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A 72-year-old woman presented to our dermatol-
ogy clinic withrasrash of several months’ duration
that began as itchy bumps on the wrists and spread
to involve the legs. Approximately 2 months prior

to presentation, she noted blisters on the feet and
legs.“She initially went to her primary care physician,
who prescribed levofloxacin, cephalexin, and a 5-day
caurse of prednisone. The prednisone initially helped;
however the rash worsened on discontinuation. In
our clinic, the patient had scattered tense bullae and
numerous erosions with crust on the dorsum of the
feet and legs, some of which were in conjunction
with violaceous papules and plaques. There also was
hypertrophic scale on the soles of the feet. A potas-
sium hydroxide preparation of skin scrapings from
the feet was negative for fungal elements. Two shave
biopsies of a violaceous plaque and bulla as well as a
perilesional punch biopsy from the leg were obtained.

H&E, original magnification X 100.

THE BEST DIAGNOSIS IS:

a. bullous lichen planus

b. bullous pemphigoid

c. bullous systemic lupus erythematosus
d. bullous tinea

Direct immunofluorescence with 1gG, original magni- e. lichen planus pemphigoides
fication xX400.

PLEASE TURN TO PAGE 71 FOR THE DIAGNOSIS

Drs. Grandhi, Tjarks, Lin, Ferringer, and Hossler are from the Department of Dermatology, Geisinger Medical Center, Danville, Pennsylvania.
Dr. Bazewicz is from the College of Medicine, Penn State Hershey Medical Center.

The authors report no conflict of interest.

Correspondence: Radhika Grandhi, MD, MPH, Department of Dermatology, Geisinger Medical Center, 115 Woodbine Ln, Danville, PA 17822
(rrgrandhi@geisinger.edu).

62 | CUTIS? WWW.MDEDGE.COM/DERMATOLOGY
Copyright Cutis 2020. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.



THE DIAGNOSIS:

Lichen Planus Pemphigoides

mune subepithelial blistering disorder with clinical,

pathologic, and immunologic features of lichen planus
(LP) and bullous pemphigoid (BP).! It mainly arises in adults
and usually is idiopathic but has been associated with certain
infections,” drugs such as angiotensin-converting enzyme
inhibitors,® phototherapy,* and malignancy.® Patients
classically present with lichenoid lesions, tense vesiculobul-
lae, and erosions.® Vesiculobullae formation usually fol-
lows the development of lichenoid lesions, occurs on both
lichenoid lesions and unaffected skin, and predominantly
involves the lower extremities, as in our patient."®

The pathogenesis of LPP is not fully understood but
likely represents a distinct entity rather than a subtype of
BP or the simultaneous occurrence of LP and BP. Lichen
planus pemphigoides generally has an earlier onset and
better treatment response compared to BP7 Further, auto-
antibodies in patients with LPP react to a novel epitope
within the C-terminal portion of the BP-180 NCI16A
domain. Accordingly, it has been postulated that an
inflammatory cutaneous process resulting from infection,
phototherapy, or LP itself leads to damage of the epi-
dermis and triggers a secondary blistering autoimmune
dermatosis mediated by antibody formation against-base-
ment membrane (BM) antigens, such as BP-180.”

The diagnosis of LPP ultimately is confirmed with
immunohistologic analysis. Biopsy of LPP shows" find-
ings consistent with both LP and BP (quiz image [top]).
In the lichenoid portion, biopsy reveals orthohyperkera-
tosis, hypergranulosis, and acanthosis of the epidermis;
a bandlike infiltrate consisting primarily of lymphocytes
in the upper dermis; and apoptotic keratinocytes (colloid
bodies) and vacuolar degeneration at the dermoepider-
mal junction (DEJ).! Biopsy.of bullae reveals eosinophilic
spongiosis, a subepithelial blister plane with eosinophils,
and a mixed superficial inflammatory cell infiltrate. Direct
immunofluorescence from perilesional skin reveals lin-
ear deposition of IgG and/or C3 at the DEJ (quiz image
[bottom]).! Measurement of anti-BM antibodies against
BP-180 and BP-230 can be useful in suspected cases,
as 50% to 60% of patients have circulating antibodies
against these antigens.® Remission usually is achieved
with topical and systemic corticosteroids and/or steroid-
sparing agents, with rare recurrence following lesion
resolution.! More recently, successful treatment with bio-
logics such as ustekinumab has been reported.®

