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ABSTRACT

In persons with schizophrenia, multiple relapses depict the course of illness, yet the nature of these episodes has not
been extensively researched and clinicians may not always be aware of important implications. Most individuals living
with schizophrenia experience multiple relapses in the course of their lifetimes. While behaviors may precede the
relapses, it has been disclosed that 71% of the behavioral changes may be noticed two weeks prior to the relapses
compared to the anomaly rates at other times. Moreover, almost 3 out of every five individuals with schizophrenia
experience a relapse in their symptoms after commencing treatment/medication. In most instances, the multiple
relapses are increasingly distressing to the patients, their families, and their societies, and not only disrupt the
recovery process but also increase the risk of treatment resistance. The objective of this systematic review is, therefore,
to evaluate the causes of multiple relapses in patients with schizophrenia, and identify effective ways to prevent the
relapses. This study reviewed selected literature concerning the nature and possible causes of multiple relapses in
schizophrenia patients and the prevention of relapse. The findings have shown that the key causes of multiple
relapses in patients with schizophrenia include non-adherence to treatment, lack of effective social support, substance
use and abuse, mental illness-associated stigma, unavailability of essential psychotic medications, and delays in care
seeking. The findings of this systematic review indicate that multiple relapse rates are increasingly higher in
schizophrenia patients in instances where the treatments have been discontinued, even following a single psychotic
episode and that prolonged treatment duration before discontinuation does not result in a reduction in multiple
relapse risks. Despite of, timely and effective detection of the relapses and the taking of effectual preventive measures
against the potential causative factors are vital for improved prognosis of multiple relapse in schizophrenia patients.
Given the inefficiencies of various treatments to prevent full-blown relapse and the possible adverse outcomes,
medication adherence and various factors predisposing to multiple relapses need to be the key focus in the
management of schizophrenia.
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INTRODUCTION

Recently, mental disorders have comprised one of the highest
global burdens of disease, in which relapse is considered a
significant barrier to full recovery and effective rehabilitation.
Multiple relapses in schizophrenia is a major issue of concern to
patients, their families, and caregivers/healthcare professionals,
as it leads to higher distress levels and poor quality of life for the
patients [1-3]. Thus, in Schizophrenia, multiple relapses imply
the frequent return of the various symptoms following an
improvement period marked by severe psychotic exacerbations
[4,5]. Multiple relapse in schizophrenia is linked to frequent
hospitalization and lead to significant mental care costs [6,7].

During the Schizophrenia course, relapse becomes a common
occurrence even in instances where the patients are undergoing
treatments. For example, for individuals with schizophrenia, the
relapse rate has been acknowledged to range between 50% and
92% globally, even as it is approximated that the rate of relapse
is approximately 3.5% per month in psychotic individuals
treated using depot antipsychotic treatments [8,9]. Moreover, the
initial 2 to 5 years are considered as major determinants of both
clinical and functional prognosis related to schizophrenia. The
study conducted by Bergé et al. indicated that the relapse rate in
schizophrenia was 31% after a year, and a further 43% following
2 years of treatment [10]. A comparable study has disclosed that
the rate of relapse during the initial year following the onset of
schizophrenia was approximated to be nearly between 34% and
37%, even as the risk of multiple relapse in a lifetime was shown
to be approximately 70%, regardless of the pharmacological
treatments offered [11,12]. Further, a systematic review and
meta-analysis of several longitudinal studies focusing on patients
who had experienced an initial episode of psychosis, it was
disclosed that the pooled relapse prevalence with regard to
positive symptoms was approximately 28% within the 1 year of
follow-up, 43% within 2 years of follow-up, and approximately
54% within 3 years of follow-up [13]. Based on such observation
Porcelli et al. has maintained that the increment in the number
of relapses increases the risk of severity of schizophrenia with
severe functional impairments [14]. Thus, multiple relapses have
been directly linked to gradual functional
cognitive impairment, poor clinical prognosis, and increased

deterioration,

hospitalizations, which, in turn, result in considerable burdens
for both patients and their families [15]. Also, multiple relapses
have been noted to increase the risks of social impairment and

self-harm [16].

