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In Debate

Are Antidepressants as Effective as Claimed?
No, They Are Not Effective at All

Joanna Moncrieff, MBBS, MRCPsych, MSc, MD'

(Can J Psychiatry 2007;52:96-97)

Antidepressant drugs are claimed to have specific effects
on depressive symptoms. It is assumed that they do this
by acting on an abnormal brain state that gives rise to depres-
sion. In contrast, I suggest that there is no evidence for this
position. The effects of antidepressants seen in depression tri-
als can easily be accounted for by nonspecific pharmacologic
and psychological actions.

Short-Term Studies

There are thousands of randomized controlled trials (RCTs)
comparing antidepressants with placebo, using various mea-
sures of depression. Metaanalyses of these have generally
come to the conclusion that, overall, they show a small advan-
tage for antidepressants. However, this obscures enormous
heterogeneity among published study results, with many trials
finding no difference between antidepressant medication and
placebo. In addition, we know that negative trials are less
likely to be published than positive ones and that positive out-
comes are selectively reported within trials. A recent
metaanalysis that included unpublished studies found that the
difference between antidepressants and placebo amounted to
less than 2 points on the Hamilton Depression Rating Scale
(HDRS).!

There are 2 reasons why the small difference found in this and
other recent metaanalyses does not necessarily imply that
antidepressants have a truly “antidepressant” effect. First, all
rating scales contain items—such as sleeping difficulties,
anxiety, and agitation—that are not specific to depression and
that are likely to respond to nonspecific sedative effects asso-
ciated with many antidepressants. For example, the HDRS
contains 6 such items; these can score a total of 16 points (a
score of 19 to 20 points indicates severe depression as defined
by the American Psychiatric Association). Therefore,
improvements according to rating scales may simply reflect
nonspecific effects and do not necessarily imply any change in
mood, per se. Second, antidepressants are active drugs and, as
such, produce a range of physiological effects when ingested.
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These effects may indicate to assessors or trial participants
whether they are taking the antidepressant or the placebo;
thus, the double-blind design is often penetrated in trials of
antidepressants and other psychotropic agents. This is espe-
cially likely to happen in contemporary trials in which sub-
jects are forewarned in detail about the randomized design,
the use of placebo, and the nature of likely side effects.
Patients on antidepressants may therefore experience an
amplified placebo effect as a consequence of suspecting that
they are taking the active drug. Similarly, raters may inflate
ratings for individuals they suspect to be taking the active
drugs on the basis of reported side effects. This amplified pla-
cebo effect is difficult to demonstrate empirically, but several
metaanalyses have found that trials with more rigorously
blind conditions demonstrated lower medication effects, com-
pared with placebo, than other trials.>> These metaanalyses
have been criticized with some justification, partly owing to
the low quality of the included trials. Nevertheless, although
critics are right to point out that the effects of placebo amplifi-
cation have not been conclusively demonstrated, neither have
they been refuted.

Therefore, the clinical significance of small differences in rat-
ing scale scores in RCTs comparing antidepressants with pla-
cebo is unclear. These differences could easily be accounted
for by nonspecific pharmacologic effects, such as sedation, or
by amplified placebo effects. Evidence from other sources
does not suggest that antidepressants have a beneficial impact
on the outcome of depression. Naturalistic studies indicate
that people treated with antidepressants do less well than peo-
ple who are not treated with them, even after controlling for
the severity of the original condition.? Despite the enormous
increase in antidepressant prescribing in the West over the last
decade and a half, epidemiologic evidence suggests that the
prevalence of depressive episodes is higher than ever.’ Evi-
dence on suicide and absence due to sickness does not suggest
that antidepressant use has contributed to reducing the conse-
quences of depression. Despite some claims that antidepres-
sants have contributed to falling suicide rates, there is
abundant evidence that suicide trends are long-standing and
independent of patterns of antidepressant use. * Rates of
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sickness absence due to depression increased substantially in
the United Kingdom during the 1990s, when antidepressant
prescribing was soaring.

Long-Term Studies

The fact that many people appear to relapse after discontinu-
ing long-term maintenance treatment with antidepressants for
recurrent depression is often perceived as strong evidence for
the efficacy of antidepressants. However, the evidence does
not warrant this conclusion. Studies of maintenance or
long-term treatment are effectively discontinuation studies.
They take a group of individuals who have improved on anti-
depressants and randomize some of them to have the antide-
pressant withdrawn and replaced by placebo, usually quite
rapidly. Thus the placebo group is really an antidepressant
discontinuation group. It is now well recognized that anti-
depressants are associated with a discontinuation syndrome,
but this was not widely acknowledged when most mainte-
nance studies were done. Discontinuation symptoms poten-
tially invalidate maintenance trials, first, because they may be
mistaken for early signs of relapse in their own right and, sec-
ond, because they may unblind participants, making them
more vulnerable to relapse through a “nocebo effect”—the
inverse of the placebo effect—wherein negative expectations
cause physical illness or psychological distress. Negative
expectations are likely in participants in maintenance trials,
given that by definition they initially “responded” to antide-
pressants and are therefore likely to believe in their efficacy.

Viguera et al’ have suggested that antidepressant withdrawal
may increase vulnerability to relapse in its own right, inde-
pendent of the course of the underlying condition, as is the
case for lithium withdrawal. In a metaanalysis of maintenance
trials, these authors found that relapses tended to cluster after
withdrawal, with declining risk thereafter, suggesting that the
event of withdrawal is associated with relapse. In addition, the
risk of relapse was constant whether patients had been taking
antidepressants for 3 weeks or 4 years. This also suggests a
withdrawal-related effect, since a greater length of stability
would generally be expected to predict a lower relapse rate if
withdrawal were merely revealing the underlying course of
the disorder.

An Alternative View of the Action of
Antidepressants

Elsewhere, I have suggested that psychiatric drugs should be
viewed as acting not by targeting and redressing abnormal
biochemical states but by causing abnormal drug-induced
states.® These drug-induced states, such as the sedation and
indifference produced by neuroleptics in acute psychosis,
may be useful in some acute psychiatric conditions. Different
antidepressants produce a range of drug-induced effects.
Tricyclic antidepressants cause profound sedation and cogni-
tive impairment. The effects of selective serotonin reuptake

The Canadian Joumal of Psychiatry, Vol 52, No 2, February 2007

inhibitors are less pronounced, but they appear to cause both
mild stimulant and sedating effects. There is no evidence
other than that derived from RCTs that antidepressants ele-
vate mood. In volunteer studies, they either cause dysphoria
or they have no effect; nor, for reasons spelled out above, do
the results of RCTs with patients suffering from depression
confirm that antidepressants affect mood in patients either,
other than possibly through amplified placebo effects.
Although many drugs are known to cause short-term,
context-dependent euphoria or mood elevation, there is no
evidence that any drugs, including antidepressants, can pro-
duce long-term mood elevation.” Sedative effects may be use-
ful in the short term in some cases of depression accompanied
by agitation, sleep impairment, or anxiety. However, it is dif-
ficult to think of any other recognized drug-induced effects
that are desirable in depression.

Conclusion

I suggest that the term “antidepressant” is a misnomer. The
small advantage that antidepressants have over placebo in
RCTs is easily accounted for by nonspecific psychological
and pharmacologic effects. Other evidence does not confirm
that antidepressants have a clinically significant effect. We
have no reason to suppose that any drugs can reverse the
diverse problems that are labelled as depression. We need to
emphasize other ways of responding to people who seek help
from psychiatrists when they are distressed. The quest for the
magic bullet for depression may be a wild goose chase.
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