
           
              
  

 
 
 
 
 

October 30, 2007 
 
Iowa Medicaid P&T Committee 
100 East Army Post Road 
Des Moines, Iowa  50315 
 
 
To Whom It May Concern: 
 
It is has been brought to my attention that the Iowa Medicaid P&T Committee is reviewing Aggrenox 
at an upcoming meeting.  I am writing to share some thoughts and observations on Aggrenox.  
 
1.  The 7th ACCP anticoagulation guidelines (published in Chest 2004) note on page 506S for stroke 
prevention that “In patients who have experienced a noncardioembolic stroke or TIA, we suggest use 
of the combination of aspirin and extended-release dipyridamole 25/200 mg bid, over aspirin (Grade 
2A), and clopidogrel over aspirin (Grade 2B).”.   
 
 To paraphrase, the widely recognized 2004 Chest guidelines acknowledge the evidence 
supporting Aggrenox efficacy beyond aspirin with a higher level of evidence rating than they assign 
to clopidogrel for this indication.  In their specific recommendation above it is clear that they are 
identifying the extended-release version of dipyridamole and not generalizing this recommendation to 
immediate release dipyridamole.  In addition, since the 2004 Chest guidelines were published, the 
scientific data supporting the use of Aggenox have been further confirmed by the publication of the 
ESPRIT study (Lancet 2006;367:1665-73).  This study also demonstrated the superiority of 
Aggrenox beyond that of aspirin alone.  It would seem very reasonable to anticipate that when the 
next set of ACCP anticoagulation guidelines are released that Aggrenox will receive even greater 
clinical recommendation than that noted above.  It is also quite notable that neither the ESPS-2 trial 
or the ESPRIT study observed an increased risk of major bleeding for Aggrenox vs. aspirin alone.  
This latter point is clinically important given the increase in major bleeding noted with other 
combination strategies (e.g. clopidogrel + aspirin in the MATCH study).   
 
2.  You may be aware that Boehringer-Ingelheim is sponsoring the PRoFESS study which is nearing 
completion.  This is the world’s largest secondary stroke prevention trial (enrollment is 
approximately 20,000 patients as I recall).  It is a direct head-to-head comparison of Aggrenox vs. 
clopidogrel for stroke prevention.  The results of the trial will be announced at the European Stroke 
Conference at Nice, France on May 14, 2008.  The results of the much anticipated PRoFESS study 
are likely to have a significant impact on clinical recommendations for the secondary prevention of 
ischemic stroke/TIA.   
 
 I would encourage the Iowa Medicaid drug utilization review committee to consider deferring 
any decision on the status of Aggrenox until the results of the PRoFESS study are announced in 2008 
as noted.  Otherwise, if Iowa Medicaid were to restrict Aggrenox access this fall, they could readily 
find themselves being asked to revisit (and perhaps reverse) such a decision in 6 to 7 months.  
Waiting until May 2008 (when the PRoFESS results are announced) to review Aggrenox would 
avoid the potential adverse effects and confusion of interfering with patients' therapy unnecessarily. 
 



           
              
  

 
 
 
 
 

3.  I am enclosing a copy of the ESPRIT study.  Please note figure 4 which depicts the results of the 
meta-analysis of trials for dipyridamole + aspirin.  It is apparent that the older studies (i.e. Pre ESPS-
2) which used immediate-release forms of dipyridamole and varying dosages of dipyridamole did not 
demonstrate the efficacy which has been observed with Aggrenox.  The unique formulation of the 
sustained-release dipyridamole in Aggrenox which ensures a localized acidic environment to enhance 
absorption seems to make a true difference in the efficacy of dipyridamole for secondary stroke 
prevention in the elderly population.  I am also attaching information supplied by Boehringer-
Ingelheim which describes the pharmacokinetics of Aggrenox vs. immediate-release dipyridamole.  
On page 4 of this document they describe a pharmacokinetic study which compares Aggrenox vs. 
immediate-release dipyridamole in patients with induced achlorhydria.  In this pharmacokinetic 
study, the absorption of dipyridamole was over 50% less than that observed with Aggrenox over a 12 
hour interval.  This study seems to confirm earlier reports that absorption of dipyridamole from 
Aggrenox is signifcantly better than from immediate release dipyridamole in patients with reduced 
gastric acidity.   
 
In sum, I believe that Aggrenox has demonstrated efficacy for the secondary prevention of ischemic 
stroke.  Vital scientific information which will further clarify its place in the hierarchy of drug 
selection for stroke prevention will be publicly available in less than seven months (i.e. PRoFESS 
results).  Furthermore, there is both clinical evidence (meta-analysis noted above) and 
pharmacokinetic data (noted above) which support the notion that immediate-release dipyridamole 
(given four times daily) is not equivalent to Aggrenox with respect to efficacy or overall absorption 
in an elderly population, of which a high percentage are already taking acid-reducing therapy. 
 
In the interest of disclosure, I would like to note that I serve as a site sub-investigator at the Northeast 
Iowa Medical Education Foundation for the PRoFESS study and have served as a member of the 
Boehringer-Ingelheim speaker's bureau on occasion.   
 
Thank-you for considering these comments as you begin your deliberations.  Please feel free to 
contact me with any additional questions at  
Sincerely, 
 
 
 
 
 
 
 
 
 
 
 


