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IZTOPRPIKA ZTOIXEIA

1975 ~ avrtAia mpwTtoviwv (H*, K* - ATPase)

OTA TOIXWMATIKA KUTTAPA TOU OTOMAXOU.

1979 ~ KAIVIKEG OOKIMEG OUETTPACOANG

1988 ~ €ykpion oTnv EupwTtrn

1990 ~ €ykpion oTig HIA

1996 ~ TTPWTO 0 TTWANCEIC TTAYKOOMIWG



EKNPO2C2Mail

ENAEI=ZEIZ XOPHIMH2ZHX

® OpetmrpaloAn

® AavootrpaloAn
® lMavrotrpaloAn
® PaptremrpaldAn

® EoouetrpaloAn

® TeTITIKO £AKOC
® Iorn
® AuoTreyia

® 2xnuata ekpiCwoncg H.pylori



METABOAIZMOZ

® TlMapaywya BevipdaloAnc.
®© EvepyotTolouvTal 0TO O¢IVO TTEPIBAAAOV TOU OTOPAXOU

® 2uvdéovTal JE TNV avTAia TTpwTOViWV avaoTEAAOVTAC TNV
YAOTPIKA £KKPION 0CEOC

® Xpovog nuioeiag (wnc 0,5-2 hrs

® Mia d6on-kaTaoTOAN TNG EKKPIONG MEXPI Kal 36 hrs



METABOAIZMOZ

Hepatic metabolism pathways

(thickness of arrows represents affinity for pathway)

Omeprazole
[Lansoprazole
© Esomeprazole

y CYP2C19

> CYP3A4

Pantoprazole
Rabeprazole

1 - Li X( e,

« R
esomeprazole, lansoprazole, pantoprazole and rabeprazole on human cytochrome P450 activities "R

Drug Metab Disp 2004. 1



EMNNMNAOKEZ - NMAPENEPI Ele2
MAKPOXPONIA2Z XOPHIMH2ZHZ

2.uvnBeIc avetniBupnTeC evépyelec 1 - 3%

® KegpaAlaAyia’ ® Z4&An'
® Nauvuria® ©® AuokoihiétnTa’
® E&avenua’ © EmyaaTpiki duc@opia
-
= LW
1 - McColl et al. "Evidence That Proton-Pump Inhibitor Therapy Induces the Symptoms itis Used to ¢« % :' 3 *
Treat.” 2009 Gastroenterology. = .
"‘: ’ *



AYNHTIKEZ NMAPENEPIElIEXZ
MAKPOXPONIAZ XOPHIMH2ZH>

©® Avemapkeia OpemTikwyv ouoiwv: B4, , Mg, Fe
® OoT1eoTTOpWON Kal KivOUVOC KATAYUATWY

® Au&nuévocg Kivouvog AOIHWEEWY

® YTtrepyaoTpivaidia

» KapkivoyEveon
» Kapkivoegidry oTouaxou
 FGP

®© Aigueon vegpitida

® Augnuévoc Kapdlayyelakog KivOuvog o€ } R
guyxopnynon ME avTIAIUOTTETAAIQKOUG ' : %W
TTAPAYOVTEG «w |



ANENAPKEIA
BPEINTIKGN OY2IG2N

Avetrapkeia B12 - eAattwpévn attoppo®non KoaAapivng —
KATAOTOAN TNG YOOTPIKNG EKKPIONG

HAIKiwpévol agBeveic diatpéxouv peyaAuTepo Kivouvo'

[MpOo@aTEG PEAETEG KATEDEIGAV OTI O UNXAVIOUOG omoppocpr]or]g
dev eTTnpeadeTal o€ eiTTEdO AVATITUENG avaldiag?3

- Valuck et al.A case control study on adverse effects:H2 blocker or proton

pump inhibitro use and risk of vit B12 deficiency in older adults.J Clin Epid 2006. :"1 .
- \\“
- Sheen et al.Adverse effects of long-term proton pump inhibition therapy.Dig Dis Sci 2011. R »
- Lodato et al.Adverse effects of proton pump inhibitors.Clin Gastroenterol 2010 YRl



ANENAPKEIA
BPEINTIKGN OY2IG2N

® Avetrapkeia Mayvnoiou

© "Exouv avagepbei repi Ta 20 TrepIOTATIKA KAIVIKAG
uTTopayvnalaipiag o€ acBeveig UTro espon'raa ME
AAT1 yia TTepIccdTEPO aTTO €va £TOC.]

