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Objetivos

Comparar o papel dos fatores genéticos e ambientais
na etiologia das doencas afetivas recorrentes.

Analisar as evidéncias relativas a correlacao entre
doencas afetivas e alteracoes
PsicoNeurolmunoEndocrinas no Estresse

Discutir as teorias que dizem respeito a prevencao ou
reversao das consequéncias do Estresse

Explorar a importancia desses novos conceitos

para as diretrizes de tratamento



Unipolar Depression
Underdiagnosed and undertreated

:4’41 34'J1 \4'41 xj"/1 :4’J1 )"A ""A "'A 14"/1 »4’4
~!1 ~‘h ‘1 -"q‘ \‘1 ~q‘1 ~v1 ~Q1 _%1 -‘1

Patientents with MDD in last 12 months (N=514)

34}4 54"/1 “’A \4"/1 "'A »4)
‘31 -l‘w _41 -l‘h _‘@1

52% received “some” treatment

l

22% were adequately treated

Kessler RC et al. JAMA 2003;370:3095-3105.




Probabilidade Cumulativa

RISCO DE RECORRENCIA DE DEPRESSAO

1.0

de Recorréncia

o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Anos apés recuperacao

Adaptado de Mueller Tl, et al. Am J Psychiatry. 1999;156:1000-1006.



O que é o estresse?

O individuo “Luta ou Fuga” do Estresse.

Hans Selye (1907-1982)
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Influéncias e Limites

Trauma Psiquiatrico &

Ambiente Patologias relacionadas

(ex. substancias,
socializacéo, educacao)

/ \

Constituicdo Desenvolvimento e
(ex. genética, injuria Maturidade ( diversificacdo
perinatal) do afeto, intencionalidade,

intercorrencias )












Depressao, Estresse e eixo HPA

STRESS
HYPOTHALAMUS
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Figure 1- Schematic diagram of Hypothalamic-Pituitary- Adrenal( HPA) axis.
describing regulation and negative feedback (-) of cortisol wvia glucocorticoid
receptors(GR) and mineralocorticoid receptors (MR).

(adapted from Juruena et al 2004)
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SUPPORTING
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Melancholia in Latin American studies: a distinct mood
disorder for the ICD-11

Estudos latino-americanos sobre melancolia: um transtorno do
humor melhor definido para o CID-11
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Editorial

An Integrative science approach:
Neuroscience in the DSM-V and
ICD-11

Mario F Juruena

Department of Neurosciences and Behaviour
Faculty of Medicine Ribeirao Preto
University of Sao Paulo



Tahela 2 - Critérios diagnosticos propostos para melancolia (todos devem estar presentes)

A. Episadio de dognca com funcionamento reduzido caracterizado por sensaca persistente de apreenséo e risteza com comprometmento
(e atividades cotidianas e persisténcia por pelo menos duas semanas,

B. Perturoagdes psicomotoras como agitacao e retardo (Incluindo estupor e catatonia) ou amoos
C.Sinais vegetativos (pelo menos dois)
D. Pelo menos um dos seguintes:

- Restltado anormal no teste de supressao com dexametasona ou no teste de hormanio iberador de corticotrofina suprimido por
dexametasona (DEXICRR)

- Altog niveis notumos de cortil,
- Laténcia dminuida para sono REM ou outras perturbagdes do sono.

Adaptado de Stortr” ¢ Taylor & Fink™

Juruena MF et al. Revista Brasileira de Psiquiatria ® vol 33 ¢ Supl| * mai2011



Fatores que influenciam a resposta do eixo
HPA ao estresse

eGenética
eEstresse precoce
Trauma: abuso fisico, sexual, negligéncia, perda parental
eResposta do ambiente ao trauma
Apoio-resiliéncia
e|dade em que ocorreu trauma
Timing
eTemperamento

Personalidade



THE EPIGENETIC LANDSCAPE

E1 (t1)

E1 (t2)

E2 (t3)

ADULT DISEASE RISK

Waddington CH, 1975
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Review article
Can stress cause depression?
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Adults with a history of child abuse } .
or neglect may respond differently \ &

than other depressed patients
to the usual treatments.

