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Prevalence of Depression in the
Community from 30 Countries
between 1994 and 2014

GraceY. Lim?, Wilson W. Tam(®?, Yanxia Lu3, Cyrus S. Ho*, Melvyn W. Zhang® & Roger C. Ho*

The prevalence of depression may be affected by changes in psychiatric practices and the availability of
online mental health information in the past two decades. This study aimed to evaluate the aggregate
prevalence of depression in communities from different countries between 1994 and 2014 and to
explore the variations in prevalence stratified by geographical, methodological and socio-economic
factors. A total of 90 studies were identified and met the inclusion criteria (n =1,112,573 adults) with

68 studies on single point prevalence, 9 studies on one-year prevalence, and 13 studies on lifetime
prevalence of depression. A random-effects model meta-analysis that was performed to calculate the
aggregate point, one-year and lifetime prevalence of depression calculated prevalences of 12.9%, 7.2%
and 10.8% respectively. Point prevalence of depression was significantly higher in women (14.4%),
countries with a medium human development index (HDI) (29.2%), studies published from 2004 to 2014
(15.4%) and when using self-reporting instruments (17.3%) to assess depression. Heterogeneity was
identified by meta-regression and subgroup analysis, and response rate, percentage of women and year
of publication, respectively, were determined contribute to depression prevalence. This meta-analysis
allows benchmarking of the prevalence of depression during the era when online health information
emeraed. facilitatina future combarisons.

10,8% prevalencia-vida

Mas alta en mujeres
(Lim et al, 2018)

90 estudios entre 1994-2004

N=1.112.573 adultos
30 paises

68 estudios prevalencia
puntual

9 estudios prevalencia-ano
13 estudios prevalencia-vida
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ARTICLE INFO ABSTRACT

Article history: Objective: To estimate the prevalence and comorbidity of the most commor
Received 6 February 2009 in primary care practice in Spain, using the Primary Care Evaluation of
Received in revised form 16 March 2009 (PRIME-MD) questionnaire.

Accepted 16 March 2009 Design: A systematic sample of 7936 adult primary care patients was recruitt

Availihle ontine 10 Aprili 2009, practitionersin a large cross-sectional national epidemiological study. The PR

to diagnose psychiatric disorders.
Keywords: Setting: 1356 primary care units proportionally distributed throughout the

znommbﬁ?ordm Results: 53.6% of the sample presented one or more psychiatric disorder. T
pn:gy c;ye were affective (35.8%), anxiety (25.6%), and somatoform (28.8%) disorc

patients had more than one current mental disorder. 115% presented con
affective, anxiety, and somatoform disorders.
Conclusions: The study provides further evidence of the high prevalence anc
of mental disorders in primary care. Given the large overlap between affe
somatoform disorders, future diagnostic classifications should recons
separation between these entities.

© 2009 Elsevier BV. /
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The mental health risks of economic crisis in Spain:
evidence from primary care centres, 2006 and 2010
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Background: Nearly all European countries have been affected by the economic crisis that began in 2007, but the
consequences have been among the worst in Spain. We investigated the assodations of the recession on the
frequency of mood, anxiety, somatoform, alcohol-related and eating disorders among those visiting Spanish
primary care settings. Methods: Primary care physidans selected randomized samples of patients attending
primary care centres representing Spain's consulting populations. A total of 7940 patients in 2006-07 and 5876
in 2010-11 were administered the Primary Care Evaluation of Mental Disorders (PRIME-MD) instrument to
diagnose mental disorders. Multivariate logistic regression models were used to quantify overall changes in the
frequency of mental disorders, adjusting for potential socio-demographic differences in consulting populations
unrelated to economic factors. Results: Compared with the pre<riss period of 2006, the 2010 survey revealed
substantial and significant increases in the proportion of patients with mood (19.4% in major depression), anxiety
(84% in generalized anxiety disorder), somatoform (7.3%) and alcohol-related disorders (4.6% in alcohol
dependence), all significant at P<0.001, but not in eating disorders (0.15%, P=0.172). Independent of observed
risks of unemployment [odds ratio (OR)=1.72, P<0.001], we observed a significantly elevated risk of major
depression assodated with mortgage repayment difficulties (OR=2.12, P<0.001) and evictions (OR=2.95,
P<0001). About one-third of the overall risk in the consulting population’s attendance with mental health
disorders could be attributed to the combined risks of household unemployment and mortgage payment
difficulties. Conclusion: Recession has significantly increased the frequency of mental health disorders and
alcohol abuse among primary care attendees in Spain, particularly among families experiencing unemployment
and mortgage payment difficulties.

