of treatment. As
with other antiplatelet agents, clopidogrel should be
used with caution in patients who may be at risk of
increased bleeding from trauma, surgery or other
in patients receiving
treatment with ASA, heparin, glycoprotein llb/llla
inhibitors or non-steroidal anti-inflammatory drugs

pathological conditions and

lactase
malabsorption

Vazoqrel de gosterilmisdir.
Olave malumat dgln
muracist edin.

Farmakodinamikaya

' - Yas, Arterial tozyig, Klinik olamatler, Miiddat,
Sokarli diabet diagnozu (Age, Blood pressure, Clinical
features, Duration, and Diabetes mellitus diagnosis)

2 . Milli Saglamliq institutunun insult Skalasi (National
Institutes of Health Stroke Scale (NIHSS))

Oks gostariglar

- Tesiredici maddslers va ya terkibinde
sadalanan koémaek¢i maddelers qarsi yuksak
hassasliq;

- agir garaciyer catismazlgi;
- peptik xora ve ya kalladaxili gqanaxma kimi
tesiredici patoloji ganaxma;

- irsi qalaktoza dbézimsizluyu, laktaza
catismazligi Vo ya glikoza-qgalaktoza
malabsorbsiya sindromu;

- hamilslik;

- laktasiya dovrl (ana sudi ile gidalandirma);
- 18 vyasa kimi yas dovru (istifadasinin
tohllkasizliyi ve effektivliyi miayyan olunmayib).

Xiisusi gostoriglor va ehtiyat tadbirlari
Qanama va hematoloji xastalikler

Qanama riski ve hematoloji manfi reaksiyalar
sababinden mualice zamani ganaxma ile alagali
klinik ~ simptomlar ortaya g¢ixdigda qan
hiceyralerinin sayinin tayin edilmasi ve ya digar
uygun testlor derhal nazers alinmalidir. Diger
antitrombosit agentlerde oldugu kimi, travma,
amaliyyat va ya digar patoloji vaziyystlerdan
ganaxma riski ola bilecek pasiyentlorde va ASA,
heparin, qlikoprotein llb/llla inhibitorlari ve ya
steroid olmayan qeyri-steroid iltihabaleyhina
(NSAii) SOG-2 inhibitorlari  daxil olmagla




nony4varowmx neveHme uHrnbutopamm ACK, renapuHa,
rnukonpoTenHa lib/llla  wnn HecTepouaHbIX aHTK-
CcTepouaoB.  NPOTUBOBOCMNANMTENbHbIE  MpenapaTtbl
(HMBIM), Bknoyas uHrMbuTopbl LIOIM-2, cenektusHble
MHrMbuTOopbl 0BpaTHOro 3axeata cepoToHuHa (CUO3C),
MOWHble  mHaykTopbl  CYP2C19  wunu  gpyrue
nekapcTBeHHble CpPeACTBa, CBA3aHHble C  PUCKOM
KpOBOTEYEHUS, Takve Kak NEHTOKCMUIIVH.
MaumeHTaM criegyeT TwaTenbHO cneauTb 3a NobbiMu
npuM3HakamMu  KpPOBOTEYEHWs,  BKMYasi  CKpbITOe
KpOBOTEYEeHNEe, OCOOEHHO B Te4yeHue MepBbiX Hedernb
neyeHnss w/vnn nocrne WHBA3MBHbLIX NpoLeayp Ha
cepgue wnu onepaumm. OOHOBPEMEHHBLI  MpPUEM
Knonugorperna ¢ nepopanbHbIMW aHTUKoarynsHTammu He
PEKOMEHYETCS, MOCKONbKY OH MOXET YBENUYUTb
WMHTEHCMBHOCTb KPOBOTEYEHUIA.

Ecnu nauveHT noaBepraeTcs NnaHoBoW onepauuu, a
aHTuarperaHTHoli 3pdEKT BPEMEHHO HeXenaTeneH,
Knonugorpens crnegyet npekpatutb 3a 7 OHEW [O
onepauun. [layneHTbl [OMKHbI NPOUHAOPMUMPOBATL
Bpaden U CTOMATONIOFOB O TOM, YTO OHW MPUHUMAIOT
Knonuaorpenb, OO TOro, Kak Has3HayeHa kakas-nnbo
onepauus, n o Toro, kak bygeT npuHaTo noboe HoBoe
nekapctBeHHoe cpeacTBo. Knonuporpen npoanesaeT
BPEMS KPOBOTEYEHUS M [OOJPKEH MCMONb30BaTbCs C
OCTOPOXHOCTBIO Y MauueHTOB C  MOPaXEHUSMU,
CKIMOHHBbIMM K KPOBOTEYEHUIO (OCOBEHHO >XenygodHo-
KMLLEYHBIMW U BHYTPUIMasHbIMK).

MauneHTam cnegyet cKasatb, 41O MOXeT
notpeboBaTbca Gonbllue BpeMeHU, Yem 0bbIYHO, YTOObI
OCTaHOBUTb KPOBOTEYEHWE, KOrga OHU MPUHMMAKT
knonuaorpen (oavH unu B codeTtannm ¢ ACK), n 4to oHu
OOIMKHbI coobLaTh CBOEMY Bpady O Nl06OM HEOOLIYHOM
KpOBOTEYEHUN (MECTEe UNnn NPOAOIHKUTENBHOCTH).
Tpombomuyeckass mpomboyumoneHuYeckass rnyprypa
(TTr)

TpomboTuyeckass TpoMOouuTOnNeHU4eckass nypnypa
(TTM) coobwaeTcss o4YeHb pedko Mnocre MpUMEHEHUS
Knonuaorpena, wWHorga nocne  KpaTKoBPEMEHHOro
Bo3gencTteusa. OH xapakTepuayeTcs TpoMOoLUTONeHnen
N MWUKPOAHIMONaTU4YeCcKoM reMONMTUYECKO aHEMMUEN,

(NSAIDs) including Cox-2 inhibitors, selective
serotonin  reuptake inhibitors (SSRIs), strong
CYP2C19 inducers or other medicinal products

associated with bleeding risk such as pentoxifylline.
Patients should be followed carefully for any signs of
bleeding including occult bleeding, especially during
the first weeks of treatment and/or after invasive
cardiac procedures or surgery. The concomitant
administration of clopidogrel with oral anticoagulants
is not recommended since it may increase the
intensity of bleedings.

If a patient is to undergo elective surgery and
antiplatelet effect is temporarily not desirable,
clopidogrel should be discontinued 7 days prior to
surgery. Patients should inform physicians and
dentists that they are taking clopidogrel before any
surgery is scheduled and before any new medicinal
product is taken. Clopidogrel prolongs bleeding time
and should be used with caution in patients who have
lesions with a propensity to bleed (particularly
gastrointestinal and intraocular).

Patients should be told that it might take longer than
usual to stop bleeding when they take clopidogrel
(alone or in combination with ASA), and that they
should report any unusual bleeding (site or duration)
to their physician.

Thrombotic Thrombocytopenic Purpura (TTP)
Thrombotic Thrombocytopenic Purpura (TTP) has
been reported very rarely following the use of
clopidogrel, sometimes after a short exposure. It
ischaracterisedby thrombocytopenia and
microangiopathic hemolytic anemia associated with
either neurological findings, renal dysfunction or
fever. TTP is a potentially fatal condition requiring
prompt treatment including plasmapheresis.

Acquired haemophilia

Acquired hemophilia after taking clopidogrel has
been reported. In case of a confirmed isolated
prolongation of activated partial thromboplastin time
(aPTT) with or without bleeding, acquired
haemophilia should be considered. Patients with a

iltihabaleyhine  dermanlar, serotoninin  geri
udulmasinin segici inhibitorlari (SGUSI), gucli
CYP2C19 induktorlari ve ya pentoksifillin kimi
ganaxma riski ile alagali olan preparatlarla
mualice alan pasiyentlorde ehtiyatla istifads
olunmalidir. Pasiyentlar, xisusan mualicanin ilk
heftalerinde va/ve ya invaziv Urek prosedurlari va
ya omsaliyyatdan sonra gizli ganaxma daxil
olmagla qanaxma alametleri Ugln diggstle

izlonilmalidir. Klopidogrelin oral
antikoaqulyantlarla eyni vaxtda qabulu oks
gOstarigdir, ¢lnki ganaxmalarin intensivliyini
artira biler.

Oger pasiyent xususi amsaliyyat kegirirss va

antitrombosit  tesiri  miveqgati  istenmirse,
amaliyyatdan 7 gun  avval klopidogrel
dayandiriimahdir. Pasiyentlor her hansi bir

amaliyyat tayin olunmadan va yeni bir derman
gebul edilmezden avvel hakimlare va dis
hakimlarina klopidogrel qgabul etdiklerini
bildirmalidirler. Klopidogrel ganaxma muddatini
uzadir ve ganaxma lezyonlari olan pasiyentlorde
(xUsusile made-bagirsaq ve goz ici pozulmalarr)
ehtiyatla istifade olunmalidir.

Pasiyentlare klopidogrel gabul etdikds (tek ve ya
ASA ils birlikde) ganamanin dayandiriimasinin
normaldan daha uzun vaxt ala bilacayi ve qeyri-
adi qanamalar (yeri ve ya middsti) barade
hakimlerina malumat vermali olduglari
bildiriimalidir.

Trombotik trombositopenik purpura (TTP)
Trombotik  trombositopenik  purpura (TTP)
klopidogrel istifadesinden, bazan qisa middatli
tasirden sonra ¢ox nadir hallarda bildirilmigdir.
Bu, nevroloji tapintilar, boyrak disfunksiyasi ve ya
hararstle slagsali olan trombositopeniya va
mikroangiopatik hemolitik anemiya ila xarakteriza
olunur. TTP, plazmaferez daxil olmaqgla tacili
mualice teleb edan o6lumcul potensialli  bir
voziyyatdir.

Qazanilan hemofiliya




CBSI3@aHHOW C  HEBPONOMMYECKUMU npu3HaKkamu,
noyeyHon gucdyHkumen unu  nuxopagkon. TTTI
SABNSETCA NOTEHUManbHO CMEPTENbHbIM COCTOSIHUEM,
TPeEOYOWMM  HEMEANEHHOIO  NeYeHud,  BKIo4vas
nnasmacdepes.

lpuobpemeHHas eemoghunus

Coobuwanocb 0 npuobpeTeHHOM remModunun nocne
npyvema knonugorpena. B cnyyae nopTBepxaeHHOro
N30MMPOBaHHOIO NPOSoHraLmm aKTMBUPOBAHHOTO
yactTuyHoro TpombonnacTuHoBoro BpemeHn (AYTB) c
KpoBoTe4YeHMemM unu ©6e3 Hero cnegyet yduTbiBaTb
NPUOBPETEHHYIO remounuio. MaumeHTb c
NOATBEPXKAEHHBIM AnarHosom npuobpeTeHHon
reMounnn OOMMKHblI HAXoAUTbCA Nof HabnogeHneM 1
neunTbCca y cneumanucTta, a npuem Knonugorpena
OOIMKEH ObITb NpeKpaLleH.

HedasHuti uwemuyeckuli UHCynbm

Hayano tepanuu:

- Y nauymeHTtoB ¢ octpbiM nerkum U unm ¢ TUA ot
YMEpPEHHOro o BbICOKOIo pucka OBONHYHO
aHTUTpoMbouuTapHyto Tepanuto (knonugorpen n ACK)
crnegyeT HadvMHaTb He Mno3gHee, Yem 4epes 24 vyaca
nocne Ha4arna cobbITus.

- HeT paHHbIX O COOTHOWEHWM MOMb3a-pUcK
KpaTKOCPOYHOWN OBOWHON aHTUTpoMbBOoLMTapHOW
Tepanuu y nauyneHToB ¢ ocTpbiM nerkum U vnu ¢ TUA
OT YMEPEHHOTO [0 BbICOKOrO pucka, C BHyTpUYEPErNHbIM
(HeTpaBMaTU4ECKNM) KPOBOUSIUSHMEM B aHaMHE3E.

- Y naumeHtoB ¢ WU, He 4aBnawWMMCA Nerkum,
MOHOTEpanuIo  KNoMuMAorpenoMm crnefyet  HadvHaTb
TONbKO NOCHe NepBbIX 7 AHEN COBbITUS.

MaumeHTsbl ¢ NN, He aenaowmmea nerkum (NIHSS>4):

- BBuay oTcyTCTBUSA AaHHbLIX Ha3HavyeHue [OBOWMHOM
aHTUTpoMBOoLMTapHOW Tepanun He PEKOMEHOYETCS.
MauuneHTbl, HegaBHoO nepeHeclume nerknn A unn TUA
YMEPEHHOrO UNKN BbICOKOrO pUCKa, KOTOPbIM MOKa3aHo
UNW NIaHNpyeTCsl BMELLAaTEeNbCTBO:

- HeT paHHbIX B noaaepxky npuUMeHeHus OBOWHOM
aHTUTpoMOBOUUTapHOW Tepanuu y NaumeHToB, KOTOPbIM
nokasaHa KapoTugHas SHAapTEPIKTOMUS nnm
BHyTpucocyanctag TpoOMOIKTOMUSA, MNKU Y MaUUEHTOB,

confirmed diagnosis of acquired hemophilia must be
cared for and treated by a specialist and clopidogrel
must be discontinued.

Recent ischaemic stroke

Initiation of therapy:

- In acute minor IS or moderate to high-risk TIA
patients, dual antiplatelet therapy (clopidogrel and
ASA) should be started no later than 24 hours after
the event onset.

- There is no data regarding the benefit-risk of short
term dual antiplatelet therapy in acute minor IS or
moderate to high-risk TIA patients, with a history of
(non-traumatic) intracranial haemorrhage.

- In non-minor IS patients, clopidogrel monotherapy
should be started only after the first 7 days of the
event.

Non-minor IS patients (NIHSS >4):

- In view of the lack of data, use of dual antiplatelet
therapy is not recommended.

Recent minor IS or moderate to high-risk TIA in
patients for whom intervention is indicated or
planned:

- There is no data to support the use of dual
antiplatelet therapy in patients for whom treatment
with carotid endarterectomy or intravascular
thrombectomy is indicated, or in patients planned for
thrombolysis or anticoagulant therapy. Dual
antiplatelet therapy is not recommended in these
situations.

