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“Dedicat als que ja no hi sén pero

que sempre estan amb nosaltres”
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PLANTEJAMENT DEL TREBALL

El suicidi es la principal complicacié de la malaltia psiquiatrica i es situa entre la primera
i segona causa de mort entre els joves de 15 a 34 anys en paisos desenvolupats . Com a tal, la
prevencio és un dels principals objectius terapéutics i per tant ha de ser també un objectiu de

recerca prioritari.

De la propia experiéncia en la practica clinica sorgeix aquesta tesi. Quan una mort per
suicidi succeeix , fa que un es pregunti si era inevitable. Per poder respondre a aquesta
pregunta encara no resolta, és important ampliar el coneixement d’aquells factors que permetin
identificar aquells pacients amb un risc major i poder-hi intervenir per tal d’aconseguir que la
major complicacié6 de la nostra professié esdevingui prevenible i per tant potencialment

evitable.

Seguint aquest interes clinic, va sorgir el treball titulat: “Atypical depression is associated
with suicide attempt in bipolar disorder” publicat en Acta Psychiatrica Scandinavica; 120:30-36,
al 2009 ( IF: 4.85) del qual la doctoranda és la primera autora i va ser presentat en el Master
“Investigaciéo en Ciéncies Cliniques” vinculat al Doctorat de Medicina de la Universitat de

Barcelona, per obtenir el Titol de Master a 'any 2009 ( veure annex apartat 8.1)

L’anterior treball es tractava d’un estudi transversal en pacients adults amb malaltia
bipolar establerta. Després de que la trajectoria clinica de la doctoranda es vinculés a 'ambit de
la psiquiatria infantil i degut al seu interes en les fases primerenques de la psicosi, van sorgir els

treballs que es presentaran en aquesta tesi .

Si el suicidi es la complicacié més gran de la malaltia psiquiatrica, encara és més dramatic
quan es tracta de nens i adolescents ; per aixo els estudis de seguiment des de les fases més
inicials de la malaltia son molt rellevants a lI'hora de poder després , aplicar estratégies

preventives.

Tenint en compte a més que la recerca en psiquiatria infanto-juvenil ha estat
tradicionalment molt més limitada que en adults, considerem que aquestes troballes poden
ser d’interes tan en I'ambit clinic com en I'ambit cientific, ajudant a ampliar el coneixementi a

generar noves hipotesis per futurs estudis.
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PREFACI:

Aquesta tesis es presenta per obtenir el grau de Doctora per la Universitat de Barcelona
i és el resultat de dos treballs realitzats en el Servei de Psiquiatria i Psicologia Infanto-juvenil

de I'Hospital Clinic, sota la direcci6 de la Dra. Josefina Castro-Fornieles.

Els articles que es presenten en aquesta tesi formen part de l'estudi espanyol
multicentric Child and Adolescent First Episode of Psychosis Study (CAFEPS) financat per:
Ministeri de Salut Espanyol, Instituto de Salud Carlos III; per I’ European Regional Development
Fund (ERDF); per Cooperative Research Thematic Network (RETICS)-G03/032 i pel govern de
Catalunya (2009SGR1119).

Ambdés articles han estat publicats en revistes internacionals del primer quartil de
I'especialitat de psiquiatria i en el cas del segon article també en el primer decil de la
especialitat de psicologia. El factor d’'impacte global es de 10.79 ( ISI web of Knowledge ,
Journal Citation Reports 2013)

ARTICLE I:

“Predictors of suicide attempt in early onset first episode psychoses: a longitudinal 24-
month follow-up study” V. Sanchez-Gistau, Baeza I, Arango C, Gonzalez-Pinto A, de la Serna E,
Parellada M, Graell M, Paya B, Llorente C, Castro-Fornieles | .Publicat en : The Journal of Clinical
Psychiatry. 74(1):59-66; 2013 (IF: 5.13)

ARTICLEII :

”

“The affective dimension of early-onset psychosis and its relationship with suicide
V. Sanchez-Gistau, Baeza I, Arango C, Gonzalez-Pinto A, de la Serna E, Parellada M, Graell M,
Paya B, Llorente C, Castro-Fornieles ]. Acceptat per publicacié al setembre’14 en Journal of Child

Psychology and Psychiatry ( 1IF: 5.66)
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1. INTRODUCCIO

1.1. Terminologia

Abans d’entrar en profunditat en la matéria més especifica de la tesi, considerem
important fer una breu introduccié sobre la terminologia, tant dels conceptes de “primer
episodi psicotic” com de “suicidi”. El fet que no hagi una homogeneitzaci6é de la nomenclatura,

dificulta la comparaci6 dels resultats entre els estudis, aixi com la comunicaci6 entre clinics.
1.1.1. Concepte de Primer Episodi Psicotic

La definici6 de “primer episodi psicotic” (PEP) és poc uniforme , ja que inclou un grup
heterogeni de pacients en diversos aspectes com la presentacid clinica : primer episodi de
psicosis no afectiva o tot tipus de psicosis; 'edat inici : inici precog (early —onset psychosis) si
l'inici és abans dels 18 o inici adult si és després dels 18 anys; forma d’ inici: aguda o insidiosa o

durada: és a dir, quan es considera que és I'inici del primer episodi .

No s’ha establert encara un consens operacional en la seva definici6 i els anteriors
sistemes classificatoris (DSM-IV i CIE-10) tampoc han estat de gran ajuda a ’hora de poder
concretar el concepte. En el nou DSM-5 “primer episodi psicotic” apareix com un “especificador”
( specifier) de curs de malaltia dins les categories d’ esquizofrenia (ESQ) i altres trastorns de
I'espectre psicotic. PEP és definit com “ primera manifestacié de la malaltia complint els criteris
diagnostics i el criteri temporal” (APA, 2013). Per tant, segueix essent dificil concretar el
moment d’inici de I'episodi , a més de ser una definicié bastant restrictiva en la que s’han de

complir tots els criteris diagnostics, incloent el temporal.

Aixi les coses, hi ha una gran variabilitat en les definicions o criteris operacionals
utilitzats pels diferents estudis tan clinics com neurobiologics, aixi com en els programes de
deteccié e intervencié primerenca (Breitborde et al., 2009). Fonamentalment s’han utilitzat els

segiients criteris operacionals per definir 1 ’inici del PEP ( Figura 1) :
Criteri a) Primer contacte per tractament de simptomes psicotics :

Té la avantatge que és facil d’establir i té elevada fiabilitat inter-avaluador. En contra, no
té en compte la durada de la simptomatologia psicotica abans del tractament, és a dir la DUP (
durada de la psicosi no tractada) . Per tant, utilitzant aquest criteri, en una mateixa mostra de
PEP pot haver gran variabilitat en quant a l'inici dels simptomes. De fet, els 2 darrers
metanalisis que estudiaven aquesta dada (Marshall et al., 2005;Lincoln et al, 1998), van
informar d’unes mitjanes de DUP que oscil-laven en un rang de 6 setmanes fins 2 anys.

Aix0 és rellevant perqueé la durada de la DUP influencia en el prondstic de la malaltia (Marshall
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et al,, 2014;Perkins et al,, 2005) de manera que sota el criteri de “primer tractament” poden ser

inclosos pacients amb trajectories de la malaltia potencialment heterogénies.
Criteri b)Moment en qué s’inicia medicacié antipsicotica ( AP):

A T'igual que la opci6 anterior té la avantatge de que és facil d’establir i que té elevada
fiabilitat inter-avaluador, pero tampoc té en compte la durada de la DUP. A més hi ha també poc
consens entre els estudis respecte el temps d’us antipsicotics permes, que pot oscil-lar des de
subjectes sense tractament antipsicotic (“drug-naive”) o pocs dies de tractament en alguns

estudis(Guo et al., 2014;Emsley, 1999), fins a menys de 6 mesos en altres(Murray et al., 2008).
Criteri c) Inici de la simptomatologia psicotica inferior a un periode de temps:

Aquesta aproximacié és la que sembla més dirigida a I'estudi i tractament de la psicosi
d’inici recent, intentant minimitzar la inclusié de pacients més cronics. El problema és que el
concepte d’inici de psicosis és retrospectiu i és dificil establir de forma precisa. També pot
sorgir el dubte, de si es considera com inici de la simptomatologia psicotica positiva també la
fase prodromica on els simptomes psicotics son subclinics, o quan la simptomatologia ja ha
assolit la qualitat psicotica. Hi ha instruments com la Interview for the Retrospective
Assessment of Schizophrenia (IRAOS)(Hafner et al, 1992) o el Sympytom Onset in
Schizophrenia Inventory (SOS)(Perkins et al., 2000) que poden ajudar a establir la DUP.

Figura 1 : fases de la malaltia psicotica i criteris més utilitzats per definir PEP

SIMPTOMES
ESPECIFICS
Simptomes psicotics rang clinic

CRITERIC CRITERI A

==

1¢er contacte per tto
simptomes psicotics

Durada psicosi
no tractada
(DUP)

A\ 4

Fase premorbida Fase prodromica Primer episodi psicotic

Malaltia

A \ A A Establerta

| 1 er tractament AP |

=&

CRITERI B

SIMPTOMES
INESPECIFICS
(psicotics subclinics)

FASES PRIMERENQUES DE LA PSICOSI
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Tot i les limitacions en quant a la definici6 de “ primer episodi psicotic ", en general el
terme es refereix a pacients en una fase inicial de la malaltia. Per aquesta ra6 hi ha autors que
defensen consensuar els criteris operacionals i substituir el terme PEP per “psicosi d’inici
recent o incipient ”, per tal d’incidir en la rellevancia de la mesura temporal (Breitborde et al.,

2009).

Nota: tal com s’explica més extensament en la seccié de métodes, el criteri d’inici de
primer episodi psicotic aplicat en aquesta tesi, és el criteri de DUP < 6 mesos, pel que es

podria considerar “psicosis d’inici recent o incipient”

L’ estudi de la malaltia psicotica en una fase incipient te una série d’avantatges tanten la
recerca clinica com en la recerca biologica, ja que es poden minimitzar els efectes confusors del
tractament antipsicotic de llarga durada, la cronicitat de la malaltia i el deteriorament cognitiu i

funcional.

Els coneixements que s’esdevenen de la investigacié en fases primerenques de la psicosi
( que inclou els estudis de fase prodromica i de la psicosi d’inici recent ) sén molt rellevants
per la seva potencial aplicacid clinica amb I'objectiu ,en el millor dels casos, de poder evitar o
retardar la seva aparicio i si no és possible, millorar la seva detecci6 i aixi poder minimitzar
I'impacte de 'aparici6 de la psicosis ( psicosi d’'inici recent o PEP) , iniciant el tractament més

adequat el més aviat possible per tal de millorar el pronostic (McGorry et al., 2009)
1.1.2 Concepte de psicosi d’inici -precog ( early-onset psychosis)

El terme psicosis, ha estat un terme molt estes en la psiquiatria de la infantesa i
I'adolescencia, el qual, també s’havia utilitzat per referir-se a nens amb alteracions conductuals
greus i d’espectre autista. La distincio clinica entre autisme i altres trastorns psicotics va ser
establerta per primer cop per Kolvin al 1971 pero encara perdura la confusi6 i els errors

diagnostics entre els dos trastorns, sobretot quan I'inici és a la infantesa(Sporn et al., 2004) .

- Psicosis d’inici precoc ( “Early -onset psicosis” (EOP)) : I'eclosi6 dels simptomes psicotics es
produeix abans dels 18 anys d’edat. Inclou l'inici a 'adolescéncia ( “adolescent- onset
psicosis (AOP)” i I'inici a la infantesa ( “ childhood- onset psicosis ( COP) o “ very early- onset

psychoses “ (VEOP)”(Clemmensen et al., 2012)

- Psicosis d’inici molt precoc (“very early-onset psicosis o childhood- onset psychosis”) : és una
forma poc freqiient de psicosi en el que l'eclosié dels simptomes psicotics es produeix

abans dels 13 anys d’edat. Es tracta d’'una forma de psicosis especialment greu en que hi ha
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més alteracions en el neurodesenvolupament i major disfuncié social premorbida en

comparacié tan amb la forma d’inici a I'adolescencia com en la edat adulta(Hollis, 2000).

Nota: Al llarg d’aquesta tesi ens referirem a “psicosis d’inici preco¢” al conjunt de les dues
formes, és a dir, inici abans dels 18 anys, excepte quan ens referim especificament a la

forma d’inici a la infantesa

1.1.3 Concepte de suicidi

El terme suicidi prové del llati (etimologia sui: si mateix i caedere: matar). Malgrat no hi
ha hagut un consens universal sobre la seva definicié exacta, en general es refereix a la “ mort

autoinflingida amb alguna intencié d’aconseguir aquest final”.

Hi ha altres termes com “ suicidality” o “ suicide behaviour” que apareixen sovint en la
literatura, en els qué tampoc hi ha un consens clar entre els estudis respecte que s’inclou sota
aquesta terminologia. Per una banda, “suicidality”( tendéncia suicida en la traducci6 al catala)

es refereix a un espectre o continu de gravetat que s’estén des de “ desitjos de mort" ,

« » o«

idees de suicidi”, “plans de suicidi”,

«

“pensaments o idees de mort”, intents suicides” i
finalment “suicidi “(suicidi consumat). Per altra banda el terme conducta suicida (“ suicidal
behaviour”) , engloba els termes ideacié suicida, plans suicides i intents suicides, encara que en
molts estudis s’ha utilitzat com a sinonim de “suicidality”. A més “suicidality” s’ha traduit al

catala/castella com “conducta suicida” el que ha generat més confusio.

“

Tampoc hi ha hagut una definicié clara i homogeneitzada del terme “ intent de suicidi
(1S)”. El problema de la inconsistencia amb la nomenclatura, és que ha complicat 'intercanvi
d’informaci6 entre clinics, aixi com la comparaci6 entre estudis tan epidemiologics com clinics ,
el qué ha dificultat en darrera instancia, la instauraci6 i avaluacié d’estratégies preventives
(Silverman, 2006). S’han anat fent esforgos al llarg del temps per arribar a una nomenclatura
universalment acceptada; al 1996, O’Carroll i col-laboradors impulsats per I'NIH (“National
Institute of Health” i la ASS “American Association of Suicidology” van consensuar una
nomenclatura per homogeneitzar les definicions de suicidi (O'Carroll et al., 1996) i aquesta va
ser adoptada per la APA “ American Psychiatric Association” en 2003, per realitzar la Guia de
Suicidi. En els segiients anys s’ha intentat millorar la nomenclatura anterior, la qual no
convencia a tots els investigadors i no havia estat universalment acceptada(Nock et al., 2008;De

et al,, 2006). Includs la FDA, ha mostrat interés en una homogeneitzacidé de la definici6, a través

de la “ Columbia Classification Algorithm of Suicide Assessment (C-CASA)”(Posner et al., 2007),
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que es va comengar a utilitzar inicialment en assajos clinics d’antidepressius en adolescents i

que cada cop és utilitzada de forma més extensa (Meyer et al., 2010).

Globalment, el que si s’ha consensuat en el darrer temps, és una diferenciacié entre
conductes relacionades amb suicidi (amb la intencié de causar la mort ) i conductes de dany -
autoinflingit ( sense intencié de causar la mort ). Essent considerades conductes de suicidi (“
suicide behaviour”):els pensaments suicides (ideaci6 suicida), la comunicacid suicida ( amenaces

i plans suicides ) i I'acte suicida ( intent de suicidi).

Nota: En aquesta tesi, s’ha adoptat la segiient definicié d’'intent de suicidi: “un acte
autodestructiu amb algun grau d’intencié d’acabar amb la vida d’'un mateix i que requereix
atencié medica” (Posner et al,, 2007). Per tant, es tracta d’'una definici6 exigent, que inclou
intencionalitat de mort i gravetat , per poder-ho diferenciar millor d’altres conductes

autolesives.

Aquest darrer punt, també ha estat objecte de debat durant la preparaci6 del DSM-5 (de
Leo, 2011), ja que fins a ara no s’havia arribat a considerar ni la conducta autolesiva ni la
conducta suicida com categories independents dins els sistemes classificatoris de les malalties
mentals. Finalment tan el “trastorn per conducta suicida” (“ suicidal behaviour disorder “) com
el “trastorn per conducta autolesiva no suicida” (“ Non-suicidal self-injury disorder”) no s’han
inclos com a categories diagnostiques i apareixen en la secci6 Il del DSM-5 en l'apartat de “

condicions per futur estudi”.

En la taula que es mostra a continuacio ( taula 1), es descriuen els criteris per aquests trastorns

que han estat proposats durant la preparacié del DSM-5:
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Taula 1 : Criteris proposats que es troben en la Seccié Il del DSM-5

“Suicide behaviour disorder “

“Nonsuicidal self-injury disorder “

A. Enels darrers 24 mesos l'individu ha realitzat
un intent de suicidi (IS)

Nota: IS es una seqliéncia de conductes que quan un

les inicia espera que li porten a la mort.

B. L’acte no compleix criteris d’ autolesions no
suicides. Es a dir no inclou autolesions a la
pell per palliar els sentiments negatius o
millorar I'estat anim

C. Aquest diagndstic no s’aplica a la ideaci6
suicida ni als plans suicides.

D. L’acte no s’inicia durant un estat confussional
o delirium.

E. Lacte no es realitza sol per objectius

religiosos o politics

E.

En el darrer any, I'individu s’ha realitzat de forma
intencionada en 5 o més ocasions dany a la
superficie corporal (talls, cremades, cops...) sense
intencionalitat suicida.

La conducta autolesiva té alguna de les segiients
expectatives:

1-Calmar una emocié o pensament negatiu
2-Resoldre un conflicte interpersonal

3-Induir una emocié positiva

La conducta autolesiva s’associa a alguna de les
seguents:

1-dificultats interpersonals o pensaments
/emocions negatives

2-previ a l'acte , preocupaci6 per la dificultat de
controlar conducta

3-frequents pensaments sobre auto-lesionar-se

No és una conducta socialment acceptada
( pircings, tatoos, part d’un ritual religids)

Causa distres clinicament significatiu o
interferéncia en el funcionament

D- No passa sol durant un episodio psicotic,

confussional o intoxicaci6/abstinéncia substancies

Traduccio al catala per la doctoranda (veure V.0 en annex: apartat 8.2)

1.2. Epidemiologia de suicidi

La OMS estima que en el mon al voltant d’'un milié de persones moren per suicidi cada

any, el que suposa una mortalitat global de 16 per 100.000 habitants. En els darrers 45 anys les

taxes de suicidi han augmentat un 60% a nivell mundial i esta entre les tres primeres causes de

mortalitat entre els joves de 15 a 34 anys en la majoria de paisos industrialitzats ( OMS, 2012).

A més dels suicidis consumats , els IS també estan associats a un elevat cost economic,

elevada morbiditat i elevada “carrega de discapacitat “ mesurada en DALY’s (disability adjusted

life years). E1 DALY es una mesura que engloba la perdua d’anys de vida i la pérdua de salut

donada per la malaltia (Murray and Lopez, 1997). Un DALY representa la perdua equivalent a

un any de salut plena. La conducta suicida, no sol te seqiieles negatives pel propi individu, si no

també per les seves families, persones properes i amics i pels seus terapeutes(Feigelman et al,,

2009;Feigelman and Gorman, 2008;Corso et al., 2007;Fothergill et al., 2004).
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La OMS també informa que més del 90% dels suicidis s’associen als trastorns mentals,
essent la depressid, els trastorns psicotics i I'alcoholisme les més freqiientment
associades(Chesney et al., 2014). Per tant la detecci6 i tractament de les malalties mentals s’ha
convertit en una prioritat de primer ordre a nivell mundial tal i com es va consensuar en el
“66th World Health Assembly” en maig del 2013, que va reunir als ministres de salut dels 194
estats membres i va adoptar el “WHQO’s Comprehensive Mental Health Action Plan” del 2013 al
2020, on es proposava reduir un 10% per al 2020 la taxa de suicidi en els paisos membres

(OMS, 2013)
1.2.1 Mortalitat per suicidi a Espanya

A nivell nacional , I’ INE ( Institut Nacional d’Estadistica) , informa que des de 2008 el
suicidi es la principal causa de mort en Espanya per causa externa ( per sobre dels accidents de
transit) en el grup d’edat de 25 a 34 anys i la segona causa en el grup de 15 a 24 anys, essent en

aquest darrer grup la primera causa en el sexe masculi.

El darrer informe del qué es disposa, explica que en I'any 2012 van morir per suicidi
3.539 persones (2.724 homes i 815 dones ), el que representa un 11,3% més que l'any
anterior. La taxa de suicidis es va situar en 7.6 per cada 100.000 persones (11.8 en homesi 3.4

en dones ) i és la taxa més alta des de 2005.

Les grafiques que es mostren a continuacié son representatives dels percentatges de

mort a Espanya per causes externes segons grup d’edat ( dades del INE 2012) :

Figura 2 : Principals causes de mort segons edat :

Principales causas de muerte segun la edad
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Figura 3 : Percentatge de morts per causes externes segons edat
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1.3 Suicidi en trastorns psicotics

El suicidi és la principal causa de mort prematura entre les persones amb trastorns
psicotics. Entre el 20% i el 40% dels pacients psicotics intenten suicidar-se al llarg de la seva
vida, i entre el 51 10% moriran per suicidi, un risc que és 12 cops més gran que en la poblacié
general (Dutta et al., 2010;Palmer et al., 2005;Bostwick and Pankratz, 2000). Aquests estudis de
revisié i metanalisi conclouen també que el risc de suicidi és més alt en les fases primerenques
de la malaltia, poc abans o poc després del primer contacte per tractament. Per tant els pacients

amb psicosi d’inici recent és un grup de risc per suicidi (Saha et al., 2007).
1.3.1 Suicidi en PEP de mostres adultes
1.3.1.1. Prevalenga d’intents de suicidi

Estudis en mostres PEP adults, incloent els intents de suicidi (IS) com a variable
principal, han reportat taxes de IS que oscil-len entre el 10% i el 26% abans del tractament
sobretot entre l'inici dels simptomes psicotics i el comencament del tractament, és a dir durant
la DUP, on ocorrerien entre un 6 i un 14% dels IS (Flanagan and Compton, 2012;Andriopoulos

etal,, 2011;Levine et al.,, 2010;Barrett et al., 2010b;Foley et al., 2008;Clarke et al., 2006).

En relaci6 al risc de suicidi després de la fase aguda, els estudis longitudinals han
informat d’unes taxes de IS fins a 11% durant els dos primers anys de seguiment(Melle et al,,
2010;Fedyszyn et al., 2010;Bertelsen et al., 2007;Verdoux et al., 2001) i fins a un 18% en estudis

amb quatre i cinc anys de seguiment (Bakst et al., 2010a;Gonzalez-Pinto et al,, 2007;Clarke et al.,
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2006). L’ estudi australia EEPIC ( Early Psychosis Prevention and Intervention Centre) incloent

una gran cohort de PEP seguits durant 7.4 anys, ha reportat una taxa global de IS del voltant del

20% (Robinson et al,, 2010).

En la taula ( taula 2) que es mostra a continuacid, hi ha una descripcié més detallada de

les caracteristiques dels estudis de PEP esmentats anteriorment on es pot observar la

heterogeneitat en els criteris d’inclusié per PEP i les mesures de conducta suicida:

Taula 2 : Estudis en PEP adults on la variable a estudi principal es el suicidi

Disseny Criteris inclusio Mesura conducta Prevalenca IS
estudi N edat criteri FEP ) suicida Previ PEP  seguiment
Barret’10 (Noruega)! Transversal | 170 18-65 B (AP< 52set) | Item de CDSS?2 9% (5.6% en DUP)
Foley '08 (Irlanda)? Transversal | 106  18-40 A ftem de CDSS= 26% (14% en DUP)
Nordentoft'02 (Dinamarca) 3 227  18-45 B(AP <12 set) | Entrevista SCAN 11%
Fedysin’10 ( Australia) 4 12 mesos 94 15-24 B (no AP previ) | Nivells suicidi b 6.3%
Addington’04 (Canada) > longitudinal | 288 B(no AP previ) | Pregunta unica 2.9%
Verdoux, 01 (Franca) 56 <60a A Pregunta tnica 19% 11.3%
Melle’101 (Noruega) 1 24 mesos 231 18-65 A Nivells suicidi 4 17% 10%
Bertelsen ‘07 (Dinamarca) 3 longitudinal | 547 18-45 B(AP<12sem) | Entrevista SCAN 18 % 12%
Bakst ’'10 (USA) 4 anys 529 15-60 A HAM-De 28% 13.6%
Clarke ‘06, (Irlanda ) longitudinal | 166 16-60 A HAM-De 10% (enDUP) 18%
Gonzalez-Pinto’07, 5 anys 83 15-65 A Pregunta tnica 8% 14.5%
(Espanya) longitudinal
Robinson '10 (Australia) + 7.5anys 282 15-30 B(AP<6mesos) | WHO life chart 21.6%
longitudinal

Nota:

Mesura conducta suicida: 2 ftem 8 de la CDSS ( Calgary Depression Rating Scale) puntuacié de 1 a 3 ;Nivells suicidi b : BPRS 5, 6, 7
(alt risc suicidi) pregunta Gnicac: intent suicidi si/no; Nivells suicidi 4 :Severe suicidality ( plansiattempts) ( si/no) HAM-De :
item de suicidi de (Hamilton Depresion rating scale)
Criteris PEP: A ( primer contacte per tractament); B( tractament antipsicotic); C ( DUP)

Programes Early Psychosis: 1TOP (Thematically Organized Psychosis), Noruega; TIPS:( early Intervention in First episode of psychosis ),
Noruega; ?DETECT (Dublin East Treatment and early Care Team ), Irlanda; 30PUS: ( intensive early intervention program, Dinamarca; *
EEPIC( Early Psychosis Prevention and Intervention Centre), Australia; 5 (C-EPP): (Calgary Early psychosis Program) , Canada

1.3.1.2 factors risc per IS

En quan als factors de risc per realitzar IS durant el seguiment en aquesta poblacié de
PEP adults , aquells en els qué hi ha un ampli consens entre els estudis i que es consideren els
factors de risc més robustos sén: la historia previa de conducta suicida(Melle et al,
2010;Robinson et al., 2010;Bakst et al.,, 2010a;Gonzalez-Pinto et al., 2007;Bertelsen et al.,
2007;Clarke et al., 2006;Nordentoft et al., 2002;Verdoux et al., 2001) i la simptomatologia
depressiva(Robinson et al., 2010;Upthegrove et al, 2010;Bakst et al, 2010a;Barrett et al,
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2010b;Gonzalez-Pinto et al., 2007;Bertelsen et al., 2007;Clarke et al., 2006;Addington et al,,
2004).

