
EDITORIAL

Antidepressants, genetic risk, and the prevention of
bipolar disorder
Marsal Sanches,0000-0000-0000-0000 Joao Quevedo,0000-0000-0000-0000 Jair C. Soares

UT Center of Excellence on Mood Disorders, Department of Psychiatry and Behavioral Sciences, McGovern Medical School, The University of

Texas Health Science Center at Houston (UTHealth), Houston, TX, USA.

The article ‘‘Medication exposure and predictors of first
mood episode in offspring of parents with bipolar disorder:
a prospective study,’’ by Nery et al., highlights important
concerns about the risk of future diagnostic conversion
among offspring of bipolar parents.1 At the time of
inclusion in the study, the offspring did not meet criteria
for a mood disorder, but over an 8-year follow-up period,
20% of the participants were found to develop a full-blown
mood episode (depressive, manic, hypomanic, or mixed).
Logistic regression identified baseline variables asso-
ciated with increased risk of conversion, including the
presence of an anxiety disorder and subthreshold mood
symptomatology. Of notice, use of antidepressants was
found to be associated with a higher risk of conversion,
independently of the presence of subsyndromal mood
symptoms.

The ability to predict (and potentially prevent) the
development of full-threshold psychiatric disorders among
high-risk populations has been regarded by many as the
‘‘Holy Grail’’ of psychiatry. In that sense, over the last
decades, several cohorts of individuals at high genetic risk
for bipolar disorder (BD) have been established.2 While
there seems to be a consensus as to the association
between prodromal features (e.g., anxiety and subsyn-
dromal mood symptoms) and future development of BD,
results are much less consistent with regards to the pos-
sible predictive power of neuroimaging findings and other
biological measures at baseline. To date, a brain signa-
ture allowing the early identification of those offspring who
will later develop BD has not yet been described.

On the other hand, the association between treatment
with antidepressants and increased risk for the develop-
ment of BD among offspring of parents with BD has
important clinical implications. Antidepressants are com-
monly regarded as first-choice agents in the treatment of
anxiety, and may be considered the default option for
patients with depressive symptoms, even in the absence
of full criteria for a major depressive episode. While the
potential role of antidepressants in triggering manic or

hypomanic symptoms and inducing mood deregulation in
patients with BD is well established, the mechanism
through which these medications have the potential to
impact the maturing brain among individuals at high
genetic load for BD and catalyze the development of a
major mood disorder is not yet clear. A meta-analysis
focusing on functional neuroimaging findings among high-
risk adolescents, pediatric patients with BD, and controls
revealed greater activity in the right dorsolateral prefrontal
cortex (DLPFC), insula, and left cerebellum among the
non-bipolar offspring compared to patients with BD, who,
in turn, seemed to display higher activation in limbic
areas, such as the amygdala, but lower activation in the
right ventrolateral prefrontal cortex and in the DLPFC
when compared to controls.3 These findings are in con-
sonance with pathophysiological models proposing that
the mood deregulation observed in BD is a result of a
combination of increased limbic activity and decreased
compensatory activities from frontoparietal areas.4 Still
according to this model, the increased prefrontal activity
observed in unaffected offspring would be responsible for
counterbalancing the increased limbic activity related to
the genetic diathesis for BD, therefore preventing the
development of full clinical symptoms of the disorder.
Since, as pointed out by the authors, antidepressants
may induce hyperactivation of limbic structures such as
the amygdala, it can be hypothesized that the use of
these medications in highly susceptible individuals could
disturb this delicate balance and tip the scale towards the
development of BD.

While there is not yet enough clinical evidence to
support the routine use of mood stabilizers or antipsycho-
tics in the treatment of offspring of bipolar parents presen-
ting with prodromal symptoms, the decision to starting
such patients on antidepressants (as well as stimulants)
needs to be made with caution.5 There is an urgent need
for research focusing on possible pharmacological alter-
natives to the management of subsyndromal symptoms in
offspring of parents with BD. Similarly, research on the
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possible role of psychosocial interventions in this popula-
tion is of great interest.
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