Bipolar Disorders 2008: 10: 957-968

Review Article

© 2008 The 4uthor
Journal compilation © 2008 Blackwell Munksgaard

BIPOLAR DISORDERS

Why antidepressants are not antidepressants:
STEP-BD, STAR*D, and the return of

neurotic depression

Ghaemi SN. Why antidepressants are not antidepressants: STEP-BD,
STAR*D, and the return of neurotic depression.

Bipolar Disord 2008: 10: 957-968. © 2008 The Author Journal
compilation © 2008 Blackwell Munksgaard

The widely held clinical view of ‘antidepressants’ as highly effective and
specific for the treatment of all types of depressive disorders is
exaggerated. This sobering conclusion is supported by recent findings
from the NIMH-sponsored STEP-BD and STAR*D projects.
Antidepressants have limited short-term efficacy in unipolar depressive
disorders and less in acute bipolar depression; their long-term
prophylactic effectiveness in recurrent unipolar major depression
remains uncertain, and is doubtful in recurrent bipolar depression. These
Jimitations may, in part, reflect the excessively broad concept of major
depression as well as unrealistic expectations of universal efficacy of
drugs considered ‘antidepressants.” Treatment-refractory depression may
reflect failure to distinguish depressive conditions, particularly bipolar
disorder, that arc inherently less responsive to antidepressants.
Antidepressants probably should be avoided in bipolar depression,
mixed manic-depressive states, and in neurotic depression. Expectations
of antidepressants for specific types of patients with symptoms of
depression or anxiety require critical re-evaluation. A revival of the
concept of neurotic depression would make it possible to identify
patients with mild-to-moderate, chronic or episodic dysthymia and
anxiety who are unlikely to benefit greatly from antidepressants.
Diagnostic criteria for a revival of the concept of neurotic depression are
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proposed.

If thought corrupts language, language can also
corrupt thought.
George Orwell (1)

The term ‘antidepressant’ implies that such
agents work for any kind of depression. This
implication is enacted in the practice of clinicians
as well as the belief systems of patients. The typical
patient with depression who seeks help from a
psychiatrist arrives with the assumption that the
treatment for depression is an antidepressant. This
would seem to be a simple matter of the English
language.
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Hence, just as it is important to clarify what we

necessary to define and describe what it means to
say that a drug is an antidepressant.

What appears incorrect is the assumption that
an antidepressant treats any kind of depressive
condition.

What seems more correct, as this article will
explain, is that an antidepressant is a drug
with short-term, acute benefits in persons with a
unipolar major depressive episode. By implication,
antidepressants are not effective, or have little
effect, in all other varieties of depressive conditions
(e.g., bipolar depression, secondary depression,
and ‘neurotic depression’).

Research on antidepressants has tended to have
a standard design intended for Food and Drug
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Administration (FDA) registration purposes, often
an acute study of a single drug versus placebo.
Important questions about long-term efficacy were
infrequently asked, and head-to-head comparisons
were uncommon, as were combination treatments.
In the 1990s, partly to rectify this situation, the
NIMH provided major one-time multicenter
grants to study the three main severe mental
illnesses [schizophrenia, Clinical Antipsychotic
Trials of Intervention Effectiveness (CATIE):
bipolar disorder, Systematic Treatment Enhance-
ment Program for Bipolar Disorder (STEP-BD);
and unipolar depression, Systematic Treatment
Alternatives to Relieve Depression (STAR*D)].
While these studies have their own limitations,
these key projects provide new findings to assess
clinical practice. This paper will provide a narrative
review of this literature, seeking to identify where
antidepressants are effective, and where they are
not, in the spectrum of depressive disorders.

Bipolar depression
Acute studies

In bipolar depression, most studies have been
conducted in the acute phase. A recent meta-
analysis summarized this literature as of 2004 (5):
only five double-blind, placebo-controlled studies
had been conducted to that date. The meta-
analysis excluded the only study (6) in which all
patients received a proven mood stabilizer (lith-
ium) on the grounds that the study reported
remission rather than response data, and thus its
results could not be pooled with other response
data. Of the remaining studies, two involved
selegiline [a monoamine oxidase inhibitor (MAOI)
sometimes seen as being less effective than other
MAOIs] alone versus placebo; one involved fluox-
etine versus placebo (with lithium usage in about
one-third of subjects; thus most patients received
antidepressant monotherapy versus placebo alone,
meaning no treatment); and the final study (which
comprised about 75% of all subjects in the meta-
analysis) involved fluoxetine + olanzapine versus
olanzapine + placebo. Pooling these four studies,
antidepressant was more effective than placebo;
readers should note that placebo in some cases
meant no specific drug treatment (although non-
specific medical contact should not be underval-
ued), and in the largest study placebo meant
olanzapine alone. In no case was an antidepres-

compared to a proven mood stabilizer alone. The
plot gets more confusing when one examines the
result of the only study with such a design, the one
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that was excluded, and there the antidepressant
(either paroxetine or imipramine) was no better
than placebo when added to lithium (6).