També s’han descrit altres factors de risc, encara que amb menor consisténcia entre els
estudis que els esmentats anteriorment. Alguns estudis han trobat associaci6 de IS amb major
consciéncia de malaltia ( “insight”) (Barrett et al., 2010a;Schwartz-Stav et al., 2006;Crumlish et
al, 2005), comorbiditat amb trastorn per abuis o consum de substancies(Robinson et al,
2010;Bakst et al, 2010b;Barrett et al, 2010b;Gonzalez-Pinto et al, 2007)major
simptomatologia psicotica (Bertelsen et al., 2007;Nordentoft et al., 2002;Verdoux et al., 2001) i
major durada de la psicosi no tractada (Clarke et al., 2006;Verdoux et al., 2001).

1.3.2 Suicidi en PEP d’inici precog¢

Estudis que han comparat caracteristiques cliniques de PEP d’inici precog i edat adulta
(Joa et al., 2009;Ballageer et al.,, 2005), han indicat que la psicosi d’'inici precog¢ té més severitat
clinica, pitjor pronostic i major risc suicida que la psicosi d’inici en I’'edat adulta . Encara que la
majoria dels estudis en PEP adults destaquen que com més aviat és l'edat d'inici de la psicosi,
més gran és el risc de suicidi(Barrett et al, 2010b;Bertelsen et al, 2007;Clarke et al,
2006;Nordentoft et al., 2002), hi ha molt poques dades disponibles sobre conducta suicida en

PEP d’inici precoc.

En aquesta linea, només hi ha dos estudis previs de PEP d’inici preco¢ on la variable
principal objecte d’estudi és la conducta suicida. En aquests estudis, s’incloien altres subtipus

de diagnostics, a més de I'espectre de 'ESQ pero cap ha utilitzat un disseny longitudinal.

En el primer d'aquests dos estudis (Jarbin and Von Knorring, 2004) es van avaluar 88
pacients aproximadament 10 anys després d’un ingrés a una unitat d’hospitalitzacié de Suécia a
I'adolescencia (edat mitja 15.7+/- 1.5 anys) per presentar un PEP (entés com primer contacte
per tractament de simptomes). Les dades socio-demografiques i cliniques del PEP es van
extreure de les histories cliniques ila conducta suicida es va mesurar amb I'item de suicidi de la
BPRS ( Brief Psychiatric Rating Scale). En la BPRS, cada item es puntua segons la seva gravetat
de 0 a 7, essent 7 la maxima gravetat . Per tant en I'item de “suicidality” el 7 equival a intent de
suicidi. En aquest estudi, es va considerar intent de suicidi com “acte de dany autoinflingit amb

intencié de causar la mort d’un mateix ”, per tant exclouen autolesions no suicides.

Els autors van informar que un 10% dels pacients havien realitzat algun IS abans o
durant el PEP . Després de 10 anys del PEP van trobar una prevalenca d’IS al llarg de la vida del

25% i una prevalenca del 4,5% de mort per suicidi. Els IS es van associar amb la intensitat de la
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depressié i amb menys simptomes negatius durant l'episodi agut, amb un major nombre

d'ingressos durant la evolucié i amb dependencia de la nicotina.

El segon estudi (Falcone et al., 2010) es tracta d'una revisié retrospectiva d'histories
cliniques de tots els pacients que havien ingressat a una unitat d’hospitalitzaci6é de psiquiatria
infanto-juvenil a Cleveland (USA) entre 2003 i 2006. Es van incloure 102 pacients que havien
requerit ingrés per un PEP, definit també com el primer contacte per tractament, i es va
analitzar la associacié de variables socio-demografiques i cliniques basals amb la conducta
suicida, la qual també va ser mesurada amb l'item de ’suicidality’ de la BPRS. En aquest estudi
van restringir més la definicié de IS i van incloure també la gravetat de I'acte , de forma que van

considerar sol IS els que havien requerit una intervencié medica a causa de les lesions causades.

El 32% de la mostra havia intentat realitzat algun IS en el moment del primer ingrés a la
unitat. Els pacients amb IS eren més propensos a presentar major DUP, nivells més alts de

depressio i més historia de conducta suicida que els que no ho havien intentat.

Per tant, encara que escassa, la literatura informa d’elevades taxes de IS entre els
adolescents amb inici recent de psicosi. En base a aquests resultats , el suicidi en la psicosi
d'inici preco¢ sembla un tema de gran preocupacid , pero tal i com s’ha comentat en aquest
apartat, fins ara no hi ha estudis que hagin investigat de forma prospectiva la conducta suicida

en PEP adolescents.

1.4 Simptomatologia afectiva y psicosis
1.4.1 Dicotomia Kraepeliniana

Encara que la presencia de simptomatologia afectiva en el transcurs de la anomenada
psicosi no- afectiva ha estat descrita clinicament des de el segle XIX, la recerca en aquest ambit
no s’ha comencat a profunditzar fins un segle després. Fins llavors, la dicotomia de Kraepelin,
que estableix una divisi6é categorica entre les psicosis afectives i no afectives, havia dominat la
investigacid i la practica clinica (Kraepelin, 1919), malgrat el solapament simptomatic i les
dificultats per establir un diagnodstic definitiu i estable a partir del PEP (Salvatore et al,
2011;Castro-Fornieles et al,, 2011) . El controvertit diagnostic de Trastorn Esquizoafectiu, des
de la seva introduccié per Kasanin al 1933, ja ha suposat en si mateix un intent d’acomodar
clinicament aquesta restriccié6 nosoldgica, com una condicié intermedia entre les psicosis

afectives i no afectives (Pagel et al., 2014).

Els avencos en genética molecular en 1'iltima decada, han mostrat que no sol hi ha
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resultats superposats en la clinica sin6 també en les bases neurobiologiques de 1'esquizofrénia
(ESQ), el trastorn bipolar (TB) i Trastorn esquizoafectiu ( SAD)(Tamminga et al., 2014;Purcell et
al., 2009;Moskvina et al., 2009;Craddock et al., 2005). Aquestes troballes han posat de manifest
que els limits entre entitats nosoldgiques no serien tan categorics com hauria suggerit
originalment Kreaepelin, el qué ha generat un gran esfor¢ durant la preparacié del DSM-5 cap a

un enfocament més dimensional (Reininghaus et al., 2012;Demjaha et al,, 2009).

1.4.2. Simptomes afectius en fases primerenques de psicosi en adults
1.4.2.1 Simptomes depressius

La simptomatologia afectiva en la psicosi no-afectiva, per tant, ha estat infra-estudiada
(Siris, 2000). En part degut a que s’havia emfatitzat en el tractament de la simptomatologia
psicotica o bé perque s’havia assumit que la depressié en ESQ i psicosi no afectives serien una
conseqiiencia de la simptomatologia positiva o de la medicacié antipsicotica o bé s’havia
relacionat amb la simptomatologia negativa, donada la superposicié6 de simptomes , com

anhedonia i trastorns de la volicié(Cotton et al., 2012).

Afortunadament , hi ha hagut recentment un creixent interes en l'estudi de la disfuncié
emocional de la psicosi. Els pocs estudis que hi ha, en comparacié amb altres arees en la psicosi

s'han centrat principalment en 'estudi dels simptomes depressius.

En estudis de malalts psicotics adults, s'ha descrit que els simptomes depressius son
especialment prominents en les primeres etapes de la malaltia, és a dir, en el prodrom (Hafner
et al, 2005a;Koreen et al,, 1993) i en el PEP (Cotton et al,, 2012;Upthegrove et al., 2010;Romm
et al, 2010;Tapp et al., 2001;Siris, 2000), amb taxes que oscil-len entre el 17% i el 80% en
funcié dels criteris utilitzats per definir la depressié. Els estudis de Upthergrove i col-laboradors
(Upthegrove et al., 2014;Upthegrove et al., 2010) son els que han reportat les taxes més altes de
simptomes depressius moderats o severs en fase aguda ( 80%). En aquests estudis, la depressid
es va mesurar amb la CDSS (Calgary Depression Rating Scale ), establint un punt de tall de 7

(moderat) per considerar simptomes depressius com clinicament rellevants.

Tot i que encara és un ambit on manca molta recerca, sobretot a partir de la preparaci6é
del nou sistema classificatori, ha anat augmentant el suport a la hipotesi de que la depressid
podria ser una dimensid independent de la malaltia psicotica (Hafner et al., 2005b), una que no
esta influenciada pel tractament o pels simptomes psicotics(Upthegrove et al., 2010;Birchwood

etal,, 2005).

El reconeixement de la depressié com una caracteristica predominant en les primeres

etapes de la psicosi, és important a causa de la seva relacié amb el risc de suicidi , que es
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troba, com s’ha explicat anteriorment, en el seu nivell més alt durant aquest periode (Challis et

al, 2013;Dutta et al., 2010).
1.4.2.2 Simptomes maniacs i mixtes

Els criteris restrictius categorials del DSM-IV han dificultat la investigacié sobre la
prevalenca , rellevancia clinica i pronostic d’altres dimensions afectives a part de la depressio
durant les fases inicials d’ESQ (Reininghaus et al., 2012;Demjaha et al., 2009;van Os et al,,
2009;Peralta and Cuesta, 2009;Murray et al, 2005) o de psicosi d’espectre/fenotip ampli
(Russo et al., 2014;Salvatore et al., 2011;Keshavan et al., 2011;Aspiazu et al,, 2010;Salvatore et
al,, 2007). Com a consequiéncia, l'estudi de la mania i en particular dels estats mixtes ha estat

confinat practicament al TB (Vieta and Morralla, 2010).

En el DSM-IV no es permetia el diagnostic d’episodi mixte fora del diagnostic de TB tipus
I, ni es podia diagnosticar amb presencia de simptomatologia psicotica. A més es requeria que
es complissin de forma simultania els criteris complerts per a tots dos pols afectius. La utilitat
clinica i validesa d’aquests criteris tan estrictes ha estat un focus d’ interés en la recerca dins el
TB(First, 2011). Estudis que incloien simptomes mixtes sub-llindar, és a dir sense complir tots
els criteris diagnostics dels dos pols , han demostrat que les presentacions sub-sindromiques
son més comuns que les classiques , tant en mostres de TB adult(Suppes et al., 2005;Gonzalez-
Pinto et al., 2004) com d’inici infantil(Brunelle et al., 2009;Axelson et al,, 2006;Dilsaver et al.,
2005). Alhora, el seu reconeixement ha demostrat tenir implicacions cliniques en quant al
tractament farmacologic i en quant al pronostic (Pacchiarotti et al., 2011;Valenti et al., 2011), ja
que la preséncia de simptomes mixtes subllindar s’ha associat a major risc suicida (Tidemalm et

al, 2014;Hauser et al,, 2013;Swann et al., 2012;Algorta et al., 2011;Goldstein et al., 2005).

Finalment, després d'un llarg debat, en el nou DSM-5 s’han substituit els criteris
anteriors per ‘mixed features specifier’ (APA, 2013). El “with mixed features” es un especificador
que s’aplica doncs, quan un individu dins un mateix episodi experimenta ambdoés tipus de
simptomes depressius i maniacs ( encara que un dels dos és predominant) . Per tant aquest
especificador es pot afegir tant al TB tipus I i Il com al trastorn depressiu major i permet la

concomitancia de simptomes mixtes amb simptomes psicotics ( veure criteris annex : apartat 8.3).
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1.4.2 Simptomatologia afectiva en fases primerenques psicosi d’inici preco¢

La preséncia dels simptomes afectius durant el prodrom i primer episodi agut en psicosi
d’'inici preco¢ s'ha estudiat encara menys que en adults. La majoria d’evidéncia cientifica
respecte al curs i pronostic en psicosi d’inici precog, prové dels estudis epidemiologics de
cohorts seguides des de el naixement i d’ estudis restrospectius amb una avaluacié longitudinal
després d'un numero d’anys d’haver ingressat per un PEP (Jones and Tarrant, 2000).

En la taula que es mostra a continuacié ( taula 3) es descriuen els estudis retrospectius

longitudinals i prospectius més recents en PEP inici precoc i els objectius principals d’aquests.

Taula 3: Estudis d’evolucié en primers episodis d’inici preco¢

Disseny estudi N evolucid/ pronostic ( “outcome variables”)
(Lay et al., 2000) Retrospectiu 65 -57% no assoleixen objectius académics ni ocupacionals
(Alemania) seguiment 12 anys -66% amb discapacitat social severa

-78% dependents a nivell economic

Comparen ESQ amb psicosis afectives:

(Hollis, 2000) Retrospectiu 93 -Pitjor funcionament premorbid en ESQ

(Cannon etal, 2002) seguiment 11 anys 87 - Freqiients antecedents psicopatologics en els dos tipus.
Hollis, 2003 . . \ 3.

(Hollis ) 110 | -Més alteracions del desenvolupament premorbid en ESQ

(Regne Unit )
-Pitjor funcionament i més severitat simptomes en ESQ

(Ropcke and Eggers, Retrospectiu Prondstic funcional i simptomatologic:
2005) seguiment 15 anys 39 -remissié simptomes 8%
(Alemania) -GAS< 51( sever) en el 51%
(Fleischhaker et al, 2005) | Avaluaci6 als 10a 81 |[- evoluci6 dolenta (38.2%) o molt dolenta: ( 42%)
ingrés per PEP ] | - simptomes depressius (BPRS): moderats o severs 39%

- evolucié bona sol en 16% ( GAS >71)

Avaluacié als 42 a 76 - - simptomes depressius (BPRS): moderats o severs 62.5%
(Remschmidt et al., 2007)
) ingrés per PEP | -en episodi agut items PANSS/BPRS:
(Alemania)
ESQ> aplanament afectiu que TB
TB > elevacié humor que ESQ
(Reichert et al., 2008) Retrospectiu -simptomes depressius (ADS): moderats o severs 30.8%
(Alemania) seguiment 13 anys 27 4 -ideaci6é/conducta suicida en 37.8%

| -pronostic psicosocial i laboral dolent en més del 50%

(Frazier et al, 2007)(UsA) Assaig clinic 52 setm | 119 | -resposta al tractament farmacologic ( estudi TEOSS)

(Vyas etal, 2007) (Regne | Longitudinal 4a 23 - pobre funcionament psicosocial

unit) -Millor funcionament en TB que ESQ i SAD

(Ledda et al,, 2009)(Italia) Longitudinal 5a 41 || -més alteracions d’estat Anim prodromiques en TB que ESQ i SAD
(Amminger et al.,, 2011) Longitudinal 7.4a 41 - amb feina o estudiant: 58.5%

(Australia) - funcionament ocupacional bo : 61%
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Tal i com observem en la taula 3 els estudis de PEP a Alemanya de Fleischhaker,
Remschmidt i Reichert amb un seguiment als 10, 13 i 42 anys respectivament, informen
d’ unes taxes de simptomes depressius moderats o severs mesurats amb la BPRS o amb una
escala alemanya autoaplicada de depressié (ADS) de entre el 31% i 63% , en el cas del

seguiment més llarg.

En canvi, no hi ha estudis previs amb un disseny prospectiu i avaluacions continuades on
la variable a estudi sigui la simptomatologia afectiva. Tampoc hi ha estudis en nens i
adolescents amb psicosi recent , més enlla del TB, que hagin examinat de forma especifica la
prevalenca d’altres simptomes afectius com els simptomes mixtes ila seva relacié amb el

suicidi en la psicosi aguda de fenotip ampli.

Previ a I'episodi agut, els resultats dels pocs estudis que es centren en la fase prodromica
tant de la mania d'inici precocg (psicotica i no psicotica) , com d’ ESQ d’inici precog, han mostrat
un solapament simptomatic, el que suggereix que tant la simptomatologia afectiva com la
simptomatologia psicotica subclinica son potencialment identificables en ambdés casos abans

de I’eclosi6é del sindrome complert(Olvet et al.,, 2010;Correll et al., 2007).

Alhora, fins i tot abans de I'aparicié dels simptomes prodromics subclinics, també s’han
descrit una amplia gamma de simptomes psicopatologics aixi com anomalies del
neurodesenvolupament premorbides en els dos tipus de psicosis : afectives(Frazier et al,,
2014;Homish et al., 2013;Conus et al, 2010) i no afectives (Rapoport et al, 2012;Hollis,
2003;Cannon et al.,, 2002)

1.4.3 Dimensio afectiva en trastorns d’espectre psicotic segons DSM-5

Malgrat el debat establert en la preparacié del DSM 5, els simptomes afectius no s'han
inclos en el Criteri A per la categoria d’Esquizofrénia i trastorns psicotics relacionats i es
segueix mantenint el diagnostic de Trastorn Esquizoafectiu dins el capitol de Esquizofrenia i

altres trastorns psicotics(Tandon, 2014).

El canvi substancial ha estat la inclusi6 d'un “especificador” de severitat de 8 dominis
psicopatologics, 5 dels quals formen part del criteri A: Al-lucinacions, Deliris, Discurs
desorganitzat, Alteracions psicomotores i Simptomes negatius. Els 3 dominis restants son:
alteracié cognitiva, depressié i mania . La severitat dels 8 dominis psicopatologics pot ser
puntuada en una escala de linkert que va de 0: no present fins a 4 : present i sever (Barch et al,,

2013).
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En la segiient taula ( taula 4) es mostra I'avaluacié dimensional dels simptomes afectius
segons el DSM-5. Com es pot observar, els simptomes mixtes per tant, no estan inclosos dins la

avaluacié dimensional de la ESQ i trastorns psicotics relacionats .

Taula 4: Avaluacié dimensional simptomes afectius en seccié IIIl del DSM-5

Depressio Mania
0 No present No present No present
1 sentiments  tristesa o  desanim | elevaci6 d’anim o expansivitat o
Equivoc desesperanga ocasionals; sentiments | irritabilitat o inquietud ocasional

d’haver fallat a algd perd no

preocupacio.
2 periodes freqiients de sentir-se trist, o | Periodes freqiients d’ elevacié d’anim o
Present lleu moderadament deprimit 0 | expansivitat o irritabilitat o inquietud

desesperangat ; sentiments d’haver

fallat algii amb alguna preocupacié.

3 periodes freqiients de depressié i | Periodes freqiients d’intensa elevacié
Present moderat | desesperanca profunda; preocupacié | d’anim o expansivitat o irritabilitat o
amb sentiments de culpa d’haver fet | inquietud

alguna cosa malament

4 depressié i desesperanga profunda | intensa elevacié d’anim o expansivitat o
Present greu diaria ; deliris de culpa o | irritabilitat o inquietud de freqiiéncia
sobrevaloracié no raonable d’haver fet | diaria

alguna cosa malament

Traduccidé al catala per la doctoranda (veure V.0 en annex, apartat 8.4)

Durant la preparacié del DSM-5 “the Psychosis Work Group” va recomanar que l'avaluacid
dimensional estigués en el text principal del manual ( Secci6 II: Criteris diagnostics i codificacid)
pero finalment sol apareix en la Seccié III. L’inconvenient pero, és que al no ser d’obligat
compliment i el fet d’estar en una altra seccié, 1'ds per part dels clinics es pot veure limitat

(Barch et al,, 2013).

En la Seccid 11l ( “emerging measures and models”), és on s’inclouen aquelles condicions
cliniques que requereixen més investigacid, ja que l'evidéncia cientifica disponible en
l'actualitat no és suficient per recolzar el seu Us generalitzat. Per tant, I'estudi de la interaccid
entre les dimensions afectiva i psicotica, independentment del diagnostic categorial DSM, és
actualment una area de gran interés en la investigacid tan clinica com

neurobiologica(Tamminga et al., 2014;Keshavan et al.,, 2011)
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2. OBJETIUS E HIPOTESIS:

Tal i com s’ha descrit en la introduccié hi ha pocs estudis en PEP d’inici precog i
concretament no hi ha cap estudi previ amb un disseny prospectiu que hagi investigat els

objectius d’aquesta tesi .

Per tant els objectius generals son : per una part ampliar el coneixement sobre els
factors de risc de suicidi i sobre la dimensi6 afectiva en PEP d’inici precog, aixi com la relaci6
entre ambddés . Donat la manca d’evidencia previa al respecte i d’estudis amb els que comparar
els nostres resultats , les hipotesi a priori s6n en part basades en la recerca prévia en PEP
adults. Per tant, també és pretén obrir un cami en la recerca en aquest ambit en psiquiatria

infanto-juvenil.

2.1 ESTUDI I: “Predictors d’intents de suicidi en primers episodis psicotics d’inici precog :

estudi longitudinal de 24 mesos de seguiment”
2.1.1 Objectius

1- Evaluar el risc suicida i la prevalenca d’intents de suicidi durant els primers 24 mesos

de seguiment, en una cohort de PEP d’inici precog.
2- Examinar factors clinics associats a tenir major risc suicida durant episodi agut.

3- Identificar predictors en fase aguda de psicosi de futurs intents de suicidi durant els

primers 24 mesos de seguiment

2.1.2 Hipotesis
1- Els pacients amb PEP d’inici preco¢ presentaran taxes elevades de conducta suicida.
2- El risc de suicidi sera major en el periode de temps proper al primer episodi.

3- Els factors de risc per realitzar intents autolitics durant el seguiment seran semblants

que els reportats en estudis de PEP adults.
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2.2 ESTUDIII: “La dimensid afectiva de la psicosi d’inici precog i la seva relacié amb el suicidi”
2.2.1 Objectius:

En base als resultats de I'estudi I es va escollir el periode de 12 mesos de seguiment amb els

segiients objectius:

1- Determinar la prevalenca i els tipus de simptomes afectius en la fase prodromica i en

la fase aguda del PEP d’inici precog
2- Examinar la relaci6 entre el tipus de simptomatologia afectiva i la tendencia suicida

3- Determinar si el tipus d’antecedents premorbids o tipus de simptomes afectius durant

la fase prodromica i fase aguda podrien predir un diagnostic posterior de TB o ESQ
Com a objectiu secundari ens varem plantejar:

4- Examinar si hi ha diferencies en les principals variables estudiades entre els pacients

amb psicosi d’inici a 1a infantesa i els pacients amb inici a la adolescencia

2.2.2.Hipdtesis

1- La prevalencga de simptomatologia afectiva en les fases primerenques de la psicosi

d’inici precog sera elevada i predominara la simptomatologia depressiva.
2- La conducta suicida s’associara a simptomatologia depressiva o mixta.

3- En base a la literatura previa, ambdds diagnostics de ESQ i TB presentaran
alteracions del neurodesenvolupament premorbides i simptomatologia prodrémica
afectiva, essent més frequent les alteracions del desenvolupament en ESQ i la

simptomatologia afectiva prodrémica en el TB.

4- Els pacients amb psicosi d’inici a la infantesa tindran més alteracions del
neurodesenvolupament iseran més frequentment diagnosticats d’'ESQ que de TB que

els d’inici a I'adolescéncia
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3. METODES
Aquesta tesis esta formada per dos estudis dins el projecte CAFEPS ( Child and Adolescent First

-Episode Psychosis Study) que han donat lloc a dos articles originals relacionats.

Article I: “Predictors of suicide attempt in early onset first episode psychoses: a longitudinal 24-
month follow-up study” V. Sanchez-Gistau, Baeza I, Arango C, Gonzalez-Pinto A, de la Serna E,
Parellada M, Graell M, Paya B, Llorente C, Castro-Fornieles ] .Publicat en : The Journal of Clinical
Psychiatry. 74(1):59-66; 2013 (IF: 5.13)

”

Article 1I: “The affective dimension of early-onset psychosis and its relationship with suicide
V. Sanchez-Gistau, Baeza I, Arango C, Gonzalez-Pinto A, de la Serna E, Parellada M, Graell M,
Paya B, Llorente C, Castro-Fornieles ]. Acceptat per publicacié al Journal of Child Psychology and
Psychiatry (IF: 5.66)

El projecte CAFEPS és un estudi multicentric on van participar 6 centres de I'estat espanyol
(Hospital Universitari Gregorio Marafién de Madrid, Hospital Santiago Apdstol de Vitoria, Hospital
Nifio Jesus de Madrid, Hospital Universitari Marqués de Valdecilla de Santander, Clinica Universitaria
de Navarra i Hospital Clinic de Barcelona.) Es tracta d’'un estudi amb un disseny naturalistic i
longitudinal amb seguiment de 24 mesos de PEP d’inici a la infancia o adolescencia (Castro-Fornieles

etal, 2007).

3.1 Criteris d’inclusié i exclusio de I’estudi:

Criteris inclusio:

- Edatentre 9i 17 anys
- Pacients en primer episodi psicotic (PEP) definit com “preséncia de simptomes psicotics
positius, com deliris o al-lucinacions (puntuacié superior a 4 (moderat) en els elements P1 o P3

de la PANSS) de menys de sis mesos de durada en el moment d’inclusié en 'estudi”

Criteris exclusio :

- Comorbiditat amb altre trastorn psiquiatric de I'Eix I que pugui explicar la
simptomatologia psicotica tal com: Trastorn de I'espectre autista , trastorn per estres
posttraumatic, trastorn per estrés aguti abis/dependéncia de substancies.

- Retard mental ( QI menys de 70)

- Trastorns neurologics rellevants e historia de trauma cranial amb perdua de consciencia
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3.2 Participants:

Cent deu nens i adolescents es van incloure en I'estudi entre marg del 2003 i novembre
de 2005. L’estudi va ser aprovat pel Comité d’Etica de cada hospital participant i el 83,6% (N =
92) va requerir hospitalitzacié durant el PEP. Després d’obtenir el consentiment informat per
escrit dels pacients i dels seus pares o tutors legals, es va dur a terme una avaluacié completa en
un sol dia, en un termini de menys de tres dies després de la inclusié de l'estudi (To). Els
pacients van ser reavaluats durant el seguiment als 12 mesos (T1) i als 24 mesos (T2). Les
avaluacions van ser realitzades per psiquiatres i psicolegs infanto-juvenils clinicament

experimentats

3.3. Avaluacions

En el segiient apartat es descriuran breument les avaluacions incloses en I'estudi CAFEPS
i posteriorment de forma més detallada les avaluacions d’interes de cadascu dels articles que

composen la tesi :
3.3.1 Variables socio-demografiques:

L’estatus socioeconomic (SES) es va calcular mitjancant I'index de Hollingshead-Redlich
(Hollingshead and Redlich, 2007). La informaci6 sobre els antecedents de trastorns psiquiatrics

entre els familiars de primer i segon grau es va obtenir mitjangant anamnesis amb els pares.
3.3.2 Variables episodi psicotic

L’ajustament premorbid es va avaluar amb [I'Escala d’Ajustament premorbid
(PAS)(Cannon-Spoor et al,, 1982) i la durada de la psicosi no tractada (DUP) es va definir com
“d’interval en dies entre el primer simptoma psicotic i l'inici del tractament en el servei de salut

mental “

La severitat de la simptomatologia psicotica, maniaca i depressiva es va avaluar
mitjancant la versié espanyola validada de la escala del Sindrome Positiu i Negatiu
(PANSS)(Peralta and Cuesta, 1994), la escala Young de Mania (YMRS)(Young et al., 1978), i la
escala Hamilton de depressié (HDRS;1)(Hamilton, 1967), respectivament . La consciéncia de
malaltia es va mesurar mitjancant I'item G12 de la PANSS ( puntuacions de 4 o més es van
considerar com baixa consciéncia de malaltia) i el deteriorament funcional amb I’Avaluacio

Global de Funcionament per nens (C-GAF)(Schaffer et al., 2014).