A number of earlier studies have reported on the different
modifiable risk factors for multiple relapses in schizophrenia,
including lack of proper and effective social support, poor
compliance to treatment, substance use and abuse, mental
illness-associated stigma, unavailability of essential psychotic
medications, and delays in care seeking [17]. The identification
of the various factors linked to multiple relapses will aid in the
prediction and prevention of relapses in schizophrenia patients.
Despite of, available evidence on the related factors and
magnitude of multiple relapses in schizophrenia patients
remains scarce. As such, the objective of this study is to evaluate
the cause of multiple relapse in patients with schizophrenia and
how the multiple relapse can be effectively prevented.

] Psychiatry, Vol.27 Iss.2 No:1000674

OPEN 8 ACCESS Freely available online

MATERIALS AND METHODS

To collect the relevant literature published in the English
language, the researchers performed an in-depth search on a
number of online medical databases, including PubMed,
Embase, Google Scholar, Web of Science, and SCOPUS, up to
January 2024. For this systematic review, the articles had chosen
included epidemiological studies and assessment studies, which
included anonymized data and different multi-center studies,
alongside published review articles. A comparison of the study
was also performed to identify duplicate data sources and
articles from comparable population years, even as study sources
that had increasingly valid details were included and used.
for the including
“schizophrenia,” “relapse,” and “multiple relapse,” were used. A
total of 769 articles were yielded through the literature search.

Moreover, literature search, keywords,

Inclusion and exclusion criteria

After the removal of all identified duplicates, relevant literature/
articles were subsequently selected in three distinctive stages.
The first stage involved the screening of the selected literature’s
titles and abstracts, even as the second stage involved the
exclusion of all articles found to be irrelevant to this study. The
third stage involved the performance of an in-depth full-text
exploration of the selected literature with the aim of ensuring
the right and relevant articles are selected and included. The
three stages of literature screening stages were carried out by
three the resolution of the
discrepancies realized was done through consultations and

independent reviewers, and

consensus.

Further, the inclusion criteria included original studies,
including crossover design studies, Randomized Controlled
Trials (RCTs), and prospective cohort studies that met the
following set criteria: studies had to focus on relapse in
schizophrenia patients and treatment of multiple relapse; studies
on persons with schizophrenia; medical interventions; published
in English language, and conducted between 2000 and 2014.
Additionally, sponsored clinical trials, narrative reviews and
editorials were excluded. The initial evaluation of the abstracts of
the articles resulted in the removal of 478 articles. Additionally,
for this systematic review, vita data from the qualified literature
was extracted as follows: (i) general attributes of the study, such
as the names of the authors, study year, publication year, and the
employed sampling methods; (ii) the attributes of the study
population, including race, participants age and gender/sex,
sample size, and follow-up; (iii) type of intervention and
duration, and measures used in assessing weight; and (iv) the
major findings of the study.

Lastly, for this systematic review, the Preferred Reporting Items
for Systematic Reviews and Meta-Analyses (PRISMA) was
utilized in the literature selection process. From the literature
selection process, 769 articles were retrieved following the
performance of an in-depth database search. The subsequent
screening of the articles resulted in the removal of 478
duplicates together 122 articles determined to be ineligible
through automation, and an extra 73 articles were excluded for
other notable reasons, including the failure to align with this
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animal-based studies. Further,
published in non-peerreviewed
journals were excluded. Still, studies initially published in non-

English languages were excluded alongside opinion pieces,

study's  objectives, and
dissertations and studies

scoping reviews, non-academic articles, secondary studies, and
other research types that were not primary studies were also
excluded. Therefore, 96 eligible articles were further screened
leading to the exclusion of 45 articles. The remaining 51 articles
were sought for retrieval, and 8 articles could not be retrieved.
As a result, 43 articles were assessed for eligibility and 17 articles
were excluded following fulltext screening for reasons that
included: full text not retrievable after contacting the authors (5
articles), preprints (2 articles); failure to assess targeted
interventions (4 articles); protocol (3 articles), and failure to
report on the limitations (3 articles). The PRISMA flow diagram
presented in Figure 1, below indicated the article selection
process.
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Figure 1: PRISMA flow diagram indicating the study selection
process for this systematic review and meta-analysis.

