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Abstract: Schizophrenia is a chronic mental illness that affects thought processes, perception,
and behavior, and antipsychotic medications are important to control psychotic symptoms.
People with schizophrenia who adhere to neuroleptic medication are less likely to relapse
than those who do not. This paper reports on a meta-synthesis of qualitative research
exploring medication adherence experiences among people with schizophrenia. Published
articles written in English from 1999-2019 were searched (January 1999-December
2019), from electronic databases, including CINAHL, PubMed, Science Direct, Scopus,
PsycINFO, ProQuest, Dissertations and Theses, and the Thai National Research Repository.
Twelve studies were included in the final review.

Major components that affect medication adherence in people with schizophrenia
positively or negatively were gentle pressure, trust and social support, a positive attitude
toward disease and treatment, a sense of understanding of the beneficial and negative
impact of medication, and financial constraints. We suggest a gentle medication adherence
approach that departs from a joint responsibility between the family network and health
providers to push people with schizophrenia towards medication uptake and help them
develop coping mechanisms to deal with important side effects. Family members and health
care providers should consider the patient's concerns about what is perceived as a normal
life and a potential future life, taking into account social stigma and financial barriers.
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Introduction

Approximately 21 million people are affected
with schizophrenia throughout the world." The rate of
incidence is 15.2 per 100,000 persons,” the mean
ages at onset for males and females is 23 and 25 years,
respectively,” and the prevalence of median lifetime

was 4.0 per 1000.”* Schizophrenia is a chronic mental
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disorder that frequently induces relapse, and negatively
impacts on quality of life of both patient® and family.°
A first choice of treatment to diminish psychotic
symptoms and prevent relapse for the long-term
illness course is a neuroleptic medication regime.’
Therefore, adherence to the drug over time is important
and a core factor in preventing relapse of people with
schizophrenia,” and adherence lowers the annual
total cost of re-hospitalization. Several studies have
documented that the direct costs of relapse compared
to non-relapse is approximately two to four times
higher.®*°

The term adherence is defined as “the extent
to which a person’s behavior, taking medication,
corresponds with agreed recommendations from a

health care provider.”""

Adherence requires the
patient’s agreement with these recommendations,
while “compliance” is described as a patient passively
following the doctor’s orders. In this case, the
treatment plan is not based on a therapeutic alliance."
In practice, the terms “adherence” and “compliance”
are used interchangeably.

Medication adherence is an important problem
for those with schizophrenia. However, adherence rates
differ amongst studies. Poor medication adherence
rates of 39% and 35% have been reported, particularly
during the first and second years of the illness."

1717 showed the rates of non-

Likewise, other studies
adherence ranging from 30-709%. On the other hand,
a study"’ reported good adherence rates at first-and
second-year follow—-up (519 and 44 %, respectively ).

14-17
demonstrated adherence

Additionally, some studies
rates ranging from 13-60%.

Previous studies indicate that the factors associated
with medication adherence can be classified into three
categories: clinical, personal, and social support variables.
First, clinical variables such as the severity of psychotic
symptoms affect drug compliance of patients. Those
with less severe psychotic symptoms tend to comply
with medications.'® Second, personal variables play
a vital role in affecting compliance behavior, "’ e.g.,
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people’s self-insight in their illness'® and positive
attitudes toward medication.”® Positive attitudes toward
medication include people’s believe in medication
for recovery®® and coping with stressful life events.”'
Finally, social support variables include the support
of family and friends to help them adhere to neuroleptic
drugs.”® Medication non-compliance variables can
be classified into the same three categories; (a) clinical
factors such as the severity of psychotic symptoms
increase drug non-compliance.'®***® (b) personal

. CE 18,23,25-27 25,26
variables such as poor insight,

drug abuse,
loss of work, poor functioning,”** negative attitudes
towards antipsychotic medications,”® the stigma of taking
antipsychotic medication that affects non-adherence
to taking medication and, (¢) social support factors
such as an increased risk for non-compliance for those
living alone.”’