® T1ARpPNG atTokaTaoTaon YETA TN OIQKOTT)

® Mnxaviouog ;

1 - Cundy et al.Severe Hypomagnesaemia in long term users of proton pump inhibitors. ®
Clin Endocrinology 2008



ANENAPKEIA
BPEINTIKGN OY2IG2N

® AvetTapkela 210rpou

® Acev uttapyouv dedopeva o1 N xpnon AAIT odnyei o€
LEIWPEVN aTTopPOPNOon aIdrpou’

® Aev ocuoTriveTal n TTapakoAoudnon Twyv emMTTEdWYV O101POU
o€ aoBeveic TTou AauBdavouv pyakpoxpoviwg AATT

1- Sheen et al.Adverse effects of long-term proton pump inhibition therapy.Dig Dis Sci 2011. "a®



O>TeEOMNoPS2H
KINAYNOZ KATAIMMMATEGEN

®© KataoToAr) TNG YaoTPIKAG EKKPIONG MTTOPEI VO 00NYAOEI OE PEIWMPEVN
atroppognon Ca

® YmrepyaoTpivaiyia odnyei oe augnuévn Ekkpion PTH kal Katd cuveTTela
o€ aug¢nuévn ammoppod@nan ooToU-Kivouvo KaTayuaTwy.’

® 2010-FDA:Augnuévog Kivouvog Kataypatwy o€ aocBeveic rou AapBavouv AATT.

® Augnuévoc kivouvoc MONO o¢ aoBeveic e TouhdxioTov éva TTITTAEéOV
TapdayovTa Kivouvou?3:

®© MeTta-avaAuoelg: AVETTOPKH ATTOTEAECUATA — TTEPIOPICHUEVA
OUMTTEPAOUATA - ETEPOYEVEIQ OTOIXEIWVA

1 - Yang et al.Safety of proton pump inhibitor exposure.Gastroenterology 2010.

2 - Targownik et al.Proton pump inhibitors use is not associated with osteoporosis or
accelerated mineral bone density loss.Gastroenterology 2010.

3 - Corley et al.PPI'S and H2ARA are associated with hip fractures among at risk patients

4 - Ngamruengphong et al.PPI'S and risk of fracture:a systematic review and meta-analysis
of observational studies.Am J Gastroenterol 2011.




NOIMGI=EIZ

© EvrepIkEG AoIWEEIG
®© AOINWEEIC aVATTVEUOTIKOU-TTVEUMOVIQ TNG KOIVOTNTAG

®© Xpovia KataoToA TNG YOOTPIKAG EKKPIONG - ECAAEIYPN
TOU TTPOCTATEUTIKOU POAOU TNG YAOTPIKNAG OCUTNTAC —
aug¢non Tou BAKTNPEIOKOU (POPTIOU TOU OTOUAXOU —
aug¢nuévn eualodnoia o€ NIKPOOPYAVIOHOUC
(clostiridium diff, salmonela sp, campylobacter jejuni)



ENTERPIKEZ NOIMG=EI2

® 2011-Auénuévn euaicbnoia oe evTEPIKEC AOIPWEEICT2

® Augnuévog Kivduvog Aoipweng atro clostiridium difficile
o€ NAIKIWUEVOUG aoBeveig e xpovia voonpam Ol OTTOIOl
AapBdvouv avTIBIOTIKA EUPEWS PATHATOCS.

®© Ev avapovr KAIVIKWV PEAETWYV VA UTTOAOYICETAI TO OPEAOG
Hakpoxpoviag xopriynons AAIT oe voonAeuouevoug aoBeveic -
o1akoTr) AATIT og avBekTIKr WeudopeuBpavwdn KOAITIOA.

1 - Leonard et al.Systematic review of the risk of enteric infections in pts taking
acid supression.Am J Gastroenterol 2008.

2 - Bavishi et al.Systematic review: the use of ppi’s and increased susceptibility to
enteric infections.Aliment Pharmacol Ther 2011.

3 - Desphande et al.Association between ppi's therapy and clostiridium diff
infection in a meta-analysis.Clin Gastroenterol Hepatol 2012.




NOIMG=EIZ ANAIMNMNEY2ZTIKOY

® AvTikpououeva dedouEVA.
® Acev atrodelkvUETAl OAPrC CUOXETION.

® AvAAuon €TTTA TUXAIOTTOINMEVWY MEAETWYV OEV ATTEDEICE OUOXETION
uakpoxpoviag xopriynong AAT kai Aoipwéewv?.