Cytochrome P50 2C19 (CYP2C19)
Pharmacogenetics: In patients who are poor
CYP2C19 metabolisers, clopidogrel at recommended
doses forms less of the active metabolite of
clopidogrel and has a smaller effect on platelet
function. Tests are available to identify a patient’s
CYP2C19 genotype.

Since clopidogrel is metabolisedto its active
metabolite partly by CYP2C19, use of medicinal
products that inhibit the activity of this enzyme would
be expected to result in reduced drug levels of the
active metabolite of clopidogrel. The clinical

Klopidogrel qabul etdikden sonra qgazaniimis
hemofiliya bildirildi. Qisman  aktivlesdiriimis
tromboplastin  vaxtinin  (QATV) tesdiglenmis

tacrid olunmus uzanmasi halinda ganaxma ile ve
ya olmadan, gazanilmis hemofiliya nezers
alinmahdir. Qazanilan hemofiliya diagnozu
tosdiglanmis pasiyentler  bir mitexassis
torefindan izlenilmali ve mualice edilmali ve
klopidogrelin istifadesi dayandiriimaldir.

Son isemik insult

Mdaalicanin baslangici:

- Koskin yiinglil ii ve ya orta deracaden yiiksak
riske gader TiH xastelarinda ikigat
antitrombositar mualice (klopidogrel va AST)
hadisenin bas vermasinden sonra 24 saatdan
gec olmamagla baslaniimalidir.

- Anamnezinde kalladaxili (qeyri-travmatik)
gansizma hali olan keskin yiingiil 1 ve ya orta
deracadan yliksak riske qader TiH xastslerinds
qisamuddatli ikigat antitrombositar mualicanin
fayda-risk nisbati barasinde malumat yoxdur.

- Yingil olmayan i xastelerinde klopidogrel ile
mdaliceni hadisenin bas vermesinden 7 gin
sonra baglamagq lazimdir.

Yiingiil olmayan ii xestelori (NIHSS>4):

- Melumatin olmamasi sababindan ikigat
antitrombositar mdualicenin aparilmasi tévsiyya
olunmur.

Yaxin miiddstde yiingiil ii ve ya orta deracedan
yiksok riske qoeder TIH yasamis xestolere
mudaxile gosteris olarsa ve ya planlanirsa:

- karotid endarterektomiya ve ya damardaxili
trombektomiya gdstaris olan ve ya trombolizis ve
ya antikoaqulyant terapiya planlasdirilan
pasiyentlarde ikigat antitrombositar mualicanin
aparilmasini dasteklayan malumat yoxdur. Bela
hallarda ikigat antitrombositar miualica teyin
etmak maslahat goéraimdr.

Sitoxrom P4s0 2C19 (CYP2C19)
Farmakogenetikasi: CYP2C19 metabolizmasinin
asagdl seaviyyede oldugu pasiyentlorde tdvsiya




KOTOPbIM 3annaHupoBaH Tpombonuanc nnm
aHTuKoarynsHTHas Tepanus. B Takmx cutyaumax He
pekoMeHayeTcs HasHa4aTb OBOVIHYIO
aHTUTPOMOOLUTAPHYIO Tepanuio.

Lumoxpom Pa4so 2C19 (CYP2C19)

dapmakoreHeTuka. Y NauUMEHTOB C HU3KUM YPOBHEM
meTabonuama CYP2C19 Knonugorpen B
peKOMeHOyeMbIX [03ax 00pasyeT MeHbLUe aKTUBHOMO
MeTabonuTta Knonugorpena M oOkKasblBaeT MeHbluee
BNUAHME Ha (PYHKUMIO TpomboumToB. [OCTYMNHbI TECThI
ans onpeaeneHns reHotuna nauymeHta CYP2C19.
Mockonbky knonuaorpen metabonuampyeTcs OO CBOEro
aKkTMBHOro MmeTabonuta 4YaCcTU4HO C  MOMOLLbIO
CYP2C19, MOXHO oXugaTb, 4YTO MWCMNONb30BaHNE
NEKapCTBEHHbIX MNpenapaToB, KOTOpble WHIMOMPYOT
aKTUBHOCTb 3TOro hbepMeHTa, NPUBEAET K CHWKEHMIO

YPOBHSI ~ aKkTMBHOro  MeTabonuTa  knonugorpena.
KnuHuyeckass 3Ha4YMMOCTb  3TOr0  B3aMMOAEWNCTBUSA
HesicHa. B kayecTBe Mepbl NPeOOCTOPOXHOCTU
OOHOBPEMEHHOE  WCMOMb30BaHWE  CUJIbHbIX UK
YMepPEHHbIX NHrMGUTOPOB CYP2C19 He
pekoMeHayeTCs.

OxunpaeTcs, 4TO NPMMEHEHME NEKapCTBEHHbIX CPeacTB,
nHayumpyowmnx aktusHocte CYP2C19, npuseger k
MOBBLILIEHMIO KOHLEHTpauuM akTMBHOro MeTtabonuta
KNonuaorperns u MoXeT YBENUYNTbL PUCK KPOBOTEYEHUSI.
B kayectBe Mepbl NPegoOCTOPOXHOCTM  criegyeT
nsberatb OAHOBPEMEHHOIO MPUMEHEHMS  CUITbHbIX
nHgykrtopos CYP2C19.

Cybcmpamsi uzoghepmeHma CYP2C8

CnenyetT nposBnsiTb OCTOPOXHOCTb Y MNaLUUEHTOB,
nony4aroLLmx OOHOBPEMEHHO Knonugorpen "
cybeTtpatbl CYP2CS.

lNepekpecmHbie peakyuu cpedu muUeHonupuluUHO8
MaumeHTb OOIKHbI ObITb NpoBepeHbI Ha
rMNepyyBCTBUTENBbHOCTL K APYromMy TUEHOMUPUAUHY
(Takomy kak knonugorpesn, TUKINOMWAWH, npacyrpern) B
X aHaMHe3e, NMOCKOJSIbKY COobLLanocb O NEPEKPECTHbIX
peakuusix mexagy TueHonumpuanHamu. TueHonMpuanHGI
MOTYT BbI3blBaTb anfepruiyeckne peakumm ot Nerkon go
TSKEoN CTENeHwU, Takune Kak ChbliMb,

relevance of this interaction is uncertain. As a
precaution concomitant use of strong or moderate
CYP2C19 inhibitors should be discouraged.

Use of medicinal products that induce the activity of
CYP2C19 would be expected to result in increased
drug levels of the active metabolite of clopidogrel and
might potentiate the bleeding risk. As a precaution
concomitant use of strong CYP2C19 inducers should
be discouraged

CYP2C8-Substrate

Caution is required in patients treated concomitantly
with clopidogrel and CYP2C8 substrate medicinal
products.

Cross-reactions among thienopyridines

Patients should be tested for hypersensitivity to
another thienopyridine (such as clopidogrel,
ticlopidine, prasugrel) in their history, as cross-
reactions among thienopyridines have been reported.
Thienopyridines may cause mild to severe allergic
reactions, such as rash, angioedema or
haematological cross-reactions, such as
thrombocytopenia and neutropenia. Patients who
have already shown an allergic reaction and/or a
haematological reaction to another thienopyridine
may be at increased risk of developing the same or a
different reaction. Monitoring of patients with known
allergy to thienopyridines for signs of hypersensitivity
is recommended.

Renal impairment

Therapeutic experience with clopidogrel is limited in
patients with renal impairment. Therefore, clopidogrel
should be used with caution in these patients.
Hepatic impairment

Experience is limited in patients with moderate
hepatic disease who may have bleeding diatheses.
Clopidogrel should therefore be used with caution in
this population.

Excipients

Clopidogrel contains lactose monohydrate. Patients
with rare hereditary problems of galactose
intolerance, the total lactase deficiency or glucose-

olunan dozalarda klopidogrel, feal klopidogrel
metabolitini daha az emsle gstirir ve
trombositlerin isine daha az tasir gosterir.
Pasiyentin CYP2C19 genotipini tayin etmak Uglin
testlor mévcuddur.

Klopidogrel CYP2C19 vasitesi ile foal
metabolitina gader gisman metaboliza
olundugundan, bu fermentin faaliyyatini inhiba
edan dermanlarin istifadesinin, feal klopidogrel
metabolitinin saviyyasinde bir azalmaya sabab
olacagini gozlamak olar. Bu garsiligh slaganin
klinik shamiyyati aydin deyil. Ehtiyat tedbiri
olarag gucli ve ya orta derecede CYP2C19
inhibitorlarinin eyni  vaxtda istifadesi oks
gOsterisdir.

Gozlenilir ki, CYP2C19 izofermentinin faalligini
induksiya edan derman vasitalarinin qabulu
klopidogrelin  feal  metabolitinin  gatiiginin
artmasina ve qanaxma riskinin ylksalmasina
getirib ¢ixaracaq. Ehtiyyat tedbiri olaraq gucli

CYP2C19 induktorlari ile eyni zamanda
istifadasindan gaginiimahdir.

CYP2C8 izofermentinin substratlari

Eyni zamanda klopidogrel ve CYP2C8
izofermentinin substratlarini gabul edan
pasiyentlar ciddi nazarat altinda

saxlaniimalidirlar.

Tienopiridinlar arasinda qarsiliqli reaksiyalar
Pasiyentlar tarixgelerinda bildirilen tienopiridinler
arasinda garsihgli reaksiyalarin diger
tienopiridina (klopidogrel, tiklopidin, prasuqgrel)
garsl ylksek hassasligina gore test edilmalidir.
Tienopiridinler ~ sepki, angioédem va ya
trombositopeniya va neytropeniya kimi hematoloji
carpaz reaksiyalar kimi yunguldan agira dogru
allergik reaksiyalara sebab ola biler. Artiq allergik
reaksiya va ya basqa bir tienopiridine hematoloji
reaksiya gostaran pasiyentlarde eyni ve ya forqli
bir reaksiyanin inkisaf riski artmis ola biler.
Tienopiridinlara garsl allergiyasi olan
pasiyentlarin hiperhassaslig alamstlerine goéra




aHI'VIOHeBDOTVI'—IeCKVIVI OoTeKk wunnm remartoliorn4yeckume
nepekpecTHble peakuun, Takme Kak TpOM6OLI,I/ITOFIeHI/IF| n

HenTponeHus. [laumeHTbl, Yy KOTOpbIX Yyxe 6bina
annepruyeckass peakums Wunu remaTtonornyeckas
peakums Ha  apyron TUEHONUPUAWH, MoryT

noaBepraTbCsl MOBbLILIEHHOMY PUCKY Pas3BUTUS TON Xe
nUnu gpyrov peakuun. PekomeHgyeTtcs HabnogeHve 3a
nauueHTamm c N3BECTHOMN annepruen Ha
TUEHONMUPUONHDI Ha Hanu4ne NpY3HaKoB
rmnep4yBCTBUTEIIBHOCTW.

lMoyeyHass HeOocmamoYyHOCMb

TepaneBTUYECKUIA ONbIT MPUMEHEHUs Krnonuaorpena
orpaHuyeH y naumeHToB c noYeyHomn
HegocTaTovHOCTLIO. [MoaTomy knonuaorpens cregyet
NCNONb30BaTb C OCTOPOXHOCTLIO Y 3TUX NALMEHTOB.
lMeyeHoyHas Hedocmamo4YHOCMb

OnbiT orpaHun4eH 'y nauuneHToB C YMepEeHHbIM
3aboneBaHMEM MeYeHn, Y KOTOpbIX MOIyT ObITb
KpoBOoTO4aline aunatesbl. |-|03TOMy Knonungorpernb

cnegyet UCNonb3oBaTb C  OCTOPOXHOCTbIO B 3TOM
rpynne HaceneHus.

HanonHumenu

Knonugorpenbcogepxut MoHorugpaT nakTo3bl.
MaumeHTbl ¢ peakMMn HacneacTBeHHbIMU Npobnemamm
HEenepeHOCMMOCTU ranakTosbl, geduumTta nakrassl Unm
ManbabcopObumMmM  MOKO3bI-ranakTo3dbl He  OOIMKHbI
NpUHMMAaTh 3TOT NEKAPCTBEHHbIN Npenapar.

BsaumopencTBme C€ APYrMMUA feKapCTBEHHbIMU
cpeacTBamm
lMpenapamei c
KposomeueHusi:
CyuiecTByeT MOBbLILEHHbIA PUCK KPOBOTEYEHUS U3-3a
BO3MOXHOro agautmsHoro adpdekta. OQHOBPEMEHHbIN
npvem npenapaToB C PUCKOM PasBUTMS KPOBOTEYEHMWN
cnegyeT NPUMEHSATb C OCTOPOXHOCTLIO.

YcmHbie aHmuKkoazynsaHmol

OpnHoBpEMEHHbIN npuemM knonugorpena c
nepopanbHbIMW aHTUKOArynsHTamn He pekoMeHayeTcs,
MOCKONIbKY OH MOXET YBENUYUTb WHTEHCUBHOCTb
KpoBOTEYeHUN. XoTd BBedeHwe knonugorpena 75

cortiymemeyrwum PUCKOM

galactose malabsorption should not take this medical
product.

Interaction with other medicinal products

Drugs with an associated risk of bleeding:

There is an increased risk of bleeding due to the
possible additive effect. The simultaneous use of
drugs with associated risk of bleeding should be used
with caution.

Oral anticoagulants

The concomitant administration of clopidogrel with
oral anticoagulants is not recommended since it may
increase the intensity of bleedings. Although the
administration of clopidogrel 75 mg/day did not
modify the pharmacokinetics of S warfarin or
International Normalised Ratio (INR) in patients

izlanmasi tovsiya olunur.

Boyrok catismazligi

Boyrak catismazhgi olan pasiyentloerde
klopidogrel ile terapevtik tacriibe mahduddur. Bu
sobabden bu pasiyentlards klopidogrel ehtiyatla
istifade edilmalidir.

Qaraciyer gatismazligl

Orta derecede qaraciyar xastsliyi olan, qanama
diatezi ola bilen  pasiyentlorde  tecriba
mahduddur. Bu sababden klopidogrel bu
populyasiyada ehtiyatla istifade olunmalidir.
Kémekgi maddaler

Klopidogrel laktoza monohidratdan ibaratdir.
Qalaktoza garsl doézimsuzlik, laktaza
catismazlig Vo ya glikoza-qalaktoz

malabsorbsiyasi ile slagali nadir irsi problemlari
olan pasiyentler bu tibbi msahsulu qgabul
etmamalidirlor.

