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Abstract

Bipolar disorders (BP) are prevalent neuropsychiatric illnesses affecting 1%-5% of the global population

and about 3% of the Saudi population. They are associated with significant comorbidities and negative
consequences. Despite being common mental health conditions in Saudi Arabia, stigma persists, with
weak character, supernatural beliefs, and weak faith considered as causes. In addition, Saudi patients with
BP have been reported to seek help from non-psychiatric healthcare professionals and faith healers. More
data are required on BP from Saudi Arabia, including the genetic aspects and their treatment approaches.
This narrative review paper explores the epidemiology and clinical manifestations, etiology and biological
mechanisms, public knowledge and awareness of the illnesses, and treatment of BP in Saudi Arabia.
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INTRODUCTION

Bipolar disorders (BP) are episodic mental illnesses
consisting of depressive, manic, or hypomanic episodes."
During depressive episodes, the person presents with,
among other symptoms, feeling depressed and/or losing
interest or pleasure.l'! These symptoms typically occur
almost every day for 2 weeks or more.l"l Manic and
hypomanic episodes are characterized by mood changes
and an alternation in the level of activity or degree of
energy." In addition to these symptoms, other symptoms
that can be experienced during manic or hypomanic
episodes include being talkative and sleep changes.!"
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While people with BP type I have episodes of depression,
hypomania, and mania, people with BP type 11 have bouts
of depression and hypomania with no manic episodes.”
More data are required on BP in Arabic countries.’! More
specifically, such needed data include, but are not limited
to, the genetic aspects of these illnesses and their treatment
approaches.

This review article discusses the literature on BP in
Saudi Arabia, focusing on the following subtopics: (1)
epidemiology and clinical manifestations, (2) etiology and
biological mechanisms, (3) patient and public knowledge
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and awareness of BP, and (4) treatment. By focusing on
Saudi Arabia, the study addresses a critical gap in knowledge
about BP in this particular cultural and geographic context.

Searches were carried out in multiple databases, namely
PubMed, PsycINFO, and Google Scholar, as well as
the Arabic databases ArabPsyNet, Almandumah, and
Al Manhal. The following keywords were used during
both English and Arabic searches: bipolar disorders,
mood disorders, psychiatric disorders, and Saudi Arabia.
No restrictions were applied during the search process,
including for language and year of publication. In
addition to the papers selected for geographical
purposes, international studies, including those from
other Gulf Cooperation Council countries, were also
included for comparisons and to address specific aspects
of the topic.

EPIDEMIOLOGY AND CLINICAL
CHARACTERISTICS OF BIPOLAR DISORDERS

Most of the published literature on BP in Saudi Arabia
explored epidemiology and clinical characteristics.
According to the Saudi National Mental Health Survey,
BP I and II ate two of the most common mental health
conditions in Saudi Arabia, with a prevalence of 3.2% in
the population and an approximate 2:1 male-to-female
ratio.l¥ In one study, the authors investigated various mental
disorders assessed by the Saudi National Mental Health
Survey and found that among the 3% of the participants
with BP I and II, the level of severity was “serious”
in 82.6%.P" Another study investigating the types of
psychiatric illnesses in six hospitals in Saudi Arabia found
that BP I and II were diagnosed in 23.3% of inpatients
and 11.5% of outpatients.!”

A retrospective study that included 340 adult patients
diagnosed with mood disorders in psychiatric clinics
at King Fahd Hospital of the University, Al-Khobar,
between 1982 and 2011 found that two-thirds (67.6%)
of the study participants were married, over half (58.8%)
were unemployed, and 11.2% were diagnosed with BP.
Furthermore, BP were more common among males and the
youngest age group (18-30 years).[ In a prospective study
that included 1336 patients from the Eastern Province of
Saudi Arabia between 1988 and 1998 and studied the pattern
and frequency of psychiatric admissions, 15.2% were
diagnosed with BP.®! Similar findings have been reported in
studies from the UAE that included adult patients admitted
to psychiatric units.”'”! One of these studies found that
three-quarters of the patients were aged 18—34 years, more
than half were male, and the most common diagnosis was

mood disorders (approximately one-third).”’ The other
study found that the most frequent reasons for admission
included BP and psychotic disorders."”!

