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ABSTRACT

Introduction: Relapse is a major factor for disability and poor quality of life in patients with
schizophrenia. Several factors contribute to the relapse of symptoms in schizophrenia. Studying
the modifiable factors helps in planning relapse prevention strategies. Aims: The study aimed to
assess the factors influencing relapse among patients with schizophrenia. The study focused on
selected modifiable factors such as stressful life events, perceived stress, expressed emotion, drug
compliance and perceived stigma. Methods: A comparative design was used for this study. Tools
used for data collection included a semi-structured interview schedule, Life Change Index Scale,
Perceived Stress Scale, Medication Adherence Rating Scale, Family Emotional Involvement and
Criticism Scale and STIG-9 questionnaire. Purposive sampling technique was used. The sample
consisted of two groups of patients with schizophrenia, 50 patients in relapse and another group
of 50 patients in remission. Results: The two groups were comparable in terms of socio-
demographic and clinical variables, except for history of substance use. The mean (Standard
deviation) scores of stressful life events were higher for the relapse group [159.82 (53.87)]
compared to controls [114.42 (30.98), p < 0.001]; so also, for perceived stress [12.40 (3.54) and
7.26 (2.93), p < 0.0001)]; expressed emotion [27.36 (6.19) and 17.24 (5.64), p < 0.001)]; poor
drug compliance [3.78 (1.94) and 7.60 (1.67), p < 0.001], perceived stigma [14.46 (3.53) and
12.38 (3.28), p = 0.003]. Conclusion: Knowledge of factors that contribute to relapse in
schizophrenia will help mental health service providers to improve the standards of care.
Interventions in schizophrenia should specifically target relapse prevention and improved
quality of life.
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INTRODUCTION

Mental health problems are common in Kerala
and an estimated 12.43% of the adult
population is affected by mental health
conditions.! The prevalence of mental health
disorders in the state has been increasing over
the years. Schizophrenia is a psychotic
condition characterized by disturbance in

thinking, emotions and perception in presence
of clear consciousness.2 Prevalence of
schizophrenia in Kerala is estimated to be 1.3%,
affecting men and women alike, irrespective of
social status.3 In the early course of
schizophrenia, relapse prevention is of
paramount importance. Schizophrenia patients
can achieve both symptom remission and
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recovery in the early course of illness.# Potential
predictors of relapse in schizophrenia include
demographic and clinical variables.> A study on

socio-demographic and clinical factors
associated with relapse in schizophrenia
suggests that the severity of illness,

psychological stress and treatment-related
issues like side-effects of medicines are related
to relapse in schizophrenia.® Influence of
expressed emotion (EE) has been found to be
one of the important predictors of relapse in
schizophrenia.” Similarly, a study on factors
affecting relapse in schizophrenia revealed that
irregularity in follow-up, presence of affective
symptoms, self-neglect and lack of social
contacts are risk factors for relapse in
schizophrenia and it is important to recognize
these factorsin order to prevent relapses
in schizophrenia.8  Another study about
understanding family functioning and social
support in unremitting schizophrenia has
explained that patients with schizophrenia
perceived more social support from friends
than from their families. Providing better social
support and understanding the family
functioning will result in strengthening the
family as a unit, so as to provide better care to
the patient.’

Relapse in schizophrenia is associated with a
longer time to response, development of
negative symptoms, resistance to treatment
and structural brain changes.’® Preventing
relapse after recovering from an episode is
critical as relapse is associated with an
increased risk of clinical and functional
deterioration.!! Identifying the symptoms of
relapse at an early stage can prevent the
worsening of psychotic symptoms and can
reduce morbidity. Knowledge regarding the
modifiable factors will help to prevent relapse
among patients with schizophrenia. There is a
felt need to identify the factors influencing
relapse among patients with schizophrenia. The
purpose of this study was to find out the major
factors that influence relapse among patients
with schizophrenia after being treated and
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discharged from psychiatric hospitals. This
study examined the modifiable risk factors such
as stressful life events, perceived stress, EE,
medication adherence, perceived stigma and
substance use. The objective of the study was to
compare two groups of patients with
schizophrenia, in relapse and in remission, to
examine selected risk factors for relapse.