Current

JSYCHIATRY

EARLY LIFE
STRESS AND
DEPRESSION

Childhood trauma may lead to
neurobiologically uniqgue mood disorders

“As doencas mentais sdo
doencas cronicas

das criancas e dos jovens”

The WHO World Mental Health Survey
Consortium. JAMA 2004;291:2581-59




Genética
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Life Explained




Depression and stress: is there an endophenotype?

Andrea Feijo Mello,® Mario Francisco Juruena,?
Carmine M Pariante,? Audrey R Tyrka,” Lawrence H Price,’
Linda L Carpenter,’ Jose Alberto Del Porto!
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Mello AF et al. 2007:29(Supl 1):514-9
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Child Abus=
MNMeglect

Pergamon

Child Abuse & Neglect 27 (2003) 169—-190

Development and validation of a brief screening version
of the Childhood Trauma Questionnaire™

David P. Bernstein &%, Judith A Stein ?, Michael D. Newcomb <,
Edward Walker 9, David Pogge <-f, Taruna Ahluvalia<-f, John Stokes*<,
T.conard Handelsman £, Martha Medrano ., David Desmond?, William Zule®

PSYCHOILIL.OGY Psychology & Newroscience, 2011, 4, 2, 219 - 227
NEUROSCIENCE DOI- 10.3922/4. psns. 2011.2.007

Analysis of the occurrence of carly life stress 1n adult
psychiatric patients: a systematic review

Camila Maria Severi Martins, Sandra Marcia de Carvalho Tofoli. Cristiane Von Werne Baes and
Mario Juruena

University of Sao Paulo. Ribeirdo Preto. SP. Brazil

PSYCHOLOGY Psychology & Neuroscience, 2011, 4, 2, 229 - 234
NEUROSCIENCE DOI: 10.3922/j.psns. 2011.2.008

Early life stress, HPA axis, and depression

Sandra Marcia de Carvalho Tofoli, Cristiane Von Werne Baes. Camila Maria Severi Martins and
Mario Juruena

Universidade de Sdo Paulo. Ribeirdo Preto. SP. Brazil



CURT P. RICHTER AWARD PAPER

The link between childhood trauma and depression: s
Insights from HPA axis studies in humans

Christine Heim™, D. Jeffrey Newport, Tanja Mletzko,
Andrew H. Miller, Charles B. Nemeroff

! !

GENOME —> DEVELOPMENT €= ENVIRONMENT

Polymorphisms Early-Life Stress
Gender l
TRAUMA SOCIAL SUPPORT
CHRONIC STRESS ¢ TREATMENT

BEHAVIORAL — PHYSIOLOGICAL
RESPONSE RESPONSE

(DEPRESSION, (ENDOCRINE,
ANXIETY) AUTONOMIC) ,

Psychoneuroendocrinology (2008) 33, 693-710




Review article

Assessment of the

Baes et al.

© 2011 John Wiley & Sons A/S
ACTA NEUROPSYCHIATRICA

hypothalamic—pituitary—adrenal axis activity:
glucocorticoid receptor and mineralocorticoid
receptor function in depression with early life

stress — a systematic review

Cristiane Von Werne Baes!,
Sandra M. de Carvalho
Tofoli',Camila Maria S.

Martins', Mario F. Juruena?

1Depar1mentnf MNeuroscience and Behaviour,
Faculty of Medicine of Ribeirao Preto, University of
5a0 Paulo, Ribeirao Preto, Sao Paulo, Brasil; and
Stress and Affective Disorders Programme,
Department of Neurosciences and Behaviour,
Faculty of Medicine of Ribeirao Preto, University of
Sao Paulo, Ribeirao Preto, Sao Paulo, Brasil



Table 2. Characteristics of articles that evaluated the early life stress distributed by tests

Authorfyear Tests Type of early life stress Results

Carpenter et al. 2009 (29) DEX/CRH test EA PA SA EN, PN Trend toward of individual with ELS presenting cortisol |.

Carpenter et al. 2009 {29) DEX/CRH test EA PA SA EN PN Cortisol | in individuals with EA.