ETIOLOGY AND PATHOPHYSIOLOGY OF
BIPOLAR DISORDERS

International large-scale human genetic studies have
established the sophisticated and polygenic nature of BP
and its crossing with other disorders;!''! however, data from
Saudi Arabia have not been extensively reported.

A study conducted in the Makkah region of Saudi Arabia
assessed relationship between toxoplasma-induced oxidative
stress and the evolution of the condition. Patients with BP
and healthy controls were assessed for anti-toxoplasma
immunoglobulin-g (igg) and two proteins (3-nitrotyrosine)
and DNA (8-hydroxy-2’ deoxyguanosine [8-ohdg])
oxidative stress markers. Toxoplasma and anti-toxoplasma
igg levels were found to be higher among patients with BP
than among controls. Nitrotyrosine, especially 8-OHG,
were significantly higher in toxo-positive BP patients than
in toxo-negative BP patients and controls.!"”

In terms of characteristics, a multi-center cross-sectional
study that included 992 adult participants with various
mental illnesses found that among patients with BP, 41% had
metabolic syndrome, 51% large waist circumference, 45%
pre-diabetes or diabetes mellitus, and 35% pre-hypertension
ot hypertension.”) Of note, most research from
Saudi Arabia on the etiology and pathophysiology of BP are
retrospective, observational, descriptive studies conducted
in single centers, with no genetic or functional biological
studies, and thus highlights the need for such studies.

PATIENT AND PUBLIC KNOWLEDGE AND
AWARENESS OF BIPOLAR DISORDERS

A cross-sectional study that included 93 Saudi patients with
mood disorders to investigate the impact of stigma found
that half of the participants admitted attempting to conceal
their mental illness from others to prevent situations where
they would feel stigmatized."" In addition, almost all scale
items from the “Inventory of Stigmatizing Expetiences”
were agreed upon by one-third of the participants.
Moreover, the statement “avoiding situations that might
be stigmatizing” was agreed upon by most participants and
was the most endorsed item. Furthermore, 48% of BP
patients agreed that “the average person would be afraid
of someone with a serious mental illness.” Notably, the
participants scored significantly lower on the “Inventory
of Stigmatizing Experiences” than Canadians in another
similar study,'*' likely due to cultural differences.
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In another cross-sectional study conducted in Riyadh
to examine public awareness of and attitudes toward
BP among Arabic-speaking individuals aged =17 years,
it was found that about half of the respondents were
familiar with BP and considered the illness to be common
in Saudi Arabia. Regarding beliefs about what causes
BP, about half believed that some neurophysiological/
neurochemical imbalances cause BP and thought that
BP could be managed using psychiatric medications. In
addition, participants believed that most common causes
of BP were supernatural causes (55%), weak faith (48%),
and weakness of character (40%).'! Another study from
Riyadh reported that among those who visited faith
healers, social/ financial stress, evil eye, and magic were the
self-reported reasons for their mental illness.'” The belief
in supernatural reasons could be ascribed to several factors,
such as a lack of knowledge about psychiatric illnesses and
various defense mechanisms such as guilt and stigma."®!

In terms of treatment, one study from Riyadh that included
the general adult population found that 55% of the
respondents considered recreational activities to be a useful
treatment option for BPI'Y In addition, head bandaging,
wherein a bandage is placed over the head, has also been
reported as a widely considered treatment option.!'"!
Another study from Riyadh reported that among those
who visited faith healers, the Holy Quran and blessed
water were the most commonly used remedies, but neatly
5% had also been beaten, choked, or electrically shocked
as treatment interventions.!"”

The current levels of patient and public knowledge and
awareness of BP in Saudi Arabia suggest the need for
broader education, such as through quality information on
the internet. The website of King Abdullah Bin Abdulaziz
Arabic Health Encyclopedia website has been developed to
provide credible and trustworthy online health information
in Arabic,” and developing similar websites would help
disseminate quality knowledge to increase awareness of BP. In
addition, given the trustin faith healers among those seeking
traditional/alternative treatment in Saudi Arabia, it may be
beneficial to train the faith healers to identify people with
mental health problems and refer them to clinical services.!'**!)

