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Penfigoide bolhoso no adulto mais jovem: relato de trés casos’
Bullous pemphigoid in younger adults: three case reports
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Abstract: Bullous pemphigoid is an autoimmune subepidermal bullous dermatosis more commonly
observed in the elderly (over 70 years old). Autoantibodies are produced for specific antigens of the epi-
dermal basement membrane zone: BP 180 and BP 230 (hemidesmosome proteins). We report three
cases of bullous pemphigoid in adults younger than 50 years old, discussing the clinical characteristics
of the disease in younger patients.
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Resumo: O penfigoide bolhoso é uma dermatose bolhosa autoimune subepidérmica, mais comumente
observada na populacio idosa (acima dos 70 anos). Autoanticorpos sao formados contra antigenos
especificos da zona de membrana basal: BP180 e BP230 (proteinas do hemidesmossomo).
Apresentamos trés casos de penfigoide bolhoso, em adultos com menos de 50 anos de idade, destacan-
do as peculiaridades clinicas na faixa etaria mais jovem.
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INTRODUCTION

Bullous pemphigoid (BP) is an autoimmune
subepidermal dermatosis that generally affects people
older than 70 years, with no ethnic, racial or sexual
predilection."** Lesions occur mostly along large skin
folds and on the abdomen and may initially appear as
urticarial and itchy lesions, with blisters eventually
erupting. These are located on erythematous, erythe-
matous-edematous or apparently healthy skin. They
are tense and their content is serohemorrhagic.
Mucous membranes are affected in 10-35% of the
cases.”’

The following clinical variants are described:
classic (described above), localized, nodular, vegetat-
ing, erosive, erythrodermic, juvenile and drug-
induced."*’

Reported cases of BP in patients under 60 years
old are rare."" We report three cases of BP in adults
younger than 50 years, with different clinical charac-
teristics and evolution.
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CASE REPORTS
Case 1

A 37-year-old mixed-raced (pardo) female patient,
presenting with itching associated with blisters and
urticarial lesions, which had been present for twenty
days. The blisters with serous content were located on
erythematous or apparently healthy skin on the neck,
trunk and limbs, with a preference for the large skin folds
(Figure 1). There were no mucosal lesions or overall poor
health. The patient denied use of medication. Eosinophil
count of 64% and elevated IgE. Anatomopathological
examination (AP) of a bullous lesion showed subepider-
mal cleavage with a mixed inflammatory infiltrate (poly-
morphonuclear cells and lymphocytes) (Figure 2). Direct
immunofluorescence (DIF) of perilesional skin showed
linear, continuous and intense deposition of C3 in the
basal membrane zone (BMZ) (Figure 3). Once BP was
diagnosed, we initiated treatment with dapsone
(100mg/day) and prednisone (0.5 mg / kg), with resolu-
tion of the cutaneous condition in three weeks.
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FIGURE 1: Large,
tense blisters with
serous content
located on erythe-
matous or appar-
ently healthy skin

Source: Clinical
manifestations of
bullous pemphigoid

Case 2

A forty-nine white female patient reported hav-
ing had intense itching for sixty days and appearance
of widespread erythematous plaques fifteen days ago,
with subsequent evolution to large, tense, serohemor-
rhagic blisters on an erythematous base on the head,
neck, trunk and limbs (Figures 4 and 5). She present-
ed with ulcers in the nasal, oral and genital mucosa
and overall poor health, being promptly admitted.
Relevant medical history: hypertension, heart failure
and mitral valvuloplasty. The patient used losartan
potassium and presented eosinophil count of 32%
and elevated IgE. AP examination of the bullous lesion
showed subepidermal cleavage with inflammatory
infiltrate rich in eosinophils and neutrophils at the
bottom of the blister. DIF of perilesional skin showed

FIGURE 2: Subepidermal cleavage with infiltrate of polymorphonu-
clear cells and lymphocytes (HE 200x). Anatomopathological
examination of a bulla
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FIGURE 3: Linear, continuous and intense deposition of C3 in basal
membrane zone. Direct immunofluorescence

linear, continuous and intense deposition of IgG and
C3 in the BMZ. Once BP was diagnosed, losartan was
discontinued and dapsone (100mg/day) and pred-
nisone (0.5 mg / kg / day) were introduced. The
patient evolved with worsening of the skin condition
and overall health in the first week of treatment, and
the prednisone dose was increased to 1mg/Kg/day.
The patient was transferred to the intensive care unit,
where she received intravenous gammaglobulin.
Despite improvement of the cutaneous condition, she
died from sepsis one month after initiation of therapy.

