
From Aspirin to Coxibs and Beyond
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Cox-1 Good / Cox-2 Bad
Theory 
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SC-588
Precursor of CelecoxibFlurbiprofen



Story of Rofecoxib
Merck-Frosst Centre for Therapeutic Research
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THIOPHENE REPLACEMENTS

Most are inactive or not bioavailable
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SOLVING THE BIOAVAILABILITY ISSUE:
             PRODRUG APPROACH
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Second Generation of Cox-2 Inhibitors



End of Medicinal Chemistry?

However…



Problems with Bad/Good Approach 
• Small effect in one study (2% vs. 4%)
• Very narrow choice of patients
• In a study vs. Naproxen, cardiovascular side 

effects significantly increased
• Renal side effects
• Cox-3 and beyond
• Upregulation of isozymes
• Unexplained effects of some NSAIDS






