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Localized pemphigus vegetans of the nose and
lips: A classic case of a rare entity
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INTRODUCTION
Pemphigus vegetans (PVeg) is a rare variant of the

autoimmune vesiculobullous disorder pemphigus
vulgaris (PV), exhibiting very distinct clinical and
histologic features and accounting for[5% of cases
of PV. As suggested by the designation ‘‘vegetans,’’
one of its characteristic hallmarks is the vegetative
epithelial response that underlies the common
pathobiology implicated in PV, being one of a
humorally mediated autoimmune reaction targeting
a select intercellular protein of the epidermis.
Circulating autoantibodies of the IgG or IgA
isotype reactive against components of epithelial
desmosome-tonofilament complexes are seen in PV
and its variants, where disease activity is reflected by
the circulating levels of these antibodies.1

PVeg was first described in 1876 by Neumann,2

exhibiting a similar pattern of flaccid bullae but also
with supervening papillomatous projections demon-
strating a predilection to involve intertriginous areas
and the oral cavity. Thirteen years later, a cobble-
stoned, pustular, verrucoid variant exhibiting
localization to flexural areas was described by
Hallopeau.3 The clinical course of the Neumann
variant is one that is relentless without treatment,
whereas the Hallopeau variant may exhibit sponta-
neous regression. The age of onset is lower than that
of classic PV, whereby these patients are typically
between 40 and 50 years of age.2 PVeg limited to the
nose and lips without concomitant oral involvement
is particularly rare, and to our knowledge, only 4
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reports exist in the literature. We report 2 additional
cases of nasal PVeg and discuss the diagnostic pitfalls
that were encountered in each case.

CASE REPORT
Case 1

A 67-year-old man presented to a surgeon with a
nonhealing ulcer on the nose. A biopsy was taken
and interpreted as invasive squamous cell carci-
noma. It subsequently recurred. The recurrent tumor
was sent to a dermatopathology consultant, who
rendered a diagnosis of PVeg on the initial biopsy
material and subsequent recurrence. There was no
morphologic evidence of squamous cell carcinoma.

Case 2
A 48-year-old white woman of Irish descent

presented with a 2-week history of painless red
plaques with granulation tissue, pustules, and
crusting of her swollen nasal tip and upper lip.
She had not traveled outside of Long Island, New
York. Her past medical history included a bipolar
disorder, perforated sigmoid diverticulitis, chronic
sinusitis, and nasal polypectomy. Her medications
included aripiprazole, lamotrigine, and bupropion.
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Fig 1. This 48-year-old woman presented with a 2-week
history of painless red plaques with granulation tissue,
pustules, and crusting of her swollen nasal tip and upper
lip. She was diagnosed with impetiginized contact allergic
dermatitis, facial cellulitis, and herpes simplex virus
infection; however, 5 months after her initial presentation,
she was diagnosed with PVeg.

Fig 2. The biopsy showed a striking, vegetative, hyper-
plastic epithelial inflammatory process (A, Original magni-
fication: 320). The biopsy demonstrated an irregular
vegetative psoriasiform epithelial hyperplasia associated
with suprabasilar acantholysis (B, Original magnification:
3200). A striking infiltration of the epithelium by neutro-
phils and eosinophils with concomitant acanthocytes was
observed (C, Original magnification: 3400).
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She was diagnosed with impetiginized contact
allergic dermatitis after self-treatment with
neomycin, polymyxin, and bacitracin ointment for
several weeks without improvement. She improved
with prednisone 40 mg/d for 3 weeks but flared
when it was stopped (Fig 1). The recurrence was so
severe with swelling, crusting, and nasal obstruc-
tion that she was admitted to a community hospital
with the diagnosis of facial cellulitis. She received
intravenous doxycycline and clindamycin without
improvement. A dermatologic consultation sug-
gested a chronic herpes simplex virus infection,
although molecular studies for herpes simplex virus
I and II and varicella-zoster virus infection were
negative. There was no benefit from courses of
dapsone, valacyclovir, or ciprofloxacin. Because of
progressive exuberant inflammation, a second der-
matopathologic opinion was obtained 5 months
after the patient presented to dermatology, leading
to a diagnosis of PV confirmed by serologic studies.
She was treated with intravenous methylpredniso-
lone 80 mg/d for 5 days, followed by prednisone
80 mg/d tapered with complete healing. The
prednisone was tapered and she received 1 g
rituximab-pvvr biosimilar infusion x 2, 2 weeks
apart.

