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Funcionalidad en los primeros cinco anos después del diagnéstico
de esquizofrenia. Estudio de cohorte en poblacién colombiana

RESUMEN

Objetivo: Existe una falta de estudios en la historia natural de los estadios iniciales de la
esquizofrenia en Colombia. Este estudio apunta a evaluar la funcionalidad en los primeros

Palabras clave:
Esquizofrenia
Recurrencia cinco anos después del diagndstico de esquizofrenia.
Funcionalidad Método: Estudio longitudinal naturalistico de 50 pacientes con esquizofrenia temprana
Antipsicéticos

Introspeccién

evaluados entre los afnos 2011 y 2014. Loa datos demograficos, sintomas, introspeccién,
tratamiento, y reacciones adversas fueron recolectados en todos los pacientes cada 3 meses
por lo menos 3 a 5 anos. La funcionalidad se midié6 mediante la escala global de fun-
cionamiento (GAF), y la escala de funcionamiento personal y social (PSP).

Resultados: Los pacientes fueron seguidos por una media de 174 semanas (SD: 62.5) y
mostraron dificultades moderadas en su funcionamiento global. Este funcionamiento fue

Colombia

modificado por la presencia de polifarmacia, grado de introspeccién, cambios en los esque-
mas antipsicéticos, y el nimero de episodios, recaidas, y hospitalizaciones.

Conclusiones: Los resultados sugieren que los desenlaces en funcionalidad parecen estar
relacionados con uso de polifarmacia, grado de introspeccién, cambios en esquemas antip-
sicéticos, y numero de episodios, recaidas, y hospitalizaciones durante los primeros afnos

de esquizofrenia.

© 2020 Asociacién Colombiana de Psiquiatria. Publicado por Elsevier Espana, S.L.U.

Todos los derechos reservados.

Introduction

The first years after the diagnosis of schizophrenia are crucial
to determining some parameters involved in the long-term
clinical and functional outcomes.! It is a period that involves
risks such as relapses 2and suicide.? As the first episode of psy-
chosis (FEP) usually emerges around the twenties, this period
also concurs with individual development milestones such
as identity establishment, peer networks, vocational training,
and intimate relationships.

This focus in early stages is based on the “critical period
hypothesis”, which proposes that the period around a FEP,
including any period of initially untreated psychosis, is a ‘crit-
ical period’ during which deterioration progresses rapidly.*
Prior evidence suggests that progression of the disease, func-
tional disability, and psychosocial deterioration might occur
predominantly in the first three to five years, after which
schizophrenia reaches a clinical plateau.® Even some of the
grey matter abnormalities in schizophrenia worsen shortly
after the onset of psychosis, although abnormal develop-
ment of the brain usually begins many years before the first
episode.®

This approach has led to the implementation of interdis-
ciplinary early intervention programs around the world that
have shown superiority versus usual treatment strategies.”
However, some argue that these services waste scarce
resources in an “arbitrary critical period of a few years”’
given that schizophrenia is not necessarily a neuroprogres-
sive disease and poor functional outcomes that some patients
exhibit may reflect other conditions (such as limited health-
care access, poor adherence to treatment, and social and
financial impoverishment).’

However, functional recovery during the first months after
a FEP significantly predicts longer-term full recovery, even
more than early symptomatic remission itself.!° This find-
ing aligns with the top 5 life and treatment goals of young
people hospitalized for a FEP: employment, education, hous-
ing, relationships and health.' In order to achieve these
targets, a community-based treatment program is mandatory,
involving psychological, pharmacological, social, and occupa-
tional interventions. Despite current guidelines recommend
an assertive community treatment,'>!3 complete access to
an integrated community-based team service is still scarce
in our country.* Besides, in Colombia there are no reports
on the natural history of the disease the first years after
its diagnosis, so we cannot rule out if early stages deter-
minants can also be related to functional outcomes years
later. Hence, we decided to carry out a descriptive analysis
of the functionality in the first five years after the diagnosis of
schizophrenia.

