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Figure 4: A model of schizophrenia and related psychotic disorders
The model brings together affective and non-affective dimensions of psychopathological changes and their
overlapping genetic liabilities. Aberrant neurodevelopment contributes to biological alterations, whereas

affective dysreguilation contributes to cognitive explanations of aberrant salience. Gxk=gene-environment
interaction.



Que ens aporten els antipsicotics?

Am J Psychiatry 174:10, October 2017

Sixty Years of Placebo-Controlled Antipsychotic Drug
Trials in Acute Schizophrenia: Systematic Review,
Bayesian Meta-Analysis, and Meta-Regression of
Efficacy Predictors

Stefan Leucht, M.D., Claudia Leucht, M.D., Maximilian Huhn, M.D., Anna Chaimani, Ph.D., Dimitris Mavridis, Ph.D.,

Bartosz Helfer, M.Sc., Myrto Samara, M.D., Matteo Rabaioli, Susanne Bacher, Andrea Cipriani, M.D., Ph.D.,
John R. Geddes, M.D., Georgia Salanti, Ph.D., John M. Davis, M.D.

FIGURE 2. Posttreatment Quality of Life and Social Functioning of Patients Taking Antipsychotics and Placebo®
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Fig. 3. Mortality rate ratios of no antipsychotic use versus
any antipsychotic use.

* Aquesta és la primera sintesi quantitativa del risc de mortalitat a llarg termini dels pacients amb
esquizofrenia que utilitzen medicaments antipsicotics.

e L'Us d'antipsicotics s'associa amb una reduccio significativa de la mortalitat per totes les causes comparat
amb el no tractament.

* Les troballes agregades de quatre estudis van suggerir una associacié notable entre pacients que no
utilitzaven medicaments antipsicotics i un augment del risc de mortalitat a llarg termini.
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Risk of discontinuation of atypical antipsychotic agents in the
treatment of schizophrenia

C. Daniel Mullins #*, Nour A. Obeidat?, Brian J. Cuffel °,
John Naradzay ?, Antony D. Loebel ©

Survival Rates for Five Atypicals:
Aripiprazole, Olanzapine, Quetiapine, Risperidone, Ziprasidone
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Specifically, it is now well established that the prognosis
of psychotic disorders 1s directly impacted by the dura-

tion of untreated psychosis™ as well as by the adherence
to treatment.®” Prognosis of psychotic patients can be

significantly different from olanzapine [HR 1.047, 0.973 and 0.990, respectively]. Quetiapine was associated with significantly
higher hazard of discontinuation [HR 1.130] than olanzapine. Covariates associated with significantly lower discontinuation were
being male [HR 0.899], older age [HR 0.997] and being on concurrent medication when initiating therapy [HR 0.225]; having a
previous hospitalization was associated with significantly higher discontinuation hazard [HR 1.276]. Results were robust in the
sensitivity analysis.

Conclusions: Discontinuation rates were high at one-year follow-up and did not differ significantly for patients on aripiprazole,
olanzapine, risperidone, or ziprasidone. The higher hazard of discontinuation associated with quetiapine when compared to
olanzapine is consistent with that observed in Phase 1 of the Clinical Antipsychotic Trials of Intervention Effectiveness (CATIE).
© 2007 Elsevier B.V. All rights reserved.

1. Figura 1 extraida de C. Daniel Mullins, Nour A. Obeidat, Brian J. Cuffel, John Naradzay, Antony D. Loebel, Risk of discontinuation of atypical antipsychotic agents in the treatment of schizophrenia, Schizophrenia Research, Volume 98, Issues 1-3, 2008,Pages 8-15.
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Antipsychotic drugs for the acute treatment of patients with @ * ®
a first episode of schizophrenia: a systematic review with o
pairwise and network meta-analyses

Yikang Zhu, Marc Krause, Maximilian Huhn, Philipp Rothe, Johannes Schneider-Thoma, Anna Chaimani, Chunbo Li, John M Davis, Stefan Leucht "
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Figure 2: Network plot of eligible comparisons for overall change in symptoms

Resultats:

- L'haloperidol es inferior que els AP atipics en eficacia i en alguns aspectos de tolerancia.
- L'’haloperidol i la resta de AP tipics estan associats a trastorns del moviment (incloent discinesies

tardanes a dosis baixes).

- No hi han diferencies significatives en eficacia entre els diferentes AP atipics.

- Fins que no hi hagi més evidencia sobre les diferéncies en |'eficacia, per la eleccié de I'antipsicotic
pel tractament de un primer episodi psicotic s'ha de guiar pel perfil d’efectes secundaris

principalment.