On the other hand, Alosaimi ¢7 /. found that only 12.7%
of the participants believed that electroconvulsive
therapy (ECT) could treat BR"" even though ECT is known
to be an efficacious and safe treatment modality for BP
that is associated with serious symptoms, does not respond
to medications, or occurs during pregnancy.” Therefore,
brief educational interventions can be used to improve
knowledge of and attitudes toward ECT.*!

Regarding social perspectives of BP in Saudi Arabia,
negative attitudes have been reported toward relationships
with family, friends, and marriage."*'! In terms of public
attitude toward BP in Saudi Arabia,l'¥ most of the
population (86%) believed that those with BP could work
effectively, 47% believed that they must rely on themselves
to recover, and 32% considered it shameful to declare that
a family member has BP. Regarding relationships, 22%
were reluctant to endure a friendship with a person with
BP, and 39.3% were hesitant to marry a person with BP.I"]
Fears of genetic transmission and the incurability of BP
could explain, at least in part, the negative attitude toward
marrying someone with BRI'* Other explanations for the
stigma held by the Saudi population include tradition and
culture, deficits in public awareness, and fear of psychiatric
patients becoming aggressive or violent.? Moreover, the
stigma surrounding marrying someone with BP may lead
some patients to avoid marriage altogether or discontinue
their medications before getting married, increasing their
risk of relapse.l! Moreover, the greater the perceived
stigma among caregivers, the greater their level of feeling
burdened and depressed.” Therefore, it is essential to
provide support for patients with BP and their caregivers.

Regarding the role of cultural values in the Saudi
Arabian population concerning BP, a study investigated
the relationship between the perception of control and
mood in a sample of 614 individuals, with the majority of
participants aged 18-35 years. In this study, the participants
completed measures of perceived control, individualism
and collectivism, and symptoms of depression (Beck
Depression Inventory) and BP (The Mood Disorder
Questionnaire). Participants showed high levels of
control, which predicted lower levels of depression and
BP symptoms.*!

TREATMENT OF BIPOLAR DISORDERS

The Saudi National Mental Health Survey found that the
lifetime treatment among people diagnosed with BP I and
IT was 32.5%, of which 66.3% were seeking treatment
from mental health specialists, 20.3% from the general
medical sector (family physicians and other physicians),
45.3% through social services such as social workers
and counselors, and 34.8% through complementary and
alternative medicine such as utilizing internet or self-help
groups, or other healers.”” In another study of the same
project (the Saudi National Mental Health Survey), the
authors found that treatment dropout among participants
was associated with high income, a history of mental health
treatment, fewer health caregivers, and a smaller number
of visits, with having BP not being a significant factor.l*
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In a randomized clinical study that assessed the outcome
of 6-month group psychoeducation in patients with BP
I patients aged 20—40 from northern Saudi Arabia, it was
found that intervention group had fewer hospitalizations
and was more compliant with the medication than the
control group.”

In terms of polypharmacy, a study from the psychiatric
clinics of two tertiary hospitals of Saudi Arabia found
that it was highest among patients with BP followed by
psychosis.”” In 2013, the Department of Psychiatry at
King Khalid University Hospital adopted clinical practice
guidelines (CPG) for the management of patients with
BPP! In this process, three sources of CPGs were assessed
and accepted, namely the Canadian Network for Mood
and Anxiety Treatments (CANMAT), the International
Society for BPs (ISBD), and the collaborative update of
CANMAT guidelines for the management of patients
with BP (updated 2009). In this adapted guideline, which
was adopted at King Khalid University Hospital, for acute
mania, the first-line monotherapy was lithium, valproate,
or several atypical antipsychotics. In addition, the first-line
combination treatment included antipsychotics with mood
stabilizers. Paliperidone monotherapy and asenapine (alone
or in combination with lithium or divalproex) can be
used as second-line treatment. For the management of
bipolar depression, lithium, lamotrigine, and quetiapine
monotherapy, olanzapine plus selective serotonin reuptake
inhibitor (SSRI), and lithium or divalproex plus SSRI/
bupropion are the first-line treatment options. Lithium,
lamotrigine, valproate, and olanzapine are the first-line
treatment options for the maintenance treatment of BP. In
addition, protocols have been developed by the Ministry of
Health (MOH) of Saudi Arabia for acute and maintenance
therapies for various episodes of BRI