Digar derman vasitalari ilo qarsiliqh tosiri
Qanaxma riski ila alaqgali dermanlar

Olave tasiri ola bilaceyine gbre artan qanama
riski var. Qanama riski ile alagdar olan
darmanlarin eyni vaxtda istifadesi ehtiyatla icra
olunmaldir.

Oral antikoagulyantlar

Klopidogrelin oral antikoaqulyantlarla eyni vaxtda
istifadesi oks gosterisdir, ¢unki ganamanin
intensivliyini artira biler. Klopidogrelin 75 mg/gin
gabulu, uzun muddstli varfarin terapiyasi gabul
edan pasiyentlarde S-varfarinin ve ya Beynalxalq
Normallasdiriimis Nisbatin (INR)




Mr/OeHb HEe U3MEHNNO hapMaKOKMHETUKY S-BapdapuHa

nnm MexgyHapogHoro HOpManuM3oBaHHOro
cooTHoweHns (MHO) vy nauueHTOB, nNOMyYaKLLMX
AnVTenbHYl0  Tepanuio  BapcapyvHOM, COBMECTHOE

BBeJEeHWe knonugorpena ¢ BapdapvHOM yBenuYMBaeT
PUCK KPOBOTEYEHUS M3-3a HE3aBUCUMbIX 3(PpdEKTOB Ha
remocras.

UHaubumopel enukonpomeuHa Ilb/llla

Knonunpgorpenb cnegyet ncnonb3oBaTb c
OCTOPOXHOCTBbIO Y MauMEeHTOB, KOTOpble Mofy4varoT
ConyTCTBYOLLME MHIMOMTOPBI rnkonpoTenHa lib/llla.
Auemurncanuyurnosas kucrioma (ACK)

ACKHe mMoanuumposan onocpegoBaHHoe
knonugorpenom nHrmbnposaxHme AOQ®P-MHOyLMPOBaHHOM
arperauum TpomOGOUUTOB, HO Knonugorpen ycunusean
Jencreue ASA Ha KonnareH-mHOyLMpoBaHHYO
arperauyuio  TpomboumToB. OOHAKO OAHOBPEMEHHbIN
npuem 500 mr ACK gBa pasa B OeHb B TeYEHME OOHOrO
OHS 3HauYNTENbHO He yBenuuuearn Bpemsl
KPOBOTEYEHMS!, BbI3BAHHOE MPMEMOM Kronugorpena.
dapmakogmHaMmyeckoe B3anMoencTeme mMexay
Knonugorpenem U aueTuncanvuuiioBon  KMCIOTON
BO3MOXHO, 4YTO TMPUMBOAUT K YBEINIMYEHUIO puUcKa
KpoBoTeueHus1. Takum obpasom, cnefyeT UCMNoNb30BaThb
C ocTopoxHocTblo. OpHako knonupgorpen u  ACK
Ha3HavanMcb BMeCTe B TeYEeHNe oqHOro roga.

lenapuH

B knuHnyeckoMm unccrnegoBaHUKW, NPOBEOEHHOM Ha
300pOBbIX CcybbekTax, knonugorpens He Tpebosan
N3MEHEeHNs [03bl renapvHa unuM nameHeHus acpdexta
renapvHa Ha koarynauyuio. CoBMecTHOe BBefeHue
renapvHa He BNUANO Ha WHrMGUpoBaHMe arperauun
TpombouunTos, BbI3BaAHHOM Knonuaorpenem.
dapmakogmHaMmmyeckoe B3aMmoaencTemne Mexay
KNnonuaorpenem 1 renapuHoM BO3MOXHO, YTO NMpUBOAUT
K YBENMMYEHMIO puUcKa KpoBOTeYeHUs. Takum obpasom,
cnegyeT MUCnorb30BaTh C OCTOPOXKHOCTbBHO.
Tpomboriumuku

BesonacHocTb COMyTCTBYHOLLEIO BBEEHMS
cneundmyecknx ansa knonugorpena, ¢ubpuHa unu
HecpnbprnHa TPOMOBONUTUYECKMX CPEACTB M renapuHoB

receiving long term warfarin therapy,
coadministration of clopidogrel with  warfarin
increases the risk of bleeding because of

independent effects on haemostasis.
Glycoprotein lIb/llla inhibitors
Clopidogrel should be used with caution in patients

who receive concomitant glycoprotein lib/llla
inhibitors.

Acetylsalicylic acid (ASA)

ASA did not modify the clopidogrel-mediated

inhibition of ADP-induced platelet aggregation, but
clopidogrel potentiated the effect of ASA on collagen-
induced platelet aggregation. However, concomitant
administration of 500 mg of ASA twice a day for one
day did not significantly increase the prolongation of
bleeding time induced by clopidogrel intake. A
pharmacodynamic interaction between clopidogrel
and acetylsalicylic acid is possible, leading to
increased risk of bleeding. Therefore, concomitant
use should be undertaken with caution. However,
clopidogrel and ASA have been administered
together for up to one year.

Heparin

In a clinical study conducted in healthy subjects,
clopidogrel did not necessitate modification of the
heparin dose or alter the effect of heparin on
coagulation. Co-administration of heparin had no
effect on the inhibition of platelet aggregation induced
by clopidogrel. A pharmacodynamic interaction
between clopidogrel and heparin is possible, leading
to increased risk of bleeding. Therefore, concomitant
use should be undertaken with caution.
Thrombolytics

The safety of the concomitant administration of
clopidogrel, fibrin or non-fibrin specific thrombolytic
agents and heparins was assessed in patients with
acute myocardial infarction. The incidence of
clinically significant bleeding was similar to that
observed when thrombolytic agents and heparin are
co-administered with ASA.

NSAIDs

farmakokinetikasini dayisdirmamasina

baxmayaraq, klopidogrelin varfarinle birlikde
gebulu hemostaz Uizerinde serbast tasirlori
sababindan qanaxma riskini artirir.

Qliikoprotein IIb/llla inhibitorlar

Klopidogrel, eyni vaxtda glikoprotein llb/llla

inhibitorlari gabul eden pasiyentlords ehtiyatla
istifade olunmalidir.

Asetilsalisil tursusu (AST)

AST, ADF il alagali trombositlerin
agreqgasiyasinin klopidogrel vasitasi ila inhiba
edilmasini dayisdirmadi, lakin klopidogrel, AST-
nun kollagenla alaqali trombositlerin
agreqasiyasina tasirini glclendirdi. Bununla
birlikde, AST-nun bir gliin arzinds glinds iki dafe
500 mq olmagla gebulu, klopidogrel gabulu ile
alagedar qganaxma middstinin  uzanmasini
shamiyyatli deraceds artirmamisdir. Klopidogrel
va asetilsalisil tursusu arasinda farmakodinamik
garsihgl tasir, ganaxma riskinin artmasina sabab
olur. Buna goére eyni vaxtda istifade ederkan
ehtiyatli olunmaldir Bununla birlikds, klopidogrel
va AST bir ile gader birlikde tetbiq olunur.
Heparin

Saglam ferdlerda aparilan kliniki bir aragdirmada,
klopidogrel, heparin dozasinda ve ya heparinin
laxtalanmaya tasirinda bir dayisiklik telab etmirdi.
Heparinin birge gabulu, klopidogrel terafindan
induksiya edilon trombositlerin aqgreqgasiyasinin
inhiba edilmasina tasir etmamisdir. Klopidoqrel ve
heparin arasindaki farmakodinamik qarsiligli
tosir, qanaxma riskinin artmasina sabab olur.
Buna gore ehtiyatla istifade olunmalidir.
Trombolitikler

Klopidogrelin, fibrin ve ya qeyri-fibrin spesifik
trombolitik maddaler va heparinlerla eyni vaxtda
goebul edilmasinin tahlikesizliyi kaskin miokard
infarkti olan pasiyentlards giymatlandiriimisdir.
Kliniki shemiyyatli ganaxma insidansi, trombolitik
maddsler ve heparinin AST ilo birlikde tatbiq
edilmasi zamani misahids edilanlara banzayirdi.




Oblna OuUeHeHa Yy MauueHTOB C OCTPbIM MHAPKTOM

Muokapgaa. YacTtoTa KNUHNYeCcKu 3HaYNMBbIX
KpoBOTEYEHMI Oblla aHamormyHa TOW, KoTopas
Habnoganacb nNpM  OQHOBPEMEHHOM  HAa3HAYeHWM

Tpombonutnyeckux cpeacts u renapuHa ¢ ACK.

HrBC

B knuHnyeckoMm uccrnenoBaHWW, MNPOBEOEHHOM Ha
300pOBbLIX [06poBONbLAX, OAHOBPEMEHHLI MPUEM
Knonugorpena W HafmpoKCceHa  YCWUMWM  CKPbITYH
XKENyLOYHO-KULIEYHYHO KpoBonoTtept. OpgHako um3-3a
OTCYTCTBUS MCCeJOBaHUN B3aMMOLEWNCTBMSA C OPYTMMU
HMBI1 B HacTosiee Bpems HESACHO, CyLLeCTBYeT Nnu
MOBbILUEHHbIV pucK XKenya04YHO-KMNLLEYHOro
KpoBoTeueHuss co Bcemn HIBIM. CneposaTtensHo,
HIMBI, Bkntoyasa nHrmdbuTtopbl Koke-2 u knonugorpens,
cneayeT Ha3HayaTb C OCTOPOXHOCTbLIO.

CHno3C

Mockonbky CNO3C BRVAIOT Ha akTuBaumio
TPOMOOLMTOB U YBEMNUYMBAIOT PUCK KPOBOTEYEHMS,

OAHOBPEMEHHOE npuMeHeHne CHno3C c
Knonugorpenem cnegyet ncnonb3oBaTb c
OCTOPOXHOCTBIO.

Jpyeaas conymcmeyrowjasd mepanus:

UHdykmopbl CYP2C19

Mockonbky knonugorpens MeTtabonusmpyetcd  Oo
CBOEro akTMBHOro MeTabonuta 4acTM4YHO MOCPEACTBOM
CYP2C19, MOXHO oXugaTb, 4YTO MWCMONb30BaHNE
NeKkapCcTBEHHbIX MNpenapaTtoB, KOTOpble WHAYLMPYHOT
aKTUBHOCTb 3TOro hepmeHTa, NpuBedeT K YBENMUYEHUIO
YPOBHSl aKTMBHOro MeTabonuTta knomugorperna B
npenapare.

PucdamnmumH  cunbHo  wmHayuupyetr CYP2C19, uTo0
NPMBOOUT KaK K TMOBBILWEHNIO YPOBHS  aKTUBHOIO
meTtabonuTta knonugorpena, Tak U K WHrMOUPOBaHWIO
TPOMBOLMTOB, YTO, B YACTHOCTU, MOXET NOBLILLATE PUCK
KpoBOTeYeHUus. B kayecTBe Mepbl NPeaoCTOPOXKHOCTU
OLOHOBPEMEHHOE  MCMOMb30BaHWE  CUMbHBIX UMK
ymepeHHbIx nHayktopoB CYP2C19 He pekomMeHaOyeTcs.
UHeubumopsl CYP2C19

Mockonbky  kmonugorpen  metabonuavpyeTcsa OO
obpasoBaHVs CBOEro akTMBHOMO MeTabonuTa YacTU4YHO

In a clinical study conducted in healthy volunteers,
the concomitant administration of clopidogrel and
naproxen increased occult gastrointestinal blood
loss. However, due to the lack of interaction studies
with other NSAIDs it is presently unclear whether
there is an increased risk of gastrointestinal bleeding
with all NSAIDs. Consequently, NSAIDs including
Cox-2 inhibitors and clopidogrel should be co-
administered with caution.

SSRI

Since SSRI affect platelet activation and increase the
risk of bleeding, simultaneous administration of SSRI
with clopidogrel should be used with caution.

Other concomitant therapy:

Inducers of CYP2C19

Since clopidogrel is metabolized to its active
metabolite partly by CYP2C19, use of medicinal
products that induce the activity of this enzyme would
be expected to result in increased drug levels of the
active metabolite of clopidogrel.

Rifampicin strongly induces CYP2C19, resulting in
both an increased level of clopidogrel active
metabolite and platelet inhibition, which in particular
might potentiate the risk of bleeding. As a precaution,
concomitant use of strong CYP2C19 inducers should
be discouraged.

Inhibitors of CYP2C19

Since clopidogrel is metabolised to its active
metabolite partly by CYP2C19, use of medicinal
products that inhibit the activity of this enzyme would
be expected to result in reduced drug levels of the
active metabolite of clopidogrel. The clinical
relevance of this interaction is uncertain. As a
precaution concomitant use of strong or moderate
CYP2C19 inhibitors should be discouraged.
Medicinal products that inhibit CYP2C19 include
omeprazole and esomeprazole, fluvoxamine,
fluoxetine, moclobemide, voriconazole, fluconazole,
ticlopidine, ciprofloxacin, cimetidine, carbamazepine,
oxcarbazepine and chloramphenicol.

Proton Pump Inhibitors

QSioP

Saglam  koénullilerde  aparilan  kliniki  bir
arasdirmada, klopidogrel ve naproksenin eyni
vaxtda gabulu mada-bagirsagda gizli gan itkisini
artirdi.  Bununla birlikde, diger QSiSP-lerle
garsihgl tasirlarin olmamasi sababinden, hazirda
bitin  QSi©P-lerle  mads-bagdirsaq ganamasi
riskinin artib-artmadigi aydin deyil. QSi©P-in
klopidogrel ile birlikds istifadesi zamani ehtiyatl
olmaq lazimdir.

SGUS_I'
SGUSI (serotoninin geri udulmasinin segici
inhibitorlar1) trombositlerin feallasmasina tesir

gostardiyine ve ganaxma riskini artirdigina gére
SGUSI ile klopidogreli eyni zamanda istifade
edarkan ehtiyatli olmaq lazimdir.
Digar miigayist olunan terapiya:

CYP2C19 induktorlari
Klopidogrel 6z feal metabolitine qisman
CYP2C19 izofermentinin kdmayila metaboliza

olunduguna goére bu fermenti inhiba edan
preparatlarin  istifadesi  klopidogrelin  faal
metabolitinin  gatihginin  ylUksalmasina gatirib
¢ixara bilar.