Beyond pointing out the inherent limitations of
meta-analysis [some have likened it to ‘statistical
alchemy’ (7)] when dealing with notable heteroge-
neity between study designs (8), these distinctions
are relevant because they lead up to the recent
STEP-BD study of acute bipolar depression (9)
which, in my view, obviates the prior meta-analysis
altogether. Excluding the olanzapine-fluoxetine
study (n = 456), where the use of an antipsychotic
as baseline medication makes the study less defin-
itive, the STEP-BD is by far the largest study of*
antidepressants in acute bipolar depression
[n = 366; the next largest study involved 117
patients (6)]. The STEP-BD study is also one of
only two studies in which all patients are on
baseline standard mood stabilizers (in the case of
STEP-BD: lithium, divalproex, or carbamazepine).
The result is that antidepressants are equal to
placebo (with about 25% response in both catego-
ries). Further, antidepressants were equal to pla-
cebo in causing manic switch acutely (about 10%
in both groups), which may reflect lower rates with
the specific agents chosen partly for that purpose
(bupropion and paroxetine), as well as the benefits
of concomitant mood stabilizer treatment.

In summary, when added to standard mood
stabilizers, antidepressants have been replicated, in
the largest and best designed studies, as ineffective
in acute bipolar depression. While the limited
number of such studies, of course, make firm
generalizations risky, our evidence base so far
seems to best support these conclusions.

Maintenance studies

As of 2001, a systematic review demonstrated lack of
benefit with antidepressants in maintenance treat-
ment of bipolar disorder in randomized controlled
trials (RCTs). Most of those studies involved
imipramine [a tricyclic antidepressant (TCA)] added
to or compared to lithium. In the past few years, two
new maintenance RCTs have been conducted with
antidepressants, mostly new generation agents. In
one study conducted by the Stanley Network
(10, 11), venlafaxine was compared to bupropion
and sertraline in double-blind treatment, added to
standard mood stabilizers, for up to one year. All
three agents were similarly effective, with much more
efficacy in the acute phase (about 50--60%, based on
the standard definition of greater than 50%
improvement in depression rating scales at two
months) than in the maintenance phase (about



mood episode). In the absence of a placebo control,
one cannot state whether there was any real efficacy
in either phase, but numerically, it appears that
whatever short-term benefit was seen diminishes
greatly in longer-term treatment. In fact, as shown
below, these figures are quite consistent with the
findings of STAR*D in unipolar depression. It is
also notable that the main finding of the Stanley
study, besides low long-term efficacy, was elevated
manic switch rates with venlafaxine compared
to bupropion or sertraline (about 25% versus
10-12%), suggesting that manic switch can be seen,
even with concomitant mood stabilizer treatment,
with agents that may be more prone to induce it
(perhaps noradrenergic agents like venlafaxine and
TCAs are more prone than either purely serotoner-
gic agents, or mildly dopaminergic agents).

The second maintenance study, as yet unpub-
lished, was conducted by our group as part of
the STEP-BD program (12). In that study, we
recruited 70 subjects who had initially responded to
a standard mood stabilizer (mostly lithium, carba-
mazepine, divalproex, or lamotrigine, although a
minority were mainly treated with neuroleptics) plus
an antidepressant [mostly serotonin reuptake inhib-
itors (SRIs) or bupropion]. These responders to
antidepressants were then openly randomized
to continue or discontinue their antidepressant two
months after recovery from the acute major depres-
sive episode. Mood stabilizers were continued in all
patients, and follow-up was conducted for up to
three years, with one year outcome being the
primary cut-off. The primary outcome was improve-
ment in overall mood morbidity using the Clinical
Monitoring Form (CMF), a progress note DSM-1V
criterion-based assessment of mood symptoms that
was used in STEP-BD [shown to correlate well with
standard mood rating scales (13)]. Overall mood
morbidity reflected both manic and depressive
symptoms; secondary outcomes assessed the two
mood poles separately on their CMF scores, as well
as overall time in remission (CMF scores at or near
zero), and time to relapse into a first mood episode.
A priori subgroup analyses were also planned to
assess whether antidepressants worsened outcomes
in those with rapid-cycling bipolar disorder, and
improved outcomes in type I bipolar disorder. Data
provided here are extensions of previous interim
analyses (12) and full publication of data is occur-
ring separately.

