
Reumatismo 2/2020 115

CASE
REPORTReumatismo, 2020; 72 (2): 115-119

SUMMARY
Bullous systemic lupus erythematosus (BSLE) is a blistering skin condition occurring in lupus patients. Although 
cutaneous manifestations are common in lupus (59-85%), BSLE is rare, affecting <5% of lupus patients with very 
few reported cases among Africans. Dapsone is effective in mild to moderate cases, but off-label standard-dose 
rituximab (1,000 mg 2 weeks apart) has led to good outcomes in refractory cases. We report the case of a 39-year-
old African lady with BSLE, who was successfully treated with low-dose rituximab (500 mg 2 weeks apart), 
healing her skin lesions at one year post-treatment. Low-dose rituximab may be as effective as standard dosing 
for the treatment of severe bullous SLE and is recommended in low resource settings.
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n	 INTRODUCTION

Bullous systemic lupus erythematosus 
(BSLE) is a blistering skin condition 

occurring in patients with lupus (1). Al-
though cutaneous manifestations are com-
mon in lupus (59-85%), BSLE is rare, af-
fecting <5% of lupus patients (2-4) with 
very few reported cases among Africans. 
From the reviewed literature on BSLE, co-
horts from Europe, Latin America and Asia 
show a 100% female predominance with a 
median age at lupus diagnosis of 22.5-24 
years (5-7).
Bullous SLE is typically a sub-epidermal, 
transient, tense, vesiculobullous eruption, 
which heals without scarring or milia. It af-
fects mainly the trunk, upper extremities, 
neck, face, and vermillion border, but it can 
also affect the mucosa (2). Being an auto-
immune neutrophilic blistering disease, it 
differs from cutaneous lupus in the absence 
of basal vacuolization (5). Antibodies to 
the non-collagenous (NC1 and 2) domain 
of type VII collagen and other antigens dif-
ferentiate BSLE from other bullous condi-

tions, such as bullous pemphigoid (BP), 
linear IgA bullous dermatosis, epidermoly-
sis bullosa acquisita (EBA), and dermatitis 
herpetiformis (DH) (4).

Three classes of BSLE exist based on anti-
bodies against collagen type VII or others 
(type I), yet undefined epitope(s) of the 
basement membrane (type II), or epidermis 
(type III) (8). It appears to be associated 
with systemic flares (mostly nephritis) (5-
8), even though some have reported other-
wise (3). Although dapsone is effective in 
addition to steroids and anti-malarial medi-
cations, off-label use of standard dose 
rituximab (1,000 mg 2 weeks apart) has led 
to successful outcomes in refractory cases 
(9). We present the case of a 39-year-old 
African lady with BSLE successfully treat-
ed with low-dose rituximab (500 mg 2 
weeks apart).

n	 CASE REPORT

Mrs CFB, a 39-year-old lady was first diag-
nosed with SLE by a physician in Novem-
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ber 2017 after a month of recurrent fever, 
fatigue, hair loss, polyarthritis, frothy 
urine, facial and leg swelling. She also had 
generalized bullous rashes, oral ulcers, 
photosensitivity and two ulcers on the left 
leg occurring at herbal incision sites. Inves-
tigations showed ANA 1:5120 (speckled), 
dsDNA 300 IU/mL (>18) and mild pericar-
dial effusion on echocardiography. She was 
started on oral prednisolone, hydroxychlo-
roquine (HCQ) and sunscreen with im-
provement in symptoms. Mycophenolate 
mofetil (MMF) 1.5 g twice daily was initi-
ated by the nephrologists.
After 4 months on treatment, she improved, 
1+ proteinuria disappeared and she stopped 
taking her medications thinking she was 
cured. However, symptoms reappeared a 
month later (May 2018). She was worried 
about the unsightly bullous rashes over her 
face, trunk and arms as well as the leg ul-
cers. Rashes were unresponsive to steroids 
(oral and topical), dapsone and mycophe-
nolate mofetil, necessitating referral from 
her dermatologist to a rheumatologist for a 
more potent treatment.
Physical examination showed that this non-
smoking obese lady (BMI 29.3 kg/m2) had 
mild pallor, facial puffiness and bilateral 
leg edema. No fever, oral ulcers, synovitis 
or asterixis were noted. She had a pulse 
rate of 72 b/min, blood pressure of 120/80 
mmHg, respiratory rate of 20 c/min with 
normal cardiovascular and chest findings. 
Multiple small bullae (1 cm diameter, in 
various stages of healing) were seen over 
the arms, legs, chest and back with facial 
sparing. Two ulcers were also noted - a 
larger 8×6 cm oval ulcer on the medial 
third of her leg and a smaller 1 cm x 1 cm 
round ulcer on the dorsum of her foot both 
with unhealthy granulation tissue and 
slough. 
A biopsy of one of the bullous lesions per-
formed by the referring dermatologist had 
shown a predominantly ulcerated epider-
mis, focally preserved with clusters of neu-
trophils and lymphocytes within the horny 
layer accompanied by acanthosis in other 
areas. There were dense lymphocytic infil-
trates in a lichenoid (band-like) pattern 
with accompanying basal vacuolization 

