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INTRODUCTION

Pemphigus is a group of rare acquired autoim-

mune blistering diseases characterized by acanthol-
ysis

and includes pemphigus vulgaris (PV),
pemphigus foliaceus (PF), fogo salvagem, drug-
induced pemphigus, and paraneoplastic pemphigus.
PF is characterized by immunoglobulin G (IgG)
autoantibodies against desmoglein (DSG) 1, primarily

located in the granular layer of the epidermis, while
PV is characterized by autoantibodies against DSG-

3, primarily located in the mucous membranes.

Autoantibodies against these molecules destroy the
connection between keratinocytes, resulting in acan-

tholysis and the formation of subcorneal blisters.'~ PV

is characterized by painful blisters and erosions on the
skin and mucous membranes, most commonly inside
the mouth, and accounts for 70% of all pemphigus
cases worldwide. PF typically presents with crusted
scaly erosions in a seborrheic distribution and has a

low worldwide incidence and prevalence.'

While some reports of localized pemphigus occur-
ring primarily on the face exist, such lesions remain
extremely rare.” Reports of pemphigus isolated to the

nose is an even rarer event. The 2 patients presented
here are of interest as localized pemphigus presents a
diagnostic challenge often leading to a delay in
diagnosis and treatment. We report 2 cases of
pemphigus of the nose, explore other similar previ-
ously reported cases, and discuss the potential
mechanisms behind this unique disease presentation.

CASE REPORT
Case 1

A 75-year-old man with a past medical history
isolated to the nose, hypertension,

Abbreviations used:

DSG-1:  desmoglein-1

DSG-3: desmoglein-3

IgG: immunoglobulin G
PF: pemphigus foliaceus
PV: pemphigus vulgaris

hyperlipidemia, and osteoporosis presented with a
4-week history of erosions on the bilateral nasal alae
(Fig 1. The patient had not received treatment for PV
for several years prior to presentation and had no
prior history of herpes simplex infection. The med-
ications at presentation included alendronate, aten-
olol/ chlorthalidone, terazosin, aspirin, simvastatin,
alprazolam, and calcium with vitamin D. He was
believed to have localized pemphigus and was
started on mycophenolate mofetil (MMF) at
1000 mg, oral prednisone at 20 mg daily, and
triamcinolone ointment 0.1% topically twice daily.

For 3 months, he developed new erosions on the
nasal alae, bridge, and tip as well as within the nares,
with all of his lesions remaining isolated to the nose.
A biopsy of the nasal ala demonstrated crusted
suprabasilar acantholytic separation consistent with
PV. Indirect immunofluorescence showed IgG anti-
bodies against monkey esophagus (titer, 1:80) and
human skin (titer, 1:20). No anti-DSG-1 antibodies (0
units) and increased anti-DSG-3 antibodies (40 units)
were seen in enzyme-linked immunosorbent assay
(UIC Labs/RayBio).

After several months of treatment with MMF and
prednisone, the patient complained of gastrointes-
tinal upset and diarrhea. Adjustment to the dosages
was made, and dapsone at 25 mg daily was added.
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Fig 1. Case 1: Pemphigus vulgaris. Crusted erosion on the
right side of the nose.

Despite these medication adjustments, the patient’s
erosions continued to worsen, prompting an in-
crease of MMF to 1500 mg twice daily, dapsone
50 mg daily, and prednisone 17.5 mg daily.

No improvement was observed; therefore, MMF
and dapsone were discontinued, azathioprine at
25 mg daily was started, and prednisone increased
to 20 mg daily. With minimal improvement, the
patient’s azathioprine was increased to 100 mg
daily, again without improvement after some time;
therefore, trimethoprim/sulfamethoxazole double
strength twice daily was added. After 3 months of
treatment with azathioprine at 100 mg daily, trimeth-
oprim/sulfamethoxazole double strength twice
daily, and a slow prednisone taper, the patient
cleared.

Case 2

A 40-year-old previously healthy man on omep-
razole for gastroesophageal reflux disease, pre-
sented with a recent onset of an eruption on the
lower third of his nose (Fig 2). He denied any
symptoms associated with the eruption, had no
other mucocutaneous lesions, and denied trauma.
His employment results in repeated sun exposure,
but the patient reported using sunscreens and wear-
ing a hat while working in the sun. The initial
diagnoses included seborrheic dermatitis, rosacea,
and impetigo.

He was treated with oral minocycline and topical
mupirocin. He returned 6 weeks later without
improvement. A biopsy was taken (Fig 3) and
initially reported as acantholytic actinic keratosis,
and the patient was given topical 5-fluorouracil.

Eruptions continued, and rebiopsy revealed prob-
able PF. He was referred to an academic center,
where direct immunofluorescence was positive for
PF revealing intercellular space deposition of IgG in
the upper dermis. Indirect immunofluorescence
showed IgG antibodies to monkey esophagus (titer,
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Fig 2. Case 2: Pemphigus foliaceus. Shallow erosions on
the lower portion of the nose.

nose exhibited intracorneal split within the granular layer
(A) with associated acantholytic keratinocytes (B). There
was a complete separation of the granular layer from the
epidermis and dermis, which contained a mild perivascu-
lar infiltrate (not shown) (hematoxylin-eosin stain; original
magnification: X400.)

1:320) and to human skin (titer, 1:80). Enzyme-linked
immunosorbent assay for anti-DSG-1 antibodies
showed elevation at 77 units and was negative for
anti-DSG-3 antibodies (UIC Labs/RayBio). Hepatitis
screening was negative. He was started on hydroxy-
zine and topical tacrolimus. Minimal improvement
was observed, and the patient was given oral
doxycycline 100 mg daily.