Methods

Fifty patients with early schizophrenia, defined as the first
5 years since diagnosis, were included in a naturalistic cohort.
Patients aged between 18 and 35 years in pharmacologi-
cal treatment for schizophrenia, who signed the informed
consent and had at least one person who could provide infor-
mation about the evolution of the symptoms, were assessed
between July 2011 and May 2017. Patients were excluded if they
had another diagnosis in DSM-IV Axis I (except for substance
abuse/dependence) or a severe personality disorder, if they
were living in a nursing center or were participating in clin-
ical studies with research products (even 30 days before first
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evaluation), or if they could not comply with the registration
procedures according to the investigator’s opinion.

The diagnosis of schizophrenia was confirmed with
the Mini-International Neuropsychiatric Interview (MINI).
Patients were assessed by a trained psychiatrist (JFC, JJO, C-P,
A-V) between July 2011 and May 2017 in the Centro de Investiga-
ciones del Sistema Nervioso (Grupo CISNE), Bogota. All patients
were followed up every 3 months during at least 3 years and up
to 5 years, with periodic evaluations every 3 months. The ini-
tialidea was to follow them up for a period of 5 years, but it was
shortened to 3 years given the low rate of admission to pro-
tocol. Seven patients dropped out the study (6 after 2 years of
follow up, and 1 after 1 year of follow up): 2 of them moved out
of the city, and 5 decided not to go back to the medical center.
Since this was a naturalistic observational longitudinal study,
there were no guidelines for the treatment administered, and
no changes were made in therapeutic schemes.

At baseline, a complete personal and family history was
performed. Demographic data were obtained, as well as infor-
mation about the disease (prodromal symptoms, duration of
illness, functional baseline status, clinical severity, pharma-
cological history) and substance use. In every visit, physical
health indicators (blood pressure, heart rate, respiratory rate,
weight, height, and body mass index) and information about
treatment and adverse reactions data were collected. Blood
and urine samples were obtained in baseline and selected
follow-up visits in order to perform blood counts, blood chem-
istry tests (lipids profile, glycemia, liver and kidney function
tests), endocrine function (thyroid hormones and prolactin
levels), urinalysis and urine drug panel.

Functional outcomes were assessed with: a) Global Assess-
ment of Functioning (GAF) Scale, a widely used instrument
to evaluate the general functioning of patients with psychi-
atric disorders along a hypothetical illness-health continuum
ranging from 1 (severely impaired) to 100 (superior function-
ing) based on precise instructions (this instrument has a good
reliability, but its concurrent and predictive validity tend to
be more problematic),’”> and b) Personal and Social Perfor-
mance Scale (PSP), a reliable, valid and sensitive instrument
for measuring functioning in outpatients with schizophre-
nia developed by Morosini et al.’® and validated in Spain?’
to assess the degree of difficulty a subject has exhibited
the last month in 4 domains that are usually impaired in
schizophrenia: socially useful activities, personal and social
relationships, self-care, and aggressive or disturbing behav-
ior. In every visit severity of symptoms was measured with the
Clinical Global Impression Severity scale (CGI-S), a valid, quick,
simple and reliable clinical outcome measure suitable for rou-
tine use in psychiatry.’® Insight was evaluated with the Scale
for Assessment of Insight, Expanded Version (SAI-E), whose
validity and reliability were previously confirmed in Colom-
bian patients with both affective and psychotic disorders.’®

The investigation ethics committee approved the study
before the first registration was made. Informed consent was
obtained from all participants.

The data set was collected in EpiINFO version 3.5.3. and
then analyzed in software R version 3.4.2. Categorical vari-
ables were described using absolute and relative frequencies
and percentages, whereas continuous variables were com-
puted with typical dispersion and central tendency measures.

Table 1 - Baseline clinic and demographic
characteristics.