20% of working-age Spaniards (or 4.5 million people) were
unemployed, a rise from 8.5% in 2006 and the highest rate in

N early all European countries have been affected by the economic
criss that began in 2007, but the consequences have been among
the worst in Spain. In the decade preceding 2007, Spain’s economy
was among the fastest growing in Europe, averaging annual gross
domestic product (GDP) growth rates above 5%." Signs of economic
collapse were evident when the housing market fell at the end of
2007. Spain’s debt-driven construction boom came to a hakt, leading
to a rapid reversal of fortune as the country’s stock market deflated
from 125% of GDP in November 2007 to 54% 1 year later” and its
economy contracted leading to job losses, housing repossessions and
large government budget deficits.® At the beginning of 2010, over

Western Europe.*

Public health officials have raised concerns that recession on this
scale, and its economic consequences of unemployment, debt and
losses of income, have potential health consequences.” The fear and
insecurity generated by the anticipation of unemployment is also
assodated with poor physical and menta health, in some cases
even more than with actual job loss®® However, some analysts
suggest that there may be counter-intuitive health benefits during
hard economic times, as people may smoke and drink less and po-
tentially walk instead of drive while road traffic diminishes as trans-
portation due to commercial purposes (cargo) declines.™* One




Criterios de validacion sindrome clinico

& |dentificacion y descripcion adecuada
de sintomas

® Definicion de limites

€ Evaluacion precisa

€ Subtipos clinicos bien delimitados




Criterios de validacion sindrome clinico

& Seguimientos para diferenciar cursoy
pronostico

Estudios genéticos

Ensayos clinicos terapéuticos positivos

Eventual asociacion con anomalias
neurobiologicas




Criterios de validacion sindrome clinico

Investigacion------ Respuesta clinica------ 50% reduccion
escalas o ausencia criterios diagnosticos

Investigacion------ Remisiéon sindromica—Escalas, no
criterios diagnosticos

Clinica------ Remision sintomatica----Ausencia sintomas

¢ Es la depresion un sindrome clinicamente validado?




Subtipos clinicos

[ Primaria-Secundaria ]

[ Enddgena-Reactiva ]

[ Psicotica-Neurodtica ]




Subtipos clinicos

............ Bipolar Disforica
Mavor Cronica Premenstrual
Psicotica Recurrente Asouad,a d

Patologias
Atipica Distimia Médicas

OQQ]

Unipolar Afectiva Estacional

www.uib.cat




Subtipos clinicos
Clasificaciones

*Episodio Depresivo
-Leve
-Moderado
-Grave
*Episodio Depresivo Unico o Recurrente

*Con caracteristicas melancdlicas/ Con caracteristicas
atipicas

www.uib.cat




Anatomia de la Melancolia
(Burton, 1620)

“Causas” de la melancolia :

MEI.ANCHOLY.
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Depresion Melancoélica

NO es una tristeza,

ni la consecuencia

de una pérdida afectiva,
ni una reaccion de
duelo.

(Leal, Vallejo. Tratado de Psiquiatria,
2012).




Afectividad

Tristeza, apatia
Anhedonia
Irritabilidad
Bajo estado de animo

Pensamientos suicidas

Desesperanza

Cognicion
Dificultades en:

Atencion y concentracion

Memoria reciente y a largo
plazo

Toma de decisiones

Planificacidon y organizacion

Sentimiento de culpa sin
motivo

Agudeza mental

Velocidad de pensamiento

S. Somaticos

Fatiga |

Cambios en el apetito /
peso

Insomnio / hipersomnia
Disfuncién sexual

Cefalea

Dolor toracico, abdominal,
etc

Agitacion psicomotora




Riesgo de Recaida y numero de episodios
depresivos

* Se aconseja mantener el tratamiento durante

6 a 9 meses después de la recuperaciéon de un
Unico episodio.

* En aquellos pacientes que han tenido Un Episodio Dos Episodios >Tres Episodios
multiples episodios, hay evidencia de

beneficio del tratamiento de mantenimiento . B 5%

durante al menos 2 anos. 20%
50% 50%
80%

95%

Recurrencias No recurrencias

Taylor D et al. Maudsley Prescribing Guidelines in Psychiatry,. 13 th Edit. John Wiley & Sons Ltd,; 2018. 1-825 p.




Subtipos clinicos
Depresion Melancdlica

Caracteristicas clinicas
-Alteraciones psicomotoras

-Alteraciones cognitivas
-Disfuncién vegetativa

-Sintomas psicoéticos presentes con frecuencia

Cambios bioldgicos
-Hipercortisolemia

-Alteraciones psicomotoras
-Alteraciones en la estructura del sueno

Tratamiento
- Responden mejor a los antidepresivos de accién amplia (triciclicos) que a los
antidepresivos de accidn selectiva (inhibidores de recaptacion de serotonina).
-Responde bien a |la Terapia Electroconvulsiva (TEC)
-Raramente responde a los placebos, psicoterapias o intervenciones sociales.