Interpreation Haloperidol seems to be a suboptimum treatment option for acute treatment of first-episode
schizophrenia, but we found little difference between second-generation antipsychotics. The evidence was generally
of low quality and the numbers of patients for each drug were small. Thus, the choice of treatment should be guided

primarily by side-effects.
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Weight Gain
(alphabetical)

LOW
amisulpride
aripiprazole
brexpiprazole
cariprazine
lumateperone
lurasidone
Ziprasidone

MODERATE
asenapine
iloperidone
paliperidone
quetiapine
risperidone

HIGH
clozapine
olanzapine

"~
ﬁé

DiP*/Akathisia
(alphabetical)

LOW
clozapine
illoperidone
lumateperone
quetiapine

MODERATE
amisulpride
aripiprazole
asenapine
brexpiprazole
cariprazine
lurasidone
olanzapine
ziprasidone

HIGH
paliperidone
risperidone

Sedation
(alphabetical)

LOW
aripiprazole
brexpiprazole
cariprazine
lumateperone

MODERATE
amisulpride
iloperidone
lurasidone
paliperidone
risperidone
ziprasidone

HIGH
asenapine
clozapine
olanzapine
quetiapine

‘Drug-induced Parkinsonism




AP de segona generacio

Second-generation antipsychotic agents

Amisulpride ? ne - 5 - =+ + e
Aripiprazole + - + — — + - —= -
Asenapinet + ++ + ++ + + + + +
Clozapine 4+ +++ - -t +— +++1 +++ et +
Lurasidone — - 4= +— 4= - — +f— -
Olanzapine -+ e +— —t + + ++ ——t +
Paliperidone + +- - + -t ++3 + ++ +
Quetiapine + ++ + 4+ + ++ ++ ++ ++
Risperidone + ++ + ++ -+ ++0 +d ++ +
Serindole - - - - + +43 — + S
Ziprasidone + - + + —+ + + - ++
Schizophrenia Bulletin vol. 41 no. 3 pp. 559-573, 2015
doi:10.1093/schbul/sbv002
Conclusion sponse in First-Episod
To date there are no biomarkers which confidently predict FUTUR...

the response to treatment or the side effects in patients with _ -
i A .. i i berg?, Iris E. Sommer'!,
first-episode psychosis. Several limits may explain this lack koyer—
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Second-generation antipsychotic agents
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Escollir I'antipsicotic valorant:

- Perfil d'efectes secundaris de cada antipsicotic

- Preferencies del pacient

- Presentacions disponibles del principi actiu (solucié oral, comprimits bucodispersables, capsules,
injectable d'accié rapida, injectable de llarga durada,...)




Long-acting injectable antipsychotics: shall the last be first?

Stephen M. Stahl
CNS Spectrums / Volume 19 / Issue 01 / February 2014, pp| 3-5

Figure 1. A Paradigm Shift for LATIs: The Last Shall Be First?
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RESEARCH ARTICLE

Long-acting injectable antipsychotics for early
psychosis: A comprehensive systematic review

Lulu Lian', David D. Kim"2, Ric M. Procyshyn®*, Diana Cézares®, William G. Honer>?,
Alasdair M. Barr)'2*

Resultats: Els LAl sén superiors als AP orals pel que fa a la reduccid de les taxes de
recaiguda i hospitalitzacié en pacients amb psicosi precoc.



-

Consideracions del tractament antipsicotic en primers episodis psicotics: \
Tenen més resposta que els pacients amb una malaltia cronificada (Robinson et al., 1999; Tohen et al.,

2000)

Solen requerir dosis menors d'antipsicotics (Robinson et al., 2005).

Son més sensibles als efectes secundaris, principalment als efectes extrapiramidals i a I'augment de pes

(Jensen et al. 2019)

~

Recomanacions:

Iniciar dosis baixes d'antipsicotic.

Si cal, fer augments graduals de manera lenta per evitar efectes secundaris i aixi millorar I'adheréncia en
el futur (Czobor et al. 2015; Gaebel et al. 2010)

Avaluar de manera periodica la resposta i la tolerancia, especialment els efectes extrapiramidals,
metabolics i de I'esfera sexual.

/
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Sexual dysfunction and antipsychotic treatment

A.J. Cutler *

Department of Psychiatry and Behavioral Medicine, University of South Florida, 507 West Morse
Boulevard, Suite 101, 32789 Winter Park, FL, USA

Il 1995 - psychiatrists' views
[] 1999 - psychiatrists' views
] 1996 - patients' experiences

Female patients Male patients

La disfuncio sexual es un problema
prevalent i infradiagnosticat



Avaluacio de disfuncié sexual amb la Arizona Sexual Experience Scale (ASEX)

8.3.1.3. Escala de Experiencia Sexual de Arizona
(Arizona Sexual Experience Scale, ASEX)
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GUIES CLINIQUES