RESULTS AND DISCUSSION

The evaluation and management of incidences of multiple
relapse in patients with schizophrenia is of immense importance
to clinical practice, in addition to being an important aspect for
the controlled clinical studies. Therefore, increased awareness
on the various factors linked to both the increment and
decrement of the relapse rates need to invariably aid the clinical
practice and also benefit the patients with schizophrenia.
Studies have indicated that some of the most notable factors
linked to multiple relapse in schizophrenia include the psychotic
episodes frequency, substance use and misuse, comorbid
psychiatric conditions, non-adherence to treatment, stressful life
events, unemployment, psychotic stress, and treatment side
effects [13,18]. In this regard, a number of studies have shown
that following 1-3 years of schizophrenia episodes, the patients
often have a relapse rate ranging between 19% to 65% [19,20].
The anticipation of the relapse is considered a vital aspect in
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treatment planning and also for prospective studies; for instance,
a study conducted in Germany disclosed that slightly higher than
50% of patients with schizophrenia experienced multiple
relapses and also that approximately 40% of patients with
schizophrenia who were treated using atypical antipsychotic
medications were prone to experience multiple relapses within 1
year following discharge from hospital [20,21]. Additional
approximations have placed the probability of multiple relapses
at 77% during the initial year, as well as up to 90% during the
second and third years, despite the approximation that only 3%
of patients with continue with the
medication regime tend to experience multiple relapses [22]. A
study conducted in Ethiopia in 2010 has disclosed that more
than 60% of the mental-related hospitalizations were mainly
schizophrenia-related, and this had higher levels of impairment,
stigma, family hardships, human rights abuses and mortality.
Still, a number of recent cross-sectional studies that evaluated

schizophrenia who

prevalence of schizophrenia revealed that multiple relapses were
noted in between 24% to 88% of patients hospitalized as a result
of schizophrenia [23]. The cost of care associated with multiple
relapses in patients with schizophrenia has been the underlying
aspect in the relapse prevention efforts.

Moreover, as a chronic disorder, schizophrenia is mainly
characterized by the sporadic episodes of severe exacerbation
along with partial or full remission. A recent study has indicated
that approximately 57% of patients with schizophrenia
experience multiple relapses in their lifetime, with nearly 31% of
them experiencing relapses within 2 years, even as 48% and 21%
of them experience relapses within 2 to 5 years and after 5 years
following treatment, respectively [24]. Even though the atypical
antipsychotics have been found to be efficient with regard to
reduction of the severe symptoms and delaying or preventing
relapse in a number of trials, the relapse rates have remained
high, leading to the increment in poor prognosis and economic
burdens for the patients and their families [16,25,26]. Given that
the key purpose of antipsychotic medications and therapy, other
than from the initial use in managing the symptoms, may be to
avert potential relapse devoid of increasing the possible negative
effects, this shows the enduring unmet needs with regard to
schizophrenia treatment.

The notable causes of multiple relapse in schizophrenia patients
include lack of adherence to the treatment, lack of insight into
the condition, acute residual psychopathology and comorbid
substance abuse, poor relationship with family and care
providers [8]. Thus, it has been shown that non-compliance with
treatment, caregiver’s criticism, persistent substance use, and
poor premorbid adjustments considerably increases the risk of
multiple relapse following the initial psychosis episode [13]. A
prospective 5-year follow-up study has additionally disclosed that
risk factor for multiple
schizophrenia patients was the discontinuation of antipsychotic
medication [27]. Despite of the identified underlying factors for
multiple relapse, poor or non-compliance to treatment regimen
has been highlighted at the key contributory cause [28]. Non-
adherence may be attributed to patientrelated factors that
include cognitive impairment, psychopathology, age, gender/sex,

the most common relapse in

insight, comorbidity, and personality traits, as well as treatment-
related factors like tolerability, admission route, and personality
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traits, as well as treatmentsettings-related factors such as social

support, therapeutic relationships, treatment supervision,
treatment provision location, illness social ranking, and patient,

physician attitudes towards treatment [29].