Rifampisin CYP2C19-u glcli induksiya edir ki,
bu da ham klopidogrelin feal metabolitinin
gatiiginin  migdarinin  artmasina, ham do
trombositlerin inhibe olunmasina sabab olur va
belsliklo ganaxma riskinin yuksslmasina gatirib
¢ixara bilir. Ehtiyat tadbiri olaraq, glcli ve ya orta
dereceda CYP2C19 induktorlarinin eyni vaxtda
istifadesi dayandiriimahdir.

CYP2C19 inhibitorlari

Klopidogrel 6z feal metabolitine gisman
CYP2C19 istiraki ile metaboliza olundugundan,
g6zlenildiyi kimi, bu fermenti inhibs edan darman
vasitalarinin gabulu klopidogrelin foal
metabolitinin  qatiliginin  azalmasina  gatirib
¢ixaracaq. Bu garsihgh tesirin klinik shamiyyati
muayyanlesdiriimayib. Ehtiyat tedbiri olaraq,
gliclii ve ya orta CYP2C19 inhibitorlarinin eyni




¢ nomowpbo CYP2C19, MOXHO oXupgatb, 4TO
NPUMEHEHNE NEKAapPCTBEHHbIX CPEACTB, UHIMOUPYIOLLMX
AKTUBHOCTb 3TOro (*)epMeHTa, npmeegeTt K CHWXeHURo
KOHLIEHTpaUun akTUBHOro mMeTabonuTa Knonuaorpens.
KnnHnyeckass 3Ha4YMMOCTb 3TOro B3aWMOOENCTBUSA He
yCTaHOBNEHO. B kauyecTBe Mepbl MPeAOCTOPOXKHOCTU

cnegyet  wmsberatb  OOHOBPEMEHHOIO  MPUMEHEHMS
CUNBHBIX MU YMEPEHHbIX nHrmbmutopos CYP2C19.

JlekapcTBeHHble  CpPeAcTBa, KOTOpble  MHIMOUPYLOT
CYP2C19, Bknwo4vaoT OMenpasosn u 330Menpasor,
hnyBOKCaAMMH, hrnyoKCETMH, Moknobemua,
BOPWKOHA30/T, dnykoHason, TUKNONUAOWH,
LUMNPodIOKCaLVH, UMMETUAIVH, kapbamasenuH,

oKkckapbasenuH n xnopamMmdeHon.

UHaubumopbl NpoOmMoHHOU rNoMrib!

Owmenpason B go3e 80 Mr oavH pas B AeHb, BBOAMMbIN
OLHOBPEMEHHO C KrnonugorpenemM unum yepes 12 yacos
MeXay BBedeHUsIMM [BYX MpenapaToB, YMeHbLUan
BO3AENCTBME  aKTMBHOro  MeTabonuta Ha 45%
(HarpysouHas gosa) n 40% (nopgoepxvBaiowas gosa).
CHwxeHne OblnO CBSI3@aHO C  UHIMOBUpPOBaHUEM
arperauyumn TpombountoB Ha 39% (Harpy3oyHasi Josa) u
21% (noppepxuBarwlwias [osa). O3omenpasos], Kak
OXuaaeTcs, [[acT aHanorMyHoe B3auMoOencTBue C
Knonuaorpenem.

B pesynbtate 00CEPBAUMOHHBLIX U KIIMHUYECKMX
nccrnenoBaHUIn NOCTYNUAM NPOTUBOPEYUBLIE AAHHbIE O
KNMUHNYECKUX 3HAYEHNSX 3TOro hapMaKOKMHETUYECKOrO
(MK / dpapmakognHamuyeckoro (MNA) s3anmogencTens)
C TOYKM 3pEHUST OCHOBHbIX CEpAEYHO-COCYOUCTbIX

cobbiTuii. B kayecTBe Mepbl NPeAOCTOPOXKHOCTU
cnegyet wmsberatb  OOHOBPEMEHHOIO  MPUMEHEHMS
omenpasora unv asomenpasona.

MeHee BbIpaXXeHHoe CHWXeHne BO34ENCTBMSA

mMeTabonuToB HabnwopaeTcs € MNaHTONpPasonoM Wnu
naHconpasonom.

KoHueHTpauun akTuBHoro metabonuta B nrasme
cHwkanucb Ha 20% (Harpy3oyHas posa) n Ha 14%
(noppepxvBalowas gosa) npu OQAHOBPEMEHHOM
neveHun naHTonpasonom 80 Mr ouH pa3 B AeHb. JTO
6blno CBS13aHO co CHVKEHMEM cpegHero

Omeprazole 80 mg once daily administered either at
the same time as clopidogrel or with 12 hours
between the administrations of the two drugs
decreased the exposure of the active metabolite by
45 % (loading dose) and 40 % (maintenance dose).
The decrease was associated with a 39% (loading
dose) and 21% (maintenance dose) reduction
inhibition of platelet aggregation. Esomeprazole is
expected to give a similar interaction with clopidogrel.
Inconsistent data on the clinical implications of this
pharmacokinetic (PK/pharmacodynamic (PD)
interaction in terms of major cardiovascular events
have been reported from both observational and
clinical studies. As a precaution, concomitant use of
omeprazole or esomeprazole should be discouraged.
Less pronounced reductions of metabolite exposure
has been observed with pantoprazole or
lansoprazole.

The plasma concentrations of the active metabolite
was 20% reduced (loading dose) and 14% reduced
(maintenance dose) during concomitant treatment
with pantoprazole 80 mg once daily. This was
associated with a reduction of the mean inhibition of
platelet aggregation by 15% and 11%, respectively.
These results indicate that clopidogrel can be
administered with pantoprazole.

There is no evidence that other medicinal products
that reduce stomach acid such as Hz blockers
(except cimetidine which is a CYP2C19 inhibitor) or
antacids interfere with antiplatelet activity of
clopidogrel.

Boostered antiretroviral therapy (ART):

HIV patients treated with boostered antiretroviral
therapy (ART) show a high risk of vascular events.

A significantly reduced platelet aggregation inhibition
was observed in HIV patients treated with ritonavir or
cobicistat-boosted ART. Although the clinical
relevance of these findings is unknown, there have
been spontaneous reports of HIV-infected patients
treated with ritonavir-boosted ART who, under
clopidogrel  treatment, experienced recurrent

vaxtda istifadesindan qaginiimalidir.

CYP2C19-u inhibe edan darman mahsullarina
omeprazol ve ezomeprazol, fluvoksamin,
fluoksetin, moklobemid, vorikonazol, flukonazol,
tiklopidin, siprofloksasin, simetidin,
karbamazepin, okskarbazepin va xloramfenikol
daxildir.

Proton pompasi inhibitorlari

Glnda bir dofe 80 mg dozada omeprazol,
klopidogrel ile eyni vaxtda ve ya iki dermanin
totbig edilmasi arasinda 12 saat erzinds tatbiq
edilir, faal metabolitin tesirini 45% (ytklama dozu)
vo 40% (saxlama dozu) azaldir. Bu azalma
trombositlerin agreqasiyasinin  39% (ylklema
dozu) ve 21% (saxlama dozu) tersfinden inhiba
edilmesi ile ealagalendirilir. Esomeprazolun
klopidogrel ile oxsar tesir géstarmasi gdzlenilir.
Farmakokinetik (PK)/farmakodinamik (PD)
garsihgl tesirinin esas Urak-damar hadisaleri
baximindan klinik tasirlari barada tutarli olmayan
bu melumatlar ham miuisahide, ham da Kklinik
tedgiqatlar naticesinda  bildirilmisdir.  Tadbir
olaraq, omeprazol va ya esomeprazolun eyni
vaxtda istifadesi dayandirilmalidir. Pantoprazol
va ya lanzoprazol ile metabolitin tasirii ile daha az
nazars ¢arpan azalma muisahida olunur.

Faal metabolitin plazma konsentrasiyalari giinds
bir defe 80 mq pantoprazol ile eyni vaxtda tetbiq
edilerkan 20% (yUklama dozasi) ve 14%
(saxlama dozu) azaldildi. Bu, trombositlerin
agreqasiyasinin ortalama inhibe edilmasinda
sirasiyla 15% va 11% azalma ile alagelendirildi.
Bu naticaler klopidogrelin pantoprazol ile tatbiq
oluna bilacayini gostarir.

Hz-blokatorlart  (CYP2C19  inhibitoru  olan
simetidin istisna olmagla) ve ya antasidler kimi

mada turgsusunu azaldan digar darman
vasitalerinin klopidogrelin antitrombosit
foaliyyatine mudaxile etmasi ile bagh subut
yoxdur.

Gliclendirilmis antiretrovirus terapiya (ART):




MHIMOMpoBaHNs arperaumm TpombountoB Ha 15% wu
11% cOOTBETCTBEHHO. JTU pes3ynbTaThl NOKasblBaloT,
YTO KronMaorpen MoXHO BBOAUTb C MAHTOMNPa30SIOM.
HeT HukakMx [okasaTenbCTB TOro, 4TO Apyrue
nekapCcTBeHHble npenapaTbl, KOTOPble YMeHbLUAKT
KENyAOYHYH KUCIOTY, Takue kak 6rnokaTtopbl Hz (kpome
UMMEeTUAMHA,  KOTOpbI  SIBNSIeTCA  MHIMOUTOpPOM
CYP2C19) nnm aHTaungbl, BRANSAIOT Ha
aHTUTPOMOOLUTAPHYIO aKTUBHOCTbL KNonuaorpena.
YcuneHHas aHmupemposgupycHasi mepanusi (APT):

Y naumeHTOoB ¢ BWY, nonyyaBwWMX YyCUNEHHYHO
aHTUpeTpoBupycHyto Tepanuio (APT), BbICOKMIA puUCK
COCYANCTbIX COBbITUN.

3HaunTENBHO YMEHbLUEHHOE UHIMOUPOBaHKE arperauum
TpomboumTtoB Habnwganocb y naumveHtoB ¢ BAY,
nonyyaswmnx putoHasup unu APT, cTMMynupoBaHHble
KobuumctatoM. XOTS KNUHMYECcKasi 3HAYMMOCTb 3TUX
pe3ynbLTaToB Hens3BecTHa, Obinn CMOHTaHHbIE
coobuieHnss o BUY-MHOUUMPOBaAHHLIX NaUMeHTaXx,
nonyyaswunx APT C npumeHeHuem puToHaBupa, Y
KOTOpbLIX MNPWU NEeYeHUM KNnonuaorpenem BO3HMKaNM

PeuVaMBUPYIOLLME  OKKMO3UM UMM TpoMBoTudeckme
ABNEeHUss nocrne ypaneHuss okknwo3un. CpegHee
WHrMGUpOBaHMe arperaumm TPOMOOUUTOB MOXKET ObITb
YMEHbLUEHO  NpYM  OOHOBPEMEHHOM  MPUMEHEHUU
knonugorpena n puTOHaBwMpa. Moatomy
OOHOBpPEMEHHOE UCMOoSIb30BaHWe  Kronugorpena ¢

ycuneHHon APT He pekomeHAayeTcs.

[Opyrvue nekapcTBeHHble cpeacTea

Bbin npoBefeH psa ApYrMx KIMHUYECKUX UCCeaoBaHnn
C Kmonugorpenem u  Opyrumm - COMyTCTBYHOLLUMMU
nekapcTBEHHbIMM cpencreamu ans n3yyeHns
BO3MOXHOCTU dhapmMakognHaMNYECKNX "
dapMakoKMHETUYECKNX  B3ammMogencTBun.  Hukakmx
KMMHNYECKN 3HAYUMBbIX dapmakognHaMNYECKNX
B3auMOOEWNCTBUIN He Habnofanock, korga knonuaorpen
BBOOWUIIN COBMECTHO C aTEHOMONOM, HUPEANNMHOM Wi
aTeHononoM 1 HudegunuHoMm.  Kpome  TOro,
hapmakoguHaMmyeckas akTMBHOCTb Kronugorpena He
oKasblBana 3Ha4YWUTENbHOrO BMWSIHUSA MPU COBMECTHOM
npuMeHeHnn oeHobapbuTana nnm acTporeHa.

occlusion or thrombotic events after the removal of
an occlusion. The average platelet aggregation
inhibition can be reduced when clopidogrel and
ritonavir are used simultaneously. Therefore,
simultaneous use of clopidogrel with boostered ART
should not be recommended.

Other medicinal products

A number of other clinical studies have been
conducted with clopidogrel and other concomitant
medicinal products to investigate the potential for
pharmacodynamic and pharmacokinetic interactions.
No clinically significant pharmacodynamic
interactions were observed when clopidogrel was co-
administered with atenolol, nifedipine, or both
atenolol and nifedipine.  Furthermore, the
pharmacodynamic activity of clopidogrel was not
significantly influenced by the co-administration of
phenobarbital or oestrogen.

The pharmacokinetics of digoxin or theophylline were
not modified by the co-administration of clopidogrel.
Antacids did not modify the extent of clopidogrel
absorption.

Data from the CAPRIE study indicate that phenytoin
and tolbutamide which are metabolisedby CYP2C9
can be safely co-administered with clopidogrel.
CYP2C8 substrates:

Clopidogrel has been shown to increase repaglinide
exposure in volunteers. In vitro studies have shown
that increased repaglinide exposure is due to
inhibiton of CYP2C8 by the glucuronidated
metabolite of clopidogrel. Due to the risk of increased
plasma concentrations, the simultaneous use of
clopidogrel and drugs primarily metabolized by
CYP2CS8 (e.g. repaglinide, paclitaxel) should be used
with caution.

Apart from the specific medicinal products interaction
information described above, interaction studies with
clopidogrel and some medicinal products commonly
administered in patients with atherothrombotic
disease have not been performed. However, patients
entered into clinical trials with clopidogrel received a

Guclandirilmis antiretrovirus terapiya (ART) ila
mialice olunan QICS xestelerinde yiiksak
daraceda damar xastaliklari riski gorilir.

