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What is NSAID?  
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NSAID› ̒ᾑ╧ е╕ ֛ Ѹᵍ ╧┘ 
- Aspirin may reduce colorectal cancer  

Lanas. Am J Med Sci 2009;338(2):96ï106 
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PG dependent pathway  



COX-1 vs COX-2  



   COX-2 selectivity of NSAIDs (In vitro)  
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Prostacyclin Inhibition 

   ( COX-2 mediated ) 

Thromboxane Inhibition 

     ( COX-1 mediated ) 
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Rofecoxib 

Celecoxib 

Etoricoxib 

Lumiracoxib 

Diclofenac Ibuprofen    ASA 

   Naproxen 

COX-2 selectivity  



PG independent pathway  

ÅIon trapping hypothesis  

ïNSAIDs remains unionized and diffusible in acid 

gastric juice, but on entering mucosal cell, it ionized 

and becomes indiffusible . 

ïřIon trappingŚ in gastric mucosal cell enhances 

gastric toxicity  

 



Role of topical injury in gastropathy  
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Ligumsky, et al. Gastroenterology 1983 



NSAID damage to the gastric mucosa.  
Scanning electron micrographs of normal gastric mucosa (left) and  
mucosal surface (right) 16 minutes after administration of aspirin  

Baskin et al 1976 

Topical effects  



Small bowel injury: enteropathy  

NSAIDs 

Uncoupling of mitochondrial oxidative phosphorylation  

Invasion of luminal aggressive factors 

such as bile, hydro-/proteolytic enzyme, bacteria 

Inflammation 

Ulcer, perforation, strictures, bleeding 

Increased intestinal permeability 

Matsui, et al. J Clin Biochem Nutr 2011  
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Jun Haeng Lee, M.D. Samsung Medical Center, Seoul 



US mortality data in 1997  

Singh et al. J Rheumatol 1999 

Å 15th cause of death in USA 
 

Å  Hospitalization  

: 100,000/ year and  

  10-20% of them die 
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Any complication is possible  
at any part of the GI tract  


