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To the Editor:                     

Recent evidence in the literature1 raised 
the point that the effect of antidepressants 
for mild and moderate depression may 
be minimal or non-existent. This is a very 
important question that leads us to discuss 
the level of evidence that supports the 
widespread use of antidepressants for less 
severe forms of depression. In counterpart, 
the burden of depression is also well known 
and antidepressants are the most common 
treatment approach available.

Although evidence favoring the lack of 
efficacy of antidepressants seems to be 
strong, one could argue that maybe these 
results can be attributed to psychometric 
pitfalls in the proprieties of the instruments 
used to define response in randomized 
clinical trials, such as the Hamilton Rating 
Scale for Depression-17 items (HAM-D17)2. 
This extremely simple problem could have 
major implications in clinical practice over 
the world.

The HAM-D17 has being criticized for 
several flaws, including lack of uni-dimen-
tionallity, demonstrated by both classical3,4

and modern psychometric methods,3 such 
as Rasch Analysis and Item Response 
Analysis. Santor and colleagues,5 analyzing 
a community sample of depressed patients, 
could show specifically that some items of 
HAM-D17 were not effective at discriminat-
ing different degrees of depressive severity, 
particularly within mild and moderate lev-
els. If a scale is composed mostly of items 

measuring moderate to very severe depres-
sion, the measurement scale would have 
great difficulty in discriminating mild and 
moderate cases as both would be charac-
terized by low scores on all items. It is like 
an “industrial thermometer being used to 
measure a temperature of a baby.” 

In addition, one should also note that 
although HAM-D17 have a maximum score 
of 52, mild to moderate depressions have, 
by definition, scores with <13 and 18 points, 
respectively. Moreover, in almost all ran-
domized clinical trials of antidepressants 
for depressive disorders there is a classi-
cal placebo response of ~20% to 40% and 
very few patients achieve full remission 
after treatment completion, reducing con-
siderably the margin to show the true effect 
of antidepressants over placebo in such a 
small number of points in the measurement 
scale for these severity levels.

We do agree that prescribers, policy 
makers, and consumers must be aware that 
the efficacy of antidepressants for depres-
sion largely has been established on the 
basis of studies that have included mostly 
more severe forms of depression. However, 
we are hypothesizing that an alterna-
tive explanation for the lack of efficacy in 
mild to moderate cases could be attribut-
able to psychometric pitfalls in HAM-D17.3,5

Moreover, the same hypothesis could be a 
reasonable explanation for discrete effec-
tiveness reported for psychotherapies in 
major depression after the adjustment for 
publication bias.6

In conclusion, the utility of HAM-D17 as a 
gold standard measure for comparing treat-
ment effects of mild to moderate depression 
still needs to be established. Without that, 
we could condemn the “wrong suspect” 
(antidepressants) letting free the “real 
guilty” (HAM-D17). 

Sincerely, 
Giovanni Abrahão Salum, MD, PhD 

Student
Gisele Gus Manfro, MD, PhD
Marcelo P. Fleck, MD, PhD
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