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Delusional disorder is a difficult-to-treat clinical condition with health needs that are often undertreated. Although
individuals with delusional disorder may be high functioning in daily life, they suffer from serious health complaints that
may be sex-specific.
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| 1. Introduction

For several decades, epidemiological studies have consistently reported gender differences in the expression of mental
disorders. The prevalence of some common mental disorders such as mood disorders, anxiety and somatoform disorders
are reported to be substantially higher in women than in men while substance use disorders are higher in men @& |n
general, male/female ratios in the frequency and severity of psychiatric problems vary with age [&. For instance, during
adolescence, girls are more likely than boys to show depressive symptoms and eating disorders, to present clinically with
suicidal ideation, and to attempt suicide Bl In adulthood, the prevalence of depressive and anxiety disorders remains
higher in women than in men, while the number of men with substance use disorders substantially outstrips that of
women. On the other hand, in schizophrenia and bipolar disorder, no consistent gender differences in prevalence have
been noted B4l while the occurrence rate of bipolar disorder is similar in the two sexes, women are more likely to seek
help from mental health services than men are [2l. Ages of onset often vary. In schizophrenia, psychotic symptoms, on
average, start a few years later in women than in men (8.

Prevalence and onset age aside, in the context of many psychotic illnesses, optimal care for women differs from that for
men . Some of the critical issues regarding sex-specific health needs involve social status in one's society, ease of
access to quality health care, exposure to reproductive casualty and the stresses of parenting and care taking. There are
also inherent differences between males and females with respect to pharmacological response to treatment or to
endocrine, metabolic, immune, and cardiovascular vulnerabilities €],

Although comparably rich research has been focused on various aspects of health in women with other ilinesses, little is
known about the specific health needs of women with delusional disorder (DD). Because DD is a schizophrenia-related
disorder, many gender-specific health needs may prove similar to those that apply to schizophrenia but as mentioned
above, sex-specific needs change with age and the two disorders, DD and schizophrenia, characteristically affect women
of different ages .

| 2. Health Outcomes in Women with Delusional Disorder

In the related illness of schizophrenia, reduced estrogen levels at the time of menopause means the loss of the
neuroprotection conferred by estrogens 29, The postmenopausal stage of schizophrenia requires special therapeutic
attention as these women show a worsening of psychotic symptoms, require higher antipsychotic doses 14 and present
with greater severity of depressive symptoms at this timell2. DD starts at this age &, when psychotic symptoms,
antipsychotic adverse effects, and comorbid conditions all increase. Table 1 summarizes some of the metabolic and other
physical disturbances that should be taken into account when focusing on health outcomes in women with DD.

Table 1. Recent physical health studies in women with DD.

Metabolic Disturbances and Cardiovascular Disease

Observation Potential explanation



Increased adult adiposity, insulin Metabolic syndrome may be attributable to reduce estrogen levels at
sensitivity and blood lipid levels menopause and to the use of antipsychotics

. ) Occurs at advanced age. Loss of estrogens at menopause, lifestyles
Increased cardiovascular risk ] ) ) ] ]
(smoking and high BMI) and antipsychotics use also contribute

Neurologic disorders

Observation Potential explanation

i . . Patients with DD show impaired verbal memory and other cognitive
Increased risk of cognitive disorders (or ] . .
d tia) symptoms attributable to an increase in cerebrovascular events (because
ementia
of age and the use of antipsychotics)

. . Loss of estrogens at menopause increases its risk of tardive dyskinesia.
Movement disorders (extrapyramidal . ] . o )
. O Antipsychotic dose may be too high. The incidence of extrapyramidal
symptoms and tardive dyskinesia) . . ;
disorders: increases with age

Autoimmunity

Women are more susceptible to autoimmune disorders than men. At

Autoimmune diseases L
menopause, the risk is increased

Risk of cancer

) Women with DD may show low compliance with gynecological
Gynecological cancers ) ) . .
appointments and are less likely than peers to receive cancer screening

Other cancers Little is known. Lifestyle factors may contribute to an increased mortality.

2.1. Metabolic Disturbances and Cardiovascular Disease in Women with Delusional Disorder

Nevertheless, antipsychotics are the treatment of choice in DD as they are in schizophrenia [20], so that antipsychotic-
related adverse events can be expected to increase at menopause.