In comparison to the conventional antipsychotics, the
Extrapyramidal Symptoms (EPS) lower levels alongside the
Adverse Events (AEs) often experienced by schizophrenia
patients who have been prescribed atypical antipsychotics may be
anticipated to bring about improvements in compliance to
treatments, and as a result, lead to low relapse rates [30]. In this
regard, a study conducted on patients with schizophrenia has
indicated considerably reduced relapse rates in patients who
underwent atypical antipsychotic treatments in comparison to
those treated using haloperidol. The multiple relapses in
schizophrenia have additionally been attributed to the rebound
effects linked to haloperidol, chlorpromazine, and other notable
typical sudden
interruption of treatment [31]. The kinds of adverse events
related to the withdrawal effects of the different antipsychotics
like chlorpromazine include headache, nausea and vomiting,

antipsychotic medications following the

perspiration, diarrhea, sleeplessness, and restlessness, all of
which are not just transient but also occurring during the initial
two weeks [32].

Non-adherence to the prescribed medication regimen remains a
vital factor for multiple relapse in patients with schizophrenia,
subsequently increasing hospital admission risks [33,34]. The
outcomes of medication non-adherence include poorer care/
clinical outcomes, lower quality of life, increase in disability and
morbidity, decrements in personal and work productivity, and

cost of healthcare [35]. While

medication non-compliance remain multifactorial,

increased the causes of
negative
attitudes have been noted to play a key role in non-compliance
[34]. Adherence to medication is, therefore, among the most
effective ways of averting multiple relapses in patients with

schizophrenia [36].

Additionally, multiple relapses in schizophrenia have been
linked to disease progression [27]. Also, multiple relapse has
been linked to psychosocial risks, as active psychosis tends to
have fundamental effects on the brain. A number of recent
studies have, in this regard, proposed that psychosis might be
neurotoxic, and severe psychotic exacerbations are representative
of the active periods of the morbid process, leading to the
progression of the disease and the treatment response
[27,37,38]. Initially, evidence supporting this
observation has been offered by a well-replicated study finding
that showed that prolonged and untreated psychosis was linked

to poor long-term outcomes [39]. Still, relapses in patients with

impairments

schizophrenia are representative of active psychosis episodes and
might be linked to the progression of the disease. Despite of, at
present, limited empirical evidence supporting the hypothesis
and particularly for the
progression of the illness following relapses. An in-depth

on neurotoxic psychosis exists,
literature search has, however, revealed that treatment response
improved during the initial episode of schizophrenia in
comparison to subsequent multiple relapse episodes [38].
Furthermore, a recent study that utilized a neuroleptic threshold
principle disclosed that the firstepisode schizophrenia patients
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needed lower haloperidol dosages to realize optimal clinical
response compared to patients who have experienced multiple
relapse episodes, raising the probability of development of
antipsychotics effects tolerance [40]. Still, 80% of schizophrenia
patients have been observed to have experienced considerable
deterioration overtime in a follow-up study conducted over a 7-
year period, even as the deterioration level had a considerable
correlation with multiple relapses experienced by patients [41].
Consequently, an additional study has, however, disclosed that
multiple relapse in patients with schizophrenia is not linked to
the progression of the disease, given that the symptoms often
resumes the baseline upon the patients’ resumption of
antipsychotic medications immediately after the symptoms

recurrence [42].