La Schedule for Affective Disorders and Schizophrenia for School-Age Children - Present

and Lifetime version (K-SADS-PL)(Kaufman et al., 1997), administrada per separat als pares i
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als nens, es va utilitzar per confirmar el diagnostic de trastorn psicotic en el moment basal i
durant el seguiment, aixi com la preséncia de trastorns premorbids i comodrbids segons criteris

DSM-IV.
3.3.3 Conducta suicida

Va ser avaluada per dues mesures, la Impressié Clinica Global de Gravetat de Suicidi

(CGI-SS) i la escala Hamilton de depressié (HDRS:1) (veure annex apartats 8.5 i 8.6)

a)La CGI-SS (Lindenmayer et al., 2003) és una escala derivada de la escala de Impressio6
Clinica Global (CGI )(Guy W, 1976) que avalua la gravetat global de les conductes suicides en
una escala de cinc punts: 1 - no suicida, 2 - lleugerament suicida, 3 - moderadament suicida, 4 -
greument suicida, i 5 - intent de suicidi. Es va arribar a un consens entre els avaluadors de
manera es va assignar una puntuacié de 2 quan el pacient expressa un desig lleu a morir, 3
quan el pacient expressa un desig moderat a morir, 4 en el cas d’ideaci6 o plans de suicidi, i 5,
quan un es confirma l'intent de suicidi ( veure annex apartats 8.5) .
Intent de suicidi (IS) es va definir com “un acte autodestructiu amb algun grau d’intencié
d’acabar amb la vida d’'un mateix i que requereix atencié medica” (Posner et al., 2007)
A més la CGI-SS comenca amb les seglients preguntes per part de 'entrevistador:“Alguna
vegada has intentat suicidar-te?” (avaluaci6 basal) o “Has intentat suicidar-te des de I'tltima
visita?”( avaluacions de seguiment ). Si la resposta és afirmativa s’enregistra el nombre de IS i
es pregunta al pacient/familia si IS havia requerit atencié medica (si / no). Per tant amb la CGI

també es quantifiquen els IS anteriors a I'avaluaci6 actual ila seva gravetat ( atencié medica).

b)La segona mesura utilitzada va ser I'item 3 (suicidi) de I’ escala Hamilton de depressio
(HDRS:z1) :0 - absent, 1 - “sento que la vida no val la pena viure-1a”, 2 - “desitja que ell / ella
estigués mort/a o qualsevol pensament de la mort de si mateix” 3 - “idees de suicidi o

gestos/ "plans suicides” ;4- intents de suicidi ( veure annex apartat 8.6).

Els pacients van ser avaluats en el moment basal i als 12 i 24 mesos de seguiment i la
informacié sobre el suicidi aportada pels pacients també va ser contrastada per la familia i per

el seu terapeuta/historia clinica quan era possible.

En la segiient figura (Figura 4) es mostra de forma esquematica la evolucié de la mostra

al llarg del seguiment aixi com les principals avaluacions realitzades:

47



Figura 4 : Avaluacions i evolucié de la mostra durant el seguiment

N=116
Complien criteris inclusi6
-3 refusen
>  -3QI<70
N=110
KD-SADS
T, Basal PAS
PANSS
HDRS/YMRS
cGAS
CGI-SS
-7 refusen
~  -5nolocalitzats
" -3 canvi pais
N=95
T1 12 mesos KD-SADS
PANSS
HDRS/YMRS
cGAS
CGI-SS
-6 refusen
> -4 no localitzats
-1 canvi pais
-2 no dades de suicidi
complertes
T2 24 mesos N=82
KD-SADS
PANSS
HDRS/YMRS
cGAS
CGI-SS

Note: KD-SADS:Schedule for Affective Disorders and Schizophrenia for School-Age Children;

PASt=.Premorbid Adjustment Scale total ; PANSS= Positive and Negative Syndrome Scale; YMRS= Young Mania
Rating Scale ; HDRS =Hamilton Depression Rating Scale; cGAS=children’s global assessment scale; CGI-SS=
Clinical Global Impression Suicidality Severity

No es van trobar diferencies significatives en les variables principals del nostre estudi entre els

subjectes que van completar tot el seguiment i els subjectes que no el van completar .
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3.4. Caracteristiques socio-demografiques i cliniques dels PEP ( basal i seguiment)

En la taula que es mostra a continuacié (taula 5) es descriuen les principals caracteristiques

sociodemografiques i cliniques de la mostra en cada avaluacio.

Taula 5 : Caracteritzacio de la mostra

Variables basals Inicial Ty 12mT; 24mT;
(n=110) (n=95) (n=82)
Caracteristiques sociodemografiques
Genere ( masculi) , n (%) 73 (66,4) 63(66,3) 55 (67,0)
Edat, anys: m, (s.d) 15,5 (1,8) 15,5(1,7) 15,5 (1,7)
SES: m, (s.d) 2,6 (1,2) 2,6(1,3) 2,6 (1,3)
Historia familiar(1 2 22 grau), n (%)
Trastorn psicotic 32(29,1) 28(29,5) 25(30,5)
Trastorn Bipolar 12 (10,9) 10(10,5) 9 (11,0)
Trastorn Depressiu 31(28,2) 28(29,5) 25(30,5)
Caracteristiques cliniques PEP : m, (s.d)
DUP (dies) 67,5 (56,4) 66,9(56,1) 65,8 (56,3)
C-GAS 33,3 (15,2) 33,4(15,1) 33,3 (15,6)
PASt 24,8 (14,1) 24,5(14,5) 24,1 (14,1)
PANSS positiva 23,7 (6,2) 23,6(6,3) 23,8 (6,1)
PANSS negativa 19,6 (9,1) 19,6(8,9) 20,1 (9,2)
PANSS general 44,6 (10,8) 44,7(10,8) 44,7 (11,4)
PANSS total 87,9 (20,2) 87,9(20,1) 88,8 (21,1)
YMRS 17,4 (10,8) 17,3(10,7) 17,6 (11,2)
HDRS 18,4 (8,8) 18,5(8,8) 17,8 (8,7)
Abts/dependeéncia substancies 14(12,7) 11(11,6) 9(11,0)
- abus , dependéncia de cannabis 9(8,2) 6(6,3) 4(4,9)
- us cannabis 32(29,1) 29(30,5) 23(28,0)
Tractament a I'episodi index n (%)
Antipsicotics 98 (89,1) 90 (94,7) 81 (98,8)
Antidepressius 18 (16,3) 18(18,8) 14 (17,1)
Estabilitzadors humor 14 (12,7) 12 (12,6) 11 (13,4)

Note: SES= Socio-Economic Status ; DUP: Duration of Untreated Psychosis : cGAS=children’s global assessment scale
PASt=.Premorbid Adjustment Scale total ; PANSS= Positive and Negative Syndrome Scale; YMRS= Young Mania
Rating Scale ; HDRS =Hamilton Depression Rating Scale; cGAS=children’s global assessment scale;
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3.5. Especificitats estudi I : “Predictors d’intents de suicidi en primers episodis psicotics

d’inici precog : estudi longitudinal de 24 mesos de seguiment”
3.5.1.Mesures:

La tendéncia suicida va ser classificada en tres nivells de gravetat en base de la

informacié obtinguda mitjancant la CGI-SS i la HDRS:

*  “no- suicides”:
puntuacions 0i1alaCGI-SS o 0alaHDRS

= “baix risc de suicidi”( desitjos i pensaments de mort) :
puntuacions de 2i3 alaCGI-SSo 1i2 al HDRS

= “alt risc de suicidi ‘ ( idees, plans e intents suicidi) :

puntuacions de4i5alaCGI-SSo3i4 alaHDRS.

En cas de discrepancia entre les dues mesures, els pacients van ser classificats en el nivell
superior. Ideacio i plans d’intent de suicidi es van incloure en I'alt nivell de risc de suicidi ja que
ideacio suicida estructurada i els plans suicides han estat estretament associats amb IS(Brent

et al., 1993;Shaffer and Fisher, 1981)

Per mesurar la severitat de la simptomatologia depressiva basal , la variable continua
HDRS va ser dicotomitzada a “depressio severa” quan la puntuaci6é total era de 20 o més, o

“depressid no greu” si la puntuaci6é era menor que 20 .
3.5.2. Analisis estadistic

Per Tl'analisi estadistic es va utilitzar la versi6 v.17.0. del paquet estadistic SPSS
El primer analisi estadistic es va centrar en identificar les variables associades amb un  alt risc
de suicidi’ en Ty, pel que es va incloure tota la mostra (n= 110 pacients).
Aquelles variables que van mostrar un valor de p inferior a 0,10 en el nivell univariant es van
incloure com a variables independents en un model de regressid logistica . La preséncia per tant

“d’ altrisc suicida” a I'inici de I'estudi es va considerar la variable depenent.

En segon lloc, per 'avaluacié de possibles predictors basals de IS durant els dos anys de
seguiment , es van incloure sol els pacients que van completar tot el seguiment (n=82). Es va
realitzar també un model de regressid logistica on la variable dependent es va dicotomitzar en:
“ haver realitzat intent de suicidi durant el seguiment “ i “ no haver realitzat intent de suicidi
durant el seguiment”. La variable dependent per tant, només va incloure als subjectes que van
intentar suicidar-se després de To. Com a variables independents es van incloure aquelles que

van mostrar un valor de p <0,10 en I'analisi univariant.
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La significacid es va fixar en p inferior a 0,05. També es van calcular els odds ratios (OR) i

els intervals de confianga (IC) a fi de determinar la contribucié independent de cada factor.

3.6 . Especificitats article II : “La dimensié afectiva de la psicosi d’inici precog i la seva

relacié amb el suicidi”
3.6.1. Mesures:
a) Avaluacié de la dimensié afectiva

Simptomes afectius prodromics : La preseéncia de simptomes afectius prodromics
proximals, és a dir, durant 'any anterior a I'inici de I'episodi psicotic (Conus et al., 2008) va ser
determinada per la puntuacié dels items de depressi6 i de mania de I'apartat de detecci6
( “screening items”) de 'entrevista semi-estructurada K-SADS-PL.

Aquests items es puntuen en una escala de 0 a 3 punts (0 “sense informacié”, 1 “no presenta
simptomes”, 2 “simptomes clinics subllindar ”, i 3 "simptomes clinics llindar“). Per tal d’incloure
els simptomes subclinics, els pacients havien d’arribar almenys a una puntuacié de 2
( “simptomes subllindar”) en un o més dels items de depressié o mania . Els simptomes
depressius inclouen (estat d’anim depressiu, anhedonia , apatia i irritabilitat ) i els maniacs
(euforia, disminuci6 de la necessitat de dormir, augment de l'activitat intencionada, curs del
pensament accelerat i irritabilitat ). Atés que el simptoma d’irritabilitat esta inclos tant en
I'apartat de depressié com de mania, els pacients que presentaven irritabilitat sense cap altre
simptoma depressiu o maniac es van considerar per separat. Aixd va donar lloc a tres
categories de simptomes afectius prodromics: depressio, irritabilitat, i mania. També es va
enregistrar la durada dels simptomes afectius prodromics fins 'eclosié de la simptomatologia

psicotica franca.

Dimensions afectives episodi agut : Es va avaluar utilitzant la escala Young de mania
(YMRS) i la escala Hamilton de depressié (HDRSz1) . Per tal d’incloure també formes més lleus
dels simptomes afectius , es va establir una puntuaci6 de tall de 15 (que representa el judici

o

clinic de “almenys simptomes moderats”). Seguint criteris operacionals (Tohen et al.,, 2009), els
pacients amb puntuacions de HDRS superiors a 14 es va considerar que presentaven
simptomes depressius purs, si la seva puntuacié en la YMRS era menor de 15, i simptomes
mixtes quan la puntuaci6 de la YMRS era major que 14. En contra, els pacients amb
puntuacions superiors de 14 a la YMRS i menors de 15 en la HDRS es van considerar que

presentaven simptomes maniacs purs.
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b)Mesures de tendeéncia suicida ( “Suicidality”)

Els pacients amb “ tendencia suicida” van ser aquells que van presentar puntuacions en
la CGI-SS entre 2 i 5 durant els 12 primers mesos de seguiment ( un continu que inclou : des de
desitjos de mort fins a intents de suicidi) i/o aquells que van presentar intents de suicidi durant
la fase prodromica. Per altra banda, es va considerar com a “ tendéncia suicida severa” si

presentaven idees estructurades, plans o intents (puntuacions de 4 i 5 a la CGI-SS).

3.6.2. Analisi estadistic:

En el segon estudi es van incloure els pacients amb 12 mesos de seguiment ( N= 95) . Pel
primer objectiu, la mostra es va dividir en pacients amb i sense tendencia suicida al llarg del
primer any de seguiment. L’ estadistic Chi-quadrat amb correccié de Yates i 'exacta de Fisher es
van utilitzar per comparar els percentatges de les variables discretes, mentre que es va utilitzar
la prova t de Student per comparar les variables continues. Per tal de testar la independéncia
de la relacio6 entre els simptomes afectius i la tendencia suicida les variables cliniques que van
mostrar p <0,10 en I'analisi univariant es van introduir com covariables en I'analisi de regressio
logistica binaria multiple, amb la tendéncia suicida com la variable dependent. El mateix
procediment es va dur a terme considerant la tendencia suicida severa (puntuacions de CGI-SS

entre 4 i 5) com la variable dependent

Pel que fa al tercer objectiu de I'estudi, només es van incloure els pacients amb un
diagnostic DSM-IV definitiu de TB o ESQ als 12 mesos( n=71 ), avaluat mitjan¢ant la entrevista
K-SADS-PL . Els dos grups es van comparar seguint el mateix procediment estadistic descrit
anteriorment. La significaci6 es va fixar en p <0,05 i també es van calcular els odds ratios (OR)

i els intervals de confianca (IC) a fi de determinar la independéncia de les associacions.
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4. RESULTATS

4.1 Estudi I: “Predictors d’intents de suicidi en primers episodis psicotics d’inici precog:

estudi longitudinal de 24 mesos de sequiment”

En I'article que s’adjunta seguit d’ aquest apartat es troben les taules complertes i la descripci6

detallada dels resultats de I'estudi I .

A continuaci6 i de forma breu i resumida es descriuran els principals resultats d’aquest estudi :

4.1.1. Evolucié de les variables relacionades amb la tendéncia suicida en el periode de

seguiment de 24 mesos

Tal i com es pot observar en la figura 5, la major proporcié de pacients classificats com
“alt risc de suicidi” es va trobar durant l'episodi agut (11,0%) i la més baixa als 12 mesos

(1,6%), amb una lleugera tendeéncia a I'al¢a als 24 mesos ( 3,7%)

Globalment la proporcié de pacients que van realitzar IS al llarg dels 24 mesos va ser del
12,2% (10/82), dels quals la meitat també havia realitzat algun IS previ a I'admissi6 en estudi .
Entre I'episodi agut i els 12 mesos (entre Ty i T1) van realitzar IS el 10,9%, mentre que entre els

12 i 24 mesos ( entre T1i T2) la proporcié va disminuir a 2,5 %.

Figura 5: Evoluci6 de les variables de suicidi al llarg del seguiment ( N=82):

O baix risc suicidi
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basal (TO) 12 mesos (T1) 24 mesos (T2)

Nota: percentatge de pacients sense risc suicida : 77,8% a To; 92,6% aT1; 93,8% a T
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En referencia al nimero IS, es van produir un total de trenta-cinc durant els 24 mesos de
seguiment . Quatre pacients van intentar-ho un cop, dos pacients ho van fer en dues ocasions,
un pacients en cinc ocasions, dos pacients en set ocasions i un pacient vuit cops. Una adolescent
de catorze anys d’edat, va morir per suicidi entre la avaluacié basal i els 12 mesos . Aquesta
pacient havia realitzat previ a 'admissié de I'estudi un intent autolitic i en el moment de

I'episodi agut havia estat classificada en el grup ‘d’alt risc de suicidi’

4.1.2 Comparacio de caracteristiques cliniques entre pacients amb alt risc suicida

versus no alt risc suicida durant I'episodi agut (N=110)

En la segiient taula ( taula 6) es mostren sol les associacions a nivell univariant que es
van incloure en I'analisi de regressid aixi com les associacions que van romandre significatives

després d’aquest analisi

Taula 6: Variables associades a “alt risc de suicidi” a nivell basal

Variables basals Analisis p no Analisis /)
univariant ajustada multivariant ajustada
OR(95% IC) OR(95% IC)
Socio-demografiques
Edat -0,7(0,6-1,0) 0,09
Sexe ( fement) 1,3 (0,4-4,2) 0,75
Antecedents personals
Trastorns Ansietat 2,3(0,4-12,7) 0,05
Caracteristiques PEP
cGAS 1,03 (0,9-1,1) 0,06
PANSS positiva -0,8(0,7-0,9) 0,003
YMRS total -0,9(0,8-0,97) 0,01
Baix insight -0,2 (0,5-0,8) 0,001
Comorbiditat:
-Ansietat 41,8(4,2-414,9) 0,001
-Depressid severa 10,2(2,2-48,6) 0,001 8,8(1,1-67,1) 0,003
Tto amb antidepressius 22,0 (5,6-85,9) 0,000 15,6(2,7-90,8) 0,002
IS previ PEP 40,7(6,9-240,2) 0,000 20,1(1,8-220,5) 0,01

Note:: cGAS=children’s global assessment scale ; PANSS= Positive and Negative Syndrome Scale;
YMRS= Young Mania Rating Scale ; IS= Intent de Suicidi
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Per tant, els pacients classificats com “alt risc suicida” en el moment agut, van ser
significativament més propensos a presentar historia de trastorn d’ansietat i haver realitzat
algun IS previ. Aquests pacients també manifestaven de forma significativa simptomes
depressius més severs i eren més propensos a ser tractats amb antidepressius. Finalment, els
simptomes positius i maniacs i poca consciencia de malaltia es van associar inversament amb

un alt risc suicida.

No obstant, després de l'analisi multivariant , la historia previa de IS, simptomes
depressius severs i rebre tractament antidepressiu sén les que van romandre significativament

associats a “ alt risc suicida”

4.1.3.Comparacié de caracteristiques cliniques de I'episodi agut entre pacients que
han realitzat IS durant el seguiment i que no han realitzat IS :predictors d’ intents de
suicidi

A ligual que en l'anterior apartat , en la seglient taula es mostren Unicament les
associacions a nivell univariant que es van incloure en l'analisi de regressié aixi com les

associacions que van romandre significatives després d’aquest analisi

Taula 7: Variables predictores de intents de suicidi durant el seguiment

Variables basals Analisis p no Analisis P
univariant ajustada multivariant ajustada
OR(95% IC) OR(95% IC)
Socio-demografiques
Edat 1,03(0,7-1,5) 0,22
Sexe ( fement) 2,3 (0,6-8,6) 0,86
Antecedents personals
Trastorn depressiu 4,7(0,9-23,1) 0,06
Caracteristiques PEP
PANSS positiva -1,07( 0,8-1,00) 0,07
Baix insight -4,8 (1,2-19,2) 0,02
Comorbiditat:
-Ansietat 17,7(1,4-218,3) 0,02
-Depressié severa 4,7(1,1-19,7) 0,03
Tto amb antidepressius 7,0(1,7-29,1) 0,007
Conducta suicida
IS previs a I'episodi 71,0(6,9-730,3) 0,000
Alt risc suicida basal 124,2(15,1-1022,9) 0,000 81,6(11,6-574,3) 0,000

Note: PANSS= Positive and Negative Syndrome Scale; IS: Intents de Suicidi
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Com es pot observar en la taula anterior, només la classificaci6 “alt risc suicida” a I'inici
de l'estudi va predir significativament el realitzar IS durant el seguiment longitudinal. Volem
també destacar, que la historia de IS previs va sobreviure en el model fins el darrer pas ,

perdent la seva significacié a I'afegir la variable d’alt risc suicida.

4.1.4 . PDF de I'article 1

“Predictors of suicide attempt in early onset first episode psychoses: a longitudinal 24-
month follow-up study” V. Sanchez-Gistau, Baeza I, Arango C, Gonzalez-Pinto A, de la Serna E,
Parellada M, Graell M, Paya B, Llorente C, Castro-Fornieles ] Publicat en : The Journal of Clinical
Psychiatry. 74(1):59-66; 2013 (IF: 5.13)
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Predictors of Suicide Attempt in

Early-Onset, First-Episode Psychoses:

A Longitudinal 24-Month Follow-Up Study
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ABSTRACT

Objective: To study the prevalence of suicide attempts
and factors associated with risk for suicide during

the first episode of psychosis, and to identify early
predictors of suicide attempts over a 24-month
follow-up period in an early-onset, first-episode
psychosis cohort.

Method: 110 subjects in their first episode of psychosis
aged between 9 and 17 years were assessed by using
the DSM-Y diagnostic interview Schedule for Affective
Disorders and Schizophrenia for School-Age Children-
Present and Lifetime Version and a battery of clinical
instruments at baseline and at 12 and 24 months.
Patients were enrolled in the study from March 2003
through November 2005. Suicide attempts and level of
suicidality at each assessment were evaluated by using
the Clinical Global Impression for Severity of Suicidality
and the Hamilton Depression Rating Scale. Subjects
were classified as being at high, low, or no risk of
suicide, depending on their scores on certain items of
these scales. Clinical associations between the outcome
measures high risk for suicide during acute episode and
suicide attempts during follow-up were investigated by
2 sets of logistic regression analyses.

Results: The 24-month prevalence of suicide
attempters was 12.4%. History of suicide attempts prior
to psychotic episode (OR=20.13; 95% Cl, 1.83-220.55;
P=.01), severe depressive symptoms (OR=8.78; 95%
Cl, 1.15-67.11; P=.003), and antidepressant treatment
(OR=15.56; 95% Cl, 2.66-90.86; P =.002) were
associated with being classified as high suicide risk

at baseline. The categorization of high suicide risk at
baseline predicted suicide attempts during follow-up
(OR=81.66; 95% Cl, 11.61-574.35; P=.000).

Conclusions: Suicide is a major concern in early-

onset first-episode psychosis. Suicidal behavior and
depressive symptoms at psychosis onset are important
signs to be aware of to prevent suicide attempts during
the early period after first-episode psychosis.
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S uicide is the main cause of premature death among individuals
with psychotic disorders.! Between 20% and 40% of psychotic
patients will attempt suicide during their lifetime,>* the risk being
particularly high during the early stages of the disorder.!*7

Given the difficulty of establishing a definitive diagnosis in the
early stages,8'0 the follow-up of patients with a first episode of
psychosis, regardless of the subtype, is important in order to charac-
terize the different illness outcomes.!'2 Prospective studies in adult
first-episode psychosis samples, including suicide attempts as the
main outcome measure, have reported suicide attempt rates ranging
between 10% and 26% prior to treatment,*!*!> up to 11.3% during
the first 2 years'®-2! of treatment, and up to 18% in studies involving
41422 and 5% years of follow-up. A more recent study? followed-up
a large first-episode psychosis cohort over 7.4 years and reported an
overall suicide attempt rate of around 20%. All these studies concur
that the highest rates of suicide attempt occur before or shortly after
first admission to treatment and decrease during follow-up, espe-
cially when patients are enrolled in an early detection and follow-up
program.’’-! The most robust risk factors for attempting suicide
during follow-up among adult studies are history of previous suicide
attempt or suicidal ideation'»1719-2* and the severity of depressive
symptoms.!»1416:17.22-25 Other factors not consistently reported by
all studies are greater insight,'>?%?” substance use disorder,!>2!-24
positive psychotic symptoms,'7-?*2! and longer duration of untreated
psychosis. 42!

Although the majority of first-episode psychosis adult studies
highlight the fact that the younger the age of psychosis onset the
greater the risk for suicide,'>!7-222? limited data focusing on suicidal
behavior in early-onset psychoses are available. Only 2 early-onset
studies that included other first-episode psychosis diagnostic sub-
types in addition to the schizophrenia spectrum have specifically
addressed this issue to date, but none has used a follow-up design. In
the first?® of these 2 studies, 88 first-episode psychosis adolescents
were assessed approximately 10 years after admission to a hospital.
Sociodemographic, clinical, and suicide-related features at baseline
were obtained from clinical records, and suicidality was measured
with the Brief Psychiatric Rating Scale. The authors reported a 25%
lifetime prevalence of suicide attempt and a 4.5% prevalence of death
by suicide. Suicide attempts were associated with the intensity of
depression at first episode, a greater number of admissions, fewer
negative symptoms, and nicotine dependence. The second study?
was a retrospective chart review involving a cross-sectional analysis
of factors related to suicide attempt, as measured by the Brief Psychi-
atric Rating Scale, in 102 first-episode psychosis patients admitted to
an adolescent unit. Thirty-two percent of the sample had attempted
suicide at the time of first admission to the unit. Attempters were
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B 12.4% of early-onset first-episode psychosis patients
attempted suicide in the 2 years following psychosis onset,
the risk being highestin the first year.

= High risk of suicide at baseline was the best predictor of
suicide attempt at follow-up. High risk of suicide at baseline
was associated with severe depressive symptoms and with a
history of suicide attempt
prior to the first-episode psychosis.

= Neither severity of psychotic symptoms nor affective or
nonaffective psychoses diagnostic subtypes were associated
with suicidal behavior.

more likely to have longer duration of untreated psychosis,
higher levels of depression, and a history of self-harm than
were nonattempters.

In view of previous reports of high rates of suicide attempt
among adolescents, suicidal behavior in early-onset psycho-
ses is a cause of major concern. To our knowledge, however,
no prospective studies of suicidal behavior in first-episode
psychosis adolescents have been published to date. The
aims of the present study were therefore to determine the
prevalence of suicide attempt, to examine factors associated
with high risk of suicide at admission, and to identify early
predictors of future suicide attempt in a cohort of early-onset
first-episode psychosis patients over a 24-month period.