The results of our study can be divided into three
parts: (i) where antidepressants produced benefit,
(ii) where they did not, and (iii) where they
produced harm. In the primary outcome, at one-
year follow-up, simple analysis of mean differences
found benefit from continuation of antidepressants
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for depressive morbidity, though with a modest
effect size (about 1.5 mood episode criteria).
Discontinuation of antidepressants did lead to
more rapid relapse into a depressive episode. These
were the benefits seen with antidepressants. How-
ever, they showed lack of benefit in a few other
outcomes: overall, antidepressant continuation
(versus discontinuation) did not lead to fewer
mood episodes at one year, and when those mood
episodes occurred, antidepressant continuation did
not reduce their severity. Also, overall time in
remission was not increased by antidepressant
continuation, nor were better outcomes seen in
type Il bipolar disorder. Harm was seen in the
rapid-cycling subgroup, where antidepressant
continuation was statistically associated with more
depressive episodes (about three times more than in
non-rapid cyclers, in contrast to equal depressive
morbidity stratified by rapid cycling in the anti-
depressant discontinuation group).

Overall, both new maintenance studies of new
generation antidepressant medications, though
limited by not having placebo controls, fail to find
a robust effect size of benefit with antidepressants
in bipolar disorder, though our study found some
modest symptomatic benefit. This limited efficacy
is consistent with at least five previous RCTs with
TCAs. Further, our study confirmed the previous
randomized data showing harmful effects of
antidepressants in rapid cycling bipolar disorder
(14).

Pure depression versus the depressive mixed state

These generally negative data might be seen as
conflicting with benefits seen in recent studies with
some antipsychotics and anticonvulsants in bipolar
depression. The most obvious contrast is with two
studies of quetiapine (15, 16), both of which were
markedly better than placebo, which led to the only
FDA indication for a single agent for acute bipolar
depression. Similar efficacy has been shown with
olanzapine-fluoxetine combination (OFC), though
not with olanzapine alone, leading to FDA indica-
tion of OFC for acute bipolar depression (17).

One possible explanation for the relative
inefficacy of antidepressants and the relative efficacy
of antipsychotics in RCTs of acute bipolar depres-
sion might have to do with the distinction between
the depressive mixed state and pure depression (18).
The current DSM-1V definition of acute bipolar
depression is quite broad, and that of the acute
mixed episode correspondingly narrow (requiring
that full mania criteria be met at the same time as full
depression criteria). Patients can thus enter current
acute bipolar depression studies with one, two, or
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three manic symptoms (along with a major depres-
sive episode), since that presentationisstill below the
high threshold set for the DSM-IV mixed episode.
Some data indicate that up to one-half of subjects
with bipolar depression have 1-3 manic symptoms
(19), what has been termed the ‘depressive mixed
state’ (18); the rates may be even higher in bipolar
type II depression (20). Thus, studies of bipolar
depression these days are likely to be studies of a
mixture of the depressive mixed state and pure
depression. This possibility remains a hypothesis
until researchers examine bipolar depressed patients
in RCTs more carefully for manic symptoms. It
could be that such studies show benefit with
antipsychotics because those agents may be
especially effective in the depressive mixed state;
similarly, such studies may show inefficacy with
antidepressants because those agents may be
especially ineffective in the depressive mixed state.
The only study to assess that latter point was
recently published from the STEP-BD database
and it found no benefit with antidepressants in
depressive mixed state subjects (21), which is
consistent with the older literature on lack of benefit
with antidepressants in mixed episodes in general.

Thus, perhaps this literature would be clarified if
future antidepressant studies were conducted in
only pure bipolar depressed subjects (excluding
those with any manic symptoms), and if antipsy-
chotic data were at least analyzed stratifying for
presence or absence of any concomitant manic
symptoms (analyses which have not yet been done
with current studies). Future studies might even
target antipsychotic treatment to the depressive
mixed population.

One final comment on these antipsychotic
studies: they demonstrate acute benefit, up to eight
weeks, with agents like quetiapine. Thus, following
the evidence to the letter would suggest that

clinicians should use them for acute benefit, for

eight weeks, but they do not provide a scientific
basis for long-term maintenance treatment, on the
order of years. These antipsychotic maintenance
data do not compare or provide alternatives to, the
completely different maintenance data that show
long-term benefits with agents like lithium (22),
divalproex (23), or lamotrigine (24); this distinction
is reviewed in more detail elsewhere (25, 26).
Simply put, lithium, divalproex and lamotrigine
have all been shown to prevent depression with
reasonably acceptable maintenance trial method-
ologies, while such depression prevention is not
present with aripiprazole (27), is not clearly shown
with olanzapine due to an acute discontinuation
effect in its main placebo-controlled monotherapy
trial (28), and only is shown with quetiapine as
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add-on treatment to standard mood stabilizers (not
in monotherapy) (29). One study with olanzapine
suggested similar depression prevention benefit
versus lithium (30), but it was not placebo
controlled. Thus, overall, while some maintenance
benefit with neuroleptics may occur, especially as
adjunctive treatments, the extent of their benefits is
not robust or well replicated, especially for pre-
vention of depressive episodes, and it is not at all
established for some agents like ziprasidone or
risperidone. The distinction between acute and
maintenance efficacy needs to be maintained. It is
not the case that acute efficacy translates into
maintenance efficacy or vice versa (what might be
called the ‘happily ever after’ fallacy).