Ritonavir ve ya kobisistatla guclendiriimis ART
gebul edsn QICS xestelerinde trombositlerin
agreqgasiyasinin inhiba edilmasinda shamiyyatli
deracade azalma milsahide edilmisdir. Bu
tapintilarin kliniki shamiyyati bilinmess deo, ART-
da ritonavir ile QICS-o yoluxmus xastalerin,
klopidogrel  miualicesi zamani  tixanmanin
barpasindan sonra yenidasn tixanma va vya

trombotik hadiselerle  qarsilasdiglari  barade
kortabii malumatlar var. Trombositlerin
agreqasiyasinin  ortalama inhiba  edilmasi,

klopidogrel va ritonavirin eyni vaxtda istifadssi ile
azaldila biler. Buna goére artmis ART ila eyni
vaxtda klopidogrelin istifadasi tévsiysa edilmir.
Digar derman preparatlari

Farmakodinamika va farmakokinetikanin
garsiligh tasir potensialini arasdirmaq Ugln
klopidogrel ve diger dermanlarla bir sira basqa-
basqa kliniki tadgiqatlar apariimisdir. Klopidogrel
atenolol, nifedipinle va ya her ikisi ile eyni vaxtda
totbig edildikde kliniki cehatdan shamiyyatli bir
farmakodinamik  garsiligh  tesir  musahide
edilmadi. Bundan alave, fenobarbital ve ya
estrogen birlikde istifade edildikde klopidogrelin
farmakodinamik fealligina shamiyyatli bir tasir
gOstermamisdir.
Digoksin ve ya teofillinin farmakokinetikasi,
klopidogrel ile eyni vaxtda tetbigi il
dayisdiriimamisdir. Antasidlar klopidogrelin
sorulma daracasini deyisdirmadi.

CYP2C8 substratlari

Klopidogrelin koénullilerda repaglinidlere tesirini

artirdiyi  gésterilmigdir. in  vitro  tedqigatlar
repaglinidin artan tesirinin, CYP2C8-in
klopidogrelin ~ gllkuronidlesdiriimis  metaboliti

vasitasile inhiba edilmasi ile slagali oldugunu
gOstermisdir. Plazma konsentrasiyalarinin
artmasi riskine goOra, klopidogrel ve osasen




dapMakoKMHeTUKa [AUrOKCMHA WM TeodunnMHa He
naMeHsnacb Npu  OOHOBPEMEHHOM  Ha3Ha4YeHUU
Knonuagorpena. AHTauugbl He MW3MEHSNU CTEneHb
abcopbuun knonuaorpena.

HaHHble wuccnepgoBaHna CAPRIE nokasbiBatoT, 4TO
dEeHUTONH 1 TonbyTamug, KoTopble MeTabonManpytoTcst

CYP2C9, MoxHO 06es3onacHo BBOAUTb BMeECTe C
Knonugorpenem.

CYP2C8 nodnoxxu:

Bbino nokasaHo, 4TO KMonuagorpen yeBenvyMBaeT
BO3JelCTBME penarnuHuaoB y  0o6pOBOMbLEB.

WccnepoBaHusa in vitro nokasanu, 4TO MOBbILEHHOE
BO3[eNCTBME penarnuHuga cBa3aHo ¢ MHmMbuposaHem
CYP2C8 MOKYPOHUAMPOBAHHbLIM MeTabonMTom
knonuaorpena. M3-3a pucka noBbILLEHNS KOHLEHTPaUuK
B Nnasme crnegyet C OCTOPOXHOCTbI MCMonb3oBaTb
OHOBpPEMEHHOE  MNpUMEeHeHWe  knonugorpena U
nekapcTB, KOTOpble B OCHOBHOM MeTabonuanpyoTcs
CYP2C8 (Hanpumep, penarnvHug, naknurakcen).

MomMMmo MHpopmMaLmm 0 B3aUMOAENCTBUN KOHKPETHbIX
NeKapCTBEHHbIX CpencTs, OnucaHHoN BbILLE,
nccnegoBaHvs B3aMMOAEWCTBUS C Knonuaorpenem u
HEKOTOPbIMU NIEKAPCTBEHHbIMK CcpeacTBaMu, OObIYHO
NPUMEHAEMbIMU Y NaLNEHTOB C aTepoTpoMBOTUYECKON
bonesHbto, He npoBoaunncb. OOHAKO NaUUEHTHI,
BCTYyNuBLLNE B KNUHU4YecKue ucnbITaHus c
Knonuaorpenem, nonyvanu pasnnyHble conyTCTBYHOLLNE
nekapcTBeHHble CpeacTBa, BKMKOYas OUYPETUKK, [3-

6nokaTtopbl, WAI®, aHTaroHUCTbl Kanbuus, areHThbl,
CHWXatoLLme XOJEeCTEPUH, KOpOHapHble
Basogmnarartopbl, aHTManabeTnyeckme areHThl

(BKNIOYASA UHCYIWH), MPOTUBOINUNENTUYECKNE areHTbl U
aHTaroHuctbl GPlIb/llla 6e3 gokaszaTenbCTB KIMHUYECKU
3Ha4YMMbIX HEONAronpUATHbLIX B3anMoaenCTBUN.

3HaunTenbHo 6Gonee HW3KOe BO3AEWCTBME AKTUBHOMO
meTabonuTa Knonuagorpena n CHWXeHne
NMHrMGnpoBaHus TpombouuToB Habnwganucs y BUY-
MHULNPOBAHHbIX NaLMEHTOB, MOMyYaBLUMX PUTOHABUP
WKW YCUINEHHYK KOOMLMCTAaTOM aHUNPEeTPOBMPYCHYIO
Tepanuio (APT). XoTa KnuHMYeckas 3HaYMMOCTb 3TUX
pes3ynbTaTtoB Heu3BecTHa, Obinn coobuweHns o BUY-

variety of concomitant medicinal products including
diuretics, [B-blockers, ACEI, calcium antagonists,
cholesterol lowering agents, coronary vasodilators,
antidiabetic agents (including insulin), antiepileptic
agents and GPIIb/llla antagonists without evidence of
clinically significant adverse interactions.

Significantly lower exposure to the active metabolite
of clopidogrel and reduced platelet inhibition were
observed in HIV-infected patients treated with
ritonavir or cobicistat-boosted anilretroviral therapy
(ART). Although the clinical relevance of these
results is unknown, there have been spontaneous
reports of HIV-infected.

Patients treated with boostered ART and who under
clopidogrel treatment suffered a recurrence of
occlusion or thrombotic events after the removal of
an occlusion. Exposure to clopidogrel and average
platelet inhibition can be reduced by simultaneous
administration of ritonavir. Therefore, concomitant
use of clopidogrel with boostered ART should not be
recommended.

As with other oral P2Yi2 inhibitors, there is a
possibility of delayed and reduced clopidogrel
absorption when opioid agonists are used

concomitantly, presumably due to slower gastric
emptying. The clinical relevance is not known.
Consider the use of parenteral antiplatelet therapy in
patients with acute coronary syndrome who require
the simultaneous use of morphine or other.

CYP2C8 tarafindan metaboliza olunan
dermanlarin (masalen, repaglinid, paklitaksel)
eyni vaxtda tetbiq edarkan ehtiyatli olunmalidir.
Yuxarida gosterilan spesifik derman
maohsullarinin garsiligh tasirine dair malumatlara
alave olaraq, klopidogrel va aterotrombotik
xastaliyi olan pasiyentlerds tez-tez istifade olunan
bazi darmanlarla garsihigh tedqiqat
apariimamisdir. Bununla birlikde, klopidogrel ile
kliniki tedgigatlara daxil olan pasiyentler
diuretiklor,  B-blokatorlar, ACF inhibitorlari,
kalsium  antagonistleri, xolesterin  azaldici
maddaelar, koronar vazodilatatorlar, antidiabetik
maddsler (insulin daxil olmagla), antiepileptik
maddsalar GPIl/llla antagonistlari da daxil olmaqla
klinik cehatden manfi qarsiligh tesirin slbutu
olmadan muxtslif dearman gabul etmislar.
Ritonavir ve vya kobikistatla glclandirilmis
anilretrovirus terapiyasi (ART) ile mialice olunan
HiV-e yoluxmus pasiyentlorde klopidogrelin foal
metabolitine ve trombositin inhibe edilmasinin
azalmasina tesiri shemiyyatli dereceds asagi
saviyyede misahids edilmisdir. Bu naticalerin
kliniki shamiyyati bilinmess ds, HiV-e yoluxma
barada kortabii malumatlar var.

Guclendiriimis ART ile mdalice olunan va
klopidogrel mualicesi gebul eden pasiyentlorde
tixanma gotiraldikdan sonra tekrar tixanma va
ya trombotik hadiseler bag verdi. Klopidogrel vo
orta trombosit inhibe edilmasinin tasiri ritonavirin
eyni vaxtda tatbiqi ile azaldila biler. Bu sabsbdan,
artan ART ile klopidogrelin eyni vaxtda istifadesi
tovsiye edilmamalidir.

Diger oral P2Y.:2 inhibitorlarinda oldugu kimi,
ehtimal ki, madenin daha yavas bosalmasi
sababindan, opioid agonistlarin eyni vaxtda,
istifadesi ila, gecikmis ve azalmis klopidogrelin
sorulma ehtimali vardir. Kliniki shemiyyati malum
deyil. Morfin ve ya basqasinin eyni vaxtda
istifadasini teleb edan kaskin koronar sindromlu
pasiyentlarde parenteral antitrombositar




MHULMPOBAHHOCTW.

Y naumeHTOB, nofny4YaBwux ycuneHHyro APT nu
nonyyaBlIMX  JIeYeHMe  Knonuagorpenem, nocne
yOaneHus OKKMI3NM oTMeYanucb peumamBbl OKKIO3MK
unm TpomboTunyeckne ABMEHUS. BosgeicTteue
Knonugorpena " cpenHee WHIMOUpoBaHne
TPOMOOUUTOB  MOXET  OblTb  YMEHbLUEHO  Mpu

O[HOBPEMEHHOM BBedeHun putoHaBupa. [losaTtomy He
cnegyet  peKOMeHOoBaTb OLHOBPEMEHHLIA  MPUEM
Knonuaorpena ¢ ycuneHHon APT.

Kak n B cnyyae gpyrux nepopanbHbIX WHIMOUTOPOB
P2Y+2, cyuwecTByeT BO3MOXHOCTb 3aMeSIeHHOro WU
MOHWXKEHHOrO  BCacbiBaHWA  knonvgorpena  npu
OHOBPEMEHHOM MPUMEHEHUN OMNUOWMAHbLIX arOHUCTOB,
npeanonoXxutensHo  n3-3a  6ormee  MeAnEeHHOro
OMNOpOXHEeHus1 xenyaka. KnuHunyeckasa 3Ha4MMOCTb He
n3sectHa. PaccmoTpum npumeHeHve napeHTepanbHOn
aHTuarperaHTHoOW TepanuM y MauUEHTOB C OCTPbIM
KOPOHApHbIM  CMHOPOMOM,  KOTOpbIM  Tpebyetcs
O[HOBPEMEHHOE NpMMeHeHne MopdurHa nnm gp.

NMpnmeHeHne B nepmnoa 6epeMeHHOCTU U NaKkTauum

GepemeHHoCmb
lMocKonbKy HET KAMHUMYECKUX AaHHbIX O BO3OENCTBUU
Knonugorpena BO BpeMs bepemeHHOCTH,

npeanoyTUTENBHO HEe UCMOoNb30BaTb Knonuaorpen BO
Bpemsi ©epemeHHoCTH B KayecTBe Mepbl
NpPeLoCTOPOXHOCTH.

VMcecnenoBaHus Ha XXUBOTHBIX HE YKa3blBalOT Ha NMpsiMble
WNN KOCBEHHbIE BpedHble BO3OEWCTBUS B OTHOLUEHWMU
6epemMeHHOCTU, aMBpUOHanNbLHOro/oaTanbHOro, PoaoB
W NOCTHATarnbHOIo pasBUTUS.

I'pydHoe eckapmnugaHue

HensBecTtHo, K3 oOpraHu3amMa nuM Krnonuvagorpens B
rpygHOM  Monoke. MccrnegoBaHuMs  Ha o KMBOTHBbIX
nokasanu 3KCKpeuuo Knonugorpena ¢  rpyaHbiM
MonokoM. B kayectBe Mepbl NPeOoOCTOPOXKHOCTU
KOpMNeHune rpyabio He cnefyet npoaorikaTb BO Bpems
neveHuns Knonvaorpenem.
®epmuribHOCMb
BnusiHueBasorpena Ha

epTUNLHOCTE  He  BbIIo

Use during pregnancy and lactation

Pregnancy

As no clinical data on exposure to clopidogrel during
pregnancy are available, it is preferable not to use
clopidogrel during pregnancy as a precautionary
measure.

Animal studies do not indicate direct or indirect
harmful effects with respect to pregnancy,
embryonal/foetal  development, parturiton  or
postnatal development.

Breastfeeding

It is unknown whether clopidogrel is excreted in
human breast milk. Animal studies have shown
excretion of clopidogrel in breast mik. As a
precautionary measure, breast-feeding should not be
continued during treatment with clopidogrel.

Fertility

Vasogrel was not shown to alter fertility in animal
studies.

terapiyanin istifadasini nezarden kegirin.

Hamilalik ve laktasiya dovrinda istifadesi
Hamilslik
Klopidogrelin hamile gadinlar terafinden qgabulu

barede klinik malumatlar olmadigina goére
tohlikasizlik tadbiri olarag onun hamilalik
doévriinds istifadesi tdvsiya olunmur.

Heyvanlar Uzerinde arasdirmalar hamilslik,

embrional/fetal inkisafi, dodus ve ya postnatal
inkisafla eolagali birbasa ve ya dolayl zererli
tosirlari gdstarmir.

Ana sidi ils qidalanma

Klopidogrelin ana sidiine nifuz etmasi barada
malumat yoxdur. Heyvanlar uzarinda
arasdirmalar klopidogrelin ana sudu ile xaric
edildiyini gdstardi. Teahlukssizlik tadbiri olaraq
klopidogrel ile mualice zamani ana sudi ile
gidalandirmani dayandirmaq lazimdir.
Fertillik

Heyvanlar  Gzsrinde  arasdirmalar
Vazogqrelin fertilliys tasiri gdsteriimamisdir.

Zzamani




nokasaHo BO BpeMS UCCreA0BaHNUN Ha KUBOTHBbIX.

BnusHue Ha CNOCOGHOCTb ynpaenaTb
TPaHCNOPTHbLIMU cpeacTteBamMm " Apyrnmu
noTeHUuanbLHO onacHbIMU MexXxaHM3Mamu

Basorpenb He oKasblBaeT nnu OKasblBaeT

He3HayMTenbHOe BIMSIHME Ha CMOCOOHOCTb ynpaendaTb
M NoJ1b30BATbCA MeXaHNn3MaMW.

