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Myth: Gout is common among 
men but rare among women 

Reality 
• Increases substantially after menopause & 
rises with age 
• In kidney, URAT1 responsible for 
reabsorbtion of uric acid from proximal tubule 
• Estrogen has a direct effect on expression 

Enomoto et al. Nature. 2002; 417. 









Uric Acid & Evolution 

•  UA is the end prod of purine metab in 
humans due to loss of uricase activities 

•  What  are the evolutionary advantages of 
uric acid? 
•  Anti – oxidant          inc life expect 
•  BP control in times of low salt ingestion 
•  Intelligence 
•  Neurodegenerative protective effects 



The Two Faces of Uric Acid 
•  Uric acid highest [ ] anti-oxidant in blood 
•  Provide > 50% of total anti-oxidant 
•  Anti-oxidant effect complex 
•   Doesn’t react with some oxidants, e.g SO 

•  Effects in AS, CVA & MI? 
•   Protective (compens) rxn vs primary cause 
•   Acitivated by oxidative stress 
•   Metab derangements  - Cu++ & Fe++ 
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Grazie per l’attenzione 







Losartan Intervention for Endpoint Reduction in 
Hypertension (LIFE) Study 

•  Compared losartan to atenolol for reduction in CV 
morbidity & mortality 

•  Losartan interferes with urate reabsorbtion 
•  > 9000 pts w HBP & LVH followed for ~ 4.8 yrs 
•  Pts. generally not hyperuricemic on entry 
•  Baseline SUA found to be signif assoc with inc CV events 
•  Inc. SUA in atenolol gp signif > losartan gp (P<.0001) 
•  Estimated contribution of SUA to CV death, non-fatal & 

fatal MI, & fatal & non-fatal stroke was 29% 
•  Attenuating SUA reduces CV events in high risk gps 

Hoieggen A et al. The Impact of serum uric acid on cardiovascular outcomes 
in the LIFE study. Kidney Int. 2004;65:1041-1049. 



Myth: The uric acid is normal, it 
can’t be gout 

Reality 
• 339 pts (2 studies) comparing tx with 
etoricoxib or indometh for acute gout 
• 14% uric acid < 6.0 mg/dL at baseline 
• 32% < 8.0 mg/dL during acute attack 
• A change in uric acid is a better predictor of 
acute gout than inc sua 

Schlessinger et al. J Rheum 2009; 36(6). 





Uric Acid is a Risk Factor for Myocardial 
Infarction & Stroke 

•  4385 participants in Rotterdam, 1990-1993 were > 
55 yoa, free from CVA & CHD 

•  Average f/u was 8.4 yrs 
•  Relationship betw SUA & risk of CVD is linear 
•  High SUA levels assoc with risk of MI & CVA 
•  Age & sex adjusted hazard ratios for highest vs 

lowest quintile of UA were 
•  1.68 CVD 
•  1.87 MI 
•  1.57 CVA 

•  SUA is a strong risk factor for MI & stroke 

Bos MJ et al. Stroke. 2006;37:1503-1507. 
