Parker, et al, 2010
Leal y Vallejo, 2012
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Clinical Patterns and Treatment Outcome in Patients
with Melancholic, Atypical and Non-Melancholic
Depressions

Margalida Gili"%, Miquel Roca'?, Silvia Armengol’, David Asensio®, Javier Garcia-Campayoz",
Gordon Parker®
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Abstract

Objective: To assess sociodemographic, clinical and treatment factors as well as depression outcome in a large
representative clinical sample of psychiatric depressive outpatients and to determine if melancholic and atypical depression
can be differentiated from residual non-melancholic depressive conditions.

Subjects/Materials and Method: A prospective, naturalistic, multicentre, nationwide epidemiological study of 1455
depressive outpatients was undertaken. Severity of depressive symptoms was assessed by the Hamilton Depression Rating
Scale (HDRS) and the Self Rated Inventory of Depressive Symptomatology (IDS-SRsg). IDS-SR3q defines melancholic and atypical
depression according to DSM-IV criteria. Assessments were carried out after 6-8 weeks of antidepressant treatment and
after 14-20 weeks of continuation treatment.

Results: Melancholic patients (16.2%) were more severely depressed, had more depressive episodes and shorter episode
duration than atypical (24.7%) and non-melancholic patients. Atypical depressive patients showed higher rates of co-morbid
anxiety disorders and substance abuse. Melancholic patients showed lower rates of remission.

Conclusion: Our study supports a different clinical pattern and treatment outcome for melancholic and atypical depression
subtypes.

Citation: Gili M, Roca M, Armengol S, Asensio D, Garcia-Campayo J, et al. (2012) Clinical Patterns and Treatment Outcome in Patients with Melancholic, Atypical
and Non-Melancholic Depressions. PLoS ONE 7(10): e48200. doi:10.1371/journal pone.0048200

Editor: Marianna Mazza, Catholic University of Sacred Heart of Rome, Italy
Received June 5, 2012; A d September 21, 2012; Published October 26, 2012

Copyright: © 2012 Gili et al. This is an open-access article distributed under the terms of the Creative Commons Attribution License, which permits unrestricted
use, distribution, and reproduction in any medium, provided the original author and source are credited.

Funding: Almirall had no role in study design, data collection and analysis, decision to publish, or preparation of the manuscript.
Competing Interests: The authors have declared that no competing interests exist.

* E-mail: mgili@uib.es

@ Se evalud una muestra clinica de pacientes

con depresion para determinar si la
depresion melancodlica y atipica puede
diferenciarse de las condiciones depresivas
residuales no melancolicas.

Los pacientes melancolicos (16,2%) estaban
mas deprimidos, tenian mas episodios
depresivos y episodios mas cortos de
duracién que los pacientes atipicos (24.7%)
y no melancolicos.

Los pacientes depresivos atipicos mostraron
tasas mas altas de comorbilidad con
trastornos de ansiedad y abuso de
sustancias.

Los pacientes melancdlicos mostraron tasas
mas bajas de remision.

El estudio respalda un patrdn clinico y una
respuesta al tratamiento diferentes para los
subtipos de depresion melancdlica y atipica.




@ El objetivo del estudio era comparar el
rendimiento cognitivo entre la depresion
melancolica (MelD) y no melancolica (NMelD) y
determinar si estas alteraciones cognitivas
permanecen después de la remision clinica de la
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Research report d € P res I on.
Cognitive function after clinical remission in patients with melancholic @Cmm
and non-melancholic depression: A 6 month follow-up study ’
Resultados:
Miquel Roca *** Saray Monz6n®, Margalida Vives *®, Emilio Lopez-Navarro *”, .
Mauro Garcia-T(gro b Caterina Vicens ™, Javier Garcia-Campayo ™, John Harrison ®, - LOS PaC lentes con M el D muestran peo r
Margalida Gili* - L. .
* Institur Universitari d'investigacié en Cléncles de la Salut (JUNICS), University of Balearic Islands, Palma de Mallorca, Spain d es e m Pe n o q u e N M el D a,l I n I c I o d el estu d I o.

b Red de Actividades Preventivas y Promocidn de la Salud en Atencién Primaria (RediAPP), Institute Carfos UL, Spain
< Centro de Salud Son Serra-La Vileta, 1b-Salut, Baleares, Spain

4 Department of Psychiatry, Miguel Servet Hospital, University of Zaragoza, Zaragoza, Spain -El deterioro Cognitivo Perlllanece a. IOS Seis
“ Department of Medicine, Imperial College, London, UK
meses de seguimiento después de la remision

ARTICLE INFO ABSTRACT 7 .
clinica en MelD.

Article history: Background: Cognitive symptoms are core symptoms with an impact on functioning in depression.

Recelved 26 March 2014 Remission is considered as the main objective of the and of depression. This study

Recelved in revised form was aimed to compare cognitive performance between melancholic (MelD) and non-melancholic depression

f\(s(i"’"fgi";eﬁ'e‘l’m Jo1a (NMelD) and to determine whether these cognitive alterations remain after clinical remission.
Methods: We performed a 6 month follow-up study of 88 melancholic and non-melancholic depressive ’ C | 1 .