Additionally, stressful life events alongside the existence of other
major comorbid mental conditions are considered as factors
capable of causing multiple relapses in patients with
schizophrenia [23,43]. A study conducted by Beards et al.
disclosed that patients who underwent three or more stressful
life events had twice odds (AOR of 2.40) of experiencing
multiple relapse compared to other schizophrenia patients, and
this has been further supported by a study conducted in Iraq and
a recent meta-analysis [44,45]. It has also been noted that
patients with schizophrenia who experience multiple relapse had
increasingly recurrent relationship challenges and personal
stressors in comparison to patients who had not experienced
relapse [2]. This may be clarified through the use of the Stress-
Vulnerability model that places emphasis on the observation that
patients with schizophrenia possess biologically-mediated
susceptibility to various stressful events that might bring about
severe psychosis. Stress presents direct psychological effects on
the human body, behavioral and cognitive effects, as well as
secondary effects through exacerbation of illnesses, in addition
to causing delays in recovery [46]). Therefore, cognitive
susceptibility improves the individual vulnerability to stressful
events, and can be regarded as a major reason for relapse in
patients with schizophrenia. This necessitates the evaluation of
cognitive disturbance alongside the execution of coping skills
training as schizophrenia patients tend to have less effectual

coping skills [45].

In a recent study conducted in Ethiopia and Pakistan, the
researchers disclosed that odds of experiencing multiple relapse
in schizophrenia patients with comorbidity of other mental
disorders was nearly 1.84 times, with an AOR of 1.84, and
increased in instances where comparison was made in relation to
patients who did not have any comorbidity of other major
mental conditions [29,43]. The existence of comorbid mental
often compromises the psychotropic medication
compliance. The findings of other studies have shown that
medication non-compliance was linked to the existence of
comorbidities with the extant mental disorder (schizophrenia)
[47,48]. Further, the comorbid mental disorders existence may

themselves be considered a key risk factor for medication non-

illnesses

compliance. For instance, depression has been directly linked to

medication non-compliance in persons with psychiatric
diagnoses. Non-compliance as a result of comorbid psychiatric
disorder mainly results from the increased complexity of the

medication regimen, as well as the increased concerns regarding
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the treatment’s potential adverse consequences, even as non-
turn, [43,49,50]. This

demonstrates the importance of medication adherence for

adherence, in results in relapse
patients, as it enables effective control of the symptoms and
multiple Therefore, and

strategies that seek to enhance adherence to medication will aid

prevents relapses. interventions
in the prevention and mitigation of multiple relapses in patients
with schizophrenia. Moreover, screening for the mental illness
comorbidities and various stressful life events, the provision of
specific treatments, as well as aiding schizophrenia patients with
the development of coping strategies, will help in the prevention

and decrement of the risks associated with multiple relapses.

Still, the other notable factor that has been attributed to cause
multiple with
unemployment. have

relapse  in schizophrenia  is
Various disclosed that the
prevalence rate of unemployment among individuals with
schizophrenia ranged between 75% to 90% in adult persons with
schizophrenia, and that unemployment was a major contributor
to multiple relapses in the group [51]. Hypothetically,
unemployment can be linked to an additional high risk aspect,
for instance, the household income. Despite of, no collinearity

patients
studies

exists between the two aspects are shown in Table 1.

Biological Psychological ~ Social factors Environmental
factors factors factors
Genetic Stress and Lack of social ~ Substance
predisposition  trauma support abuse
Neurochemical Poor coping Stigma and Urbanisation
imbalance mechanisms discrimination

Neuroanatomic  Cognitive Family Life events and
al abnormalities deficits dysfunction changes
Abnormalities ~ Emotional Housing Excessive noise
in brain dysregulation instability and crowding
structure and

function

Pharmacologica Maladaptive Unemployment Urban

factors beliefs and and financial environment
(medication attitudes strain

non-adherence,
adverse effects)

Neurodevelopm Excessive self-  Social isolation  Exposure to
ental criticism violence or
abnormalities trauma
Neuroinflamma Perceived social Relationship Access to
tion threat conflicts mental health
care
Hormonal Lack of insight ~ Caregiver stress  Substance
fluctuations availability and
exposure
Immunological Rumination Cultural factors High levels of
factors pollution