Male gender 44 (88)
Job status
Unemployed 34 (68)
Student 10 (20)
Independent (arts, sports) 3(6)
Employed 3(6)
Age (years) 23 [4.75]
Educational level (years) 11 [2]
Duration of prodrome (weeks) 71.7 [134.9]
Duration of untreated psychosis (weeks) 62.2 [102.75]
Duration of illness (weeks since diagnosis) 71.6 [151.3]
Total number of episodes 3[3.75]
Total number of hospitalizations 3[3.75]
Baseline insight (SAI score) 13.18 [8.75]
Baseline GAF Score 55 [15]
Baseline PSP Score 55 [14.3]
Initial antipsychotic
Second-generation 48 (96)
First-generation 2 (4)
Route of administration
Oral 42 (84)
Intramuscular 8 (16)
Use of concomitant medication
No 15 (31.9)
Benzodiacepines 30 (60)
Antipsychotics 14 (28)
Antidepressants 14 (28)
Mood stabilizers 14 (28)
Anticholinergics 8 (16)
Antihystamines 4(8)
Levothyroxine 3(6)
Other drugs 8 (16)
Non-pharmacological therapies 4(8)
Substances misuse 18 (36)

GAF: Global Assessment of Functioning; PSP: Personal and Social
Performance Scale; SAI: Scale for Assessment of Insight.
Data are expressed as n (%) or median [interquartile range]|

In order to establish if the functionality measured by the GAF
and PSP scales had some tendency over time, we adjusted a
mixed linear model with polynomial components of order 3 to
explain the trend of the scales over time. The marginal correla-
tion between both scales was high (0.9), so results were similar
for both. Linear mixed models were constructed to determine
whether the tendency over time observed for functionality
could be affected by other variables.

Results

Patients were followed-up for a mean of 174+62.5 weeks.
Most of them were single and unemployed men with sec-
ondary school grades. Details of demographic characteristics
are described in table 1.

Although all of the patients were using antipsychotics
at the beginning of the study (mainly oral second-
generation antipsychotics [SGA]), only 4 of them had
non-pharmacological therapies. Two out of 3 patients needed
another medication in addition to the core antipsychotic
(Table 1), mainly benzodiazepines, antidepressants, and other
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Table 2 - Results of mixed linear models for functionality scales.

GAF PSP
Value t-value P-value Value t-value P-value
(Intercept) 58.36282 34.56749 <.00001 56.05111 31.73638 -
Visita 1.73765 3.73035 .0002 1.7129 3.40839 .0007
I(visita2) -0.15632 -2.53613 0115 -0.14267 -2.14542 0323
I(visitag) 0.00293 1.32188 .1867 0.00273 1.13877 .2553

GAF: Global Assessment of Functioning; PSP: Personal and Social Performance Scale.

antipsychotics. The rate of lifetime substance use observed
was 36%. The median duration of the prodrome was 71.7
[interquartile range, 134.9] weeks, and the median duration
of untreated psychosis (DUP) was 62.2 [102.75] weeks (Table 1).

Table 2 shows the results of the mixed linear model for GAF
and PSP scales over time. In figure 1, a barely detectable Order
2 polynomial trendline can be seen, revealing that the scores
of both scales slightly increased after the first visits, reaching
a maximum around the seventh visit (84th week) and then
decreasing to levels slightly lower than baseline scores.

To evaluate whether the trend in time observed for func-
tionality could be affected by other variables, several linear
mixed models were constructed. The variables with a sig-
nificant effect on the trends of both GAF and PSP scores
were use of concomitant medications, modifications in the
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antipsychotic scheme, number of episodes before baseline
visit, degree of insight, number of relapses, and number of
hospitalizations. None of these linear mixed models was able
to find any correlation between substance use or DUP and
changes in functionality during follow-up.

As it is shown in figure 2, the greater the number
of episodes, hospitalizations, relapses and changes in the
antipsychotic scheme, the lower the level of functionality
(measured with any of the scales) both at the beginning
and throughout the follow-up. However, a higher number of
episodes before the first visit, relapses, hospitalizations and
modifications in antipsychotic schemes during the first 5 years
after diagnosis of schizophrenia did not affect trends of func-
tionality over time: the GAF and PSP scores slightly improved
during the first weeks but then progressively decreased.
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Figure 1 - GAF and PSP scores trends during follow-up. GAF: Global Assessment of Functioning; PSP: Personal and Social

Performance Scale.
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Figure 2 - GAF and PSP scores trends during follow-up versus: number of modifications in antipsychotic schemes (A),
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number of episodes before first visit (B), number of relapses (C), and number of hospitalizations (D). GAF: Global Assessment

of Functioning; PSP: Personal and Social Performance Scale.