METHOD

Participants

The data were collected as part of the Child and Adolescent
First-Episode Psychosis Study (CAFEPS),*° a multicenter,
longitudinal, naturalistic study with a follow-up period of
24 months. Details of the study design and inclusion and
exclusion criteria can be found elsewhere.*® One hundred
ten children and adolescents recruited from 6 different
child and adolescent psychiatry departments in Spain were
enrolled in the study from March 2003 through November
2005. The study was approved by the ethical review board
of each participant hospital. Patients aged between 9 and
17 years were in their first episode of psychosis and 83.6%
(n=92) required hospitalization. First-episode psychosis was
defined as the presence of positive psychotic symptoms, such
as delusions or hallucinations (score above 4 [moderate] on
items P1 or P3 of the Positive and Negative Syndrome Scale
[PANSS]) of less than 6 months’ duration at the moment of
study inclusion. After obtaining written informed consent
from patients and their parents or legal guardians, a compre-
hensive assessment was carried out on the same day, within a
period of less than 3 days after study inclusion (T). Patients
were reassessed at 1-year (T,) and 2-year (T,) follow-up.
Seventeen participants dropped out during the first year of
follow-up and 9 during the second. Of the 26 withdraw-
als, 13 refused to collaborate in the follow-up assessments,
7 could not be contacted, and 6 changed their country of
residence. At 2 years, the sample comprised 84 patients; 2
patients with missing suicide follow-up data were excluded
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from the 2-year follow-up analysis. No significant differ-
ences were found on any of the variables studied between
patients who completed the 2-year assessments and those
who did not.

After 2 years, the DSM-IV diagnoses of the remaining
sample were 41 schizophrenia, 7 schizoaffective disorder, 19
bipolar disorder, 4 depressive disorder, and 5 psychoses not
otherwise specified; 6 patients had no present diagnosis of
psychosis.

Demographic, clinical, and treatment features at T, of
initial and follow-up completer samples are described in
Table 1.

Assessments

All the assessments were conducted by experienced clini-
cal psychologists and psychiatrists.

Suicidal behavior. One of the 2 measures used to assess
suicidal behavior was the Clinical Global Impression for
Severity of Suicidality (CGI-SS),* which is derived from
the Clinical Global Impressions scale (CGI).*? The CGI-SS
assesses the global severity of suicidality on a 5-point scale:
1 (not at all suicidal), 2 (mildly suicidal), 3 (moderately
suicidal), 4 (severely suicidal), and 5 (attempted suicide).
A consensus was reached among clinicians, who assigned a
score of 2 when the patient expressed a mild wish to die, 3
when the patient expressed a moderate wish to die, 4 in the
case of ideation or plans to attempt suicide, and 5 when a
suicide attempt was confirmed. Every CGI-SS assessment set
off with the following questions formulated by the clinician:
“Have you ever attempted suicide?” (first visit) and “Have
you attempted suicide since the last visit?” (follow-up assess-
ments). If the answer was affirmative, the number of suicide
attempts was recorded and the patient was asked whether he
or she had required medical attention for the suicide attempt
(yes/no). The second measure used was item 3 (suicide) of
the Hamilton Depression Rating Scale (HDRS),** which is
scored as follows: 0 (absent), 1 (feels life is not worth living),
2 (wishes he/she were dead or any thoughts of possible death
to self), 3 (suicide ideas or gestures), and 4 (attempts at
suicide).

On the basis of the information obtained by using both
instruments, patients were categorized into 3 levels of sui-
cidality—0 (nonsuicidal): score of 1 on the CGI-SS or 0 on
HDRS; 1 (low suicide risk): score of 2 or 3 on the CGI-SS or a
score of 1 or 2 on the HDRS; and 2 (high suicide risk): score of
4 or 5 on the CGI-SS or ascore of 3 or 4 on the HDRS. In the
event of discrepancy between the 2 measures, patients were
classified in the higher level. Ideation and plans to attempt
suicide were included in the high suicide risk level because
suicide ideation and plans have been closely associated with
later suicide attempt.*** Suicide attempt was defined as “a
potentially self-injurious behavior, associated with at least
some intent to die, as a result of the act.”?6(®1037)

Clinical measures. The clinical measures included socio-
economic status, estimated by using the Hollingshead-Redlich
Scale,”” and family history of psychiatric disorders and com-
pleted suicide of first- and second-degree relatives. This
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Predictors of Suicide Attempt at Psychosis Onset

Table 1. Sociodemographic and Clinical Features of Initial and Completer

Follow-Up Samples

current DSM-IV Axis I diagnoses, including
substance dependence. Not only dependence

Initial Sample

Follow-Up Completer

criteria but also cannabis use, defined as any

Baseline Variable (n=110) Sample (n-82) smoking of cannabis in the previous month,
saciodemographic featuires was registered. Finally, intelligence quotient
Female sex, n (%) 37 (33.6) 27 (32.9) I 1 . 4434 With th
Age, mean (SD), y 15.5 (1.8) 155 (1.7) (IQ) was also estimated. vlt the excep-
Hollingshead-Redlich Scale score 2.6(1.2) 2.6(1.3) tion of sociodemographic family-related
. isolfioecor(l‘f’mi; St"‘t“z)’d mean)(SD()(y) variables, Premorbid Adjustment Scale,
amily history (first/second degree), n (% 3 3
Peyohinses 32 (20.1) 25 (30.5) duration of uvntreated psychosis, and 1Q
Bipolar disorder 12 (10.9) 9(11.0) scores, all variables were assessed at the 3
Depression 31(28.2) 25 (30.5) follow-up points (TO’ Tla T2)~
Completed suicide 3(2.7) 3(3.6)
Personal past psychiatric history, n (%) L.
ADHD/conduct disorder 13 (11.8) 9 (11.0) Statistical Analyses
Eepressmn 12 210-)9) 9 211;)) Two sets of analyses were conducted
nxiety 8(7.3 6(7.3 . .
o g p—— 15 (15.6) 10 (12.2) by' us'lng SPSS v.17.0 (SPSS Inc, Chicago,
Clinical features, mean (SD) Tllinois).
IQ 79.1(21.1) 79.7 (19.8) The first statistical analysis focused on
Duration of untreated psychosis, d 67.5 (56.4) 65.8 (56.3) i dentifvi iabl iated with high
Children’s Global Assessment Scale score 33.3(15.2) 33.3 (15.6) L en L Yl?g Varlales aSSF)Cla €4 wi . 18
Premorbid Adjustment Scale total score 24.8 (14.1) 24.1 (14.1) suicide risk at Ty All variables ShOWlng aP
PANSS positive score 23.7 (6.2) 23.8(6.1) value below .10 at the univariate level were
el 196181/ 20 2.2) included as independent variables in a ste
PANSS general score 44,6 (10.8) 44,7 (11.4) ) i p - p-
PANSS total score 87.9 (20.2) 88.8 (21.1) wise logistic regression based on the Wald
E\I/)Hlig score 17.4 510?) 17.6 211~)2) test. A high correlation was found between
score 18.4 (8.8 17.8 (8.7 P .
Low insight (PANSS item G12 score > 3), n (%) 81(73.6) 59 (72.0) PANSS positive and YMRS baseline scores
Comorbidity, n (%) (Pearson r=0.74, P<000); we therefore
Severe depression (HDRS score >20) 45 (40.9) 31(37.8) decided to include only the PANSS positive
g 7 (48 3 B.7) scores in the model. Presence of high suicide
ADHD/conduct disorder 9(8.2) 7 (8.5) ) . : & -
Substance misuse 14 (12.7) 9 (11.0) risk at baseline was the dependent variable.
Cannabis use 32(29.) 23 (28.0) Second, we evaluated potential base-
Cannabis dependence 9(8.2) 4(4.9) i dict £ suicide att ¢ th
Sitcidlal behvior, n.(%) ine predictors of suicide attempt over the
History of suicide attempt prior to psychotic 8(7.3) 5(6.1) 2 years of follow- up. A stepwise loglstlc
episode regression model based on the Wald test was
et 18 4.8) 2 LY erformed to investigate the magnitude of
Index episode treatment, n (%) P : 8 e 8
Antipsychotics 98 (89.1) 81 (98.8) independent baseline predictive factors for
Antidepressants 18 (16.3) 14 (17.1) attempting suicide. The dependent variable
Mood stabilizers 14 (12.7) 11 (13.4)

Abbreviations: ADHD =attention-deficit/hyperactivity disorder, HDRS = Hamilton
Depression Rating Scale, IQ =intelligence quotient, PANSS =Positive and Negative

Syndrome Scale, YMRS = Young Mania Rating Scale.

was dichotomized into suicide attempters
over 24 months and nonattempters. The
dependent variable included only subjects

information was obtained through direct interview with the
parents. Premorbid adjustment was evaluated with the Pre-
morbid Adjustment Scale®® and functional impairment with
the Children’s Global Assessment Scale.?® Psychotic, manic,
and depressive symptomatology was assessed by using the
validated Spanish version of the PANSS,* the Young Mania
Rating Scale (YMRS),*! and the HDRS,* respectively. The
HDRS continuous variable was dichotomized into “severe
depression” when the score was 20 or more or into “nonse-
vere depression” if the score was lower than 20. Duration of
untreated psychosis was defined as the interval of days
between the first noted psychotic symptom and start of treat-
ment at the mental health service, while insight into illness
was measured by PANSS item G12, with scores of 4 or more
being defined as poor insight. The Schedule for Affective
Disorders and Schizophrenia for School-Age Children-
Present and Lifetime Version*? was used to evaluate past or
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who attempted suicide after T,,. The variable

history of suicide attempt prior to psychotic
episode was included as an independent variable in addition
to the variables showing a P value below .10 in the previous
univariate analyses.

Gender and age at baseline were also included in the
model, regardless of the P value. Significance was set at
P<.05. Odds ratios (ORs) and confidence intervals (Cls)
were also calculated so as to determine the independent
contribution of each factor.

RESULTS

At T, (baseline), 7.3% (8/110) of the sample had attempted
suicide prior to admission, and 11.9% (13/110) were classi-
fied as being at high suicide risk. Between Ty and T}, 11.7%
(11/94) of the patients attempted suicide, this being fatal
in 1 case. At the T, assessment, 3.2% (3/93) of the patients
were classified as high suicide risk. Finally, 2.5% (2/81) of the
patients made a suicide attempt between T, and T).

PSYCHIATRIST.COM [=[ 61

61



Sanchez-Gistau et al

The evolution of variables related to suicidal behavior
over the 24-month follow-up period for the remaining
sample is shown in Figure 1. The 24-month prevalence
of attempters was 12.4% (10/82), of whom a half had also
attempted suicide prior to the first admission. Between
Ty and T, 10.9% (9/82) of the patients attempted suicide,
while between T, and T, the rate of attempters decreased to
2.5% (2/81). Thirty-five suicide attempts occurred during
the 24-month follow-up period. Four patients attempted
once, 2 patients twice, 1 patient 5 times, 2 patients 7 times,
and 1 patient 8 times. One 14-year-old girl died by sui-
cide between T, and T;, having already made a suicide
attempt prior to first admission; she had been classified in
the highest suicide level at baseline. With regard to level of
suicidality, the highest proportion of patients classified as
high suicide risk was found at baseline, and the lowest at T,
with the proportion increasing slightly again at T.

Baseline Comparison of High Suicide Risk Versus
Nonsuicidal or Low Suicide Risk in the Study Sample

As shown in Table 2, patients classified as high suicide
risk were significantly more likely to report a personal
history of anxiety disorder and suicide attempt prior to
admission. These patients also suffered significantly more
severe depressive symptoms and were more likely to be
treated with antidepressants. Finally, positive and manic
symptoms and poor insight at baseline were inversely asso-
ciated with high suicide risk.

After logistic regression analysis, prior history of sui-
cide attempt, severe depressive symptoms, and receiving
antidepressant treatment remained as significant predictors
(predictive value: 92.5%).

Comparison of the Baseline Characteristics
of Suicide Attempters Versus Nonattempters
During the 2-Year Follow-Up

As shown in Table 3, being classified as high suicide risk
and the presence of comorbid anxiety disorder, in addition
to a history of suicide attempt prior to admission, severe
depressive symptoms, and antidepressant treatment at
baseline, were significantly associated with suicide attempt
throughout the follow-up period. Poor insight was again
inversely associated with suicide attempt. After multi-
variate analysis, only categorization of high suicide risk
at baseline significantly predicted suicide attempt during
the 24-month follow-up (predictive value: 93.8%). Notably,
suicide attempt prior to entry survived until the last step
of the logistic regression analysis but was removed from
the final model in the presence of a categorization as high
suicide risk.

DISCUSSION

As this is the first prospective study of first-episode
psychosis in early-onset psychotic patients, no truly com-
parable studies are available. For this reason, the following
discussion is largely focused on findings reported by first-
episode psychosis adult studies with a follow-up design.
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Figure 1. Evolution of Suicide-Related Variables Over
the Follow-Up Period: Completers Sample (n=82)2

O Low risk of suicide
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“Percentage of patients at no risk of suicide at every phase: 77.8% at
baseline (Tj), 92.6% at 12 months (T,), and 93.8% at 24 months (T,).

The 24-month rate of suicide attempters in our sample
was 12.4%, a figure in the highest range of the rates reported
in adult first-episode psychosis samples with the same
follow-up period.!7-1%2! Moreover, our first-year prevalence
of attempters is nearly 11%, indicating that rates of suicide
attempt are especially high in the first year after psychosis
onset, including in early-onset first-episode psychosis.

Other major findings are, first, that previous suicide
attempt and a severely depressed mood at presentation raise
the likelihood of being at high risk of suicide by 20 times and
9 times, respectively, in adolescents presenting with a recent-
onset psychotic episode. Second, the prevalence of high
suicide risk was greatest at the index episode; it decreased
dramatically after 1 year but then appeared to increase
slightly at 2 years. Furthermore, longer follow-up studies
in adults have reported that the suicide risk remains for at
least 7 years following the index episode? or even longer*>;
therefore, it is likely that suicide risk in early-onset samples
will continue to be an important challenge for clinicians after
the second year. Finally, being categorized as high suicide
risk at baseline was the only remaining significant predictor
of future suicide attempt over the following 2 years.

The results are highly consistent with previous prospec-
tive studies in adult samples, where the strongest predictors
for future suicide attempt were those related to prior suicidal
behavior and depressive symptoms. Supporting our findings,
a recent study in adult-onset first-episode psychosis!® also
reported that a high level of suicidality at baseline strongly
predicted suicide attempt during the 24-month follow-
up. With regard to depression, our analysis indicated that
severity of depressed mood and antidepressant treatment
were independently associated with a high risk of suicide at
baseline, but they did not predict follow-up suicide attempt
when other confounders were controlled for. In spite of the
reported controversial relationship between antidepressant
treatment and risk of suicide,*® the most plausible expla-
nation is that patients were more likely to be treated with
antidepressants because these patients suffered from higher
rates of severe depression, which is itself related to suicide
attempt.
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Table 2. Factors Associated With High Risk of Suicide at Baseline®

High Nonsuicidal or Unadjusted Odds Adjusted Odds
Suicide Risk  Low Suicide Risk  Univariate Analysis, Ratio  Multivariate Analysis,  Ratio
Variable (n=13) (n=97) OR (95% CI) P Value® OR (95% CI) P Value
Sociodemographic features
Female sex, n (%) 5(38.5) 3210330 1.27 (0.38-4.19) 75
Age, mean (SD), y 14.6 (2.4) 15.6 (1.7) —-0.75 (0.57-1.00) .09
Hollingshead-Redlich Scale score 3.0(14) 2.5(1.3) 1.30 (0.85-2.01) 25
(socioeconomic status), mean (SD)
Family history (first/second degree), n (%)
Psychotic disorder 3(23.1) 29 (29.9) —-0.70 (0.18-2.74) 75
Affective disorder 7 (53.8) 35(36.1) 2.06 (0.64-6.63) 23
Completed suicide 1(7.7) 2(2.1) 3.95 (0.33-47.00) 27
Personal past psychiatric history, n (%)
ADHD/conduct disorder 1(7.7) 12(12.4) —-0.59 (0.70-4.95) 52
Depression 2 (15.4) 10 (10.3) 1.58 (0.30-8.17) 63
Anxiety 3(23.1) 5(5.2) 2.33 (0.43-12.68) 05
Substance misuse 3(23.1) 12 (12.4) 2.12(0.51-8.83) 54
Clinical features, mean (SD)
1Q 86.3 (14.9) 79.2 (19.4) 1.02 (0.98-1.05) 2
Duration of untreated psychosis, d 93.5 (58.6) 65.4 (62.1) 1.00 (0.99-1.01) 14
Children’s Global Assessment Scale score 40.0 (13.0) 32.6(14.9) 1.03 (0.99-1.07) .06
Premorbid Adjustment Scale total score 23.7 (21.6) 25.1(13.4) —-0.99 (0.95-1.03) 29
PANSS positive score 18.9 (5.1) 24.4 (6.4) —0.86 (0.77-0.95) .003
PANSS negative score 18.8 (8.6) 20.2(9.1) —-0.98 (0.91-1.05) 61
PANSS general score 45.3 (9.3) 44.9 (10.8) 1.00 (0.95-1.06) 89
PANSS total score 83.1 (16.8) 89.4 (20.1) -0.98 (0.95-1.01) 28
YMRS score 104 (6.5) 18.3 (10.6) —-0.90 (0.83-0.97) 01
Low insight (PANSS item G12 score >3), n (%) 4(30.8) 77 (79.4) —-0.22 (0.57-0.86) .001
Comorbidity, n (%)
Severe depression (HDRS score > 20) 11 (84.6) 34 (35.1) 10.19 (2.13-48.65) 001 8.78 (1.15-67.11) .003
Anxiety 4(30.8) 1(1.1) 41.77 (4.20-414.84) .001
ADHD/conduct 1(7.7) 8(8.2) —-0.92 (0.10-8.07) 71
Substance misuse 1(7.7) 13 (13.4) —-0.53 (0.06-4.49) 62
Cannabis use 3(23.1) 29 (29.9) -0.70 (0.18-2.74) 34
Cannabis dependence 1(7.7) 8(8.2) -0.92 (0.10-8.07) 55
Suicidal behavior, n (%)
History of suicide attempt prior to psychoses 6 (46.2) 2(2.1) 40.71 (6.90-240.19) .000 20.13 (1.83-220.55) .01
episode
Index episode treatment, n (%)
Antipsychotics 12 (92.3) 96 (99.0) —-0.12 (0.007-2.31) 27
Antidepressants 9(69.2) 9(9.3) 22.00 (5.63-85.97) .000 15.56 (2.66-90.86) .002
Mood stabilizers 2 (15.4) 12(12.3) 1.42 (0.27-7.27) A7

aUnivariate and multivariate backward stepwise regression models.

bP values in bold (P<.10) represent values of dependent variables included in the regression analysis model.
Abbreviations: ADHD = attention-deficit/hyperactivity disorder, HDRS = Hamilton Depression Rating Scale, IQ = intelligence quotient, OR =odds ratio,
PANSS = Positive and Negative Syndrome Scale, YMRS = Young Mania Rating Scale.

Family history of suicide has been reported as a risk factor
for suicide attempts in both adult-*”® and early-onset?>*’
psychiatric disorders. In addition, family studies of suicide
in different psychiatric illnesses have shown transmission
of suicidal behavior, even when transmission of psychiatric
disorders was controlled.>

In the present study, attempters were more likely to have a
family history of completed suicide, but this association did
not reach statistical significance. Standardized interviews were
not used to assess family history of suicide and psychiatric ill-
ness; therefore, caution is suggested when interpreting results,
as collection bias regarding family data cannot be ruled out.

Regarding other potential predictors of suicide attempts
less consistently reported by all the studies, we did not find
an association with substance disorder or cannabis use at
admission. Adolescent patients tend to minimize substance
use when they are directly interviewed, and parents are not
always aware of their children’s habits. In addition, longer
duration of untreated psychosis did not predict suicide
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attempt, but it must be noted that a duration of untreated
psychosis of more than 6 months was considered an exclu-
sion criterion in our study. In line with 1 of the previous
studies in adults,?? we found only an unadjusted associa-
tion between greater insight and both high suicide risk at
baseline and suicide attempt during follow-up. Furthermore,
attempters did not differ from nonattempters in their rates
of diagnostic subtype (affective or nonaffective psychosis) or
in positive and negative PANNS scores. While the associa-
tion of suicide attempt with positive or negative symptoms in
first-episode psychosis adult samples has been inconsistently
reported,'72%2124 most studies agree that suicide risk does
not vary according to whether an individual has a diagnosis
of schizophrenia or affective spectrum psychosis. 415222345
This leads to the conclusion that baseline psychotic positive
and negative symptoms and a psychotic spectrum diagno-
sis are likely to have limited predictive value in relation to
suicide attempt in both early- and adult-onset first-episode
psychosis populations.
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Table 3. Predictors of Suicide Attempts During 2 Years of Follow-Up?

Follow-Up Follow-Up Unadjusted OR Adjusted OR
Attempters  Nonattempters (95% CI) Odds (95% CI) Odds
Baseline Variable (n=10) (n=72) (univariate) P Valueb (multivariate) P Value
Sociodemographic features
Female sex, n (%) 5 (50.0) 22 (30.6) 2.27 (0.59-8.65) 2
Age, mean (SD), y 15.6 (1.9) 15.5(1.7) 1.03 (0.69-1.54) 86
Hollingshead-Redlich Scale score 2.5(1.3) 2.6(1.2) —0.90 (0.52-1.58) 71
(socioeconomic status), mean (SD)
Family history (first/second degree), n (%)
Psychoses 5 (50.0) 20(27.8) 2.66 (0.67-9.95) .16
Bipolar disorder 2 (20.0) 7(9.7) 2.32 (0.41-13.15) 34
Depression 4(40.0) 21(29.2) 1.61 (0.41-6.33) A48
Completed suicide 1(10) 2(2.8) 3.88 (0.32-47.31) 28
Personal past psychiatric history, n (%)
ADHD/conduct disorder 1(10) 8(11.1) —0.88 (0.99-7.96) 91
Depression 3 (30.0) 6(8.3) 4.71 (0.96-23.11) .06
Anxiety 1(10.0) 4(5.6) 4.25 (0.66-26.99) 12
Substance misuse 2 (20.0) 8 (11.1) 2.28 (0.40-12.95) .35
Clinical features, mean (SD)
1Q 84.4 (16.9) 80.8 (18.1) 1.01 (0.97-1.05) 54
Duration of untreated psychosis, d 78.1(49.8) 63.4 (57.1) 1.00 (0.99-1.01) 43
Children’s Global Assessment Scale score 40.1(12.7) 32.3(15.8) 1.03 (0.98-1.07) 17
Premorbid Adjustment Scale total score 21.0(19.2) 24.5(19.2) —0.99 (0.94-1.04) 77
PANSS positive score 20.3 (4.5) 24.3 (6.2) —1.07 (0.80-1.00) 07
PANSS negative score 19.6 (7.8) 20.2 (9.4) —0.99 (0.92-1.06) .84
PANSS general score 45.9 (9.8) 44.8 (11.7) 1.01 (0.95-1.07) .76
PANSS total score 85.8 (15.5) 89.2(21.5)  —0.99 (0.96-1.02) 62
YMRS score 13.0 (5.2) 182(115) 095 (0.86-1.02) 16
Low insight (PANSS item G12 score >3), n (%) 4 (40.0) 55 (76.4) —4.85 (1.22-19.23) .02
Comorbidity, n (%)
Severe depression (HDRS score > 20) 7 (70.0) 24 (33.3) 4.66 (1.10-19.66) .03
Anxiety 2 (20.0) 1(1.4) 17.75 (1.44-21833) .02
ADHD/conduct disorder 1(10.0) 6(8.3) 1.22 (0.13-11.35) .86
Substance misuse 1(10.0) 8 (11.1) —0.11 (0.09-7.96) 91
Cannabis use 4(40.0) 19 (26.4) 1.86 (0.47-7.31) 37
Cannabis abuse 1 (10.0) 3(4.2) 2.55 (0.24-27.6) 47
Suicidal behavior, n (%)
History of suicide attempt prior to psychoses 5 (50.0) 1(1.4) 71.00 (6.90-730.24) .000
episode
Baseline high suicide risk 7 (70) 2(2.8) 81.67 (11.61-574.35)  .000  81.66 (11.61-574.35)  .000
DSM-IV diagnoses at follow-up, n (%)
Schizophrenia spectrum psychoses 5 (50.0) 47 (65.3) —0.50 (0.13-1.89) .50
Affective spectrum psychoses 4 (40.0) 19 (26.3) 1.86 (0.47-7.31) 37
Index episode treatment, n (%)
Antipsychotics 10 (100.0) 71(98.6) .88
Antidepressants 5 (50.0) 9(12.5) 7.00 (1.68-29.07) .007
Mood stabilizers 1(10.0) 10(13.9)  —0.77 (0.08-6.88) 64

iUnivariate and multivariate backward stepwise regression model.

P values in bold (P<.10) represent values of dependent variables included in the model.
Abbreviations: ADHD = attention-deficit/hyperactivity disorder, HDRS = Hamilton Depression Rating Scale, IQ =intelligence quotient, OR = odds
ratio, PANSS =Positive and Negative Syndrome Scale, YMRS = Young Mania Rating Scale.

There are several methodological caveats that need to be
borne in mind when interpreting our data. The primary lim-
itation is the relatively modest sample size, especially when
the sample is divided into attempters and nonattempters.
The study may thus be potentially underpowered in terms
of detecting associations and large effects. Moreover, the
CGI-SS has not been validated in children and adolescents.

Despite these limitations, the study provides data on a
child and adolescent sample assessed very soon after psycho-
sis onset with a battery of standardized instruments and over
a well-structured period of time. Furthermore, the fact that
patients were recruited from different centers from around
Spain, from both inpatient and outpatient units, and with a
mixture of psychotic diagnoses and naturalistic treatment,
heightens the potential generalizability of the findings. Given
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the lack of longitudinal studies of early-onset first-episode
psychosis, our findings should be taken into consideration
when an adolescent with recently onset psychosis is admitted
for treatment.

Our results have several clinical implications. First, the
rates of suicide attempt and the proportion of patients cat-
egorized as being at high risk of suicide were at their peak
shortly after presentation, while the risk of suicide seemed
to increase again slightly after the second year. Second,
being classified as high suicide risk by means of an adequate
assessment at the time of the acute episode was the most
important predictor of subsequent suicide attempt, although
in the absence of a current evaluation of suicidality, the
presence of suicide attempt prior to the episode may also
be an important warning sign. Finally, the high prevalence
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of depressive symptoms during the first-episode psychosis
and their relationship with suicide risk highlights the impor-
tance of accurately assessing these symptoms in adolescent
samples. In conclusion, these findings should encourage
clinicians to systematically check for the above-mentioned
factors associated with suicide attempt in order to detect and
treat individuals at high risk of suicide as early as possible
and to monitor them closely during follow-up.
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4.2.Estudi I “La dimensié6 afectiva de la psicosi d’inici precog i la seva relacié amb el suicidi”

ATigual que en I'estudi anterior, s’adjuntara seguit d’aquest apartat 4.2, I'article on es
troba la descripcié detallada dels resultats de I'estudi.

