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Comorbid psoriasis-bipolar disorder
successfully treated with apremilast:
much more than a mere coincidence?
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ABSTRACT

Psoriasis is a chronic, immune mediated, systemic
inflammatory skin disease with a reported prevalence of
0.6%—4.8% in the general population. Bipolar disorder
(BP) is a severe episodic psychiatric disorder that

ranks as the fourth leading cause of disability. Recent
evidence suggests that genetic and immunological
factors play a significant role in the development of both
disorders. Studies have also shown a higher association
of psychiatric disorders among patients with psoriasis.
Moreover, several autoimmune comorbidities have been
reported in association with BP. Here, we describe a young
woman with BP who developed psoriasis after 1year of
developing BP and showed exacerbations in psoriasis
lesions with each manic episode. We also highlight the
safe and efficacious use of apremilast for psoriatic lesions
in the woman.

INTRODUCTION

Psoriasis is a chronic, immune-mediated,
systemic inflammatory skin disease with
a reported prevalence of 0.6%-4.8% in
the general population." Recent evidence
suggests that genetic and immunological
factors play a significant role in its devel-
opment.” Studies have shown that patients
with psoriasis are more prone to psychi-
atric illness than patients with other skin
diseases.”

Bipolar disorder (BP) is a severe episodic
psychiatric disorder that ranks as the fourth
leading cause of disability.” Several autoim-
mune comorbidities have been reported in
association with BP, including Crohn disease,
Guillain-Barré syndrome, autoimmune thyroid-
itis, autoimmune hepatitis, multiple sclerosis,
rheumatoid arthritis and systemic lupus erythe-
matosus. However, the association between BP
and psoriasis is not frequently reported. Here,
we describe a young woman with BP who devel-
oped psoriasis after lyear of developing BP
and showed exacerbations in psoriasis lesions
with each manic episode. We also highlight the
safe and efficacious use of apremilast for psori-
atic lesions in the woman.
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CASE HISTORY

A 30-year-old married woman came with her
father with complaints of talkativeness, irrita-
bility, hyperactivity, decreased sleep, increased
religiosity and tall claims for the last 2weeks.
She had four similar episodes in the past 5years.
Treatment details were not available. She also
developed psoriasis for the past 4years. She
reported exacerbation of psoriasis lesions with
each psychiatric episode. There was no history
of a depressive episode, drug abuse or suicidal
behaviour. She had extensive psoriasis lesions
at the time of presentation mainly in face, trunk
and exposed extremities (figure 1). There was
no history of significant medical or psychiatric
illness before developing BP. A mental status
examination revealed overprotective speech,
euphoric affect, grandiosity and poor insight.
She was diagnosed with bipolar affective
disorder, current episode mania with psychotic
symptoms according to ICD 10 (International
Classification of Diseases 10th Revision), and
oral sodium valproate 700mg/day and oral
olanzapine 5mg/day were started. A derma-
tological consultation was taken for psoriasis.
The diagnosis of psoriasis was confirmed by
clinical and dermoscopic findings. The cuta-
neous lesions in the patient was found to
be well-defined erythematous plaques with
silvery scales. Regular red dots were noted on
dermoscopy confirming a diagnosis of psoriasis
(figure 2). Laboratory parameters including
total WBC (White Blood Cells) count, eosino-
phil and CRP (C-reactive protein) were within
normal limits. She was started on oral apremi-
last 30mg/day along with topical medications.
During initial follow-up after 2 weeks, she
reported significant improvement in manic and
dermatological symptoms. Written informed
consent was obtained from the patient for the
publication of this report.

DISCUSSION
Our case illustrates the occurrence of psoriasis
in a young female patient with BP. She had no
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Figure 1 Cutaneous lesions in the patient: well-defined
erythematous plaques with silvery scales.

family history of BP or psoriasis. There was also an inter-
esting association between bipolar cyclicity and exacerba-
tion of psoriatic lesions and remission episodes. Our patient
reported having manic episodes consecutively for the last 5
years, and with each episode there was worsening of psori-
atic lesions even before starting psychotropic medications
and a reduction in lesions during remission. Another past
report showed an exacerbation in psoriatic lesions during
depressive episodes and a dramatic decrease during a hypo-
manic episode and in remission.’