* Traslladar la evidencia disponible a la practica clinica és un repte, i les
guies de practica clinica son un resum util de I'evidencia actualitzada
en una area de la medicina clinica

* Son documents que inclouen recomanacions destinades a optimitzar
I'atenciod al pacient que estan informats per una revisio sistematica de
I'evidencia.
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Open Access Research

BM) Open Pharmacological guidelines
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Open Access Research

BM) Open Pharmacological guidelines
for schizophrenia: a systematic review
and comparison of recommendations
for the first episode

Dolores Keating,! Stephen McWilliams,? lan Schneider,® Caroline Hynes,'
Grainne Cousins,* Judith Strawbridge,* Mary Clarke®

* Les guies coincideixen en que tots els antipsicotics son igualment efectius per al tractament dels
simptomes positius en el primer episodi d'esquizofrenia.

* També hi ha consens en que la consideracié més important a I'hora d'ajudar una persona a prendre
una decisio sobre el tractament farmacologic és el perfil dels efectes secundaris de I'antipsicotic.

* Cinc guies recomanen els medicaments antipsicotics de segona generacidé com a opcio inicial preferida
perque els perfils d'efectes secundaris d'aquest grup de medicaments son més favorables.

* L'olanzapina s'exclou especificament com a opcid inicial recomanada de medicaments antipsicotics de
PORT, Harvard i RANZCP, a causa del problema dels efectes secundaris metabolics i I'augment de pes.



BMJ Qpen 2017:T:2013881.

BM) Open Pharmacological guidelines
for schizophrenia: a systematic review
and comparison of recommendations
for the first episode

Dolores Keating,! Stephen McWilliams,? lan Schneider,® Caroline Hynes,'
Grainne Cousins,* Judith Strawbridge,* Mary Clarke®

* La recomanacio més habitual en quant a la durada d'un assaig inicial de medicaments
antipsicotics és de 4 setmanes.

* Hi ha consens sobre |I'Us de la dosi minima eficac.

* Tot i que la monoterapia és ideal, es reconeix que les combinacions de medicaments antipsicotics
poden ser utils en determinats escenaris com l'associacio de clozapina.

* La clozapina es recomana universalment com el tractament d'eleccio per a I'esquizofrenia
resistent al tractament.



J Psychiatry Neurosci 2021;46(6)

Prescribing differently for
women with first-episode

psychosis

La majoria de les guies sobre I'Us d'antipsicotics no sén sexe-especifiques, pero ara un gran nombre d'evidencies suggereixen que els simptomes
psicotics generalment responen a dosis més baixes d'antipsicotics en dones que en homes (Brand BA et al., Psychol Med 2021;1-15.)

La relacid entre concentraciod sérica i dosi és generalment més alta per a les dones per a la majoria dels antipsicotics (Jonsson AK et al., Ther Drug
Monit 2019;41:348-56)

La sensibilitat als efectes adversos relacionats amb la dosi també és més alta en les dones (Seeman MV et al., Neuropharmacology
2020;163:107631).

La resposta terapéutica de I'olanzapina sembla ser més alta en dones que en homes (Usall J et al., Psychiatry Res 2007;153:225-31)

el risc de sobremedicar les dones és més gran a causa de les multiples diferéncies farmacocinetiques relacionades amb el sexe (P-glycoprotein, lower
cytochrome P450 enzyme CYP1A2) (Madla CM et al., Adv Drug Deliv Rev 2021;175:113804).

Els antipsicotics amb una propensiéo més alta a augmentar la prolactina s'han d'evitar generalment com a farmacs de primera eleccié o s'utilitzen en
dosis més baixes en dones.

A més dels efectes a curt termini de I'augment de la prolactina en el cicle menstrual, el risc de cancer de mama també sembla ser més gran en
pacients que prenen farmacs que augmenten la prolactina (Taipale H et al., Lancet 2021;8:883-91)

Tot i que les recomanacions de dosificacio per a LAl generalment no sén especifiques per sexe, els farmacs lipofils com la paliperidona poden
mantenir intervals de dosificacid més llargs en presencia d'adipositat més alta (Seeman MV et al., Neuropharmacology 2020;163:107631).
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Pharmacological Treatment of Early-Onset Schizophrenia:

A Critical Review, Evidence-Based Clinical Guidance and Unmet
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Javier-David Lopez-Morinigo™ 2, Stefan Leucht®’, Celso Arango'-2*

» Table 3 Characteristics of included clinical guidelines and pharmacological treatment recommendations for early-onset schizophrenia.