Summary

In sum, the evidence indicates that antidepressants
appear ineffective or quite limited in efficacy in
acute or maintenance treatment of bipolar depres-
sion. They may be especially ineffective in the
depressive mixed state. Their utility in pure bipolar
depression has not been examined. Again, in the
setting of a limited number of such studies, making
firm generalizations is risky, but nonetheless these
are reasonable interpretations, in my view, of the
evidence base so far.

This evidence contrasts with the widespread
usage of these agents in bipolar disorder [about
80% of patients receive antidepressants regardless
of the country when comparing the US and
Europe, a rate that is twice as high as any other
class of agent, including mood stabilizers or
antipsychotics (Adelphi Group Products, data on
file, Cheshire, UK, 2003)]. One is left with a
conundrum: either the studies are right and clini-
cians/patients are wrong; or the studies are wrong
and clinicians/patients appreciate something that
the studies have missed. Many are inclined to give
clinicians the benefit of the doubt, but, in my view,
the history of medicine would suggest otherwise,
not only in the distant past (bleeding being the
primary medical treatment for most illnesses from
the 1* century AD until the 19 century), but
recently (e.g., the extensive use of hormone
replacement therapy was discouraged in many
women by large RCTs; cigarettes were widely
viewed as benign until large epidemiological stud-
ies showed their harm). Can tens of thousands of

~ psychiatrists be wrong? History would suggest so.

Unipolar depression

Most of this discussion will relate to interpreting
the results of the large NIMH-sponsored STAR*D



study, though some discussion of other studies will
also be included.

Acute studies

In STAR*D, the main purpose was to see what
antidepressant treatments were effective in those
who failed to remit initially with a single antide-
pressant trial. The antidepressant chosen was
citalopram, a typical SRI, and it was given open-
label initially in order to identify non-responders,
who were then randomized to various steps of
other treatments. Perhaps not too surprisingly,
initial response openly to citalopram was about
50%, and initial remission about 30% (31). The
remaining subjects were then randomized to three
sequential stages of treatment. They continued
through the course of options if they failed to remit
in any phase, and as long as they were willing to
stay in the randomized studies. Figure 1 reflects the
phases of treatments, as well as the acute and
sustained response and remission rates.

As seen in Fig. 1, in the second stage of
treatment (either switching to a different antide-
pressant or augmenting with one), a similar rate of
acute response was achieved (about 50%). How-
ever, by stages 3 and 4, despite using agents
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previously shown to be most effective (like TCAs
and MAOIs or lithium augmentation), acute
response rates ranged around 20%. Further, by
stages 2 and onward, remission and response rates
were about the same (i.e., better response was not
seen with a more liberal definition of improvement
than used for remission). As the authors of
STAR*D commented in one paper, one can read
these results as good news in the sense that one can
conclude, with multiple phases of treatment, that
about 60% or so of patients will respond acutely
(>50% improvement in depressive symptoms)
(32). When one incorporates dropouts due to side
effects, as I did in the figure, that acute response
rate seems to fall to about 51%, but still one-half
of patients seem to benefit. Again, the absence of a
placebo control obviates definitive conclusions, but
in the context of the extensive non-STAR*D
literature on this topic, one might be justified
in concluding that antidepressants have acute
benefit in about one-half of people with unipolar
depression.

Maintenance studies

Though STAR*D is mainly reported in terms of its
acute data, one analysis so far also provides

Enrolled in Level 1 3,671)

Open-label citalopram for 3 months |

i
33% remission !

. . P i
20% sustained remission

I___|

Enrolled in Level II (1,439}

Switch (BUP versus VNL versus SERT versus CBT) versus
Augment (BUP versus BUSPR versus CBT)

30% remission

48% actual cumulative remission

25% sustained remission

Eorolled in Level TH: 390
Switch (NTP versus MRT) versus
Augment (Li or T3)

14% remission
50% actual cumulative remission
26% sustained remission

N

Enrolled in Level 1V: 123
MAOI (Tran) versus MRT/VNL

13% remission

151% actual cumulative remission
\__ 26% sustained remission

Gig. 1. STAR*D cumulative response and remission rates. Rate (%) estimates are based on reanalysis of data from Rush et al. (32).
BUP = bupropion; VNL = venlafaxine; SERT = sertraline; CBT = cognitive behavioral therapy; BUSPR = buspirone;
NTP = nortriptyline; MRT = mirtazapine; Li = lithium carbonate; T3 = tri-iodothyronine; MAOI = monoamine oxidase

inhibitor.
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maintenance data (32), and it is perhaps underap-
preciated that the STAR*D maintenance data
may be the best evidence that we have to date on
long-term efficacy with antidepressants in unipolar
depression. Further, STAR*D was designed to be,
and is, generalizable to the real world of complex,
comorbid, recurrently depressed patients, as op-
posed to the cleaner populations studied in most
RCTs (designed for FDA registration by the
pharmaceutical industry).