It is crucially important to understand and
further inform practice and policy the motives and
reasons why people with schizophrenia opt out of
treatment or do not fully engage with their treatment
programs. Therefore, we undertook a systematic
overview of the literature on this topic in the absence
of a review on medication adherence experiences in
people with schizophrenia in the Cochrane Library or
Joanna Briggs Institute (JBI) Database of Systematic
Reviews and Implementation Reports. The review
focuses on people with schizophrenia who continue
to take medication to understanding their perspectives
about factors that help or impede them from adhering
to medication based on their point of view. Here, we
differ from another review on the topic™ that focused
on experiences of patients and how medication impacts
on their mental state and behavior. Therefore, the
specific review objective was to synthesize primary
studies exploring lived experiences of medication adherence
in people with schizophrenia and develop a line of
argument to inform practitioners and policymakers
on potential strategies to improve drug compliance
behavior for such people.
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Methods

This review followed the steps addressed in
the protocol published at DOI: 10.11124 /JBISRIR-
2016-2538 and was registered with PROSPERO
number 2538.°° We searched for research evidence
over a 20-year timespan (January 1999-December
2019), using the following eligibility criteria:

Inclusion criteria: This review examined
studies involving people =18 years diagnosed with
schizophrenia spectrum disorders in primary studies
exploring medication adherence experiences among
people with schizophrenia and hospitalized in any
facility or living in the community. The study types were
any qualitative study on medication adherence of
experiences of individuals with schizophrenia, using
research methodologies including, but not limited to,
phenomenology, grounded theory, and ethnography.
Opinion pieces and editorials were excluded from
this review.

Exclusion criteria: Research papers that included
patients diagnosed with an organic brain disorder,
intellectual disability, alcohol use disorder, or substance
abuse were excluded.

Search strategy: A JBI three-step search strategy
was used to search for published and unpublished
research papers in the English language from 1999
(the year the first study on the topic appeared to be
published after scoping the literature) to 2019. Firstly,
the initial search was limited to MEDLINE and CINAHL
using prior search terms to identify text words in their
titles, abstracts, and index terms. These search terms
were experiences; medication adherence, medication
compliance, medication concordance; qualitative study,
descriptive qualitative study, phenomenology, grounded
theory, ethnography; schizophrenia, schizoaffective,
schizophreniform, undifferentiated schizophrenia;
antipsychotic medication, antipsychotic treatment,
antipsychotic drug; hospital, inpatient unit, outpatient
unit, community, health care facility, group home, living

with family, half-way house, and residential area.

Vol. 25 No. 2

A second search using keywords and index
terms, described above, was conducted across CINAHL,
PsycINFO, Science Direct, PubMed, Scopus, ProQuest,
and Thai National Research Repository. Unpublished
and grey literature were searched from grey literature
(http://www.greylit.org/ ), open grey literature (http://
www.opengrey.eu/ ), and Dissertation and Theses.
A third search based on the reference lists of the
included studies was conducted to identify additional
studies. Details of our search strategies are provided
in Table 1.

Study Selection: The citations of relevant studies
were uploaded into EndNote bibliographic software,
and duplicate studies were removed. Two reviewers
worked independently to screen titles and abstracts
and map the studies against the review's inclusion
criteria. When disagreement arose, a third reviewer
was consulted before making a final decision. The
papers that matched the eligibility criteria were retrieved
in full text. We imported their details into the Joanna
Briggs Institute Qualitative Assessment and Review
Instrument (QARI).*" The full text of eligible research
papers was retrieved and appraised in detail against
the inclusion criteria.

Assessment of methodological quality: Two
reviewers independently critically appraised 12 research
studies for quality of methodology using QARI.
Disagreements that occurred between them were
resolved by discussion or with a third reviewer. The
JBI Critical Appraisal Checklist consists of 10 items
with four response rates (yes, no, unclear, and not
applicable) (Table 2). The score of “yes” is equal to
1. The rest of the answers equal to zero. The decision
to exclude based on cut-off scores of less than 70%
of the Critical Appraisal Checklist items. The results
of the critical appraisal of each study are presented in
Table 3.

