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A Case Report of Cutaneous and Systemic Lupus
Erythematosus After Bupropion Usage
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Abstract

Bupropion is a drug used to smoke cessation. Various complications have been reported after using
this drug. In a 58-year-old female patient, skin findings and anti-Ro52 positivity developed after the
use of this drug. Later, signs of vasculitis appeared under immunosuppressive therapy. The patient was
diagnosed with cutaneous and systemic lupus erythematosus.
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Introduction

Approximately half of the patients with
subacute  cutaneous lupus erythematosus
(SCLE) meet the 1997 American College of
Rheumatology (ACR) classification criteria for
systemic lupus erythematosus (SLE). However,
subsequent studies have demonstrated that 10 to
15% of patients with SCLE develop severe central
nervous system or kidney clinical symptoms due
to SLE involvement.! There is a strong association
between SCLE, human leukocyte antigen (HLA)-
DR3, antibodies to Ro/SSA, and polymorphisms
in the tumor necrosis factor (TNF)-alpha

promoter gene. Anti-Ro/SSA antibody is positive
in 80% of SCLE patients.>® Many classes of
drugs have been implicated in SCLE, including
antihypertensive drugs, lipid-lowering agents,
proton pump inhibitors, antifungal agents
and TNF-alpha inhibitors.*® Bupropion is a
monocyclic antidepressant drug associated with
phenylethylamines (amphetamines). The slow-
release formula is used in the treatment of nicotine
addiction. The most common side effects are
dose-dependent seizures, abnormal liver function,
and urticaria.”!' Herein we presented a case of
cutaneous and systemic lupus erythematosus
which is associated with bupropion usage.
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Cutaneous and SLE After Bupropion Usage

Case Report

A 58-year-old woman who was on 300 mg/
day bupropion treatment for 4 days for smoke
cessation complained of widespread muscle and
joint pain, dry mouth, discoid rashes on hands,
arms and legs. Prednisolone and azathioprine
were started with the diagnosis of SCLE by skin
biopsy. Azathioprine was discontinued because of
leukopenia. The patient was referred to our center
for further evaluations and treatment. In the initial
physical examination, body temperature was
36.80C, blood pressure was 110/70 mmHg,
respiratory sounds were coarse. There was
bilateral hyperemic rash in the lower extremities
and tenderness in her knees and ankles. In the
laboratory tests the complete blood count (CBC)
and urine analysis were unremarkable. Erythrocyte
sedimentation rate (ESR) was 60 mm/hour. Viral
serological tests for herpes simplex virus, Ebstein
Barr virus, cytomegalovirus, hepatitis B, hepatitis
C and human immunodeficiency virus (HIV)
infections were negative. C-reactive protein (CRP)
was 1.29 mg/dL and procalcitonin was negative.
Complement levels were in normal ranges and
direct-coombs test was negative. The anti-nuclear
antibody (ANA) was positive at 1/100 titration
end-point, anti-Ro52 was positive. Anti-histone,
anti-cyclic citrullinated peptide (anti-CCP) and
rheumatoid factor (RF) were negative. Pathergy test
was negative. Thorax computed tomography due
to dyspnea and hypoxia did not have evidence of
pulmonary embolism, but both lungs had ground-
glass opacities, thickening of the interlobular
septa, and occasionally enlargement of the small
airways. In the pulmonary function tests and
carbon monoxide diffusion test (DLCO), forced
vital capacity (FVC) was 1,340 mL, and forced
expiratory volume (FEV-1) was 1,030 mL and
DLCO was low. It was considered that pulmonary
findings were due to rheumatologic disease
involvement. The ophthalmological examination
revealed no vasculitis findings like uveitis.