Table 1: Some causes of multiple relapses in schizophrenia.
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A potential clarification for this entails the observation that the
household income does not aptly mirror the individual incomes
of the patients with schizophrenia, and that only a portion of
the patients (approximately 4.2%) are living alone [52]. Further,
it has been disclosed that the challenging daily living ability was
predictive of multiple relapse in patients with schizophrenia
[52]. As such, various social skills training is proposed to
enhance the deficits in the daily life abilities of patients with
[53]. In addition to the aptly
documented factors linked to psychotic relapse, the significant

schizophrenia numerous
role of household income along with the medical costs self-
payment in relation to multiple relapse has been emphasized
[52]. A clarification provided through the use of the decision
tree model entailed the observation that the unemployment and
lower income schizophrenia patients seemed to be a key
predictors of household incomes and medical costs. The above
two risk factors have not been considered as major predictors of
multiple relapse in schizophrenia patients in earlier studies
carried out in developed nations [54-56], and this can be
attributed to the nations’ comparatively advanced public health
in China,

hospitals are placed in a threetier system, including primary,

services and healthcare systems. For instance,

secondary, and tertiary hospitals, which acknowledge the ability
of a hospital to offer the necessary care services to patients [57].
It has further been disclosed that schizophrenia patients
various non-tertiary  healthcare

receiving treatment in

institutions, including primary and secondary institutions, are
this
observation has been supported by the findings of the study

highly prone to experience multiple relapses, and
conducted Mi et al., which has proposed improvement of the
ability of primary and secondary institutions to treat mental

illnesses [52,57].

Prevention of multiple relapse

In acknowledging the various related risks, it has been observed
that enhancing medication adherence not only improves
multiple relapse prevention but is additionally a major
schizophrenia management component [24]. Patients treated
with  atypical

Symptoms (EPS) and adverse events thus improves medication

antipsychotics have lower Extrapyramidal
adherence and reduces relapse rates [58]. To this end, a recent
study of patients with schizophrenia had indicated considerably
lower relapses rates, particularly in patients who were treated
using atypical antipsychotics in comparison to those treated
using haloperidol [59]. In addition to being the 1st line
schizophrenia treatment, atypical antipsychotic quetiapine has
shown increased efficiency across a wider array of symptoms and
has been compared to other atypical antipsychotics [60].
Moreover, quetiapine has demonstrated increased efficiency
with regard to treatment of different anxiety symptoms in
patients with bipolar disorder, as well as agitation in
schizophrenia patients [61,62]. Additionally, earlier evidence has

shown efficiency in the treatment of major depressive disorder
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and generalized anxiety disorder [63]. Still, quetiapine has shown
low propensity to cause EPS in comparison to chlorpromazine,
risperidone, and haloperidol, and also has EPS incidence, such
as akathisia, alongside prolactin levels comparable to placebo
treatments throughout the dose range among schizophrenia
patients [64-66]. Studies have also shown quetiapine to be linked
to a considerably reduced tardive dyskinesia risk in schizophrenia
patients in comparison to the conventional antipsychotics [67].

Additionally, various studies have focused on prevention of
and multiple
schizophrenia. From the selected literature, there were 36

single relapse relapses in patients with
occurrences, within 27 publications, related to factors that might
aid in the reduction of the relapse rates in patients with
schizophrenia. The
effectively minimize and prevent multiple relapse has been
evaluated by a total of (number of studies) that met the inclusion

criteria in this systematic review. One of the studies reviewed was

antipsychotic treatments’ potential to

a 3-year follow-up study comprising a bigger cohort (n=6516) of
patients with schizophrenia who participated in an observational
and prospective European Schizophrenia Outpatient Health
Outcomes study [68]. The study disclosed a higher relapse rate
among patients on typical antipsychotics, particularly depot, in
comparison to those on atypical antipsychotic medications,
including olanzapine. Further, significant differences with regard
to the risk rate for multiple relapse was between atypical
antipsychotic (olanzapine) and other notable second generation
antipsychotics [68]. An additional study indicated that
schizophrenia patients treated using depot antipsychotics
presented higher multiple relapse rates alongside increased
hospitalization rates in comparison to patients who were not
given depot antipsychotics [69]. Further, the Risperidone Long-
Acting Injectable (RLAI)’s effects with regard to relapse rate and
the duration of relapses in comparison to the baseline or patients
with schizophrenia treated using oral antipsychotics has been
reported on a number of studies [70]. Similarly, higher relapse
rates, attributable to the rebound effects have previously been
reported with the use of typical antipsychotics that include
haloperidol and chlorpromazine, following sudden interruption
treatment [71]. The withdrawal of
antipsychotics like chlorpromazine includes headaches and