Alternatively, the scores of both scales showed a more
marked and earlier decrease in those patients who did not
use medications concomitant with antipsychotic treatment.
In other words, patients with concomitant medications kept
higher and more lasting functionality than those who did not
take them (figure 3). Likewise, better median scores in SAI
were related to higher scores in GAF and PSP during follow-up
(figure 4).

Discussion

This study aimed to assess the functionality over the first years
of schizophrenia. Baseline GAF and PSP scores were between
50 and 60, implying moderate difficulties in occupational
or school functioning, social relationships, and self-care.
Our results suggest that patients in the earlier stages of
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Figure 3 — GAF and PSP scores trends during follow-up in patients with or without use of concomitant drugs. GAF: Global
Assessment of Functioning; PSP: Personal and Social Performance Scale.

schizophrenia have a less than optimal functionality, which
seems to be influenced by the number of hospitalization and
relapses even a year before. A higher number of relapses is
related to a worse overall functionality, and this functional
performance tends to be maintained over time. These findings
highlight the importance of performing highly personalized,
effective, and interdisciplinary interventions at the first years
of the illness.

Throughout the first 2 years an improving trend was
observed, but after the seventh visit functionality progres-
sively decreased to levels slightly lower than baseline scores.
This finding differs from data reported in other studies, where
functioning assessment scores tend to increase after 1, 2, or
3 years of follow-up 2%21in both specialized early intervention
and naturalistic settings. In fact, the subjects included in our
sample failed to achieve the threshold proposed by Albert et al.
for recovery (GAF > 60).22

Current evidence indicates that 1 in 7 patients with
schizophrenia will achieve functional recovery, mainly based
on better social and cognitive functioning after a FEP and
not only symptomatic remission.1%?3 In fact, functional recov-
ery is influenced by a complex interplay between several
environmental factors, including stressful life events, sub-
stance abuse, socioeconomic conditions, stigma experiences
and family dynamics.?* Therefore, psychosocial and voca-
tional interventions with a strong training in social skills
are crucial so the patients can achieve and maintain an
independent role in society. It must be noted that non-
pharmacological therapies were the exception rather than
the rule in this sample. Several clinical trials and system-
atic reviews support the role of psychosocial interventions

(such as cognitive and behavioral psychotherapy, family psy-
choeducation, and educational and vocational rehabilitation
strategies) in structured early intervention programs.?® How-
ever, these specialized early intervention services, as well as
the community-based programs for schizophrenia, are almost
non-existent in Colombia and Latin America.*26

Most of the patients were using SGAs, which seems to
be related to better functional outcomes.?’-?® Interestingly,
we found some protective role for co-medication as patients
with concomitant medications seemed to keep a higher and
more lasting functionality over time than those who did
not take them. In the case of benzodiazepines, the most
used augmentation drug in our study, current evidence is
quite conflicting and inconclusive: although its sedative effect
could be beneficial during specific lapses in the course of
the disorder, its use in the medium and long term is not
recommended.?>3° Many of the patients were using other
antipsychotics, mood stabilizers, and antidepressants as well,
but the evidence supporting their efficacy is limited and based
on low-quality studies.3¥3* It is noteworthy that this ten-
dency to polypharmacy is observed even in the early stages
of the disease, which suggests that there are no differential
approaches across the stages of the illness in clinical prac-
tice in Colombia. Furthermore, there appears to be no direct
relationship between the severity of the disorder and the
use of polypharmacy which support even more the previous
finding. Actually, this finding may suggest that the identifica-
tion and treatment of affective, anxiety or sleeping symptoms
could improve overall functional outcomes, underlining the
importance of detecting other mental symptoms in addition
to psychosis.
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Figure 4 - GAF and PSP scores trends during follow-up versus median SAI scores. GAF: Global Assessment of Functioning;

PSP: Personal and Social Performance Scale.