Case 3
A forty-three-year-old mixed-raced (pardo)
female patient reported having had intense itching

FIGURE 4:
Predominant ery-
thematous compo-
nent with urticari-
form lesions at the
onset of the dis-
ease. Notice the
areas preferably
affected by the first
bullous lesions;
large skin folds.

Source: Clinical
manifestations of
bullous pemphigoid
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FIGURE 5: Evolution with dissemination of large, tense, serohemor-
rhagic blisters on erythematous skin. Notice that the neck has also
been affected.

Source: Clinical manifestations of bullous pemphigoid

associated with the onset of urticarial plaques, bullae,
papular and nodular lesions. The bullae, with serous
and hemorrhagic content, were located on apparently
healthy or erythematous skin on the neck, trunk and
limbs. The limbs also showed papular, nodular lesions
and lichenified plaques (Figure 6). On some of these
lesions, bullae could be observed. She had no mucos-
al lesions or overall poor health. The patient reported
hypertension and was under treatment with captopril.
The AP examination of the bullous lesion showed
subepidermal cleavage with inflammatory infiltrate
rich in polymorphonuclear cells. The AP examination
of the papular lesion revealed hyperkeratosis, acan-
thosis, dermal fibrosis and superficial perivascular
mononuclear infiltrate. DIF of perilesional skin (bulla)

FIGURE 6: Papular,
nodular lesions and
lichenified plaques.
Bullae are observed
on some of these
lesions and plaques.

Source: Clinical
manifestations of
nodular bullous
pemphigoid
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and skin lesions (nodules) showed linear, continuous
and intense deposition of C3 in the BMZ. Once BP
was diagnosed (drug-induced/ nodular variant) dap-
sone (100mg/day) and prednisone (0.5 mg / kg) were
introduced and captopril was suspended, with
improvement of symptoms in three months.

DISCUSSION

In BB, there is production of autoantibodies
(auto-Ab) directed against transmembrane proteins
(BP180) and hemidesmosomal plaque (BP230), with
subsequent activation of the complement system,
recruitment of inflammatory cells (mainly eosinophils
and neutrophils) and formation of subepidermal
bulla. The most important antigen (Ag) of the
hemidesmosome is the NC16A extracellular domain
of the BP180, located near the basal keratinocyte plas-
ma membrane, with cleavage occurring in the upper
lamina lucida (LL)."**

The auto-Ab are IgE and IgG, especially IgG4.>"
DIF revealed linear IgG (in most cases) and C3 depo-
sition (basically in all patients) in the BMZ. IIF is pos-
itive in 80% of the cases. Indirect Salt Split Skin (indi-
rect SSS) showed autoantibody deposition on the epi-
dermal side of the cleavage (as the major target Ag are
located in the upper portion of the LL). This method
is important to differentiate BP from epidermolysis
bullosa acquisita and bullous systemic lupus erythe-
matosus. In these dermatoses, deposition of auto-Ab
occurs on the dermal side of the cleavage, since the
auto-Ag is type VII collagen, which is located in the
sublamina densa.’

BP is rare and has some peculiarities in the pop-
ulation under the age of 70 years. There are studies
showing an increased expression of anti-BP180
autoantibodies in these patients. Cases in which BP is
more widespread are common, with involvement of
the neck and head. Treatment resistance is also com-
mon. 6,7,8,9

Elevated total serum IgE and peripheral
eosinophilia are common.’

In the three cases reported, we chose the com-
bination of dapsone and systemic corticosteroids due
to the inflammatory infiltrate rich in polymorphonu-
clear cells revealed in the AP examination, with the
first patient responding surprisingly well. However, in
accordance with evidence of resistance to treatment,
the second patient did not respond to treatment and
the third patient’s improvement was slow and pro-
gressive.

The third patient presented papular lesions,
nodules and lichenified plaques in addition to bullae,
with deposits of C3 in the BMZ of these lesions.
Nodular BP is characterized by pruritic papular and
nodular lesions that may precede the appearance of
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blisters, occur alone, or with bullous lesions. For the
diagnosis of this variant it is necessary to demonstrate
the deposition of immunoreagents in the BMZ by DIF
in popular, nodular lesions (which differentiates
nodular BP from prurigo simplex, when the nodular
variant occurs in the absence of bullae). "

Treatment of located BP can be based on topi-
cal corticosteroids (clobetasol). For cases in which it is
widespread, prednisone is usually used in low doses
(0.5 mg / kg), as well as dapsone, tetracycline, eryth-
romycin, minocycline, nicotinamide, azathioprine,
methotrexate and mycophenolate mofetil.
Intravenous pulse therapy with corticosteroids and
intravenous gammaglobulin are reserved for the most
severe and refractory cases."*’

BP can be triggered by drugs (captopril,
enalapril, furosemide, spironolactone, amiodarone,
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