of  schizophrenia

migraines, perspiration, sleeplessness, restlessness, diarrhea, and
nausea and vomiting, which are all transient and happen during
the initial two weeks [72,73]. In another 2-year study that focused
on oral antipsychotic and a RLAI, the administration of RLAI to
schizophrenia patients was directly linked to a 9.3% relapse rate
in comparison to 42.1%relapse rate in patients treated using oral
antipsychotics [74]. Additionally, in a study comparing
hospitalization at 1 and 2 years after RLAI initiation, greater
decreases from baseline in the number of patients hospitalized
and the number and length of hospital stays in patients who
continued with RLAI treatment were observed, compared with
those who discontinued [74].

Although antipsychotics are considered effective in the
prevention of multiple relapses in patients with schizophrenia,
they have been linked to a number of considerable side effects,
and Cochrane review has disclosed that 24% of schizophrenia

patients tend to experience a relapses within one year following
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treatment, regardless of the drug therapy [75]. As a result,
numerous psychological and psychosocial interventions have
been developed with the objective of preventing multiple
relapses in individuals with schizophrenia. These non-
pharmacological interventions play an important role with

regard to prevention of multiple psychotic episodes [76].

Still, various non-pharmacological interventions aimed at
reducing multiple relapses, including Cognitive Behavioral
Therapy (CBT) and psychoeducation have been widely reported
as key factors that aid in the reduction of multiple relapses in
Despite of the above non-

pharmacological interventions have been evaluated in patients

patients with schizophrenia.

who have been on antipsychotic medication treatments, with a
number of studies highlighting a tendency that associates non-
pharmacological interventional therapies like psychoeducation
and CBT with reduction in relapse rates, even as they failed to
show statistically significant effects within the naturalistic or
observational contexts [77,78].

Further, the findings of this systematic review have disclosed that
CBT, family psycheducation, patient
psycheducation, relapse prevention programs, and integrated

family interventions,

interventions are superior compared to the standard care
programs only in the prevention of multiple relapses at 1 year
after the initial treatment. Thus, the above interventions have
been found to have indicated consistent patterns during three
time points considered, even as there was broader overlapping of
confidence intervals, with limited notable exceptions [79].
However, it is worth noting that family psychoeducation and
family interventions have been found to be less effective than the
conventional treatment at 6 months, even though they are more
effective than conventional treatment after 1 year [80]. The
above observation is consistent with the findings of the
Cochrane study conducted by Giron et al [81]. On the other
hand, assertive community treatment was found to be effective at
only 6 months following the initial treatment, even as CBT was
found to be more effective at Ist year following the initial
treatment, but ineffective in the long run. Remarkably, different
studies have indicated results at divergent time points, with fewer
studies reporting data at 6 months and over 1 vyear, in
comparison to 1 year, resulting in low power at the different
secondary time points.

Additionally,
enhancing other outcomes that include schizophrenia symptoms
and functioning. As such, the prevention effects on multiple
relapses might be effectively mitigated through other factors,
including improved functioning, better compliance/adherence
and  direct

family interventions have been effective in

to medication, symptoms reduction, family
involvement [79]. Family members may be increasingly capable
of managing crises, thereby reducing relapse rates and hospital
admissions. Simple interventions such as family psychoeducation
have been acknowledged to be effective with regard to
prevention of multiple relapses and enhancing the symptoms of
schizophrenia in patients [79,82]. Thus, in instances where
inadequate, the provision of

considered as the

resources  are family

psychoeducation is most appropriate
minimum solution. However, family psychoeducation and family

interventions require a lot of time to be effective, and have been
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acknowledged to minimize the risk of multiple relapse after one
year [82]. On the contrary, studies have indicated that, unlike
family interventions and psychoeducation, the provision of mere
support for either family or relation did not have any effects [83].
The divergent family interventions types’ effects are still under
study in continuing network meta-analysis [83]. It has also been
disclosed that patient psychoeducation is usually more effective
in comparison to treatment at Ist year, but not effective at 6
months and after 1 year, even though with increasingly
overlapping confidence intervals [80].