Data Extraction: JBI-SUMARI®® was the
standardized data extraction tool for using to extract
twelve included studies by tworeviewers independently.
The data extracted included the populations, context,
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culture, geographical location, study methods, and
the phenomena of interest related to the review question
and specific purpose. Findings and their illustrations
were extracted and assigned a credibility level, ranging
from unequivocal, credible, or unsupported. However,
based on the JBI approach, the finding that has not
had the illustration accompanied was not be extracted;
therefore, the findings contained only the unequivocal
and credible level.

Data Synthesis: JBI-QARI software was used
to pool qualitative research findings. The synthesis
process involved the aggregation or synthesis of
findings (generally referring to statements made by
the authors of primary studies) into categories based
on similarity in meaning. These categories were then
subjected to a meta-synthesis to produce a single
comprehensive set of synthesized findings presented
as lines of actions health care practitioners could
follow up on in stimulating people with schizophrenia
to adhere to prescribed medicines. The synthesis is
primarily meant to inventory and describe the components
related to medication adherence based on the patients’
points of view rather than to advance theory.

Assessing Confidence: The final synthesized
findings were graded following the ConQual approach®®
for establishing confidence in the output of the qualitative
research synthesis. Two major markers were used to
assess the level of confidence in review findings,
dependability, and credibility. To score dependability,
we answered five specific questions related to the
appropriateness of methodology, methods, and
implementation of the research methods, regardless
of paradigm, and rated studies following the guidelines
proposed in the ConQual conceptual paper (Table 4).
Each review finding starts at a high confidence level.
If the response to a question is 4-5 “yes,” the paper
remains at the current level. If the answer is 2-3

“yes,” it will move down one level (i.e., from high to

moderate), and if the answer is 0-1 “yes,” it will
move down two levels (i.e., from high to low or from

moderate to very low).** We assigned a dependability
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rank on the aggregate level across primary study
findings for the synthesized findings. The credibility
criterion is focused on the believability of the findings.
If a synthesized finding only contained primary study
findings labelled as unequivocal, it received the
highest credibility level. Review findings generated
from a mix of unequivocal/credible primary study
findings were downgraded. Review findings built on
a mix of credible /unsupported findings or unsupported
findings only received the lowest credibility level.
The overall confidence we have for our synthesized
findings ranges from low to moderate. The summary
of findings is detailed in Table 5.

Findings

Study inclusion

A total of 4,405 relevant studies identified by
a literature search using keywords and text terms
previously described were located. Four duplicated
papers were removed, resulting in 4,401 records. After
the evaluation of abstracts against inclusion criteria,
17 full research studies were retrieved for detailed
examination. After reviewing the full text, five research
studies were excluded because they did not fully reach
the eligibility criteria (PICO: Population/patient, the
Phenomenon of Interest, Context), Outcomes of this
review. The remaining 12 studies were subjected to
a quality assessment. All 12 papers met the quality
assessment. See PRISMA flow chart (Figure 1).

Characteristics of included studies

Of the 12 studies, four used phenomenology,
one used narrative, two used grounded theory methodology,
four studies used qualitative content analysis, and
one study used a qualitative thematic analysis. Eleven
studies conducted in-depth interviews to elicit the
data. Only one study used a combined approach of
an in-depth interview with participant observation.
The total number of participants was 131 (105 with
schizophrenia, 19 with schizoaffective disorders,

and seven with schizophrenia plus schizoaffective).
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‘o
Records identified through database searching m =4,405)
Additional records identified through other sources (Grey literature) n = 0)
Total (4,405)
Duplicate paper
g m=4)
4
Papers scanned for title and abstract
mn=4401)
Papers excluded after
evaluation of title and
abstract
mn=4,384)
Full-text retrieved for
detailed examination
— m=17 Full-text articles excluded, with
— reasons (n =5)
»  Reasons for exclusion included
-not published in English m=1)
Full-text articles -not met the target population
assessed for eligibility m=4
mn=12)
‘o
4
Studies included in a qualitative
systematic review
m=12
—

Figure 1. PRISMA flow diagram: search and study selection.

These qualitative studies were conducted in Asia
(Taiwan 1, Iran 1), Europe (England 2, Scotland 1),
Africa (Nigeria 1), North America (Canada 1), and
the United States of America (4). The details of the
characteristics of the included study can be found in
Table 6.