Cnoco6 npumeHeHusi n posa
lMo3onozaus
Bspocrnibie u noxurnsie
Basorpen cnegyet
CYTOYHOM A03bl 75 M.
Y nauveHTOB, CTpagatolmx OCTpbiM

HasHayaTb B BWAe pPasoBoOM

KOPOHapHbIM

CVHOPOMOM:
- OCTpPbIN KOPOHApPHbIN cuHapoM 6e3 nogbema cermeHTa
ST (HecTabunbHas CcTeHoKapaus WU UHMAPKT

muokapga 6e3 3ybua Q), neyeHwe knonugorpernem
cregyeT HaynHaTb C €eQUHCTBEHHOM Harpy3o4YHOW LO3bl
300 wmr, a 3aTemM npogosmkaTb NpmMem no 75 mr oguH pas
B AeHb (¢ auetuncanuumnoson kucnoton (ACK) 75 mr-
325 mr exxepgHeBHO). MockonbKy 6onee BbICOKME A03bl
ACK ©binu cBaAsaHbl ¢ ©onee BbICOKMM PUCKOM
KpoBOTEYeHMs1, pekomeHayeTcs, 4tobbl gosa ACK He

npesbilana 100 M. OntumanbHas
NPOOOIPKUTENBHOCTE  NeyeHna  oduumanbHO  He
ycTaHoBneHa. [aHHble  KIMHWYECKMX  UCMbITAHWI

noaTBepxaaT HeobX0AMMOCTb UCNONb30BaHUA A0 12
MecsiLeB, a MakcumanbHbli adpcpbekT Habnogancs
yepes 3 mecsua.

- noBbilWeHne cermeHTa ST oCTpbIN MHAPKT MUOKapAa:
Knonugorpernbs cnegyeTt HasHayaTtb B BUAEe O4HOKpaTHOM
CYTOYHOM [03bl 75 Mr, HauyMHas C Harpy3o4HOM O03bl
300 mr B coveTaHun ¢ ACK n ¢ tpombonutukamm unm
6e3 Hux. [ins naumeHTOB cTaplle 75 neT Knonuaorpernb
cnegyet  HauMHaTb  ©e3  Harpy3ovHonm  Oo03bl.
KombuHnpoBaHHast Tepanusa OormkHa OblTb HavyaTa Kak
MOXHO paHblle TMocfe Havana CUMNTOMOB U
npodormkaTbCsl B TeYEHME He MeHee YeTblpex Heaenb.
Mpenmywiectea kombuHaumm knonungorpena ¢ ACK 3a

Effects on ability to drive vehicles and other
potentially dangerous machinery

Vasogrel has no or negligible influence on the ability
to drive and use machines.

Method of administration and dosage

Posology

Adults and elderly

Vasogrel should be given as a single daily dose of 75
mg.

In patients suffering from acute coronary syndrome:

- non-ST segment elevation acute coronary
syndrome (unstable angina or non-Q-wave

myocardial infarction), Vasogrel treatment should be
initiated with a single 300 mg loading dose and then
continued at 75 mg once a day (with acetylsalicylic
acid (ASA) 75 mg-325 mg daily). Since higher doses
of ASA were associated with higher bleeding risk it is
recommended that the dose of ASA should not be
higher than 100 mg. The optimal duration of
treatment has not been formally established. Clinical
trial data support use up to 12 months, and the
maximum benefit was seen at 3 months.

-ST segment elevation acute myocardial infarction:
clopidogrel should be given as a single daily dose of
75 mg initiated with a 300 mg loading dose in
combination with ASA and with or without
thrombolytics. For patients over 75 years of age
clopidogrel should be initiated without a loading dose.
Combined therapy should be started as early as
possible after symptoms start and continued for at
least four weeks. The benefit of the combination of
clopidogrel with ASA beyond four weeks has not
been studied in this setting.

In patients with atrial fibrillation, clopidogrel should be
given once daily at a dose of 75 mg. ASA (75-100 mg
daily) should be started and continued in combination

Nogliyyat vasitaloerini ve diger
tahliikali mexanizmlari
qabiliyyatina tosiri

Vazoqrelin naqliyyat vasitalerini idareetma ve
istifade etma gabiliyyatine tasiri cox cuzidir ve ya
heg yoxdur.

potensial
idareetmeo

istifade qaydasi ve dozasi

Posologiya

Boytiklsr ve yaslilar

Vazoqrel gindelik 75 mqg dozada
olunmalidir.

Keskin koronar sindromundan aziyyst ¢oakan
pasiyentlarda:

- ST segmentinin qalxmasi il muigahide
olunmayan keskin koronar sindrom (qgeyri-stabil
stenokardiya ve ya Q disciksiz miokard infarkti),
Vazoqrel ile mialicani 300 mq yiklama dozasinin
birdafslik gabulu ile baglamaq, sonra isa giinds 1
defe 75 mq olmagla davam etdirmak lazimdir
(giinde 75-325 mqg dozada asetilsalisil tursusu
(AST) ile birlikde). Daha ylksek dozada AST
ganaxma riski ile alagali oldugundan, AST
dozasinin 100 mg-dan yuksak olmamasi tovsiya
olunur. Mualicanin optimal muiddati resmi olaraq
tayin olunmamigdir. Klinik tadqigatlar malumatlari
12 aya gader istifadeni vacibliyini tasdiq edir vo
maksimal fayda 3 ayda misahida edildi.

- ST segmentinin galxmasi ile misahida olunan
kaskin miokard infarkti; Vazogreli baslangicda
asetilsalisil tursusu va trombolitiklarla birlikde ve
ya trombolitiklar olmadan klopidogrelin 300 mq
yuklema dozasinin  birdefelik gabulu ile
baslamagq, sonra ise giinde 1 dafe 75 mq olmaqla
gebul etmak lazimdir. 75 yasdan yuxari
pasiyentlar Gg¢lin Vazoqgrel yiklems dozasi
olmadan baslamalidir. Kombinaolunmus terapiya
simptomlarin emale galmasindan sonra mimkin
qoder tez baslanmali ve en azi dord hafte

tayin




yeTblpe Hedenu He N3y4anucb B 3TON CUTyaLU.

Y  naumMeHTOoB C  ubpunnsumen  npeacepaun
Knonuaorpene criegyeT HasHavaTb OAMH pa3 B [EHb B
nose 75 mr. ACK (75-100 Mr B geHb) crnefyeT HauMHaTb
W NpojormkaTb B COMeTaHMM C Kronuaorpenem.
Bapocnble naumeHTsl ¢ TWUA OT ymMepeHHOro Ao
BbICOKOro pucka nnm nerkum NN:

BapocnbiMm nauneHtam ¢ TUA OT yMepeHHoro Ao
BbICOKOro pucka (oueHka ABCD2 = 4) nnu nerkum A
(oueHka no wkane NIHSS < 3) cnegyeTr HasHadaTtb
HarpysouyHyo ao3y knonugorpens 300 wmr, 3aTtem
knonugorpen 75 mr 1 pa3 B cytkn n ACK (75 mr 100 mr
1 pa3 B cytku). JleyeHme knonmgorpeniom m ACK
crnefyeT HauMHaTb B TedeHne 24 4acoB nocrne cobbiTus
U npogomkaTb B TeyeHwe 21 OHA C nocneayloLlemn
OAHOW aHTUTPOMOBOLUUTaAPHOW Tepanunen.

Ecnu nponyuieHa gosa:

- B TeyeHne wmMeHee 12 4acoB mnocre OBbI4HOrO
3annaHUpPoOBaHHOMO  BPEMEHU: NauueHTbl  OOMXHbI
nNpMHUMaTb [A03Yy HEMeAneHHOo, a 3aTeM MnpuMHUMaTb
crneayoLLyo o3y B 00bIYHOE 3annaHMpoBaHHOE BPEMS.
- anga 6onee 12 4yacoB: nauMeHTbl JOJMKHbI NPUHMMATh
crneayoLLyo o3y B HAa3HAaYeHHOEe BPEMS U HE OOMKHbI
yOBamBaTb 03y .

lMeduampuyveckoe HaceneHue

Krnonugorpens He criegyeT MCNonb3oBaTh y AeTen U3-
3a npobnem ahpeKkTUBHOCTML.

lMoyeyHass HedocmamoYyHOCMb

TepaneBTUYECKMIA OMbIT OrpaHUYeH y MauueHToB C
MOYEYHOW HEJOCTaTOYHOCTBHO.

lNeyeHo4YHasi Hedocmamo4YyHOCMb

TepaneBTUYECKUM ONbIT OrpaHWyeH Yy naumeHToB C
yMepeHHbIM 3aboneBaHMeM MEYEHU, KOTOpble MOryT
MMETbKpPOBOTOYaLLME anaTesbl.

Criocob npumeHeHus1

[na opansHOro NpUMeHeHs.

3710 MoxeT ObITb gaHo ¢ unu 6e3 eapl.

with clopidogrel.

Adult patients with moderate to high-risk TIA or minor
IS:

Adult patients with moderate to high-risk TIA (ABCD2
score = 4) or minor IS (NIHSS < 3) should be given a
loading dose of clopidogrel 300 mg followed by
clopidogrel 75 mg once daily and ASA (75 mg 100
mg once daily). Treatment with clopidogrel and ASA
should be started within 24 hours of the event and be
continued for 21 days followed by single antiplatelet
therapy.

If a dose is missed:

- within less than 12 hours after regular scheduled
time: patients should take the dose immediately and
then take the next dose at the regular scheduled
time.

- for more than 12 hours: patients should take the
next dose at the regular scheduled time and should
not double the dose.

Paediatric population

Clopidogrel should not be used in children because
of efficacy concerns.

Renal impairment

Therapeutic experience is limited in patients with
renal impairment.

Hepatic impairment

Therapeutic experience is limited in patients with
moderate hepatic disease who may havebleeding
diatheses.

Method of administration

For oral use.

It may be given with or without food.

muddetinde davam etdiriimalidir. Bu situasiyada
4 ay erzinde klopidogrel ile AST kombininin
faydalari tedqiq edilmayib.

Sayrici aritmiya olan pasiyentlar Vazoqreli giinde
1 defe 75 mqg olmagla gabul etmslidirler.
Klopidogrel ila birlikde AST (giinde 75-100 mq)
gebuluna baslamaq ve sonra davam etmak
lazimdir.

Orta deracaden yiiksek riske gader TiH ve ya
yiingiil isemik insult ii xestalerinde:

Orta deraceaden yiiksak riske gader TIH (ABCD2'
giymetlendirmasi = 4) ve ya ylingil ii (NIHSS? <
3) yetkin xastalarina klopidogrel 300mgq yiklenma
dozasinda, daha sonra AST (75-100 mq dozada
glinde bir dafs) ile birlikde klopidogrel giinde 1
defe olmagla 75 mq dozada tayin olunur.
Klopidogrel vo AST ile mualice hadisanin bas
vermasindan sonra 24 saat arzinde bagslaniimali,
21 gin davam etdiriimali, ardinca yalniz
antitrombositar mialice apariimalidir.

©gar doza buraxilmis olarsa:

- muntazam tayin olunmus vaxtdan sonra 12
saatdan az muddetda: pasiyentlar darhal dozani
gabul etmali ve sonraki dozani nizamli vaxtinda
gabul etmalidirler.

- 12 saatdan ¢ox muddetda: pasiyentler ndvbati
dozani mitemadi tayin olunmus vaxtda gabul
etmali va dozani ikigat artirmamalidiriar.

Pediatrik populyasiya

Klopidogrel, effektivliya gore usaglarda istifade
edilmamalidir .

Béyroak catismazligi

Bdyrok catismazligi olan pasiyentlerds terapevtik
tacriba mahduddur .

Qaraciyer gatismazligi

Qanaxma diatezi milayim garaciyar xesteliyi olan
pasiyentlards terapevtik tacriibe mahduddur
Idarsetma tisulu

Oral istifada Ugun.

Yemakls ve ya olmadan verils bilar.




Mo6ouHble gencTBuA

Kpamkoe onucaHue npogurns 6beszonacHocmu
Krnonugorpen ©Obin oueHeH Ha ©6e3onacHocTb y Gonee
yem 44 000 naumeHTOB, KOTOpble Yy4yacTBoBanu B
KNUHUYECKUX UCCreaoBaHUsX, B TOM 4ucne 6onee 12
000 nauueHTOB, nonyvaBLUMX fevyeHne B TedeHue 1
roja un 6Gonee. KnuHuyeckn 3Ha4MMble MOBOYHbLIE
pencteusa, Habnwpaemble B uccneposanusax CAPRIE,
CURE, CLARITY, COMMIT n ACTIVE-A obcyxapatotcst
Hwke. B uenom, knonugorpen 75 w™r/oeHb 6bin
conocTtasum ¢ ACK 325 mr/aeHb B CAPRIE He3aBucmumo
OT BO3pacTa, nona u pacbl. B gononHeHne Kk onbITy
KNMUHWYECKMX UCCrneaoBaHnii, COHTaHHO coo0LLIanock o
Nob6OYHbIX peakuusix.

KpoBoTeueHune aBnsetcs Haubonee pacnpocTpaHeHHON
peakumen, 0 KOTOpPON coobLuanochb Kak B KITMHUYECKUX
nccrneoBaHusX, Tak U B MOCTMapKETUHIOBOM OfbITE,
roe OHO B OCHOBHOM COOOLLANoch B TeYeHMe MepBOro
MecsLa neYeHmns.

Mpn CAPRIE y naumeHTOB, nony4YaBlUMX Kronugorpen
unn ASA, obuwass 4vactota nbOro KpoBOTEYEHUS
coctaBuna 9,3%. Yactota TaxKenbix criydyaeB Obina
oavHakoBow ang knonugorpena n ACK.

B CURE He 0bino Hukakoro wn3bbiTka B OCHOBHbIX
KpOBOTEYeHMsAX C knonuaorpenem nintoc ASA B TeYeHune
7 OHewn nocre onepawumn KOPOHaAPHOro LLYHTUPOBAHNS Y
naumeHToB, KOTOpbIE MpekpaTunn Tepanuio 6onee yem
3a NATb OHen o onepauun. Y nNauueHToB, KOTopble
OCTaBanuCb Ha Tepanuu B TeYeHune NATU OHen nocrne
onepauuMum no LWYHTMPOBAHMIO, 4acToTa Clny4aeB
coctaBuna 9,6% ansa knonugorpena nnoc ASA n 6,3%
ana nnauebo nntoc ASA.

