Letters to the Editor

traditional trait-state dichotomy, but rather as a
composite of changes related to the trait of having
a bipolar disorder and state changes related to the
strain imposed by environmental factors and
repeated mood episodes.

Flavio Kapczinski®, Vasco Videira Dias™®, Benicio N.
Frey® and Marcia Kauer-Sant’ Anna®

Bipolar Disorders Program & Molecular Psychiatry
Unit, Hospital de Clinicas, Porto Alegre, RS, Brazil,
bUniversity of Extremadura (UNEX ), Badajoz,
Extremadura, Spain, “Department of Psychiatry and
Behavioural Neurosciences, McMaster University,
Hamilton, ON, Canada

Corresponding author:

Flavio Kapczinski, MD, PhD
Bipolar Disorders Program

Hospital de Clinicas de Porto Alegre
Rua Ramiro Barcelos 2350
90035-903, Porto Alegre RS, Brazil
Fax: +55 51 21018846

E-mail: kapcz@terra.com.br

References

1. Post RM, Leverich GS. The role of psychosocial stress in
the onset and progression of bipolar disorder and its
comorbidities: the need for earlier and alternative modes of
therapeutic intervention. Dev Psychopathol 2006; 18:
1181-1211.

2. Post RM. Role of BDNF in bipolar and unipolar disorder:
clinical and theoretical implications. J Psychiatr Res 2007;
41: 979-990.

3. Cunha AB, Frey BN, Andreazza AC et al. Serum brain-
derived neurotrophic factor is decreased in bipolar disor-

der during depressive and manic episodes. Neurosci Lett
2006; 398: 215-219.

4. Machado-Vieira R, Dietrich MO, Leke R et al. Decreased
plasma brain derived neurotrophic factor levels in
unmedicated bipolar patients during manic episode. Biol
Psychiatry 2007; 61: 142—-144.

5. Kapezinski F, Vieta E, Andreazza AC et al. Allostatic load
in bipolar disorder: Implications for pathophysiology and
treatment. Neurosci Biobehav Rev 2008; 32: 675-692.

6. Monteleone P, Serritella C, Martiadis V, Maj M. De-
creased levels of serum brain-derived neurotrophic factor
in both depressed and euthymic patients with unipolar
depression and in euthymic patients with bipolar I and II
disorders. Bipolar Disord 2008; 10: 95-100.

7. Monteleone P, Tortorella A, Martiadis V et al. Opposite
changes in the serum brain-derived neurotrophic factor in
anorexia nervosa and obesity. Psychosom Med 2004; 66:
744-748.

8. Monteleone P, Fabrazzo M, Martiadis V et al. Circulating
brain-derived neurotrophic factor is decreased in women
with anorexia and bulimia nervosa but not in women with
binge-eating disorder: relationships to co-morbid depres-
sion, psychopathology and hormonal variables. Psychol
Med 2005; 35: 897-905.

9. Kapczinski F, Frey BN, Kauer-Sant’Anna M, Grassi-
Oliveira R. Brain-derived neurotrophic factor and neuro-
plasticity in bipolar disorder. Exp Rev Neurother 2008; 32:
675-692.

10. Kauer-Sant’Anna M, Tramontina JF, Andreazza AC et al.
Traumatic life events in bipolar disorder: impact on BDNF
levels and psychopathology. Bipolar Disord 2007; 9
(Suppl. 1): 128-135.

11. Kauer-Sant’Anna M, Kapczinski F, Andreazza AC et al.
Brain-derived neurotrophic factor and inflammatory mark-
ers in patients with early- vs. late-stage bipolar disorder.
Int J Neuropsychopharmacol 2008; Sep 4: 1-12; epub
ahead of print.

Key words: biomarker — bipolar disorder — brain-derived
neurotrophic factor

Brain-derived neurotrophic factor in mood
disorders: reply to Kapczinski et al.’s comment

To the Editor:

We thank Dr. Kapczinski and his colleagues (1) for
their comment which raises some intriguing issues
on the role of brain-derived neurotrophic factor
(BDNF) in mood disorders. First of all, since in
our original paper (2) we did not provide the mean
levels of serum BDNF and several researchers
requested those data for possible meta-analyses, we
include here a table showing mean £ SD values
for serum BDNF levels in both patients and
healthy controls.
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Our initial suggestion that decreased circulating
BDNF in patients with mood disorders might not
be related to specific psychiatric morbidity was
based on three major points: (i) in our patients
with comorbid Axis I psychiatric disorders serum
BDNF concentrations did not significantly differ
from those without any psychiatric comorbidity
(2); (ii) in patients with anorexia nervosa or
bulimia nervosa, reduced serum BDNF levels
were not affected by comorbid mood disorders,
either current or lifetime (3, 4); and (iii) decreased
BDNF values have also been detected in patients
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Mean + SD serum brain-derived neurotrophic factor (BDNF) levels (ng/mL) in healthy controls, in euthymic and depressed patients with
unipolar depression (UD), and in euthymic patients with bipolar disorder (BP) | or BP Il

Euthymic Depressed Euthymic Euthymic
Healthy patients patients patients patients
controls with UD with UD with BP | with BP Il
Drug-treated +
drug-free patients 425+ 125 29.4 + 11.9° 29.0 + 15.9° 279 + 15.3° 27.9 + 14.7°
Drug-free patients 30.0 + 12,52 26.7 + 18.0° 23.0 £ 14.0° 24.9 + 13.7%

ap < 0.02; °p < 0.05; °p < 0.005 versus healthy controls (post hoc Tukey’s test).

with anxiety disorders (5) and schizophrenia (6).
Therefore, we proposed that decreased BDNF
could be a biological background common to
different psychiatric disorders. Recently, Dr.
Kapczinski and colleagues reported that serum
BDNF levels were lower in bipolar disorder
patients who suffered traumatic experiences (7)
and in those who experienced multiple affective
episodes as compared to first episode patients
(data submitted for review), and proposed that
reduced BDNF in mood disorders could be the
expression of a composite of changes related
to the ‘state’ of having a mood disorder and of
‘trait’ changes imposed by environmental factors.
We agree with this idea, which seems further
strengthened by the recent demonstration that
women with recurrent major depression who
suffered childhood physical neglect exhibit even
lower serum BDNF concentrations (8). Studies
need to be conducted to determine whether
Dr. Kapczinski and colleagues’ hypothesis applies
to mood disorders only or may also be extended
to other psychiatric conditions characterized by
impaired BDNF production.
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