Allabie doiine 28 Sepiemmber 201 patients. Sociodemographic and clinical characteristics were recorded. Depression was examined using the o n c u S I o n e s .

Keywords: Hamilton Depression Rating Scale and the CORE Index for Melancholia. Cognitive performance was . .

Cognition assessed with the Trail Making Test (TMT), the Digit Span subtest of the WAIS-III, Stroop Colour Word Test - L P M I D ] |

Depressive disorder (SCWT), the Tower of London (TOL DX), the Controlled Oral Word Association Test (FAS), Semantic Verbal O S ac I e ntes c O n e n o m e o ra n e

m“&::l & Fluency and Finger Tapping Test (FTT). . . o e « o7

cpEE e s Results: MelD patients show worse performance than N-MelD at baseline, with significant differences at re n d | m | e nto cogn |t|vo a Pesa r d e |a, re m | S | O n

Digit Span subtest of WAIS Part [ and Part II, SCWT Part I and Part II, TOL DX, Total Problem Solving, Total
Execution Time and FTT- Preferred hand. Cognitive impairment remains at six months follow-up after 7. L34 .
clinical remission in MelD. In the comparison between remitted and non-remitted patients, cognitive cl I n I ca. en com Parac I On Con Pac I entes N M el D.
impairment in Trail Making Test Part B and Verbal and Semantic Fluency (Animals) remains after clinical
remission in MelD group but not in non-melancholic patients. - L H 1 d I d 1 f 1 141
Limitations: The use of psychopharmacological treatment and the small sample of mclan:holx paucms a' Pe rs I Ste n c I a' e a‘ gu nas Is u n c I o n es c Ogn Itlva‘s
Conclusions: Patients with MelD do not improve cognitive e despite clinical remi | . . o7 ’
with remitted NMelD patients. The persistence of some cognitive dysfunctions in MelD rcmlm:d pancnts e n Pac | e ntes M el D co n r'e m Is I o n POd rla
could represent a trait marker of a different depressive subtype and not be secondary to disease severity.

© 2014 Elsevier BV. All rights reserved.

representar un marcador de rasgo de un subtipo
depresivo diferente y no ser secundario a la
gravedad de la enfermedad.




Existe una mayor relevancia de los

I determinantes genéticos y biologicos
e Yy unamenordelos determinantes

psicosociales

o iy
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Datos concomitantes
de un funcionamiento

biologico alterado
(Dean et al, 2017)




Hipotesis monoaminérgica: serotonina,
norepinefrina, dopamina

Hipotesis glutamatérgica: glutamato

Desregulacion eje hipotalamo-hipofisarioy
respuesta al estrés

Inflamacion

Neurogénesis y neuroplasticidad

Circuitos neuronales en depresion

((Bemyttenaere et al, 2019; Mulinari et al, 2013; Duman et al, 2016;
Strawbridgeet:al;;2015; Lima-Ojeda et al, 2017)




Neurobiologia de la Depresion

1. HipAtesis monoaminérgica: serotonina, norepinefrina, dopaminal>

* Incremento de niveles serotonina o norepinefrina mediante diferentes tipos de
antidepresivos.

* Anormalidades genéticas en la transmision serotoninérgica.

* Neuronas dopaminérgicas en areas mesolimbicas: del area ventral tegmental y
proyecciones nucleo accumbens.

1.Richelson J, et al. International Journal of Intelligence and Counter Intelligences. 2001;14:149-192; 2. Caspi A, et al. Am J
Psychiatry. 2010 May;167(5):509-27; 3. Leonard CM, et al. Dev Neuropsychol. 2008;33(6):663—-681; 4. Watt, DF, et al.
Neuropsychoanalysis. 2009;11(1):7-51. 5. Mulinari S. J Hist Neurosci. 2012;21(4):366-92.



Neurobiologia de la Depresion

2. Hipétesis glutamatérgical®

Neurona
presinaptica

» Sistema glutamatérgico, “target” de accion antidepresivo. El acido glutamico
es el principal y mas abundante neurotransmisor presente en las sinapsis
excitatorias. Glutamato, involucrado en la regulacion afectiva, a través del
mantenimiento de la neuroplasticidad.

Astrocito

* Antagonistas receptores NMDA en interneuronas GABAérgicas: incremento

de liberacidon de BNDF en neuronas piramidales del hipocampo. s

(neuronal)

Neurona
post-sinaptica

* Via mas prometedora en los ultimos afios para el tratamiento antidepresivo.

Figura. Esquema simplificado de una sinapsis tripartita para el
GLU
De: Baratti CM, et al. Rev. Farm. 2015;157(1-2): 27-36

1. Racagni G, et al. Dialogues Clin. Neurosci. 2008;10(4): 385-400; 2. Barbon A, et al. Neurochemistry international. 2001;59. 896-905; 3.
Machado-Vieira R, et al. Pharmaceuticals (Basel). 2010 Jan 6;3(1):19-41; 4. Ladarola ND, et al. Ther Adv Chronic Dis. 2015 May;6(3):97-114. 5.
Baratti CM, et al. Rev. Farm. 2015;157(1-2): 27-36; 6. Duman RS, et al. Nat Med.2016 Mar;22(3):238-49.



