
Book Review Woes
I found the recent review on the book on
addiction quite disappointing (“Is Ad-
diction Really Voluntary,” CLINICAL PSY-
CHIATRY NEWS, October 2010, p. 8). In the
book reviewed, “Addiction: A Disorder of
Choice,” author Gene M. Heyman,
Ph.D., reportedly presented data sup-
porting the contention that addictive be-
haviors are borne primarily out of vol-
untary behavior rather than from
diseased brains.

Dr. J. Calvin Chatlos, author of the re-
view, commented that the book includ-
ed “very valid data” that do not support
addiction as a chronic disease. The im-

plication of this statement, whether in-
tended or not, is that recent data have
cast doubt on the disease model of ad-
diction. 

Nothing could be further from the
truth.

Contrary to the contention that Dr.
Heyman’s ideas presented were novel, I
found the examples outlined to be the
same tired, flawed arguments that for
decades have been used to blame addicts
for their condition. I am concerned that
concepts presented in this article, if al-
lowed to go unchallenged, might further
stigmatize individuals with addictive ill-
ness and impede recovery.

The first flawed contention regarding
“data” supposedly challenging the dis-
ease concept of addiction pertains to
the observation that psychosocial stres-
sors often provoke an addicted individ-
ual to modify his or her behavior in
ways that promote recovery. This ob-
servation is neither unique to the disease
of addiction nor proof that addictions
are not diseases. 

Consider, for example, the disease of
hypertension. Few hypertensive individ-
uals adhere closely to treatment recom-
mendations intended to reduce blood
pressure. External stressors, such as wit-
nessing a family member suffer from a
stroke, would be expected to prompt
these individuals to better heed their

physician’s advice. Such corrective be-
havior would likely result in diminished
morbidity. The same could be said for
several other disease states. An individual
with asthma who finally relinquishes his
cat, for example, might expect improved
lung function. The list goes on and on.

Data that “most users” of addictive
drugs do not become addicted, despite
the implications, also do not support a
behavioral etiology to addiction. Con-
sider hypercholesterolemia. Most con-
sumers of dairy products do not devel-
op high cholesterol. Those with a genetic
predisposition, on the other hand, might
see their cholesterol levels skyrocket if
their diet remained unrestricted. These
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T
he American Psychiatric Associa-
tion recently released new treat-
ment guidelines for patients with

major depressive disorder. 
The guidelines were developed by promi-

nent qualified experts (most of whom had
pharmaceutical industry relationships), an
independent review panel (without phar-
maceutical industry ties), and comments
from dozens of experts and organizations
(doi:10.1176/appi.books.9780890423387.65
4001). They are 152 pages in length, and in-
clude more than 1,000 references, in addi-
tion to a 6-page executive summary.
Though comprehensive and useful in many
ways, the guidelines have four major po-
tential shortcomings. 

First, although the guidelines recom-
mend antidepressant use in mild depres-
sion (“An antidepressant medication is
recommended as an initial treatment
choice for patients with mild to moder-
ate major depressive disorder”), recent
meta-analyses that incorporate all ran-
domized clinical trial data of antide-
pressants for major depressive disorder
(MDD) throw some doubt on the
strength of this recommendation (PLoS
Med. 2008;5:e45 and N. Engl. J. Med.
2008;358:252-60). 

When looked at in terms of drug vs.
placebo differences in depression rating
scales, the amount of benefit (effect size)
was much smaller in reality (including all
unpublished studies) than in the pub-
lished scientific literature. In mild de-
pression in particular, antidepressants
are almost identical to placebo (the drug
placebo differences are nearly 0), where-
as clinically notable benefits only occur
in severe depression (drug/placebo dif-
ferences are about 5 points). 

These differences could be explained in
many different ways. There are statisti-
cal possibilities: It is always harder to
show a small effect size difference as in
mild depression than a large one as in se-
vere depression. 

It also could be that the extremely
broad and heterogenous MDD category
does not represent primarily a disease-
like antidepressant-responsive biological
depression, as with older concepts of
melancholia. Response in severe depres-

sion might pick out such melancholia. 
Second, the discussion of maintenance

treatment with antidepressants for recur-
rent MDD is relatively uncritical (“During
the maintenance phase, an antidepres-
sant medication that produced symptom
remission during the continuation phase
should be continued at a full
therapeutic dose”). In the Na-
tional Institute of Mental
Health-sponsored Sequenced
Treatment Alternatives to Re-
lieve Depression (STAR*D)
study, although acute efficacy
was seen in 60%-70% of sub-
jects when all antidepressant
classes were used sequentially,
about one-half of those per-
sons relapsed in up to 1 year of
follow-up, despite staying on
the same antidepressants that
had helped them acutely (Am. J. Psychia-
try 2006;163:1905-17). 

