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combined, the combined treatment is not likely to lead to full
remission (100%). To assess an antidepressant’s efficacy, which was
probably lower in the Sachs et al. study, the study’s design should
have included a pure placebo arm. The study, however, followed
the ethical principle of equipoise, which states that should be
genuine uncertainty on the preferred treatment when designing
interventional studies.’ Therefore, the use of pure placebo arms in
pragmatic, phase IV studies is unfeasible due to ethical concerns
involving the offering of an inferior treatment for a prolonged
period of observation.

In conclusion, given that the number of pragmatic trials in
Psychiatry has increased over time, we are now allowed to test the

effectiveness of interventions in the “real world”. As exemplified
by the Sachs et al. study, such trials, however, have certain design
characteristics that can lead to ceiling effects. Therefore, when
translating results into clinical practice, clinicians should be aware
of the possible caveats to be found in pragmatic studies.

Andre Russowsky Brunoni

Center for Clinical Research, University Hospital,
Universidade de Sao Paulo (USP), Sao Paulo, SP, Brazil
Department of Neurosciences and Behavior,

Institute of Psychology, Universidade de Sao Paulo (USP),
S3o Paulo, SP, Brazil

Disclosures
Writing group Employment Research Other research Speaker’s honoraria  Ownership Consultant/ Othe!
member grant' grant or medical interest Advisory

continuous board
education’

Andre USP - - - - - -

Russowsky

Brunoni

* Modest

** Significant

*** Significant: Amounts given to the author's institution or to a colleague for research in which the author has participation, not directly to |

author.
Note: USP = Universidade de Sdo Faulo.
For more information, see Instructions for Authors.

References

1. Sachs GS, Nierenberg AA, Calabrese JR, Marangell LB, Wisniewski SR,
Gyulai L, Friedman ES, Bowden CL, Fossey MD, Ostacher MJ,
Ketter TA, Patel J, Hauser P, Rapport D, Martinez JM, Allen MH,
Miklowitz DJ, Otto MW, Dennehy EB, Thase ME. Effectiveness of
adjunctive antidepressant treatment for bipolar depression. IV Engl |
Med. 2007;356(17):1711-22.

2. Jindal RD, Thase ME. Integrating psychotherapy and pharmacotherapy to
improve outcomes among patients with mood disorders. Psychiatr Serv.
2003;54(11):1484-90.

Suicidio em adolescentes no
Brasil: problema de saude
publica?

Suicide among adolescents in
Brazil: public health problem?

Caro Editor,

Em artigo recém publicado, “Ideagio suicida em adolescentes
de 11 a 15 anos: prevaléncia e fatores associados”, Souza et al.
abordaram um assunto muito importante sobre a prevaléncia
(14,1%) e fatores associados a ideagao suicida entre adolescentes,
tais como ser do género feminino (principalmente as jovens com
vida sexual ativa), sofrer de provdvel problema mental e uso de
substancias psicoativas'. Esta publicagio nos leva a considerar

algumas questdes de sadde publica.
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A primeira questdo refere-se & necessidade de conhecimento
atualizado e sistematizado sobre a frequéncia de ideacdo suicida,
a frequéncia das tentativas de suicidio e, por fim, o ndmero de
suicidios completos. A cidade de S3o Paulo tem 1.628.589 jovens
entre 10 e 19 anos, sugerindo uma prevaléncia de 2/100.000 casos
de suicidio nessa populagdo, com maior concentragao de suicidio
completo entre 15 e 19 anos e com métodos mais violentos (Tabela
1). Porém, nao dispomos de dados sobre as tentativas de suicidio,
0 que seria necessdrio para delinearmos um cendrio mais preciso
acerca do risco dessa populagio e assim estabelecer os planos de
agdo visando 2 prevengio.

O segundo aspecto € o reduzido nimero de pesquisas sobre
o desenvolvimento dos transtornos mentais desde a infincia e
a busca de uma nova metodologia para identificar transtornos
mentais e sintomas precoces na populagio infantil®. Nesse sentido,
seria fundamental que a Psiquiatria buscasse critérios para a
defini¢ao de casos “com risco”, desenvolvendo metodologias que
identificassem estes individuos e realizassem intervengoes antes
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Tabela 1 - Obitos por suicidio segundo causa e faixa etaria na faixa etaria de 0 a 19 anos (Municipio de Sao Paulo, 2009, residentes)

Causa (CID10 3C) 10-14a 15-19 Total
X61 Auto-intoxicagdo por exposi¢éo intencional, a drogas anticonvulsivantes (antiepilético) sedativos,
hipnéticos, antiparkinsonianos e psicotrépicos ndo classificados em outra parte. 0 1 1
X68 Auto-intoxicagao por exposigao intencional a pesticidas. 0 3 3
X69 Auto-intoxicagdo por exposigdo intencional a outros produtos quimicos e substancias nocivas ndo
especificadas. 0 2
X70 Lesao autoprovocada intencionalmente por enforcamento, estrangulamento e sufocacgéao. 2 8 10
X74 Leséo autoprovocada intencionalmente por disparo de outra arma de fogo e de arma de fogo nédo
especificada. 0 3 3
X76 Lesdo autoprovocada intencionalmente pela fumaga, pelo fogo e por chamas. 0 2 2
XT79 Lesdo autoprovocada intencionalmente por objeto contundente. 0 2 2
X80 Leséo autoprovocada intencionalmente por precipitagdo de um lugar elevado. 2 4 6
X84 Lesao autoprovocada intencionalmente por meios ndo especificados. 1 3 4
Total 5 28 33

Fonte: SIM - PRO-AIM/CEInfo/SMS

de a doenca se manifestar, com o objetivo de impedir o seu
aparecimento, ou atenuar a sua forma de apresentacio®. Apenas
com esses estudos poderfamos ter conhecimento de quantos e quais
sujeitos desse universo de 14% da populagdo’ jovem necessita de
agdes preventivas.

