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CASE REPORT

Bullous systemic lupus erythematosus (BSLE) is a rare complication of 
systemic lupus erythematosus (SLE) characterized by cutaneous ves-
icles and bullae with a primarily neutrophilic infiltrate on histopathol-
ogy. Bullous SLE is a heterogeneous disease without pathognomonic 
clinical features, making the diagnosis and differentiation from other 
blistering diseases challenging. We present the case of a single patient 
with SLE in whom 3 different clinical appearances of BSLE manifested 
over 5 years. The cutaneous eruption dramatically improved with ritux-
imab at the initial presentation and continued to respond to rituximab 
during subsequent flares over the subsequent 5 years. 

Cutis. 2019;103:E5-E7.

Bullous systemic lupus erythematosus (BSLE) is a rare 
cutaneous presentation of systemic lupus erythema-
tosus (SLE).1 Although 59% to 85% of SLE patients 

develop skin-related symptoms, fewer than 5% of SLE 
patients develop BSLE.1-3 This acquired autoimmune bul-
lous disease, characterized by subepidermal bullae with a 
neutrophilic infiltrate on histopathology, is precipitated by 
autoantibodies to type VII collagen. Bullae can appear on 
both cutaneous and mucosal surfaces but tend to favor the 
trunk, upper extremities, neck, face, and vermilion border.3 

Our case of an 18-year-old black woman with BSLE 
was originally reported in 2011.4 We update the case to 
illustrate the heterogeneous presentation of BSLE in a 
single patient and to expand on the role of rituximab in 
this disease. 

Case Report
An 18-year-old black woman presented with a vesicular 
eruption of 3 weeks’ duration that started on the trunk and 
buttocks and progressed to involve the face, oral mucosa, 
and posterior auricular area. The vesicular eruption was 
accompanied by fatigue, arthralgia, and myalgia.  

Physical examination revealed multiple tense, fluid-
filled vesicles, measuring roughly 2 to 3 mm in diameter, 
over the cheeks, chin, postauricular area, vermilion bor-
der, oral mucosa, and left side of the neck and shoulder. 
Resolved lesions on the trunk and buttocks were marked 
by superficial crust and postinflammatory hyperpigmen-
tation. Scarring was absent. 

Laboratory analysis demonstrated hemolytic anemia 
with a positive direct antiglobulin test, hypocomplement-
emia, and an elevated erythrocyte sedimentation rate. 
Antinuclear antibody testing was positive (titer, 1:640). 

Biopsies were taken from the left cheek for hema-
toxylin and eosin (H&E) staining and direct immuno-
fluorescence (DIF), which revealed subepidermal clefting, 
few neutrophils, and notable mucin deposition. Direct 
immunofluorescence showed a broad deposition of IgG, 
IgA, and IgM, as well as C3 in a ribbonlike pattern at the 
dermoepidermal junction. 

A diagnosis of SLE with BSLE was made. The patient 
initially was treated with prednisone, hydroxychloroquine, 
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PRACTICE POINTS
•	  Bullous systemic lupus erythematosus (BSLE) can 

present with a waxing and waning course punctuated 
by flares.

•	  Different clinical presentations can occur over the dis-
ease course.

•	 Rituximab is a viable treatment option in BSLE.
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mycophenolate mofetil, and intravenous immunoglobu-
lin, but the cutaneous disease persisted. The bullous 
eruption resolved with 2 infusions of rituximab (1000 mg) 
spaced 2 weeks apart. 

The patient was in remission on 5 mg of prednisone 
for 2 years following the initial course of rituximab. 
However, she developed a flare of SLE, with fatigue, 
arthralgia, hypocomplementemia, and recurrence of  
BSLE with tense bullae on the face and lips. The flare 
resolved with prednisone and a single infusion of ritux-
imab (1000 mg). She was then maintained on hydroxy-
chloroquine (200 mg/d). 

Three years later (5 years after the initial presenta-
tion), the patient presented with pruritic erythematous 
papulovesicles on the bilateral extensor elbows and right 
knee (Figure 1). The clinical appearance suggested der-
matitis herpetiformis (DH).

Punch biopsies were obtained from the right elbow for 
H&E and DIF testing; the H&E-stained specimen showed 
lichenoid dermatitis with prominent dermal mucin, con-
sistent with cutaneous lupus erythematosus. Direct immu-
nofluorescence showed prominent linear IgG, linear IgA, 
and granular IgM along the basement membrane, which 
were identical to DIF findings of the original eruption.

Further laboratory testing revealed hypocomplement-
emia, anemia of chronic disease (hemoglobin, 8.4 g/dL 
[reference range, 14.0–17.5 g/dL]), and an elevated eryth-
rocyte sedimentation rate. Given the clinical appearance 
of the vesicles, DIF findings, and the corresponding  
SLE flare, a diagnosis of BSLE was made. Because of the 
systemic symptoms, skin findings, and laboratory results, 
azathioprine was started. The cutaneous symptoms were 
treated and resolved with the addition of triamcinolone 
ointment 0.1% twice daily. 

Six months later, the patient presented to our facil-
ity with fatigue, arthralgia, and numerous erythematous 
papules coalescing into a large plaque on the left upper 
arm (Figure 2). Biopsy showed interface dermatitis with 
numerous neutrophils and early vesiculation, consistent 
with BSLE (Figure 3). She underwent another course of 

2 infusions of rituximab (1000 mg) administered 2 weeks 
apart, with resolution of cutaneous and systemic disease.

