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Established Facts

o Brunsting-Perry type pemphigoid (BPP) is a rare cause of secondary cicatricial alopecia.

o BPP is a rare subepidermal blistering disease and was originally described by Brunsting and Perry in
1957 as a rare variant of cicatricial pemphigoid, characterized by bullous lesions limited to the head,
neck, scalp, and upper trunk with mild or no mucosal involvement.

o BPP has also been described, in a few reports, as a possible clinical variant of epidermolysis bullosa
acquisita (EBA); however, the pathomechanisms and autoantigens in this condition remain unknown.

Novel Insights

o We report 2 cases of BPP cicatricial alopecia with histopathology of subepidermal blister formation,
different clinical presentation, and different salt-split test results. One patient had features of bullous
pemphigoid (BP) with important oral mucosal involvement (not yet reported in the literature), and
the second patient had typical features of EBA.

o The secondary cicatricial alopecia of BPP may be associated with clinical manifestations of either BP
or EBA.

o The phenomenon of epitope spreading could explain the association of cicatricial alopecia of BPP with
either BP or EBA, justifying the divergent findings in the salt-split immunofluorescence test.
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Pemphigoid - Brunsting-Perry type pemphigoid - Alopecia Brunsting-Perry type pemphigoid (BPP) is a rare subepider-
mal blistering disease and a cause of secondary cicatricial al-
opecia. It was originally described by Brunsting and Perry in
1957 as arare variant of cicatricial pemphigoid, characterized
by bullous lesions limited to the head, neck, scalp, and upper
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trunk with mild or no mucosal involvement. We report 2 cas-
es of BPP cicatricial alopecia with histopathology of subepi-
dermal blister formation, different clinical presentation, and
different salt-split test results. One patient had features of
bullous pemphigoid (BP) with important oral mucosal in-
volvement (notyet reported in the literature), and the second
patient had typical features of epidermolysis bullosa acquis-
ita (EBA). The secondary cicatricial alopecia may be due to
different antigens associated with either BP or EBA. The phe-
nomenon of epitope spreading could explain the association
between 2 distinctive bullous diseases in the same patient,
justifying the divergent findings of the immunofluorescence.
The specific target antigen of BPP is yet to be defined.

©2018 S. Karger AG, Basel

Introduction

Brunsting-Perry type pemphigoid (BPP) was original-
ly described by Brunsting and Perry in 1957 as a rare vari-
ant of cicatricial pemphigoid, characterized by bullous le-
sions limited to the head, neck, scalp, and upper trunk
with mild or no mucosal involvement. Blisters on the
scalp lead to secondary cicatricial alopecia [1, 2]. Autoan-
tibodies to BP180, type VII collagen, and laminin-332
have already been detected; however, the pathomecha-
nisms and autoantigens in this condition remain un-
known [2-4].

We report 2 cases of BPP with cicatricial alopecia, with
a histopathology of subepidermal blister formation, dif-
ferent clinical presentation, and different salt-split test re-
sults. One patient had important oral mucosal involve-
ment, and the second patient had typical clinical features
of epidermolysis bullosa acquisita (EBA).

Case Reports

Case 1

A 62-year-old black female presented with a 3-year history of
bullous lesions in the oral mucosa associated with scalp blisters and
cicatricial alopecia (Fig. la-c). Histological examination of the
scalp biopsy showed subepidermal bullous formation (Fig. 1d) as-
sociated with scarring alopecia (Fig. le). The direct immunofluo-
rescence with salt-split analyses demonstrated linear positivity
with IgG and C3 antibodies in the epidermal portion of the blister
(Fig. 1f). Biopsy of the oral mucosa revealed subepithelial blister
with eosinophils, and immunofluorescence, performed through
cytopathological examination, showed immunoreaction for I1gG
and C3. She was diagnosed as having BPP with exuberant oral mu-
cous membrane involvement. She was treated with oral dapsone,
oral corticosteroids, and topical corticosteroids with good im-
provement.

Brunsting-Perry Type Pemphigoid
Causing Secondary Cicatricial Alopecia

Case 2

A 45-year-old white female with a 12-year history of blisters on
the face, ears, scalp, hands, and knees related to minor trauma pre-
sented an extensive area of cicatricial alopecia on the parietal scalp
(Fig. 2a) and atrophic scars and milia on the hands and knees
(Fig. 2¢, d). Scalp and face biopsy showed subepidermal bullous
formation with lymphocytes, neutrophils, and eosinophils. Direct
immunofluorescence with salt-split test of the scalp skin showed
immunopositivity for IgA, IgG, and fibrinogen in the epidermal
portion of the blister (Fig. 2b). Salt-split test of the knee skin
showed linear immunopositivity for IgG in the dermal portion of
the blister (Fig. 2e). She was treated with oral colchicine 0.5 mg/
day and topical corticosteroids on the scalp with some improve-
ment.

