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Commentary
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Harvard Medical School and Massachusetts 
General Hospital, assembled a group of 
experts to discuss recent research and 
lay media reports about the efficacy of 
antidepressants for treating mild-to-
moderate depression and the safety  
risks, including suicidality, associated  
with antidepressants. Their discussion  
appears here.
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The Current Crisis of  
Confidence in Antidepressants

The US Food and Drug Administration (FDA) has required that the pre-
scribing information for all antidepressants carry a black box warning 

about suicidal thinking and behavior in children, adolescents, and young 
adults. Additionally, recent research has examined the efficacy of antide-
pressants, particularly for patients with mild-to-moderate depression, and 
the lay press has publicized various interpretations of these findings. These 
2 circumstances have affected the public perception of the safety and utility 
of antidepressants and raised challenging questions for clinicians who treat 
patients with antidepressants.

WHAT DO THE STUDIES MEAN?

Dr Nierenberg: The lay press has interpreted data from recent meta-
analyses1–3 on the efficacy of antidepressants in a way that emphasizes the 
risks of these medications and minimizes the benefits. We have the unique 
challenge of trying to interpret the data from these complex studies so that, 
as clinicians, researchers, and educators, we can help the public understand 
the true import of these findings. Otherwise, people who should be seeking 
treatment might not do so, due to their fear of the perceived risks of these 
medications and the perception that they are not, in fact, that helpful. Part of 
interpreting the data from these meta-analyses is considering the strengths 
and limitations of randomized clinical trials and examining how informative 
they are for clinical practice.

Dr Shelton: A lot of media attention has focused on a recent meta-
analysis1 conducted by my colleagues and me that examined the efficacy 
of antidepressants for treating patients with depression. The purpose of the 
study was to look at controlled clinical trials to determine if a relationship 
existed between baseline severity of illness and the amount of drug-placebo 
difference demonstrated in the trials. Our study was conducted in response 
to earlier meta-analyses from Kirsch et al2 and Khan et al.3 The former 
suggested that, when data from all trials, including failed or unpublished 
trials, were aggregated, the drug-placebo difference was minimal for severe  
depression and no drug-placebo difference existed for patients with moder-
ate depression. The latter indicated that baseline severity had no effect on 
drug-placebo differences.

Because many industry-related clinical trials include exclusion criteria 
such as minimum Hamilton Depression Rating Scale4 (HDRS) scores, the 
populations under study are not representative of the patients that clinicians 
see in their practices. Additionally, industry-related clinical trials generally 
put in place safeguards that reduce placebo response, including placebo 
wash-out periods. Therefore, our meta-analysis1 specifically did not focus 
on industry-related clinical trials and instead considered data from placebo-
 controlled trials that included patients with a broad range of depression 
severity.

We found a relationship between the baseline severity of illness and the 
degree of difference between the response to drug versus placebo.1 People 
with lower HDRS scores at baseline had no significant difference between 
drug and placebo effect, but, as the baseline severity of depression increased 
to 25 or greater (ie, more severe depression), the drug-placebo efficacy dif-
ference became clinically significant (Figure 1). This finding was predicated 
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on the fact that the amount of change in HDRS scores in the 
patients taking placebo was about the same across the sever-
ity spectrum—patients with initial scores of 20 improved 
by about 8 points, and patients with initial scores of 30 also 
improved about 8 points. But, the amount of response to 
medication was greater among patients with higher baseline 
HDRS scores than in those who had lower baseline scores, 
creating a greater difference between drug and placebo 
efficacy.

The relationship between baseline severity of illness and 
the degree of drug-placebo difference was the fundamen-
tal finding of the study.1 However, the intent of the study 
was also to communicate about the nature of clinical trials 
themselves. For example, how do you plan for studies? What 
factors should be taken into consideration when analyzing 
the results? Something we plan to test as we go forward is 
what happens to people over time, not just in the acute trial.
For example, the relapse prevention effect of antidepres-
sants needs to be analyzed across the severity spectrum. For  
instance, if a medication does not work better than placebo 
in mildly ill patients during the acute phase of illness, then 
relapse rates over time should also be equivalent between 

drug and placebo, although I doubt that is 
the case.

Dr Price: When I read the meta-analysis,1 
I thought that it reinforced what most of us 
in the field think about how antidepressants 
work and how they should be used. However, 
the media interpretation was completely dif-
ferent, and that was just stunning to me.

Dr Shelton: How would you describe the 
discrepancy?

Dr Price: The study showed pretty con-
clusively that antidepressants are effective 
in people who are seriously depressed and 
that placebo is not particularly effective 
for that population. This is the finding that 
those of us in the field would expect; and  
yet, because of the finding of less efficacy in 
milder depression, the media saw the study 
as more evidence that antidepressants do not 
really work.

