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Pemphigus vulgaris mimicking Steven-Johnson syndrome/toxic
epidermal necrolysis: report of an unusual case
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Abstract

Pemphigus vulgaris (PV) is an autoimmune blistering disease
affecting the skin and mucosa. It clinically presents as painful ero-
sions, mainly in the oral cavity, and flaccid blisters and erosions
on the skin. Steven-Johnson syndrome/toxic epidermal necrolysis
(SJS/TEN) is a severe mucocutaneous drug hypersensitivity reac-
tion characterized by painful, dusky, erythematous eruptions that
often progress to blisters, erosions, and extensive epidermal
detachment accompanied by systemic symptoms. Herein, we
report the case of a 48-year-old man who presented with extensive
skin and mucosal lesions following the ingestion of an unknown
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medication. The patient’s symptoms clinically mimicked SJS, and
accordingly, a preliminary diagnosis of SJS/TEN was made.
However, clinical investigation of skin biopsy and direct immuno-
fluorescence assay results indicated PV, and a final diagnosis of
PV was established.

Introduction

Pemphigus vulgaris (PV) is an autoimmune blistering disease
characterized by the presence of circulating immunoglobulin (Ig)
G autoantibodies against proteins that play an important role in
cell-cell adhesion in the skin and mucous membranes, resulting in
bullous lesions and erosions. PV is divided into two types depend-
ing on the cells involved: the mucosal type, with mainly oral
lesions without skin involvement, and the mucocutaneous type,
which involves both oral and skin lesions.! Stevens-Johnson syn-
drome/toxic epidermal necrolysis (SJS/TEN) is a rare, life-threat-
ening mucocutaneous adverse drug reaction characterized by full-
thickness epidermal necrolysis and exfoliation affecting both the
skin and mucous membranes, accompanied by systemic symp-
toms.? That was clinically presented.

Case Report

An otherwise healthy 48-year-old man presented to the emer-
gency department with extensive, painful skin and mucosal
lesions that had persisted for almost 2 months. He previously had
tonsillitis and had taken an unknown oral antibiotic, following
which he developed this progressive skin eruption. Upon exami-
nation, diffuse ulcerations and extensive epidermal detachment
involving the face and trunk, associated with erosions and denud-
ed areas of the lips, tongue, soft and hard palate, nasal mucosa,
and genitalia, were observed (Figure 1). The affected body surface
area was 25%. The patient was clinically diagnosed with SIS/TEN
secondary to the unknown antibiotic he had taken based on the
clinical findings without histopathology. The patient was treated
with a single dose of etanercept along with cyclosporine dosed at
3 mg/kg/day for 3-4 weeks without improvement; thus, skin biop-
sies were performed to re-evaluate the initial diagnosis.
Histopathological examination revealed suprabasal blister forma-
tion and acantholysis. The blister cavity contained acantholytic
cells, eosinophils, and neutrophils. There was a moderate perivas-
cular inflammatory infiltrate composed of lymphocytes, plasma
cells, neutrophils, and eosinophils (Figure 2). Direct immunofluo-
rescence showed intercellular deposition of IgG in the epidermis,
with negative results for C3, IgM, and IgA. Serological evaluation
using an enzyme-linked immunosorbent assay (ELISA) was posi-
tive for IgG autoantibodies against desmogleins (Dsg) 1 and 3.
Therefore, a diagnosis of PV was established. An extensive malig-
nancy workup, including imaging and blood tests, was performed,
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and the results were unremarkable. Treatment was initiated with X X X
the administration of rituximab infusion at a dosage of 1,000 mg ~ Discussion and Conclusions

twice (dgy 1 and day 15). The patieqt showed Sigr.liﬁcant. improve- Pemphigus includes a group of rare acquired autoimmune bul-
ment, with almost complete regression of the lesions (Figure 3). lous skin diseases. PV is the most common and severe form of

Figure 1. Patient at initial presentation. A,B) Diffuse ulcerations and extensive epidermal detachment involving the trunk; C) face asso-
ciated with erosions and denuded areas of the lips, tongue, soft and hard palate; D) limbs.

Figure 2. Histological examination of the skin punch biopsy
showed suprabasal blister formation and acantholysis. The blister
cavity contained acantholytic cells, eosinophils, and neutrophils.
There was a moderate perivascular inflammatory infiltrate com-
posed of lymphocytes, plasma cells, neutrophils, and eosinophils Figure 3. Patient at 2-4 weeks post-treatment. A) Improvement of
(hematoxylin-eosin stain, magnification x10). the lips, and tongue; B) improvement in the chest area.

.
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Case Report _

pemphigus. PV can occur at any age but is often seen in middle-
aged and older populations. It is characterized by the presence of
IgG autoantibodies directed against keratinocyte surface antigens,
primarily Dsg 3 and, to a lesser extent, Dsg 1; these are desmoso-
mal structural proteins that maintain keratinocyte adhesion.!?
SIS/TEN is a severe cutaneous hypersensitivity reaction with a
high mortality rate.? Clinically, PV patients present with painful
erosions, mainly in the oral cavity, and flaccid blisters and ero-
sions on the skin. Patients with SIS/TEN usually present with
painful, dusky, erythematous eruptions that often progress to blis-
ters, erosions, and extensive epidermal detachment accompanied
by systemic symptoms.* However, it can be quite difficult to dis-
tinguish one from the other because, as in our case, the clinical
presentation of PV mimics that of SJS/TEN. Our patient was mis-
diagnosed and treated for SIS/TEN in the emergency room
because the diagnosis relied solely on the clinical presentation.
Histopathology can be used to differentiate these two conditions.
Histopathology of SJS/TEN shows full-thickness necrosis of the
epidermis and a sparse lymphocytic infiltrate, while in PV,
intraepidermal blistering with suprabasal epidermal acantholysis
is usually seen, giving rise to a tombstone appearance with an
eosinophilic infiltrate in the blister.* The gold-standard diagnos-
tic test for PV is direct immunofluorescence microscopy, which
shows IgG and C3 deposition between keratinocytes in a net-like
pattern in the epidermis. Serology can also detect antigen-specific
IgG antibodies against Dsg 1 or Dsg 3 by indirect immunofluores-
cence or ELISA.

ELISA reactivity correlates with disease activity; therefore,
this test is useful for both the diagnosis and monitoring of disease
activity. Thus, it is extremely important to perform these tests to
confirm the diagnosis of PV.3?

There are few reports in the literature on pemphigus mimick-
ing SJIS/TEN. Paraneoplastic pemphigus (PNP) is the most com-
mon type reported to be confused with SIS/TEN. Hayanga et al.
reported a case of PNP that was initially diagnosed as SJS/TEN.#
This patient was admitted to and treated in a burn intensive care
unit; the patient did not respond to the cessation of the culprit
medications and showed a progression of symptoms, and later, a
diagnosis of PNP was established.* A few similar cases of PNP
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mimicking SJS/TEN have been reported. The main clinical char-
acteristics in these cases were the presence of diffuse, painful
eruptions mainly over the extremities and trunk, along with ero-
sive lesions of the oral, conjunctival, and penile mucosae. Based
on the clinical findings, SJS/TEN and PNP were initially suspect-
ed. However, after histopathologic and serologic evaluations, the
diagnosis of PNP was established.>¢7

In conclusion, PV can be clinically deceptive and mimic
SJS/TEN. Additionally, it is imperative to have a low threshold for
skin biopsies, as both diseases can be life-threatening. Early diag-
nosis and treatment initiation are necessary to achieve a favorable
prognosis.
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