Neurobiologia de la Depresion @

3. Disregulacion eje hipotalamo-hipofisario y respuesta al estrés!-

* Anormalidades eje HPA, asociadas a hiperactividad en la respuesta al estrés o a
abusos en la infancia.

* Modelos animales: estrés créonico, asociado a sintomas como anhedonia,
motivacion alterada y cambios en el ritmo del suefio.

* Cortisol y estrés: sintomas depresivos.

|. Pechtel P, et al. Psychopharmacology (Berl). 2011 Mar;214(1):55-70; 2. Pruessner JC. Psychoneuroendocrinology. 2003
Oct;28(7):916-31; 3. Willner P. Neuropsychobiology. 2005;52(2):90-110. 4. Schwabe RF, et al. 2013.Nov;13(11):800-12.

www.uib.cat



Neurobiologia de la Depresion

4. Inflamacionl-

Marcadores inflamatorios alterados en pacientes depresivos.

Inflamacion y enfermedades crdnicas: sindromes metabdlicos.

Obesidad, diabetes, hipertension, dislipidemia.

Hepatitis C, tratamiento con interferén y sintomas depresivos.

1. Taylor JL, et al. Semin Oncol. 1998 Feb;25(1 Suppl 1):23-9; 2. Felger JC, et al. Neuroscience. 2013 Aug 29;246:199-229;.3.
Steptoe A, et al. Brain Behav Immun. 2007 Oct;21(7):901-12; 4. Uher R, et al. Depress Anxiety. 2014 Jun;31(6):459-71; 5.
Strawbridge R, et al. Eur Neuropsychopharmacol. 2015 Oct;25(10):1532-43.




Neurobiologia de la Depresion

5. Neurogénesis y neuroplasticidad!’

* Cambios en neurogeénesis y neuroplasticidad en tratamientos
antidepresivos.

* Tratamiento con antidepresivos: asociado con aumento neurogenesis
hipocampo.

 BNDF (Brain-derived neurotrophic factor) y neuroplasticidad.
* Niveles BNDF reducidos en pacientes depresivos.

* Estimulacion magnética transcraneal, terapia electroconvulsiva....

1. Monteleone P, et al. Eur Neuropsychopharmacol. 2008 Oct;18(10):701-11; 2. Santarelli L, et al. Science. 2003 Aug
8;301(5634):805-9; 3. Shang Hui, et al. 2016-Journal of Systematics and Evolution 2016; 4. Rocha R, et al-2016-Journal of
Evolutionary Biology.sup-2; 5. Sari C, et al. BMC Public Health. 2013; 13: 519; 6. Fagiolini M, et al. Curr Opi

Apr;19(2):207-12; 7. Cole M, et al. Mar Pollut Bull




Neurobiologia de la Depresion &5

6. Circuitos neuronales en depresion®

* Cambios en la conectividad funcional en circuitos que regulan afectividad.

* Amigdala, hipocampo, ganglios basales, areas corteza prefrontal y cortex
cingulado: papel en la regulacién afectiva, emocional y cognitiva.

* Estudios neuroimagen: alteraciones volumen en cortex prefrontal, amigdala,
ganglios basales o especialmente hipocampo.

Mayberg HS. Br Med Bull. 2003;65:193-207; 2. Sheline YI, et al. Am J Psychiatry. 2003 Aug;160(8):1516-8; 3. Bora E, et al.
Psychol Med. 2013 Oct;43(10):2017-26; 4. Rogers K, et al. The Journal of Deaf Studies and Deaf Education. 2013;18(1):110-122;
5. Dean J, et al. The Neurobiology of Depression: an Integrated View. 2017. Asian Journal of Psychiatry. 2Z. i
al. Baghai Front Psychiatry. 20178,




Curso de la depresion
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Una superior respuesta
clinica a los
tratamientos biolégicos,
los farmacos
antidepresivos frente a
los tratamientos no
biologicos, con una m
baja respuesta al
placebo.




Eficacia comparativa de 21 antidepresivos en
el tratamiento de la depresion mayor en el
adulto

A
A ‘ Desvenlafaxine Clomipramine -y Efficacy (respoerie rate)

Duloxetine ftalopram Amitrgtybne |- 213(189-241)
71 Mirtarapine —_— 189(164-220)
Escitalopram , e Bupropion Dukacetine - 185(166-207)

' ‘\V‘n--—* X
vll\‘ k Venlafasne I 178(161-1.96)
e . Paroxetine 175 (1 62-190)
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.{-, N Fluvaamine —a— 169 (141-202)
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Flucwetine 152 (1401 66)
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Mirtazapine =\ . \ Trazodone 151112515y —&— Significantly in favour of active drug

P ——
Clomipeamine —e 149121185 —= Non-significant result
Desvenbafasine —a— 1490124279 —@- Significantly in favour of placebo
Rebowetine —— 137 (116-163)
Paroxetine Trazodone o5 10 2
Reboxetlne Sertraline D —

Favours placebo Favours active drug

Figura de Cipriani A et al. Lancet. 2018.