A continuaci6 i de forma breu i resumida es descriuran els principals resultats d’aquest estudi :

4.2.1 Antecedents premorbids i diagnostic DSM-1V als 12 mesos.

Més de 60% de la mostra complia criteris per un trastorn premorbid (22,1% trastorns de
I'espectre ansios, 6,3% trastorns depressius i 38,9% trastorns relacionats amb el
neurodesenvolupament ). Com a "trastorns relacionats amb neurodesenvolupament " es van
incloure una serie d'alteracions en el desenvolupament premorbides com : trastorns del
llenguatge, trastorns motors, trastorns d'aprenentatge, TDAH i trastorns de l'eliminacié. La
prevalenca dels trastorns del neurodesenvolupament en la mostra va ser la segiient: 16,8%
trastorns del llenguatge, 8,4% trastorns motors, 11,6% problemes d'aprenentatge, el 12,7%

TDAH i 12,7% enuresi primaria.

Donada la dificultat d’establir un diagnostic definitiu durant l'episodi agut, es va
considerar el diagnostic dels 12 mesos: 24 trastorn bipolar, 47 esquizofrenia, 7 trastorn
esquizoafectiu, 11 psicosi no especificada i 6 trastorn depressiu amb caracteristiques

psicotiques.

4.2.2.Prevalenca de simptomes afectius durant la fase prodromica i la fase aguda

Cinquanta-tres pacients (55,8%) van presentar simptomes afectius clinicament
rellevants durant la fase prodromica. D’aquests, gairebé el 50% van ser depressius, el 26,4%
maniacs, i 24,5% irritabilitat. Vuit d'aquests subjectes també complien tots els criteris del DSM-
[V per un trastorn depressiu major sense simptomes psicotics, un per un trastorn d'adaptacié
amb estat d'anim depressiu i altres dos per episodi de hipomania. La durada mitjana dels
simptomes afectius prodromics va ser 90,23 dies (SD 132,00).

Durant I'episodi psicotic agut, 22 pacients (23,2%) van presentar simptomes depressius purs,

39 (41,1%) simptomes mixtos, i 18 (18,9%) simptomes maniacs.
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4.2.3. Comparacié dels simptomes afectius en fase prodromica i fase aguda entre

pacients amb i sense tendéncia suicida

Vuit subjectes van intentar suicidar-se durant la fase prodromica. Trenta-un pacients
(32,6%) van presentar algun tipus de tendéncia suicida durant els primers 12 mesos després de

I'episodi agut, dels quals el 64,5% van presentar tendéncia suicida greu.

La prevalenca del tipus de simptomes afectius en fase prodromica i en fase aguda entre

pacients amb i sense tendencia suicida esta descrita en la segiient figura (figura 6):

Figura 6 : Prevalenga de simptomes afectius subllindar durant la fase prodromica i fase aguda

Fase prodromica Fase aguda PEP

x 60 x 100
(] w
(]
e 5
° -
'g. 40 Dirritabilitat g- 60 B MIX
E 30 L | Omania ° OpMAN
° . T a0
8. 20 DO depressio s O pDEP
g ; 20
© 10 — [
:
s o ; . s 0 . .
suicides no-suicides suicides no-suicides

Nota: MIX: simptomes mixtes ( HDRS i YMRS> 14) ; pDEP: simptomes depressius purs (HDRS >14 i YMRS<15); pMAN :
simptomes maniacs purs ( YMRS>14 i HDRS<15); Suicides : inclou puntuacions de la CGI-SS de 2 a 5 ( desitjos, idees ,
plans e intents)

Tal i com també es descriu en la taula que es mostra a continuacio, els pacients amb tendéencia
suicida durant el periode d’estudi comparats amb els que no presentaven tendéncia suicida ,
presentaven més simptomatologia depressiva tant en la fase prodromica com en la fase aguda (
41,9% vs 20,3%; X2=4,91; p=0,04 i 41,9% vs 14,1%;X2=9,11;p=0,004, respectivament)

La comparacié de les variables sociodemografiques i cliniques entre pacients amb i sense

tendencia suicida es mostra en la seglient taula (taula 8)
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Taula 8 : Comparacio pacients amb i sense tendéncia suicida durant el seguiment

pacients pacients
suicides no-suicides X2t P
(N=31) (N=64)
Socio-demografiques: Genere(masculi) ( N,%) 17(54,8) 46(71,9) 2,71 0,11
Edat, anys (m, SD) 15,00(2,04) 15,69(1,57) 1,80 0,08
SES (m, SD) 2,58(1,23) 2,63(1,29) 0,15 0,87
Historia familiar (n, %) Trastorn afectiu 15(48,4) 22(34,4) 1,72 0,26
Trastorn psicotic 10(32,3) 18(28,1) 0,17 0,81
Antecedents que precedeixen PEP:
Edat primer contacte salut mental (m, SD) 12,24(3,91) 11,46(4,20) 0,47 0,75
Trastorns premorbids (n, %)
- Tr. Relacionats amb el neurodesenvolupament 13(41,9) 20(31,3) 0,82 0,67
- Trastorns ansietat 6(19,4) 14(21,9) 0,08 0,77
- Trastorns depressius 5(16,1) 4(6,3) 0,97 0,64
Simptomes afectius prodromics (n, %) 17(54,8) 36 (56,3) 0,17 0,88
-Depressius 13(41,9) 13(20,3) 4,91 0,04
-Maniacs 2(6,5) 12(18,8) 2,51 0,13
-Irritabilitat 2(6,5) 11(17,2) 2,01 0,21
Durada simptomes afectius prodromics (dies) 96,17(88,96) 72,52(79,48) -1,29b 0,22
(m,SD)
Variables cliniques de I’episodi agut
DUP (dies) (m, SD) 79,10(53,38) | 61,16(56,74) -2,08¢ 0,02
Funcionament global (m, SD) cGAS 37,06(11,48) | 31,63(16,42) | -1,65 0,10
Prevalenca de simptomes afectius (n/%) 27(84,4) 54(84,4) 1,12 0,76
- depressius purs 13 (41,9) 9(14,1) 911 0,004
- Mixtes 11(35,5) 31(48,4) 1,42 0,27
-maniacs purs 3(9,7) 14(21,4) 2,11 0,16
Severitat simptomes psicotics (m, SD)
- PANSS positiva 21,39(5,26) 24,65(6,53) 2,40 0,02
- PANSS negativa 19,06(7,45) 19,89(9,66) 0,39 0,79
Severitat simptomes afectius (m, SD)
- HDRS2; 21,81(9,63) 12,24(3,91) -2,62 0,01
- YOUNG 12,52(7,21) | 19,67(11,40) 3,19 0,002

Nota: @ trastorns relacionats amb el neurodesenvolupament (TDAH, trastorns de la eliminacid, trastorns motors i del llenguatge

i aprenentatge b log- transformation (m/SD) 1,79 (0,45) vs 1,60( 0,50) < log- transformation (m/SD) 1,76 (0,39) vs 1,54( 0,51)
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En I'analisi de regressié no es van incloure com a covariables les puntuacions de HDRS i
YMRS per problemes d’inter-relacié amb la variable categorica que mesurava els simptomes
afectius. Alhora, la PANSS positiva es va correlacionar fortament i de manera significativa amb
la YMRS (Pearson r = 0,59, p <0,000); en canvi, només va mostrar una correlaci6é baixa i no
significativa amb la HDRS (Pearson r = 0,10, p = 0,33). També es va trobar una correlaci6 baixa

pero significativa entre la HDRS i la PANSS negativa (Pearsonr = 0,22, p = 0,02).

Per avaluar la independéncia de la associacié dels simptomes afectius en fase
prodromica i en fase aguda amb suicidi , en el model de regressié es van incloure com a
covariables: DUP, PANSS positiva i cGAS a més de la edat i sexe. Després de l'analisi, sol els
simptomes depressius en fase aguda van romandre associats a suicidi (OR= 4,75; 95% CI, 1,59-
15,13, p=0,005). No obstant aix0, els simptomes prodromics depressius van mostrar una

associaci6 proxima a la significacié estadistica (OR=2,55; 95% CI, 1,01-7,19, p=0,07).

La repetici6 de 1’ analisis pero amb tendéncia suicida severa com a variable depenent va
reproduir les mateixa associacié amb simptomes depressius en fase aguda (OR=3,71; 95% CI,

1,23-11,22, p=0,02).

4.3.3. Comparacié dels simptomes premorbids, prodromics i de fase aguda entre

pacients amb diagnostic de ESQ i TB

La prevalenca dels tipus de simptomes afectius en fase prodromica i en fase aguda esta

descrita en la seglient figura

Figura 7 : Prevalenga de simptomes afectius subsindromics durant fase prodromica i aguda en TBi ESQ

Fase prodromica episodi psicotic agut
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Nota: MIX: simptomes mixtes ( HDRS i YMRS> 14) ; pDEP: simptomes depressius purs (HDRS >14 i YMRS<15); pMAN :
simptomes maniacs purs ( YMRS>14 i HDRS<15);
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Tal i com també es pot observar en la taula que es mostra a continuacio, els TB

presentaven més simptomes afectius prodromics que els ESQ (83,3 % vs 42% ; X2 10,74;

p<0,000) . Concretament , més simptomes maniacs (29,2 % vs 8,5% ; X2 5,17; p=0,04)

i

depressius (41,7 % vs 17,7% ; X2 5,09; p=0,04) En canvi, durant l'episodi agut ,els dos

diagnostics no van diferir pel que fa a la prevalenga o el tipus de simptomes afectius

Taula 9 : Comparacio de les variables cliniques entre pacients amb diagnostic d’ESQ i TB

Socio-demografiques: Génere(masculi) ( N,%)
Edat, anys (m, SD)
SES (m, SD)
Historia familiar (n, %) Trastorns afectius
Trastorns psicotics
Antecedents que precedeixen PEP:
Edat primer contacte salut mental (m, SD)
Trastorns premorbids (n, %)
- Tr. relacionats amb el neurodesenvolupament
- Trastorns ansietat
- Trastorns depressius
Simptomes afectius prodromics (n, %)
-Depressius
-Maniacs
-Irritabilitat
Durada simptomes afectius prodromics (dies) (m,SD)
Variables cliniques de I'episodi agut :
DUP(m, SD)
cGAS (m, SD)
prevalenga simptomes afectius (n, %)
-depressius purs
-Mixtes

-maniacs purs

Severitat simptomes psicotics (m, SD) - PANSS positiva
- PANSS negativa

-HDRS
- YOUNG

Severitat simptomes afectius (m, SD)

TB
(N=24)
16(66,7)

15,67(1,57)

2,46(1,02)
12 (50)
7(29,2)

11,75(4,42)

8(33,3)
4(16,7)
3(12,5)
20(83,3)
10(41,7)
7(29,2)
3(12,5)
74,00(89,57)

61,71(58,72)
32,33(15,87)
21(87,5)
7(29,2)
11(45,8)
3(12,5)
24,33(7,13)
17,46(9,81)
20,00(11,17)
20,67(16,36)

ESQ
(N=47)
34(72,3)

15,28(2,02)

2,79(1,39)
14(29,8)
14(29,8)

11,12(4,38)

20(42,6)
10(21,3)
2(4,0)
20(42,2)
8(17,7)
4(8,5)
8(17,0)
90,20(89,26)

73,57(56,72)
33,32(16,26)
40(85,1)
9(19,1)
19(40,4)
12(25,5)
23,04(5,57)
21,57(8,49)
16,98(7,07)
15,93(7,93)

X2/t

0,24
0,49
-1,02
2,79
0,003

0,49

0,58
0,21
1,86
10,74
5,09
5,17
0,24
-0,73

-0,63¢
-0,24
0,78
091
0,19
1,61
0,83
-1,83
1,39
1,64

p

0,78
0,39
0,31
0,08
0,95

0,64

0,60

0,75
0,31

0,001

0,04
0,04
0,73
0,57

041
0,80
0,54
0,37
0,80
0,24
0,40
0,08
0,23
0,19

Nota: atrastorns relacionats amb el neurodesenvolupament (TDAH, trastorns de la eliminacié , motors, llenguatge i

aprenentatge P’ log- transformation (m/SD) 1,59 (0,52) vs 1,71( 0,51) ¢ log- transformation (m/SD) 1,58(0,47) vs 1,65( 0,50)
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Es van incloure en el model de regressié com a variables independents : les variables
demografiques ( edat i sexe) , els simptomes afectius en fase prodromica , els simptomes
negatius ( PANSS-) i la historia familiar de trastorn afectiu. Després de l'analisi multivariant
nomeés els simptomes afectius prodromics van resultar de forma significativa més freqiients en

TB que en ESQ (OR = 7,56, IC 95%, 2,06-27,47, p = 0,002).

4.3.4. Comparacio de les caracteristiques cliniques entre pacients amb edat d’inici a

la infantesa i a la adolescéncia

En la seglient taula es poden observar les caracteristiques cliniques segons 1'edat d’inici del
PEP: menor de 13 o inici a la infantesa ( COP) i major de 12 o inici a I’adolescéncia (AOP).

Taula 10 : Diferéncia entre antecedents premorbids, simptomes afectius i psicotics, tendéncia

suicida i diagnostics segons edat d’inici

Pacients Pacients X2 P
<13 anys >12 anys
(N=8) (N=87)
Génere(masculf) ( N,%) 5(62,5) 58(66,7) 0,81 1
Antecedents que precedeixen PEP:
Trastorns premorbids(n, %)
- Trastorns relacionats amb el neurodesenvolupament 5(62,5) 32(36,8) 0,16 0,25
- Trastorns d’ansietat 6(19,4) 14(21,9) 0,26 0,35
- Trastorns depressius 0 6(6,9) 0,99 0,1
Simptomes afectius prodromics (n, %) 4(50) 49(56,3) 0,73 0,72
-Depressius 1(12,5) 25(28,7) 0,29 0,43
-Maniacs 1(12,5) 13(14,9) 0,84 1
-Irritabilitat 2(25) 11(12,6) 0,66 0,30
Variables cliniques de I’episodi agut:
Prevalenca de simptomes afectius (n/%) 6(75) 75(82,6) 0,73 0,23
- depressius purs 0 22(25,3) 0,23 0,19
- Mixtes 3(37,5) 39(44,8) 0,97 1
-maniacs purs 3(37,5) 14(16,1) 0,30 0,15
Severitat simptomes psicotics (m, SD) - PANSS positiva 20,25(5,06) 23,87(6,34) 1,56 0,12
- PANSS negativa 20,13(9,86) 19,54(8,94) -0,17 0,86
DSM-1V diagnostic als 12 mesos(n/%) - Esquizofrénia 6(75) 41(65,1) 0,57 0,70
- Trastorn Bipolar 2(25) 22(34,9)
Tendencia suicida 3(37,5) 28(32,2) 0,76 0,51
Tendencia suicida severa ¢ 3(37,5) 17(19,5) 0,26 0,35

bTendencia Suicida : Puntuacié CGI-SS de 2 a5 ctendencia suicida severa: Puntuaci6 de CGI-SS entre 41 5 (idees/plans
eintents
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Background: The affective dimension has scarcely been studied in early-onset psychosis. Our aims were to investigate
the prevalence and type of affective symptoms in the prodromal and acute phases of early-onset psychosis and to
examine their relationship with suicide. We also sought to establish whether the presence of premorbid antecedents or
the presence of affective symptoms during the prodromal and acute phase might predict a later diagnosis of bipolar
disorder (BP) or schizophrenia (SZ). Method: Participants were 95 youths, aged 9-17 years, experiencing a first
episode of a psychotic disorder (FEP) according to DSM-IV criteria. Prodromal affective symptoms in the year prior to
the onset of full-blown psychosis were assessed by means of the K-SADS. Affective symptoms during the acute episode
were evaluated using the Hamilton Depression Rating Scale and the Young Mania Rating Scale. Suicidality was
assessed during the acute episode and at 6 and 12 months. Results: Half of the patients experienced affective
symptoms during the prodrome, with depressive symptoms being the most frequently reported. During the acute
episode, 23.2% presented depressive, 41.4% mixed and 18.9% manic symptoms. After logistic regression analysis,
only the presence of depressive symptoms was significantly associated with suicidality during the 12 months following
the FEP. Neither early premorbid antecedents nor the prevalence or type of affective symptoms during the FEP
predicted a diagnosis of BP or SZ at 12 months. However, both depressive and manic prodromal symptoms were
associated with a later diagnosis of BP. Conclusions: The FEP of both SZ and BP is preceded by an identifiable
prodromal phase. Early detection programs should target young people at clinical risk for the extended psychosis
phenotype. The high prevalence of affective symptoms during the early phases of psychosis may encourage clinicians
to identify and treat them in order to prevent suicide behaviour. Keywords: Psychosis, suicidality, depression.

definitions of the Clinician-Rated dimensions of Psy-
chosis Symptom Severity in Section III of DSM 5.
Section III includes conditions for further study, as
the scientific evidence currently available is not
enough to support widespread use. Therefore, study-
ing the interaction between affective and psychotic
dimensions, regardless of DSM diagnosis, is now a
thriving area of research (Keshavan et al.,, 2011;
Tamminga et al., 2014).

The study of emotional dysfunction in psychosis
has mainly focused on depressive symptoms. In fact,
it has been suggested that depression may be an
independent dimension of psychotic illness (Hafner
et al., 2005), one that is not influenced by treatment
or psychotic symptoms. In studies with adult psy-
chotic samples, depressive symptoms have been
reported to be especially prominent in the early
stages of the illness, that is, in the prodrome
(Fusar-Poli et al., 2013) and in the first episode of
psychosis (FEP) (Romm et al.,, 2010; Upthegrove
et al., 2010), with rates ranging between 17% and
80% depending on the criteria used to define depres-
sion. The recognition of depression as a predominant
feature in the early stages of psychosis is important

Introduction

The Kraepelinian dichotomy, which establishes a
categorical division between affective and nonaffec-
tive psychoses, has dominated research and clinical
practice for many years. However, advances in molec-
ular genetics over the last decade have shown over-
lapping findings in the neurobiological basis of
schizophrenia (SZ) and bipolar disorder (BP) (Mosk-
vina et al., 2009; Purcell et al., 2009). These findings
have challenged the categorical division of psychoses,
leading to calls for a dimensional approach to the
classification of disorders (Demjaha et al., 2009).In
the new DSM-5, SZ and BP spectrum disorders
continue to appear in separate categories (American
Psychiatric Association, 2013). However, the inclu-
sion of a dimensional assessment of psychotic disor-
ders has represented a great step forward (Tandon
et al., 2013). Although affective symptoms have not
been included in Criterion A for schizophrenia spec-
trum category, the depression and mania dimensions
can now be scored in terms of severity following the

Conflict of interest statement: No conflicts declared.

© 2014 Association for Child and Adolescent Mental Health.
Published by John Wiley & Sons Ltd, 9600 Garsington Road, Oxford OX4 2DQ, UK and 350 Main St, Malden, MA 02148, USA

74



2 Vanessa Sanchez-Gistau et al.

because of its relationship with suicide risk (Pompili
et al.,, 2011), which is at its highest during this
period (Dutta et al.,, 2010). Mixed symptoms have
also been associated with suicidal behaviour (Gold-
stein et al., 2012; Gonzalez-Pinto et al., 2004). How-
ever, the dichotomized categorization of affective and
nonaffective psychosis and the previous narrow
DSM-IV criteria for a mixed episode, which did not
contemplate concurrence with psychotic symptoms,
have confined the study of mixed symptoms to BP.
Subsequently, aside from the research on depressive
symptoms, very few FEP studies (Aspiazu et al.,
2010; Peralta & Cuesta, 2009; Salvatore et al., 2007)
have investigated whether other affective dimensions
such as mania or mixed states are prominent in the
acute phase or are associated with suicidality.

The presence of affective symptoms during the
prodrome and the first acute episode of the extended
psychosis continuum has been even less studied in
the context of early-onset psychosis. Findings from
the very few studies focusing on the prodromal phase
of both early-onset mania (psychotic and nonpsychot-
ic) and SZ have reported a symptomatic overlap,
suggesting that both subthreshold affective and psy-
chotic symptoms are potentially identifiable prior to
the full-blown syndrome (Correll et al., 2007). In
addition, even before the appearance of subthreshold
prodromal symptoms, premorbid neurodevelopmen-
tal abnormalities and a broad range of psychopatho-
logical symptoms have been described in early-onset
psychosis of both affective and nonaffective types
(Cannon et al., 2001; Conus et al., 2010; Hollis,
2003). With regard to the acute phase, some ear-
ly-onset psychosis studies have reported high rates of
depressive symptoms (Remschmidt & Theisen, 2012).
However, the prevalence of other affective symptoms
such as mixed symptoms, and their relationship with
suicide, has not been examined.

A previous study by our group (Sanchez-Gistau
et al.,, 2013) found that 12.4% of early-onset FEP
patients attempted suicide during the first two years
following the FEP, with the majority of attempts
(10.9% of the total sample) occurring during the first
12 months. Based on these findings, we chose the
same period for the present study. Our primary aim
was to investigate the prevalence and type of affec-
tive symptoms in the prodromal and acute phases of
early-onset FEP, and to examine their relationship
with suicide. In addition, we sought to determine
whether premorbid antecedents or type of affective
symptoms during the prodromal and acute phases
might predict a later diagnosis of BP or SZ.

Method
Participants

The data were collected as part of the CAFEPS (Child
and Adolescent First Episode Psychosis Study), a
multicentre, longitudinal, and naturalistic study

(Castro-Fornieles et al., 2007) which was approved
by the Ethical Review Boards at each participating
hospital. One hundred and ten patients aged
between 9 and 17 years were recruited from six
different child and adolescent psychiatry depart-
ments in Spain between March 2003 and November
2005. All patients were in their FEP, defined as the
presence of positive psychotic symptoms such as
delusions or hallucinations (scores above 4 on items
P1 or P3 of the PANSS) for fewer than six months at
baseline assessment. Exclusion criteria were: pres-
ence of a concomitant Axis I disorder at the time of
evaluation that might account for the psychotic
symptoms (such as substance-induced psychoses,
autistic spectrum disorders, post-traumatic stress
disorder, or acute stress disorder), mental retarda-
tion, neurological disorders, history of head trauma
with loss of consciousness, and pregnancy.

Assessments

After obtaining written informed consent from
patients and their parents or legal guardians, a
comprehensive assessment was conducted by clini-
cally experienced psychologists or psychiatrists.
Each clinical assessment of parents and children
was administered on the same day by a single
clinician. The rater was the same for each patient
at baseline and follow-up. The complete clinical
assessment included:

Socio-demographic features and early antecedents

Socioeconomic status (SES) was estimated using the
Hollingshead-Redlich index (Hollingshead & Redlich,
2007). Information on history of psychiatric disor-
ders among first- and second-degree relatives was
obtained through direct interview with the parents.
The Schedule for Affective Disorders and Schizo-
phrenia for School-Age Children - Present and
Lifetime version (K-SADS-PL; Kaufman et al.,1997),
administered separately to parents and youth, was
used to confirm the current diagnosis of a psychotic
disorder at admission and the presence of premorbid
disorders according to DSM-IV criteria. Therefore,
current and past disorders were based on summary
ratings which include all sources of information
(parents, children, school and clinical charts).

Prodromal affective symptoms

The presence of proximal prodromal affective symp-
toms, that is, during the year prior to the onset of
full-blown psychosis (Conus et al., 2008), was deter-
mined by scoring the depressive and mania items in
the Diagnostic Screening Interview of the K-SADS-PL
on a 0-3 point scale (0O ‘no information’, 1 ‘symptom
not present’, 2 ‘subthreshold levels of symptoms,
and 3 ‘threshold criteria’). In order to incorporate
subsyndromal symptoms, patients had to reach at
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least a ‘subthreshold’ level of symptoms on one or
more of the depression or mania items. Symptoms
were grouped as either depressive (depressive mood,
anhedonia, and apathy) or manic (elation, decreased
need to sleep, increased goal activity and racing
thoughts). As the symptom of irritability is included
in both depressive and manic screening diagnoses,
patients presenting irritability without any other
depressive or manic symptom were considered sep-
arately. This resulted in three categories of prodro-
mal affective symptoms: depression, irritability and
mania. Symptom duration till the onset of full-blown
psychosis was also recorded.

Clinical characteristics of the acute psychotic
episode

Duration of untreated psychosis {DUP) was defined
as the interval in days between the first noted
psychotic symptom and the start of treatment at
the mental health service.

Severity of psychotic symptoms was assessed
using the validated Spanish version of the Positive
and Negative Syndrome Scale (PANSS; Peralta &
Cuesta, 1994), while functional impairment was
assessed by means of the Children’s Global Assess-
ment Scale (CGAS; Shaffer et al.,1983).

Affective symptoms were assessed using the Young
Mania Rating Scale (YMRS; Young, Biggs, Ziegler, &
Meyer,1978) and the Hamilton Depression Rating
Scale (HDRS,;; Hamilton, 1967). To include milder
forms of affective symptoms, a cut-off score of 15,
representing clinical judgment of ‘at least moderate
symptoms’, was established. Following standard
operational criteria (Tohen et al., 2009), patients
presenting HDRS scores above 14 were considered to
manifest pure depressive symptoms if their YMRS
score was less than 15, and to manifest mixed
symptoms when their YMRS score was greater than
14. Conversely, patients scoring more than 14 on the
YMRS and less than 15 on the HDRS were regarded
as presenting pure manic symptoms.

Suicidality

Suicidality was assessed using the Clinical Global
Impression for Severity of Suicidality (CGI-SS;
Lindenmayer et al., 2003). The CGI-SS assesses the
global severity of suicidality on a five-point scale: 1-
not at all suicidal, 2- mildly suicidal, 3- moderately
suicidal, 4- severely suicidal, and 5- attempted
suicide. A consensus was reached among clinicians,
who assigned a score of 2 when the patient
expressed a mild wish to die, 3 when the patient
expressed a moderate wish to die, 4 in the case of
ideation or plans to attempt suicide, and 5 when a
suicide attempt was confirmed. Suicide attempt was
defined as ‘a self-destructive act with some degree of
intent to end one’s life requiring medical attention’
(Posner, Oquendo, Gould, Stanley, & Davies, 2007).
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Patients were assessed at intake and at 6 and
12 months of follow-up. Patients reporting suicide
attempts during the prodromal phase or scoring
between 2 and 5 on the CGI-SS at intake or during
follow-up were considered to be suicidal. We defined
severe suicidality as presenting suicidal ideas, plans
or attempts (scores of 4 and 5 on the CGI-SS).

Statistical analyses

For the first study objective, the sample was divided
into suicidal and nonsuicidal patients, examining
differences in clinical data across the two groups.
Chi-square statistics with Yates’ correction and
Fisher’s exact text were used to compare percentages
of discrete variables, while the Student’s t test was
used to compare continuous variables. Because of
the skewed nature of DUP and the duration of
prodromal affective symptoms these variables were
logarithmically transformed to normalize them for
the analysis. To test the independence of the rela-
tionship between affective symptoms and suicidality,
clinical variables that were significant at p < .10 in
the univariate analysis were entered as covariates in
a multiple binary logistic regression analysis, with
suicidal status as the dependent variable. The same
procedure was performed considering severe suici-
dality (CGI-SS scores between 4 and 5) as the
dependent variable.