In terms of lithium clearance in Saudi patients with BP
who received oral lithium, a retrospective study found that
creatinine clearance was the most significant covariate for
lithium clearance.” In terms of practice, a multi-centet,
cross-sectional study from Saudi Arabia found that the
so-called “mood stabilizer medications,” especially sodium
valproate, are most frequently used along with antipsychotic
medications for the treatment of BP (77.2%). Such a
combination provides better outcomes in manic episodes
compared to antipsychotics alone because it could reduce
the dose of the antipsychotic medications, and hence the
associated side effects. However, lithium salt was used less
frequently to treat BP compared with other medications,
namely sodium valproate and carbamazepine, despite
lithium remaining the gold standard for treating BR.P!
A national study from Finland found similar findings,

suggesting that more recent agents may sometimes be
overused compared with lithium.!

In a study from Saudi Arabia,”" lithium was worryingly
underused compared with sodium valproate among women
of fertile age and expectant women. Comparable practices
have also been reported from the UKP% and the USA,P7
which contrast guidelines that encourage the use of lithium
in these groups given its efficacy and its reproductive safety
data.P¥ It is also worth mentioning that when used in the
first trimester of pregnancy, sodium valproate has been
associated with significant congenital abnormalities and
long-term adverse consequences, such as developmental

delay and an elevated risk of developing autism spectrum
disorder.P**

STATUS OF RESEARCH ON BIPOLAR DISORDER
IN SAUDI ARABIA

BP research in Saudi Arabia has been relatively limited
compared to worldwide research interest, despite the
prevalence rate for BP being consistent with global
rates (1%—3%).1""1 Qureshi et a/. emphasized on the
importance of early detection and intervention of BP
in Saudi Arabia to improve patients’ outcomes and
highlighted a lack of specialized mental health services,*!!
a notable problem also in other developing countries.
Globally, research on BP has been focused on genetics,
neuroimaging, and early therapies. For example, polygenic
risk scores and large-scale research in Europe and North
America have greatly aided in understanding the disordet’s
heritability and complicated genetics.*” Global treatment
guidelines prioritize mood stabilizers such as lithium and
psychotherapy; however, in Saudi Arabia, medication-based
treatment remains the major option,*! with psychotherapy
not being integrated into clinical practice.* The cultural
stigma associated with mental disorders in Saudi Arabia
creates additional barriers to research and care, as opposed
to more open views about mental health in Western nations,

where awareness has substantially improved.*’

CONCLUSIONS

This narrative review discusses various aspects of bipolar
disorder (BP) in Saudi Arabia. Most of the literature
concerning BP in Saudi Arabia were aimed at determining
the epidemiology and clinical characteristics. Few studies
were conducted regarding etiology and pathophysiology,
and no study focused only on specific population
groups (e.g., women and children); therefore, there is
need for such studies. In terms of public knowledge and
awareness, studies reported that while prior knowledge of
BP was found, the associated stigma remains prevalent.
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In addition, beliefs regarding the causes of BP included
weakness of character, supernatural beliefs, and weak faith.
While a significant number of people sought treatment
from mental health specialists, others sought treatment from
other sources, including other medical healthcare workers
and complementary and alternative medicine providers. In
terms of treatment, the knowledge around the usefulness
of ECT in managing BP was found to be poor. All these
findings highlight the need for multi-pronged approaches
at improving the patient and public knowledge of BP and
at reducing stigma. Another future direction is to further
examine the pattern of prescribing multiple psychotropic
medications simultaneously to psychiatric patients in
Saudi Arabia, exploring the perceived explanation for this
practice among Saudi psychiatrists and finding means to
overcome it. Treatment-wise, for these illnesses, treatment
options other than the pharmacological interventions, such
as the neurostimulation treatment modalities, need to be
explored and advocated for in Saudi Arabia.
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