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Mania occurring during systemic lupus erythematosus relapse

and its amelioration on clinical and neuroimaging follow-up
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Psychiatric manifestations of systemic lupus erythematosus (SLE) that are commonly pre-
ceded by organic syndromes include confusional states, anxiety disorder, cognitive dysfunc-
tion, mood disorder and psychosis. A 35-year-old woman was admitted to hospital with a
relapse of SLE. Laboratory data were exacerbated, with some physical symptoms, and her
primary psychiatric symptom was mania. The symptoms were reduced by treatment with
prednisolone, methylprednisolone and aripiprazole. Magnetic resonance imaging and single-
photon emission computed tomography (SPECT) using '**I-IMP was then performed and
analyzed with three-dimensional stereotactic surface projection. This case emphasizes that
SLE can commence with organic syndromes and relapse with predominantly psychiatric
symptoms, and that the treatment efficacy may be confirmed using a follow-up of
SPECT. Lupus (2015) 0, 1-4.
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Introduction

Neuropsychiatric systemic lupus erythematosus
(NPSLE) develops in approximately 20-70% of
patients with systemic lupus erythematosus (SLE)
during the course of the disease.! There are 19 per-
ipheral and central nervous system (CNS) syn-
dromes that are associated with SLE. Five of the
CNS syndromes are psychiatric: acute confusional
state, anxiety disorder, cognitive dysfunction,
mood disorder and psychosis.” Overlooking psychi-
atric symptoms may have severe consequences for
the patient, including decreased quality of life, dis-
ability and loss of employment; any of which can
worsen other psychiatric symptoms. Mania is also
present in approximately 3% of patients, and is
often considered to be caused by corticosteroid
treatment.> > Here we report a case of SLE that
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relapsed as mania because of the discontinuation
of corticosteroid treatment. Re-administration of
corticosteroids ameliorated manic symptoms,
which was confirmed by single-photon emission
computed tomography (SPECT) using '**I-IMP
and analyzed by three-dimensional stereotactic sur-
face projection (3D-SSP).

Case report

A 35-year-old woman, who had no past or family
history of psychiatric disorders, was diagnosed with
SLE at 31 years of age with the fulfillment of the
following American College of Rheumatology cri-
teria: malar rash, photosensitivity, arthritis and the
presence of antinuclear antibodies. Prednisolone
(20mg/day) was started for the treatment of SLE
at 32 years of age and SLE gradually subsided. The
patient discontinued corticosteroid treatment at her
own discretion at 34 years of age. Approximately 5
months after the discontinuation of corticosteroid
treatment, her mood became labile and irritable.
She exhibited overactivity with pressured speech,
flight of ideas and decreased concentration.
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Physically, she complained only of arthralgia. Her
laboratory data included a high erythrocyte sedi-
mentation rate (31 mm/hour), cytopenia (white
blood cell count = 4.7 x 103/uL, red blood cell
count = 3.91 x 10%/uL), low levels of compliments
(C3=27mg/dL, C4=1mg/dL, CHS50<5CH50/
mL), high titers of antinuclear antibodies
(>1:640), high titers of anti-double stranded DNA
IgG antibodies (921 U/mL), high titers of anti-
Smith antibodies (102 U/mL) and high titers of
anti-ribonucleoprotein antibodies (>500 U/mL).
These data indicated a relapse of SLE, although
titers of  anti-cardiolipin  antibodies IgG
(<8 U/mL) were normal. She was admitted to our
psychiatric department because of her manic symp-
toms. At this time, she was alert and oriented in
time, place and person, but she said, “I see some-
thing like dust in the air”, and grasped at empty
space twice during the interview because of this
dust-like elementary hallucination. She went on to
say, “Everything is fun: always cleaning”, in a low
voice. The patient referred to herself in a form of
the first person that is typically used by men. Her
manic state was the most remarkable of her symp-
toms, but affective incontinence and radical mood
swings were also observed. Her score on Young’s
mania rating scale was 29/60 points.®
Methylprednisolone pulse therapy (1000 mg for 3
days) was immediately performed on admission,
followed by administration of prednisolone
(50mg/day). Aripiprazole (6 mg/day) was also
started and was increased up to 24mg/day the
next day. Twenty-two days’ (from day 6 to day
27) isolation and 22 days’ (from day 28 to day
49) temporal isolation was required until the time
her condition was better and manageable. Magnetic
resonance imaging (MRI) revealed multiple white
matter hyperintensities, while '**I-IMP SPECT
revealed hypoperfusion in the occipital area
(Figure 1(a)).