Cipriani A et al. Lancet. 2018 Apr 7;391(10128):1357-1366.




Stage 1 — monotherapy / dose escalation

* Reuptake inhibitor (SERT, NET, DAT) — multiple substances

Receptor antagonist (NE alpha-2, 5-HT2, 5-HT3) — mirtazapine

Reuptake inhibitor (SERT and NET), receptor antagonist (5-HT2) — amitriptyline

tratamiento secuencial
* Reuptake inhibitor (SERT), receptor partial agonist (5-HT1A), receptor antagonist (5-HT3) — vortioxetine
e 7 * Reuptake inhibitor (SERT), receptor agonist (5-HT1A), receptor antagonist (5-HT2) — trazodone
e n a e p re S I O n * Receptor antagonist (5-HT2 and D2) — trimipramine

* Receptor agonist (Mell, Mel2), receptor antagonist (5-HT2B, 5-HT2C) — agomelatine
* rTMS, TBS

Stage 2 — augmentation / switch
* Augmentation
- Receptor antagonist (D2, 5-HT2) — quetiapine, olanzapine
- Receptor partial agonist (D2, 5-HT1A) — aripiprazole
- Enzyme interactions — lithium
A Monotherapy Augmentation Third Repetition * Combining two classes with complementary mechanisms
Dose Escalation Switch Stage Experimental * Switch — within class of reuptake inhibitors

* ECT/Ketamine in recurrent/severe episodes, suicidal ideation
¢ rTMS, TBS

2 Remission [ shge 3

(4]

£ * Enzyme inhibitor (MAO-A and -B), releaser (DA, NE) — tranylcypromine

Q optimal

3 o (Zar

s Response «  Ketamine

E « (M, TBS

S * Vagus nerve stimulation

F=} |2 %

o — perimental

f previous stages

| treatments (DBS)

tion (buprenorphine)

inical trials for novel substances

response

Stage 1 Stage 2 Stage 3

Treatment time

Figura de Kraus C et al. Transl Psychiatry. 2019.
Kraus C et al. Transl Psychiatry. 2019




Subtipos clinicos
Depresion Melancélica

El diagnostico de depresion melancdlica tiene validez
predictiva para el prondstico y el tratamiento y representa una
categoria mas homogénea para la investigacion







-

\_

Melancolia como
condicion creativa,
Como enfermedad




Melancolia. Arte y literatura
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Baudelaire, Montaigne,
Cioran, Céline, Keats,
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Russell Sorgi, The 1942 Genesee Hotel Suicide
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Mental disorders as risk factors for suicidal behavior in young people: A R)
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ABSTRACT

Background: Suicide is the second leading cause of death for young people. Objective: To assess mental disorders
as risk factors for suicidal behaviour among adolescents and young adults including population-based long-
itudinal studies.

Method: We conducted a systematic literature review. Bibliographic searches undertaken in five international
databases and grey literature sources until January 2017 yielded a total of 26,883 potential papers. 1701 full-
text articles were assessed for eligibility of which 1677 were excluded because they did not meet our eligibility
criteria. Separate meta-analyses were conducted for each outcome (suicide death and suicide attempts). Odds
ratio (OR) and 95% confidence intervals (95%CI) and beta coefficients and standard errors were calculated.
Results: 24 studies were finally included involving 25,354 participants (12-26 years). The presence of any
mental disorder was associated with higher risk of suicide death (OR = 10.83, 95%CI = 4.69-25.00) and suicide
attempt (OR = 3.56; 95%CI 2.24-5.67). When considering suicidal attempt as the outcome, only affective dis-
orders (OR = 1.54; 95%CI = 1.21-1.96) were significant. Finally, the results revealed that psychiatric co-
morbidity was a primary risk factor for suicide attempts.

Limitations: Data were obtained from studies with heterogeneous diagnostic assessments of mental disorders.
Nine case-control studies were included and some data were collected in students, not in general population.
Conclusions: Mental disorders and comorbidity are strong predictors of suicide behaviour in young people.
Detection and management of the affective disorders as well as their psychiatric comorbidity could be a crucial
strategy to prevent suicidality in this age group.

Organization, 2016; Lozano et al., 2012) In some geographical areas,



De acuerdo con la OMS; en el ano 2015, se estima que
788 000 personas murieron por suicidio; y un niumero mas
alto lo intentaron.

El suicidio es la segunda causa de muerte en jovenes de |5
a 29 anos (OMS, 2017).

En comparacion con la poblacion general, el intento de
suicidio es tres veces superior en pacientes diagnosticados
de TDM.