® Mikpn didpkela xopnynong augnuEVog
KivOuvog AOINWEEWV?

1 - Sultan et al.Association between ppi’s and respiratory infection:a systematic
review and mete-analysis of clinical trials.Can J Gastroenterol 2009

2 - Giuliano et al.Are ppi’s associated with the development of community acquired
pneumonia?A meta-analysis.Expert Rev Clin Pharmacology 2012.




AIAMEZH NEDPITIAA

® Avridpaaon utrepeuaiodnaiac-ONA.
® PappakeuTiKAG aiTioAoyiag 60%.

® OA\oi o1 AATT evoxoTrolouvTal - KUpPiwg N odeTTPpaloAn.’

®© 21ravia, 1I0100UYKPATIKA atTPORBAETITN avTidpaon.

® [diaiTepa TTEPIOPIOPEVA BIBAIOYypaPIka dedoucva
- case reports.

1 - Sierra et al.Systematic review:ppi’'s associated AIN.Aliment Pharmacol Ther 2007.




YTePr A= TPINAIMIA

®© Tpo®ikn dpAcn OTA TOIXWHATIKA - EVTEPOXPWMAPIVIKA KUTTAPA
TOU OTOUAXOU.

® Aulnuévn eTTTITWON KAPKIVOEIDWY O€ TTEIPAUATIKG £TTITTEDO.
Aev emiRBeBalwveTal oTOV AVOPWTTOZ,

® TloAutTodeg adeviwy BOAou-pakpoxpovia xopriynon AATL.

®© AmoéAuta kalonBeic BAGREC.

1 - Mc Coll et al.Evidence that ppi’s therapy induces the symptoms it is used to

treat.Gastroenterology 2009.
2 - Laine et al.Review article: potential gastrointestinal effects of long term acid supression
with ppi’'s.Aliment Pharmacol Ther 2001.




|I_E\/&l_ OF eVIDENCE

Table 1. Epidemiclogic evidence supporting an association between proton pump inhibiters and adverse effects

Potential PPl adverse effects

B12 deficiency

Hypomagnesemia

Rebound acid hypersection

Acute interstitial nephritis

Gastric carcinoid tumor

Cardiovascular risk (clopidogrel
interaction)

Bone fractures

Enteric infections

Respiratary infections

Assessment criteria

Strength of association

Low magnitude (Ratio <2)

Low magnitude (Ratio <2)

Low magnitude (Ratio <2}

Low magnitude (Ratio <2)

Low magnitude (Ratio <2)

Low magnitude (Ratio <2)

Low magnitude (Ratio <2)

Higher magnitude (Ratio
=2)

Low magnitude (Ratio <2)

Consistency of
association

Inconsistent

Inconsistent

Inconsistent

Inconsistent

Inconsistent

Inconsistent

Inconsistent

Inconsistent

Inconsistent

Biologically plausible
mechanism

Interaction biologically plausible

Interaction biolagically plausible

Interaction biolagically plausible

Interaction biologically plausible

Interaction biolagically plausible

Interaction biolagically plausible

Interaction biolagically plausible

Interaction biolagically plausible

Interaction biolagically plausible

Supportive experimental evidence

Failed to demonstrate an
association

Failed to demonstrate an
association

Failed to demonstrate an
association

Failed to demonstrate association

Failed to demonstrate an
association

Failed to demonstrate an
association

Mixed results

Mixed results

Failed to demonstrate an
association




YT XOPHIMH2ZH ME
ANTIAIMONMNeTANAKOY 2
NMAPAIMONTEZ

®© AKETUAOOQAAIKUAIKO OCU.
®© OclevoTTupIdiveG(KAOTTIOOYPEAN-TIKAOTTIOIVN).

©® O ouvduaouog TOUG TTAPEXEI HEYOAUTEPN TTPOOTACIA -
ueiwon péxpl kai 20% o€ kapolayyelokad cuupauara’.

® AITAGCI0 TTOO0CTO ETTEICOdIWV AIMOPPAYIOC TTETTTIKOU O€
aoBeveic uTTo dITTAN GVTIGIIJO'ITETG)\IGKF] aywyn TTou 0€
AauBdvouv yaoTpoTTpoaTaCia?.

1 - Chen ZM et al.Addition of clopidogrel to aspirin in 45.852 pts with acute myocardial infarction:randomized
placedo controlled trial.Lancet 2006.