With regard to the second study objective, we only
included patients with a definite diagnosis of BP or
SZ at 12 months. The two diagnostic groups were
compared following the same statistical approach
described above. Significance was set at p < .05. All
p values were two-tailed. Odds ratios (OR) and
confidence intervals (CI) were also calculated so as
to determine the independent contribution of the
study outcome variables.

Results
Characterization of the sample

More than half of patients were male (66.3%), 30%
had a family history of psychosis and 50% were
among the lowest SES levels (I and II). The mean age
of the sample was 15.5 £+ 1.8 years; and only eight
patients were under 13 years (childhood-onset
schizophrenia). Characteristics of childhood and
adolescent-onset psychosis patients are shown in
online supplementary Table S1.

Of the 95 patients included, 76 (80%) required
hospitalization during their FEP. Given the difficulty
of establishing a definitive diagnosis in the acute
episode (Castro-Fornieles et al., 2011), the most
accurate DSM-IV diagnosis at 12 months was taken.
This yielded the following distribution for the sample:
24 bipolar disorder, 47 schizophrenia, 7 schizoaffec-
tive disorder, 11 psychosis not otherwise specified
and 6 depressive disorder with psychotic features.
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With regard to early antecedents, more than 60%
of the sample fulfilled criteria for a premorbid
disorder (22.1% anxiety spectrum disorders, 6.3%
depressive disorders and 38.9% neurodevelopmental
related disorders). Under ‘neurodevelopmental
related disorders’, we included a number of premor-
bid developmental abnormalities such as language
disorders, motor disorders, learning disabilities,
ADHD and elimination disorders.

Prevalence of early neurodevelopmental disorders
in the sample was as follows: 16.8% language
disorders, 8.4% motor disorders, 11.6% learning
disabilities, 12.7% ADHD and 12.7% primary enure-
sis during toddlerhood. Nearly 60% of subjects had
had contact with mental health services prior to the
first full-blown psychotic episode: 61.4% during the
premorbid stage and 38.4% during the prodromal
phase.

Prevalence of affective symptoms during the
prodromal and acute phases

Fifty-three subjects (55.8%) reported clinically sig-
nificant affective symptoms during the prodromal
phase. Among subjects reporting prodromal affective
symptoms, nearly 50% presented depressive symp-
toms, 26.4% manic symptoms, and 24.5% irritabil-
ity. Eight of these subjects also fulfilled all DSM-IV
criteria for a major depressive disorder without
psychotic features, while two met the criteria for an
adjustment disorder with depressive mood and a
further two the criteria for a hypomanic episode. The
mean duration of prodromal affective symptoms was
90.23 days (SD 132.00). During the acute psychotic
episode, 22 subjects (23.2%) presented pure depres-
sive symptoms, 39 (41.1%) mixed symptoms and 18
(18.9%) manic symptoms. Only 17.8% of the whole
sample did not suffer clinically relevant affective
symptoms during the prodromal or acute phase.

Comparison of affective symptoms during the
prodromal and acute phases between suicidal and
nonsuicidal patients

Eight subjects attempted suicide during the prodro-
mal phase. Thirty-one patients (32.6%) presented
suicidality during the first 12 months after psycho-
sis onset, of whom 64.5% presented severe suicidal-
ity. Among subjects presenting severe suicidality,
60% attempted suicide during the follow-up period.

When suicidal and nonsuicidal patients were
compared at the univariate level (Table 1), they did
not differ in prevalence or duration of affective
prodromal symptoms. However, these groups did
differ in the type of prodromal affective symptoms,
with depression being significantly more prevalent in
the suicidal group. With regard to the acute episode,
suicidal subjects were more likely to present longer
DUP, more pure depressive symptoms, and lower
scores on the PANNS positive subscale than were

nonsuicidal patients. Suicidal subjects also scored
higher on both the HDRS and YMRS.

To evaluate the independency of the association
between suicidality and depressive symptoms in
both prodromal and acute phase, variables showing
a p value <.10 in univariate analysis were included
as covariates in the regression model: PANNS
positive, DUP and GAF in addition to age and gender.
Due to inter-correlation with the categorical vari-
ables measuring affective symptoms, HDRS and
YMRS scores were not included in the logistic
regression analysis. PANSS positive scores were
strongly and significantly correlated with YMRS
scores (Pearson r= .59, p < .000), but showed only
a low and nonsignificant correlation with HDRS
scores (Pearson r= .10, p = .33). A low, yet signifi-
cant correlation was found between the PANSS
negative and HDRS scores (Pearson r = .22, p = .02).

After multivariate analysis only depression during
the acute episode was significantly associated with
suicidal behaviour (OR = 4.75; 95% CI, 1.59-15.13,
p = .005). However, prodromal depressive symptoms
showed an association that approached significance
(OR = 2.55; 95% CI, 1.01-7.19, p = .07).

Repeating the analysis with severe suicidality as
the dependent variable reproduced the association
with depressive symptoms during the acute phase
(OR =3.71; 95% CI, 1.23-11.22, p = .02).

Comparison of clinical characteristics during
premorbid, prodromal and acute phases between
bipolar disorder and schizophrenia

As can be seen in Table 2, the univariate analysis did
not show differences in the prevalence of anteced-
ents preceding the acute phase of SZ or BP. However,
while prodromal affective symptoms were reported
significantly more often by patients with BP than by
those with a diagnosis of SZ, the groups did not differ
in terms of the prevalence or type of affective
symptoms during the acute episode. In addition,
there was a trend towards a significant difference
between groups with regard to the prevalence of a
family history of affective disorders and the severity
of negative symptoms during the acute phase.

To test the independence of the relationship
between prodromal affective symptoms and BD,
family history of affective disorder and PANSS neg-
ative score were included as covariates in the logistic
regression model After the multivariate analysis only
prodromal affective symptoms were significantly
more frequent in BP as opposed to SZ (OR = 7.56;
95% CI, 2.06-27.47, p = .002).

Discussion

While acknowledging the methodological disparity
between studies that have measured prodromal
affective symptoms, the high prevalence of such
symptoms among our sample is consistent with
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Table 1 Comparison of socio-demographic and clinical variables between suicidal and nonsuicidal groups

Suicidal Subjects (N = 31) Nonsuicidal subjects (N = 64) x>t P
Socio-demographic
Gender (male; N, %) 17 (54.8) 46 (71.9) 2.71 11
Age (M, SD) 15.00 (2.04) 15.69 (1.57) 1.80 .08
SES (M, SD) 2.58 (1.23) 2.63 (1.29) 0.15 .87
Family history (n, %)
Affective disorder 15 (48.4) 22 (34.4) 1.72 .26
Psychotic disorder 0 (32.3) 18 (28.1) 0.17 .81
Antecedents preceding FEP
Age at first contact (M, SD) 12.24 (3.91) 11.46 (4.20) 0.47 STD
Premorbid disorders (n, %)
Neurodevelopmental related disorders® 13 (41.9) 20 (31.3) 0.82 .67
Anxiety spectrum disorders 6 (19.4) 14 (21.9) 0.08 77
Depressive disorders 5(16.1) 4 (6.3) 0.97 .64
Prodromal affective symptoms (n, %) 17 (54.8) 36 (56.3) 0.17 .88
Depressive 13 (41.9) 13 (20.3) 4.91 .04
Manic 2 (6.5) 12 (18.8) 2,51 «13
Irritability 2 (6.5) 11 (17.2) 2.01 21
Duration of prodromal affective symptoms 96.17 (88.96) 72.52 (79.48) —~1.29° .22
(days; M, SD)
Clinical FEP variables
DUP (days; M, SD) 79.10 (53.38) 61.16 (56.74) —2.08° .02
Global functioning (M, SD) cGAS 37.06 (11.48) 31.63 (16.42) —1.65 .10
Prevalence of affective symptoms (n/%) 27 (84.4) 54 (84.4) 1.12 .76
pure depressive 13 (41.9) 9 (14.1) 9.11 .004
Mixed 11 (35.5) 31 (48.4) 1.42 .27
Pure manic 3(9.7) 14 (21.4) 2.11 .16
Psychotic symptoms severity (M, SD)
PANSS positive 21.39 (5.26) 24.65 (6.53) 2.40 .02
PANSS negative 19.06 (7.45) 19.89 (9.66) 0.39 .79
Affective symptoms severity (M, SD)
HDRS,; 21.81 (9.63) 12.24 (3.91) —2.62 .01
YOUNG 12.52 (7.21) 19.67 (11.40) 3:19 .002

Suicidal subjects, Subjects scoring higher than 2 in Clinical Impression Global Scale of Suicidality (CGI-SS); SES, socioeconomic
status; DUP, duration of Untreated Psychoses; c-GAS, Children Global Assessment Scale; PANSS, Positive and Negative Syndrome
Scale; YMRS: Young Mania Rating Scale; HDRS,;, Hamilton Depression Rating Scale.

“Neurodevelopmental related disorders: (Attention Deficit hyperactivity Disorder, elimination disorders, motor, language and

learning disabilities).

"log-transformation (mean/SD)
“log-transformation (mean/SD)

1.79 (0.45) versus 1.60 (0.50).
1.76 (0.39) versus 1.54 (0.51).

rates reported in both early- and adult-onset stud-
ies (Andriopoulos, Ellul, Skokou, & Beratis, 2011;
Correll et al., 2007; Upthegrove et al., 2010). More
than half of our patients experienced subsyndro-
mal or syndromal affective symptoms in the prox-
imal prodrome to full-blown psychosis, with
depressive symptoms being the most commonly
reported. The fact that DUP was shorter than the
duration of prodromal affective symptoms supports
the notion that disturbances in emotional regula-
tion appear before psychotic symptoms (Birchwood,
2003; Hafner & an der Heiden,1999). However, this
finding should be interpreted with caution, as only
patients with a DUP of less than six months were
included. Indeed, we focused only on the proximal
prodrome near full psychosis onset, and only
the screening symptoms for mania and depression
on the K-SADS were included as prodromal affec-
tive symptoms. The focus on the proximal pro-
drome, however, improves the reliability of the
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retrospective information provided by both parents
and youth.

Our finding that 64.3% of subjects had clinically
significant depressive symptoms (23.2% pure and
41.1% mixed) in the acute phase is concordant with
the notion that depressive symptoms are a salient
characteristic of acute psychosis (Romm et al,,
2010). It should also be noted that neither PANSS
positive nor PANSS negative scores were strongly
correlated with HDRS scores. This low correlation
suggests that the severity of depressive symptoms is
not directly related to the severity of either negative
or positive psychotic symptoms (Birchwood, 2003;
Upthegrove et al., 2010), thus supporting the
hypothesis of an affective dimension in psychosis,
at least in the acute phase.

In line with the review by Pompili et al., 2011) we
found that depressive symptoms during the prodro-
mal and, especially, the acute phase increase the
risk of presenting suicidal behaviour during the first
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Table 2 Comparison of socio-demographic and clinical variables between BP and SZ

Bipolar (N = 24) Schizophrenia (N = 47) 2/t P
Socio-demographic
Gender (male; N, %) 16 (66.7) 34 (72.3) .24 .78
Age (M, SD) 15.67 (1.57) 15.28 (2.02) .49 .39
SES (M, SD) 2.46 (1.02) 2.79 (1.39) -1.02 .81
Family history (n, %)
Affective disorder 12 (50) 4 (29.8) 2.79 .08
Psychotic disorder 7 (29.2) 4 (29.8) .003 .95
Antecedents preceding FEP
Age at first contact (M, SD) 11.75 (4.42) 11.12 (4.38) .49 .64
DSM-1V Premorbid disorders (n, %)
Neurodevelopmental related disorders® 8 (33.3) 20 (42.6) 58 .60
Anxiety spectrum disorders 4 (16.7) 10 (21.3) 21 S
Depressive disorders 3 (12.5) 2 (4.0 1.86 .31
Prodromal affective symptoms (n, %) 20 (83.3) 20 (42.2) 10.74 .001
Depressive 10 (41.7) 8 (17.7) 5.09 .04
Manic 7 (29.2) 4 (8.5) 5.17 .04
Irritability 3 (12.5) 8 (17.0) .24 3
Duration of prodromal affective symptoms (m, SD)® 74.00 (89.57) 90.20 (89.26) —. 73" .57
Clinical FEP variables
DUP (M, SD) 61.71 (58.72 73.57 (56.72) —.63° 41
cGAS (M, SD) 32.33 (15.87) 33. 32 (16.26) —24 .80
Affective symptoms 21 (87.5) 0 (85.1) 8 .54
Pure depressive 7 (29.2) 9 (19.1) 91 .37
Mixed 11 (45.8) 19 (40.4) .19 .80
Pure manic 3 (12.5) 12 (25.5) 1.61 .24
Psychotic symptoms severity (M, SD)
PANSS positive 24.33 (7.13) 23.04 (5.57) .83 40
PANSS negative 17.46 (9.81) 21.57 (8.49) -1.83 .08
Affective symptoms severity (M, SD)
HDRS 20.00 (11.17) 16.98 (7.07) 1.39 28
YOUNG 20.67 (16.36) 15.93 (7.93) 1.64 19

SES, socio economic status; DUP, duration of untreated psychoses; c-GAS, Children Global Assessment Scale; PANSS, Positive and

Negative Syndrome Scale; YMRS, Young Mania Rating Scale; HDRS,;, Hamilton Depression Rating Scale.

“Neurodevelopmental related disorders: (Attention Deficit hyperactivity Disorder, elimination disorders, motor language and

learning disabilities).

PLog-transformation (mean/SD) 1.59 (0.52) versus 1.71 (0.51).
°Log-transformation (mean/SD) 1.58 (0.47) versus 1.65 (0.50).

year after psychosis onset. By contrast, we found no
association between suicidality and mixed symp-
toms. The finding that mixed symptoms were the
most common affective symptoms accompanying
early-onset FEP (41% of the whole sample) is novel.
Although there are no other early-onset psychosis
studies with which to compare our findings, our
results suggest that ‘psychosis with mixed symp-
toms’ constitutes a frequent clinical picture in
childhood and adolescence that is not only confined
to the BP. However, while the new DSM-5 criteria do
allow for a diagnosis of mixed episode with psychotic
features, the ‘mixed features specifier’ is still
restricted to the BP category. Similarly, although
the depression and mania dimensions can now be
rated within SZ spectrum disorders it could
be argued that the mixed dimension might also be
considered when encoding early-onset psychotic
presentations of both SZ and BP.

Furthermore, the fact that, in the present study,
neither the type nor severity of affective and positive
psychotic symptoms differed between the diagnostic
groups suggests that the presence of affective or

positive symptoms per se is not a good predictor of a
later diagnosis of BP or SZ. Regarding negative
symptoms, patients with SZ scored higher than
those with BP on the PANSS negative subscale.
Although the difference did not reach statistical
significance, this tendency is in accordance with
studies reporting a higher level of negative symptoms
in patients with SZ as compared with other types of
psychoses (Lyne et al., 2012). Our findings therefore
support that a dimensional diagnostic and treatment
approach might be more appropriate for addressing
the heterogeneity of symptoms in a FEP (Barch et al.,
2013).

With regard to the antecedents preceding the FEP,
only a higher prevalence of prodromal affective
symptoms was able to distinguish between BP and
SZ. Notably, nearly 43% of SZ presented affective
symptoms in the year preceding the full-blown
psychosis, with depressive symptoms being the most
common. While this is quite a high prevalence it
nonetheless contrasts with the findings for
BP. The vast majority of BP reported prodromal
affective symptoms for the same period, with a high
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proportion of both subthreshold depressive and
manic symptoms. Subthreshold prodromal manic
symptoms therefore seem to be more specific to a BP
pathway than to a SZ pathway (Bechdolf et al.,
2012).

As noted in a recent review by Arango and
colleagues (Arango, Fraguas, & Parellada, 2014),
previous findings from the CAFEPS study showed
that early-onset SZ and BP both present more
developmental impairments such as premorbid cog-
nitive impairment, poor premorbid functioning, more
obstetric complications and more neurological soft
signs than do controls. Here, in addition, we report
that early premorbid psychopathological anteced-
ents did not differentiate between diagnostic sub-
types. However, when patients are stratified by age,
while adolescent-onset subjects showed rates of
neurodevelopment-related disorders of 35%, child-
hood-onset subjects presented rates of more than
60%. Indeed, 75% of childhood-onset subjects were
diagnosed with SZ. The low number of child-
hood-onset patients may mean that the study is
underpowered to make further comparisons and
conclusions. Nonetheless, the exploratory analysis
is concordant with findings from childhood-onset SZ
studies which have demonstrated that child-
hood-onset subjects are more neurodevelopmentally
compromised than adolescent-onset subjects (Rapo-
port & Gogtay, 2011).

Together, these findings suggest that the two
disorders seem to share a similar pattern of devel-
opmental abnormalities, which are nonetheless
more severe when the onset of psychosis occurs in
childhood. Furthermore, our results add evidence in
support of the existence of developmental precur-
sors and early heterogeneous psychopathology
years before the onset of the proximal prodrome to
both the first schizophrenia episode (Cornblatt
et al., 2003) and the first psychotic mania episode
(Conus et al.,, 2008). The substantial overlap of
symptoms in the premorbid and prodromal phases
also suggests that early identification programs
should seek to detect not only the prepsychotic
phase of SZ but also the premanic phase of BP
(Correll et al., 2007).

This study has certain methodological limitations
that need to be considered when interpreting the
results. First, the relatively modest sample size may
be underpowered to detect associations and large
effects. In addition, some of the observed associa-
tions have wide confidence intervals and require
replication. Second, prodromal affective symptoms
were not assessed using a standardized instrument
and the clinicians who conducted the assessments
were not blind to study outcomes. Third, mood state
was defined by operational criteria using the YMRS
and HDRS,; rather than DSM-IV criteria, which are
more restrictive, especially for defining mixed epi-
sodes. In support of our approach, the inclusion of
patients with milder forms of affective symptoms has
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been demonstrated to be clinically important (Dodd
et al., 2010). Regarding the measurement of suici-
dality, although the CGI-SS has not been validated
in child and adolescent subjects and its reliability
was not tested, information about suicide was care-
fully recorded not only during the interviews by
asking patients and parents but also by reviewing
medical records when available. Finally, some points
should be considered regarding the generalization of
the findings. First, our findings may not be general-
izable to BP or depressive disorder without psychotic
features. Second, given the limited number of
childhood-onset subjects, our findings are mainly
addressed to adolescent-onset FEP. Furthermore,
the fact that 80% of patients were in an in-patient
unit when they were recruited may represent a bias
towards inclusion of more severe cases, which may
impede the generalization of conclusions to less
severe cases.

Despite these methodological limitations, which in
part are a consequence of the scarcity of early-onset
FEP studies, our data nonetheless provide valuable
‘real world’ clinical information about early-onset
FEP, including all types of psychosis, with assess-
ment taking place very soon after psychosis onset
and with patients following naturalistic treatment.
As already noted, there are no studies of early-onset
FEP focusing on the affective dimension of psycho-
ses, aside from depression, with which to compare
our findings. The present study therefore aims to
generate hypotheses and facilitate future research
with larger samples, especially with regard to the role
of mixed symptoms in early-onset psychosis.

Our results may have clinical implications. The
finding that affective symptoms frequently precede
and accompany early-onset FEP highlights the
importance of their being accurately assessed,
regardless of DSM categories of psychotic disorders.
Patients presenting depressive symptoms in the
prodromal or acute phase have a worse prognosis
in terms of suicidality, with close follow-up being
needed in order to prevent the major complication of
psychotic illness. Our results, therefore, should
encourage clinicians to use the dimensional assess-
ment in Section III of DSM 5 to capture the severity of
affective symptoms and their evolution during the
follow-up to individualize treatment and minimize
negative outcomes in psychotic patients. Finally, if
future studies confirm that mixed symptoms are the
most salient affective symptoms during FEP in
early-onset patients, then this may influence the
treatment approach taken by clinicians.

Supporting information

Additional Supporting Information may be found in the
online version of this article:

Table S1. Comparison of clinical variables between
childhood and adolescent — onset of first episode
psychosis.
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Key points

outcomes in terms of suicidal behaviour.

be more appropriate.

o Affective symptoms are frequent in the early stages of early-onset psychoses, with only 17.8% of patients not
experiencing affective symptoms during the prodromal or acute phase.

¢ Mixed symptoms were highly prevalent during FEP, but only depressive symptoms were associated with
suicidal behaviour. Early detection and treatment of depressive symptoms in the early stages might improve

e The presence or type of affective symptoms during the FEP did not predict a later diagnosis of BP or SZ.
However, BP were more likely to manifest depressive and manic symptoms during the prodromal phase.
e A dimensional symptomatic approach in both the prodromal and acute phases of early-onset psychosis might
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5. DISCUSIO

Tal i com ampliament s’ha comentat en la introduccié, hi ha una manca d’estudis en PEP
d’inici preco¢ comparat amb estudis en PEP adults . La incidencia de la psicosi d’inici precoc¢ es
menor(Remschmidt and Theisen, 2012), hi ha escassos estudis longitudinals i els que hi ha
disponibles, son majoritariament de mostres reduides (Clemmensen et al., 2012;Vyas et al,, 2011).
Per tant volem destacar en primer lloc, la rellevancia de I'estudi CAFEPS, que es tracta de l'estudi
amb un mostra de psicosi d’inici recent ( DUP <6 mesos) més gran, incloent tot tipus de psicosi, amb
un tractament naturalistic i un disseny prospectiu que inclou avaluacions periodiques estructurades
realitzades per psiquiatres o psicolegs amb experiéncia en I'avaluacid i tractament de pacients en

edats infanto-juvenils mitjancant una bateria complerta d'instruments estandaritzats .

El fet que no hi hagi estudis previs amb els qué comparar de forma especifica els nostres
resultats , fa que la discussio es centri en gran part en les troballes dels estudis longitudinals de PEP

adults.

En resposta a la nostra primera hipotesi en l'estudi I , varem trobar que un 12,4% dels
pacients van realitzar algun IS durant els dos primers anys de seguiment. Aquesta taxa, per tant, esta
en el rang alt de les taxes reportades per estudis d’adults amb el mateix periode de seguiment (Melle
et al,, 2010;Bertelsen et al., 2007;Verdoux et al,, 2001). D'altra banda, el fet que la majoria dels IS es
produissin durant el primer any amb una prevalenca de gairebé un 11%, també és consistent amb la
literatura previa d’adults on s’informa que les taxes de IS sén especialment altes en el primer any

després de l'inici de la psicosi(Pompili et al,, 2011;Dutta et al., 2010).

A Tl'igual que altres estudis com el TIPS ( Early Intervention in First Episode) en PEP d’edats
entre 18 a 65 anys a Noruega (Melle et al, 2010) i el EEPIC ( Early Psychosis Prevention and
Intervention Centre) en adults joves de 15 a 24 a Australia (Fedyszyn et al,, 2010) , varem classificar
els pacients segons nivells de risc suicida en el moment de cada avaluacié. En concordanga amb els
esmentats estudis, la prevalenca de pacients amb un nivell més alt de risc suicida va ser major durant
I'episodi agut, disminuint drasticament al cap d'un any i augmentant lleugerament de nou als dos
anys de seguiment. A més, estudis en PEP adults amb seguiment més llargs, també han informat que
el risc de suicidi es manté més enlla dels 7 anys després de I'episodi agut(Robinson et al.,, 2010). Per
tant, els nostres resultats també suggereixen que el risc de suicidi en psicosi d’inici precog, segueix

essent un repte important pels clinics més enlla del segon any de seguiment(Dutta et al,, 2010) .

En quant als factors de risc per IS, les nostres troballes s6n altament consistents amb estudis
prospectius previs en adults, en els quals els predictors més potents per a futurs IS van ser els

relacionats amb la conducta suicida previa (Verdoux et al,, 2001;Nordentoft et al., 2002;Clarke et al.,
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2006;Gonzalez-Pinto et al., 2007;Bertelsen et al., 2007;Melle et al., 2010;Robinson et al., 2010;Bakst
etal., 2010b(Falcone et al,, 2010;]Jarbin and Von Knorring, 2004) i els simptomes depressius (Falcone
et al, 2010;Robinson et al, 2010;Upthegrove et al, 2010;Bakst et al, 2010a;Barrett et al,
2010b;Gonzalez-Pinto et al,, 2007;Bertelsen et al,, 2007;Clarke et al., 2006;]Jarbin and Von Knorring,
2004;Addington et al., 2004).

En concordanga també amb I'estudi TIPS, de disseny similar al nostre, haver estat classificat
com a alt risc suicida en el moment agut (és a dir pacients que manifestaven idees, plans o
presentaven un intent de suicidi en el moment de I'avaluaci6 basal) va predir realitzar IS durant el
seguiment(Melle et al,, 2010). En quant a la depressid, la gravetat dels simptomes i el tractament amb
antidepressius es van associar amb un alt risc de suicidi a 1'inici de I'estudi. Tot i la controversia
generada respecte a la relacid entre el tractament antidepressiu i el risc de suicidi en
adolescents(Hetrick et al.,, 2007;Brent and Birmaher, 2004), la explicacié més plausible a la nostra
troballa seria que els pacients més propensos a ser tractats amb antidepressius eren els que tenien
simptomatologia depressiva més severa, la qual cosa, com hem comentat esta associada a alt risc

suicida. No podem per tant concloure cap causalitat entre antidepressius i suicidi.

També varem explorar altres factors de risc no tan consistents entre els estudis de PEP adults
com: major DUP, consum de substancies, severitat de la simptomatologia psicotica i major insight
sense trobar associacions significatives amb la conducta suicida. En quan a la manca d’associacié
amb la DUP, s’ha de tenir en compte que una DUP> 6 mesos es va considerar un criteri d'exclusié, pel
que la nostra mostra era forca homogenia i excloia per tant els subjectes més cronics. Tampoc varem
trobar associacié amb el consum de toxics. La informacié era obtinguda per entrevista amb el menor
per una banda i els pares per l'altra. Al no realitzar analisi d’orina per la recerca de toxics de forma
sistematitzada, no es pot excloure que els pacients hagin minimitzat el seu consum o bé que els pares
no siguin conscients dels habits dels seus fills. Respecte la severitat de la simptomatologia psicotica,
'associacié de IS amb els simptomes positius o negatius en mostres de PEP adultes ha mostrat
resultats inconsistents entre els estudis(Robinson et al., 2010;Bertelsen et al., 2007;Verdoux et al,,
2001). Per altra banda , la majoria coincideixen que el risc de suicidi no varia en funci6é de si un
individu té un diagnostic d’ESQ o psicosis espectre afectiu. En la nostra mostra, ni la gravetat de la
simptomatologia psicdtica positiva o negativa ni el subtipus diagnostic van ser predictors de IS, el
que porta a la conclusié que tant els simptomes positius i negatius com el diagnostic categorial tenen
un valor predictiu molt limitat en relacié als IS, tant en mostres d’inici a edat adulta com d’inici
precoc¢(Gonzalez-Pinto et al.,, 2011;Robinson et al.,, 2010;Dutta et al., 2010;Bakst et al., 2010b;Clarke
et al,, 2006;Jarbin and Von Knorring, 2004). Finalment, malgrat la relacié descrita entre depressio,

insight i suicidi en alguns estudis(Schwartz-Stav et al,, 2006;Crumlish et al,, 2005), nosaltres, a I'igual
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que altres(Flanagan and Compton, 2012;Bakst et al,, 2010b), sol varem trobar una associacié no

ajustada de major insight amb més alt risc suicida a 'episodi agut i durant el seguiment.