Within 2 days of her admission, the patient was
astonished by the sudden disappearance of her elem-
entary hallucinations. Her manic symptoms grad-
ually ameliorated with the normalization of her
laboratory data. At approximately 50 days after
admission, she was mildly depressed. Lithium
(400 mg/day) was started and was increased up to
800mg/day. At 72 days after admission, she was
free of her psychiatric symptoms and was discharged
from our psychiatric department. At the time of dis-
charge, the dose of prednisolone was 30 mg/day,
with the plan to decrease the dose gradually at the
patient’s visits to the outpatient clinic. Within 1
month of discharge, aripiprazole and lithium were
discontinued. Twenty-eight days after discharge, the
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multiple white matter hyperintensities revealed by
MRI remained unchanged, while hypoperfusion in
the occipital area revealed by '**I-IMP SPECT was
remarkably normalized (Figure 1(b)). The patient
has been euthymic for approaching 12 months on
corticosteroid treatment alone.

Discussion

Manic episodes are among the most important and
common manifestations of corticosteroid-induced
neuropsychiatric disorders (CIPD).>’ A recent
report demonstrated a case of bipolar disorder trig-
gered by chloroquine, another drug used in the treat-
ment of SLE.® Neuropsychiatric symptoms in SLE
tend to occur relatively early in the disease, with
their frequency decreasing with time, and SLE is
the only specific illness that has been linked to a
greater risk of CIPD.® Therefore, it is often difficult
to distinguish CIPD from NPSLE. However, in the
present case, manic symptoms occurred after the dis-
continuation of corticosteroid treatment, and visual
hallucinations were observed simultaneously. These
observations are more suggestive of NPSLE than
CIPD. To our knowledge, there are only a few
reports that have described mania in SLE without
corticosteroid treatment. Khan et al. reported a case
of a 32-year-old woman with SLE whose initial
manifestation was mania.” Alao et al. also reported
a 15-year-old woman with SLE whose initial mani-
festation was mania. However, this diagnosis was
confounded by the patient’s strong family history
of psychiatric disorders.'® The present case may be
the first reported case of SLE that relapsed predom-
inantly as mania.

In CNS-SLE with diffuse manifestations, mul-
tiple defects of cerebral blood flow are often
observed in frontal and parietal areas. These perfu-
sion defects can significantly improve to the point
of total absence after effective treatment.''
Hypoperfusion in the frontal cortex is not necessar-
ily specific to the manic state associated with CNS-
SLE, and has been associated with mania more
generally.'? In this patient, the defect was located
in occipital rather than frontal areas. Interestingly,
the amelioration of the manic symptoms and her
occipital hypoperfusion coincided with the dis-
appearance of her visual hallucinations. Broadly
speaking, the occipital cortex processes vision. It
is therefore possible that the visual hallucinations
and occipital hypoperfusion observed in this
patient might have been associated with her
manic symptoms.

Downloaded from lup.sagepub.com at UNIV CALIFORNIA DAVIS on February 13, 2015


http://lup.sagepub.com/

Mania occurring during SLE relapse and its amelioration on clinical and neuroimaging follow-up
T Hirachi et al.

Figure 1 A fluid-attenuated inversion recovery (FLAIR) image of magnetic resonance imaging revealed multiple white matter
hyperintensities, while '*I-IMP single-photon emission computed tomography (SPECT) analyzed with three-dimensional stereo-
tactic surface projection revealed hypoperfusion in the occipital area. (a) Approximately 90 days later, white matter hyperintensity
revealed by a follow-up FLAIR image remained unchanged, while (b) hypoperfusion in the occipital area revealed by a follow-up

123.IMP SPECT was remarkably normalized.

Castellino and colleagues argue that there is no
‘gold standard’ for the diagnosis and follow-up of
NPSLE, and suggest that coupling a morphological
MRI with a functional SPECT may be more help-
ful in excluding NPSLE than in confirming it.'*'*
In the present case, multiple white matter hyperin-
tensities revealed by MRI remained unchanged,
while hypoperfusion in the occipital area revealed
by SPECT, which might be related to visual hallu-
cinations, was remarkably normalized after the
amelioration of psychiatric symptoms. These
results may suggest the superiority of '**I-IMP
SPECT over MRI in follow-up, especially for
monitoring  disease  severity and  guiding
treatment.'!
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