2 - Yasuda et al.Upper gastrointestinal bleeding in pts receiving dual antiplatelet therapy after coronary
stenting.Intern Med.2009



IKAOMAOIrM PeAH

Q 'Eykpion KukAoopiag - 1997

Q AvaoToAn TG ouykKOAANoNG aipoTtreTaAiwy peow TG ADP.
Q MeTtaBoAiletal oto P450.

Q AoBegveic pe peiwpévn Asitoupyikotnta tou CYP2C19-

TTOAUPOP@ICHO - TTAPOUCIAloUV EAATTWHEVN OPOAOTIKOTNTA
NG KAoTTIdoypEANG.

1 - Gurbel et al.Clopidogrel for coronary stenting;response variability,drug
resistance and the effect of pretreatment platelet reactivity.Circulation 2003.




.Y XOPHIMH2H ME&E AAIT

Drepper MD et a/. Clopidogrel and PPI-update 2012

Omeprazole Clopidogrel
: Omeprazole

*
Clptegre! Cytochrome P450 system CYpac 1972

2-oxo-clopidogrel
5-hydroxyomeprazole

] ) 2-0X0- cIopﬂdogreI
(inactive)

Omeprazole

CYP2C 19*2

Omeprazole hydroxysulfonate Clopidogrel active metabolite

(inactive)




VAVAVAN o VAN I VAN S LN o
2 YT XOPHIMH2H

2006 ~ Meiwpévn dpdan TnNS KAOTTIOOYPEANG OE cuyxopriynon pe AAM 1.

1 - Gilard et al.Influence of omeprazole on the antiplatalet action of clopidogrel associated
to aspirin.d Thromb Haemost 2006.

2008 ~ OCLA study: H opetrpaldAn eAaTTWVEl TNV AVTIAILOTTETAAIOKI)
dpdon TNS KAOTTIOOYPEANGZ .

2 - Gilard et al.Omeprazole clopidogrel aspirin study.J Thromb Haemost 2008.

2009 ~ EDA Announces New Warning on Plavix: Avoid Use with
Prilosec / Prilosec OTC

Patients should avoid using the stomach acid reducer Prilosec/Prilosec

OTC (omeprazole) with the anti-clotting drug Plavix (clopidogrel),warned

on Nov. 17. New data suggest that when patients take both Prilosec and Plavix,
Plavix’s ability to block platelet aggregation (anti-clotting effect) may

be reduced by about half.






» YIAPXEI AAAHAEMNIAPAZH 2E ETITEAO
OAPMAKOAYNAMIKHZ;

» [1OIA EINAI H KAINIKH ZHMAZIA AYTHX THX
ANNHAENIAPAZHZ;

» MACE - MEIZONA KAPAIATTEIAKA 2YMBAMATA

_2THOAI'XH
_EM®PAIMA MYOKAPAIOY
_AIONIAIOZ KAPAIAKOZ ©GANATOZ

AEE



MEANETEZ
PAPMAKOAYNAMIKHZ

Table 1. Summary of studies assessing effect of PPl on pharmacodynamic outcomes in clopidogrel users

Authors
Gilard et al. (45)

Gilard et al. (48)

> A @ Sibhing et al. (49)

O'Donoghue et al. (50)

FPPI, praton pump inhibitor,

Study type
Cohort

Crouble-blind
placebo-controled
randomized trial

Randomized
open-label
crossover study

Cohort

Cohort

Retrospective
cohort within
randomized trial

Population

High-risk coronany
angioplashy

Elective coronary
stent implantation

Healthy volunteers

Lndergoing percu-
taneous coronary
intervention

Prior coronary stent
placement

Flanned percu-
taneous coronary
intervertion

End point

Platelet reactivity
index

Platelet reactivity
index

Inhikiticn of 5 and

O uM ADP-induced
platelet ageregation
atd, 8 12 and 24h

Platelet reactivity
index; ADP-induced
platelet ageregation

ADP-induced platelet

aggregation

Inhikiticn of 20 M

ADP-induced platelet

aggregation at 0.5,
2,6, 2dhand 15
days; nonresponders
{=20% inhibition) at
&h, 15 days

N

PPI: 24
No PPI: 81

Omeprazole: &4
Placebao: &0

Clopidogrel: 24
Clopidogrel + lanso-
prazole: 24

Pantoprazaole: 152
Esomeprazole: 74
Mo PPI: 74

Pantoprazaole: 162
Omeprazole; 64
Esomeprazole: 42
Mo PPl 732

PFIl: 28
Mo PPI: 71

Results

PPI: 61.4%
No PPIl: 49.5% (P=0.007)

