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Against the proposal 



Views are personal 

but truth is universal 





It is increasingly recognized that antiplatelet agents 

such as clopidogrel are also associated with 

increased rate of GI bleeding, similar to those 

reported with cardioprotective doses of acetyl 

salicylic acid (ASA). 
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Inhibition of  any of these pathways may reduce the 

antiplatelet activity of clopedogrel. Omeprazole an 

inhibitor of CYP 2C19 may reduce the activity of 

clopedogrel when platelet function is measured. In 

addition, CYP 2c19 metabolic activity is reduced in 10% 

to 30% of patients who are genetically poor metabolizer 

for CYP2c19. The effect of CYP2c19 inhibition on 

clopidogrel would be expected to be greater in patients 

who are rapid metabolizers of clopidogrel and be 

diminished in PM5 of clopidogrel. 



In 2009, in faculty of Medicine Marseilli, France a study 

was done by the PACA (Proton Pump Inhibitor & 

Clopidogrel Association). A total of 104 patients 

undergoing coronary study for NSTE ACS were 

prospectively included. They did not observe any 

significant difference in platelet reactivity with ADP-

Aggregation between the omeprazole & pantoprazole 

groups: 52 ±15% & 50 ±18% respectively (p=0.29) 



They drew inference that, omeprazole may decrease 

clopidogrel action a little but pantoprazole does not exert 

any negative interaction with CYP2c19. So pantoprazole 

can easily be used with clopidogrel. As predicted from its 

basic pharmacology, pantoprazole is safe in stratified 

analysis. 



The FDA recently reported the results of a trial that again 

demonstrated the effects of omeprazole on clopidogrel’s 

antiplatelet activity. This trial compared the antiplatelet 

activity of clopidogrel. 300 mg followed by 75 mg daily 

for 4 days administered alone and together with 80 mg of 

omeprazole daily for 5 days taken concurrently or 12 hours 

after the clopidogrel dose.  



The maximum platelet inhibition of clopidogrel was 

modestly reduced by omeprazole from 38% to 30% and 

from 54% to 47% with concurrent PPI administered & 12 

hrs dose separation respectively. Following a usual 20 mg 

dose of omeprazole, plasma concentration are nearly 

undetectable after 8 hrs. Until definitive studies are 

available, separating the dose of omeprazole from 

clopidogrel may help. For example, administering the PPI, 

1 hr before breakfast and the clopidogrel at bedtime will 

provide 14 to 18 hrs of separation. While data are limited 

selecting a PPI other than omeprazole (of esomeprazole) 

may also be appropriate. 



Investigators analyzed outcomes of 23,200 patients 
who underwent uncomplicated cardiac stent 
placement according to their postdischarge drug 
exposures, using data from the Veterans Affairs 
Pharmacy Benefits Management database. Continuous 
exposure to clopidogrel with concomitant use of PPIs 
in patients after percutaneous coronary intervention 
was not associated with increased risk for major 
adverse cardiovascular events, the primary endpoint of 
the study.  



The hazard ratios of adverse cardiovascular outcomes 
overall replicated the concerns of increased risks 
associated with concomitant use of clopidogrel and a 
PPI. However, after the authors used propensity-
matched evaluations to correct for covariate 
cardiovascular risks, they found no significant 
association between major cardiovascular events and 
use of clopidogrel with continuous, switched, or 
discontinued PPIs. 
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PPIs don’t dampen the efficacy of clopidogrel, according to 
the results of COGENT, an important new randomized study 
presented at TCT by Deepak Bhatt. The study may finally put 
to rest the considerable concern this issue has raised in the 
past few years. 

The trial randomized 3,627 patients with ACS receiving 
clopidogrel to receive either omeprazole or placebo.  

The study was done in SAN FRANNCISCO, CA . The 

conclusion was drawn in September 24, 2009. 

http://www.cardiosource.com/clinicaltrials/trial.asp?trialID=1872


Results from this late breaking clinical trial known as famous 

“COGENT” demonstrated that the combination of giving patients 

clopidogrel , a blood thinner commonly prescribed to patients 

with cardiovascular disease and stomach medicines such as 

omeprazole, known as proton pump ingibitors (PPIs), did not lead 

to adverse events as some prior studies had suggested. The results 

were presented at the 21st annual Transcatheter Cardivascular 

Therapeutics (TCT) scientific symposium, sponsored by the 

Cardiovascular Research Foundation (CRF). COGENT  is the 

first randomized assessment of administering clopidogrel and 

PPIs, which reduce the production of gastric acid, on clinical 

events. This trial involved a lot of patients at 393 sites. 

 

 

 



A concensus document[2] showed there was pharmacologic 

suggestion of potential interactions between particularly 

omeprazole and clopidogrel, which would decrease some 

of the effectiveness of clopidogrel. But it did not seem to 

translate to cardiovascular harm and the studies that were 

suggesting cardiovascular harm were all obsevational and 

retrospective studies, with very nominal odds ratios, all of 

which were less than 2.  



The only prospective trial, which was just published in 
November in The New England Journal of Medicine, 
was the CONGENT trial. It looked at a prospective 
evaluation of omeprazole plus clopidogrel and showed 
no demonstrable harm. 

 

The consensus document determined that at present, 
there’s no evidence to suggest a significant 
cardiovascular harm and there may be  potential GI 
benefit. The issue of split dose of the PPI, potentially 
changing the half-life exposure from giving the PPI in 
the morning and the clopidogrel in the evening was 
still felt not to be recommended as needed. 



There are still studies that need to be done here but the 

only study that looked at split dosing suggested that there 

was a potential diminution in that cofactor interference if 

we split the dose.. 



Where are we at present? The FDA looked at the 

COGENT trial and looked at some of the other more 

recent data. ON October 27, 2010, they revised their 

recommendation on PPI use in patients on clopidogrel and 

they restricted the caveat of concern for potential adverse 

events only to omeprazole but not for all PPI s. At present 

day even the FDA suggests that the coadministration is not 

to be avoided in patients deemed at risk for potential GI 

harm, but the restriction, or suggested restriction may be 

given only for patients on omeprazole 



The consensus group did not come down on the side that 

just omeprazole should be avoided and felt that there was 

no significant cardiovascular risk identified for any of the 

PPIs when coprescribed with clopidogrel.  
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