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Has the time come for clinical trials
on the antidepressant effect of vitamin D?
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A recent article in the Archives of General Psychiatry again
raises the issue of vitamin D and depression.1 In the largest
study to date involving more than 1000 older adults, mean
levels of 25-hydroxyvitamin D were significantly lower in
those with minor depression and major depression compared
with controls. The article concludes by asking whether the
lower levels of vitamin D are a cause or consequence of
depression. Although several studies have looked at the
effect of vitamin D supplements on mood, most are not
worth considering owing to poor design. However, 2 studies
are of interest. In one, 44 healthy participants were studied in
winter when vitamin D levels are low.2 They were randomly
assigned to 5 days of treatment with 400 or 800 IU of vitamin
D3 or placebo. Compared with placebo, both doses of the
vitamin increased positive affect and decreased negative
affect. The second study investigated the effect of ultraviolet
light exposure. Exposure of skin to ultraviolet light, which
converts cutaneous 7-dehydrocholesterol to vitamin D3, is the
most important source of vitamin D for most people. In an
adaptation of a place preference test, normally used with
experimental animals, frequent tanners used 2 different tanning beds over a period of 6 weeks.3 The beds were identical
except that in one the ultraviolet light was filtered out. The
participants reported they were more relaxed and less tense
after exposure to the bed with ultraviolet light. When
allowed to choose which bed to use, 11 of 12 participants
chose the one with ultraviolet light.
The main dietary source of vitamin D is fish. The crossnational inverse correlation between fish consumption and
depression4 has usually been interpreted as an association
between omega-3 unsaturated fats and depression. However,
if this association does reflect cause and effect, vitamin D is
also a factor to consider.

Not all patients with seasonal affective disorder respond to
bright light therapy. This may be because the dose is too low.
However, exposure to sunlight in the summer means exposure to ultraviolet light and vitamin D synthesis, whereas
ultraviolet light is filtered out in the lamps used in the treatment of seasonal affective disorder. Low levels of vitamin D,
known to be common in winter, may contribute to seasonal
affective disorder.
Treatment of depression with vitamin D is an idea worth
testing in carefully selected populations. This includes those
with low vitamin D levels, especially the elderly, who have
an increased incidence of low vitamin D, and patients with
seasonal affective disorder who do not respond to light therapy. If there are patients in whom vitamin D is an effective
antidepressant, this is likely to be one of the most costeffective treatments in psychiatry, and one with negligible
side effects.
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