The basic results are as follows (see Fig. 1): of
the subjects who acutely responded or remitted to
antidepressants in STAR*D, only about one-half
stayed well at one year (sustained remission). In
other words, by preselecting those patients who
have acute benefit with antidepressants, as noted
above, one-half will maintain benefit. Since one-
half receive acute benefit, and one-half of that
group have sustained maintenance benefit, only
one-quarter of the overall sample has long-term
maintenance remission with antidepressants in
unipolar depression, according to STAR*D.
Remission and the more liberal criterion of
response seemed to converge by the end of
STAR*D, so that this 25% long-term improve-
ment rate should not necessarily mean that another
chunk of patients (approximately another 25%)
did not have remission but might have had partial
improvement. The published data so far suggest
that a 25% benefit is about all there is with long-
term treatment, however we define such benefit. If
other data are available on this topic in the
STAR*D database, they should be analyzed.
Otherwise, we would have to conclude that there
is much less long-term benefit with antidepressants
in unipolar depression than has often been
assumed and, further, that this benefit is in fact
rather similar to the long-term efficacy seen in
bipolar depression [also around 20% in the recent
Stanley Network RCT (10)]. These results then
might argue that antidepressants are not equally
effective in bipolar and unipolar depression (33),
nor differentially effective in unipolar as opposed
to bipolar depression (34), but equally ineffective in
both conditions. Yet this latter pessimistic conclu-
sion is not entirely accurate: it would apply to low
Jong-term maintenance benefits, keeping in mind
higher amounts of acute benefits in unipolar
depression as seen in STAR*D, in contrast to
limited or no acute efficacy with antidepressants in
bipolar depression in STEP-BD.

If one asks how these STAR*D studies compare
to other maintenance studies of antidepressants in
unipolar depression, it is important to note that the
rest of the literature is sponsored by the pharma-
ceutical industry, which tends to avoid publishing

962

negative studies. A recent review of mostly acute
antidepressant trials found that the published
literature was 94% positive, but when unpublished
negative studies are included, the actual study
database is 51% positive (35). This problem of
publication bias is thus endemic to any meta-
analysis limited to the published literature, as with
one on long-term antidepressant trials (36). In that
report, 10 studies with SRIs (n = 2,080) and 15
with TCAs (n = 881), mostly with one year
follow-up, showed maintenance benefit versus
placebo. The longest follow-up with modern
antidepressants was two years with venlafaxine
(37).

The benefit of these studies is that they have pure
placebo controls, unlike STAR*D. However, the
magnitude of benefit seen in these studies, often
masked in published reports, is not better than the
low rate of improvement seen in STAR*D. For
instance, in a recent venlafaxine maintenance study
(37, 38) 1,096 patients initially entered an acute
depression study and were randomized to venla-
faxine versus fluoxetine. A total of 715 responders
were then enrolled in six-month blind continuation
on the same treatment. A total of 258 responders at
six months entered maintenance phase A for one-
year treatment (re-randomized to venlafaxine ver-
sus placebo) and 131 responders (83 venlafaxine,
48 placebo) in maintenance phase A entered phase
B for a second year of maintenance (venlafaxine
responders were re-randomized to venlafaxine
versus placebo while placebo responders stayed
on placebo, and fluoxetine responders stayed on
fluoxetine). In the first year of maintenance treat-
ment (phase A) in 258 responders, 77% stayed well
on venlafaxine versus 58% with placebo. In the
second year of maintenance treatment, the venla-
faxine response rate was 92% (of those who
respond at one year) versus only 20% with
placebo. These response rates seem quite large,
especially when compared to STAR*D, but only
because these percentages are being reported in
smaller and smaller subgroups.

Here are the response rates from the start of

65.2% had an acute response; (i) 35.9%
(258/715) of those acute responders remained
well at six months; (i) 50.8% (131/258) of
sustained responders at six months remained
well at 18 months. This is only 18.3% (131/715)
of initial sustained responders at one year. The
massive 92% response rate at two years only
applies to this subgroup (18.3% of the original
sample). Thus, the grand total of responders at
two years is 92% of 18.3%, which is 16.8% of
original sustained responders (at six months).