B CLARITY Habnioganoce oO0uwee yBenuyeHue
KpoBOTeYeHun B rpynne knonugorpena nntoc ASA no
cpaBHeHUMIO ¢ rpynnon nnauebo nntoc ASA. YactoTta
Cepbe3HbIX KpoBOTEeYeHU Oblna OOMHAKOBOW Mexay
rpynnamm. 3710 6bINO OAMHAKOBBIM AN nogrpynn
nauneHToB, onpeaensiemMblx 0a30BbIMU
XapakTepuctukamm n TMnoM UBPMHONUTUYECKON UMK
renapuvHOBOW Tepanuu.

Mpn COMMIT obwmii  ypoBeHb HeLepebpanbHbIX

Side effects

Summary of the safety profile

Clopidogrel has been evaluated for safety in more
than 44,000 patients who have participated in clinical
studies, including over 12,000 patients treated for 1
year or more. The clinically relevant adverse
reactions observed in the CAPRIE, CURE, CLARITY,
COMMIT and ACTIVE-A studies are discussed
below. Overall, clopidogrel 75 mg/day was
comparable to ASA 325 mg/day in CAPRIE
regardless of age, gender and race. In addition to
clinical studies experience, adverse reactions have
been spontaneously reported.

Bleeding is the most common reaction reported both
in clinical studies as well as in post-marketing
experience where it was mostly reported during the
first month of treatment.

In CAPRIE, in patients treated with either clopidogrel
or ASA, the overall incidence of any bleeding was
9.3%. The incidence of severe cases was similar for
clopidogrel and ASA.

In CURE, there was no excess in major bleeds with
clopidogrel plus ASA within 7 days after coronary
bypass graft surgery in patients who stopped therapy
more than five days prior to surgery. In patients who
remained on therapy within five days of bypass graft
surgery, the event rate was 9.6% for clopidogrel plus
ASA, and 6.3% for placebo plus ASA.

In CLARITY, there was an overall increase in
bleeding in the clopidogrel plus ASA group vs. the
placebo plus ASA group. The incidence of major
bleeding was similar between groups. This was
consistent across subgroups of patients defined by
baseline characteristics, and type of fibrinolytic or
heparin therapy.

In COMMIT, the overall rate of noncerebral major
bleeding or cerebral bleeding was low and similar in
both groups.

In the ACTIVE A study, the rate of major bleeding
was higher in the clopidogrel + ASA group than in the
placebo + ASA group (6.7% vs. 4.3%). Severe

Olave tasirlori

Tohliikssizlik profilinin xilasasi

Klopidogrel, klinik tedqigatlarda igstirak etmis
44000-dan g¢ox pasiyentds, o cimladan 1 il va ya
daha c¢ox middst arzinde mdualice olunmus
12000-den GOX pasiyentda tehlUkasizlik
baximindan giymatlendiriimisdir. CAPRIE, CURE,
CLARITY, COMMIT ve ACTIVE-A tedgiqatlarinda
misahida olunan klinik cehatden slave tasirlar
asagida miizakirs olunur. Umumiyyetls, CAPRIE-
da 75 mg/gin klopidogrel AST 325 mqg/gun ils,
yasindan, cinsindan va irginden asili olmayaraq
mulgayise olunub. Kilinik tadqiqat tecribasina
olave olaraq, elave tesirler spontan olaraq
bildirilib.

Qanama, ham klinik tadgiqatlarda, hamginin
mualicanin ilk ayinda bildirildiyi post-marketing
tacribasinda an ¢ox yayilmis reaksiyadir.
CAPRIE-da klopidogrel ve ya AST ilo mualica
olunan pasiyentlerde har hansi bir ganaxmanin
Umumi tezliyi 9,3% tagskil etmisdir. Agir hallarin
tezliyi klopidogrel ve ASA Ugun eyni idi.

CURE-da amaliyyatdan bes glin avval terapiyani
dayandiran pasiyentlorde koronar suntlama
baglantisi emaliyyatindan sonra 7 gun arzinds
klopidogrel AST ile olan asas qanaxmalarda
¢oxalma olmamisdir.  Suntlama emsaliyyati
sonrasi bes gin erzinde terapiyada galan
pasiyentlards hadise tezliyi klopidogrel plus ASA
Ugln 9,6%, plasebo va ASA lglin 6,3% idi.
CLARITY-de plasebo plus ASA qrupu ile
miqayisede klopidogrel plus ASA qrupunda
ganaxmada Umumi artim oldugu muisahide
olunub. Ciddi ganaxmalar tezliyi gruplar arasinda
eyni idi. Bu, baza xususiyyatleri ve fibrinolitik ve
ya heparin terapiya noévia ile teyin olunan
pasiyentlarin yarimgruplari arasinda eyni idi.
COMMIT-de serebral olmayan ganaxmalarin ve
ya serebral olan qanaxmalarin Gmumi daracesi
har iki grupda da asagi ve eyni idi.

ACTIVE A tadqgigatinda klopidogrel + AST




KpoBOTEYEHMI uUnun uepebpanbHbiX KpoBOTEYEHUN Obin
HU3KUM 1 OAMHAKOBbLIM B 00eunx rpynnax.

B wuccnepgosaHumn ACTIVE A 4yactota CuUNbHbIX
KpoBOoTedeHun Gbina Bbile B rpynne knonugorpena +
ASA, yem B rpynne nnauebo + ASA (6,7% npoTtus
4,3%). Tsxkenoe KpoBoTeyeHne ObINO B OCHOBHOM
3KCTpakpaHuanbHbIM B 00eunx rpynnax (knonugorpen +
rpynna ACK: 5,3%; nnaue6o + rpynna ACK: 3,5%), B

OCHOBHOM M3 XernygouHo-kuweyHoro Tpakta (3,5%
npotus 1,8%).
Bbino  3HauuTenbHO  Gomblle  BHYTpUYEepernHbIX

KpoBOTEeYeHUn B rpynne knonugorpena + ASA no
cpaBHeHuto ¢ rpynnon nnauebo + ASA (1,4% un 0,8%
COOTBETCTBEHHO).

He 6bINo cTatMCTMYecKM 3HaYMMOW pasHUUbl Mexady
rpynnamm no 4acToTe CMepTernbHbIX KPOBOTEYEHMWN
(knonuporpens + rpynna ACK: 1,1%; rpynna nnaue6o +
ACK: 0,7%) v remopparndeckum wuHcynetam (0,8% wu
0,6%).

Tabrnu4yHbIl criucok nobo4yHbIx 3chghekmos
HebGnaronpusaTHble peakuuy, KOTOpble MPOU3OLIM BO
BpEMSl KIMUHWYECKUX WCCReAOoBaHUA WM O KOTOPbIX
CMOHTAHHO cooBLLMIKN, NPeAcTaBneHbl B Tabnuue Huke.
MUx uvactota onpegensercd C  UCMNOMb30BaHWEM
cnegywwmx cornawenun: yacto(z1 / 100 go <1/10);
peako (21/1000 po <1/100); pegko (=1/10000 po
<1/1000); o4yeHb pegko (<1/10000), HewusBecTHO (He
MOXeT OblTb OLIEHEHO MO MMEeWLWMMCH AaHHbIM). B
npegenax Kaxgoro CWUCTEMHOrO Krnacca OpraHoB
noboyHble peakuMu MpedcTaBneHbl B Mopsigke
yObIBaHWS CEPbEe3HOCT!.

HapyweHusi co cmopoHbl cucmembl Kpo8emeopeHUs U
numgamuyeckol cucmemb|

HevacTo: TpomboumnToneHuns, newnkoneHus,
303MHOOUNUA.

Pegko: HeWTponeHus, BKMOYas Tshxkenyio  dopmy
HEeNTPONEHUN.

OuyeHb peako: TpoMboTuryeckas
TpombouuToneHnyeckas nypnypa (TT),
annacTtuyeckas aHemus, naHuMToNeHus,

arpaHyJ'IOLI,I/ITO3,TF|)KeJ'IOI7ICTeI'IeHMTpOM6OLI,I/ITOI'IeH n4a,rpa

bleeding was mainly extracranial in both groups
(clopidogrel + ASA group: 5.3 %; placebo + ASA
group: 3.5 %), mainly from the gastrointestinal tract
(3.5 % vs. 1.8 %).

There was significantly more intracranial bleeding in
the clopidogrel + ASA group compared to the
placebo + ASA group (14 % and 0.8 %,
respectively).

There was no statistically significant difference
between the groups in the rate of fatal bleeding
(clopidogrel + ASA group: 1.1%; placebo + ASA
group: 0.7%) and haemorrhagic strokes (0.8% and
0.6%).

Tabulated list of adverse reactions

Adverse reactions that occurred either during clinical
studies or that were spontaneously reported are
presented in the table below. Their frequency is
defined using the following conventions: common
(21/100 to <1/10); uncommon (=1/1,000 to <1/100);
rare (=1/10,000 to <1/1,000); very rare (<1/10,000),
not known (cannot be estimated from the available
data). Within each system organ class, adverse
reactions are presented in order of decreasing

seriousness.
Blood and the Iymphatic system disorders
Uncommon: thrombocytopenia, leucopenia,
eosinophilia.

Rare: neutropenia, including severe neutropenia

Very rare: thrombotic thrombocytopenic purpura
(TTP), aplastic anaemia, pancytopenia,
agranulocytosis, severe thrombocytopenia,

granulocytopenia, anaemia.

Heart diseases

Not known: Kounissyndrome (allergic vasospastic
angina/allergic myocardial infarction) in connection
with hypersensitivity toreaction through clopidogrel.
Immune system disorders

Not known: serum sickness, anaphylactoid reactions,
cross-reactive drug hypersensitivity among
thienopyridines (such as ticlopidine, prasugrel),
insulin autoimmune syndrome that can lead to severe

grupunda plasebo + ASA grupuna nisbatan gucli
ganaxma deracasi daha yuksak idi (6,7% 4,3%-
ya qarsi). Agir ganaxma har iki grupda da asasen
ekstrakraniyal idi (klopidogrel + ASA qgrupu: 5,3%;
plasebo + ASA qrupu: 3,5%), a@sasen made-
bagirsaq traktindan (3,5% ve 1,8%).

Klopidogrel + ASA qrupunda plasebo + ASA
grupu ile migayiseda shamiyystli deraceds ¢ox
intrakraniyal ganaxma olmusdur (muvafiq olaraq
1,4% va 0,8%).

Olimcll ganaxma (klopidogrel + AST qrupu:
1,1%; plasebo + AST qrupu: 0,7%) ve
hemorragik insult (0,8% ve 0,6%) nisbatlarinda
gruplar arasinda statistik olaraq shamiyyatli bir
forg yox idi.

Olave tasirlerin cedval siyahisi

Klinik tadqigatlar zamani bas vermis ve ya
spontan olaraq bildirilen elave tesirlar asagidaki
codvelda verilmigdir. Onlarin tezliyi asagidaki
konvensiyalardan istifade etmakle miuiayyan
edilir: tez-tez (21/100 - <1/10); bazan (21/1000 ilo
<1/100 arasinda); nadir (=1/10,000 ile <1/1000);
¢ox nadir (<1/10000), malum deyil (mdvcud
molumatlardan giymatlandirile  bilmaz). Her
sistem orqan sinfi igerisinde alave tesirlor
ciddiliyin azalmasi sirasi ile taqdim olunur.

Qan ve limfatik sistemo

Az rast gelon: trombositopeniya, leykopeniya,
eozinofiliya.

Nadir hallarda: neytropeniya,
agir formasi daxil olmagla.

Cox nadir hallarda: trombotik trombositopenik
purpura (TTP), aplastik anemiya, pansitopeniya,
agranulositoz, agir daracali trombositopeniya,
granulositopeniya, anemiya.

Urek-damar sistemi xastaliklori

Bilinmayan: Kounis sindromu (allergik
vasospastik stenokardiya/allergik miokard
infarktl) klopidogrel vasitesile reaksiyaya qarsi
hassasliq ile slagadardir.

Immun sistemine

neytropeniyanin




HYNOLMTONEHWS, aHEMUS.
3abonesaHusi cepdeyHo-cocyducmoli cucmemal
HeussectHo: cvHgpom KoyHuca  (annepruyeckas
BasocnacTnyeckas CTeHoKapausi/anneprmyeckmn
WHAPKT MUOKapga) B  CBA3WM C  NOBLILEHHON
YyBCTBMTENBHOCTBIO K peakuuu Yepes Knonmaorpern.

Co cmopoHbI UMMYHHOU cucmeMsl

HeunsBecTHo: CbIBOPOTOYHAS ©bonesHb,
aHacunakTomgHblepeakuun, nepekpecTHas
rMnepyyBCTBMTENBHOCTD K NEKapCTBEHHbIM CpeacTBaMm
cpean TUEHONMWPUAMHOB  (TakmMx Kak  TUKIMOMUAOWH,
npacyrpen), ayTOMMMYHHbIA  CUHAPOM  MHCYNWHA,
KOTOPbIA MOXET MPMBECTU K TSHXKENOW TUMNOrfMKEMUM,
ocobeHHo y nauneHToB ¢ noaTunom HLA-DRA4 (6onee
pacnpocTpaHeHo B SIMOHCKOM HaceneHunu)

lNcuxu4yeckue paccmpoticmea

OueHb peako: rannounHaumm, CnyTaHHOCTb CO3HaHMSI.
Paccmpolicmea HepsHoU cucmembl

HeuacTo: BHyTpryepenHoe KpoBoTeYeHne (B HEKOTOPbIX
cnyyasax coobuanocb CoO CMepTeNibHbIM  MCXOAOM),
rornioBHasi 60b, NApecTeansi, FONIOBOKPYKEHNE.

OuyeHb penKo: WCKaXEHWEe BKYCOBbIX — OLLYLLEHUNR,
areB3usi.

Co cmopoHbI opeaHa 3peHust

HeuacrTo: rnasHoe KPOBOU3BNUSIHME,

(KOHBIOHKTMBANbHbIN, OKYNAPHbLIA, peTUHANbHbIN)
Co cmopoHbI opeaHa cryxa u pasHogecusi
Penko: ronoBoKpyxeHue.

