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Question
In patients with dysthymia are antidepressant drugs effective?

Data sources
Studies were identified by electronic searches of The Cochrane
Library, EMBASE/Excerpta Medica, Medline, PsycLIT, Biologi-
cal Abstracts, and LILACS; reference searching; reviewing
conference abstracts and book chapters on the treatment of
depression; contacting pharmaceutical companies for unpub-
lished trials; and by personal communication.

Study selection
Studies were selected if they were randomised controlled trials
that focused on the use of drugs compared with placebo in
patients with dysthymia. Studies were excluded if the analysis of
major depression and dysthymia was mixed, or if depression was
secondary to another disorder.

Data extraction
Data were extracted on patient characteristics, type of therapy,
changes in dysthymia, relapse rate, and adverse events.

Main results
15 trials involving 1964 patients were included. Similar results
were obtained for the efficacy of the different drug groups con-
sidered: tricyclic antidepressants (TCAs); monoamine oxidase
inhibitors (MAOIs); selective serotonin reuptake inhibitors
(SSRIs); and other drugs (sulpiride, amineptine, and ritanserin).
A treatment response occurred more often and more patients
had full remission in the TCA, SSRI, and MAOI groups when
compared with the placebo groups (table). Patients in the TCA

group had more adverse effects than those in the placebo group
(table). This difference did not occur for SSRIs or MAOIs when
compared with placebo.

Conclusion
Antidepressant drugs are effective in the treatment of dysthymia
with no differences between class of drugs other than more
adverse effects with tricyclic antidepressants.
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Commentary
Since the diagnosis of dysthymia was first
recognised in 1980, there has been con-
troversy surrounding its proper treatment.
Evidence of the efficacy of pharmaco-
therapy has emerged slowly, and progress
has been hindered by the decision of most
countries’ regulatory agencies not to re-
quire studies of dysthymia as part of the
registration process for new antidepres-
sants. Furthermore, many studies “lump”
patients with dysthymia together with
patients with other chronic depressive dis-
orders (ie, “double” depression and
chronic major depression)—an approach
that fails to address the more pragmatic
question: is dysthymia responsive to anti-
depressant medications? The meta-
analysis by Lima and Moncrieff answers
this question definitively. There is now an
adequate number of double blind, placebo
controlled studies to document that di-
verse classes of antidepressants are effec-

tive treatments of dysthymia. Such effec-
tiveness across classes of medication also
suggests that if one antidepressant is inef-
fective, a second trial with a different type
of medication may still be helpful. These
findings have 3 important implications.
Firstly, demonstration of effective treat-
ments carries with it the obligation to
apply and extend these findings broadly to
clinical settings, including both psychiatric
and general medical practices. All avail-
able evidence suggests that the vast major-
ity of patients with dysthymia do not
receive treatment with antidepressants.1

Secondly, and perhaps surprisingly, the
placebo response rates in the studies
reviewed by Lima and Moncrieff are high.
Thus, a subset of patients with chronic
depression benefit from non-specific
therapeutic support. Although placebo
therapy is not an ethical option for practi-
tioners, supportive counselling and more

formal psychotherapies are acceptable
options. The relative merits of psycho-
therapeutic and pharmacological treat-
ments now need to be studied in patients
with dysthymia. Finally, the full benefits of
antidepressants are gauged over months
of treatment, not a few weeks. It is likely
that many patients with dysthymia will
warrant indefinite, preventative pharma-
cotherapy. However, no such studies have
yet been done. The data reviewed by Lima
and Moncrieff thus provide the founda-
tion for a new generation of research on
the treatment of a common, albeit mild,
form of chronic depression.
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Outcomes

Weighted event rates

RBI (95% CI) NNT (CI)TCA Placebo

Treatment response 56% 32% 75% (45 to 112) 5 (4 to 6)
Full remission 45% 22% 107% (57 to 172) 5 (4 to 7)

TCA Placebo RRI (95% CI) NNH (CI)
Adverse events 81% 59% 37% (15 to 67) 5 (3 to 10)

Weighted event rates

SSRI Placebo RBI (95% CI) NNT (CI)
Treatment response 61% 39% 56% (33 to 82) 5 (4 to 7)
Full remission 48% 27% 78% (35 to 135) 5 (4 to 9)

Weighted event rates

MAOI Placebo RBI (95% CI) NNT (CI)
Treatment response 55% 22% 158% (83 to 264) 3 (2 to 5)
Full remission 50% 14% 271% (125 to 530) 3 (2 to 4)

*TCA = Tricyclic antidepressant; SSRI = Selective serotonin reuptake
inhibitor; MAOI = Monoamine oxidase inhibitor. Other abbreviations
defined in glossary; RBI, RRI, NNT, NNH, and CI calculated from data in arti-
cle.
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