This low absolute response rate is in the range of
the low sustained response/remission seen in
STAR*D. Though it is not unique to antidepres-
sant maintenance studies [similar calculations
could be made with lamotrigine or aripiprazole
maintenance data in bipolar disorder (27, 39)], it
is relevant that efficacy greater than placebo does
not mean efficacy in most persons. The actual
effect size of long-term absolute benefit is small. It
is also the case that dropouts in long-term clinical
trials is a complex matter, including the difficulty
of maintaining patients in randomized studies, but
the general point that is relevant is that relative
percentage response rates (such as 92% at two
years) are also inflated, and some attention should
be paid to the absolute number of patients who
remain in these studies.

Treatment refractory depression (TRD)

The main purpose of STAR*D was to identify
treatments for refractory depression. But perhaps
its most obvious finding is that after two initial
trials (where about 50% acute response rates are
seen), further antidepressant treatments or combi-
nations have much lower rates of response (in the

sion after two treatment trials is quite small,
especially when recovery based on natural history
is also taken into account.

The TRD literature, which has for so long
recommended multiple trials of antidepressants in
various combinations, would thus seem to be
overoptimistic. This observation may be sup-
ported by recent studies which suggest that TRD
is not really simply a case of unipolar depression
that happens not to respond well to antidepres-
sants. Of the many causes often cited as risk
factors for TRD (such as misdiagnosis, comorbid
personality disorders, medical illnesses, substance
abuse, rapid metabolism, etc.) (40), few TRD
studies in the past have tried to quantify the
frequency of these risk factors. Recent data
suggest that perhaps, of that long list, the others
pale in comparison to a major cause: misdiagnosis
(41). In patients diagnosed with refractory unipo-
lar depression and unresponsive to multiple ther-
apeutic  antidepressant trials, upon careful
diagnostic reassessment, two studies indicate that
about 25-50% instead have bipolar depression
(most commonly type II) (42, 43). (It is not
claimed here that this was the case with STAR*D,
which systematically assessed and excluded types I
and 11 bipolar disorder; but these studies suggest
this misdiagnosis is an important factor in TRD
in real-world practice).

Why antidepressants are not antidepressants

Galen once remarked, ‘My treatment fails only
in incurable cases’ (44). The concept of TRD is
similar; rather than doubting our clinical con-
cepts, we blame the illness. Instead, it appears
that the main problem of TRD may not be so
much that our antidepressants are not working
enough, but rather that we are getting the
diagnosis wrong.

Neurotic depression

Most patients treated with antidepressants do not
have either bipolar depression, or recurrent uni-
polar depression, or mixed states, or TRD. Most
have mild to moderate chronic depressive and
anxiety symptoms that impair their lives, but
which do not usually meet major depressive
episode criteria. In fact, these persons probably
see primary care physicians (who prescribe
antidepressants more than psychiatrists) as fre-
quently as psychiatrists. It is likely that antide-
pressant use fails to provide major benefits in this
population, partly because the best diagnosis for
this group of patients was legislated out of
existence with DSM-III in 1980, and in its later
revisions. In initial drafts, the DSM-III committee
required criteria for major depressive disorder and
bipolar disorder, but removed reference to what
had been termed ‘neurotic depression.” This deci-
sion appears to have been based in part on
frankly speculative, mechanistic, psychoanalytic
connotations associated with the term, including
the hypothesis that unconscious intrapsychic con-
flicts can cause depressive and associated anxiety
symptoms (45). A backlash arose from many
clinicians, including many with psychodynamic
training. A compromise was reached by including
new diagnostic categories of generalized anxiety
disorder and dysthymia, in large part so as to
capture patients formerly considered to have
neurotic depression. Neurotic depression was
renamed, but its treatment was not. As antide-
pressants came to be used increasingly for ‘major
depression,” clinicians simply reconceived of for-
merly neurotic depressed patients as simply
‘depressed, possibly considered to meet criteria
for a major depressive episode at some times. Yet
anxiety is often equally if not more prominent
in this syndrome, and episodicity often is not
characteristic of such patients. In practice, the
diagnoses of major depression, dysthymia, and
generalized anxiety are often melded together, or
anxiety symptoms are considered as ‘comorbidi-
ties’ to major depression or dysthymia (46). A
principal outcome of the imprecise distinction
among the various groups of patients with
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depressive morbidity was to treat them all with
‘antidepressants’.

However, neurotic and major depression
patients are very different in their diagnostic
validators (47) of phenomenology, genetics, course,
and treatment response, and both are different
from the depressive phases of bipolar disorders.
Typically, neurotic depression patients have less
severe depression and more prominent anxiety
symptoms, as well as a high degree of sensitivity to
psychosocial stressors, than is usual in recurrent
major depressive disorder, and they are likely to
follow a chronic, and not episodic, course (48).
Moreover, twin studies indicate separate heritabil-
ity for chronic depressive-anxiety disorders versus
major depressive disorder (49). It would also not
be surprising if neurotic and major depressive
disorders also differed in treatment response. This
hypothesis remains poorly studied, partly because
the term ‘neurotic depression’ has fallen out of use.
Nevertheless, some (50, 51), though not all (52),
evidence suggests that patients with chronic
depression generally are less responsive than those
with briefer episodes of major depression, as are
those with anxiety (53, 54), dysthymia (54, 53), or
mild depressive symptoms (56). These tentative
conclusions do not imply that antidepressants are
completely ineffective in dysthymia or generalized
anxiety disorder (57, 58), but they may be less
effective in these chronic settings than otherwise.