Results of meta-synthesis of qualitative research
findings

This section presents the findings from the
synthesis process as applied to medication adherence

Vol. 25 No. 2

in schizophrenia. It should be read as a transparent
audit trail of how findings were clustered together
and lead into an argument line. The arguments are
further situated in a general discussion. Eighty-five
findings have been assigned to one of the following
nine categories. These included Trusted relationship,
Family Bonding, Peers’ support, Phases in adopting
a constructive attitude towards the disease, Phases in
adopting a constructive attitude towards treatment
programs, Beneficial impact from the medical treatment
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plan, Psycho-social experience of abnormality, Physical
experience of abnormalities, and Financial barriers
influencing adherence. This resulted in four synthesized
findings. In line with the JBI approach, the synthesized
findings are presented in a declamatory form, addressing
action lines rather than highlighting a theme.>* The
brief details of each synthesized finding and the final
four lines of action for health care practitioners are
presented below. The details of synthesized findings,
derived from the nine categories with findings and
illustrations (themes and metaphors extracted from
the primary studies) can be found in Table 7.
Synthesized finding 1: Caregiver, peers, and
health care providers should consider themselves allies
in adopting a strategy of gentle pressure on the patient
to stimulate initiation and continuation of or changes
in medical treatment programs. This finding consisted

of 3 categories, and 20 findings.?®*"**"**

Category
one was the Trusted relationship. This comprised 14
findings, First antipsychotics: Passivity and pressure, *°
Relationship with healthcare providers,*® Relationship
alliances, Blind adherence,”” Distrustful nonadherence,”’
Emphasize taking medications as prescribed,*" Patient
choice and responsibility for medicine management, **
Knowledge and information, ** Other sources of support, **
Responses to unsupportive involvement, ** Supportive
contributions,** Unsupportive relationships,** Supportive

* and Ideal wishes for support by

relationships, *
providers.** Category two was named Family bonding
and consisted of 3 findings, Firm and ongoing family
support,* Cultural values: the concept of filial pity,*’
Continuation without perceived need: external pressures. *°
Category three was labelled Peers’ support and was
composed of three findings, Remind each other of the
importance of complying with medication regimen,*'
Report non-compliant behaviors, ' and Ensure medications
are taken as scheduled.*'

Synthesized finding 2: Health care providers
should acknowledge that acceptance and a constructive
attitude of patients towards their disease and self-control

over medical treatment evolves over time. This finding
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consisted of 2 categories (category four and five)
36-37,39,41,44

and 15 findings. Category four was entitled
Phases in adopting a constructive attitude towards the
disease and comprised four findings, Accepting there
was no cure,’® Knowing the illness,*® Discovering my
illness,* and Here’s what I can do.>® Category five was
labelled Phases in adopting a constructive attitude
towards treatment programs and entailed 11 findings,
Informed adherence,”” The process of alliance with
medication,” Starting treatment,*® View need to comply
with prescription regimen,*' Arrange for re-hospitalization
when needed,*' Provide accurate information,*'
Development of a personal rationale for taking
medications, ** Learning about distinctive environmental
contributions to illness,** Continual development of
health and medication beliefs, ** Learning ways to adapt,**
and Grief over loss of independence in the face of
illness.**

Synthesized finding 3: Health care providers
should inform persons who benefit from medication
as well as those within their immediate social environment
on how to deal with the potential negative physical
and psycho-social impacts of being diagnosed with and
treated for schizophrenia. This synthesized finding
consisted of 3 categories (category six, seven, and
eight), and 49 findings.*> ****™*
Beneficial impact from medication and had 3 3 findings,

