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We are against the statement  



Why ?  

  Main mechanism  of action of 
Proton pump inhibitors &  

clopidogrel are not  same or 
similar.  



Cont….. 

 PPI inhibit the H/K  ATPase (Proton pump) in 

parietal cells which is the final common pathway 

of acid production 

 PPI inhibit the 2c family of the cytocrome p450 

system. 

 



Cont… 

   Clopidogrel is a thieonopyridine derivatives 
that inhibit  ADP dependent platelet 
aggregation, so from the view of mechanism 
action we can confidently say Clopidogrel in 
concert with ppi are not associated with 
increased CVS risk.  

 For proper function of clopidogrel the  level of 
2c family of  cytocrome P450 should  be  well 
maintained.   



How a scientific fact can be 

established 

 Hypothesis on the basis of  scientific 

explanation 

 

                    Consensus development 

                        observational study 

                                RCT 



What our past  knowledge says:  

 

  No well established drug 

 interaction between PPI &  

 CPDL .  



What our recent  knowledge says:  

 
  - PPI metabolism involves CYP2C19  

  - Clopidogrel metabolism also involves CYP2C19 

 

 

 PPI might interfere with Clopidogrel’s action 

by competitive involvement of CYP2C 

system. 

               ---------- a hypothesis   



What recent study says 

               ? 



Meta-analysis 

 The effect of proton pump inhibitors on CV 
events and mortality in patients receiving 
clopidogrel 

      C. S. KWOK  et Y. K. LOKE 

 Summery :  

           23 relevant studies with 93278 pts  

               20 – retrospective  

               02 – post hoc analysis of randomised trial  

               01 – prospective RCT  

   



Cont. 

 Retrospective observational study : clopidogrel 
users prescribed PPI have increased risk of CV 
events (hazard or odd ratio=1.25-1.5) 

    

When RR (relative risk )<1.5-2 (effect size are small to 
moderate)  

  

                                 RCT 

Omeprazole  placebo in clopidogrel users show no 
difference.  



Cont. 

Following are the discrepancies: 

   1. in majorities a third drug  (aspirin /warfarin ) is 

included , so majorities  of studies are out side from our 

topics . 

   2. in some studies PCI cases are taken in consideration  

   3. Different variables are not excluded. 

   4. Some pts   are on long term Clopidogrel therapy. 

   5. Some pts  have Different CV risk factors. 

 



Cont. 

Meta-analysis : We can conclude gently   

•       No  confirming  & consistent evidence of 

clopidogrel  & PPI interaction on CVS outcomes.  

•      certainly  no evidence of any effect of overall 

mortality . 

 

Rather this analysis speaks more in favour of use of CPDL &PPI . 

……… 

 



 This is not a fact    

rather a fiction 
 



   This is just like see a cat  by a philosopher 

    A completely blind man in a dark room  

     see  a black cat which is not present 



Cont. 

 Randomized control trial (RCT):  

          There is only one RCT , randomised trial 
participants showed no associated CV risk with 
PPIs.  

          Omeprazole  placebo in clopidogrel users 
show no difference.    



Conclusion  

               Science- the fact not the fiction  

        It’s not the illusion, but the illumination  

             It’s the transparency not a hazy 

                It’s a  reality don’t be crazy 



 Lastly may I end with the  slogan 

 Use PPI with Clopidogrel  

 save the  heart & 

 save the gut  

 



  Thank You 


