E Letter to the Editor

A Case of Cutaneous Leukocytoclastic Vasculitis
Associated With Aripiprazole

To the Editor: Most adverse cutaneous drug reactions
of psychotropics are benign and self-limited after drug
discontinuation. But, in rare cases, life-threatening complications
requiring immediate medical attention may occur. Among these
rare adverse effects is leukocytoclastic vasculitis, which can
affect the blood vessels of any organ with circulating immune
complexes. This rare condition with an incidence rate of about 30
cases per million persons per year! is usually mediated by drugs
and sometimes becomes life-threatening. In psychiatry, there are
reports showing association between some anticonvulsant and
antidepressant consumption and leukocytoclastic vasculitis.!

To date, aripiprazole has displayed a relatively benign profile
of side effects, and the only precaution in its black box warning is
dementia-related psychosis in the elderly.> According to our search,
leukocytoclastic vasculitis has not yet been reported following
aripiprazole consumption. This article reports a rare case of this
complication in a patient receiving aripiprazole.

Case report. Ms A is a 28-year-old married woman with
secondary school education and a diagnosis of obsessive-
compulsive disorder according to DSM-IV-TR criteria. She was
hospitalized for refractory obsessive-compulsive disorder. Her
disorder had begun with contamination, checking, and ordering
obsession that persisted until hospitalization. Over the past 10
years, she had tried a variety of medications, including citalopram,
sertraline, paroxetine, fluoxetine, risperidone, trifluoperazine,
pimozide, quetiapine, propranolol, buspirone, haloperidol,
carbamazepine, and lamotrigine, but never experienced more than
a 30% reduction on the Yale-Brown Obsessive Compulsive Scale
(YBOCS).* During her previous hospitalization 6 months before,
she was treated with fluvoxamine 350 mg/d, clomipramine 100
mg/d, olanzapine 10 mg/d, and clonazepam 1 mg/d, but obsession
still persisted (YBOCS score=33). No particular issue was observed
during physical examinations or in the results of paraclinical
tests including complete blood cell count; thyroid function tests;
liver function tests; kidney function tests; fasting blood sugar,
cholesterol, and triglyceride levels; pregnancy test; urinalysis; and
urine tests for use of methamphetamine, cannabis, and opium.
Her medical history contained appendicitis surgery, mitral valve
prolapse, benign stomach polyp surgery, abortion once (due to fetal
anomalies), and hypothyroidism. For the latter, she has received
treatment with levothyroxine (0.1 mg/d) for the last 10 years. Two
years ago, she had developed an allergy to sodium valproate and
suffered itching and rash, which resolved with termination of use.
However, no history of other allergy-related diseases was found
(such as asthma and cutaneous allergies). Her family had no history
of psychiatric or medical disorders including autoimmune diseases
or medication and nonmedication sensitivities.

On admission day, olanzapine was discontinued, and for
augmentation purposes, aripiprazole (5 mg/d) was added to her
medications, which was increased to 10 mg/d 3 days later. Five days
after starting aripiprazole, painful maculopapular erythematous
rashes appeared on Ms A’s lower extremities, along with petechial,
erythematous plaque, urticaria, and myalgia. A day later, the
lesions spread to her hands and trunk, accompanied by appearance
of palpable papule and purpuric eruptions in the palate. On the
fourth day, a few lesions on the lower extremities turned into small

wotnds. Over thesé 4 days; Ms A had a miild féver (102:2°F) with
a heart rate of 90 bpm and respiratory rate of 16 breaths/min.
Examinations of the abdomen, lungs, and cardiovascular and
central nervous systems showed results within normal ranges. A
diagnosis of classic cutaneous leukocytoclastic vasculitis was made
after a dermatology and pathology consultation. All medications
were discontinued, underlying diseases were investigated, and
hydroxyzine was administered.

A complete blood count revealed mild leukocytosis (white
blood cell count=11.7x10°%/L, with segment=75%, and
eosinophil =2%), erythrocyte sedimentation rate was 33 mm/h,
and C-reactive protein was +1. Results from other assessments were
all in the normal range, including rheumatoid factor, antinuclear
antibody, antidouble strain DNA antibody, antineutrophil
cytoplasmic antibody, complement C3 and C4 levels, serum
cryoglobulin, prothrombin time, partial thromboplastin time,
creatine phosphokinase, lactate dehydrogenase, and HIV and
hepatitis B and C serology. Abdominal ultrasound and plain lung
x-ray were also normal.

Ms As symptoms gradually abated with discontinuation
of medications and administration of hydroxyzine, and
cutaneous lesions disappeared after 2 months. Fifteen days
after discontinuation, fluvoxamine and clomipramine were
administered again, but the symptoms did not recur.

Classic leukocytoclastic vasculitis, also known as
hypersensitivity vasculitis and leukocytoclastic angiitis, is a small
vessel inflammatory disease created by immune complex deposit
containing neutrophils in the small vessel wall and release of lytic
enzymes. Circulating immune complexes can be identified in a
large percentage of patients with leukocytoclastic vasculitis. This
type III hypersensitive reaction is usually mediated by drugs, and
the resultant inflammatory response leads to leukocyte infiltration,
necrosis and fibrin deposition, and, subsequently, the destruction
of small vessels.”

Lesions are mostly restricted to the skin, but some patients
also develop systemic involvement. The majority of cutaneous
symptoms consist of palpable purpura in the lower extremities.
However, urticarial-like lesions, ulcers, erythematous plaques,
nodules, hemorrhagic bullae, Raynaud disease, and digital necrosis
may also be seen. Systemic involvement often engages the liver,
the kidneys, and the central nervous and digestive systems, which
can be life-threatening. In most cases, the disease starts in the
acute form, and symptoms abate in the course of a few weeks. But,
chronic and recurring trends have also been reported. In mild
cases, treatment of vasculitis involves elimination and avoidance of
the causes and administration of nonsteroidal anti-inflammatory
drugs and antihistamines. In severe systemic cases, corticosteroids
with or without immunosuppressive agents might be required. The
prognosis depends on the severity of internal organ involvement.®

Etiologically, an obvious cause is not found for this kind of
vasculitis in almost 50% of cases. However, in other cases, the
most common causes are medications and infections (especially
hepatitis C) followed by malignancies and vascular collagen
disease.®* Among psychiatric drugs, there are reports of such side
effects of the following medications (all as case reports): clozapine,”
phenothiazines,® gabapentin,’ haloperidol,!® olanzapine,!!
additives to lithium,!? paroxetine,'® fluoxetine,!* maprotiline,'*
trazodone,!® carbamazepine,'® and levothyroxine.!” There is no
report of such side effects with aripiprazole so far. In this study,
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the patient had previously used many of these medications'andhad
shown no allergic reaction to any of them.

In conclusion, it is critical to be aware of vasculitis in cases of
cutaneous adverse drug reactions in psychiatry. Also, occurrence of
any skin complication should warn against aggravation of symptoms
or systemic involvement; hence, the patient should be closely and
constantly monitored. Symptoms that indicate severe complication
include malaise (fever above 104°F), hypotension, enlargement of
lymph nodes, arthralgia, sore throat, wheezing coughs, rash, tongue
inflammation, generalized erythema, facial involvement, mucous
membrane erosions, skin tenderness, blister or full epidermal
detachment, palpable purpura, skin necrosis, eosinophil count
<1,000/uL, lymphocytosis with atypical lymphocytes, and kidney
and liver dysfunction in tests. As soon as these symptoms appear,
medications should be discontinued immediately, and the patient
should be hospitalized and completely assessed to find out the
causes (medical and nonmedical).'®!?
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