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Dr. Olfson and Colleagues Reply

TO THE EDITOR: Drs. Rico-Villademoros and Calandre sug-
gest that in our case control study confounding by indication
may have attenuated associations of olanzapine with hyper-
lipidemia and exaggerated associations of risperidone and
ziprasidone with hyperlipidemia. While we can not exclude
this possibility, the assessment of pretreatment risk of hyper-
lipidemia among patients who receive these antipsychotic
medications remains a challenge in clinical practice. In this
context, we believe that by matching comparison subjects to
individuals on age, sex, race, psychiatric diagnosis, and time
period, we have created comparable groups in terms of un-
derlying pretreatment risk for hyperlipidemia.

The two randomized controlled trials cited by Drs. Rico-Vil-
lademoros and Calandre were not adequately powered to de-
tect differences among antipsychotic medications in the de-
velopment of hyperlipidemia. In the study by Lindenmeyer et
al., all of the cholesterol increases remained within the nor-
mal clinical range (1). In the CATIE trial, the five study groups
(olanzapine, quetiapine, risperidone, perphenazine, and
ziprasidone) did not significantly differ from one another in
the proportion started on a cholestatin (2).

The study reported by Kingsbury et al. provided prelimi-
nary evidence of a reduction in serum cholesterol following
switch from olanzapine, risperidone, or a first-generation an-
tipsychotic to ziprasidone (3). However, without an untreated
comparison group, it remains unclear the extent to which this
decrease was mediated by withdrawal of the previous medi-

cation or by initiation of ziprasidone. Comparison of un-
treated patients and ziprasidone-treated patients is an impor-
tant feature of our case control study.

We agree that observational research is vulnerable to prob-
lems that flow from differences between patient groups in
pretreatment risk factors for the disease outcome (e.g., hyper-
lipidemia) and that randomized controlled trials offer an un-
rivaled check against such bias. In the absence of adequately
powered randomized controlled trials, however, carefully
conducted observational research may help physicians in
their evaluation of the risks of hyperlipidemia.
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Effects of Topiramate

TO THE EDITOR: Drew H. Barzman, M.D., and Melissa P. Del-
Bello, M.D., published a case report in the August 2006 edition
of The American Journal of Psychiatry titled "Topiramate for
Co-Occurring Bipolar Disorder and Disruptive Behavior Dis-
orders" (1). This case report suggests that topiramate is "help-
ful" in the treatment of bipolar disorder and that topiramate
monotherapy may be "effective in treating disruptive behav-
ior disorders independent of its therapeutic effect for mania
that is possibly related to its efficacy in decreasing impulsivity
in binge eating disorder, borderline personality disorder, and
pathological gambling in adults” (1, p. 1452). The authors
make a broad scientific claim regarding the benefits of topira-
mate. They suggest a link in efficacy for this anticonvulsant/
anti-migraine agent based on observed diagnostic classifica-
tion, but do not address the possibility that disorders that are
related by phenotypic expression may be unrelated genotypi-
cally or mechanistically. We are concerned that the authors
present information suggesting effectiveness of topiramate
without offering balanced commentary regarding the signifi-
cant side-effects of topiramate, including word-finding diffi-
culty, impaired concentration, depression, confusion, en-
cephalopathy, and memory interference (2, 3). These and
other problems with topiramate were recently highlighted
elsewhere (4).
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Finally, we find little basis for the authors, suggestion that
the actions of topiramate, a gamma-aminobutyric acidergic
(GABAergic) drug, has beneficial effects independent of any
possible antimanic effects. The statement that topiramate
monotherapy may be similarly efficacious in treating dis-
ruptive disorders in children, gambling in adults, binge eat-
ing, and borderline personality disorder suggests a mecha-
nism of action for topiramate that is not supported by
current research.
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Drs. Barzman and DelBello Reply

TO THE EDITOR: Although the underlying biology of binge
eating disorder, borderline personality disorder, pathological
gambling, and disruptive behavior disorders remains largely
unknown, our clinical observations, along with randomized
controlled data, have shown that topiramate is effective for
treating these psychiatric disorders, which are phenomeno-
logically linked by impulse dyscontrol (1–4). Furthermore,
following our case report (5), there have been two open-label
studies confirming our preliminary finding that topiramate is
effective for the treatment of disruptive and impulsive behav-
ior in children and adolescents with psychiatric illnesses (6–
7). Additionally, in contrast to the statement by Drs. Krusze-
wski and Klotz, a review of the literature reveals that the afore-
mentioned disorders may be genotypically related. For exam-
ple, the G allele of the 5H-T2A receptor gene (1438A/G
polymorphism) is associated with both binge eating and bor-
derline personality disorder (8). More strikingly, a specific
gene, GABRA2, has been associated with conduct disorder
and adult alcohol dependence (9). Finally, topiramate is a
novel broad-spectrum anticonvulsant that inhibits glutamate
activity at a subtype of glutamate receptors and augments the
effects of GABA receptor subtypes (GABAA) (10). Therefore,
contrary to the assertion by Drs. Kruszewski and Klotz, topira-

mate may be effective for impulse control disorders through
its effect on glutamate as well as other receptors (11).

We agree that it is important to consider both efficacy and
tolerability when prescribing any medication. However, topi-
ramate is generally well tolerated in children and adolescents.
In fact, data suggest that topiramate may be better tolerated
in children and adolescents than in adults (12); for example,
only 14% of 56 children and adolescents experienced pares-
thesia, and 14% experienced somnolence in a recent double-
blind placebo controlled trial of topiramate for pediatric ma-
nia (13).
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