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Prophylaxis of depression in older
people

I read with interest the recent article by
Wilson et al (2003). On the basis of a ran-
domised, double-blind placebo-controlled
trial, they conclude that sertraline is not ef-
fective in preventing recurrent episodes of
depression. However, I would like to make
certain observations.

First, looking at Table 2 (p.494), we
find that the number of patients remaining
in the study at 100-week follow-up is 15
in the sertraline group and 12 in the pla-
cebo group. These numbers are too small
to draw any major conclusions. Also, look-
ing at the same table, we find that at 4-
week follow-up there were six recurrences
of depression in the placebo group com-
pared with only two in the sertraline group;
that is, the sertraline group had signifi-
cantly fewer recurrences of depression in
the first 4 weeks of prophylactic therapy.

Second, I would like to make an obser-
vation about statistical v. clinical signifi-
cance. Again looking at Table 2, we find
that the number of cumulative recurrences
were fewer in the sertraline group than in
the placebo group at all points of the main-
tenance phase over 2 years. Even though
these numbers did not reach statistical sig-
nificance, they are clinically significant.
This opinion is based on two reasons: first,
for a physician, prevention of even one case
of recurrence is important and satisfying;
second, from a community and financial
perspective, sertraline prophylaxis has been
found to be more cost-effective than treat-
ing each new episode of depression with
dothiepin (Hatziandreu et al, 1994). If Wil-
son et al had included an analysis of treat-
ment costs (including the cost of treating
episodes of recurrent depression) in both
the groups, it might have made interesting
reading.

Third, as Wilson et al pointed out, fail-
ure to increase the dose of sertraline at the
earliest signs of recurrence contributed to

the greater number of recurrences observed
in their study. There should have been pro-
vision to increase the dose of sertraline as
and when the clinical situation demanded
it. After all, a significant number of patients
do require a daily dose in excess of 50 mg
sertraline (Suri et al, 2000), a dose that
was used to treat almost three-quarters of
the patients in this study.

In conclusion, the data presented by
Wilson et al are insufficient to suggest mak-
ing any changes in the current practice of
prescribing sertraline for treatment and
prophylaxis of depression in older people.
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Author’s reply: In response to Dr Kumar’s
comments there are some important issues
that need addressing. First, Dr Kumar
introduces his letter in saying that we
conclude that sertraline is not effective in
preventing recurrent episodes of depres-
sion. This is not the case. We only stated
that there is no evidence that sertraline
has a prophylactic efficacy when used at
the dose that achieved remission.

Second, we agree that if we had
conducted an end-point analysis on the 27
subjects who completed the 100-week
follow-up, then the study would have been
relatively meaningless. We conducted a
survival analysis on 113 subjects. This is a
well-founded and recognised method of
analysis of this type of study.
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Third, we concur with Dr Kumar in
that the prophylactic management of recur-
rent depression is critical. We do not advo-
cate treating each episode as a new episode
when prophylactic management is indi-
cated. However, we do make the point that
preventive techniques should be based on
evidence of efficacy and effectiveness.

Dr Kumar suggests that we should have
adopted a protocol that enabled increase in
dose ‘when the clinical situation demanded
it’; presumably when we thought a patient
was experiencing the early stages of a recur-
rence. This misses the point of the paper.
Our study (which is of a power similar to
or greater than equivalent studies in this
field) shows that the dose of sertraline
required to achieve remission does not have
prophylactic efficacy. This is important,
as what evidence there is suggests that
therapeutic doses of dothiepin (Old Age
Depression Interest Group, 1993), nortrip-
tyline (Reynolds ez al, 1999) and citalo-
pram (Klysner ez al, 2002) do have
prophylactic efficacy. The implications for
guidelines concerning the long-term man-
agement of older people with depression
are self-evident.

Dr Kumar has failed to present argu-
ments that undermine our conclusions.
There is no evidence that the dose of sertra-
line required to achieve remission has pro-
phylactic efficacy. The 8.4% reduction in
risk of recurrence (over 100 weeks) that it
offers is unlikely to instil clinical confidence
in prophylactic efficacy when evidence indi-
cates that other drugs for which the dose
does not need to be changed are available.
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