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Bullous systemic lupus erythematosus (BSLE) is a rare subset of systemic lupus erythematosus (SLE). We present a case of a 48-
year-old hypertensive Filipino man, whose initial manifestation of SLE is a vesiculo-bullous eruption, possibly triggered by intake of 
irbesartan+hydrochlorothiazide with negative findings on anti native double stranded {ds) DNA, anti-Sm, anti-ribonucleoprotein {RNP), anti
Ro/SSA and anti-La/SSB, J0-1 antibody, antibody to histone and Sci 70 antibody but with persistently elevated anti-nuclear antibody {ANA) 
titers. Our patient fulfilled 3 out of 4 of Megahed's BSLE criteria which include: 4 of the American Rheumatism Association (ARA) criteria, 
skin punch biopsy and direct immunofluorescence {DIF), confirming our diagnosis. He responded well to corticosteroid and dramatically to 
dapsone. BSLE should be included as a differential diagnosis in bullous disorders and may be a presenting disorder of undiagnosed systemic 
lupus erythematosus. 
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INTRODUCTION 

B 
SLE is a rare variant of systemic lupus erythematosus. 

It typically presents among females and African

Americans and manifests as vesicles and bullae arising 

either on a background of diffuse erythema or on a� urticaria I 

base that generally responds to dapsone. We discuss a case of 

a Filipino man who initially manifested with vesiculo-bullous 

eruption with no prior history of SLE and was eventually. 

diagnosed with BSLE. Fujimoto et al reported a similar case-' 

in 2005 1

CASE REPORT 

A 48-year-old Filipino man presented with multiple 

vesicles and bullae of more than one-year duration. Initially, 

the patient had few vesicles on the forehead which gradually 

ruptured and healed with dyschromia. He noted this blistering 

eruption after taking hydrochlorothiazide and irbesartan 

tablet daily for hypertension. The patient claimed chronic, 

recurrent vesicles mostly on the face and hands with non

tender oral sores throughout the year. He had facial redness 

and claimed his lesions were worse on exposed areas. There 

was an associated mild to moderate intermittent, symmetric 

polyarthritis, involving the hands and knees. 

One month prior to consult, the patient developed 

multiple vesicles over the cheeks, ears, neck and upper 

back. He consulted a private physician and was prescribed 

prednisone 30mg tab daily which afforded relief. The patient 

also had a concomitant carbuncle at the back. He denied fever, 

cardiovascular, pulmonary, gastro-intestinal, genito-urinary 
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and neurologic symptoms. Physical examination showed 

mucosa I and skin lesions. On the tongue and buccal mucosa, 

there were pinkish ulcers with smooth base and white border. 

Several tense and flaccid vesicles and bullae were noted on 

dorsal hands. The face, chest, back and forearms showed 

multiple, irregularly shaped, erythematous plaques with 

hemorrhagic crusting accompanied by multiple, scattered, 

some clustered, vesicles and bullae on an erythematous base. 

Several hyperpigmented, drying erosions were also noted 

(Figs. 1 & 2). On the upper back, there was a 3x5 cm solitary, 

weeping, ulcerated, purulent nodule with an erythematous 

indurated border. 

Fig. 1. Multiple vesicles (yellow arrow) and bulla (white arrow) on the chest. 



Fig. 2. Vesicles (yellow arrow) and bu Ila (white arrow) at the back. 

CBC, creatinine, uric acid, fasting blood sugar, lipid profile 

and glucose-6-phosphate dehydrogenase were all normal. 

Blood urea nitrogen was elevated. ANA showed positive 

1:160 speckled pattern and wound GS/CS showed gram+ 

cocci in clusters. Skin punch biopsy revealed basket-woven 

stratum corneum, a subepidermal blister containing fibrin, 

lymphocytes and neutrophils, basal vacuolar change along the 

dermo-epidermal junction and superficial perivascular to in

terstitial infiltrate of lymphocytes, histiocytes, few eosinophils 

and many neutrophils and dilatation of blood vessels (Fig. 3). 

