Letters to the Editor

From a Clinician’s Perspective

To THE EpITOR: When I read the “2010 in Review” edito-
rial in the December 2010 issue of the Journal (1), I noticed
that in contrast to other years there was neither an imaging
study among the selections, nor any article primarily focus-
ing on genetic and molecular mechanisms. To someone regu-
larly reading the Journal, this may seem interesting. Over the
past decade, nearly 20% of the Journal’s articles and brief re-
ports were neuroimaging related. Although there are always
changes reflecting major trends, such as fewer PET studies
published in recent years compared with the early 2000s, the
overall number of imaging studies published per year remains
largely constant. Reports that specifically investigate genetic
topics in psychiatry are on the rise, and they now account for
about another 10% of the Journal’s articles. Although these ar-
ticles provide new insights into the mechanisms of behavior,
disease, or treatment response, we may tend to perceive all
these studies in a certain way when we shift our view from one
month’s issue of the Journal to the larger time frame of an en-
tire year. Do these articles simply address a smaller percent-
age of the Journal’s readers? Are they too focused, not reflect-
ing the “big picture”? It could be something else.

I was reminded of a recent conversation with a colleague
about whether or not we should obtain cerebrospinal fluid or
imaging data for a study participant group with mild cogni-
tive impairment. He was arguing that without these data we
would not be able to ensure that all participants would have
prodromal Alzheimer’s disease. We would certainly better
characterize the sample, but is there really a biomarker com-
position that would allow us to draw a precise conclusion
about whether someone at risk would already be in a disease
stage that implies future development of dementia? There is,
however, a tendency to use many biomarkers in that way, as
if they would always enable us to prove whether someone
would truly have a condition or not. Our desire for causality
could make a clinical evaluation based on accepted diagnos-
tic criteria that these markers were aimed to complement
look less scientifically valid. With that discussion in mind, I
was relieved to find the article by Terry E. Goldberg and col-
leagues (2) among the articles selected as being most influ-
ential in 2010. Using a clinically defined participant group,
the authors raise awareness for symptoms beyond memory
deficits that will help clinicians better understand mild cog-
nitive impairment as a clinical syndrome. This also “charac-
terizes” the condition rather than providing a new prognostic
tool. However, it makes clinicians interact with patients and
lets us detect dysfunctional behavior patterns that they them-
selves might not be aware of. It could influence how we treat
these patients or advise their loved ones. Clearly, cerebrospi-
nal fluid or imaging markers could also influence therapeutic
decisions. But is something we can measure in a body fluid
sample or something we can see in an image more valuable
than a clinical/neuropsychological assessment, when there
currently is no answer to what causes a disease or determines
its progress?

To be honest, I am deeply in love with technology and every
time I work with colleagues at a nearby 7-Tesla MRI scanner I
feel in touch with the future, and I always wonder what such
amazing machines will help us achieve in the days ahead.
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However, back in the memory clinic I see one of my patients,
a calm and soft-spoken man in his early sixties. His memory
problems are progressive, and now they severely interfere
with his profession as a photographer. He has difficulty orga-
nizing exhibitions and remembering locations, and most im-
portantly, he is aware of his decline and it sometimes makes
him cry and worry about the future. In the end, there is no
treatment that would make him feel confident again. There is
also no biomarker I can use to change this. When we conduct
imaging or genetics studies, we always try to push today’s lim-
its forward to better understand pathology and behavior. But
we have a responsibility not to lose the individual patient on
that journey and not to let technology define clinical practice.
There is an opportunity to educate students and residents to
allow them to envision themselves as future clinician-scien-
tists. I therefore applaud the Journal editors for their insight-
ful selection of articles for the “2010 in Review.” It illustrates
the importance and sensitivity of such a decision as it con-
tributes to how we ourselves perceive psychiatry.
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Limitations of Retrospective Research

To THE EpITOR: There are several issues with the article by
Tami L. Mark and colleagues (1) published in the October
2010 issue of the Journal that deserve attention. The first is-
sue is that of validity. The statistical analyses performed do
not solve the concerns with the validity of the fundamental
question in this paper: Does it make clinical sense that the
branded antidepressant medications available between 2003
and 2006 would outperform the generic antidepressants in
effectiveness? Or, even if that argument was valid for that
period of time, does it make clinical sense that the currently
available branded medications would be able to outperform
the currently available generic antidepressants in effective-
ness, to the point of affecting outcomes?