The predominant differential diagnosis for LPP is bul-
lous LP, a variant of LP in which vesiculobullous disease
occurs exclusively on preexisting LP lesions, commonly
on the legs due to severe vacuolar degeneration at the
DE]J. On histopathology, the characteristic features of LP
(eg, orthohyperkeratosis, hypergranulosis, acanthosis,

| ichen planus pemphigoides (LPP) is a rare autoim-
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bandlike lymphocytic infiltrate, colloid bodies) along
with subepidermal clefting will be seen. However, in
bullous LP (Figure 1) there is an absence of linear IgG
and/or C3 deposition at the DEJ on direct immunofluo-
rescence. Furthermore, patients lack circulating antibod-
ies against BP-180 and BP-230.°

Lichen planus pemphigoides also can be confused
with BP. Bullous pemphigoid is the most common auto-
immune blistering disorder; typically arises in older
adults; and is caused by autoantibody formation against
hemidesmosomal proteins, (particularly BP-180 and
BP-230. Patients classically present with tense bullae and
erosions on an erythematous, urticarial, or normal base.
These lesions often are ‘prutitic and concentrated on the
trunk, axillary and/inguinal folds, and extremity flexures.
Histopathologic examination of a bulla edge reveals the
classic findings seen in BP (eg, eosinophilic spongiosis,
subepithelial blister plane with eosinophils)(Figure 2).
Direct immunofluorescence of perilesional skin reveals
linear IgG and/or C3 deposition along the DE]. A large

FIGURE 1. Bullous lichen planus. Bandlike inflammatory infiltrate at the
level of the dermoepidermal junction composed of lymphocytes and
histiocytes with melanin pigment incontinence. There is a sawtooth
pattern of the rete ridges and subepidermal clefting (Max-Joseph
space)(H&E, original magnification x200).

FIGURE 2. Bullous pemphigoid. Subepidermal vesicle containing
numerous eosinophils. A moderately intense eosinophilic infiltrate is
present in the dermis (H&E, original magnification x200).
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subset of patients also has circulating antibodies against
BP-180 and BP-230. In contrast to LPP, however, patients
with BP do not develop lichenoid lesions clinically or a
lichenoid tissue reaction histopathologically.'

Bullous systemic lupus erythematosus (SLE), a rare
cutaneous manifestation of SLE, typically arises in young
women of African descent and is due to autoantibody
formation against type VII collagen and other BM-zone
antigens. Patients generally present with acute onset
of tense vesiculobullae on a normal or erythematous
base, which often are transient and heal without milia
or scarring. Common sites of involvement include the
trunk, arms, neck, face, and vermilion border, as well as
the oral mucosa. The diagnosis of bullous SLE requires
that patients fulfill the criteria for SLE and is con-
firmed by immunohistologic analysis. Biopsy of a bulla
edge reveals a subepidermal blister containing neutro-
phils and increased mucin within the reticular dermis
(Figure 3). Direct immunofluorescence of perilesional
skin most commonly reveals linear and/or granular depo-
sition of IgG, IgA, C3, and IgM at the DE]."

Bullous tinea is a manifestation of cutaneous der-
matophytosis that usually occurs in the setting of
tinea pedis. Common causative dermatophytes include
Trichophyton mentagrophytes, Trichophyton rubrum, and
Epidermophyton floccosum. Diagnosis is made by dem-
onstration of fungal hyphae on potassium hydroxide
preparation of the blister roof, biopsy with periodic
acid-Schiff stain, or fungal culture. If routine-histo-
pathologic analysis is performed, epidermal spongiosis
with varying degrees of papillary dermal edema is seen,
along with abundant fungal elements<in the stratum
corneum (Figure 4). Direct immunofluorescence of
perilesional skin usually is negative, but«C8 deposition
in a linear and/or granular pattern along the DE] has
been reported.'?

FIGURE 3. Bullous systemic lupus erythematosus. Subepidermal
vesicle with numerous neutrophils. Within the dermis there is a moder-
ately intense neutrophilic inflammation. Necrosis of the keratinocytes is
present in an adjacent follicle (H&E, original magnification x200).
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FIGURE 4. Bullous tinea. Subcorneal pustule with numerous neutro-
phils and eosinophils. Notable numbers of eosinophils and neutrophils
are present in the dermis with extension into the epidermis (H&E, origi-
nal magnification X200). Fungal hyphae consistent with Tinea species
were present within the stratum corneum (Periodic acid-Schiff, original
magnification X600 [inset]).

Lichen planus pemphigoides is a rare disease entity
and often presents a diagnostic challenge to clinicians.
The differential for LPP includes bullous LP as well
as other bullous disorders. Ultimately, the diagnosis is
confirmed.. throigh immunohistologic analysis. Timely
diagnosis of LPP is crucial, as most patients can achieve
long=term remission with appropriate treatment.
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