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Figure 1: A comparison between the COX-1 and COX-2 isozymes













Figure 3: Management algorithm for frequent or ongoing NSAID therapy (adapted from Chan et al).
Legend:
NSAID: non-steroidal anti-inflammatory drug

Coxib: cyclo-oxygenase-2 selective inhibitor

PPI: proton-pump inhibitor
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Inducible, pro-inflammatory; however, also constitutive (but not normally found in most tissues)





Constitutive with normal ‘housekeeping’ functions (i.e. homeostatic functions)





COX-2
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Constitutive prostaglandins:





Cytoprotection of the gastric mucosa


Maintenance of normal kidney function and renal perfusion; able to maintain normal GFR when renal perfusion is decreased (e.g. in patients with hypovolaemia)





Physiological functions:





Maintaining a normal TXA2:PGI2 ratio (COX-2 is a source of vascular prostacyclin, see below)


Maintenance of normal kidney function


Involvement in normal functioning of the reproductive system





Thromboxane A2 (TXA2):





Vasoconstriction


Promotes platelet aggregation


↓


Normal platelet activity and function to limit blood loss subsequent to a loss of vascular integrity (i.e. blood vessel injury)





Pro-inflammatory prostaglandins:





Mediators of the inflammatory response


Uterine smooth muscle contraction





Legend:





	‘Housekeeping’ versus pro-inflammatory functions (COX-1 and COX-2)





	Recognised ‘housekeeping’ or physiological functions (COX-2)





GFR:	Glomerular filtration rate





Prostacyclin (PGI2):





Vasodilatation


Prevents platelet aggregation (anti-platelet effects)





Patients who require frequent or ongoing NSAID therapy





Risk factors include:





For CV risk assessment:


Established coronary artery disease


Lose-dose, prophylactic aspirin therapy


Estimated 10-year CV risk of > 20%





For GI risk assessment:


Age ≥ 65-70 years


Prior upper GI event


Concomitant use of aspirin, corticosteroids or anticoagulants





Assess:


Cardiovascular (CV) risk profile


Gastrointestinal (GI) risk profile





AVERAGE CV RISK





HIGH CV RISK





Any suitable NSAID





Naproxen is preferred





AVERAGE GI RISK





AVERAGE GI RISK





HIGH GI RISK





HIGH GI RISK





Non-selective NSAID only





Non-selective NSAID PLUS a PPI or misoprostol





OR





Coxib PLUS a PPI or misoprostol





Naproxen, if the patient is not on aspirin already;





If on aspirin, use naproxen PLUS a PPI or misoprostol





Avoid the NSAIDs





OR





If unavoidable, use naproxen PLUS a PPI or misoprostol
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