Poor rezponders (index =50%)
Omeprazole: 39 (61%)
Placebo: 16 (27%) (P=0.0001)

“Similar for clopidogrel alone
and with lansoprazole, except
with 5SM ADF at 24 h": 49% vs.
39% (P=0.048)

Platelet reactivity index:
pantoprazole: 50%, esomepra-
zole: 54%, no PPl: 49%
Platelet aggregation:
pantoprazole: 470U, esomepra-
Zole: 4210, no PRI 411

Pantoprazole: 226.0 AL min
Esomeprazole: 209.0 AL*min
Omeprazole: 295.5 AL*min
Mo PPl 220.0 AU*min
(P=0.001 vs. omeprazole)

Lower mean inhibition with PP
at 2, 6, 24h;

Monresponders (PPl vs. no PP
&h: 50% vs. 18% (P=0.009)

15 days: 50% vs. 8% (P=0.012)




Soudy

PPIs used

Procedures oo
muiminnize bias

Population

Primiary ouoconme

Results

Bhatt ot ai™
(randomized
confxolled
double-blind trial)

O Dionaglhane -
(posi-hoc analysis of
a RCT)
Crurm g @l
(post-hoc analysis of

a FiCTh

Charlot ef al
(retrospet
shudy)

Banerjee &
(retrosped &t
sy

Bay et

(retrosped tve cohor

Fassen gf alf
(retrospective cohort
sk

Simrvom of al
(retrospective colheat
skudyh
Harjai st al*
(retrospective cohort
skudy)

wan Boxel et @l
(retrospective colwort
skudyh

Jurlink et i
(population-based
nested case-control

skudy)

Fio ef

(retrospective cohort
skudy)

Omeprazole

Fantoprazole cmepra=ols
esomeprazole lansoprazole
rabeprazole

Mot specified

Esomeprazole
pantopra=zole
lamsoprazole omeprazols
rabepra=zole

Predonvitseythy
B3.9%)

omeprazcle

Panmtoprazole lansoprazole
esomeprazols omeprazole
rabeprazole

Fanmtoprazole comepra=zole
rabeprazole lansopra=zols
escmeprazols
Omeprazole esomeprazole

pantoprazole lansoprazole

Cmepra=zole esomeprazole

Fantoprazole cmepra=ols
rabeprazole lansoprazole

Omeprazole rabeprazole
lansoprazale pantoprazole

Cmeprazole rabepra=zole
lamsoprazole pantoprazole

Propensifty

score makbchimg:
mrultivariakble arvd
sensitivity analysis
Multivariable

analy=is

Fropensity

score matchimg:
muliivariable and
sensitivity analysis

Propensity

score matchimg:
multvariable ancd
sensitivity analysis
Fropensity

score makbchimg:
mmuliivariable and
sensitivity analysis
Fropensify score
matching:

Propensifty

score mabchime:
mrultivariakble arvd
sensitivity analysis
Fropensity

score matchimg:
muliivariakble and
sensitivity analysis
Multivariable
analysis

IDested case
—control:
multivariakble arvd
sensitivity analysis
Multivariable amd
sensitivity analysis

3873 patients wifh
205 or undergoing,
PCT

13 508 patients
undergoing planned
PCI for ACS

211& patients
'_'_l'lﬂETS_Di_‘LIE PCI

56 400 patients
discharged with Arst-
e myocardial
mfarction

23 200 post PCI
patients

20 390 patients
discharged after PCT
or ACS

18 565 patients
discharged after PCI
or ACS (age = 65 yT)

42 clopidogrel arndd
FFI-naive patients
wifih defindte B

2651 patientis
discharged after
PCI for stable amd
unstable CTAD

18 130 clopidogrel
WEETE

13 630 patients
discharged after ACS
{age > 65 y1)

205 patients
discharged after ACS

Mlsan 133 d- comnposite
safefy endpoint

of cardiovascular
death, NI
revasculansation
Composite endpoint of

Coromary

cardiovascular deati, I
or stroke affer -15 mo

28 d death. MI. urgent
targat vessal revas-
cularisation 1 yr deafth

MI or strolke

1 yr composite end
point of ML sizoke o
cardicvascular death

1 yr composite end
point of ACS, shroke or
cardiovascular deati

180 d composite end
point of hospitalization
for MW and PCIL or death
of amy canrse