Co cmopoHsbi cocydos

YacTo: remaToma

OueHb pegko: Tsxkernonm popmbl  KpoOBOTEYEHME,
KPOBOTEYEHME  OMNEpPaLMOHHOM  paHbl,  BaCKynwuT,
TMNOTOHMS.

Co cmopoHbl dbixamesnbHOU cucmemsi,
2pyOHoU Kriemku u cpedocmeHust

YacTo: anucrakcuc.

OuyeHb pefko: KPOBOM3BIIEYEHME [bIXaTeNbHbIX NyTen
(kpoBOXapkaHbe, néro4yHoe KpoBOTeueHue),
GpoHxocnasM, MHTepPCTULMAanNbHbINA MHEBMOHMUT.

Co cmopoHbI xennydo4YHO-KULWEYHO20 mpakma

Yacto: KpoOBOTEYEHME U3 Xenyao4HO-KULIEYHOro

opaaHo8

hypoglycemia, especially in patients with HLA-DRA4
subtype (more common in the Japanese population).
Psychiatric disorders

Very rare: hallucinations, confusion.

Nervous system disorders

Uncommon: intracranial bleeding (some cases were
reported  with  fatal  outcome), headache,
paraesthesia, dizziness.

Very rare: taste disturbances, ageusia.

Eye disorders

Uncommon: eye bleeding (conjunctival, ocular,
retinal).

Ear and labyrinth disorders

Rare: vertigo.

Vascular disorders

Common: haematoma.

Very rare: serious haemorrhage, haemorrhage of
operative wound, vasculitis, hypotension.
Respiratory, thoracic and mediastinal disorders
Common: epistaxis.

Very rare: respiratory tract bleeding (haemoptysis,
pulmonary haemorrhage), bronchospasm, interstitial
pneumonitis.

Gastrointestinal disorders

Common: gastrointestinalhaemorrhage,
abdominal pain, dyspepsia.

Uncommon: gastric ulcer and duodenal ulcer,
gastritis, vomiting, nausea, constipation, flatulence.
Rare: retroperitonealhaemorrhage.

Very rare: gastrointestinal and retroperitoneal
haemorrhage with fatal outcome, pancreatitis, colitis
(including ulcerative or lymphocytic colitis), stomatitis.
Hepato-biliary disorders

Very rare: acute liver failure, hepatitis, abnormal liver
function test.

Skin and subcutaneous tissue disorders

Common: bruising.

Uncommon:rash, pruritus, skin bleeding (purpura)
Very rare: bullous dermatitis (toxic epidermal
necrolysis, Stevens Johnson Syndrome, erythema
multiforme, acute generalized exanthematous

diarrhoea,

Bilinmayan: serum  xostaliyi, anafilaktoid
reaksiyalar, (tiklopidin, prasugrel kimi),
tienopiridinler arasinda carpaz reaktiv derman
hassaslgi, xususile HLA-DRA4 alt névi olan
pasiyentlerde (daha g¢ox yaponiyalilar) agir

hipoglikemiyaya sebab ola bilan insulin
autoimmun sindromu.

Psixi pozgunlugqlar

Cox nadir hallarda: hallisinasiyalar, husun
garismasi.

Sinir sistemi pozgunluqlari

Az rast gealen: kalledaxili ganaxma (bazi hallarin
Olimcill neticalendiyi  bildirildi), bas adrisi,
paresteziya, basgicalenmas.

Cox nadir hallarda: dad pozgunluglari, agevziya.
Gdrme pozgunluqlar

Az rast gelan: gbézs gan sizma (konyuktival,
okulyar, retinal).

Esitmos organlarina ve labirinte

Nadir hallarda: basgicallanma.

Damarlara

Cox rast galan: hematoma.

GCox nadir hallarda: agir formada ganaxma,

ameliyyat  yarasinin  ganaxmasi,  vaskuit,
hipotoniya.
Teneffiis  sistemins, dés  qefesine  ve

divararaligina

Cox rast galan: epistaksis.

Cox nadir hallarda: tanaffiis yollarinin ganaxmasi
(ganqusma, agciyer ganamasi), bronxospazm,
interstisial pnevmonit.

Madea-bagirsaq pozgunluqlari

Cox rast gelen: made-bagirsaq ganaxmasi, ishal,
garinda agrilar, dispepsiya.

Az rast galon: mada va onikibarmaq bagirsagin
xora xastaliyi, qastrit, qusma, Urekbulanma,
gabizlik, meteorizm.

Nadir hallarda: retroperitoneal ganaxma.

Cox nadir hallarda: olimcil naticasi olan made-
bagirsaq ve retroperitoneal ganaxma, pankreatit,
kolit (Ulseratif va ya lenfositik kolit daxil olmagla),




TpakTa, gnapes, 605b B XUBOTE,ANCMENCUS.

Hevacro: A3BEHHast 6onesHb Xenygka "
ABeHaauaTMNepCcTHONM KULLKK, racTpuT, pBOTA, TOLWHOTA,
KOHCTUNAaLMS, METEOPU3M.

Pegko: 3abploLUMHHOE KpoBOTEYEHME.

OyeHb pefKo: racTpovHTECTUHaNbHOE M3abprownHHOE
KPOBOTEYEHME C neTanbHbIM WCXOOOM, MNaHKpeaTwT,
KONUT (BKIIOYAsi U3BA3BMAEHHbLIN MM NMMMGOLNTAPHLIN
KOMWT), CTOMaTuT.

Co cmopoHbI eenamobunuapHol cucmemal

OyeHb peako: ocTpasd MeYEHoYHasd HeJoCTaTOYHOCTb,
renaTuT, OTKIIOHEHWE OT HOPMbl BUOXMMMYECKUX
nokasatesnien PyHKLUNOHANIbHOMO COCTOAHNSA NeYeHMU.

Co cmMOopOoHbI KOXU U MOOKOXHbIX mKaHel

YacTo: ywm6.

Heuyacto: BbICbiNaHue, 3y[d, KPOBOU3NUSIHUE KPOBU
(nypnypa).

OueHb pepgko: OynnesHbli OepMaTUT  (TOKCUYECKUI
anugepManbHbll - Hekponu3, cuHgpom CTuBeHca-—
[bkoHCOHa,  MynbTUd)opMHas  apuTema,  OCTpbIr
reHepanusoBaHHbIN 9K3aHTEMAaTO3HbIN nycTynes
[AGEP]), aHTMOHEBPOTNYECKUA  OTEK,  CMHAPOM
nekapcTBEHHOM rMnep4YyBCTBUTENBHOCTY,

nekapcTBEHHasi KOXHas peakuusi, CoOnpoBoXaatoLLlasics
303MHOOMNMEN U CUCTEMHBLIMM  MPOSIBIIEHUAMMU
(JIKPC3CI), sputematosHoe wunu 3kcdonnaTmueHoe
BbICbINaHWe, KpanueHMLA, 3Kk3emMa, nuwan BunbcoHa.
Co cmopoHbI CKe/lemMHO-MbIWeYHOU, coeduHUMessHoU
mkaHu u kocmel

Pegko: ruHekomacTtums.

O4yeHb peaKko: MbILLEYHO-CKENIETHOE KPOBOTEYEHUE
(remapTpo3), apTpuT, apTpanrus, Mmanbrus.
HapyweHusi co cmopoHbl MoYeK U MO4Ye8bI8OOSULUX
nymed

Heuacto: rematypus.

OueHb peako:  rmomMepynoHedpuT,
KpeaTWHWH B KPOBM.

Obuwue HapyweHus u peakyuu 8 mecme egedeHus
YacTo: kpoBOTEYEHME B MECTE NpOoKona.

OuyeHb pegko:nuxopagka.

UccnedosaHusi

NMOBbILLEHHbIN

pustulosis [AGEP]), angioedema, drug-induced
hypersensitivity = syndrome, drug rash  with
eosinophilia and systemic symptoms (DRESS), rash
erythematous or exfoliative, urticaria, eczema, lichen
planus.
Musculoskeletal,
disorders

Rare: gynaecomastia.

Very rare: musculo skeletal bleeding (haemarthrosis),
arthritis, arthralgia, myalgia.
Renal and urinary disorders
Uncommon: haematuria.

Very rare: glomerulonephritis,
increased.

General disorders and administration site conditions
Common: bleeding at puncture site.

Very rare: fever.

Investigations

Uncommon: bleeding time prolonged,
count decreased, platelet count decreased.

connective tissue and bone

blood creatinine

neutrophil

stomatit.

Hepatobiliar sistemo

Cox nadir: kaskin qaraciyer ¢atismazligi, hepatit,
garaciyarin funksional veziyyatinin biokimyavi
gOstaricilerinin normadan kanarlagmasi.

Desri ve dsrialti toxuma xastiklalori

Cox rast galan: zadslenma

Az rast gelan: sapgi, gasinma, deri ganamasi

(purpura).

Cox nadir hallarda: bullyoz dermatit (toksik
epidermal nekroliz, Stivens-Conson sindromu
multiformali eritema, kaskin yayillmis

eksantematoz pustulyoz (AGEP)), angionevrotik
6dem, daermana hassasliq sindromu, eozinofil ve
sistem simptomlari ile darman reaksiyalari
(ESSDR), eritematoz ve ya eksfoliativ sapgi,
ovra, ekzema, qirmizi yasti deamrov.

Skelet-azolo, birlagdirici toxumaya ve siimlikleroe
Nadir hallarda: ginekomastiya.

Cox nadir hallarda: skelet-ezelo ganamasi
(hemartroz), artrit, artralgiya, mialgiya.
Boéyreklera vo sidik-ifrazat sistemine

Az rast galan: hematuriya.

Cox nadir hallarda: glomerulonefrit,
kreatinin seviyyasinin yliksalmasi.
Umumi pozgunluglar ve yeridilma yerinde olan
vaziyystlor

Cox rast galan: punksiya yerinde qanama

Cox nadir hallarda: badan hararatinin yiksalmasi.
Tadqiqatlar

Az rast gelen: ganaxma muddatinin uzadilmasi,
neytrofillerin migdarinin azalmasi, trombositlarin
migdarinin azalmasi

ganda




HeuacTo:yBenuyeHHoe
CHWXEeHne KonuyecTtea
Konnyectea TPOMOBOLMTOB.

BpeMs KpOBOTEYEHNS,
HeNTPOdUOB,CHUXKEHNE

Mepepo3upoBka

MepenosvpoBka nocne BBedeHWst Basorpena moxeT
NMPMBECTU K YBEJNIMYEHUIO BPEMEHW KPOBOTEYEHMST U
nocriegylowmum  ocnoxHenusMm. Ecnm  Habnogatotes
KpOBOTEYEHMUS, OOMmKHa paccmaTpumBaTbCs
COOTBETCTBYHOLAA Tepanus. MpoTtuBosians oT
(hapMakonorm4yeckon akTMBHocTM Basorpena He 6bino
o6HapyxeHo. Ecnn TpebyeTcsi onepatuBHasi Koppekums

ANUTENbHOro KPOBOTEYEHMS, nepenveaHue
TpomMboOUMTOB MOXeT obpaTutb BCNSATb AEWCTBUE
Basorpena.

dopma Bbinycka

Mo 10 tabnetok BOMA/AntoMmnHnym/TIBX/ANOMUHUYM
6nuctepe. 3 OGnuctepa BMeECTe C MWHCTPYKUMEN MO
NMPUMEHEHMIONOMELLAIOTCS B KAPTOHHYHO Nayky.

YcnoBus xpaHeHus

XpaHutb npu  Temnepatype He Bbiwe30°C, B
OpUrMHanbLHOM yrnakoBke B LensiX 3aluTbl OT BNarm u B
MecTax, HeAOCTYMHbIX ANs AeTen.

Cpok rogHocTU
3 roga.
He 1cnonb3oBaTb Mo MCTEYEHUM CpoKa FOAHOCTU.

YcnoBusi oTnycka U3 anTek
Mo peuenTy Bpaya.

MpounssoguTenb

Genericon Pharma Gesellschaft m.b.H

Hafnerstrasse 211, 8054 Graz, Austria

PharmaPath S.A., 28is Oktovriou 1, Agia Varvara, 123
51, Greece

Overdose

Overdose following Vasogrel administration may lead
to prolonged bleeding time and subsequent bleeding
complications. Appropriate therapy should be
considered if bleedings are observed. No antidote to
the pharmacological activity of Vasogrel has been
found. If prompt correction of prolonged bleeding
time is required, platelet transfusion may reverse the
effects of Vasogrel.

Presentation

10 tablets in OPA/Aluminium/PVC/Aluminiumblister.
3 blisters with the instruction for use are placed in
cardboard packing.

Storage conditions

Store at a temperature not above 30°C, in the original
package in order to protect from moistureand keep
out of the sight and reach of children.

Shelf life
3 years.
Do not use after the expiry date.

Pharmacy purchasing terms
On prescription.

Manufacturer

Genericon Pharma Gesellschaft m.b.H
Hafnerstrasse 211, 8054 Graz, Austria
PharmaPath S.A., 28is Oktovriou 1, Agia Varvara,
123 51, Greece

Doza haddinin asiimasi

Vazoqrel gabul etdikden sonra doza haddinin
asllmasi ganaxma muddstinin uzanmasina ve
sonraki ganaxmanin agirlasmasina sabab ola
biler. Qanaxmalar misahide olunarsa, muvafiq
terapiyaya baxiimalidir. Vazogqrelin farmakoloji
foaliyyatine qgarsi antidot tapilmayib. Oger
ganaxma middatinin uzanmasinin  tacili
korreksiyasi lazimdirsa, trombosit kogurilmasi
Vazoqrelin tasirini berpa eds bilar.

Buraxihig formasi

10 tablet OPA/AIGminium/PVX/Aliminium
blisterda. 3 blister iclik veraga ile birlikde karton
qutuya gablasdirilir.

Saxlanma soraiti
30°C-den  yuxari olmayan temperaturda,
rutubstden qorumaq maqgsadi ile  orijinal
gablasdirmada va usaqlarin ali gatmayan yerde
saxlamaq lazimdir.

Yararliliq middati

3il.

Yararllig middati bitdikden sonra istifade etmak
olmaz.

Aptekdan buraxiima sorti
Resept asasinda buraxilir.

istehsalgi

Genericon Pharma Gesellschaft m.b.H
Hafnerstrasse 211, 8054 Graz, Austria
PharmaPath S.A., 28is Oktovriou 1,
Varvara, 123 51, Greece

Agia
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