Tal com s’ha comentat fins ara, el risc suicida és més prevalent durant el periode que envolta
el primer episodi fins al primer any de seguiment.(Pompili et al,, 2011). Alhora, a part de la conducta
suicida previa, la simptomatologia depressiva esta fortament vinculada al risc de suicidi. En base a
que la majoria dels IS en el nostre estudi es van realitzar durant el primer any , en el segon estudi
varem escollir el periode comprés entre la fase prodromica proximal i els 12 primers mesos de

seguiment per estudiar aquesta associacié amb més profunditat.

A pesar de la disparitat metodologica entre els estudis que han mesurat els simptomes
afectius prodromics, l'alta prevalenca d'aquests simptomes en la nostra mostra és consistent
amb les taxes reportades tant per estudis de psicosis d'inici a edat adulta(Andriopoulos et al.,
2011;Upthegrove et al., 2010) com d’inici precog¢(Correll et al., 2007). Més de la meitat dels
nostres pacients van experimentar simptomes afectius subsindromics durant la fase
prodromica proximal , essent els simptomes depressius els més freqtients. El fet que la DUP fos
més curta que la durada dels simptomes afectius prodromics, déna suport a la idea que les
alteracions en la regulacié emocional apareixen abans dels simptomes psicotics (Birchwood et
al., 2005;Hafner et al,, 2005a). No obstant aixd, de nou aquest resultat s'ha d'interpretar amb
cautela, ja que només es van incloure pacients amb una DUP de menys de sis mesos. A més en
aquest estudi, ens centrem només en el prodrom proximal, i només els simptomes d’screening
per la mania i la depressié de la K-SADS es van incloure com a simptomes afectius prodromics.
L'enfocament en el prodrom proximal perd, té la avantatge que millora la fiabilitat de la

informacié retrospectiva proporcionada pels pares i els joves.

La nostra troballa de que el 64.3% dels subjectes presentava simptomes depressius
clinicament significatius (23,2% purs i el 41,1% mixtes) en la fase aguda és concordant amb la
idea que els simptomes depressius s6n una caracteristica destacada de la psicosi aguda (Romm
et al.,, 2010). També cal assenyalar que ni les puntuacions de la PANSS negativa ni de la PANSS
positiva van ser fortament correlacionades amb les puntuacions de la HDRS. Aquesta baixa
correlaci6 suggereix que la severitat dels simptomes depressius no esta directament
relacionada amb la gravetat dels simptomes psicotics negatius o positius (Upthegrove et al,,
2010;Birchwood, 2003), recolzant aix{ la hipotesi d'una dimensié afectiva en la psicosi, almenys

en la fase aguda.

Tal i com haviem hipotetitzat, varem trobar que els simptomes depressius durant la fase
prodromica i sobretot en la fase aguda, augmentaven el risc de presentar tendéncia suicida

durant el primer any després de l'inici de la psicosi. Per contra, no varem trobar associacio
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entre la tendéncia suicida i els simptomes mixtos. En canvi el fet que els simptomes mixtos
fossin els simptomes afectius més comuns acompanyant el PEP d'inici preco¢ (41% de la mostra
total) va ser inesperada i alhora, ésuna troballa novedosa que necessita replicacié. Per tant, si
es confirmés en futurs estudis, els nostres resultats suggeririen que "la psicosi amb simptomes
mixtes" constitueix un quadre clinic freqiient en la infancia i I'adolescencia, que no només es
limita al TB. No obstant aixd, mentre que els nous criteris del DSM-5 si permeten un diagnostic
d'episodi mixt amb simptomes psicotics, 'especificador "caracteristiques mixtes" encara esta
restringit a la categoria de TB. De la mateixa manera, encara que les dimensions de depressié i
mania ara poden ser codificades dins dels trastorns de l'espectre ESQ, es podria discutir i
argumentar també en futurs estudis, si la dimensi6 mixta també hauria de ser considerada
quan es codifica la severitat de les dimensions psicopatologiques en totes les presentacions

psicotiques d’inici preco¢ i no sol de TB.

A més, en el present estudi, el fet que, ni el tipus ni la gravetat dels simptomes afectius ,
ni psicotics positius durant episodi agut diferissin entre els dos diagnostics , també suggereix
que la preséncia de simptomes afectius o positius per se, no és un bon predictor d'un diagnostic
posterior de TB o ESQ, al menys en early-onset PEP. Pel que fa als simptomes negatius, els
pacients amb ESQ puntuaven més alt que aquells amb TB en la subescala negativa de la PANSS.
Encara que la diferéncia no va ser significativa, aquesta tendéncia concorda amb estudis que
han assenyalat un nivell més alt dels simptomes negatius en pacients amb ESQ, en comparacid
amb altres tipus de psicosi (Lyne et al, 2012). Donat aquest solapament simptomatic, en
general, el nostre treball recolza la idea que un enfocament dimensional en quan al diagnostic i
al tractament, podria ser més apropiat per poder abordar 'heterogeneitat dels simptomes en

un PEP(Barch et al., 2013) que no pas un diagnostic categorial.

Pel que fa als antecedents que precedeixen el PEP, només una major prevalenca de
simptomes afectius prodromics va ser capag¢ de distingir entre TB i ESQ. Cal destacar que
gairebé el 43% de ESQ presentava simptomes afectius en l'any anterior a la eclosié de la
psicosi, essent els simptomes depressius els més freqlients. Si bé aquesta prevalenca es forgca
alta, contrasta perd amb els resultats en els pacients amb TB, on la gran majoria ( 83%) va
reportar simptomes afectius prodromics amb una alta proporcié tan de simptomes subclinics
depressius com maniacs . Per tant, els simptomes maniacs prodromics subclinics, semblen ser
més especifics de la trajectoria diagnodstica de TB que de ESQ (Bechdolf et al., 2012;Ledda et al,,
2009) .

Tal i com assenyala en un article recent Arango i col.laboradors (Arango et al., 2013), en

I'estudi CAFEPS ja s’havia apuntat que ambdoés tipus de psicosis d'inici precog, ESQ i TB,
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presentaven més alteracions primerenques del desenvolupament, com ara pitjor rendiment
cognitiu premorbid , més pobre funcionament premorbid, més complicacions obstétriques , i
més signes neuroldgics menors que els controls. En el treball actual, afegim que ni els
antecedents relacionats amb el neurodesenvolupament , ni els antecedents psicopatologics
premorbids ni I'edat del primer contacte amb salut mental , diferencien entre ambdds

diagnostics.

No obstant, al dividir segons edat d’inici, mentre que els subjectes adolescents van
mostrar taxes de trastorns relacionats amb el neurodesenvolupament del 35%, els nens d’edat
inferior a 13 anys presentaven taxes superiors al 60%. A més, el 75% dels subjectes d‘ inici a la
infantesa van ser diagnosticats d’ ESQ. Les diferéncies no van ser estadisticament significatives,
per0d I'escas nombre de pacients amb inici a la infancia, fa que no hi hagi suficient poder
estadistic per extreure conclusions fermes.No obstant, aquesta analisi exploratoria és
concordant amb les troballes dels estudis de VEOS, que han demostrat que els subjectes amb
psicosi d’inici en la infancia estan més compromesos en quan al neurodesenvolupament que els

d’inici a 'adolescéncia(Rapoport et al., 2012;Vourdas et al., 2003;Nicolson et al., 2000).

Totes juntes aquestes troballes suggereixen que tant ESQ com TB compartirien un patré
similar d'abnormalitats del neurodesenvolupament, que s6n més greus quan l'inici de la psicosi
es produeix en la infancia(Arango et al.,, 2013;McClellan et al., 1993). D'altra banda, els nostres
resultats augmenten 'evideéncia en suport a l'existéncia de precursors del desenvolupament i
d’alteracions psicopatologiques heterogénies anys abans de l'inici de la fase prodromica
proximal tant del primer episodi d’esquizofrenia (Olvet et al., 2010;Correll et al., 2007) com del
primer episodi de mania psicotica (Conus et al., 2010). El substancial solapament simptomatic
en les fases premorbida i prodromica també suggereix que els programes de diagndstic precog
haurien de tractar de detectar no només la fase pre-psicotica d’ESQ, siné també la fase de pre-

maniaca de TB (Olvet et al., 2010;Correll et al., 2007).

En aquesta linia I'equip de EEPIC liderat per McGorry(Scott et al., 2013;Hickie et al,,
2013;McGorry et al, 2010), aboguen per la utilitzaci6 d’'un sistema d’estadiatge, per tal de
diagnosticar i tractar els pacients segons el seu estadiatge clinic i no tant el seu diagndstic
categorial. El sistema d’estadiatge és ampliament utilitzat en medicina en aquelles malalties
croniques potencialment greus com per exemple la artritis reumatoide o la diabetes i implica
un continu de progressid del trastorn on 'etapa 0 “ és risc de malaltia sense simptomes”, etapa
1 “simptomes atenuats” ; etapa 2 “primer episodi malaltia/sindrome establert”;etapa 3
“malaltia persistent o recurrent “ i etapa 4 "una malaltia debilitant cronica” ( veure annex

apartat 8.5) .

89



Aix0 pot ser especialment util sobretot en els pacients més joves que encara no han
arribat a la maduresa en el seu desenvolupament , ja que les etapes més inicials on la
simptomatologia es molt més inespecifica i amb major superposicié simptomatica no solen
encaixar bé amb els diagnodstics categorials. L’estadiatge per tant, podria proporcionar un marc
clinic que reflectis millor el desenvolupament longitudinal de la psicopatologia des de fases més

subsindromiques a fases de sindrome establert.

5.1 Limitacions:

Els estudis presentats en aquesta tesi tenen una serie de limitacions que es tenen que tenir en
compte quan s'interpretin les nostres troballes. Toti que es tracta d’'una de les mostres més grans en
PEP d'inici a la infantesa, la limitacié metodologica principal és la mida de la mostra especialment
quan es divideix entre pacients suicides i no suicides. La mida de la mostra per tant, pot limitar el
poder estadistic a I'hora de trobar associacions i efectes grans sobretot quan I'event motiu d’estudi és
poc freqiient. A més, algunes de les associacions que hem trobat tenen intervals de confianca amplis
pel que necessiten replicaci6. La mida també ens limita alhora de fer subdivisons entre diferents

diagnostics més enlla d’ESQ i TB.

En segon lloc, en referéncia a la avaluacié dels pacients, informar que els avaluadors no eren
cecs als objectius de I'estudi CAFEPS perd eren avaluadors clinicament experimentats . En quant als
instruments d’avaluaci6, tenir en compte que la CGI-SS no ha estat validada en nens i adolescents i la
seva fiabilitat interavaluador no ha estat testada. No obstant la informacié sobre el suicidi va ser
recollida de forma meticulosa, no sol preguntant als pacients , sind també als seus familiars i
consultant informacié del seu psiquiatra de referéncia quan era possible. A més la nostra definici6 de
suicidi, és una definicié restrictiva, intentant ser el més estrictes possible per poder diferenciar -ho
de la conducta autolesiva no suicida, la qual és especialment freqiient en la adolescéncia. Els
simptomes afectius prodromics, no es van avaluar mitjancant una entrevista estructurada i els
simptomes afectius durant I'episodi agut es van definir segons uns criteris operacionals establerts
mitjangant la HHDR i la YMRS, els quals son menys restrictius que els criteris DSM-1V, especialment
per definir els estats mixtes. No obstant el fet d'incloure formes subcliniques de simptomatologia

afectiva ha demostrat tenir implicacions cliniques rellevants (Dodd et al., 2010).

Finalment, alguns aspectes s’han de considerar en relaci6 a la generalitzacié de les nostres
troballes: En primer lloc, no podem generalitzar els resultats als pacients amb TB o trastorn
depressiu sense simptomes psicotics. Tampoc es poden generalitzar els resultats amb pacients amb

simptomatologia psicotica de més llarga evolucié , donada la restriccid en el temps de DUP per ser
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inclos en estudi. En segon lloc, donat el limitat nombre de pacients amb psicosi d'inici a la infantesa,
les nostres conclusions estan principalment dirigides a pacients amb PEP d’inici a I'adolescéncia. En
darrer lloc, el fet que el 80% dels pacients es trobaven ingressats en una unitat d’hospitalitzaci6 al

ser reclutats, pot representar un biaix de selecci6 cap a la inclusié de les formes més severes limitant

la generalitzacid als casos més lleus
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6. CONCLUSIONS I IMPLICACIONS CLINIQUES

6.1 Conclusions

A continuaci6 detallem les conclusions en relaci6 als objectius plantejats a I'inici dels estudis

6.1.1 Estudi I: “Predictors d’intents de suicidi en primers episodis psicotics d’inici preco¢ estudi

longitudinal de 24 mesos de seguiment

Objectiu 1 : Avaluar el risc suicida i la prevalenga d’intents de suicidi durant els primers 24

mesos de seguiment, en una cohort de PEP d’inici precog.
Conclusions:

* El major percentatge de pacients amb “ alt risc suicida “ ( pacients amb idees /plans/ IS)
es va produir durant l'episodi agut, disminuint drasticament en l'avaluacié dels 12

mesos i tornant a augmentar lleugerament en I'avaluaci6 dels 24 mesos.

* El 12.4% dels pacients van realitzar algun intent de suicidi en els primers 24 mesos de

seguiment, 11% durant els primers 12 mesos

* El50% dels pacients que van realitzar IS durant el seguiment havia realitzat algun IS previ a

la inclusié de I'estudi
Objectiu 2: Examinar factors clinics associats a tenir major risc suicida durant episodi agut .
Conclusions:

* ‘“Taltrisc suicida” durant episodi agut es va associar a haver realitzat intents suicides previs i
a major gravetat de la simptomatologia depressiva i al tractament amb antidepressius durant

la psicosi aguda.

Objectiu 3: Identificar predictors en fase aguda de psicosi de futurs IS durant els primers 24

mesos de seguiment

Conclusions:
* “Talt risc suicida “ en el moment agut va ser el millor predictor de IS durant el
seguiment.

* major insight, major durada de la DUP, abus de substancies, major gravetat de
simptomatologia psicotica positiva o negativa , historia familiar de suicidi o subtipus

diagnostic no es van associar de forma independent als intents de suicidi.
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6.1.2 Estudi Il “La dimensio afectiva de la psicosi d’inici precog i la seva relacié amb el suicidi”

Objectiu 1: Determinar la prevalenca i els tipus de simptomes afectius en la fase prodromica i

en la fase aguda del PEP d’inici precog
Conclusions:

* El 55,8% dels subjectes van presentar simptomes afectius durant la fase prodromica.
D’aquests, gairebé el 50% van ser depressius, el 26,4% maniacs, i 24,5% irritabilitat.
Durant l'episodi psicotic agut, el 23,2% dels pacients van presentar simptomes

depressius purs, 41,1% simptomes mixtos, i 18,9% simptomes maniacs.

* L’elevada prevalenga de simptomatologia depressiva en les fases inicials és concordant
amb la idea que els simptomes depressius sén una caracteristica destacada de la psicosi
aguda . La manca de correlaci6 entre la HDRS i la PANSS positiva i negativa suggereix
que la severitat de la simptomatologia depressiva no esta relacionada amb la severitat
de la simptomatologia psicotica, recolzant la hipotesis de la existéncia d’'una dimensi6

afectiva.

» Elfet que els simptomes mixtes fossin els més prevalents en fase aguda de PEP, és una

troballa nova que s’haura de replicar en futurs estudis.
Objectiu 2: Examinar la relacié del tipus de simptomatologia afectiva amb el suicidi
Conclusions:

* Després de I'analisi multivariant, solament els simptomes depressius en fase aguda van
romandre associats a tendéncia suicida i els simptomes prodromics depressius van

mostrar una associacié proxima a la significacio estadistica

* Contrari a la nostra hipdtesi no es va trobar associaci6 de la simptomatologia mixte amb

la tendéncia suicida .

Objectiu 3: Determinar si els antecedents premorbids o tipus de simptomes afectius durant la

fase prodromica i fase aguda podrien predir un diagnostic posterior de TB o ESQ

Conclusions:

* Els pacients amb TB van presentar de forma significativa major prevalenca de
simptomes prodromics subclinics tan del pol depressiu com maniac que els pacients
amb ESQ. En canvi, ambdés diagnostics no es van diferenciar en la prevalenga

d’antecedents premorbids.
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* Els pacients amb TB o ESQ no es van diferenciar ni en la prevalenga ni el tipus de

simptomes afectius en fase aguda ni en la severitat de la simptomatologia psicotica.

Objectiu 4 : Examinar si hi ha diferencies en les principals variables estudiades entre els pacients

amb psicosi d’inici a la infantesa i els pacients amb inici a la adolescencia
Conclusions:

* No es van trobar diferéncies significatives en cap variable estudiada, pero el baix nombre de

pacients amb inici a la infantesa no permet inferir conclusions.

* Els subjectes amb psicosi inici infantesa presentaven taxes elevades de trastorns relacionats

amb el neurodesenvolupament ( 60%) mentre que els d’inici a I'adolescéncia sol un 35%

* El175% dels pacients amb psicosi d'inici a la infantesa van rebre el diagnostic d’ESQ.

6.2 Conclusié general , implicacions cliniques i direccions futures
6.2.1. Conclusio general i implicacions cliniques

En el seu conjunt els nostres resultats reflecteixen les limitacions de la classificaci6

categorial de les psicosis i de la psicosi d'inici en la infancia/adolescéncia en particular.

Per una banda, tan els pacients ESQ com TB presenten alteracions del desenvolupament i
psicopatologia des de fases molt tempranes perd de dificil distinci6 donat I'elevat solapament
simptomatic. Per tant, a nivell clinic, els programes de detecci6 precog e intervencid primerenca
no haurien de limitar-se sol a la deteccié d’ESQ , alhora que haurien d’incloure també pacients

d’edat infanto-juvenil que és quan comencen les primeres manifestacions de la psicosi.

Per altra banda, el fet de que ni la severitat dels simptomes psicotics ni dels simptomes
afectius en I'episodi agut distingis entre els dos tipus de diagnostic recolza que una avaluacié
dimensional en la practica clinica habitual pot ser de més utilitat alhora de planificar el
tractament i seguiment per part del clinic, que un diagnostic categorial. Aquest fet és
especialment rellevant en el cas de la psicosi d’inici a la infantesa, on els diagnostics categorials
encaixen pitjor amb la simptomatologia observada, la qual acostuma a ser més heterogenia i

menys especifica que en els presentacions adultes .

A més, la troballa de queé els simptomes afectius son freqlients tant en fase prodromica
com en fase aguda, assenyala la importancia de la seva detecci6 amb independéncia de la seva
classificacié categorial, ja que la presencia de simptomes depressius estan associats a la

conducta suicida. Com hem informat, la conducta suicida és especialment prevalent al voltant
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de I'episodi agut, per tant els nostres resultats indiquen que per poder prevenir el suicidi, seria
necessaria una monitoritzaci6 estreta i per part de I'equip terapéutic del pacient, tant del risc
suicida com de la simptomatologia depressiva sobretot durant els primers 12 mesos , sense
oblidar que aquest risc continua en els seglients anys de seguiment. Es podria estandarditzar i
protocol-litzar una avaluacié continuada del risc suicida i simptomatologia afectiva durant el
primer any , de forma que en cada visita de seguiment aquesta avaluacié estigués inclosa de

forma sistematica, a part de la resposta al tractament de la simptomatologia psicotica.

Per tant els nostres resultats encoratgen 1'Gs per part dels clinics de la avaluacid
dimensional que esta en la seccié 11l del DSM 5 per tal de capturar la severitat dels simptomes,
incloent els afectius, tant del moment agut com durant I'evolucié i aixi poder individualitzar el

tractament i millorar el pronostic.
6.2.2. Direccions futures

En primer lloc, creiem que s’hauria de fer un esfor¢ a nivell internacional per
homogeneitzar el concepte de PEP , ja que com hem vist és molt heterogeni i dificulta molt la
comparacio6 entre els estudis i per tant la seva aplicabilitat. A 'igual succeeix amb la conducta
suicida. Consensuar una terminologia comu és el primer pas per poder avangar en la
investigacié. En el cas del suicidi sembla un tema fonamental donat que és de les principals
causes de mort entre els joves i les estadistiques indiquen que lluny de disminuir, augmenta
cada any, pel qué s’haura de seguir investigant en la seva detecci6 i en la avaluacid de I'eficacia

de les estratégies preventives.

En segon lloc, amb el DSM-5, es possibilita a nivell global el poder puntuar en una escala
de gravetat les diferents dimensions de la psicosi . Per tant es facilita la caracteritzacié de
fenotips clinics pel qué en futurs estudis es podria determinar si existeixen algunes

especificitats cliniques o neurobioldgiques segons el fenotip clinic

Respecte als simptomes mixtes, ara que el DSM-5 permet la concurréncia de simptomes
psicotics i mixtes, propers estudis en PEP tant d’inici en edat adulta com infanto-juvenil
haurien d’incloure la avaluacié d’aquesta simptomatologia per tal de replicar la prevalenga
elevada que nosaltres hem reportat, avaluar la evoluci6é prospectiva dels simptomes i quines

implicacions cliniques existeixen.

Finalment s’haura de continuar investigant sobre la utilitat de I'estadiatge en malaltia
psicotica , conjuntament també amb la avaluacié dimensional , per poder trobar quin seria el

millor sistema de diagnostic i per tant de tractament pels nostres pacients.
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Atypical depression 1s associated with suicide

attempt 1n bipolar disorder

Sanchez-Gistau V, Colom F, Mané A, Romero S, Sugranyes G, Vieta E.
Atypical depression is associated with suicide attempt in bipolar
disorder.

Objective: There is a dearth of research focusing on factors associated
with suicide attempts. High rates of atypical depression have been
reported in studies including unipolar and bipolar II patients. In this
study, the association between suicide attempt and atypical depression,
in addition to other major risk factors, was evaluated in 390 bipolar I
and IT out-patients.

Method: Variables were defined according to DSM-IV criteria, and
assessed with a Structured Interview for DSM-IV (axis I and II).
History of suicide attempt was obtained through interviews with
patients and relatives. Attempters and non-attempters were compared
using univariate and multivariate analysis.

Results: Attempters showed significantly higher rates of atypical
depression, family history of completed suicide, depression at index
episode and cluster B personality disorder.

Conclusion: Our results highlight the relevance of atypical depression
in bipolar disorder. A more accurate identification of potential
attempters may contribute to the development of effective preventive
treatment strategies.

Significant outcomes
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e In line with previous studies, in our sample, family history of completed suicide, depression at index
episode and cluster B personality disorder are associated with history of suicide attempt.
o After adjusting for different confounding variables, atypical depression remained significantly

associated with history of suicide attempt.

e Atypical depression is frequent not only in bipolar II but also in bipolar I patients. This suggests a

continuum within the bipolar spectrum.

Limitations

e The most important limitation of the study is the cross-sectional assessment of atypical depression

and the retrospective evaluation of some variables.

o There is a lack of standardized instruments designed to evaluate history and number of suicide

attempts.

e The sample may not be representative of bipolar subjects in non-tertiary settings or community

samples.

Introduction

Suicidal behaviour is a major complication of
bipolar disorder. Between 30% and 50% of bipolar
patients may attempt suicide in their lifetime (1, 2).
Previous studies have reported a higher odds ratio
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for lifetime history of suicide in bipolar patients in
comparison with patients with any other psychiat-
ric disorder (2-5). Although recent investigations
have described sustained reductions of death by
suicide (6), suicide-related morbidity in terms of
medical consequences, impairment of quality of life
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and impact on families is still a matter of concern.
However, in comparison with unipolar depressive
disorder (7-11), studies focusing on risk factors for
suicide in bipolar disorder are relatively scarce.
Previous studies have associated suicide attempts
in bipolar disorder with a number of clinical and
epidemiological variables (12-16), although there
have been some differences between findings.
A recent systematic review (17) including all
cohort, case—control, and cross-sectional studies
of bipolar patients in which attempted suicide was
reported as main outcome measure, has helped to
improve the identification of bipolar patients at
risk of attempting suicide. The most consistent
clinical factors associated with attempted suicide in
this review included: early onset of bipolar disor-
der, family history of completed suicide, depression
at index episode, substance abuse, comorbidity
with axis II disorders, mixed affective states, rapid
cycling and anxiety disorders. However, unfortu-
nately only a limited number of the studies
included in the review used multivariate analysis
to distinguish independent risk factors from con-
founding factors (1315, 18, 19).

On the other hand, studies including depressed
unipolar and bipolar type II depressed patients
found higher odds of suicidality in atypical
depressed patients compared with those with non-
atypical features (20). Atypical depression has been
associated with personality disorders, anxiety dis-
orders, female gender, mixed states and family
history of bipolar disorder (21-24). In addition, it
has a reportedly higher prevalence in bipolar type
II patients in relation to those with unipolar
depression (25-28), with rates ranging from 12 to
60% (21, 24, 25, 29-31). Furthermore, studies
focusing on this matter have mainly included
bipolar Il or unipolar depressed patients, and
therefore there is a dearth of evidence of the
prevalence of atypical depression in bipolar type I
disorder.

To our knowledge, this is the first study inves-
tigating the association between suicide attempts
and depression with atypical features in bipolar
disorder type I and II patients. The inclusion of
bipolar I patients allows for the evaluation of the
prevalence of atypical depression in this group.

Aims of the study

In this study, we aim to: i) replicate previous
findings regarding the main factors associated with
attempted suicide using logistic regression analysis,
with focus on the results stated in the systematic
review and ii) include depression with atypical
features in the analysis, hypothesizing that this

Atypical depression and attempted suicide

may be another factor associated with suicide
attempts in bipolar illness.

Material and methods

Three hundred and ninety patients with DSM-IV
bipolar I or II disorder were selected from the
Bipolar Disorders Program of the Hospital Clinic
and University of Barcelona (Spain), during a
4-year period (32-34). Our programme provides
systematic and monthly prospective evaluation of
clinical, sociodemographic and treatment features.
Difficult-to treat patients are referred to the
programme from all over the country for assess-
ment and treatment. This study was approved by
the Ethical and Research Committee of the Hos-
pital Clinic and all patients included provided
written informed consent for the collection of the
data described below.