Dr Shelton: Yes, although the interpreta-
tions varied considerably between different 
media outlets. Some seemed to understand 
the message, while others seemed to either 
misunderstand the message or have a prepro-
grammed, conditioned response.

Dr Nierenberg: Yes, it fits a consistent 
narrative that we have seen in the media for 
quite a while.

Dr Price: We need to recognize that this 
narrative is not just related to antidepressants. 
The issue goes to how we, as a field, have  
defined depression and how the public now 
views depression. In fact, a recent article5 

in a highly respected lay publication cited every naysayer 
and skeptic regarding depression in the last 100 years with-
out giving any credence to the vast amount of scientific  
literature on the disorder. Although the author ended a bit 
equivocally, noting that depression might be similar to other 
syndromes that are difficult to understand, the take-home 
point from the article was damaging to what we in the field 
have been trying to do in psychiatry since the last half of the  
20th century.

Dr Shelton: The popular press has a couple of different 
themes in this regard. First, an attitude exists that psychiat-
ric disorders, particularly depression, should not be taken 
that seriously, which shows a prejudice against psychiatric 
patients. The second message is that people with psychiatric 
disorders should be treated with psychotherapy, not with 
medications.

My colleagues and I plan to do the same kind of meta- 
analysis for psychotherapy as we did for medication. However, 
a fundamental observation can be made about psychotherapy 
now—and that is that, although certain psychotherapies6–8 
have been shown to be beneficial in depression, most people 
do not receive the types with proven efficacy.

For CliniCal Use

Carefully weigh the risks and benefits of antidepressants when  ◆
treating patients with depression.

Closely monitor patients, particularly younger patients, for suicidality  ◆
when initiating antidepressant treatment.

Consider evidence-based psychotherapy as the initial treatment for  ◆
patients with mild-to-moderate depression.

Figure 1. Observed and Estimated Change in HDRS Scores Following 
Treatment With Antidepressants and Placeboa,b

aReprinted with permission from Fournier et al.1
bCircles represent observed (raw) mean change in depressive symptoms from intake to the 

end of treatment at each initial HDRS score for both the ADM and placebo conditions. 
The size (area) of the circles is proportional to the number of data points that contributed 
to each mean. Regression lines represent estimates of change in depression symptoms 
from intake to end of treatment for ADM and placebo conditions as a function of baseline 
symptom severity. These regression lines were estimated from a model of the baseline 
severity × treatment interaction, controlling for the effects of the study from which the 
data originated. The threshold for clinical significance was met for intake HDRS scores  
of 25 or greater.

Abbreviations: ADM = antidepressant medication, HDRS = Hamilton Depression Rating 
Scale.
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Dr Trivedi: Two points from your meta-analysis should 
be emphasized. First and foremost, meta-analyses are, by 
definition, helpful in beginning to get a sense of the over-
all picture by looking at specific aspects of a question—for  
example, by looking at a factor such as severity or by 
ana lyzing a particular subgroup population—but more  
definitive answers require prospective studies.

The second issue, which is even more important in my 
view, is that, while your approach was immaculate, a meta-
analysis cannot ask a very nuanced question. By definition, 
you had to eliminate a large amount of evidence and data 
in the peer-reviewed published literature. Therefore, we 
need to recognize that this study answers a very focused, 
specific question. We need to educate the public that this 
study should not be used to produce interpretations about 
evidence that was not evaluated. One has to be careful 
about overgeneralizing, because—as we have seen in the 
past—overly extensive generalizations from these focused 
meta-analyses can produce changes in clinical practice that 
are not appropriate.

Dr Leon: To follow up on Dr Trivedi’s point, the meta-
 analysis from Dr Shelton and his colleagues included 6 
studies and excluded nearly 300 studies. One aspect of the 
results that struck me was that the confidence intervals 
overlapped for the treatment effect at all levels of baseline 
HDRS scores. It was clear in the article—although it was 
not explicitly stated—that the magnitude of the treatment 
effect did not differ.

Dr Shelton: I agree with Dr Trivedi that a key issue re-
garding meta-analyses is that in many ways they are not 
informative for clinical practice. Rather than informing 
clinicians what to do regarding a specific question, they per-
haps illuminate what needs to be done when going forward 
with subsequent studies. Our intent was really to inform 
the field of psychiatry, not necessarily to advise clinicians 
how they should treat patients, because many considerations 
need to be taken into account when treating patients.