On the other hand, we found a similar pattern in the impact
of the number of previous episodes, changes in antipsychotic
schemes, number of relapses and hospitalizations in func-
tionality along the first five years of schizophrenia. A higher
number of episodes and relapses (and hence, hospitalizations)
is expected to lead to more modifications in antipsychotics
schemes (change of drugs or use of higher doses), which could,
in turn, negatively impact on functionality. Likewise, these
changes in pharmacological therapies could also lead to a
higher risk of adverse events, impacting on adherence to treat-
ment.

In this study, insight showed a positive effect on func-
tionality. Previous studies have reported that insight is

not significantly associated with overall functioning after
a FEP, although a significant heterogeneity in measures
employed to assess insight has to be noted.3® However,
insight is theoretically related with both a better adher-
ence to treatment and a stronger therapeutic alliance, which
are in turn associated with better longer-term outcomes in
psychosis.37:38

These findings combined may confirm that an integral
approach of patients with schizophrenia is required as if
we only rely on pharmacological treatments the outcomes
won't be as good as expected. The paucity of specialized
early intervention programs for patients in the early stages of
schizophrenia in Latin America 2°and Spain *°results in a lack



190 REV COLOMB PSIQUIAT.2022;51(3):183-191

of opportunities to change the course of this disorder during
a critical time.

Some limitations should be noted. First, the small sam-
ple size and the high proportion of men may not reflect the
full spectrum of the population accurately and allows only
an exploratory analysis of data. In fact, these correlations
do not necessarily indicate a causal relationship. Besides,
drop-outs during follow-up could affect global results since
more seriously ill patients could have tend to continue under
monitoring. In addition, depressive or maniac symptoms
were not measured, and its presence could have explained
polypharmacy in our sample. However, this is one of the few
investigations on the early stages of schizophrenia in Colom-
bia, a developing country, which could explain some of the
differences with similar studies from other regions.*® Fur-
thermore, its naturalistic design and five years long follow-up
bring a more realistic depiction of schizophrenia. Addition-
ally, its prospective design, the strict selection criteria, and the
diagnostic and follow-up assessment protocol (that included
standardized scales to assess functionality) provided validity
to our findings.

In conclusion, our results suggest that patients in early
stages schizophrenia show moderate difficulties in global
functioning, which although improves temporarily with spe-
cialized treatment, defines the overall performance after three
to 5 years of follow up. Polypharmacy, degree of insight, mod-
ifications in antipsychotic schemes, and number of episodes,
relapses, and hospitalizations, are related to global function-
ing during the first years after diagnosis.

Funding

This research was partly supported by an unrestrictive grant
from Janssen-Cilag.

Conflict of interests
All the authors declared no potential conflicts of interest with

respect to the research, authorship, and publication of this
article.

REFERENCES

1. Crumlish N, Whitty P, Clarke M, et al. Beyond the critical
period: longitudinal study of 8-year outcome in first-episode
non-affective psychosis. Br ] Psychiatry. 2009;194:18-24.

2. Enderami A, Monesi FS, Zarghami M. One-year follow-up of
patients with a diagnosis of first episode psychosis. Mater
Sociomed. 2017;29:21-5.

3. Gonzalez-Pinto A, Aldama A, Gonzalez C, Mosquera F,
Arrasate M, Vieta E. Predictors of suicide in first-episode
affective and nonaffective psychotic inpatients: five-year
follow-up of patients from a catchment area in Vitoria. Spain.
J Clin Psychiatry. 2007;68:242-7.

4. Birchwood M, Todd P, Jackson C. Early intervention in
psychosis The critical period hypothesis. Br J Psychiatry
Suppl. 1998;172:53-9.

5. Newton R, Rouleau A, Nylander A-G, et al. Diverse definitions
of the early course of schizophrenia-a targeted literature
review. NPJ Schizophr. 2018;4:21.