Consequently, drug-related lupus-like syndrome
associated with bupropion was considered
with the complaints of discoid rashes, myalgia,
arthralgia and laboratory findings of positive
ANA and anti-Ro52 tests, and elevated ESR.
She was discharged with a daily dose of 20 mg
prednisolone. The patient was admitted with
steroid-induced hyperglycemia 20 days after the

discharge. Her serum glucose level was 350 mg/
dL and HbAIC was 6.5%. A basal-bolus insulin
therapy was started with a dose of 10 units insulin
aspart at three times a day preprandially and 12
units of insulin glargine once as basal treatment.
The patient was receiving 15 mg of prednisolone
treatment daily. After 4 months, the patient was
re-admitted to the hospital with the complaint of
discharge from hyperemic necrotic lesions on the
elbows and fingers, while prednisolone treatment
continued. The patient was diagnosed with lupus-
related vasculitis. The patient used 3 cycles of
cychophamide and mycophenolate mofetil for 3
months. Then 4 doses of rituximab were given once
aweek at a dose of 375 mg/m?. The discharge at the
elbow completely resolved. However, two fingers
of her left hand were amputated due to circulatory
failure. Prednisolone and hydroxychloroquine
were given as maintenance therapy. After 2 years,
prednisolone treatment was discontinued. The
clinically stable patient is still monitored only by
hydroxychloroquine treatment.

Discussion

Certain drugs may trigger an autoimmune
response; most often, these drugs induce
autoantibodies, which may occur in a significant
number of patients, but most of these patients do
not develop signs of an autoantibody-associated
disease. In some patients, a clinical syndrome
with features similar to SLE may develop, which
is defined as drug-induced lupus.”” Drug-induced
lupus has similarities to spontaneous SLE, but there
are some differences in clinical and immunologic
features and in the frequency of such features.
It is important to know the differences between
drug-induced SCLE and drug-induced SLE.!
Although there were several systemic findings
such as arthralgia and myalgia seen in SLE during
this period, drug-induced lupus-like syndrome was
primarily considered in our patient. Medications
identified as definitely causing drug-induced lupus
include procainamide, hydralazine, minocycline,
diltiazem, penicillamine, isoniazid, quinidine and
anti-TNF alpha therapy (most commonly with
infliximab and etanercept), interferon-alfa and
methyldopa.'*'® The prognosis of drug-induced
lupus is generally quite favorable in most case
series and in our experience, with disease typically
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resolving after drug withdrawal, even though
treatment may be needed for up to several months
in some patients.'”" Occasional patients require
glucocorticoid therapy, but life-threatening disease
is infrequent.?®

Patients with drug-induced SCLE have anti-
Ro/SSA antibodies, while patients with drug-
induced SLE usually have antihiston antibodies.
In our patient, the anti-histone was negative, but
anti-Ro52 was positive. In our patient, SLE was
diagnosed due to the development of vasculitis
under immunosuppressive therapy. In 2004,
Jumez et al.?! reported the first cutaneous lupus
erythematosus case that worsened with bupropion
therapy, and then Cassis et al.?? reported another
SCLE case caused by bupropion. Recently,
a case series of five patients with bupropion-
related cutaneous lupus erythematosus have
been reported.?® It is stated in the literature that
symptoms appear between 2 weeks and 3 months
after the use of bupropion. As in our case, there
is no case that starts in a short time. There are no
cases of bupropion-induced or aggravated SLE
in the literature. Naranjo algorithm score was
determined 4 and it can be defined as possible
drug adverse reaction. In the literature, SLE rash
is more emphasized with active smoking. There
are no data in the literature about the relationship
between smoking cessation and lupus activation.

Vasculitis develops in approximately 11 to 20%
of patients with SLE.?* The most common form,
occurring in 10% to 15% of cases, is urticarial
vasculitis. Cutaneous vasculitis was found in
19% to 28% of patients with SLE. Vasculitis may
also affect small arteries, possibly resulting in
microinfarcts of the tips of the fingers, the toes,
the cuticles of the nail folds (splinter hemorrhages),
and the extensor surface of the forearm and shin.?

Conclusion

The diagnosis of drug-induced lupus should be
considered primarily in patients who develop skin
findings after the use of bupropion. However, these
patients should also be evaluated for possible SCLE,
especially if there are some antibody positivity such
as anti-Ro52. The appearance of vasculitis findings in
our patient during the period of immunosuppressive
therapy supported the presence of SLE. As a result, the

use of bupropion during smoking cessation therapy
may increase disease activity or cause the disease to
become evident, especially in patients with SLE.
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