The association of psoriasis with various psychiatric
disorders has been explored extensively. Psoriasis has
been reported to be associated with an elevated risk of
various mental disorders, including depression, anxiety
and suicidal behaviour.® However, its association with BP is
not very well covered in the published literature. A study
exploring the association of psoriasis with mental health
disorders in South Korea found that the risk of depressive
episodes, anxiety disorders, somatoform disorders, neurotic
disorders and non-organic sleep disorders was 2.19 (1.97-
2.44), 2.92 (2.67-3.20), 2.62 (2.24-3.08), 2.66 (2.29-3.09)
and 2.58 (2.27-2.93) times higher in patients with psoriasis
than in control patients, respectively.7 However, another
study exploring psoriasis and the risk of mental disorders in
Denmark found a heightened risk of BP among individuals

Figure 2 Regular red dots were noted on dermoscopy
confirming a diagnosis of psoriasis.
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with psoriasis (HR: 2.38 (95% CI: 1.59 to 8.41).> A primary
care cohort study from the UK exploring psychiatric
morbidities in psoriasis also found higher prevalence for
histories of alcohol misuse, BP, depression, anxiety disorder
and self-harm in patients with psoriasis.”

The pathophysiology of the association between BP and
psoriasis is not yet clear. Psoriasis has a strong association
with psychological stressors. There are plenty of published
observational studies suggesting a link between preceding
psychological stress and psoriasis onset and exacerbation. '
Patients with BP often experience persistent residual symp-
toms, difficulties in psychosocial functioning and poor
quality of life, which in turn leads to significant psycholog-
ical stress.'" One of the potential causes for the precipita-
tion of psoriasis in our case after 1year of onset of BP could
be the psychological stress associated with bipolar illness.
Moreover, both these conditions also have various shared
lifestyle risk factors. Another possible aetiological link
between BP and psoriasis seems to be genetic and shared
pathophysiological processes. A past study found a correla-
tion between immunological changes (high CD4/CD8
ratio) and chromosomal aberrations (aneuploidy of chro-
mosome 8) in a family with BP and psoriasis.'” Further-
more, recent candidate gene studies of psoriasis also found
that SNPs (single nucleotide polymorphisms) at three loci,
1q24, 6p22 and 21q22, were significantly associated with
psoriasis. 21q22 is one important chromosomal region
identified as possibly harbouring a locus for susceptibility
to BP as well."”” There is accumulating evidence recently
that activation of the immune system plays an important
role in the pathogenesis of BP. Studies have described a
higher expression of a coherent set of 34 inflammatory
genes, an inflammatory gene expression ‘signature’, in the
circulating monocytes of 60%—-70% of patients with BP."*
Moreover, a recent study also showed significantly higher
levels of sCD25 and higher percentages of circulating
CD4+CD25highFoxP3+regulatoryT cells in patients with
BP, which regulates the inflammation-inducing effects of
Th1 cells, Th17 cells, monocytes and macrophages. Th17
cells are a newly discovered T helper subset that produce
the proinflammatory cytokine IL-17 (Interleukin 17) and
play a significant role in the pathogenesis of psoriasis.”
However, most of these mechanisms are hypothetical in
our case as we have not performed any immunological
studies in our patient, which is a major limitation of our
report.

Another potential aetiological factor precipitating psori-
asis in our case could be medications. We could not get
the details of the medications she was on when psoriasis
developed. Lithium has been found to be associated with
inducing and exacerbating psoriasis.'® There are also few
reports of sodium valproate-induced psoriasis.17 Among
antipsychotics, olanzapine, quetiapine and aripiprazole
have been shown to induce psoriasis.© However, drug-
induced psoriasis resolves after discontinuing the causative
drug most of the time. Our case had repeated exacerba-
tions associated with a manic episode even when she was
off medication.
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We would also like to highlight the safety and efficacy
of apremilast, an oral phosphodiesterase-4 inhibitor, in
psoriasis with BP. An altered PDE-4 expression and cyclic
AMP (cAMP) activation is a common pathogenic step in
psoriasis and BP." This assumes importance as our patient
had shown an increase in the severity of her cutaneous
lesions along with a manic episode, signifying the role of
PDE-4 (phosphodiesterase 4) inhibition which may block
the common pathogenic pathway, the cAMP (adenosine
monophosphate) activation. Our patient had a marked
response to apremilast in her skin lesions. Even though the
product monograph warns about a possibility of depression
with apremilast, a long-term safety analysis did not show an
increase in its incidence.”” The lack of any mood swings in
our patient while on apremilast also supports the safe use of
apremilast in patients with BP.

In conclusion, our case highlights the comorbidity of BP
with psoriasis. Such co-occurrences of heritable disorders
help us to deepen our understanding of the neurobiology
of both disorders, especially the role of genes and inflam-
matory markers associated with BP in the pathophysiology
of psoriasis. The successful and safe use of apremilast that
blocks the common pathogenic pathway—the altered
PDE-4 expression and cAMP activation—also translates the
basic aetiopathogenic knowledge into clinical practice.
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