More than a decade ago, Martin Roth warned
about the changes in DSM-III that included
deletion of neurotic depression as a diagnosis
(59). Based on data then available, he made a
good case that some patients with depressive
symptoms could be distinguished from recurrent
unipolar major depressive disorder. Subsequent
research appears to have confirmed Roth’s views.
In Table 1, a proposal is made for diagnostic
criteria for neurotic depression which incorporate
DSM-1V definitions for generalized anxiety disor-
der, dysthymia, and major depressive disorder, and
distinguish neurotic depression from recurrent
unipolar major depressive disorder.

In part, antidepressants may have yielded disap-
pointing long-term results in the STAR*D study
because the DSM-IV diagnostic category of ‘major
depressive disorder’ is too broad. The major
depression concept ranges from single depressive
episodes of widely ranging severity and clinical
characteristics (including melancholic and psy-
chotic forms, with a wide range of onset-ages),
through patients with only a few recurrences, to
highly recurrent major depressive episodes of
varying duration clearly separated from periods
of apparent euthymia (60). As employed clinically,
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Table 1. Proposed diagnostic criteria for neurotic depression®

A. The presence of depressed mood more intense or disabling
than, but not distinct from, normal sadness

B. At least 2 but not more than 4 of the following criteria are met:
sleep changes (decreased or increased), decreased interest
in usual activities, low self-esteem, decreased energy,
decreased concentration, appetite changes (decreased or
increased), suicidal ideation

C. Chronic worries or psychological anxiety most of the day,
nearly every day, OR muitiple somatic symptoms, such as
gastrointestinal distress (e.g., nausea, diarrhea), headaches,
or paresthesia

D. Duration of symptoms in criteria A, B, and C is at least
six months, lasting most of the day, nearly every day

E. Mood appropriately reactive to adverse or favorable changes
in life circumstance and 1o everyday events

E. Absence of marked psychomotor retardation or marked
guilt/self-reproach

G. DSM-IV major depressive episcde criteria are not met during
most of the duration of the above symptoms

H. DSM-IV criteria for major depressive episode, chronic
subtype, are not met

2Adapted from Schapira et al. (85).

the diagnosis includes chronic depression with a
range of clinical features, severity and duration, as
well as many cases of neurotic depression. It is
tempting to speculate that both episodicity and
chronicity of depressive symptoms associate with
inferior responses to antidepressants.

‘Episodicity’, as Goodwin and Jamison (61) have
emphasized, has been linked with bipolar disorder,
and indeed was included in the original Kraepelinian
concept of manic-depressive illness. What mattered
was that patients had many mood episodes of
whatever variety (even all depressive) (61). Of note,
there is evidence that ‘highly recurrent’ (still ill
defined) unipolar depression is potentially
responsive to lithium (62). ‘Chronicity,” as Roth
emphasized, also may associate with a different
condition, and it may well be less antidepressant-
responsive than episodes of acute major depression.

About one-third of persons diagnosed with
unipolar major depressive disorder have one or a
few episodes, but not a highly recurrent or chronic
course (61). Antidepressants may be more effective
in a targeted population involving major depressive
episodes that are not highly recurrent or chronic,
than in the broader mix of patients currently
diagnosed with imprecisely defined ‘depressive
disorders’.

In this discussion, the natural history of
untreated outcomes is important, and can be
ascertained among patients before treatment, or
during prolonged periods without treatment.
Most research on the course of depressive
disorders precedes the definition and broad



acceptance of antidepressant drugs in the 1970s
and later (45). Recent studies find notable rates
of chronic subsyndromal or dysthymic depression
in bipolar disorder (63). Perhaps importantly,
these observations arise in treated patient
cohorts, and thus do not represent natural
history. These findings represent the results of
treatment with mood stabilizers, antipsychotics,
and sedatives that effectively suppress manic
features in bipolar disorder. In contrast, the
natural history of untreated bipolar disorder is
primarily episodic, not chronic (61).

Adbvice for clinical practice

The main point of this essay is that a rethinking
of the use of antidepressants is needed. This
recommendation is not merely an academic or
scientific matter, but also addresses a practical
clinical problem. Clinicians would do well to
return to, and better appreciate, the classic
Hippocratic tradition in medicine, not merely as
words to be mouthed, but rather as a living
source of guidance about how to ethically and
scientifically practice medicine in the setting of
uncertainty.