To address Dr Leon’s point regarding the results, the 
fact is that this was intended as a narrowly focused meta-  
analysis. I would refer to Khan and colleagues’ meta-analysis3 
of industry-related trials that found approximately equiva-
lent drug-placebo differences across the severity spectrum. 
It is possible that, in the Khan study, the placebo response 
may be underestimated due to the exclusion of certain  
patients after the placebo washout period.

Dr Nierenberg: The findings of the meta-analyses relate 
to Dr Price’s point that the concept of major depression is 
defined too broadly, and may include a spectrum of people 
who are not that ill and for whom antidepressant treatment 
may not be appropriate.

Dr Trivedi: Yes, but also, in looking at 6 studies while 
excluding nearly 300, we have to be very careful that our 
interpretations are in line with the authors’ and do not 
go beyond that. If you will remember, about 10 years ago, 
we had the opposite problem with another set of meta-
analyses, which had the field excited that dual mechanism 

antidepressants were superior to selective serotonin reuptake 
inhibitors. However, when the pool of studies was extended 
to include the larger meta-analyses, or when the question 
was studied prospectively as in STAR*D,9 the findings re-
futed that initial idea. Dr Shelton’s and others’ meta-analyses 
should be seen by those in the field as a challenge to confirm 
or refute the findings via prospective studies.

ANTIDEPRESSANTS AND SUICIDALITY

Dr Nierenberg: In addition to the discussion regarding 
the efficacy of antidepressants for depression, a considerable 
amount of media attention has focused on whether antide-
pressants increase suicidality. Evidence suggests that suicidal 
ideation is more likely in younger patients taking antidepres-
sants (Figure 2).10

Dr Leon was asked to testify before a congressional hear-
ing11 in which there was great emotion over whether or not 
antidepressants should be used in the military due to potential 
suicides. From my read of it, there was a lack of understand-
ing of the data. Dr Leon, will you comment on that?

Dr Leon: The House Committee on Veterans’ Affairs held 
hearings in February 2010 on the issue of the relationship 
between antidepressants and veteran suicide. Essentially, in 
my testimony, I tried to counter earlier misrepresentation of 
data concerning antidepressants and suicidality, particularly 
of data from the FDA meta-analyses of antidepressants and 
suicide in both pediatric trials12 and adult trials.13 Because 
depression itself increases the risk for suicide, I argued for 
continuing to use medications to treat veterans and active 
military personnel who have depression, with close moni-
toring for suicidality.

The issue of suicidality and antidepressants, including the 
black box warning, has been misrepresented not only in the 
lay media but also in peer-reviewed psychiatric journals.

Figure 2. Odds Ratios (ORs) by Age Group for Suicidal Ideation 
and Behaviora,b

aReprinted with permission from Leon.10
bValues > 1.0 represent an elevated risk of suicidality for those randomly 

assigned to an antidepressant relative to those randomly assigned to 
placebo. Values < 1.0 represent a protective effect for those randomly 
assigned to an antidepressant. Values of 1.0 indicate that there is neither  
an elevation in risk nor a protective effect for those randomly assigned 
to an antidepressant. 
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Dr Trivedi: With reference to the antidepressant black 
box warning, we suffer from the same issue raised by  
Dr Nierenberg and Dr Price when they mentioned that 
the definition of depression has, at times, become unclear.  
Often, when people, including those at the FDA, talk about 
suicide, they do not clarify that they are talking about 
suicidality. In other words, they are talking about suicide, 
suicidal ideation, suicide intent, and a whole range of  
behaviors. The word “suicidality” was invented to encom-
pass all of these concepts. Whether the antidepressant 
warning has increased or decreased “suicidality” represents 
a complicated scenario, with very little convincing data on 
how to relate suicidal thoughts and behaviors to antidepres-
sant treatment, and even peer-reviewed publications are not 
always helpful.

Dr Leon: That is correct. In the pediatric trials,12 which 
included more than 4,400 children, no suicide deaths  
occurred. About 70% to 80% of the suicidality in the tri-
als was suicidal ideation. Another aspect of the black box 
warning that is misunderstood is that the warning language 
states that patients of all ages who are started on antidepres-
sant therapy should be monitored for clinical worsening, 
even though the data supporting the warning are based on 
adolescents and young adults.

CHALLENGES IN THE FIELD

Dr Nierenberg: The field of psychiatry faces 2 problems: 
(1) data can be misinterpreted to show that antidepressants 
do not work, and (2) data suggest that antidepressants  
increase the risk of suicidality in younger patients. How  
do we address these challenges?

Dr Price: Our third problem is a widespread suspicion 
that a vast psychiatry–pharmaceutical industry conspiracy 
exists to profit from hurting the public. In fact, some of our 
most persistent and vociferous critics have explicitly made 
that point.