within the superficial dermis and nodular 
clusters within the dermis. The overall pic-
ture was compatible with SLE.
An impression of SLE flare with bullous 
lupus, nephritis and infected vasculitic ul-
cers was made. Investigations showed: he-
matocrit 35%, leucocytes 9800 mm3, plate-
lets 295,000 mm3, ESR=48 mm/hr, creati-
nine 53 µmol/l, urea 4.2 mmol/l, sodium 
137 mmol/l, potassium 3.7 mmol/l, chlo-
ride 102 mmol/l and bicarbonate 27 
mmol/l. She had a normal urinalysis with 
6-10 white cells/hpf on microscopy, but no 
red blood cells, casts or crystals. Renal ul-
trasound was normal. Biopsy showed Class 
I nephritis with mild patchy active chronic 
interstitial nephritis, arteriolar hyalinosis 
and essentially normal glomeruli on light 
and immunofluorescence microscopy. Am-
yloid deposits were absent and staining for 
IgM, IgG and complement were all nega-
tive.
The urine protein-creatinine ratio (UPCR) 
was 124 mg/day (<15) with an estimated 
GFR (CKD-EPI) of 115 mls/minute (>90). 
A wound swab showed Staphylococcus au-
reus sensitive to clindamycin, meropenem 
and imipenem. She restarted the treatment 
with MMF tablets 500 mg to be taken twice 
daily (increased to 1 g twice daily after 2 
weeks), oral prednisolone 20 mg daily, 
HCQ tablets 200 mg daily, dapsone tablets 
50 mg daily, lisinopril tablets 5 mg daily, 
betamethasone cream twice daily, sun-
screen SPF 50 as well as daily wound 
dressing and twice daily oral clindamycin 
600 mg and she was counseled on the need 
for biologics.
The bullae persisted, despite the above-
mentioned therapies for 3 months with at 
least 10 new bullae appearing and ruptur-
ing daily (Figure 1). She finally purchased 
and received IV rituximab (Mabthera® 

Roche) in February 2019 at a dose of 500 
mg 2 weeks apart (due to cost considera-
tions). Skin lesions resolved completely 
after 3 months with residual hyperpigmen-
tation and remained stable at 1 year post-
treatment (Figure 2). 
She recently underwent venous stripping 
of varicose veins on account of the poorly 
healing left leg ulcers and is currently back 
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on MMF tablets 1g twice daily and other 
medications with normal urinalysis, elec-
trolytes (Creatinine 88 μmol/l), normal 
complement [C3=101.1 mg/dL (90-180), 
C4=26 mg/dL (10-40)], HBA1C 4.8%, 
PCV 34%, ESR=45 mm/hr and elevated 
UPCR 344 mg/day noted after taking some 
herbal treatments. So far dipstick protein is 
negative and UPCR remained within a 
range of 124-344 mg/day throughout her 
treatment. The patient is being monitored 
with regular follow-up visits to her rheu-
matologist and dermatologist.

n	 DISCUSSION

Bullous SLE is an acquired blistering dis-
ease in lupus patients reportedly occurring 
in African American females usually be-
tween the second and the fourth decade 
(2, 9) like in our patient, although few 
cases have been reported in children (10). 
Relatively very few cases of BSLE have 
been identified among large lupus cohorts 
in Asia (0.19%) and Latin America 
(0.41%) (6). Among black Africans, re-
ports are rare with only one case identified 

among 47 Nigerian cutaneous lupus pa-
tients by Ayanlowo et al. (11).
Diagnostic criteria for BSLE were first de-
scribed by Camisa and Sharma in 1983 
(12) and included:
1) diagnosis of SLE based on ACR criteria;
2) vesicles and/or bullae;
3) histopathologic features similar to der-

matitis herpetiformis;
4) direct immunofluorescence with IgG 

and/or IgM and often IgA at the base-
ment membrane zone (BMZ);

5) indirect immunofluorescence testing 
that can be negative or positive for cir-
culating autoantibodies against the 
BMZ.