Category six was

Benefits of antipsychotic medication treatment, > Sticking
with medication,>® Assuming personal responsibility,*®
Subjective benefits: persevering in spite of side effects, *°
Medicating the fear,?® Learning from nonadherence, *°
Managing the loss, pain, and anger,* Keeping the
stranger at bay,”” Subduing the psychotic stranger
within, Hope for the future,”® Symptom control,*®
Disease burden, ** Restoration of health and wellness, **
View medications positively,*' Promotes normalcy, *'
Prevented readmission to hospital,*' To treat mental
illness,*" To calm pelrson,41 To promote individual’s
ability to work,*' Promoted quality of life,*" Alleviated
thought disorders,*' Promoted sense of normalcy,*'
Believed symptoms of schizophrenia are alleviated,*!
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Believe medications have positive effects,*’ Grateful,*'
Hopeful medications will prevent relapse of
schizophrenia,*’ Acknowledge need to take medications
despite experiencing side effects,*’ Desire to feel
healthier, "' Desire to work /manage activities of daily
life,*' Recreational pursuits,*" Desire to relate with
significant others,*" Reflection of how medications
are helpful and hindering,** and Fear as an infiltrating
extension into daily occupations.** Category seven
was named Psychosocial experience of abnormality.
It was composed of four findings, namely Threats to
self-esteem, *° Catalysts of medication discontinuation, *°
Intentional abandonment of medication,*® and Betwixt
and between: Seized by life with mental illness.**
Category eight was Physical experience of abnormality
and contained 12 findings, Predicament of medication
taking,® Intentional non-adherence,’” Experience of
medication,’® Treatment burden, * Patient knowledge
and awareness of medications,*” Awareness of self-
response to missing doses of medication,** Learning
to recognize and manage side effects of medications, **
Angst arising from a need to avoid intense psychosis, **
Worry over whether medications will work or its
effects will fade away,** Uneasiness in consideration
of potential medication dose adjustments,** Fear as a
result of negative side effects and remaining symptoms, **
and Uneasiness around addiction or abuse.**

Finally, synthesized finding 4: In severe poverty
cases, health care providers should check whether
the lack of financial means impacts adherence. This
synthesized finding consisted of one category Financial
barriers influencing adherence and one finding,
Experience of poverty.*® The elaborated synthesized
findings are in Table 7.

Discussion

This review identified several studies reporting
on lived experiences of medication adherence in persons
with schizophrenia conducted in different geographical

regions and settings, including hospitals, rehabilitation,
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health clinics, homes, and community settings. An
important insight from our study is that peers seem to
impact patients’ adherence to medication positively.
Therefore, strategies used in home and community
settings to encourage adherence could be studied
more intensively in follow-up research to inspire others.
Moreover, we expected that participants questioned
in a hospital setting chosen by the researchers were at
high risk of presenting socially desirable answers to
please the staff, suggesting that more energy could be
invested in studying adherence from an observational
perspective. Our synthesized findings reflect the
experiential learning curve that persons with schizophrenia
move through to accept their disease and their medical
treatment program. Overall, persons with schizophrenia
tend to continue to take their medicine if they experience
a beneficial effect from them.

On the other hand, medication side effects are
among the main reasons people with schizophrenia
abandon their treatment. This finding is congruent
with a recently published narrative meta-synthesis
study,*” revealing that medication side effects are indeed
a major obstacle in the adherence to the medication
process. While this is close to common sense, it can
be influenced by several factors. Our review indicates that
relationships based on trust and joint decision-making
in an open communication atmosphere about what
the patients may expect and social support from the
person’s home network act as a push factor for medication
adherence, even when side effects are experienced.

In general, persons with schizophrenia develop
trust in their doctors and therefore tend to follow their
advice. However, we also found cases that broke this
pattern. In cases of severe side-effects from a new
medication, it was proposed that patients could move
from trusting to distrusting their practitioners. This
dynamic is presented in a study by Leutwyler et al.”’
An honest, informative account of what will happen
to patients if they stop taking medications or switch to
a new medicine is essential to stimulate adherence.

Using testimonies from other patients could also be a
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useful strategy to consider. We also found that many
people with schizophrenia learn about their disease
and their medication effects via trial and error. And
this reflects that some actively explore what happens
when they stop taking their medication. It might
make their illness worse than before; therefore, it
takes more time for them to recover to their functional
level. However, removing the medicine gives partial
relief for some patients, particularly in cases where
the side effects impact daily life functioning. Again,
the storyline from peers on successful adherence
cases is potentially more effective than the regular
psychoeducation when provided in hospital settings.
Examples of such information programs include
videos made by those who successfully coped with
their disease and treatment program and living a full
life or creating databases with a collection of narratives
from peers.