Dr Nierenberg: This widespread conviction means that 
any data that support efficacy of antidepressants or that sug-
gest antidepressants do not increase suicidality are viewed 
with suspicion. How do we respond to that?

Dr Leon: The people who advocate the conspiracy  
theory are ignoring the safeguards built into clinical trials, 
such as blinding and the use of control groups. Those 2 
aspects of randomized, controlled clinical trials prevent the 
manipulation of data.

Dr Nierenberg: All of us have participated in clinical 
trials and, I believe, in industry-funded and government-
funded trials. It is difficult for us to understand the popular 
perception that industry trials are biased, because—at least 
in my experience—these trials are done meticulously and 
with tremendous oversight and careful monitoring. Many 
people simply do not understand that. So, taking these  
3 problems together, no wonder a crisis of confidence  
exists about whether data can be trusted, whether we can 
be trusted, and whether our field can be trusted. Add these 

questions to the stigma that depression still carries, although 
the stigma is less than it was 25 years ago, and my con-
cern is that people are less likely to seek the treatment that  
they need.

Dr Shelton: One of our challenges is that the problems 
that have led to this crisis of confidence are not clearly 
related to a single issue. For instance, if the problem was 
just suspicion of an industry, we could counter that with 
a public information campaign. However, some voices in 
the discussion actively promote misinformation because of 
the potential for personal gain. There are people with clear 
biases who stand to benefit if people with serious mental 
illnesses, particularly depression, stop going to psychiatrists 
or stop taking antidepressant treatment. Sometimes those 
potential benefits are personal, sometimes organizational or 
corporate, but, in the end, the misinformation needs to be 
acknowledged and then managed.

Dr Nierenberg: Epidemiologic studies14,15 have shown 
that only about a quarter of people with serious mental ill-
ness receive adequate treatment and that there can be a delay 
from the onset of serious symptoms to first treatment. This 
problem is coupled with another problem, which is the spate 
of books that have been published that misrepresent psychi-
atric treatment. For example, one recent book warns about 
an emerging “epidemic” of psychiatric problems and blames 
the epidemic on the fact that psychiatrists are diagnosing and 
treating these problems.

Therefore, I think we have a role to fill in educating the 
public about the field of psychiatry and psychiatric treat-
ments, as Dr Leon did masterfully at the congressional 
hearing. However, Dr Leon, did you feel as if the message 
was getting through?

Dr Leon: No, not during the hearing. It was an example 
of how hard it is to change preexisting beliefs, although the 
chair did say that the committee was not thinking of denying 
medication to either veterans or active military personnel.

Dr Trivedi: Obviously, we cannot hope to change society 
and the media, but 2 points have come out of this discussion 
that we need to consider. First, when looking at what treat-
ments work or do not work for depression, we need to be 
considering the more severely ill patients that practitioners 
see in real practice—as opposed to focusing on pristine, ran-
domized, controlled trials whose main aim is to get a signal 
of efficacy. A goal for all of us should be to emphasize the 
importance of this kind of research.

Secondly, we have not had any profound advances in 
the treatment of depression in the last 10 to 15 years. We 
have focused on the same mechanisms of action, the same 
monoaminergic systems, that have brought us numerous  
antidepressants but not really much success in developing 
new treatment approaches that go beyond what we know.

So, ensuring that we study the patient populations that 
reflect the typical presentation of the disease and that we 
look for novel treatment approaches are 2 things we need to 
do in the future. These approaches provide opportunities for 
us to come through this crisis of confidence.
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Dr Price: Again, part of the problem is this issue of “What 
is depression?” For those of us who can remember, it was a 
formative experience to treat profoundly depressed, melan-
cholic patients with tricyclic antidepressants and see them get 
dramatically better. But now, 35 years later, we have primary 
care practitioners who have to assess patients in a 15-minute 
session, and one of the things these physicians must deal with 
is the response to the question, “How has your mood been?” 
When the patient says he or she has been feeling down, some 
doctors prescribe an antidepressant and tell the patient to 
come back in 6 months. This is a significant reason for why 
the public is confused about what depression really is.

In terms of the research agenda, I thoroughly agree that 
we need to be looking at novel mechanisms of action, and 
we are beginning to do that in terms of nicotinic cholin-
ergic receptors and N-methyl d-aspartate receptors. But, in  
addition, we cannot lose sight of the importance of getting 
a handle on the pathophysiology of these disparate condi-
tions that have been lumped together under the single term 
depression.