Subsequent criteria (8) subdivide BSLE 
into three classes based on the presence of 
antibodies to type VII collagen and loca-
tion of the antibodies against the BMZ. Al-
though our case met only some of the clini-
cal criteria, a detailed evaluation with skin 
immunofluorescence was not feasible in 
our resource-limited setting.
It is important to note that bullous SLE le-
sions can be differentiated from other cuta-
neous forms of SLE due to the absence of 

Figure 1 - Pre-treatment bullous systemic lupus 
erythematosus.

Figure 2 - Post-treatment bullous systemic lupus 
erythematosus.
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basal vacuolization (5). Although in our 
case the skin biopsy reportedly showed ba-
sal vacuolization, this may have occurred 
because biopsy was taken from an erosion 
on the right upper hand with part of the 
normal skin - possibly an erosion from sub-
acute SLE. Basal vacuolization typically 
results from interface dermatitis, which is 
characteristic of cutaneous lupus.
The pathogenesis of BSLE involves au-
toantibodies directed against non-collagen-
ous domain type 1 and 2 (NC1 and NC2) of 
type VII collagen, found in the basement 
membrane zone (BMZ). Recently, antibod-
ies against laminin-5, laminin-6 and bul-
lous pemphigoid antigen 1 have been in-
vestigated (1). Although similar antigens 
exist in other bullous conditions, such as 
epidermolysis bullosa acquisita (EBA) and 
dermatitis herpetiformis (DH), bullous 
SLE stands out due to its occurrence in the 
context of SLE. 
The onset of bullous lesions may sometimes 
correlate with systemic disease, such as ne-
phritis (2, 13), like in our patient, although 
this is not always the case (3). Nephritis has 
been observed in 50-90% (5, 7) of BSLE pa-
tients reflecting a more severe phenotype, 
which can be difficult to treat (13, 14). Ad-
ditionally, BSLE has occurred with hemato-
logic features (7), neuropsychiatric symp-
toms (5) and even pregnancy (15).
A striking response to dapsone is usually 
seen in BSLE both in adults and children 
(3, 10). Other immunosuppressive medica-
tions, such as azathioprine, methotrexate 
and mycophenolate mofetil, may also be 
used with variable efficacy especially in 
patients with systemic flares or intolerance 
to dapsone (3-5). Cyclophosphamide was 
avoided in our patient for fertility reasons. 
In severe cases like ours there may be no 
response to dapsone and/or other immuno-
suppressants necessitating treatment esca-
lation to biologics. This lack of response to 
dapsone as well as the occurrence of mild 
anemia were the reasons for the lower dose 
of 50 mg daily used compared to the stand-
ard maintenance dose of 50 mg twice daily 
(1-1.5 mg/kg/day) previously given by the 
dermatologist.
Regarding the dose of MMF, apart from the 

initial induction dose of 1.5 g twice daily 
given by the nephrologists, which she took 
for 4 months with the disappearance of 
proteinuria, a low dose of 500 mg twice 
daily for 2 weeks was given when the treat-
ment was restarted due to the presence of a 
wound infection. Following its resolution, 
MMF was quickly increased to the stand-
ard maintenance dose of 1g twice daily, al-
though this did not result in an improve-
ment in the skin lesions or vasculitic ulcers. 
Off-label use of rituximab, a monoclonal 
antibody against CD-20, has been reported 
to be effective in refractory BSLE cases, 
where it is thought to deplete antibody pro-
ducing B cells. A standard dose of 1000mg 
2 weeks apart has been shown to offer 
long-term efficacy in patients with refrac-
tory BSLE (2, 3, 9).
In our sub-Saharan African setting, patients 
pay out-of-pocket due to inadequate health 
insurance, thus making biologic therapy 
difficult. The cost of rituximab is quite pro-
hibitive (about $ 1000 per 500 mg vial at 
the time of our patient’s treatment), there-
fore our patient could only afford two 500 
mg treatments two weeks apart (a total of 
1000 mg). Following delete this rituximab 
therapy, there was complete resolution of 
skin lesions persisting at 1 year post-treat-
ment. In conclusion, bullous SLE is a rare 
acquired blistering skin condition in lupus 
patients and, although standard therapy 
with dapsone and immunosuppressants 
may be effective, low-dose rituximab is 
beneficial in refractory cases and for re-
source-poor settings.
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