6. Kahn RS, Sommer IE. The neurobiology and treatment of
first-episode schizophrenia. Mol Psychiatry. 2015;20:84-97.

7. Correll CU, Galling B, Pawar A, et al. Comparison of early
intervention services vs treatment as usual for early-phase
psychosis. JAMA Psychiatry. 2018;11004:1-11.

8. Pelosi AJ, Birchwood M. Is early intervention for psychosis a
waste of valuable resources? Br ] Psychiatry. 2003;182:196-8.

9. Zipursky RB, Reilly TJ, Murray RM. The myth of schizophrenia
as a progressive brain disease. Schizophr Bull.
2013;39:1363-72.

10. Alvarez-Jiménez M, Gleeson JF, Henry LP, et al. Road to full
recovery: longitudinal relationship between symptomatic
remission and psychosocial recovery in first-episode
psychosis over 7.5 years. Psychol Med. 2012;42:595-606.

11. Ramsay CE, Broussard B, Goulding SM, et al. Life and
treatment goals of individuals hospitalized for first-episode
nonaffective psychosis. Psychiatry Res. 2011;189:344-8.

12. Ministerio de Salud y de la Proteccién Social, Colciencias. Guia
de préctica clinica para el diagnéstico, tratamiento e inicio de
la rehabilitacién psicosocial de los adultos con esquizofrenia.
2014:1028. Available from: https://www.minsalud.
gov.co/sites/rid/Lists/BibliotecaDigital/RIDE/INEC/IETS/GPC-
Esquizofrenia-Completa.pdf.

13. NICE - National Institute for Health and Care Excellence.
Psychosis and schizophrenia in adults: prevention and
management. Clinical guideline [Internet]. 2014. Available
from: www.nice.org.uk/guidance/cg178. Cited 2020 Jul 18.

14. Zaraza-Morales DR, Hernandez-Holguin DM. Hacia una
atencién comunitaria en salud mental para personas con
esquizofrenia en Colombia. Cien Saude Colet.
2016;21:2607-18.

15. Garcia-Portilla Gonzélez MP. Banco de instrumentos bésicos
para la practica de la psiquiatria clinica. Oviedo:
Comunicacién y Ediciones Sanitarias; 2015.

16. Morosini PL, Magliano L, Brambilla L, Ugolini S, Pioli R.
Development, reliability and acceptability of a new version of
the DSM-IV Social and Occupational Functioning Assessment
Scale (SOFAS) to assess routine social functioning. Acta
Psychiatr Scand. 2000;101:323-9.

17. Garcia-Portilla MP, Saiz PA, Bousono M, Bascaran MT,
Guzman-Quilo C, Bobes J. Validacién de la versién espanola
de la escala de Funcionamiento Personal y Social en
pacientes ambulatorios con esquizofrenia estable o inestable.
Rev Psiquiatr Salud Ment. 2011;4:9-18.

18. Berk M, Ng F, Dodd S, et al. The validity of the CGI severity
and improvement scales as measures of clinical effectiveness
suitable for routine clinical use. J Eval Clin Pract.
2008;14:979-83.

19. Navarro Marun F, Carlos Holguin Lew ], Fernando Cano
Romero J, et al. Validacién de la versién para Colombia de la
Escala de Evaluacién de Introspeccién Expandida (SAI-E) en
sujetos con trastornos afectivos y psicéticos. Rev Colomb
Psiquiatr. 2008;37.

20. Ucok A, Saka MC, Bilici M. Effects of paliperidone extended
release on functioning level and symptoms of patients with
recent onset schizophrenia: An open-label, single-arm,
flexible-dose, 12-months follow-up study. Nord J Psychiatry.
2015;69:426-32.

21. Albert N, Melau M, Jensen H, et al. Five years of specialised
early intervention versus two years of specialised early
intervention followed by three years of standard treatment
for patients with a first episode psychosis: randomised,
superiority, parallel group trial in Denmark (OPUS II). BMJ.
2017;356:16681.