Discussion

We report 2 cases of BPP with secondary cicatricial
alopecia. The first case showed extensive mucosal in-
volvement and a positive salt-split test of the scalp biopsy
in the epidermal portion, as observed in cases of bullous
pemphigoid (BP), suggesting the involvement of the an-
tigens BP180 or BP230. This case resembles the first de-
scription of the disease, but with extensive mucosal le-
sions.

In the second case, the patient presented typical lesions
of EBA and different salt-split test skin patterns: scalp bi-
opsy showed a positive test on the epidermal side, sug-
gesting PB180 and PB230 as antigens; and there was a
positive knee skin biopsy on the dermal side, as observed
in EBA, suggesting collagen type VII or laminin-332 as
antigens. Immunoblotting and ELISA complementary
exams were not performed.

Some authors consider the existence of a special type
of EBA, called the Brunsting-Perry pemphigoid-like pre-
sentation, which could explain the concomitant clinical
features of BPP and EBA [5]. A case of EBA was described
in the literature with clinical characteristics of BPP with
reactivity for type VII collagen confirmed by immuno-
blotting and an IgG-positive salt-split test on the dermal
side of the blister, therefore, suggesting BPP to be a vari-
ant of EBA [3]. Two cases of BPP were reported with a
positive ELISA for laminin-332 (laminin-5) [4]. Also,
there is a report of direct and indirect immunofluores-
cence IgG positivity in the basement membrane zone, but
no known dermal or epidermal autoantigens were detect-
ed in the immunoblot analyzes, suggesting a rare variant
of BPP with autoantibodies to an indeterminate antigen
from the basal membrane zone [6]. Finally, a case was de-
scribed with a discrepancy between the blistering level
(intra-lamina lucida) and the location of antigen (lamina
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Fig. 1. a, b Area of cicatricial alopecia in the parietal region with
exulcerations. ¢ Erosions on the hard palate and desquamative gin-
givitis. Histopathology of the scalp: subepidermal vesicle with in-
flux of lymphocytes and eosinophils in the papillary dermis (d);

Fig. 2. a Extensive area of cicatricial alope-
cia with erythema and erosions. b Direct
immunofluorescence with salt-split test of
the scalp positive for IgG antibody on the
epidermal side of the blister. ¢, d Cicatricial
lesions with milia formation on the dorsum
of the hands and on the knees. e Direct im-
munofluorescence with salt-split test of the
knee skin positive for IgG antibody on the
dermal side of the blister.
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concentric fibroplasia in the terminal follicles with lichenoid infil-
trate with lymphocytes, plasma cells, and rare eosinophils (e).
f Direct immunofluorescence with salt-split test of the scalp posi-
tive for IgG antibody on the epidermal side of the blister.
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densa and sub-lamina densa areas); it can be concluded
that BPP includes cases showing characteristics of EBA as
well as BP [7].

Recent data from animal models of autoimmune dis-
eases suggest that the targets of immune responses in au-
toimmunity do not remain fixed but can be extended to
include other epitopes on the same protein or other pro-
teins in the same tissue, a phenomenon termed “epitope
spreading.” The “epitope spreading” phenomenon also
applies to situations in which tissue damage from a pri-
mary inflammatory process causes the release and expo-
sure of a previously “sequestered” antigen, leading to a
secondary autoimmune response against the newly re-
leased antigen [8].

A patient with both BP and EBA was reported by Fair-
ley et al. [9] (2004). This patient exhibited both subclass
shifting and development of a second autoantibody sys-
tem that correlated with a change in the clinical appear-
ance of the disease. The analysis of the patient’s autoanti-
bodies provides strong evidence for the involvement of
epitope spreading in the evolution of his autoimmune
disease.
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Conclusion

We conclude that, despite advances in immunopatho-
logical techniques, immunobullous diseases, such as BPP,
remain a major challenge in dermatological practice. The
secondary cicatricial alopecia may be due to different an-
tigens associated with either BPP or EBA. The phenom-
enon of epitope spreading could explain the association
between 2 distinctive bullous diseases in the same patient,
justifying the divergent findings of the immunofluores-
cences, as occurred in the second case reported here. The
specific target antigen of BPP is yet to be defined.
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