Direct immunofluorescence (DIF) revealed linear to granular, 

broad to intermittent deposits of lgG (+1), C3 (+1), lgM (+2), 

lgA (+1) and fibrinogen (+2) (Fig. 4). An ELISA to BP 180 and 

salt split skin were recommended, but were not done due to 

financial constraints. 

Fig. 3. Skin punch biopsy LPO. 

DIF of lgA DIF of lgG 

DIF of lgM 

Fig. 4. Direct immunofluorescence findings. 

The patient was started on prednisone lmg/kg/day and 

anti hypertensive medications were shifted to amlodipine Smg 

tab daily. He was also started on cloxacillin SOOmg tab every 6 

hours and was eventually discharged. Despite discontinuation 

of hydrochlorothiazide and irbesartan, the patient continued 

to develop vesiculo-bullous eruptions. The carbuncle at the 

back resolved. 

Three weeks after discharge, a comprehensive anti

nuclear antibody profile was requested. This immunologic 

battery of tests consisted of anti-dsDNA, anti-Ro/SSA, anti-La/ 

SSB, anti-RNP, anti-Sm, J0-1 antibody, Scl-80 antibody and an

tibody to histone. All tests were negative. Rheumatoid factor 

was less than 12 IU/ml and complement 3 was normal (Table 1). 

Follow-up ANA showed further titer increase to 1:320 speckled 

pattern. The patient claimed improvement of skin lesions, but 

noted recurrence when prednisone dose was tapered down. 

He was shifted and maintained on dapsone 100mg tab daily for 

three months. On follow up, patient had remarkable clearance 

of vesicles and bullae. 

DISCUSSION 

Bullous systemic lupus erythematosus (BSLE) is a rare 

variant of systemic lupus erythematosus (SLE) 2. BSLE is fre

quently seen among African Americans but may affect any 

ethnic group, seen more in females aged 20 to 40 years old. 

However, documented cases of children and older adults have 

been seen 3. In this particular case, our patient is a 48-year-old 

Filipino man who has no reported previous history of SLE. 
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Table 1. Pertinent laboratory results. 

Sept. 24, 2010 Sept. 30, 2010 Oct. 15, 2010 

BUN 22mg/dl 

ANA Positive 1 : 160 Positive 1 :320 
(speckled pat- (speckled pattern) 

tern) 

CRP 24mg/dl (NV= 0-6) 

Comprehensive Negative 

Anti-Nuclear Anti native dsDNA 
antibody profile Anti Sm and RNP 

Anti ribonucleoprotein 
Anti -SSA and 

Anti-SSS 
J0-1 antibody 

Antibody to histone 
Sci 70 Antibody 

Rheumatoid factor: 
<12 IU/ml (NV= 0-20) 

Complement 3 : 
146mg/dl (t)JV=79-152) 

Skin biopsy Subepidermal 
vesiculobullous 

dermatitis, 
inflammatory 

predominantly 
neutrophilic 

DIF Linear to 
granular broad 
to intermittent 
deposits of C3 
( + 1 ), fibrinogen 
(+2), lgA (+1 ), 

lgG (+1), 
lgM (+2) 

Consistent 
with bullous 
SLE, bullous 

drug eruption, 
epidermolysis 

bullosa acquisita 
or pemphigoid 

group 
(BP, CP or HG) 

About 76% of SLE may present with skin findings 

including blistering disease, but these are not frequent 4. 

Vesiculo-bullous lesions of BSLE are SLE-specific and vesicles 

are present in 5% of SLE patients 5•6. It may be associated with

exacerbation of systemic LE but such lesions are responsive to 

treatment 7• Typical features of SLE often precede the lesion

of BSLE, sometimes present from several months to years 8. 