22. Albert N, Bertelsen M, Thorup A, et al. Predictors of recovery
from psychosis. Schizophr Res. 2011;125:257-66.



REV COLOMB PSIQUIAT.2022;51(3):183-191

191

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

Silva MA, Restrepo D. Functional recovery in schizophrenia.
Rev Colomb Psiquiatr. 2019;38:252-60.

Lahera G, Galvez JL, Sdnchez P, et al. Functional recovery in
patients with schizophrenia: Recommendations from a panel
of experts. BMC Psychiatry. 2018;18:176.

Marshall M, Rathbone J. Early intervention for psychosis.
Cochrane Database Syst Rev. 2011;(6.).

Brietzke E, Araripe Neto AG, Dias A, Mansur RB, Bressan RA.
Early intervention in psychosis: a map of clinical and
research initiatives in Latin America. Rev Bras Psiquiatr.
2011;33 Suppl 2:5s213-24.

Hamilton SH, Edgell ET, Revicki DA, Breier A. Functional
outcomes in schizophrenia: a comparison of olanzapine and
haloperidol in a European sample. Int Clin Psychopharmacol.
2000;15:245-55.

Liu-Seifert H, Ascher-Svanum H, Osuntokun O, Jen KY, Gomez
JC. Change in level of productivity in the treatment of
schizophrenia with olanzapine or other antipsychotics. BMC
Psychiatry. 2011;11:87.

Dold M, Li C, Tardy M, Khorsand V, Gillies D, Leucht S.
Benzodiazepines for schizophrenia. Cochrane Database Syst
Rev. 2012;11:CD006391.

Dold M, Li C, Gillies D, Leucht S. Benzodiazepine
augmentation of antipsychotic drugs in schizophrenia: A
meta-analysis and cochrane review of randomized controlled
trials. Eur Neuropsychopharmacol. 2013;23:1023-33.

Galling B, Roldan A, Hagi K, et al. Antipsychotic augmentation
vs. monotherapy in schizophrenia: systematic review,
meta-analysis and meta-regression analysis. World
Psychiatry. 2017;16:77-89.

Galling B, Vernon JA, Pagsberg AK, et al. Efficacy and safety of
antidepressant augmentation of continued antipsychotic

33.

34.

35.

36.

37.

38.

39.

40.

treatment in patients with schizophrenia. Acta Psychiatr
Scand. 2018;137:187-205.

Leucht S, Helfer B, Dold M, Kissling W, McGrath J.
Carbamazepine for schizophrenia. Cochrane Database Syst
Rev. 2014:CD001258.

Wang Y, Xia J, Helfer B, Li C, Leucht S. Valproate for
schizophrenia. Cochrane Database Syst Rev.
2016;11:CD004028.

Leucht S, Helfer B, Dold M, Kissling W, McGrath JJ. Lithium for
schizophrenia. Cochrane Database Syst Rev. 2015:CD003834.
Santesteban-Echarri O, Paino M, Rice S, et al. Predictors of
functional recovery in first-episode psychosis: A systematic
review and meta-analysis of longitudinal studies. Clin
Psychol Rev. 2017;58:59-75.

Novick D, Montgomery W, Treuer T, Aguado J, Kraemer S, Haro
JM. Relationship of insight with medication adherence and
the impact on outcomes in patients with schizophrenia and
bipolar disorder: results from a 1-year European outpatient
observational study. BMC Psychiatry. 2015;15:189.

Segarra R, Ojeda N, Pefia J, et al. Longitudinal changes of
insight in first episode psychosis and its relation to clinical
symptoms, treatment adherence and global functioning:
One-year follow-up from the Eiffel study. Eur Psychiatry.
2012;27:43-9.

Arango C, Bernardo M, Bonet P, et al. When the healthcare
does not follow the evidence: The case of the lack of early
intervention programs for psychosis in Spain. Rev Psiquiatr
Salud Ment. 2017;10:78-86.

Menezes NM, Arenovich T, Zipursky RB. A systematic review
of longitudinal outcome studies of first-episode psychosis.
Psychol Med. 2006;36:1349-62.