Klaassens et al. 2009 (60| DEX/CRH test EA PA SA EN PN Cortisol and ACTH |, inwomen with ELS.

Heim &t al. 2008 (30) DEX/CRH test EA PA ASTEG Cortisol and ACTH 4 in men with depression and ELS.

Tyrka et al. 2008 (62) DEX/CRH test PL EA, PA, AS, EM, PN Cortisol 4 in men with parental loss. There was no influence on the levels of ACTH.
Vreeburg et al. 2009 (41] DsT EA PA AS EM There was no influence of ELS in the axis in response to the test

Newport et al. 2004 (B1] DsT PA AS EATEG Cortisol and ACTH |, inwomen with depression and ELS.

Juruena et al. 2006 (56) DST, P3T EA, PA, A5, N There were no influences of ELS inthe axis in response to the tests.

Juruena et al. 2009 {54] PST EA, PA, A5, N There was no influence of ELS in the axis in response to the test

EA, emotional abuse; ELS, early life stress; EN, emoational neglect; N, neglect; PA, physical abuse; PL, parental loss; PN, physical neglect; SA, sexual abuse; TEG, traumatic

experiences general.

© 2011 John Wiley & Sons A/S
ACTA NEUROPSYCHIATRICA

Baes et al



Resumo Cluster B

Impulsividade, alta necessidade de gratificacao

Tipos:

 Anti-social: desrespeito ao outro, falta de remorso

* Histrionica: teatralidade, seducao

* Narcisista: arrogancia, baixa auto-estima

- Borderline: ambivaléncia afetiva, auto-destrutividade




How Various Disciplines See Borderline Personality Disorder

Dialectical
Behavloral Therapist
“Emotional Psycho-
Psychoanalyst: Dysregulation” o Pharmacologist:
“Spliting™ Serotonin
Object Relations and Dopamine
‘ Imbalance

Cognitive ‘ . Sociologist:

Therapist: “Identity
*“Faulty Schema” Diffusion”




Espectro do T. de Impulso

Inicio do Transtorno

Impulsividade

Transtorno de Recompensa




Maternal Depl‘fiSSiOH Arch Gen Psychiatry. 2005:62:173-181
and Children’s Antisocial Behavior

Nature and Nurture Effects

Julia Kim-Cohen, PhD; Terrie E. Moffitt, PhD; Alan Taylor, MA, MSc; Susan J. Pawlby, PhD; Avshalom Caspi, PhD

Early traumatic life events, parental attitudes, family history, and
birth risk factors in patients with borderline personality disorder
and healthy controls

Borwin Bandelow™*, Joana Krause®, Dirk Wedekind®, Andreas Broocks”.
Goran Hajak®, Eckart Riither®

*Depariment of Psychiatry and Psychotherapy, University of Gattingen, von-Siehold-Ste 5, D-37075, Gattingen, Germany
?'Depanm-e'nr af Povchiatry and Psvchotherapy, University of Liheck, Germany
“Depariment of Psychiatry and Psychotherapy, University of Regensburg, Germany

Psychiatry Research 134 (2005) 169-179



AMOSTRA

Pacientes
Psiquiatricos
n=81(100%)

Pacientes sem
Estresse
Precoce

n=23 (28.4%)

Pacientes com
Estresse
Precoce

n=58 (71.6%)

Martins et al, 2012



TENTATIVA DE SUICIDIO
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Grafico: Historia de Tentativa de Suicidio (TS) entre pacientes
psiquiatricos com auséncia ou presenca de Estresse Precoce. Nota:* p<0.02

Martins et al, 2012



Influéncia dos Subtipos de Estresse Precoce na Tentativa de

Suicidio

(n=58; 71.5%)

Subtipos de EP P OR
Abuso Emocional 0.155 -
Abuso Fisico 0.077* 2.46 (0.89-6.78)
Abuso Sexual 0.077* 2.87 (0.86-9.57)
Negligéncia 0.115 -

Emocional
Negligéncia Fisica 0.059* 2.5 (0.95-6.55)

Nota: EP: Estresse Precoce; p: nivel de significancia estatistica; *: téndencia; OR: odds ratio