Although there are several contributory factors to adiposity, postmenopausal women show increased abdominal fat,
increased plasma levels of triglycerides and total cholesterol compared to premenopausal women 131141 gl risk factors
for cardiovascular disease. The use of antipsychotics at this period of life increases the risk of both metabolic syndrome
and cardiovascular disease 2. An important adverse and potentially very serious effect of antipsychotic medication is the
prolongation of the QTc interval on the ECG X8, Women are more vulnerable to this effect than men 22,

Although cardiovascular risk increases with advanced age in both sexes, the remodeling of the heart and blood vessels
that takes place in middle age differs between sexes 8. In contrast to women, men are more likely to present with heart
failure 19, Older men are more likely to present with heart failure with reduced ejection fraction because the number of
ventricular myocytes suffer a reduction with age in men, but not in women 9. Cardiac ageing in women is more
characterized by an increase in diastolic dysfunction.

Recent evidence suggests that 10% of women experience premature or early-onset menopause, at around the age of 45,
which heightens their risk for cardiovascular disease and mortality [21. Smoking and high body mass index, common in
individuals with psychotic illness, further increases the risk 22 It would be interesting to investigate whether women with
DD experience menopause at a relatively early age.



2.2. Neurologic Disorders in Delusional Disorder

Postmenopausal loss of estrogens leads to an increase in the prevalence of cognitive dysfunction, cerebrovascular events
and extrapyramidal effects . Neurologic manifestations of aging also include an increase in the prevalence of Parkinson’s
and Alzheimer diseases. Female sex and post-menopausal status are risk factors for late-onset Alzheimer’s disease (AD)
23] while women with early menopause are at special risk 24, Recent studies have shown that patients with DD present
impaired verbal memory and other cognitive symptoms which suggests the need for cognitive interventions 25, Patients
with very-late onset DD have an approximately eight-fold increased risk of dementia (28, These are results from a
nationwide register of patients in Denmark, both in- and out- patients who were compared to the general population and to
patients with osteoarthritis 281, Very late first-contact delusional disorder patients showed an increase rate of dementia
compared to very late first-contact osteoarthritis patients.

Parkinson’s disease (PD), by contrast to Alzheimer's, is more common in men 4. Both men and women with DD suffer
from extrapyramidal symptoms and tardive dyskinesia, attributable to the use of antipsychotics 2829 A recent systematic
review of studies of tardive dyskinesia shows that prevention is more effective than treatment 2. The authors
recommend limiting the prescription of antipsychotics by using the minimum effective dose and minimizing the duration of
therapy. If discontinuation of antipsychotics is not possible, switching from a first-generation to a second-generation
antipsychotic lowers D2 affinity and reduces the risk of tardive dyskinesia symptoms. With respect to treatment,
deutetrabenazine and valbenazine have the strongest evidence of efficacy.

Recent work has provided evidence of brain abnormalities in the frontal and cingulate cortex and insula of patients with
DD B9, A review on this topic reported that structural and functional brain imaging in patients with DD reveals that some
patients present signs of lacunar infarcts in white matter, frontal and temporoparietal lobes or lacunar infarcts in basal
ganglia BY. This may be important because treatment non-response has been related to the presence of such brain
lesions. No gender differences have been reported.

2.3. Autoimmune Diseases in Delusional Disorder

Women are, in general, significantly more susceptible to the development of autoimmune diseases than men B2 and
many of these diseases, especially systematic lupus erythematosus, tend to be associated with schizophrenia B3I,
Patients with schizophrenia have a 50% increase in the lifetime prevalence of one or more autoimmune disorder 23! and
this may also be true for patients with DD B4l33] |n fact, earlier work has postulated an elevated incidence of human
leukocyte antigen (HLA) class | alleles in patients with schizophrenia and DD, suggesting a shared biological vulnerability.

2.4. Risk of Cancer in Delusional Disorder

The prevalence and risks for cancer has not been adequately investigated in women with DD. A case report and review of
the literature on DD and oncology 8 highlighted the fact that DD is an under-researched condition with little information
currently available about the risk of comorbid malignancies. There are many barriers to regular cancer screening (colon,
cervix, breast) in individuals with psychotic illness B4, Promotion of screening is vital in this population because, while
incidence rates of cancer are the same as in the general population, mortality rates are much higher B8B83, This is partly
due to late diagnosis “% and draws attention to the need for closer collaboration between psychiatry and other medical
disciplines 441,
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