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Case Report

Two Cases of Sodium Valproate and
Valproic Acid—Induced Hypermelanosis

Mrinmoy Sarkar, MBBS; Arya Sundar Kamila, MBBS; Aniruddha Mukherjee, MD; and Sourav Khanra, MD

alproic acid stands out as the

most widely prescribed

antiepileptic drug worldwide,
demonstrating its versatility in the
treatment of various conditions beyond
epilepsy.! In addition to effectively
managing seizures, valproic acid is
valuable in treating bipolar disorder,
schizoaffective disorder, social phobias,
and neuropathic pain. While patients
may experience common side effects
such as gastrointestinal disturbances,
sialoadenitis, tremors, weight gain,
symptoms of encephalopathy, platelet
disorders, pancreatitis, liver toxicity,
and teratogenic effect,? these challenges
can often be managed with appropriate
medical guidance. Notably, there are a
limited number of documented cases in
the literature detailing mucocutaneous
side effects from valproic acid,>*
indicating that further investigation
and reporting in this area could enhance
our understanding of its side effects. A
PubMed search through March 2025

with the keyword search term ‘sodium
valproate’ OR ‘valproic acid’ AND
hypermelanosis revealed only

3 documented case reports.>-> We
present 2 cases of sodium valproate and
valproic acid—induced hypermelanosis,
one in a young woman and another in a
young man. The case summaries are
provided in Table 1.

Case 1

A 26-year-old woman presented to
the outpatient department with
complaints of aggression without
provocation, abusive behavior,
increased talk, wandering behavior,
disturbed sleep, poor self-care, and
smiling to self for the past 4 years. On
serial mental status examination, she
was found to have increased
psychomotor activity, hallucinatory
behavior, irrelevant talk, elevated affect,
persecutory ideas, and delusion of
grandiosity. A diagnosis of
schizoaffective disorder, manic type

was made according to the
International Classification of
Diseases, Tenth Revision (ICD-10).
She was prescribed olanzapine tablets
as an antipsychotic agent and sodium
valproate tablets as a mood stabilizer.
Due to an inadequate response to
olanzapine and haloperidol, she was
started on clozapine. Four weeks
after starting sodium valproate,
hyperpigmentation appeared on her
lips and perioral region. Notably, she
was not taking any other medications
that could have contributed to the
hyperpigmentation of the skin or
mucosa. A physical examination
confirmed slate-gray pigmentation

in the perioral area, with no
infiltration on her lips (Figure 1). A
dermatological referral was promptly
made, and she was diagnosed with
perioral hypermelanosis. Laboratory
testing included liver function test,
complete blood cell count, serum urea,
and creatinine, which were within

Table 1.

Summary of the 2 Cases

Characteristic Case 1 Case 2

Age, y 26 23

Psychiatric diagnosis Schizoaffective disorder, manic type Bipolar affective disorder, current episode manic with psychotic
symptoms

Starting dose of sodium valproate 1,000 mg 1,200 mg

Appearance of rash in relation to initiation After 4 wk After 3 wk

of valproate

Color of the rash Slate gray Slate gray

Distribution of the rash

Lip, perioral region

Bridge of nose, perioral region

Dermatological diagnosis

Perioral hypermelanosis

Perioral hypermelanosis

Physical examination

Slate-gray pigmentation in the perioral area

Slate-gray pigmentation over bridge of nose and perioral region

Mental status examination

Increased psychomotor activity, hallucinatory behavior, irrelevant
talk, elevated affect, persecutory ideas, and delusion of
grandiosity

Increased psychomotor activity, increased speech productivity,
irritable affect, and ideas of grandiosity

Naranjo Drug Reaction Probability Scale

6 (probable)

5 (probable)

Treatment

Tablet sodium valproate 1,200 mg
Tablet olanzapine 20 mg
Tablet haloperidol 20 mg
Tablet clozapine 200 mg

Tablet sodium valproate 1,700 mg
Tablet cariprazine 6 mg
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Figure 1.

Case 1: Image Showing
Slate-Gray Pigmentation in
the Perioral Area, With

No Infiltration on Lips
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physiological range. Her Naranjo Drug
Reaction Probability Scale® score was 6,
indicating probable causality.

Case 2

A 23-year-old man from an urban
background presented to the outpatient
department with chief complaints of
increased psychomotor activity,
irritability, aggressiveness, increased
talk, tall claims, and decreased need for
sleep for 2 months. Inpatient
management was advised. The mental
status examination revealed
increased psychomotor activity,
increased speech productivity,
irritable affect, and ideas of
grandiosity. A diagnosis of bipolar
affective disorder, manic type was
made according to ICD-10 criteria.

He was started on tablet sodium
valproate 1,200 mg as a mood-
stabilizing agent and tablet
cariprazine. Three weeks after sodium
valproate was initiated, he developed
hyperpigmentation on his lips and
perioral region. He was not taking
concomitant medications that
could cause skin or mucosa
hyperpigmentation. The physical
examination showed slate-gray
pigmentation of the perioral region
with infiltration on his lips (Figure 2).
A dermatological referral was made,
and he was diagnosed with perioral
hypermelanosis. Laboratory testing
included liver function test, complete
blood cell count, serum urea, and
creatinine, which were within
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Figure 2.

Case 2: Image Showing
Slate-Gray Pigmentation in
the Perioral Area, With

No Infiltration on Lips
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physiological range. His Naranjo Drug
Reaction Probability Scale® score was 5,
indicating probable causality.

Discussion

Drug-induced hyperpigmentation
often occurs as post-inflammatory
changes in response to a resolving
drug-induced rash.” Cutaneous
hyperpigmentation can arise from
various factors, including physiological
changes, genetic disorders of the skin,
inflammatory conditions, hormonal
imbalances, medications, benign and
malignant tumors, and nonmelanotic
conditions. Drug-induced
hyperpigmentation is common, often
occurring after the resolution of drug-
induced rashes or fixed-drug eruption.*
It can also result from direct
stimulation of melanin production,
deposition of iron following vessel
damage, or the accumulation of a drug
(or its metabolites) within the skin.
Various classes of drugs are associated
with pigmentation changes in the skin
or mucous membranes. These include
nonsteroidal anti-inflammatory
drugs, antimalarials, amiodarone,
antineoplastic agents, tetracyclines,
heavy metals, clofazimine, oral
contraceptives, and psychotropic drugs.
Additionally, anticonvulsants such as
hydantoin, phenytoin, and barbiturates
are known to cause hyperpigmentation.
Some antihypertensive medications,
including diltiazem, telmisartan, and
amlodipine, have also been reported to
induce skin hyperpigmentation.®
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