Dr Shelton: I know from talking to my colleagues in 
the Department of Medicine that this problem extends  
beyond the management of psychiatric patients. Primary 
care practitioners are being asked to act as gatekeepers for 
a vast number of medical conditions, some of which they 
feel quite confident about evaluating and treating and some 
of which they feel less confident about treating. Many psy-
chiatric disorders are included on that list, and physicians 
are being asked to manage these conditions in shorter and 
shorter time frames. These shorter time frames for evalu ating 
patients and for treatment planning and management are 
creating a real crisis for the field of medicine.

When psychiatrists think of depression, we probably have 
in mind the more severely ill people that we typically see in 
clinical practice. But medical doctors see a range of symp-
tom severity that they must judge, from simple unhappiness 
through significant depression. Primary care practitioners 
are, in fact, treating depression less since the introduction of 
the black box warning, which has created a self-correcting 
effect, but the pendulum may be swinging too far in the other 
direction.16

Dr Leon: Regarding the need to develop newer 
treatments— which is certainly essential for the field—even 
new treatments might not resolve the problem with public 
confidence if the public still has an antiscience and antipsy-
chiatry attitude.

Dr Nierenberg: For example, a recent study17 tested 
repetitive transcranial magnetic stimulation (rTMS) for 
treatment-resistant depression and reported that the remis-
sion rate was 14% with rTMS versus 5% with sham treatment. 
The authors carefully said that, although it was not a large 
effect, the treatment did produce a clinically meaningful dif-
ference. However, a prominent newspaper reported that few 
patients were helped.

Dr Trivedi: I recognize that we may confront that prob-
lem even after finding newer treatments. But I do argue that 

some of the lack of confidence from the public comes from 
the fact that we have not introduced any new treatments for 
some time now.

PSYCHOTHERAPY FOR  
MILD-TO-MODERATE DEPRESSION

Dr Nierenberg: Let me ask for your comments on a 
question that is related to how both our primary care col-
leagues and the public should think about this subject. Is 
it your collective sense that patients with less-than-severe 
depression should receive one of the evidence-based psy-
chotherapies rather than immediately being treated with an 
antidepressant?

Dr Price: That is how I was trained and I agree with it; in 
fact, if a member of my family had mild depression, that is 
exactly the course of treatment that I would recommend he 
or she pursue. I do not think psychotherapy is a panacea, but 
evidence supports the efficacy of certain forms of manual-
ized psychotherapies for mild-to-moderate depression.6–8 
Although I identify myself as a psychopharmacologist, I 
think it is better to start with psychotherapy rather than 
drugs for those conditions. But the reality of health care 
is that psychotherapy is relatively more expensive than 
medication.

Dr Trivedi: I agree in principle, but I would empha-
size that the kind of psychotherapy used and how well the 
therapist is trained have a bearing on whether or not psycho-
therapy will be effective. Also, I would feel more confident 
if Dr Shelton’s meta-analysis or other meta-analyses had 
shown psychotherapy effective in controlled conditions for 
those patients for whom the medication effect size was not 
superior to that of placebo.

Dr Shelton: I agree. The kinds of meta-analyses that we 
are talking about have simply not been done with evidence-
based psychotherapies. To my knowledge, at this point a 
meta-analysis has not been done to demonstrate whether 
or not mildly depressed patients respond better to cognitive-
behavioral therapy or another evidence-based psychotherapy 
than they do to placebo treatment.

From an econometric analysis standpoint, our data show 
that the cost of treating patients with medication versus 
treating patients with psychotherapy reaches a break-even 
point about a year or so after initiation of treatment. That 
is, if we continue antidepressant medication indefinitely, the 
medication costs catch up to the cost of psychotherapy.

I would also stress that when we recommend that people 
should be treated with psychotherapy for mild-to-moderate 
depression, we should emphasize that they need to receive 
evidence-based psychotherapy delivered in a rigorous 
manner.

Dr Price: However, a recent meta-analysis18 that exam-
ined the efficacy of psychotherapies for depression suggested 
that a substantial overestimation of effect size exists for psy-
chotherapy due to the same kind of publication bias that 
we psychopharmacologists have been vilified for.19 This  
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meta-analysis, though, did not stratify studies or results by 
severity of depression.

And, similarly, the REVAMP trial,20 which Dr Leon and 
Dr Trivedi participated in, undermined the suggestion that 
psychotherapy is the only treatment necessary for those with 
mild-to-moderate depression.

Dr Trivedi: Yes, in the REVAMP trial20 we compared 
psychotherapy and medication with medication alone. The 
study was comprised of chronically depressed patients and 
patients with recurrent depression, including those with mild 
depression. After an initial 12-week, open-label treatment 
phase during which patients received medication based on 
a treatment algorithm and measurement-based care, patients 
who did not remit were randomly assigned to 1 of 3 arms. 
Patients in all 3 arms received a next-step medication option, 
while 1 arm also received the cognitive behavioral analy-
sis system of psychotherapy (CBASP) and 1 arm received  
adjunctive brief supportive psychotherapy.