Patients were interviewed by junior psychiatrists
with specific training in Bipolar Disorder and the
following clinical variables were systematically
assessed by means of the Structured Clinical
Interview for DSM-1IV axis I and axis II (35, 36):
Axis I and IT comorbidity, number and polarity of
previous episodes, seasonality and rapid cycling.
Other epidemiological and clinical variables were
gathered from interviews with the patients and
their relatives: number of hospitalizations, age at
onset, age at first hospitalization, number of
suicide attempts and psychiatric history of first-
degree relatives.

Suicide attempt was defined as ‘a self-destructive
act with some degree of intent to end one’s life’
(requiring either medical attention, emergency
room assessment, or hospitalization) (37, 38)
Major depressive episodes with atypical features,
seasonality, rapid cycling, mixed episodes, and
mania or hypomania were defined according to
DSM-IV criteria. Hence, atypical features during
the last the depressive episode were systematically
scrutinized.

The sample was divided into two groups accord-
ing to the presence or absence of lifetime history of
attempted suicide. Groups were initially compared
using univariate logistic regression analysis for all
clinical variables. To correct for multiple compar-
isons in univariate analysis, significance was set at
P < 0.002 (Bonferroni correction for 23 tests). A
multiple regression analysis was performed so as to
investigate the magnitude of the independent
relationships with suicide attempts. Lifetime his-
tory of suicide attempt was established as the
dependent variable. All variables with a P value
below 0.25 in univariate analysis were included as
independent variables. As atypical depression has
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been associated with bipolar type II, Axis II
comorbidity, comorbid anxiety disorders, female
gender and substance abuse, all interactions
between atypical depression and these variables
were also included as independent variables. For
the multivatiate analysis, significance was set at p
less than 0.05. Odds ratio (ORs) and confidence
intervals (CIs) were also calculated so as to
determine the independent contribution of each
risk factor.

Results

One hundred and twelve patients (28.7%) reported
at least one suicide attempt during their lifetime.
Demographic and clinical variables of attempters
and non-attempters are shown in Table 1.

In Tables 1 and 2, we present results from
univariate analysis. Suicide attempters reported a
higher frequency of family history of both affective
disorders (OR 2.53, P < 0.001) and completed
suicide (OR 2.73, P < 0.001). Moreover, suicide
attempters experienced a greater number of hospi-
tal admissions (OR 1.32, P < 0.001) and a signif-
icantly higher frequency of both comorbid cluster

B personality disorders (OR 3.59, P < 0.001) and
anxiety disorders (OR 2.70, P = 002). Using a
more conservative significance cut-off (alpha =
0.05), attempters were more likely to present with
depression with atypical features than non-attemp-
ters (OR 2.17, P = 0.006).

Table 3 summarizes the associations found after
multiple logistic regression analysis. Only family
history of completed suicide (OR 13.53, P = 0.01)
and Cluster B comorbidity (OR 4.30, P = 0.047),
remained significant in the model. In addition,
depression with atypical features (OR 3.84,
P = 0.008) and depressive onset (OR 3.73,
P = 0.015) were also found to be significantly
associated with suicide attempt.

When evaluating the whole sample, overall
prevalence of atypical depression was found to be
of 21.7%. 54.7% of atypical-depressed patients
were bipolar type I and 42.6% bipolar type II
(> =3.97, P = 0.07).

Discussion

Our main findings are that family history of
completed suicide, cluster B personality disorder,

Suicide attempters

Non-attempters

Table 1. Comparison of bipolar disorder subjects
with vs. without lifetime history of suicide

Total (n = 390) (n=112) (n=1278)

Variable n {%}/Mean + SD n (%)/Mean + SD n {%}/Mean + SD Pvalue
Gender

Female 213 (54.6) 69 (61.6) 144 (51.8) 0.07
Age, mean 418+142 4131136 420 £145 033
Age at onset, mean 269+113 257 +112 273+113 021
Age at first hospitalitation 236 175 253 +148 228 +185 065
Diagnosis

Bipalar disarder type | 234 {60.0} 72 (64.0) 162 {58.0) 022

Bipolar disorder type Il 156 (40.0) 41 (35.4)) 115 (41.3)
Depression at index episode 234 {60.0) 78 (69.6) 156 (56.1) 014
No. episades 13.4 £+ 156 13.0 £108 135171 075

Manic episodes 24 £39 24 £39 24 40 085

Hypomanic episodes 41+82 2.5 %35 46 +94 0.06

Depressive episodes 6.4 +81 6.7 +54 6.3+88 081

Mixed episodes 05+13 07+168 0411 011
No. hospitalitations 1622 2527 12+18 <0.001
Lifetime history

Seasanality 92 (23.5) 27 (25.7)) 65 (23.4) 063

Rapid cycling 72 (18.4) 26 (23.8) 46 {16.6) 011

Substance abuse 182 (46.7) 59 (52.7) 123 (44.4) 013
Last depression episode

Atypical features 84 (21.6) 35(31.8) 49 (17.7) 0.006
Any axis | comorbidity (current)

Substance abuse disorder 57 (14.6) 12 (10.9) 45 (16.2) 0.20

Anxiety disarder 42 (10.7) 21(18.8) 2(7.7) 0.002
Any axis Il comorbidity

Cluster A 20 (5.1) 6 (5.6) 14 (5.2) 087

Cluster B 40 (10.2) 22 (20.4) 18 (6.6) <0.001

Cluster C 15 (3.8) 5 (4.6) 10 (37) 0.36
Family history (first degree)

Any mood disorder 228 (58.5) 82 (738) 145 (52.6) <0.001

Completed suicide 52 {13.3) 29 (25.9) 23 (8.4) <0.001
No. pravious suicidal attempts 19213 1913
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Table 2. Odds ratios of the association between lifetime history of suicide attempt
and clinical variables with £ < 0.25 in the univariate analysis

Variable P-value OR {35% CI)
Gender 0.07 1.49 (0.95-2.33)
Age at onset 021 0.98 (0.96-1.00)
Diagnosis subtype 0.22 0.73 (0.44-1.21)
Depression at index episode 014 1.79 (1.12-2.86)
No. hypomanic episodes 0.06 0.94 (0.87-1.00)
No. mixed episadas 011 1.71 {0.95-1.43)
No. hospitalizations <0.001 1.32 (1.15-1.52)
Lifetime histary of rapid cycling 01 1.57 (0.90-2.73)
Lifetime history of substance abuse 0.13 1.39 (0.89-2.16)
Atypical features in last depressive 0.006 2.7 (1.23-3.81)
episode
Current substance use disorder 0.20 0.63 {0.31-1.28)
Current anxiety disorder <0.005 2.78 (1.41-5.46)
Cluster B comorbidity <0.001 359 (1.84-7.02)
First degree family history <0.001 2.53 (1.55-4.16)
of mood disorder
First degree family history of <0.001 2.73 (1.55-4.80)

completed suicide

Table 3. Odds ratios of the variables associated with lifetime history of suicide
attempt: logistic regression analysis

OR (35% ClI) Pvalue
Depression with atypical features 3.84 (1.23-9.86) 0.008
Family history of completed suicide 13.53 (2.16-48.9) 0.011
Depressive phase at index episode 373 (1.29-10.63) 0.015
Cluster B comarbidity 430 (1.02-18.08) 0.047

depression at index episode and depression with
atypical features are associated with history of
suicide attempts in bipolar disorder.

In our study, family history of completed suicide
has been found to be the most relevant risk factor
for suicide attempt. This is consistent with previous
data. Family history of affective disorders and
suicide attempt, however, did not remain signifi-
cantly associated in the logistic regression model.
These results are concordant with family studies of
suicide which have shown that transmission of
suicidal behaviour remains even after controlling
for the transmission of psychiatric disorders (39—
44). A recent study by our group has also drawn
attention to the narrow link between family history
of completed suicide and suicide attempts in
bipolar disorder (33). This suggests there may be
an independent genetic predisposition to suicide,
different from familial predisposition to bipolar
disorder (40, 45, 46).

We have also replicated the association between
comorbid cluster B personality disorder and
attempted suicide (3, 14, 34, 47-49), which is
supported by a large number of previous studies
(13, 47-49). Interestingly, our results are consistent
with the study with the strongest design (13), which

Atypical depression and attempted suicide

reports an increased incidence of attempted suicide
in bipolar patients with cluster B comorbidity, in
comparison with other personality disorders.

As far as first episode polarity is concerned,
patients presenting with depression at index epi-
sode were more likely to attempt suicide than
manic or hypomanic prone patients. This is con-
cordant with a large number of previous reports
(13, 50-53), and suggests that the clinical course of
bipolar illness is influenced by the polarity of the
initial episode.

A supplementary finding is the relationship
between depression with atypical features and
suicide attempts. Atypical depression remained
significant in the model after controlling for all
possible interactions, such as axis II comorbidity,
diagnosis subtype, anxiety disorders and gender.
Moreover, overall prevalence of atypical depres-
sion was found to be in the lower range in
comparison with previous reports.

Studies using the definition of hypomania sug-
gested by Akiskal [2 days (54-57)] have reported
the highest rates of atypical depression. The use of
the conservative threshold of 4 days (DSM-1V
criteria) and the large number of bipolar I patients
included in this study may partly explain these
differences. Furthermore, most of these studies
excluded patients with substance abuse or severe
personality disorders (21, 26), and patients were
drawn from non-tertiary care settings (25, 26, 29).
Thus, our difficult-to treat sample displays differ-
ential features.

On the other hand, 54.7% of atypical-depressed
patients were bipolar type I, and no differences
were found as regards to diagnostic subtype. Our
results highlight the fact that depression with
atypical features is not only frequent in bipolar
II, but also in bipolar I patients. Together with
evidence from previous studies reporting a higher
prevalence of bipolar family history in atypical
depressed patients (29, 58), this suggests a connec-
tion between atypical depression and the bipolar
spectrum.

Other risk factors found to be associated with
attempted suicide in the systematic review included
early onset of bipolar disorder, substance abuse,
mixed states, rapid cycling and anxiety disorders.
Contrary to what was reported by Leverich et al.
(13), anxiety disorders did not remain associated
with suicide attempt after multivariate analysis.
However, a 1-year follow-up study (53) published
after the review did not find anxiety disorders to be
significant predictors of suicide in bipolar disorder.

Contrary to previous research (13, 14, 18, 47,
59), although in accordance with a recent 2-year
prospective study (60), we have not found any
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association with early onset of bipolar disorder.
Patient’s difficulties in recognizing onset symptoms
are common, thus, collection bias of this specific
data may have been frequent.

In contrast with some studies (61-63) but not
others (13, 53, 64, 65), substance abuse was not
associated with suicide attempts. The lack of
standardized instruments designed to assess sub-
stance misuse could explain the differences between
studies.

In our sample, suicide risk did not seem to vary
according to whether an individual had a rapid
cycling course or a predominance of mixed states.
Some previous studies have reported an association
between suicide attempt and rapid-cycling (18, 65—
67) and mixed episodes (68-70), but others have
not (53, 71). Heterogeneous results could be partly
related to the continuous changes in the definition
of mixed state and rapid-cycling over time.

There are several methodological caveats in the
interpretation of our data. The primary limitation
is the cross-sectional assessment for atypical
depression. The clinical features of atypical depres-
sion may vary over time. Secondly, information
regarding suicide was retrospective and obtained
without using specific standardized instruments. In
addition, the treatment was naturalistic, so the
influence of pharmacological treatments and spe-
cially lithium prophylaxis has not been explored.

Another shortcoming is the retrospective assess-
ment of some clinical variables such as age of onset
and clinical course previous to the admission in our
follow-up programme. In order to minimize this
potential bias, family members were interviewed in
addition to the patients. Finally, subjects were
recruited from a tertiary care setting involving
difficult-to-treat patients referred to the Bipolar
Disorder Program of Barcelona. This may limit the
generalizability of the findings.

Despite these limitations, this study provides
data from a sample of well-diagnosed difficult-
to-treat patients, assessed by trained psychiatrists
using standardized instruments. In addition, the
high prevalence of depression with atypical fea-
tures in both types of bipolar disorder and its
association with attempted suicide may have
important clinical and therapeutic implications.
Further, prospective studies including atypical
depression as a possible risk factor of both
attempted and completed suicide are warranted.

In conclusion, these findings should encourage
clinicians to systematically check for the previously
mentioned factors, in order to detect and treat
individuals at risk of suicide attempt as early as
possible. To deal with the main complication of
bipolar disorder, high priority must be given not
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only to the provision of health support, but also to
the development of specific preventative pro-
grammes.
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8.2 Criteris DSM-5 proposats per “suicide behaviour disorder” i “nonsuicidal self-injury

disorder”

Suicidal Behavior Disorder

Proposed Criteria

A. Within the last 24 months, the individual has made a suicide attempt.
Note: A suicide attempt is a self-initiated sequence of behaviors by an individual who,
at the time of initiation, expected that the set of actions would lead to his or her own
death. The “time of initiation” is the time when a behavior took place that involved ap-
plying the method.)

B. The act does not meet criteria for nonsuicidal self-injury—that is, it does not involve
self-injury directed to the surface of the body undertaken to induce relief from a nega-
tive feeling/cognitive state or to achieve a positive mood state.

C. The diagnosis is not applied to suicidal ideation or to preparatory acts.

D. The act was not initiated during a state of delirium or confusion.

E. The act was not undertaken solely for a political or religious objective.

Specify if:

Current: Not more than 12 months since the last attempt.
In early remission: 12-24 months since the last attempt.

120




Nonsuicidal Self-Injury

Proposed Criteria

A

In the last year, the individual has, on 5 or more days, engaged in intentional self-inflicted
damage to the surface of his or her body of a sort likely to induce bleeding, bruising, or pain
(e.g., cutling, burning, stabbing, hitting, excessive rubbing), with the expectation that the
injury will lead to only minor or moderate physical harm (i.e., there is no suicidal intent).
Note: The absence of suicidal intent has either been stated by the individual or can be
inferred by the individual's repeated engagement in a behavior that the individual
knows, or has learned, is not likely to result in death.

The individual engages in the self-injurious behavior with one or more of the following
expectations:

1. To obtain relief from a negative feeling or cognitive state.
2. To resolve an interpersonal difficulty.
3. Toinduce a positive feeling state.

Note: The desired relief or response is experienced during or shorlly after the self-
injury, and the individual may display patterns of behavior suggesting a dependence
on repeatedly engaging in it.

The intentional self-injury is associated with at least one of the following:

1. Interpersonal difficulties or negative feelings or thoughts, such as depression, anx-
iety, tension, anger, generalized distress, or self-criticism, occurring in the period
immediately prior to the self-injurious act.

2. Prior to engaging in the act, a period of preoccupation with the intended behavior
that is difficult to control.

3. Thinking about self-injury that occurs frequently, even when it is not acted upon.

. The behavior is not socially sanctioned (e.g., body piercing, tattooing, part of a religious

or cultural ritual) and is not restricted to picking a scab or nail biting.

The behavior or its consequences cause clinically significant distress or interference in
interpersonal, academic, or other important areas of functioning.

The behavior does not occur exclusively during psychotic episodes, delirium, sub-
stance intoxication, or substance withdrawal. In individuals with a neurodevelopmental
disorder, the behavior is not part of a pattern of repetitive stereotypies. The behavior
is not better explained by another mental disorder or medical condition (e.g., psychotic
disorder, autism spectrum disorder, intellectual disability, Lesch-Nyhan syndrome, ste-
reotypic movement disorder with self-injury, trichotillomania [hair-pulling disorder], ex-
coriation [skin-picking] disorder).
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8.3 Criteris DSM -5 per “ mixed features specifier”

Specifiers for Bipolar and Related Disorders

With mixed features: The mixed features specifier can apply to the current manic, hy-
pomanic, or depressive episode in bipolar | or bipolar Il disorder:

Manic or hypomanic episode, with mixed features:

A. Full criteria are met for a manic episode or hypomanic episode, and at least
three of the following symptoms are present during the majority of days of the
current or most recent episode of mania or hypomania:

1. Prominent dysphoria or depressed mood as indicated by either subjective
report (e.g., feels sad or empty) or observation made by others (e.g., ap-
pears tearful).

2. Diminished interest or pleasure in all, or almost all, activities (as indicated by
either subjective account or observation made by others).

3. Psychomotor retardation nearly every day (observable by others; not merely
subjective feelings of being slowed down).

4. Fatigue or loss of energy.

Feelings of worthlessness or excessive or inappropriate guilt (not merely

self-reproach or guilt about being sick).

6. Recurrent thoughts of death (not just fear of dying), recurrent suicidal ide-
ation without a specific plan, or a suicide attempt or a specific plan for com-
mitting suicide.

B. Mixed symptoms are observable by others and represent a change from the
person’s usual behavior.

C. For individuals whose symptoms meet full episode criteria for both mania and
depression simultaneously, the diagnosis should be manic episode, with mixea
features, due to the marked impairment and clinical severity of full mania.

D. The mixed symptoms are not attributable to the physiological effects of a sub-
stance (e.g., a drug of abuse, a medication, other treatment).

o

122




Depressive episode, with mixed features:

A. Full criteria are met for a major depressive episode, and at least three of the fol-
lowing manic/hypomanic symptoms are present during the majority of days of
the current or most recent episode of depression:

D.

o 0 IV =

7:

Elevated, expansive mood.

Inflated self-esteem or grandiosity.

More talkative than usual or pressure to keep talking.

Flight of ideas or subjective experience that thoughts are racing.

Increase in energy or goal-directed activity (either socially, at work or school,
or sexually).

Increased or excessive involvement in activities that have a high potential
for painful consequences (e.g., engaging in unrestrained buying sprees,
sexual indiscretions, or foolish business investments).

Decreased need for sleep (feeling rested despite sleeping less than usual;
to be contrasted with insomnia).

. Mixed symptoms are observable by others and represent a change from the

person’s usual behavior.

For individuals whose symptoms meet full episode criteria for both mania and
depression simultaneously, the diagnosis should be manic episode, with mixed
features.

The mixed symptoms are not attributable to the physiological effects of a sub-
stance (e.g., a drug of abuse, a medication, or other treatment).

Note: Mixed features associated with a major depressive episode have been found
to be a significant risk factor for the development of bipolar | or bipolar Il disorder.
As a result, it is clinically useful to note the presence of this specifier for treatment
planning and monitoring of response to treatment.
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8.4 Dimensional assessment of psychotic disorders
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Assessment Measures
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Assessment Measure
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8.5 CGI-SS : Clinical Global Impresion Scale of Suicidality

IMPRESION CLINICA GLOBAL DE LA GRAVEDAD DEL INTENTO DE
SUICIDIO (CGI-SUICIDIO)

Considerando toda la informacion, cual fue el nivel de suicidabilidad experimentada en los
ultimos 7 dias?

@ No suicida

2 Medianamente suicida
3 Moderadamente suicida
@ Intento suicida

Considerando toda la informacion, como ha cambiado la suicidabilidad del paciente
comparandola con su condicion basal?

@ Mucho mejor
@ Megjor

3 Algo mejor
@ No cambia
® Algo peor

® Peor
(7 Mucho peor

Items adicionales:

1. ;Ha habido intentos de suicidio desde la ultima visita?

OSi  @No

2. Cuanto intentos de suicidio ha tenido desde la ultima visita?

3. Ha requerido intervencion médica (no psiquiatrica) por infentos de
suicidio en el pasado?

ON @ No
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8.6 Children Hamilton depression rating scale

©
@

@
®

@

® 0@ ® 06

©
0]
@
€]
@

@
@

©]
@

@

4®,

3. Suicidio

Instrucciones: Completar todos los puntos. Marcar el niimero que mejor caracteriza al paciente

No hay dificultad

El paciente se queja de estar inquieto durante
la noche

Esta despierto durante la noche; cualquier
ocasion de levantarse de la cama se clasifica
en 2 (excepto por motivos de evacuar)

1. Humor deprimido 6. Insomnio tardio
(tristeza, depresion, desamparo, inutilidad) ©@ No hay dificultad
Ausente @ Se despierta a primeras horas de la madrugada
Estas sensaciones se indican solamente al ser pero se vuelve a dormir
preguntado @ No puede volver a dormirse si se levanta de la
Estas sensaciones se relatan oral o cama
espontineamente
Sensaciones no comunicadas verbalmente, es 7. Trabajoy actividades
decir, por la expresién facial, la postura, la © No hay dificultad
voz y la tendencia a llanto @ Ideas y sentimientos de incapacidad. Fatiga o
El paciente manifiesta estas sensaciones en su debilidad relacionadas con su actividad, trabajo
comunicacién verbal y no verbal de forma o aficiones.
espontinea @ Pérdida de interés en su actividad, aficiones o
trabajo, manifestado directamente por el
2. Sensacién de culpabilidad enfermo o indirectamente por desatencidn,
Aliserte indecision y vacilacién (siente que debe
Se culpa a si mismo, cree haber decepcionado esforzarse st = ehsibjoactividadcs)
ala gente ® Disminucién del tiempo glefiicado a actividades
Ydess 2 colBbilind® b reditcion sobre o dc?scenso de la productividad. En el hospital,
S clasificar en 3 si el paciente no dedica por lo
Ennresipesados oimalas acciones ; menos 3 horas al dia a actividades relacionadas
La enfermedad actual es un castigo. Ideas exclusivamente con las pequefias tareas del
delirantes de culpabilidad hospital o aficiones
Oye voces acusatorias o de denunc;a ylo @ Dejo de trabajar por la presente enfermedad. En
experimenta alucinaciones visuales el hospital, clasificar en 4 si el paciente no se
amenazadoras compromete en otras actividades mis que a las
pequeiias tareas, o si no puede realizar éstas sin
ayuda
Ausente
Le parece que la vida no vale la pena de ser 8. Inhibicién
e (Tentitud de pensamiento y de palabra; facultad de
, ; k concentracion  empeorada;  actividad motora
Desearia es'tal." ‘muerto o] t_xene pensamientos disminuida)
;g:;: :; I:ﬁ;‘;;liﬁd::e::;?e @ Palabra o pensamientos normales
g o : @ Ligero retraso en el dialogo
Intentos de suicidio (cualquier intento serio se O Eoi e o oz
i 4
e ® Dialogo dificil
4. Insomnio precoz @ Torpeza absoluta
No tiene dificultad para dormirse 9. Agitacién
Se queja de dificultades ocasionales para © Ninguna
dome, gor;}];mu};lo e e !mra 5 @ «Juega» con sus manos, cabellos, etc
Islzcg:eja 3 Cribadeoppat dopmnes o @ Se retuerce las manos, se muerde las ufias, se
tira de los cabellos, se muerde los labios, etc
5. Insomnio medio 10. Ansiedad psiquica

@ No hay dificultad

@ Tensidn subjetiva e irritabilidad

@ Preocupacion por pequefias cosas

@ Actitud aprensiva aparente en la expresion o en

el habla

@ Temores expresados sin preguntarle
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11. Ansiedad somitica
(Signos fisiologicos concomitantes de la ansiedad,
tales como gastrointestinales —boca seca,
Sfatulencia, indigestion, diarrea, retortijones,
eructos-;  cardiovasculares  —palpitaciones,
cefalalgias-;  respiratorios  —hiperventilacion,
suspiros-; frecuencia urinaria y sudacion)
@ Ausente
@ Ligera
@ Moderada
® Severa
@ Incapacitante

12. Sintomas som:iticos gastrointestinales

@ Ninguno

@ Pérdida del apetito pero come sin necesidad
de que lo estimulen. Sensacion de pesadez en
el abdomen

@ Dificultad en comer si no se le insiste. Solicita
0 necesita laxantes o medicacion intestinal
para sus sintomas gastrointestinales

13. Sintomas somdticos generales
@ Ninguno
@ Pesadez en extremidades, espalda o cabeza.
Dorsalgias, cefalalgia, algias musculares.
Pérdida de energia y fatigabilidad
@ Cualquier sintoma bien definido se clasifica
en2

14, Sintomas genitales
@ Ausente
@ Débil
@ Grave
® Incapacitante

15. Hipocondria
@ No lahay
@ Preocupado por si mismo (corporalmente)
@ Preocupado por su salud
® Se lamente constantemente. Solicita ayudas,
etc.
@ Ideas delirantes hipocondriacas

16. Pérdida de peso (completar A o B)
(A) Segin manifestaciones del paciente

(primera valoracion)
—(@_No_hay_pérdida_de.peso o SE et B s e B Ll

@ Probablemente pérdida de peso asociada con
1a enfermedad actual

@ Pérdida de peso definida (segtin el enfermo)
(B) Segin pesaje hecho por el psiquiatra
(valoraciones siguientes) (por término medio)
@ Pérdida de peso inferior a 500 g en una
semana
@ Pérdida de mas de 500 g en una semana
@ Pérdida de més de 1 Kg en una semana

17. Insight
(conciencia de si mismao)

© Se da cuenta de que ests deprimido y enfermo

@ Se da cuenta de su enfermedad pero atribuye la
causa a la mala alimentacién, clima, exceso de
trabajo, virus, necesidad de descanso, etc.

18. Variacién diurna
(Indicar si los sintomas son mds intensos por la

mafiana o por la tarde)
@ Ausente
@ Ligera Mafiana [0 Tarde OJ

@ Grave Mafiana [0 Tarde O

19. Despersonalizacion y falta de realidad
©@ Ausente
@® Ligera. Como: sensacién de irrealidad
@ Moderada. Ideas nihilistas
@ Grave
@ Incapacitante

20. Sintomas paranoides
@ Ninguno
@ Sospechosos
@ Leves
® Ideas de referencia
@ Delirios de referencia y de persecucién

21. Sintomas obsesivos y compulsivos
© Ausentes
@ Ligeros
@ Graves

22, Otros sintomas (especificar):

© Ausentes
@ Ligeros
@ Graves
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8.7 Model d’estadiatge trastorns psicotics i afectius

Table 1 Proposed staging model for psychotic and severe
mood disorders

0 Increased risk of psychotic or severe mood disorder.
No symptoms currently.

la Mild or non-specific symptoms (including subtle neurocognitive
deficits) of psychosis or severe mood disorder. Mild functional
change or declinge.

b Ultra-high risk: moderate but subthreshold symptoms, with
neuracognitive changes and functional decline to caseness
(GAF <70)

I First episode of psychotic or severe mood disorder.
Full threshold disorder with moderate o severe
SYMPoms, neurnmgnitive deficits and funcional decling
(GAF 30-50).

Iz Incomplete remission from first episode of care.
(Patient's management could be linked or fast-tracked
o StEge V)

i Recurrence or relapse of psychotic or mood disorder which
stabilises with treatment at a GAF level <30, or with residual
SYMPtoMmSs or neurocognition below the best level achieved
after remission from the first episode.

e Muliiple relapses with worsening in clinical extent and impact
of lliness objectively present.

I Severe, persistent or unremitting iliness as judged by
sympoms, neurocognition and disability criteria.

GAF, Global Assessment of Functioning.
Adapted from McGory et al.
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