Global suicides, by age and country income level (thousands)
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Suicidios Espana

Muertes por causas no naturales en 2017

m Accidentes de trafico m Suicidios

Caidas accidentales m Ahogamiento, sumersion




TOTAL | HOMBRES W

2007 3.263 2.463

2008 3.421 2.649 772

2009 3.429 2.666 763 e
2010 3.158 2.468 s90 Suicidios Espana
2011 3.180 2.435 745

2012 3.539 2.724 815

2013 3.870 2.911 959

2014 3.910 2.938 972

2015 3.602 2.680 922

2016 3.569 2.662 907

2017 3.679 2.718 961

2018 3.539 2.619 920




Suicidios Espana

Defunciones por accidentes de trafico Vs suicidios en Espafia (2000-2017)
Fuente: INE.
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Suicidios Espana

Distribucion del nimero de
suicidios en 2017. INE
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STUDY PROTOCOL Open Access

Suicidal risk and executive functions in ®
major depressive disorder: a study protocol

Miquel Roca", Antonio Riera-Lopez del Amo’, Pau R|era-_SerraJ, M. Angeles Pérez-Ara', Adoracion Castro’,
J. Roman Juan’, Mauro Garcia-Toro', Patricia Garcia-Pazo® and Margalida Gl

Abstract

Background: Suicide is a serious public health concern. Depression is the main gateway to suicidal behavior. The
already established relationship between depression and suicidal risk should now focus on the investigation of more
specific factors: recent studies have suggested an association between vulnerability to suicidal behavior and
neurocognitive alterations, a nuclear symptom of depression. This project aims to identify alterations in the Executive
Functions (EF) of patients suffering a first depressive episode that might constitute a risk factor for suicidal ideation,
suicidal attempts and suicide, to allow for more adequate suicide prevention.

Methods: Prospective longitudinal design involving two groups (first depressive episodes with and without alterations in
their EF) and four repeated measures (0, 6, 12 and 24 months). The estimated minimum sample size is 216 subjects. The
variables and measurement instruments will include socio-demographic variables, clinical variables (age of ilness onset,
family and personal antecedents, psychopathological and medical comorbidity, suicidal ideation, suicide attempts and
completed suicides, severity of depression, including melancholic or atypical, remission of the depressive episode), and
neuropsychological variables (EF and decision-making processes evaluated through the Cambridge Neuropsychological Test
Automated Battery (CANTAB)).

Discussion: First and foremost, the identification of clinical and neuropsychological risk factors associated with suicidal
behavior will open the possibility to prevent such behavior in patients with a first depressive episode in the context of
dlinical practice. Secondly, interventions aimed at cognitive impairment (in particular. EF) derived from the study may be
incorporated into strategies for the prevention of suicidal behavior. Finally, impaired neurocognitive function (even in early
stages) could become an identifiable endophenotype or “‘marker” in dlinical and neurobiological studies about suicidal
behavior in depressive patients.

Keywords: Major depressive disorder, Suicide, Suicidal attempt, Suicidal ideation, Executive functions, Longitudinal study

¢ El objetivo es identificar, en
pacientes con un primer
episodio depresivo, alteraciones
en las funciones ejecutivas que
podrian constituir un factor de
riesgo para la ideacion suicida,
los intentos de suicidio y el
suicidio.

Alteraciones cognitivas
como marcador de riesgo
suicida

www.uib.cat




Hacia una anatomia de la melancolia y el suicidio

Prevencion en Psiquiatria?
Prevencion en Depresion
Prevencion en conducta suicida?
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Research paper

First-onset and persistence of suicidal ideation in university students: A one- ﬂ
year follow-up study e
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& Se evaluaron primeras apariciones y persistencia

de ideas suicidas en universitarios espanoles entre
su primer y segundo ano de universidad y la
asociacion entre factores distales/proximales de
riesgo y protectores durante un periodo de 12 m.

Factores de riesgo:

-En T1 (final del 12 afio de Univ.): otros intentos de
suicido previos, ideacion y planeacion suicida a lo
largo de la vida, otros trastornos mentales a lo largo
de la vida.

-En T2 (alos 12 m.): con trast. del estado del animo,
adversidades en infancia/adolescencia anteriores a
los 17 ainos y cualquier experiencia estresante en los
ultimos 12 m., otros trastornos mentales en los
ultimos 12 m., agresion fisica o sexual.