This is congruent with the predictive quantitative
research results generated in other studies exploring
the potential of illness insights, symptoms, and
medication side effects. These studies found that a
better understanding of the illness and adverse effects
positively impacted drug adherence of those with
schizophrenia.'® Negative attitudes towards psychotropic
drugs were associated with non-adherence to the
medication by participants.”® Acceptance of the disease
as part of their identity from significant others gives
them a sense of normality and strengthens patients’
motivation for long-term medication adherence.

A small proportion of our data suggests that
social stigma and a negative self-perception lead to a
negative impact on medication adherence. This finding
is in line with quantitative research results indicating
that half of patients with schizophrenia experience
discrimination from their family, in intimate relationships,
employment, and health care providers. Eighty-eight
percent wanted to conceal their mental disorder from
others, although the association between stigma and
medication compliance was not statistically significant.*®
Our synthesis also found that trusted relationships
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with caregivers and health care providers help those
with schizophrenia accept the need for medication
at the beginning of their illness. However, patient
medication continuation requires understanding and
long-term support from family members and
professional guidance for managing medication
side-effects which affects their routine in regular
activities. The findings also reveal the importance of
relationships and trust among people with schizophrenia,
health care providers, and family caregivers. A good
relationship and trust increase the likelihood of
adherence to medicine. This result is congruent with
findings from other studies that reported that people
with schizophrenia who live alone tend to have poor
adherence over long periods of treatment.”’ Likewise,
astudy”’ claimed that one of the barriers to continuing
taking medication is the lack of family support. Based
on the findings, the opportunity of persons with
schizophrenia to talk or complain with health care
providers about the problems related to taking
medication will enable them to get an insight into the
needs of medication adherence and help them learn
how to live with mental illness. This also enhances
their hopes of moving their life forward. This is in
line with the finding from a narrative meta-synthesis, *’
revealing that the interrelationship between patients
and nurses will help patients talk about their concerns,
hence stimulating adherence to medication. Our
synthesized findings suggest that a lack of money for
patients adversely impacts adherence and is an issue
that needs political attention. This is especially true
for people living in developing countries where
health insurance coverage is not financially affordable
to many citizens. *’

Finally, our four synthesized findings are
proposed to improve the life and well-being of people
with schizophrenia. The call for thorough attentiveness
of patients’ experiences relevant to their illness, benefits,
and side-effects of medicine requires a change in
focus on what we talk about with patients and their
relatives, why, and how. People with schizophrenia
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tend to tolerate side-effects better in a supportive
climate at home, from a paradigm of hope that enables
them to conceptualize a normal, valuable life. It reflects
the power of social attachment and the potential of joint
decision-making programs in deciding on treatment

programs.

Limitation of the review

Our last synthesized finding was developed
from only one category based on findings from only
one study. We assume that similar issues might be at
play in other developing countries. It reflects the
importance of context that needs to be considered in
synthesis since it impacts medication adherence
differently. When poverty becomes the main mechanism
of non-adherence, the problem becomes political
rather than personal. This should be accounted for in

upcoming synthesis efforts.

Conclusions and Implications for
Nursing Practice

Findings from this review illuminate the often
subtle internal and external factors that act as a mediator
for non-adherence, or on the other hand, a facilitator
for medication adherence for people diagnosed with
schizophrenia. Our review findings suggest that
caregivers and health care providers should consider
themselves allies in adopting a gentle pressure strategy
to stimulate initiation and continuation of or changes
in medical treatment programs. This should be done
in an atmosphere of open communication, trust, and
joint decision making. Health care providers should
be aware that patients’ acceptance and constructive
attitude towards their disease and self-control over
medication treatment evolve over time. In working
and communicating with patients, they should preserve
time to address denial issues and the patient’s concerns
about their current situation and future perspectives.
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Moreover, health care providers should inform
those who benefit from medication as well as the
people within their immediate social environment on
how to deal with potential negative physical and
psycho-social impacts of being diagnosed with and
treated for schizophrenia. This adds to a sense of
control over the disease of all partners involved. This
might help in reshaping patients’ perception of a normal
life. Furthermore, health care providers should check
whether a lack of finances impacts adherence to
treatment of persons with schizophrenia. If so, they
should refer them to the appropriate services to discuss

potential financial support programs.
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