If those who stopped medications be-
cause of side effects are included, only
about one-third of patients stayed and re-
mained well for up to 1 year. It might be
safe to conclude that antidepressants are
more effective acutely than in mainte-
nance treatment. The guidelines do not
describe these results. 

This possibility of limited maintenance
efficacy also is supported by an analysis of
maintenance randomized controlled trials
with antidepressants. These data, present-
ed earlier this year in a poster by Dr. Brian
Briscoe and Dr. Rif El-Mallakh at the APA
annual meeting in New Orleans, looked at
16 published studies and found that only 1
could be shown to have benefit beyond 6
months of follow-up. In the absence of a
critical review of such studies, the main-
tenance recommendations have a di-
aphanous quality.

Third, little acknowledgment exists of
the risk of probable increased suicidal-
ity with antidepressants. Not only that,
but the guidelines suggest that a rela-
tionship between antidepressants and
suicidality does not exist (“A predictive
relationship to suicide has never been
demonstrated”). This statement is made
despite an almost twofold increase in sui-
cidal ideation or attempts in the Food

and Drug Administration meta-analysis
of multiple randomized controlled trials
(in young adults and children, but not
older groups) (Arch. Gen. Psychiatry
2006;63:332-9).

Such trials are exactly how predictive
relationships are established, because of

removal of most confounding
factors. Perhaps the work
group deliberately used the
word “suicide,” rather than
“suicide attempts,” since such
trials deliberately exclude sub-
jects with notable suicidality,
and thus completed suicide
did not occur (Am. J. Psychi-
atry 2004;161:562-3). But
about 13% of those who
make suicide attempts even-
tually commit suicide. 

Hence, a causative rela-
tionship is inferable. This risk is not in-
validated by less scientifically valid non-
randomized epidemiological data
suggesting otherwise, because of the ef-
fect of confounding bias in the latter
studies (Int. J. Clin. Prac. 2010;64:1009-
14). A predictive relationship to suicide
prevention, with randomized controlled
trials, also has never been demonstrat-
ed with antidepressants. Yet, in the ab-
sence of direct randomized control tri-
al data one way or the other, the work
group appears to presume such benefit,
while denying such risk. The contro-
versy is deemphasized in the report,
and in fact, is not mentioned in the ex-
ecutive summary.

Fourth, the difficult differential diag-
nosis between bipolar and unipolar de-
pression is hardly mentioned. No refer-
ence is made to the repeated evidence
that 30%-40% of patients with bipolar
disorder are initially misdiagnosed with
MDD (BMJ 2010;340:c854) nor to some
data indicating that the single most com-
mon cause of treatment-refractory de-
pression is misdiagnosed bipolar depres-
sion ( J. Affect. Disord. 2005;84:251-7). 

Recent meta-analyses of antidepres-
sant randomized controlled trials that in-
corporate previously unpublished data
made available through the FDA archives
provide a context that appears to be

missing from these guidelines. About
95% of the published scientific literature
indicates that antidepressants are more
effective than placebo in the acute treat-
ment of MDD. 

An equal number of studies, showing
that antidepressants were no better than
placebo, have not been published. When
all the actual studies, published and un-
published, are compiled, about 51% of
studies are positive and 49% are negative
(N. Eng. J. Med. 2008;358:252-60).

In providing this context, I am not sug-
gesting that antidepressants do not work
at all. However, it seems reasonable to
conclude that the scientific literature has
led the profession to believe that antide-
pressants are far more effective than they
really are. This context is not reflected in
the new guidelines.

Any treatment guidelines for MDD
face a major problem. In debates about
DSM revisions, it has become clear that
diagnoses such as DSM-IV MDD are in-
vented “pragmatically,” based primarily
on the opinions of DSM leaders about
what is “good” for clinical practice,
rather than on scientific research (As-
sociation for the Advancement of Phi-
losophy and Psychiatry Bulletin 2010;17,
www.alien.dowling.edu/~cperring/aap
p/bulletin.htm). Given the way the
DSM is created, it might not be sur-
prising to find variable benefits with our
treatments. 

The fault may lie not in our drugs, but
in us, and the ways in which we diagnose
and treat. ■
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