Continent | Country | Title Author Publica- Abbreviation and Pharmacological treatment
tion date | reference Recommendations
Europe
Germany | S3 Guideline for Cerman Association 2019 DGPPN (German 1. ARI, QUE, PAL, RIS, CLZ (TR)
Schizophrenia for Psychiatry, Association for 2. HAL, OLZ.
Psychotherapy and Psychiatry, Psycho-
Psychosomatics therapy and
Psychosomatics, 2019)
UK The Maudsley Editors: Taylor, 2018 Maudsley (Taylor 1. ARI, QUE, PAL, RIS, OLZ, CLZ
Prescribing Barnes, Young et al., 2019) (only for TR, OLZ should be tried
Guidelines in first).
Psychiatry, 13th 2. ASE, ZIPRA (less efficacious than
Edition. the above drugs)
3. FGAs should be avoided due to
extrapyramidal adverse effects
QOceania
Australia Australian Clinical Orygen, The National | 2016 Orygen (Australian 1. AR, OLZ, RIS, QUE
Guidelines for Early Centre of Excellence Clinical Guidelines for 2. CLZ(TR)
Psychosis in Youth Mental Early Psychosis, 2016)
Health
North
America us Practice Parameter American Academy 2013 AACAP (McClellan et 1. RIS, ARI, QUE, PAL.
for the Assessment of Child and al., 2013) 2. OLZ, ZIPRA, HAL.
and Treatment of Adolescent 3. CLZ(TR)
Children and Psychiatry
Adolescents With
Schizophrenia
Canada Canadian Guidelines Abidi, et al. 2017 CSG (Abidi et al., No clear recommendations, but:1.

for Schizophrenia

2017)

SGAs (rather than FGAs).

2. 0LZ, only as second-line option
due to metabolic side effects.

3. CLZ(only TR cases)

ARI: Aripiprazole. PAL: Paliperidone. RIS: Risperidone. QUE: Quetiapine. OLZ: Olanzapine. MOL: Molindone. ASE: Asenapine. ZIPRA: Ziprasidone. CLZ:
Clozapine. HAL: Haloperidol. ASE: Asenapine. Lox: Loxapine. LUR: Lurasidone. AMI: Amisulpride.

First of all, the Primum non nocere principle, i. e., safety, becomes
paramount in the management of paediatric populations and from
a safety perspective, SGAs were recommended over FGAs [32-36],
which was well-supported by the evidence [18]. However, one may

olanzapine to cause significantly more weight gain than quetiapine
[42]. Indeed, two reviewed guidelines [34, 35] strongly recom-
mended against the first-line use of olanzapine in FEP, including
EOS, due to the high risk of metabolic side effects. Also, SCAs were

Hence, starting treatment with overall comparably safe antip-
sychotics, such as aripiprazole [24, 26,27,30,31] or lurasidone
[22], thus minimising the risk of adverse effects and enhancing
long-term adherence [44], appears to be recommendable [18]. On
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Ziprasidone + - + + —+ + + - ++
Schizophrenia Bulletin vol. 41 no. 3 pp. 559-573, 2015
doi:10.1093/schbul/sbv002
Conclusion sponse in First-Episod
To date there are no biomarkers which confidently predict FUTURO...

the response to treatment or the side effects in patients with _ -
i A .. i i berg?, Iris E. Sommer'!,
first-episode psychosis. Several limits may explain this lack koyer—
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SchizOMICS: Ensayo clinico abierto, multicéntrico,
aleatorizado para evaluar la eficacia y seguridad de
aripiprazol vs paliperidona / risperidona mediante datos
multi-Omicos en pacientes con un primer episodio psicotico.
Proyecto 1Ci12100089

Javier Labad
Consorci Sanitari del Maresme — Fundacio Parc Tauli (CIBERSAM G28)

Objetivo principal: Identificar un set de biomarcadores mediante técnicas multi-Omicas
(transcriptoma, exoma, proteoma, metaboloma, microbioma) que permita predecir la respuesta
terapéutica de aripiprazol o paliperidona a los 3 meses de tratamiento en pacientes con un primer
episodio psicotico.
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WORK PACKAGES

WP1: Randomized open-label clinical trial
To compare effectiveness and security of aripiprazole and paliperidone at short-time (3 mo).
To provide clinical data to clustering patients in responders and non-responders.

WP2: Multiomics
To collect and identify multiomics profiles in schizophrenia and to characterize new mechanisms
related to treatment response.

WP3: Metabolic outcomes (1 year)
To phenotyping the effect of antipsychotics on blood glycemic, lipidic and hepatic outcomes at 1
year.

WP4: Computational analyses

Modeling clinical response and glycemic, lipidic and hepatic side effect risk and predicting potential
therapeutic interventions in schizophrenia.

Bioinformatic and computational techniques: To deliver highly relevant models of personalized
treatment response and side effect risks in a mechanism-based approach.

WP5: Project Management and Organization
Steering committee (IP, co-IP and leaders of the rest of WPs) to ensure the smooth coordination of
scientific and technical activities among WPs.
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