The patient returned to our clinic where topical
tacrolimus was discontinued and topical crisaborole
was added. Anti-DSG-1 antibodies at 34 units and
anti-DSG-3 antibodies at 10 units were both elevated
(Quest Labs). The patient improved; however,
because of his sun exposure, the patient was
changed to minocycline with good control of
disease.

DISCUSSION

Localized pemphigus is quite rare with reported
cases numbering in the teens.’ Rarer still are cases
localized to the nasal region. Drugs may be a cause of
pemphigus; however, more than one precipitating
factor is typically found.” It is unknown why local-
ized pemphigus has a predilection for the seborrheic
distribution of the face and, specifically, the nose.
Explanations for the occurrence of pemphigus in



Table 1. Previously reported cases of pemphigus primarily localized to the nasal region

Age (y), Pemphigus Remained
Reference sex type localized Antibodies Treatment
Paramsothy'® 34, M PF No DIF: IgG deposition between epidermal cells Oral prednisone
IIF: Positive
Paramsothy'” 65, M PF No DIF: IgG between epidermal cells and IgM in Topical clobetasol propionate
basement membrane
IIIF: Positive
Newton et al'? 27, M PF Yes DIF: Intercellular IgG and C3 Topical clobetasol propionate
Newton et al'? 62, F PF No DIF: Intercellular 1gG Oral cyclophosphamide
Newton et al'? 43, M PF Yes DIF: None Oral prednisolone, 20 mg/d
Kishibe'® 63, M PF Yes DIF: 1gG deposition Oral prednisolone 40 mg/d
Ghoneim and Zaiac'' 37, M PF Yes DIF: Intercellular IgG and C3 throughout epidermis Triamcinolone ointment and one-time
intralesional injection of triamcinolone
2.5 mg/mL
Fleming'’ 51, M PF Yes DIF: Intercellular 1gG and C3 Topical steroids (unspecified) and oral
prednisolone
Mandel et al’ 74, M PF/PV Yes Histopathology: Acantholysis with formation of Oral prednisone 25 mg/d for 1 mo
clefts in the granular and spinous layers of the
epidermis
DIF: IgG and C3 throughout epidermis
IIF: Intracellular antibodies (titer, 1:40) in
suprabasal epidermis
Aizawa'® M PF/PV Unknown Histopathology: Subcorneal acantholysis Topical corticosteroids (unspecified)
DIF: None
IIF: IgG deposits on keratinocyte cell surface
CLIA: Anti-DSG-1 antibodies (391 U/mL); anti-DSG-
3 antibodies (23.5 U/mL; normal level, <20 U/mL
for both)
ELISA: Negative result for desmocollins 1-3
Zhang'? 36, M PV Yes DIF: IgG and C3 in a patchy net-like intercellular Mometasone furoate cream 1%
pattern in the epidermis
IIF: Monkey esophagus, negative
ELISA: Anti-DSG-3 antibodies (89.6 U/mL, normal
< 20); negative result for anti-DSG-1 antibody
Sigmund®° 43, F PV, vegetans Yes Histopathology: Mixed inflammatory cell infiltrate Prednisone 60 mg daily for 2 wk and
type that included a large number of eosinophils and maintained on prednisone 30 mg daily
plasma cells; pseudoepitheliomatous
hyperplasia; intraepidermoid microabscesses;
eosinophilic spongiosis
Taylor?' 65, M PV No Topical and intralesional steroids

CLIA, Chemiluminescent immunoassay; DIF, direct immunofluorescence; DSG, desmoglein; ELISA, enzyme-linked immunosorbent assay; /g, immunoglobulin; /IF, indirect immunofluorescence; PF,
pemphigus foliaceus; PV, pemphigus vulgaris.
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sun-exposed areas include increased expression of
pemphigus antigen and the role of ultraviolet light,
which may induce the binding of anti-DSG-1.""
Localized PF typically presents as an isolated,
erythematous, scaly, crusted plaque of the nose,
cheek, or scalp and may be diagnosed as seborrheic
dermatitis, rosacea, contact dermatitis, cutaneous
sarcoidosis, discoid lupus erythematosus, lupus
vulgaris, impetigo, actinic keratosis, and even non-
melanoma skin cancer."” Case 1 presented with
medications that may induce pemphigus, and case
2 had a long history of chronic sun exposure.

Table I summarizes previously published cases of
PV and PF with predominantly nasal involvement.
Pemphigus remained localized to the nose in several
cases, while other patients experienced disease pro-
gression beyond the nose. Of note, the Mandel case
showed features of PF as well as PV.” Cases where
pemphigus was not exclusively observed on the
nose were excluded from the table.

Many treatment options for PF appear in the
literature and include topical agents for less severe
cases, including steroids, pimecrolimus, and tacroli-
mus. The use of intralesional steroids has also
been reported.'” For more severe cases, systemic
treatments, including steroids, mycophenolate,
azathioprine, antibiotics, nicotinamide, rituximab,
plasmapheresis, and intravenous immunoglobulin
have been reported.'’ "

Localized pemphigus is an exceptionally rare
entity with few reports in the literature and even
fewer involving only the nose. We report 2 additional
cases to the 9 previously published cases. The
diagnosis of localized pemphigus is often chal-
lenging and must be a diagnostic consideration, as
the presentation simulates other disease states.
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