Martins et al, 2012



RESULTADOS

AVALIACAO DA RESPOSTA TERAPEUTICA
25 -
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Grafico: Comparacédo da resposta terapéutica através da avaliacdo da ideagdo suicida entre os

pacientes com presenca ou auséncia de Estresse Precoce . *p=0.07, **p=0.01

Tofoli et al, 2012



ESTRESSE PRECOCE
ABUSO EMOCIONAL: agressoes verbais

e ameacas que afetam o bem estar ou a

moral da crianca, ou qualguer conduta

que humilha, envergonha ou ameaca a




Associacdo entre Abuso Emocional e Transtornos Psiquiatricos de

Eixo |

Presenca de Auséncia de P
Abuso Abuso

Emocional, Emocional,

45 (55.5%) 36 (44.4%)
EIXO | 0.009**
Transtornos Depressivos 31 (68.9) 13 (36.1) <0.05*
Transtornos Bipolares 8 (17.8) 9 (25.0)
Esquizofrenia e Outros Transtornos 0 5(13.9) <0.05*
Psicoticos
Transtornos de Ansiedade 4 (8.9) 6 (16.7)
Transtornos da Alimentacao 1(2.2) 2 (5.6)
Transtornos Dissociativos 1(2.2) 0
Transtornos do  Controle dos 0 1(2.8)
Impulsos néo Classificados em outro
local

Nota: *= p <0.05; **= p<0.01.

Martins et al, 2012



Presenca de Estresse Auséncia de Estresse
Precoce Precoce

(n=58; 71.5%) (n=23;28.4%)

= com Transtorno de
Personalidade

= sem Transtorno de
Personalidade

Grafico: Caracteristicas diagnosticas de Eixo Il na amostra. Nota: n=81; p<0.032..

Martins et al, 2012



Distribuic&o dos Transtornos Psiquiatricos de Eixo Il entre os grupos

n=40 (100%)

Presenca de Auséncia de P
Estresse Estresse
Precoce, Precoce,
33 (566.9) 7 (30.4)
. EXOM 003
Transtorno de 22 (66.6) 1 (14.2) <0.05*
Personalidade Borderline
Transtorno de 4 (12.2) 3(42.9)

Personalidade Histridnica

Transtorno de 2 (6.1) 0
Personalidade Dependente

Nota: *= p<0.05

Martins et al, 2012



Influéncia dos Subtipos de Estresse Precoce

no Transtorno de

Personalidade

Subtipos de EP P OR
Abuso Emocional 0.001** 5.2 (1.9-13.5)
Abuso Fisico 0.14 -
Abuso Sexual 0.28 -
Negligéncia Emocional 0.003* 4.02 (1.6-10.2)
Negligéncia Fisica 0.003* 4.0 (1.6-10.1)

Nota:EP: Estresse Precoce; *p<0.01; **p<0.001; OR: odds ratio

Martins et al, 2012




Differential responses to psychotherapy versus
pharmacotherapy in patients with chronic forms of
major depression and childhood trauma

Charles B. Nemeroff*t*, Christine M. Heim**, Michael E. Thase'¥, Daniel N. Klein$, A. John Rush'T, Alan F. Schatzberg'l,
Philip T. Ninan**, James P. McCullough, Jr.**, Paul M. Weiss't, David L. Dunner**¥, Barbara O. Rothbaum**,
Susan Kornstein'ss, Gabor Keitner'1, and Martin B. Kellert™
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Antidepressant Psychotherapy Antidepressant & }:\ﬂtidﬁ‘pfeSsaﬂt Psychotherapy Antidepressant &
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PNAS | November 25, 2003




Biological Basis for Depression

“Our hope for the future lies ... in organic chemistry
or in an approach to through endocrinology.
Today this future is still far off, but we should
study analytically every case of because the
knowledge thus gained will one day direct the
chemical therapy.”

- Sigmund Freud, 1930
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“Todos podem superar uma Dor menos aquele que
a sente”
William Shakespeare

“A Fisiologia de hoje sera a Terapéutica de
Amanha”
' Bernardo Houssay

juruena@fmrp.usp.br