MATERIALS AND METHODS

A descriptive, comparative design was
employed to answer the research question. The
study was approved by the Institutional Ethics
Committee, and administrative permission was
obtained from the concerned authorities.
Written informed consent was obtained from
individual patients and their caregivers.
Patients were recruited after consultation with
the treating psychiatrist. The study was
conducted at Government Mental Health
Centre, Kozhikode, and Government Medical
College Hospital, Kozhikode, Kerala. The total
bed strength of these two tertiary care
psychiatric care facilities is around 550.
Individuals who were diagnosed as having
schizophrenia, according to the ICD-10
Classification of Mental and Behavioural
Disorders, Diagnostic Criteria for Research
(ICD-10 DCR)2 by the treating psychiatrist,
were included. The study included two groups
with 50 patients each, in the relapse and
remission stages of schizophrenia. Empirically,
the sample size was fixed at 50 for each
group. The relapse group included patients
with schizophrenia who were currently
symptomatic, attending the outpatient clinic or
were admitted. The remission group included a
group of 50 patients who were in remission.
Remission refers to the state of absence or
reduction in disease symptoms for a minimum
period of two months in patients who had an
episode of schizophrenia diagnosed by the
treating psychiatrist as per ICD-10 DCR
criteria.12 Patients having a grade 3 insight on
standard mental status examination and those
who can give response to questionnaires were
included in the study. Exclusion criteria



included first-episode schizophrenia,
significant disorganization, co-morbid
intellectual disability, substance use disorders
and cognitive impairment. Information was
obtained from the patient and caregivers, as
well as by reviewing patient records. Factors
that change the course of schizophrenia and
contribute to relapse were measured.

Stressful life events were measured with Life
Change Index Scale, which is a 51-item scale
with specific scores for each item to measure
the stressful life events experienced by the
individual in the last year.13 Perceived Stress
Scale (PSS-4), a four-item self-report
questionnaire was used for measuring
psychological distress.1# The tool is available in
the public domain. Expressed emotion was
measured by the modified form of Family
Emotional Involvement and Criticism Scale
(FEICS),15 which is a 14-item, self-report 5-
point scale (0-4). FEICS have two subscales,
Perceived Criticism (PC) and Emotional Over-
involvement (EOI).!> The responses to items
were graded on a 0 to 4 scale. Drug compliance
was measured using Medication Adherence
Rating Scale (MARS), a 10-item scale.1® Total
scores on the MARS range between 0 and 10,
with a higher score indicating better medication
adherence.l” Permission was obtained from the
authors for using and modifying this tool for
this study.

Perceived stigma was measured using STIG-9
questionnaire. STIG-9is a free, open-source,
self-reported questionnaire used to
measure perceived mental illness stigma.18 It is
measured on a 4-point Likert scale with a total
score ranging from 0 to 27. The tool is in the
public domain for academic use. Socio-personal
variables in this study included gender, religion,
occupation, educational status, economic status
and place of residence.

Clinical variables such as the age of onset of
illness, duration of illness, number of
hospitalizations and history of recent substance
use were measured using an interview schedule
prepared for this study. The conceptual
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framework used for this study was based on a
modified version of the vulnerability/stress
model of schizophrenic relapse by Neuchterlein
and Dawson et al.1?

Content validity of the interview schedule for
collecting socio-personal and clinical variables
was established by experts from the field. The
reliability and validity of the tools, Life Change
Index Scale, PSS-4, FEICS, MARS, and STIG-
9 have been established and represented in
various studies.13-18 PC subscale and EOI
subscale of FEICS showed stable item structure
and reliability. Cronbach’s alpha for PC was 0.82
and for EOI was 0.76. The Cronbach’s alpha was
0.70 for PSS-4 and 0.65 for MARS. STIG-9
questionnaire was found to have excellent item
and scale characteristics, high internal
consistency and validity.13-18 The tools were
translated into Malayalam and language
validity was established.

RESULTS

Analysis of socio-personal and clinical variables
showed that the two groups were comparable
on variables such as age, religion, marital status,
type of family, residence, age of onset of illness
and duration of illness. (Tables 1 & 2). In the
relapse group, 62.0% (n=31) and in the control
group, 54.0% (n=27) had three or more
hospitalizations; whereas 38.0% (n=19) in the
relapse group and 46% (n=23) in the control
group had two or fewer hospitalizations (x2 =
0.54, p = 0.27). There was an equal number of
male and female participants in both groups.
The two groups were significantly different in
the history of substance use (x2=5.26; p=0.02).
Among the 19 participants who reported
substance use in the recent past, 14 (73.7%)
belonged to the relapse group in comparison to
the 5 (26.3%) in the remission group.