Factores de proteccion: experiencias positivas
infancia/adolescencia anteriores a los 17 afios y
sentimiento de pertenencia grupal en la universidad
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Resaarch

JAMA | Original Investigation
Effect of Multinutrient Supplementation and Food-Related
Behavioral Activation Therapy on Prevention of Major
Depressive Disorder Among Overweight or Obese Adults
With Subsyndromal Depressive Symptoms

The MooDFOOD Randomized Clinical Trial

Mariska Bot, PhD: ingeborg A. Brouwer, PhD; Miquel Roca, PhD; Elsabeth Kohls, PhD; Brenda W. J. H. Penninx, PhD: Ed Watlans, PhD;
Gerard van Grootheest, MSc; Mieke Cabout, MSc; Ulnich Hegerl, PhD: Margalida Gill, PhD: Matthew Owens, PhD; Marjolein Visser, PhD;
for the MooDFOOD Prevention Trial Investigators

B Editortal page 842

& Related article page 869
Supplemental content
OBJECTIVE To examine the effect of 2 nutritional strategies (multinutrient supplementation, CME Quizat

food-related behavioral activation therapy) and their combination for prevention of a new Jamanetwork com/leaming
MDD episode in overweight adults with subsyndromal depressive symptoms. and OME Questions page 897

IMPORTANCE Effects of nutritional interventions on the prevention of major depressive
disorder (MDD) in overweight adults are unknown.

DESIGN, SETTING, AND PARTICIPANTS This multicenter 2 x 2 factorial randomized dinical trial
included overweight adults (body mass index, 25-40) with elevated depressive symptoms
(Patient Health Questionnaire-9 [PHQ-9] scores =5) and no MDD episode in the past 6
months from 4 European countries. A total of 1025 adults were randomized (July 30,
2015-October 12, 2016) and followed up for 1 year (October 13, 2017).

INTERVENTIONS Daily multinutrient supplements (1412-mg omega-3 fatty acids, 30-pg
selenium, 400-pg folic acid, and 20-pg vitamin D5 plus 100-mg calcium) vs placebo and 21
individual or group therapy sessions vs none (blinded to researchers) for 1 year. Participants
were allocated to placebo without therapy (n = 257), placebo with therapy (n = 256),
supplements without therapy (n = 256), and supplements with therapy (n = 256).

MAIN OUTCOME AND MEASURES Cumulative I-year onset of MDD via the Mini International
Neuropsychiatric Interview at 3, 6, and 12 months. Logistic regression using effect-coded
variables (-1 indicating control, 1 indicating intervention) evaluated intervention effects both
individually and in combination (interaction) on MDD onset.

RESULTS Among 1025 participants (mean age, 46.5 years; 772 women [75%]; mean BMI, 31.4),779

(76%) completed the trial. During the 12-month follow-up, 105 (10%) developed MDD- 25 (9.7%)

patients in the placebo without therapy, 26 (10.29) in the placebo with therapy, 32 (12.5%) in the

supplement without therapy, and 22 (8.6%) in the supplement with therapy group. None of the

treatment strategies affected MDD onset. The odds ratio (OR) for supplements was 106 (95% CI,

0.87-129); for therapy, 0.93(95% Cl, 0.76-113); and for their combination, 0.93(95%Cl, 0.76-1.4;

Pforinteraction, .48). One personin the supplementation with therapy group, died. Twenty-four

patients in each of the placebo groups and 24 patients in the supplementation with therapy group Author AMilations: Author

were hospitalized, and 26 patients in the supplementation-only group were hospitalized. aMiiations arelisted at the end of this
artide.

& El objetivo era examinar el efecto de 2

estrategias nutricionales (suplementos
multinutrientes y terapia de activacion
conductual relacionada con la alimentacion) y su
combinacion para la prevencion de un nuevo
episodio de TDM en adultos con sobrepeso con
sintomas depresivos subsindromicos.

Resultados:

* Durante el seguimiento de 12 meses, 105
participantes (10%) desarrollaron TDM: 25
(9.7%) en el placebo sin terapia, 26 (10.2%)
en el placebo con terapia, 32 (12.5%) en el
suplemento sin terapia, y 22 (8.6%) en el
suplemento con grupo de terapia.

* El odds ratio (OR) para los suplementos fue
de 1,06 (IC del 95%, 0.87-1.29); para terapia,
0,93 (IC 95%, 0,76 1,13) y para su
combinacion, 0,93 (IC 95%, 0,76-1,14; P para
interaccion, .48).

* Los hallazgos no respaldan el uso de estas
intervenciones para la prevencion del TD




Conclusiones

*Depresion, enfermedad prevalente, con frecuencia curso crénico,
recurrencias y alta comobilidad

*Depresion, constructo “débil”, pendiente de resolver graves
problemas de validacion como sindrome clinico

*Necesidad de delimitar subtipos depresivos homogéneos y
replantear relacion con eventuales anomalias neurobiologicos de
estos subtipos

*Subtipo melancdlico, patrén diferenciado de sintomatologia,
mayores alteraciones biologicas, menor respuesta a tratamientos,
superior validez predictiva

*Mayor riesgo de suicidio

*Sintomas cognitivos en depresion melancélica, éperfil de riesgo
en conducta suicida?




Hacia una anatomia de la melancolia y el
suicidio

Ciencia, investigacion:

“La incerteza es un estado incomodo, poco
confortable; la certeza absoluta es una
condicion extraordinariamente ridicula”
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