Por fim, apesar dos avangos metodoldgicos, o Brasil carece
de pesquisas epidemioldgicas consistentes, que considerem a
especificidade de fatores regionais e/ou culturais na protecio ou
risco 4 satide mental de criangas e jovens®. Soma-se a essa caréncia
a falta de psiquiatras da infincia e adolescéncia no Brasil®. A
Organiza¢io Mundial de Sadde (OMS) recomenda um psiquiatra
infantil de perfodo integral para 30.000 criancas e adolescentes.
Os psiquiatras infantis no Brasil atendem uma populagao 20
vezes maior do que a preconizada’. Apesar de nio termos dados
epidemioldgicos fidedignos sobre tentativas, pensamento/intengao
e suicidio completo, a literatura sugere que a taxa de tentativas
de suicidio nesta populagio seja 100 vezes a frequéncia de casos
completos’. Estes sao quadros considerados graves e pressionam

Financiamento e conflito de interesses

a demanda assistencial, acarretando, muitas vezes, a desassisténcia
a populagao infanto-juvenil, principalmente nos casos de
transtornos mentais severos®.

Assim, seria fundamental conscientizar os responsdveis pelas
politicas educacionais e de saide da necessidade urgente da
ampliacio do ndmero de novos profissionais® e discutir as
politicas publicas em sadde mental para esta popula¢io, incluindo
a necessidade de expansio da rede de servigos de satide mental
infantil e juvenil e sua articulagdo efetiva com outros setores

publicos dedicados ao cuidado da infincia e adolescéncia’.
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Brain-derived neurotrophic
factor and suicidal behavior in
patients with posttraumatic
stress disorder

Fator neurotrofico derivado
do encéfalo e comportamento
suicida em pacientes com
transtorno de estresse pos-
traumatico

Posttraumatic stress disorder (PTSD) is a severe illness affecting a
substantial part of the population in both Western and developing
countries. Many individuals suffering from PTSD display suicidal
behavior. The association between PTSD and suicidal behavior has
been observed both in clinical and in general population samples
and is irrespective of the type of trauma that led to PTSD. The
neurobiology of suicidal behavior in individuals of PTSD is not
clear and is subject of research.! Brain-derived neurotrophic factor
(BDNF) may be involved in the neurobiology of suicidal behavior
in PTSD because of its potential role in the pathophysiology of
stress-related disorders.

BDNF is one of mammalian neurotrophins which are
homodimeric proteins. Mammalian neurotrophins also
include nerve growth factor, neurotrophin (NT) 3 and NT
4/5. BDNF is involved in neuronal growth, phenotypic
maturation, morphological plasticity, and synthesis of proteins for
differentiated functioning of neurons and synaptic functioning.

Multiple lines of evidence suggest that BDNF function is
dysregulated in PTSD.** A recent study has demonstrated
significantly lower plasma BDNF levels in PTSD patients
compared to healthy control subjects.? Stressors regulate the
expression of BDNE It has been demonstrated that animals
showing ongoing behavioral disturbances after stress showed
BDNF downregulation and neurotrophic tyrosine kinase receptor,
type 2 (TrkB) upregulation in a subregion of the hippocampus,
compared with controls.? Chronic stress or prolonged exposure to
glucocorticoids decrease BDNF levels and damage hippocampal
functioning, by producing dendritic retraction, restructuring,

and disconnection.*
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Postmortem brain studies in suicidal subjects with or without
depression, studies of levels of BDNF in blood cells/plasma of
suicidal patients, and genetic association studies linking BDNF
to suicide suggest that suicidal behavior may be associated with a
decrease in BDNF functioning.’ A postmortem study found that
mRNA level of BDNF was significantly reduced, independently
and as a ratio to neuron-specific enolase, in both the prefrontal
cortex and hippocampus of suicide subjects compared with
nonpsychiatric healthy control subjects.” Interestingly, the decrease
in expression of BDNF was present in all suicide subjects regardless
of psychiatric diagnosis.

It is not clear whether abnormal BDNF function is a marker of
PTSD itself, or a marker of a neural vulnerability to PTSD. It is
reasonable to hypothesize that reduced BDNF function increases
vulnerability to PTSD and traumatic stress further decreases
BDNF function. If BDNF dysregulation contributes to the
pathophysiology of PTSD and suicidal behavior, it may underlie
both conditions. If BDNF dysregulation is mostly a result of
traumatic stress, it is logical to suggest that BDNF abnormalities
mediate the effect of PTSD on suicidal behavior. Future studies
of the role of BDNF function in the neurobiology of PTSD and
suicidal behavior may lead to the development of new treatment
modalities. It is interesting to hypothesize that treatment-induced
enhancements of BDNF can facilitate neural integrity and recovery
of function in PTSD, and consequently prevent suicidal behavior.
This may be an important step in the direction of preventing
suicide in individuals with PTSD.
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