Risk factors for relapse investigated in this
study were stressful life events, perceived
stress, EE, medication adherence, and perceived
stigma (Table 3). Results showed a significantly
high score on Life Change Index Scale in the
relapse group [159.82, Standard deviation (SD)
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Table 1: Sample characteristics of patients with schizophrenia

Characteristics Category Relapse group | Remission group | Chi-square value p-
(n1=50) F (%) (n2=50) F (%) (df)/ FE test value

Age 21-30 12 (24.0) 12 (24.0) 0.47 (3) 0.93
31-40 17 (34.0) 17 (34.0)
41-50 16 (32.0) 14 (28.0)
51-60 5(10.0) 7 (14.0)

tReligion Hindu 28 (56.0) 33 (66.0) 0.31
Muslim 22 (44.0) 16 (32.0)
Christian 0 (0.0) 1(2.0)

Marital status Unmarried 7 (14.0) 15 (30.0) 4.24 (2) 0.12
Married 28 (56.0) 20 (40.0)
Widow/Divorced/ 15 (30.0) 15 (30.0)
Separated

Type of family  Nuclear 24 (48.0) 26 (52.0) 1.26 (1) 0.53
Joint 26 (52.0) 24 (48.0)

Residence Rural 42 (84.0) 34 (68.0) 3.51 (1) 0.06
Urban 8 (16.0) 16 (32.0)

* - Significant at 0.05 level, t - FE test applied, df - degrees of freedom, FE test - Fisher’s exact test

= 53.87)] in comparison to the remission

group (114.42, SD =

30.98) (p < 0.001).

Similarly, FEICS total score was significantly
high in the relapse group (27.36, SD = 6.19)
than in the remission group (17.24, SD = 5.64)

(p <0.001).

FEICS-subscale scores,

PC (relapse group -

15.12, SD = 4; remission group - 6.76 SD = 4.65;
p < 0.001) and EOI (relapse group - 11.84, SD
= 2.58; remission group - 10.48,SD =1.97;p =
0.004) were also significantly high in the
relapse group. Comparison of MARS scores
showed a significantly low score in the relapse
group (3.78, SD = 1.67) in comparison to the
remission group (7.6, SD = 1.94), which was

statistically significant (p < 0.001).

Psychological distress measured on PSS shows
significantly high scores in the relapse group
(12.40, SD = 3.54) compared to the remission

group - 7.26 (SD = 2.93) (p < 0.001). Results
also show that perceived stigma scores were
significantly high (p = 0.003) in the relapse
group (14.46, SD = 3.54) than in the remission
group (12.38, SD = 3.28). The effect size
(Cohen’s d) for these variables was calculated
and found to be moderate to large (Table 3).
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DISCUSSION

Several factors have been studied as possible
reasons for relapse in schizophrenia, affecting
the outcome seriously. Most patients with
schizophrenia experience multiple relapses.20
We compared factors such as stressful life
events, perceived stress, EE, medication
adherence and perceived stigma between two
groups of schizophrenia patients, with relapse
and remission. The groups were statistically
comparable on socio-personal and clinical
variables, except on history of substance use.
We found that a significantly high proportion of
participants in the relapse group had a history
of substance use in the recent past. Several
studies have reported that substance use is a
strong predictor of relapse in schizophrenia,
particularly in male patients.21-22.

This study found that stressful life events were
significantly high among the relapse group. It is
a recognized fact that stress plays a key role in
the pathophysiology of schizophrenia and there
is a considerable increase in stress among
patients compared to healthy volunteers.23
Previous studies have reported the significance
of stressful life events, along with other factors,
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Table 2: Comparison of groups based on clinical variables

Variable Relapse group Remission group t-value p-value
Mean (SD) Mean (SD) (df=98)
Il1:50 n2=50
Age of onset of illness in years 23.98 (5.84) 24.48 (7.14) 0.38 0.70
Duration of illness in years 13.52 (8.46) 14.9 (8.81) 0.80 0.42