The hypothesis was that, for patients who failed to achieve 
full remission on an antidepressant alone, adding CBASP 
would produce a better effect than either optimizing the 
medication alone or adding supportive psychotherapy.  
What we found was that none of the 3 arms produced sig-
nificantly different outcomes (Figure 3).20 This finding 
suggested that measurement-based pharmacotherapy pro-
duces a robust effect that is difficult to improve by adding 
adjunctive psychotherapy.

CONCLUSION

Dr Nierenberg: Several points have come out of our 
discussion. One is that the data are complex, making it 
easy to misinterpret meta-analyses regarding the efficacy 
of antidepressants. Second, the issue of suicidality is quite 
complicated. Dr Leon came to the conclusion, with the 
FDA panel, that the hypothesis that an association may 

exist between antidepressants and suicidality could not 
be rejected, which is different than saying that there is an  
association. However, although people should be monitored 
for suicidality, it is not enough of a risk that antidepressants 
should be abandoned.

Dr Leon: Yes, that is correct.
Dr Nierenberg: Also, we have discussed that the field 

of psychiatry may have made the concept of depression 
too broad, and that those patients who are more mildly 
depressed may, in fact, benefit from receiving evidence- 
based psychotherapy first instead of antidepressant medi-
cations. If these patients do not respond to psychotherapy, 
then perhaps they would be candidates for antidepressant 
treatment. For more severely depressed patients, antidepres-
sant treatment may be beneficial from the beginning.

We also have the problem of a relative lack of innova-
tive treatments appearing over the last 15 years, which are 
needed to move the field forward. This problem needs 
to be understood in the context of the presence of some  
societal skepticism about the pharmaceutical industry and 
its relationship with those in academia, which at times 
is mistakenly perceived to affect the integrity of the data 
and the methods used to support the efficacy of current 
treatments.

Dr Trivedi: We have also discussed that the diagnosis 
and treatment of depression should be taken very seri-
ously, such that patients should not be simply given a drug 
and told to come back in 6 months. This recommendation 
is related not only to the black box warning, which says 
to monitor for suicidal ideation, but also to the fact that  
patients should really be followed very closely after initi-
ating antidepressant treatment, as would patients with any 
other chronic medical disease.

Dr Leon: The black box warning further states that  
depression in and of itself is associated with an increased 
risk of suicide, so it warns not only about the treatment but 
also about the illness.

Dr Trivedi: Right, the warning is a reminder to monitor 
patients closely when prescribing antidepressants.

Dr Nierenberg: The paradox is that depression is a seri-
ous disorder that is difficult to treat, but it is also difficult 
to find definitive proof that a treatment works. However, 
the data strongly suggest that, the more severe the depres-
sion, the less likely a person is to respond to placebo, while 
response to medication is greater. Evidence also supports a 
role for psychotherapy. I believe there is room for a thought-
ful, dispassionate debate about the facts.

Dr Trivedi: Depression is indeed a very difficult disease 
to treat. It is a long-term, chronic medical disease, and, like 
other chronic diseases, no one treatment is going to cure 
all patients.

Dr Price: I agree, and I think that it is distressing that, 
after many years of working to destigmatize psychiatric ill-
ness and the people who suffer from the conditions that we 
treat, more work needs to be done. We need to continue to 
maintain a focus on this problem and respond forcefully to 

Figure 3. Outcome of Medications Versus Medications Plus 
Psychotherapy for Chronic Depressiona

aData from Kocsis et al.20

Abbreviations: BSP = brief supportive psychotherapy, CBASP = cognitive 
behavioral analysis system of psychotherapy, HDRS = Hamilton 
Depression Rating Scale, Meds = medications.
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our detractors. We also need to concentrate on the research, 
because therein lies our best hope and the best hope for  
our patients.

Dr Shelton: Several years ago, I was interviewed by many 
of the media outlets because of a study21 my colleagues and 
I published on antidepressants and the discontinuation syn-
drome. The feel of those interviews was very similar to what 
we have experienced recently with the drug-placebo debate. 
However, over the years, I have been interviewed about the 
same topic and have found the discussion to be less stri-
dent and more sensible. Continuing to deliver an accurate 
message over and over again seems to have helped in that 
regard. Now, when I am interviewed about the subject, the 
media seem to be more inclined to ask how one manages 
the syndrome and not focus negatively on the medications 
themselves.