In hospital and 1-yT
death, remfarction or
sirolae

6-mo MACE

2 yr composite endpoint
of ACS, stroke aned any
cause death

O0-d reasdond ssiom for
acube AT

3 yr death ox
rehospitalization for

ACS

MNo difference befween FPI
and placebo group (HE with
ocmeprazols 0.00, 95% CI:
0681 .44

o difference befwraen FFI
amd clopidogrel alone groap
(HE 091, 95% CI- 0.80-1.11)

Increased risk for adverse
cardicwascilar owbcome
regardless of clopidogrel
use (clopidogrel/PPL OF
1.63. 95% CI- 1.02-2
placebo,/FPL: OR 1.55. 95%
CI: 1.03-2.34)

Increased risk for adwerse
cardicwvascular cutcomes

in PPI users regardless of
clopidogrel use (HE. for
PP clopidogral: 135, 95%
€ ™1 221 50 vs HE for PPI
as et 1.43 95% CI: 1.34-1 53)
Mo imecreased risk for MACE
in PPT users (HE 097, 95%
CL: 0.65-1.44)

reased risk for serious
cardiowvascular disease im
PFPI users (HE 099 95% CI
0.82-1 .19
Tretwd towards a higher risk
of copnposite end point in
PPIusers (KR 1.206, 95% CI:
0U97-1.a3)

easad risk of

cardiowvascular events arndd
mortal m PPI users (HE

Mo imcreased risk for MLACE
in PPI wsers (HE 089, 95%
CI: 0.63-1.27)

Increased risk of composite
emvdpoint (HE 175, 95%

CI: 1.58-1.94). myocardial
infarcthion (HE 1.935, 05%

CI: 1. 40-2 65) and unstable
angina pectoris (HE 1.79,
a5% CI: 1.60-2.03)

Imcreased risk of reinfarcton
(OR 127 95% CI: 1.03-1.57)
in PPT users except
pantopra=zole

Increased risk for death ox
rehospitalization im FPI users
(OR 1.25, 95% CI: 1.11-1.41)




2YMIMNEPAZMATA

» Y1rapyxel aAAnNAeTTiOpacn o€ TTEdO PAPUAKODUVAUIKAG-
ueiwpevog PRI (platelet reactivity index).

» MeyaAutepn ouoxETION TTAPATNPEITAI JE TRV OMETTPACOAN

» Aucnuévn emrirtwon MACE o€ aoBeveieg pe emmmTAéov
TTapayovTeg Kivouvou (ZA-XNA-KA).

» H peiwpévn Asitoupyikotnta tou CYP2C19 Ba ytropouoe va
aucnoel Tov Kivduvo yia Kapdlayyeliakad cupBapara



2YMIMNEPAZMATA

» H povadikr Tuxaiotroinuévn dITTAN TUPAR JEAETN €OEICE
OTI OV UTTAPXEI AAANAETTIOPOCN.

» OI TTPOOTITIKEG MEAETEC DEV ETTIPERAIWVOUV APVNTIKN
KAIVIKI) OUOXETION.

» Aucnon MACE 1TpoKUTTITEI ATTO AVOOPOUIKEC MEAETEC
TTAPATAPNONG - MEYAAN ETEPOYEVEIQ OTOIXEIWV.

» OAOKANPWHMEVN TUXAIOTTOINUEVN OITTAN TUPAN LEAETN
Ba dwaoel TTEPIoOOTEPA ATTOTEAEOUATA.



/" ACCF / ACG / AHA EXPERT CONSENSUS )
DOCUMENT ON THE CONCOMITANT USE
OF PROTON PUMP INHIBITORS AND

\ THIENOPYRIDINES.CIRCULATION 2010 /

® O1 aoBeveic pe au¢nUEVo KivOuvo algoppayiag TTETTTIKOU Ba TTPETTEN Va
AapBavouv AATT KaTta Tn Xoprnynon avTiaidoTTETAAIOKNG aywyng.

® Ae ouotrvetal n TPo@UAAKTIKA Xopriynon AAI og acBeveic pue TTOAU
XAMNAO KivOuvo aigoppayiag TTETTTIKOU.

®© H pappakoduvapiky aAAnAettidopaon AAT kal KAOTTIdoypEANG O¢
METAPPAlETAlI O€ QUENMEVO KivOUVO KapdIayYEIOKWY CUUBANATWY.
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