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ABSTRACT

Lithium has been used frequently in the management of Affective disorders for six decades and
known to cause dermatological adverse events in the form of Acne, exacerbation of Psoriasis etc.
Here we report another dermatological manifestation of Lithium therapy, induction of Dariers
disease. Though there are reports of Lithium exacerbating the lesions of Dariers disease, it is rare
that the Lithium therapy itself precipitating the emergence of the lesions.
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INTRODUCTION

Lithium was the first drug discovered for the
treatment of mental disorders.! Lithium has
been the drug of choice in both the
management of acute stage and prophylaxis of
bipolar disorder, schizoaffective disorder and
alcohol dependence.? Lithium has been
associated with cardiac, renal and thyroid
adverse effects. Dermatological adverse
effects of lithium in the form of acneiform and
follicular eruptions and exacerbation of
psoriasis are quite common.? Lithium therapy
has been known to exacerbate the lesions of
the Dariers disease(DD). The case report
presented below suggests that Lithium can
induce the dermatological condition Dariers
disease(DD).

CASE REPORT

A 24-year-old patient who has been on
regular treatment for bipolar disorder for ten
years was admitted with increased talk,
hyperactivity and irritability for a month. She
had undergone a course of Electro
Convulsive Therapy (ECT) and was on
Sodium Valproate 500mg twice daily,
Olanzapine 10 mg twice daily and Lorazepam
2mg at bedtime. The patient was switched
over to Lithium 400mg, Clozapine 50mg and
Risperidone 4mg twice daily. A week later,
the patient presented with red, raised lesions
over the face, neck and upper trunk. The
dermatologist diagnosed the condition as
acneiform eruption (due to lithium) with
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Figure.l. Hyperkeratotic dirty looking brown to
black papules over the neck and dorsum of fingers

seborrheic dermatitis, and the patient was
given benzyl peroxide gel and calamine lotion
for topical application. Her psychiatric
conditions improved considerably, and she
was discharged. After three weeks, during her
follow up in the outpatient, it was found she
had extensive skin manifestations for which
review by the dermatologist was considered.
On examination, there was hyperkeratotic
brown to black papules of size 0.5%X0.5 cm
over the scalp margins, face, neck, upper

Histopathological Findings
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chest, bilateral axilla. Some lesions over the
neck and retro-auricular area were greasy and
dirty looking. Fingernails showed fragile,
longitudinal splits with V-shaped nicking.
Diagnosis of DD was considered. Lithium
was stopped and proceeded with a skin
biopsy. The patient was maintained on topical
calamine lotion. The patient improved
clinically. Her father had similar lesions, and
the biopsy was consistent with DD.

Figure.2. Fragile fingernails with longitudinal
splitting and V-shaped nicking over the thumb

Figure.3

Figure.4

Section from skin-epidermis shows hyperkeratosis and acanthosis. Few foci shows acantholysis with

suprabasal cleft and dyskeratotic cells (corps ronds) having basophilic nuclei and perinuclear halo (figure.3).

Dermal papillae seen lined by single layer of cells forming villi. Proliferation of basal cells seen as long cords

which are separated by narrow lacunar spaces. Similar changes are also seen surrounding hair follicles

(figure.4). Dermis shows mild periappendageal lvmphocvtic infiltrate.
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DISCUSSION

The dermatological condition described by
Darier is characterized by hyperkeratotic
papules distributed over seborrheic body
area, nail changes, mucosal lesions, palmar
keratosis and papular lesions on the foot and
hand. The disease prevalence varies from 1 to
3 per lakh population. The condition is
otherwise known as Keratosis Follicularis.
DD is an inherited autosomal dominant entity
with mutation of gene ATP2A2, which is
located on the 12q23-q24.1 chromosome.*
The gene affects the function of an enzyme
SERCA2. This enzyme has a role in
intracellular =~ Ca2+  signalling  which
eventually leads to defects in the cell to cell
adhesion. Dd in the majority of patients has
mild presentation and prognosis is good. In
some of the patients, it has a severe
manifestation.

It has been reported in a study that the
lifetime prevalence of mood disorders is
higher than in the normal population.® The
study reveals that the lifetime prevalence of
mood disorders is 50%; two-thirds of the
patients suffer from depression, and about 5%
per cent bipolar disorder. The study also
found high suicidal ideations (31%) in
patients suffering from DD. Previous studies
have also reported psychiatric disorders in the
form of seizures and mental retardations.®
Family of patients suffering from DD have
been known to have comorbid mood
disorders. The frequent association of
psychiatric disorders in DD has been a matter
of interest and the association of the
concerned gene mutations as a factor causing
Mood disorders. There is evidence that a
susceptibility gene is located near the DD
gene.”®

54

Lithium is reported to cause dermatological
adverse effects in 45% of patients. The
common presentation being acneiform and
psoriasiform eruptions.” Lithium has effects in
the signal transduction pathways. Lithium
reduces the levels of cAMP. cAMP pathways
have a role in keratinocyte proliferation.
When cAMP levels are lowered, it leads to
epidermal proliferation.” As the nervous
system and the skin share a common
ectodermal origin, the adverse effect could be
related. Moreover, lithium has its effect on
the ATP2A2 gene itself and reduces its
functionality which leads to the defects in cell
adhesion and keratinocyte proliferation.'

CONCLUSION

Lithium therapy is often associated with
The above
exacerbation of the

dermatological adverse effects.
case  reports
dermatological manifestations of DD. There
is a high prevalence of affective disorders in
DD and may require psychotropic
medications including lithium, to manage
their illness. Hence it is essential to be aware
of this adverse effect in planning treatment for
patients suffering from DD.
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