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Emerging research groups
studying Brazilian psychiatric
genetics

Grupos de pesquisa
emergentes em estudos
de genética psiquiatrica
brasileira

Dear Editor,

In their recent paper entitled A review of psychiatric genetics
research in the Brazilian population, Cordeiro et al.! conducted
an interesting review by describing the most important research
groups now at work and their main findings on the Brazilian
population. The authors briefly discussed relevant findings on
drug addiction, alcohol dependence, pathological gambling,
schizophrenia, bipolar disorder, obsessive compulsive disorder,
suicidal behaviors and attention deficit hyperactivity disorder.
Additionally, they argued their point of view with respect to
the obstacles and challenges faced by psychiatric genetic studies
considering Brazil’s heterogeneous ethnicity.

Although the paper is very interesting, its authors failed to
describe the methodology employed for conducting the research
and, apparently, their failure in performing a systematic review
resulted in they neglecting publications already available in the field.
Our group has been studying anxiety and its endophenotypes, like
personality traits as neuroticism, harm avoidance and behavioral
inhibition®* as well as suicidal behavior in depressed patients.*
In brief, with respect to anxiety disorders and endophenotypes,
we found no association between the serotonin transporter
promoter polymorphism (5-HTTLPR) and personality traits in
asymptomatic patients with panic disorder.?> We have also described
preliminary evidence of the association between EFHC2 (a gene
implicated in fear recognition) and harm avoidance. In this study,
an intronic single nucleotide polymorphism (SNP), rs1562875,
was associated with harm avoidance, accounting, alone, for over
3% of variance in this trait. This same SNP was nominally but not
empirically associated with behavior inhibition and panic disorder
with an odds ratio of 2.64.

The main results of our studies in suicidal behavior include
a replication of an association between suicidal behavior and a
polymorphism in the serotonin transporter gene (5>-HTTLPR),
demonstrating a higher risk for suicide behavior among depressed
patients bearing SS or LS genotypes.” We also performed a re-
analysis of a novel 5-HTTLPR functional variant identified
within the L allele which alters its messenger RNA production.

Even though our results did not replicate the association between
functional 5-HTTLPR suicidal behavior in depressed patients who
have attempted suicide, this was the first study to ever perform
this kind of this analysis in a Brazilian population.*

As properly emphasized by Cordeiro et al, the Brazilian
population is composed of the admixture between European,
African and Native American populations, a fact which raises a
number of problems when performing genetic studies. In order
to avoid stratification, in our studies we use more homogenous
samples like the Caucasians that live in the southern state of Rio
Grande do Sul, which is an area that has recently received an
important inflow of European migrants, and has suffered less
African and Native American genetic influence as described in
the same study.

Psychiatric genetic studies in the Brazilian population are still
very much needed and, in the field of anxiety disorders and suicidal
behavior, this need is even more evident. Along with the well
established groups new research enterprises emerged and added
relevant information to the understanding of these complex traits
and behaviors. As much as ours other groups might not have their
research acknowledged reinforcing the use of systematic reviews
for searching manuscripts as an indispensable tool in reviewing
medical literature.
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Dear Editors,

It is really very exciting to know that another Brazilian
group is working with molecular investigation in the field of
psychiatric genetics.! When we decided to write a paper about
the particularities, advantages and difficulties of conducting
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psychiatric genetic studies in the Brazilian population, we were
aware of the possible biases of a narrative review.? However, that
kind of approach seemed to be a more appropriate method in
terms of our proposal because we believe that, by describing the
history, development, and management of psychiatric genetic
investigations in Brazil, we would be contemplating several
contextual, cultural and political aspects and integrating different
and independent fields of research in order to acquire a wider and
multidisciplinary view of the subject at hand.

There is also another important point raised by Salum et al.!
that needs to be addressed. Differently from what they claim, the
use of “more homogenous samples like the Caucasians” does not
“avoid stratification” in association studies on complex disorders
such as neuropsychiatric disorders.?

Nowadays, it is well known that even when studying samples
from a specific continental population such as the European,
ethnic stratification can produce false associations at markers
whose frequency differs across subpopulations.’ For example, in
a recent whole genome association study of rheumatoid arthritis
in European Americans, markers in the LCT and IRF4 genes
could have been falsely implicated as being associated with the
disease had no control method been applied to for the population’s
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