*— Significant at 0.05 level, df - degrees of freedom, SD - standard deviation

Table 3: Comparison of groups based on the study variables

Variable Relapse group | Remission group t-value | p-value | Cohen's d
Mean (SD) Mean (SD) (df=98)
n1=50 n2=50
“Life Change Index Scale 159.82 (53.87) 114.42 (30.98) 5.17 <0.001 1.03
*Family Emotional Involvement 27.36 (6.19) 17.24 (5.64) 8.55 <0.001 1.71
and Criticism Scale (FEICS)
"Perceived Criticism 15.12 (4.00) 6.76 (4.65) 9.64 <0.001 1.93
(FEICS -Subscale)
“Emotional Over-involvement 11.84 (2.58) 10.48 (1.97) 2.96 0.004 0.59
(FEICS- Subscale)
*Medication Adherence Rating 3.78 (1.94) 7.60 (1.67) 10.56 <0.001 2.1
Scale (MARS)
*Perceived Stress Scale 12.40 (3.54) 7.26 (2.93) 791 <0.001 1.58
*Perceived Stigma Questionnaire 14.46 (3.53) 12.38 (3.28) 3.05 0.003 0.61
(STIG-9)
*— Significant at 0.01 level, df - degrees of freedom, SD - standard deviation
as predictors of relapse in patients with increased tone, tempo, and volume of

schizophrenia.24 Stressful events are often
beyond the patient’s or caregivers’ control to
prevent their occurrence. Stress-management
interventions, with psychoeducation and
relaxation techniques integrated into treatment
plans of patients with mental disorders, have
been found to be effective in reducing objective
and subjective stress and improving
psychological health.25

EE, an adverse family environment, is one of the
robust predictors of relapse in schizophrenia.2é
Our study found that EE, as well as its
components, perceived criticism and emotional
over-involvement, were also significantly high
among the relapse group in comparison to the
remission group. EE is one of the major
psychosocial stressors and it has a direct
association with the recurrence of the
illness.26 Perceived Criticism, refers to the

communication of caregivers that occurs when
the patient frustrates them. It was found that
70% of critical comments were found to focus
on the negative symptoms of schizophrenia
rather than on the florid symptoms of delusions
and hallucinations.26

Adherence to medication is one of the essential
factors in deciding the outcome of
schizophrenia. Generally, medication
adherence in schizophrenia is poor.2”
Medication non-adherence in schizophrenia
may be due to factors such as lack of insight,
psychopathology, stigma, substance use
disorder and cultural and socioeconomic
status.?8 Impaired insight has been strongly
linked to antipsychotic medication non-
adherence, and interventions to enhance
insight early during treatment are important.2?
Our study has found a significantly low
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medication adherence score in the relapse
group in comparison to the remission group. If
medication adherence is addressed
appropriately, relapse in schizophrenia can be
reduced. Reasons for poor medication
adherence in schizophrenia include patients’
negative attitude toward their medication.30
Psychoeducation of the patients and relatives
based on the principles outlined in the Clinical
Practice Guidelines by the Indian Psychiatric
Society may provide insight into the illness and
need for medication which in turn promotes
recovery.31

Perceived stigma in schizophrenia is
considered a modifiable environmental risk
factor that influences the course of illness. Our
study has found significantly high perceived
stigma scores in patients with relapse of
schizophrenia. Stigma is a clinical risk factor
and barrier to outcome in schizophrenia and
the response to stigma needs to be individually
tailored for clinical practices.32 Dealing with the
perceived stigma associated with mental illness
helps in improved medication adherence and
ultimately affects the course of illness.33

Conclusions

Relapse is a critical negative event in
schizophrenia as it is associated with significant
clinical and  functional deterioration.
Understanding the factors associated with
relapse prepares mental health professionals to
deal with modifiable factors. In this study, two
groups of patients, 50 patients in relapse and 50
patients in remission state of schizophrenia
were compared to understand the factors
contributing to the relapse. It is concluded that
factors such as adverse life events, perceived
stress, high family levels of EE, poor medication
compliance and perceived stigma as well as
substance wuse contribute to relapse in
schizophrenia. A broader approach in
management targeting these factors may
improve the quality of life of patients with
schizophrenia, and the relationship may be
investigated in the future.
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Strengths and limitations

This study did not look into the multivariate
nature of the factors that contribute to relapse
and their interaction effects. Despite the
limitations, this study contributes to the
understanding of the important issue of relapse
in schizophrenia.
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