The Hippocratic tradition helps clarify our
clinical obligations. The job of the physician in
that tradition is not to meet every symptom with
a pill. If this allopathic practice were the case,
then the first two years of medical school,
entirely devoted to understanding diseases, would
probably be unnecessary. The physician needs to
determine if the patient’s presenting signs and
symptoms add up to a disease, and if so, then
whether and how that disease has been demon-
strated to be best treated. If the patient has no
disease, then treatments should be avoided, or if
given, used short term for an explicitly palliative
purpose. Such Hippocratic practice is rarely
followed in contemporary psychiatric pharmaco-
therapy (64).

One should not conclude that the limited
benefits provided by antidepressants ‘are better
than nothing.” Such a view would reflect the
extent to which contemporary psychiatry has
become non-Hippocratic, and would be based
on the dour assumption that we should treat
until our treatments are proven ineffective. The
Hippocratic tradition argues the reverse: patients
should not receive a treatment until it is proved
to yield better outcomes than the natural history
of the illness. In other words, the burden of
proof in contemporary psychiatric therapeutics
appears to require reasons to avoid using

Why antidepressants are not antidepressants

medications, whereas the Hippocratic tradition
requires a burden of proof to wuse them (64).

The other practical conclusion from this article is
that we need to get our metaphors right. Until
now, an analogy of major depressive disorder to
chronic illnesses, such as diabetes mellitus, has
been widely assumed: antidepressants, like insulin,
are needed for long-term management. Perhaps we
should shift the analogy to infectious diseases:
antidepressants for depressive disorders might be
analogized to antibiotics: effective, sometimes
essential and even life-saving, in acute illness, but
ineffective or dangerous in excessive or overly
prolonged use.

If this interpretation of the Hippocratic tradition
is correct, and if the new analogy to antibiotics is
valid, then the job of the practicing clinician comes
down to two steps. First, more careful and precise
diagnosis is needed. Since nosology precedes
pharmacology, if we get the diagnosis wrong,
treatment will be ineffective. For example, bipolar
depression should be recognized or suspected far
more often, and antidepressants generally avoided
in such cases. Moreover, ‘major depressive disorder’
needs to be considered in its clinically important
subtypes. Recurrent, episodic unipolar depressive
episodes could be treated short term with anti-
depressants, and then continued only when relapse
occurs, or when recurrences are frequent. First-
episode unipolar, major depression patients should
receive  short-term  antidepressant treatment.
Chronic neurotic depression could be treated with
antidepressants for perhaps several months, and
continued only if relapses occur, ideally with
psychotherapy as well.

Suggestions for future research

This critique is not meant to be an exercise in nay-
saying. The point of this discussion is not to dismiss
antidepressants in psychiatry, with nothing more to
say. Rather, science proceeds with critique of
current knowledge, followed by experiment, to try
to establish new knowledge. Truth is the goal at
which this gradual process of corrected error aims.
Among suggested lines for future research, the
following may be relevant:

First, nosologic research should be conducted on
patients who meet a construct for neurotic depres-
sion. In Table 1, suggested diagnostic criteria are
provided, adapted from the work of Roth’s group
over three decades ago (55). To validate this
concept of neurotic depression, these criteria can
be examined in studies comparing unipolar depres-
sion populations in symptom prevalence, family
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history, course of illness, and antidepressant
treatment response.

Second, the efficacy of psychotherapies versus
no treatment versus antidepressants is important
to study in this proposed neurotic depression
population.

Third, antidepressant discontinuation studies are
needed that compare long-term outcomes in
patients who respond acutely to antidepressants.

Fourth, such long-term maintenance studies
should also ideally include a psychotherapy
comparison group to determine if maintenance-
phase psychotherapy is effective versus long-term
antidepressant treatment.

Fifth, all such studies should be analyzed not
only with DSM-IV major depressive disorder
definitions, but also looking at subgroup eflicacy
in non-recurrent episodic unipolar depression
(one or two episodes), recurrent episodic
unipolar depression (three or more episodes),
chronic major depression (DSM-IV defined as
major depressive episodes lasting longer than
one year), neurotic depression (see Table 1), and
bipolar spectrum disorder [recurrent depressive
episodes with features of bipolarity other than
spontaneous manic or hypomanic episodes (65)].

Lastly, specific psychotherapies can be exam-
ined, such as cognitive behavioral therapy (CBT),
but more attention should also be given to effects
of the most common kind of psychotherapy, a
nonspecific eclectic mix of mostly psychoanalytic
techniques with supportive and behavioral
methods, which is highly understudied (66). A
final kind of psychotherapy that is little studied
and may have particular benefit in depressive
conditions is existential psychotherapy (67), which,
despite its apparently subjective nature, is amenable
to empirical assessment of outcomes (68).
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