Comment 
Diagnosis of BSLE—Bullous systemic lupus erythematosus 
is a rare cutaneous complication of SLE. It typically affects 
young black women in the second to fourth decades of 
life.1 It is a heterogeneous disorder with several clinical 
variants reported in the literature, and it can be mistaken 
for bullous pemphigoid, epidermolysis bullosa acquisita 
(EBA), linear IgA bullous dermatosis, and DH.1-3 Despite 
its varying clinical phenotypes, BSLE is associated with 
autoantibodies to the EBA antigen, type VII collagen.1 

Current diagnostic criteria for BSLE, revised in 1995,5 
include the following: (1) a diagnosis of SLE, based on cri-
teria outlined by the American College of Rheumatology6; 
(2) vesicles or bullae, or both, involving but not limited to 
sun-exposed skin; (3) histopathologic features similar to 
DH; (4) DIF with IgG or IgM, or both, and IgA at the base-
ment membrane zone; and (5) indirect immunofluorescence 
testing for circulating autoantibodies against the basement 
membrane zone, using the salt-split skin technique.

Clinical Presentation of BSLE—The classic phenotype 
associated with BSLE is similar to our patient’s original 
eruption, with tense bullae favoring the upper trunk and 
healing without scarring. The extensor surfaces typically 
are spared. Another presentation of BSLE is an EBA-like 
phenotype, with bullae on acral and extensor surfaces 
that heal with scarring. The EBA-like phenotype usually 
is more difficult to control. Lesions appearing clinically 
similar to DH have been reported, either as DH associ-
ated with SLE (later postulated to have been BSLE) or as 
herpetiform BSLE.1,4,7-10

Histopathology of BSLE—The typical histologic appear-
ance of BSLE is similar to DH or linear IgA bullous der-
matosis, with a predominantly neutrophilic inflammatory 
infiltrate in the upper dermis and a subepidermal split. 

FIGURE 2. Erythematous papules coalescing into a large plaque on 
the left upper arm.

FIGURE 1. Five years after the initial presentation, pruritic erythema-
tous papulovesicles developed on the bilateral extensor elbows. 
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Direct immunofluorescence shows broad deposition of IgG 
along the basement membrane zone (93% of cases; 60% of 
which are linear and 40% are granular), with approximately 
70% of cases showing positive IgA or IgM, or both, at the 
basement membrane zone. Indirect immunofluorescence 
performed on 1 M NaCl salt-split skin showed staining on 
the dermal side of the split, similar to EBA.11

Treatment Options—Rapid clinical response has been 
reported with dapsone, usually in combination with 
other immunosuppresants.1,2 A subset of patients does 
not respond to dapsone, however, as was the case in our 
patient who tried dapsone early in the disease course but 
was not effective. Other therapies including azathioprine, 
cyclophosphamide, mycophenolate mofetil, and antima-
larials have been used with some success.3 

Rituximab, an anti-CD20 monoclonal antibody, has 
been used off label to treat BSLE cases that are resistant 
to dapsone, corticosteroids, and other immunosuppres-
sants.12 Rituximab functions by depleting CD20+ B cells, 
thus altering the production of autoantibodies and, in 
the case of BSLE, reducing the concentration of circu-
lating anti–type VII collagen antibodies. Rituximab was 
approved by the US Food and Drug Administration 
in 1997 for the treatment of non–Hodgkin lymphoma 
and later for chronic lymphocytic leukemia, rheuma-
toid arthritis, granulomatosis with polyangiitis (Wegener 
granulomatosis), and microscopic polyangiitis.12 Off-label 
administration of rituximab to treat autoimmune bullous 
dermatoses has been increasing, and the drug is now 
approved by the US Food and Drug Administration to 
treat pemphigus vulgaris (as of June 2018).13 

In 2011, Alsanafi et al12 reported successful treatment 
of BSLE with rituximab in a 61-year-old black woman 
who had rapid clearance of skin lesions. Our patient had 
rapid resolution of cutaneous disease with rituximab after 
the second infusion in a 2-infusion regimen. Interestingly, 
rituximab is the only agent that has reliably resulted in 
resolution of our patient’s cutaneous and systemic dis-
ease during multiple episodes. 

There is little information in the literature regarding 
the duration of response to rituximab in BSLE or its use 
in subsequent flares. Our patient relapsed at 2 years and 
again 3 years later (5 years after the initial presentation). 
The original cutaneous outbreak and subsequent relapse 
had classic clinical and histological findings for BSLE; 
however, the third cutaneous relapse was more similar 
to DH, given its distribution and appearance. However, 
the histopathologic findings were the same at the third 
relapse as they were at the initial presentation and not 
reflective of DH. We propose that our patient’s prior treat-
ment with rituximab and ongoing immunosuppression at 
presentation contributed to the more atypical cutaneous 
findings observed late in the disease course.

Conclusion
We report this case to highlight the heterogeneity of BSLE, 
even in a single patient, and to report the time course of 
treatment with rituximab. Although BSLE is considered 
a rare cutaneous complication of SLE, it is important to 
note that BSLE also can present as the initial manifesta-
tion of SLE.7 As such, BSLE should always be included in 
the differential diagnosis for a patient presenting with a 
bullous eruption and symptoms that suggest SLE. 

This case also illustrates the repeated use of rituximab 
for the treatment of BSLE over a 5-year period and justi-
fies the need for larger population-based studies to dem-
onstrate the efficacy of rituximab in BSLE.
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FIGURE 3. Biopsy showed interface dermatitis with numerous neu-
trophils and early vesiculation, consistent with bullous systemic lupus 
erythematosus (H&E, original magnification ×200). 
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