The Cochrane review conducted by Xia et al. has reported that
patient psychoeducation is effective in prevention of multiple
relapse in schizophrenia patients after 1 year. Moreover, based
on this review, we have observed that patient psychoeducation
in patients with schizophrenia is effective in the reduction of
symptoms and in enhancing adherence in comparison to
normal treatment. Also, CBT (Cognitive Behavior Therapy) has
been reported to be effective in reduction of the rate of relapse
in schizophrenia patients at Ist year, as well as in enhancing the
secondary outcomes. Consistent with the outcomes of the study
conducted by Jorgensen et al., the advantages of reduction of
relapse in the longterm remains unclear [78]. Although CBT
has not been developed particularly for the prevention of
relapse, its main objective is to reduce the persistent psychotic
symptoms, which it has effectively achieved [84]. In this regard,
it has been proposed that other CBT modules may be developed
with the objective of enhancing its effects for the longterm
prevention of multiple relapse in schizophrenia.

Lastly, the psychosocial interventions that include assertive
community treatment, rehabilitation, and case management
whose objective is to provide a structure to the patient’s life
outside the hospital, through home visitation of the patient,
provision of the reference figure for the service organization, and

rehabilitation While

rehabilitation has been noted to have promising outcomes with

provision of effective activities.
regard to prevention of multiple relapses, assertive community
treatment has been noted to reduce the relapse risk at 6 months,
even as the case management had confidence intervals that
included probability of no dissimilarity with normal treatment.
The above observations are consistent with earlier findings of
reviews that disclosed that assertive community treatment was
effective in the prevention of multiple relapses in schizophrenia,
even as case management did not prefer any protective effect
[85,86]. Other notable psychosocial interventions were not
effective in reducing the relapse risk in schizophrenia. However,
for a number, this might not be surprising, given that they are
mainly developed with different objectives other than focus on
prevention of relapse. It focuses on training social skills, in
addition to availability of little evidence as seen in the case of
telemedicine and cognitive training.

CONCLUSION

In summary, the present systematic review has revealed that the
effect of multiple relapse in schizophrenia was as widespread as
noted in earlier studies. Thus, approximately three out of every
five patients with schizophrenia had experienced multiple
symptoms relapse during their lifetime following hospitalization
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and commencement of medication. Despite of, this systematic
review has also disclosed that multiple relapse was widespread in
persons with other comorbid psychological conditions, shorter
treatment durations, stressful life events, and treatment non-
adherence. Therefore, the present systematic review provides
study evidence indicating that poor adherence to medication,
stressful events related to unemployment and difficulties in
activities of daily living, low household incomes, and medical
insurance costs were the key multiple relapse predictors in
patients with schizophrenia, particularly 1 year following
discharge from hospital. Adherence to medication has been
found to be a major predictor of multiple relapses in
The study of atypical
antipsychotics and long injectable
improved adherence hence reduced multiple relapses in the
management of Also
management of schizophrenia such as CBT, family intervention,

schizophrenia. revealed the wuse

acting antipsychotics

schizophrenia. non-pharmacological

psychoeducation, relapse
prevention programmes community
rehabilitation have aided in reduction of multiple relapse in

family psychoeducation, patient

and treatment
schizophrenia. There is a need for studies that evaluate
intervention strategies to focus on the reduction of relapse rates
and enhancement of insights into schizophrenia. Lastly, careful
considerations are needed in relation to determination of the
effects of the discontinuation of antipsychotic medication in
both clinical practice and the placebo-controlled clinical studies.
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