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The above article is amongst first articles to show empirical 
evidence in the form of double-blind placebo-controlled design, the 
supplementary effect of ascorbic acid in the treatment of depression. 
Briefly, the study entailed of ascorbic acid 500 mg per day in 
combination with antidepressant in the active arm along with use 
of placebo with antidepressant in the control arm. The study found 
significant reduction in the Hamilton Depression Rating Scale Scores 
in the patients of the active arm at the end of eight weeks of trial.

The literature has supported the role of vitamin D in the treatment of 
clinical depression particularly in the elderly population and have even 
pointed out that nonresponse to antidepressant could be secondary to 
low levels of vitamin D levels. However, the role of ascorbic acid in the 
treatment of clinical depression mostly in the form of supplementation 
of traditional antidepressants has not been explored. Ascorbic acid 
acts as a cofactor for dopamine beta hydroxylase in the formation of 
norepinephrine. Ascorbic acid is also shown to be necessary for the 
conversion of tryptophan to 5 – hydroxy tryptophan and the formation 
of important neurotransmitters such as epinephrine from dopamine. 
Affect is also shown to alter the redox state of NMDA glutamate 
receptors blocking of NMDA calcium gated channels. The antagonism 
of NMDA receptors has been shown to exhibit antidepressant like 
activities in animals. Such antagonism of NMDA receptors has been 
shown to prevent neuronal excitotoxic damage. Ascorbic acid is also 
known to potentiate the behavioral response to anti-dopaminergic such 
as the antipsychotics. As a possible mechanism for the antidepressant 
effect of ascorbic acid could be its role as an antioxidant. A number 
of studies (Yanik, Erel, & Kati, 2004) have indicated that major 
depression is associated with increased levels of superoxide dismutase 
and decreased levels of plasma ascorbic acid. Ascorbic acid is shown 
to be able to scavenge a broad spectrum of reactive oxidant and is 
therefore one of the most important exogenous antioxidants in the 

body. Treatment with antidepressant such as frosting and citalopram 
has been shown to reverse the increased levels superoxide dismutase 
[1]. Interestingly, besides the mood, ascorbic acid administration 
did not show any significant changes in insomnia, feelings of guilt, 
psychomotor retardation or insight.

Clinically, the study reconfirms a previous study by Brody (2002) 
[2]. The study also showed similar decrease in Beck Depression scale 
scores in patients treated with supplementary ascorbic acid.

Another pediatric double-blind placebo-controlled study [3,4] 
has shown efficacy of hider does off ascorbic acid (1000 mg per day) 
supplementation with an average dose of fluoxetine (10-20 mg per 
day). The fluoxetine ascorbic acid combination showed a significant 
decrease in depressive symptoms in comparison to fluoxetine plus 
placebo group as measured by the CDRS. There are no significant 
side effects noted. The study concluded that ascorbic acid may be an 
effective adjuvant agent in the treatment of major depressive disorder 
and pediatric population.
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