Dr Nierenberg: We have a perception that the media may 
be misconstruing and misinterpreting the data that we are 
producing. However, our goal is to help people who are suf-
fering, and, if we communicate effectively with the media, 
we will be more successful in that goal. The more clearly 
we deliver our message, the more people we will be able  
to help.

Disclosure of off-label usage: The chair has determined that, to the best 
of his knowledge, no investigational information about pharmaceutical 
agents that is outside US Food and Drug Administration−approved  
labeling has been presented in this article.
Financial disclosure: Dr Nierenberg, in the past 12 months, has  
served as a consultant for Appliance Computing (Mindsite), BrainCells, 
Brandeis University, PGx Health, Shire, Schering-Plough, Targacept, and 
Takeda; has received grant/research support from the National Institute 
of Mental Health (NIMH), Pamlab, Pfizer, and Shire; has received hono-
raria from Belvior Publishing, University of Texas Southwestern Dallas, 
Hillside Hospital, American Drug Utilization Review, American Society 
for Clinical Psychopharmacology, Baystate Medical Center, Columbia 
University, Imedex, MJ Consulting, New York State, MBL Publishing, 
SUNY Buffalo, University of Wisconsin, and the University of Pisa; is 
a member of advisory boards for Appliance Computing, BrainCells, 
Eli Lilly, and Takeda; owns stock options in Appliance Computing and 
BrainCells; and, through Massachusetts General Hospital (MGH), owns 
copyrights to the Clinical Positive Affect Scale and the MGH Structured 
Clinical Interview for the Montgomery Asberg Depression Scale,  
exclusively licensed to the MGH Clinical Trials Network and Institute.  
Dr Leon has been a consultant for the FDA, NIMH, Cyberonics, 
MedAvante, Roche, and Schering Plough; has been on the Data and 
Safety Monitoring Boards for AstraZeneca, Dainippon Sumitomo,  
and Pfizer; and is a stock shareholder in MedAvante. Dr Price has  
been a consultant for Gerson Lehrman, Wiley, and Springer and has  
received grant/research support from Sepracor, UCB Pharma,  
Medtronic, Neuronetics, and Cyberonics. Dr Shelton has been a  
consultant for Eli Lilly, Evotec, Forest, Gideon Richter, Janssen, Merck, 
Novartis, Otsuka, Pamlab, Repligen, and Sierra and has received grant/
research support from Eli Lilly, Evotec, Forest, Janssen, Novartis, Otsuka, 
Pamlab, and Repligen. Dr Trivedi has received research support from 
Agency for Healthcare Research and Quality, Corcept, Cyberonics, 
Merck, NARSAD, NIMH, National Institute on Drug Abuse, Novartis, 
Pharmacia & Upjohn, Predix (Epix), Solvay, and Targacept and has 
received consulting or speaker fees from Abbott, Abdi Ibrahim, Akzo 
(Organon), AstraZeneca, Bristol-Myers Squibb, Cephalon, Eli Lilly, 
Evotec, Fabre-Kramer, Forest, GlaxoSmithKline, Janssen, Johnson & 
Johnson, Meade Johnson, Medtronic, Neuronetics, Otsuka, Parke-Davis, 
Pfizer, Sepracor, Shire Development, VantagePoint, and Wyeth-Ayerst.

REFERENCES

 1. Fournier JC, DeRubeis RJ, Hollon SD, et al. Antidepressant drug effects 
and depression severity: a patient-level meta-analysis. JAMA. 2010;303(1): 
47–53. doi:10.1001/jama.2009.1943 PubMed

 2. Kirsch I, Deacon BJ, Huedo-Medina TB, et al. Initial severity and antide-
pressant benefits: a meta-analysis of data submitted to the Food and Drug 
Administration. PLoS Med. 2008;5(2):e45. doi:10.1371/journal.pmed.0050045 PubMed

 3. Khan A, Leventhal RM, Khan SR, et al. Severity of depression and  
response to antidepressants and placebo: an analysis of the Food  
and Drug Administration database. J Clin Psychopharmacol. 2002; 
22(1):40–45. doi:10.1097/00004714-200202000-00007 PubMed

 4. Hamilton M. A rating scale for depression. J Neurol Neurosurg Psychiatry. 
1960;23(1):56–62. doi:10.1136/jnnp.23.1.56 PubMed

 5. Menand L. Head case: can psychiatry be a science? The New Yorker.  
March 1, 2010. http://www.newyorker.com/arts/critics/atlarge/ 
2010/03/01/100301crat_atlarge_menand. Accessed August 12, 2010.