Light microscopy
Both cases showed virtually identical light micro-

scopic findings. The biopsies demonstrated an
irregular pattern of epithelial hyperplasia character-
ized by an irregular endophytic squamous prolifer-
ation associated with suprabasilar acantholysis.
There was striking infiltration of the epithelium by
neutrophils and eosinophils, including discrete
eosinophil- and neutrophil-enriched microabscesses
(Fig 2, A-C).
DISCUSSION
PVeg restricted to the nose and lips without any

oral, flexural, or intertriginous involvement can pre-
sent a diagnostic dilemma because of the rarity of this
presentation. Clinically, typical features that would
provide a clue to the diagnosis of PV are not seen.
Because of the dramatic vegetative erosive quality of
the lesions in concert with regional nasal localiza-
tion, other clinical entities, such as hypertrophic
discoid lupus erythematosus, sarcoidosis, inflamma-
tory bowel disease-associated pyostomatitis vege-
tans, and certain infections, including chronic herpes



Table I. Pemphigus vegetans involving nose

Cases

Age/sex

of patient Clinical presentation Additional lesions Management Treatment Follow-up

Case 1 67 y/
Man

Chronic nonhealing ulcer on the
nose

Initially interpreted as invasive
squamous cell carcinoma. The
tumor subsequently recurred.

A dermatopathology
consultation rendered a
diagnosis of pemphigus
vegetans on the initial biopsy
material and subsequent
recurrence.

Case 2 48 y/
Woman

A 2 week history of painless red
plaques with granulation
tissue, pustules and crusting
of her swollen nasal tip

Plaques with granulation tissue,
pustules and crusting also on
upper lip

Initial diagnoses included:
impetiginized contact allergic
dermatitis; facial cellulitis; and
herpes simplex. Due to
progressive exuberant
inflammation a second
dermatopathologic opinion
5 months after she presented
to dermatology led to a
diagnosis of pemphigus
vegetans confirmed by
serologic studies.

Intravenous methylprednisolone
80 mg/d 3 5 days and
followed by prednisone
80 mg/d tapered with
complete healing. She
received 1 gram rituximab-
pvvr biosimilar infusion 3 2,
2 weeks apart.

Complete
clearing

3
Sigmund
GA
et al,5

2012

43 y/
Woman

Progressively enlarging nasal
mass over 19 mo

An eczematous process in the
lip, along the right medial
canthus, extending into the
upper portion of the eyelid

Initial treatment with oral
antibiotics and 3 weeks of IV
vancomycin

Subsequent diagnosis of
squamous cell carcinoma and
referral for partial rhinectomy.

Prednisone
60 mg/d for 2 weeks and
tapering over a month and
maintanence with a
prednisone of 30 mg/d

Near-
complete
clearing

4
Dhamija
A et al,7

2012

45 y/
Man

Recurrent painful oral erosions
for 3 years. Well-defined,
irregular, hypertrophic,
fissured plaque with oozing
and crusting surrounding the
mouth, extending up to and
into the ala nasii

Scattered patches over the scalp
and glans penis with oozing
and pus formation

Several courses of broad-
spectrum antibiotics along
with supportive treatment
without any improvement

2-week course of Itraconazole
2-week course of standard
antitubercular drugs

PET-CT) scan and excisional
biopsy of enlarged lymph
node for the suspicion of
malignancy.

Intravenous dexamethasone
8 mg twice daily for 1 wk,
4 mg twice daily for 1 wk and
maintanence on standard
dexamethasone
cyclophosphamide pulse
regimen.

Near-
complete
clearing

Continued
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simplex virus infection, rhinoscleroma, and lupus
vulgaris, are considered.

The accurate diagnosis relies on the biopsy
findings, which include the vegetative benign
epithelial hyperplasia,4 suprabasilar acantholysis
that exactly recapitulates the pattern seen in PV,5

and the appropriate inflammatory milieu that one
associates with pemphigus, including intraepithelial
collections of eosinophils and neutrophils (intra-
epithelial eosinophilic microabscesses).6 Direct
immunofluorescence studies will show intercellular
epidermal deposits of complement and immuno-
globulin IgG, whereas C3d and C4d in an intercel-
lular array can be seen via an immunohistochemical
technique on paraffin-embedded formalin-fixed tis-
sue. The presence of desmoglein 3 autoantibodies
confirms the diagnosis of PVeg, although other
antibodies potentially reflective of epitope
spreading, including antibodies against desmocollin
1, desmocollin 2, and periplakin, can also be seen.4

There are 4 previous reports describing nasal PVwith
or without concomitant lip involvement (Table I).5-8

One might also question potential risk factors for
the development of PVeg. Intranasal heroin has been
associated with PVeg involving the nose and lips.
PVeg has been reported with drug exposure and
malignancy,9 including colon,10 gastric,11 and lung
malignancies.12 PVeg has been reported to mimic
malignancy on an 18F-fluorodeoxyglucose positron
emission tomography scan with prominent involve-
ment of the nose as well as multiple sites on the
scalp, lips, and bilateral cervical lymph nodes.13

Underlying malignancy and a drug-based trigger,
such as captopril and enalopril, are additional
associations.

The treatment of PVeg is the same as that of PVand
includes systemic steroids and immunosuppressants.
Despite the dramatic appearance, the disease readily
and rapidly responds to systemic steroids, and
therefore, heightened awareness of a localized nasal
variant of this condition allows earlier therapeutic
intervention, a critical cornerstone in optimal
management.
Conflicts of interest
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