This case is atypical because the sole manifestation of our 

patient is a vesiculo-bullous eruption, which is uncommon 

among SLE patients. 

Lesions of BSLE often start on sun-exposed areas, spread

ing to other sites, and are more predominantly located on the 

face, neck and upper trunk. 2 It may be present on the trunk 

and flexural areas but may also be confined just to the face 9. 

Lesions appear as vesicles or bullae on an erythematous base. 9•10 

In this case, our patient also presented with mucosa! findings 

of oral ulcers and scattered vesiculo-bullous eruptions on the 

face which spread and became generalized, involving the trunk 

and extremities. 

It is difficult to clinically differentiate BSLE from dermatitis 

herpetiformis (DH), bullous pemphigoid (BP ) and epidermolysis 

bullosa acquisita (EBA) 10• Although DIF may differentiate BSLE 
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from DH and BP, EBA appears similar to BSLE histopathologi

cally and immunopathologically due to antibodies against type 

VII collagen. 11 

To differentiate drug-induced SLE from drug-induced 

subacute cutaneous lupus erythematosus (SCLE), there is the 

absence of lupus-specific skin lesions in drug-induced SLE and 

its presence in drug-induced SCLE. Also, current literature 

reports that drug-induced SLE may be caused by hydralazine, 

procainamide, isoniazid, methyldopa, chlorpromazine and 

quinidine while drug-induced SCLE may be caused by thiazide 

diuretics, sulfasalazine, anticonvulsants, beta blockers, anti

thyroid drugs, penicillamine, terbinafine and statins. There are 

no universally acceptable specific and sensitive criteria that 

could differentiate drug-induced SLE from SCLE. However An

tonov et al 12 proposed the following criteria for drug induced 

SLE: 1.) presence of at least one clinical symptom of SLE plus 

positive antinuclear antibodies or other lupus serology; 2.) 

administration of the suspect drug over an appropriate period 

of time, roughly from 3 weeks to 2 years, before development 

of any sign or symptom used as one of the criteria for the SLE 

diagnosis; 3.) prompt improvement in clinical signs after dis

continuation of suspected drug and recurrence of symptoms 

upon rechallenge. 

An ANA panel screens for antinuclear antibodies in the 

blood which are generally absent in normal individuals. It is a 

sensitive test for autoimmune diseases but is not specific for 

lupus. An ANA panel includes rheumatoid factor (RF), comple
ment 3 (C3), antinuclear antibody (ANA), anti-nDNA, anti-Sm 

and anti-RNP, anti-SSA and anti-SSB, Sci 70, anti-Jol and anti

histone. A lupus panel, on the other hand, is more specific for 

the diagnosis of lupus erythematosus, and includes anti-Sm 

Ab/anti-RNP Ab, anti-cardiolipin lgG/lgM, anti-dsDNA, beta-2 

glycoprotein lgG/lgM and lupus anticoagulant. There is no 

specific test for drug-induced SLE because anti-histone anti

bodies are not pathognomonic of DILE 13• However, Ro/SS-A 

autoantibodies are helpful because they remain positive even 

after resolution of SCLE 14. 

P recise pathomechanism of skin lesions is still unclear, 

but BSLE sub-epidermal vesicle formation may be secondary 

to the production of autoantibodies against NCl domain of 

collagen VII of anchoring fibrils in the dermo-epidermal junc

tion. Other autoantibodies have been described which attack 

laminin 5• 6 and BP230 and these may be attributed to epitope

spreading15• These immuno-complex forms on the DEJ pro

ducing the dermo-epidermal separation and is due to prote

olytic damage of complement-dependent inflammation and 

recruited neutrophils.16 However, circulating autoantibodies

versus NCl domain are not present among patients with SLE 

who are non- blister formers 17• 

The diagnostic criteria of bullous SLE were postulated by 

Megahed 18 recently as:

1) four or more ARA criteria of SLE

2) histopathology similar to that of dermatitis

herpetiformis

3) DIF of perilesional skin: linear deposits of lgG along

the basement membrane zone; perilesional salt split

skin: lgG deposits along the dermal side of the split;



ELISA: circulating lgG antibodies to collagen type VI 

4) Western blot: circulating lgG antibodies to a 290 kDa

protein band

Based on Megahed's criteria, our patient met three of 

these criteria. First, he fulfilled more than 4 of the ARA criteria 

(malar rash, arthritis, oral ulcers, photosensitivity and a posi

tive ANA). Second, his skin punch biopsy showed presence of 

subepidermal split, basal vacuolar change along the dermo

epidermal junction and superficial perivascular to interstitial 

infiltrate of lymphocytes, histiocytes, few eosinophils and 

many neutrophils. This histopathology is similar to dermatitis 

herpetiformis. Third, direct immunofluorescence (DIF) revealed 

linear to granular broad to intermittent deposits of lgG (+1). 

BSLE may be further sub-classified to: type 1 BSLE, 

wherein collagen VII autoantibodies are present; while those 

cases without autoantibodies, but with similar clinical and 

histologic findings, are termed BSLE type 2. Newer antigens 

have been identified including BP antigen-1, and laminins 5 

and 6, and these cases have been labeled as BSLE type 3 3• 19, 

To further sub-classify BSLE, characterization of the antibodies 

is necessary but this is not routinely done. 

Eming and Hertl proposed an algorithm in approaching 

bullous disorders. This algorithm includes use of histology, 

direct immunofluorescence and confirmation of diagnosis

with ELISA, immunoblot or immunoprecipitation 20• The salient

histopathologic features of BSLE are: a sub-epidermal split, 

dermal papillary-tip neutrophil microabscesses, mucin depo

sition in reticular dermis. While a linear pattern of immune 

reactant deposition is present in 40% of patients with BSLE, 

both granular and linear patterns may also be found in the 

same biopsy specimen in some patients 21. The DIF findings in 

our patient showed both granular and linear patterns. 

SLE is an unremitting and potentially life threatening 

disease that is hard to diagnose due to absence of diagnostic 

marker. Clinical and laboratory findings may aid in prompt

diagnosis and treatment to prevent complications especially 22• 

According to Jedlickova, BSLE has been reported to be induced 

in patients being treated for lupus nephritis 23• However, it 

seems more likely that a patient with SLE and renal disease 

has bullous lupus as part of their disease. 

The mainstays for BSLE treatment, corticosteroids and 

antimalarials, were reported to be poor. However, good re

sponse was noted by several authors to dapsone 24•25•26 and 

methotrexate 27, Barton et al 2 report that BSLE may respond 

to high dose steroid therapy and/or immunosuppressive drugs, 

but the response to dapsone is dramatic 2. Such is the case of

our patient who similarly responded to prednisone 60mg/day 

but would become symptomatic upon tapering down the dose. 

He showed remarkable response to dapsone at lOOmg/day. 

Monitoring disease activity may involve determination of 

anti-ssDNA, anti-dsDNA, serum complement levels, urinalysis 

and antihistone antibody levels, especially since antihistone 

antibodies are found in more than 75% of patients with drug 

induced lupus erythematosus (DILE) caused by hydralazine and 

procainamide. Although antihistone antibodies are much more 

likely to indicate DILE, they may be not specific since they can 

be present in about 50% of patients with SLE 28, 

I 

CONCLUSION 

Our patient presented with scattered vesiculo-bullous le

sions with no previous history of SLE. Skin punch biopsy and 

DIF were helpful in diagnosing bullous systemic lupus erythe

matosus. The clinical presentation, course of the disease and 

the response to the therapeutic trial helped in confirming the 

diagnosis of this patient, although the serologic results were 

conflicting. Though uncommon, BSLE should be considered in 

the differential diagnosis of vesiculo-bullous diseases. 
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