The article has other limitations. The most concerning is
the significant difference in baseline characteristics between
the two groups. The group who received step therapy had a
lower average income, higher levels of comorbidity, and a
higher burden of chronic illness, indicating that the group
that received step therapy might have been at higher risk for
worse outcomes and higher utilization. Although the study
used statistical models to adjust for the differences between
the two groups, it is likely that baseline differences in the
two groups explain the difference in outcomes. The currently
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available models for risk adjustment in psychiatry perform
poorly and usually do not explain more than one-third of the
variance (2).

Another piece of information missing is the baseline utili-
zation of the two groups prior to the implementation of step
therapy. Prior year expenditures have been shown to outper-
form any other risk-adjustment model when analyzing utili-
zation and expenditure (3, 4). It would be important to know
if the group in which step therapy was implemented already
had higher levels of utilization.

The article did not consider the complexity of the treat-
ment of depression, including the use of polypharmacy. Pa-
tients treated for depression commonly receive prescriptions
for several other psychotropic medications (5). Any attempt
to understand the effects of change in pharmacy benefits, in-
cluding step therapy, should include a broader analysis of all
classes of psychotropic medications, especially antipsychot-
ics, which have been increasingly used in combination with
antidepressants.

Hopefully, the issues raised above will help readers better
understand the complexity of this kind of study.
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Response to Correa Letter

To THE EDpITOR: Dr. Correa raises three main concerns with
our paper. First, he believes that it does not make sense that
branded antidepressants outperform generic medications.
Our study does not test the effectiveness of branded versus
generic medications; rather, the focus is the net effect of step
therapy. The comment may reflect a common misunder-
standing of step therapy. Step therapy does not merely require
that a generic be substituted for a branded form of the same
medication. Rather, step therapy for antidepressants requires
that a limited list of antidepressants be tried first before other
types of antidepressants can be prescribed. We find that this
type of formulary design results in patients receiving less an-
tidepressant medication, which we believe is the main expla-
nation for the negative effect of step therapy on outcomes.
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We hypothesize that the reason step therapy results in less
antidepressant utilization is that it creates administrative and
financial barriers to receiving prescribed drugs. This explana-
tion is consistent with other empirical evidence, such as the
results of a survey of patients who were subject to step thera-
py that found that 11% subject to step therapy for SSRIs never
received the medication, and 24% paid out of pocket for the
brand medication (1).

Dr. Correa raises other concerns as well. He points out that
there are differences between the baseline characteristics and
pre-period utilization of the step therapy and comparison
populations. In our study, differences between the two popu-
lations were addressed by two methods: (a) outcomes are ex-
amined before and after the implementation of step therapy
relative to two comparison groups, so that all time-invariant
differences are netted out, and (b) multivariate regression ad-
justs for time-varying differences in between the two popula-
tions. We agree that differences in the pre-period trends may
have influenced the results; however, pre-post observational
designs are always challenged by finding a comparison group
with similar trends in the pre-period, and by using two differ-
ent comparisons, we believe we largely mitigated this threat
to internal validity.

Third, Dr. Correa points out that patients often receive
multiple psychotropic medications and the study does not
account for polypharmacy. While polypharmacy is common,
we do not believe that changes in polypharmacy between the
two comparison and two intervention populations could be
an explanation for why the groups under step therapy would
experience a change in antidepressant utilization and medi-
cal care utilization after the implementation of step therapy.

Finally, we agree that evaluations of step therapy are com-
plex undertakings and would encourage other researchers
to examine the potential unintended consequences of this
widely used formulary design.
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Naltrexone for Severe Self-Harm Behavior: A
Case Report

To THE Ep1TOR: Naltrexone is an opioid receptor antagonist
approved by the Food and Drug Administration for alcohol
and opioid dependence. Case reports have noted efficacy
in impulse control disorders and self-injury, particularly in
populations with developmental delay (1). Newer research
suggests that response to naltrexone may be predicted by
elevated beta-endorphin levels following self-injurious be-
havior (2). We report on a case of severe treatment-resistant
self-mutilating behavior successfully treated with naltrexone.
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