 6. Cuijpers P, van Straten A, Andersson G, et al. Psychotherapy for  
depression in adults: a meta-analysis of comparative outcome studies.  
J Consult Clin Psychol. 2008;76(6):909–922. doi:10.1037/a0013075 PubMed

 7. Laidlaw K, Davidson K, Toner H, et al. A randomised controlled trial  
of cognitive behaviour therapy vs treatment as usual in the treatment of 
mild to moderate late life depression. Int J Geriatr Psychiatry. 2008;23(8): 
843–850. doi:10.1002/gps.1993 PubMed

 8. Hollon SD, Jarrett RB, Nierenberg AA, et al. Psychotherapy and medica-
tion in the treatment of adult and geriatric depression: which monotherapy 
or combined treatment? J Clin Psychiatry. 2005;66(4):455–468. doi:10.4088/JCP.v66n0408 PubMed

 9. Gaynes BN, Warden D, Trivedi MH, et al. What did STAR*D teach us? 
results from a large-scale, practical, clinical trial for patients with depres-
sion. Psychiatr Serv. 2009;60(11):1439–1445. doi:10.1176/appi.ps.60.11.1439 PubMed

10. Leon AC. The revised black box warning for antidepressants sets  
a public health experiment in motion. J Clin Psychiatry. 2007;68(7): 
1139–1141. doi:10.4088/JCP.v68n0723 PubMed

11. House Committee on Veterans’ Affairs. Exploring the relationship  
between medication and veteran suicide. http://veterans.house.gov/ 
hearings/hearing.aspx?NewsID=525. February 24, 2010.  
Accessed September 9, 2010.

12. Hammad TA, Laughren T, Racoosin J. Suicidality in pediatric patients 
treated with antidepressant drugs. Arch Gen Psychiatry. 2006;63(3): 
332–339. doi:10.1001/archpsyc.63.3.332 PubMed

13. FDA News Release. FDA proposes new warnings about suicidal  
thinking, behavior in young adults who take antidepressant  
medications. www.fda.gov/bbs/topics/NEWS/2008/NEW1786.html.  
Published May 2, 2007. Accessed August 12, 2010.

14. Wang PS, Berglund P, Kessler RC. Recent care of common mental  
disorders in the United States: prevalence and conformance with  
evidence- based recommendations. J Gen Intern Med. 2000;15(5):284–292. doi:10.1046/j.1525-1497.2000.9908044.x PubMed

15. Wang PS, Berglund P, Olfson M, et al. Failure and delay in initial treatment 
contact after first onset of mental disorders in the National Comorbidity 
Survey Replication. Arch Gen Psychiatry. 2005;62(6):603–613. doi:10.1001/archpsyc.62.6.603 PubMed

16. Lineberry TW, Bostwick JM, Beebe TJ, et al. Impact of the FDA black box 
warning on physician antidepressant prescribing and practice patterns: 
opening Pandora’s suicide box. Mayo Clin Proc. 2007;82(4):518–520. doi:10.4065/82.4.518 PubMed

17. George MS, Lisanby SH, Avery D, et al. Daily left prefrontal transcranial 
magnetic stimulation therapy for major depressive disorder: a sham-
 controlled randomized trial. Arch Gen Psychiatry. 2010;67(5):507–516. doi:10.1001/archgenpsychiatry.2010.46 PubMed

18. Cuijpers P, Smit F, Bohlmeijer E, et al. Efficacy of cognitive-  
behavioural therapy and other psychological treatments for adult  
depression: meta-analytic study of publication bias. Br J Psychiatry. 
2010;196(3):173–178. doi:10.1192/bjp.bp.109.066001 PubMed

19. Turner EH, Matthews AM, Linardatos E, et al. Selective publication  
of antidepressant trials and its influence on apparent efficacy.  
N Engl J Med. 2008;358(3):252–260. doi:10.1056/NEJMsa065779 PubMed

20. Kocsis JH, Gelenberg AJ, Rothbaum BO, et al, for the REVAMP 
Investigators. Cognitive behavioral analysis system of psychotherapy and 
brief supportive psychotherapy for augmentation of antidepressant non-
response in chronic depression: the REVAMP Trial. Arch Gen Psychiatry. 
2009;66(11):1178–1188. doi:10.1001/archgenpsychiatry.2009.144 PubMed

21. Schatzberg AF, Blier P, Delgado PL, et al. Antidepressant discontinuation 
syndrome: consensus panel recommendations for clinical management 
and additional research. J Clin Psychiatry. 2006;67(suppl 4):27–30. PubMed

For the CME Posttest for this article, see pages 119–120.


	Table of Contents
	The Current Crisis ofConfidence in Antidepressants
	See complete CME activity
	CME Posttest
	Online CME Posttest

