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CORRESPONDENCE

We read with great interest the article by 
Nicola Dalbeth published in Nature Reviews 
Rheumatology, which discussed the impor-
tant advances in the treatment of gout in 
2010, including the use of urate-lowering 
therapy for chronic gout (Gout in 2010: 
Progress and controversies in treatment. 
Nat. Rev. Rheumatol. 7, 77–78; 2011).1 As 
discussed by Dalbeth1 and also by Tuhina 
Neogi in the recent review published in the 
New England Journal of Medicine,2 the level 
to which uric acid can be safely lowered to 
avoid increasing the risk of other associ-
ated disorders, such as metabolic syndrome 
and cardiovascular disease, remains unclear 
at present. In view of the widely accepted 
concept that uric acid is the major water-
 soluble antioxidant and is principally respon-
sible for the antioxidant capacity of human 
plasma,3 when lowering the level of uric acid, 
the attenuated antioxidant capacity should be 
compensated. Here, we would like to propose 
that vitamin C deserves special attention for 
its dual function in this context: the ability 
to reduce the level of uric acid and also to 
compensate for the attenuated antioxidant 
capacity arising from the decrease in uric 
acid level. These properties suggest that this 
vitamin has great potential in the prevention 
and treatment of gout.

First, it has been reported that supple-
mentation with vitamin C lowers the serum 
level of uric acid, and increased intake of 
vitamin C is independently associated with a 
reduced risk of gout.4–6 These findings imply 
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a potential role for supplemental vitamin C 
intake in the prevention and management 
of gout. In a randomized, double-blind, 
placebo- controlled trial, Huang et al. demon-
strated that vitamin C supplementation 
(500 mg per day) for 2 months resulted in a 
substantial reduction in the serum concen-
tration of uric acid.4 The results of a more-
recent prospective study provide evidence 
for the inverse association between increased 
vitamin C intake and the risk of gout.6 The 
mechanisms underlying the uricosuric effect 
of vitamin C have been proposed to be either 
competition for renal reabsorption of uric 
acid via an anion exchange transport system7 
or increased glomerular filtration.4

Second, vitamin C and uric acid possess 
similar antioxidant functions, and vitamin C 
supplementation might offset the decreased 
antioxidant capacity caused by lowering the 
level of uric acid. Interestingly, the specu-
lated complementary antioxidant roles of 
vitamin C and uric acid is also supported by 
the evolutionary event whereby the loss of the 
ability to synthesize endogenous vitamin C 
in humans strikingly parallels the inability 
to break down uric acid to soluble allantoin.8 
In addition, reduced levels of vitamin C were 
associated with an increased risk of develop-
ing inflammatory polyarthritis, suggesting 
that vitamin C has a protective effect against 
gouty inflammation.9

Therefore, in view of this dual ability to 
reduce the level of uric acid and compen-
sate for the attenuated antioxidant capacity,  

additional well-designed trials should  
be encouraged to examine the beneficial 
effects of vitamin C in the prevention and 
treatment of gout.
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