CASE REPORT
Atypical Clinical Presentation of Pemphigus and Its Management:
A Case Report
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Introduction: Many mucocutaneous conditions affect the skin and oral cavity. Common conditions include lichen
planus, pemphigus, and pemphigoid. This case report shows an atypical presentation of a mucocutaneous condition
wherein histopathology was required for definitive diagnosis and treatment.
Case Presentation: A 51-year-old African American male self-reported to a private periodontal practice with a
chief complaint of sporadic painful oral lesions of about 2 months duration. The patient also reported painful throat lesions.
He had been previously treated for a sore throat followed by unspecified inflammation of the epiglottis. Clinical examination
revealed diffuse bilateral eye redness, numerous intraoral ulcerations on soft and hard palate and floor of the mouth with
trouble swallowing. Oral and ocular presentation suggested a differential diagnosis of cicatricial pemphigoid. Pemphigoid
and lichen planus were also considered. Ophthalmologic exam revealed only allergies and no other abnormality. Soft
tissue biopsies showed intraepithelial separation between the spinous layer and basement membrane. Direct and indirect
immunofluorescence showed strong immunoglobulin G and moderate C3 reactivity confirming a diagnosis of pemphigus
vulgaris (PV). A rheumatologist initially treated the patient with a daily combination regimen of methylprednisolone and
mycophenolate mofetil. Lesions improved after a few weeks on the regimen. Reduction of medications resulted in return of
oral and throat lesions. Resumption of the regimen resulted in lesion remission. Azathioprine replaced the mycophenolate
mofetil, and then was gradually stopped after methylprednisolone cessation. Lesions have not reappeared for 1 year.
Conclusion: This case illustrates that early diagnosis of mucocutaneous lesions leads to proper treatment and
possible remission. Clin Adv Periodontics 2018;0:1–6.
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neous lesions alone can lead to misdiagnosis and ineffective treatments as many of these lesions share similar clinical characteristics.1 According to Carvalho 2011 the most
common oral lesions include lichenoid reaction (65.8%),
pemphigus (26.8%) and pemphigoid (7.3%).2 Common
features of these lesions include ulceration and redness
of the oral mucosa.3 Pemphigus as a term refers to the
Greek word pemphix which means vesicle or blister.4,5
PV is an autoimmune blistering disorder of skin and
mucous membranes, affecting patients in their middle
age of life.6 Pemphigus is characterized by formation of
intraepidermal or intraepithelial bullae4,6 and is classified
into five major groups: PV, pemphigus foliaceus, paraneoplastic pemphigus (PNP), drug-induced pemphigus and
immunoglobulin (Ig)A pemphigus. PV comprises about
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immunofluorescence
(DIF).4
The current report presents the
clinical and histopathological
findings in a patient who
presented with oral PV and
was successfully treated over a
period of 6 years. The patient
gave oral consent to participate.

Clinical Presentation

FIGURE 1 1a Initial clinical presentation showed bilateral redness that appears to be conjunctivitis. The
patient indicated that the redness appeared about the same time as the intraoral lesions. 1b Close-up view
of the left eye showing diffuse conjunctival redness. 1c Close-up view of the right eye showing diffuse
conjunctival redness. 1d View of an oral lesion on right side of the palate at the junction of the hard and
soft palate. The lesion appears reddish in color, well-circumscribed, with an ulcerated center. Note fibrin-like
material covering part of the central part of the lesion. 1e Lesion noted on the left side of the palate. The
lesion appearance is similar to the one on the right side. 1f View of the soft palate and uvula showing bilateral
ulcerations near to and including the uvula. He reported difficulty swallowing. 1g View of the floor of the mouth
showing sloughing and swelling of tissue covering the opening of the salivary glands and frenum.

80% of cases7 and shows oral lesions as an initial manifestation in 50% of cases.8 Oral lesions are associated
with PV and PNP.9 These lesions generally appear on the
soft palate, buccal mucosa, and lips.7 Women are affected
more often with an onset usually in the fourth and sixth
decade.4,10 PV pathology is related to antibody formation against the desmosomal proteins desmoglein 1 and
desmoglein 3.6 Diagnosis is based on three main criteria:
clinical findings, histopathological findings, and direct
2
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In 2012, a 51-year-old
African American male with
unremarkable medical history
presented to the emergency
room for a sore throat and was
diagnosed with strep throat.
About 4 to 5 days later his
general physician gave him
azithromycin§ which provided
no relief. Several days later an
ear, nose, and throat specialist
saw irritation of the epiglottis
and prescribed valacyclovir
and dexamethasone.¶
This
treatment also provided no
relief. Uncomfortable lesions on
the roof of his mouth caused him
to self-refer to a periodontist.
Figure 1a shows bilateral
conjunctival
redness
and
irritation (Figs. 1a through 1c).
No skin lesions were reported.
He described multiple painful
lesions in his mouth and throat
causing difficulty swallowing.
Oral examination revealed
numerous ulcerations on the
hard and soft palate, uvula, and
floor of the mouth (Figs. 1d
through 1g). An incisional
biopsy
was
recommended
for a definitive diagnosis.

Case Management

Incisional
biopsies
were
taken from typical palatal
lesions including normal and
ulcerated tissue (Fig. 2). One
section was placed in formalin for hematoxylin and
eosin (H&E) staining and one in Michel solution for
direct immunofluorescence examination. Differential
diagnosis included cicatricial pemphigoid given the
ocular involvement and clinical appearance of oral

§ Azithromycin
 Valacyclovir,

250 mg, Teva Pharmaceuticals, North Wales, PA

GlaxoSmithKline, Philadelphia, PA

¶ Dexamethasone

10 mg, Teva Pharmaceuticals
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FIGURE 2 Biopsy was taken from a typical palatal lesion. The
area was covered with a resorbable collagen membrane and tissue
adhesive.

lesions. Lichenoid reaction, pemphigoid, and PV were
also considered possibilities. Figure 3 is an H&E section
showing separation of epithelium between spinous
and basal cell layers characteristic of PV. Figures 4a
and 4b show results of direct immunofluorescence
using phenylisothiocyanate-conjugated with anti-human
IgG, IgM, IgA, and C3. Figure 4a shows a strong IgG
reactivity (3+) to desmosomes of epithelial cells. Figure
4b shows moderate C3 reactivity (2+) to epithelial
cells between the basement membrane and spinous
layer.

Clinical Outcomes
Before obtaining biopsy results the patient was referred
to an ophthalmologist for routine examination. He was
diagnosed with allergies and treated with steroid drops
which resolved the eye redness. Upon diagnosis of PV he
was referred to a rheumatologist. His twice daily regimen
of 500 mg mycophenolate mofetil# and 60 mg methylprednisolone∗∗ for 2 months resulted in remission of clinical symptoms. His methylprednisolone was reduced to a
maintenance dose of 10 mg bid. Follow-up examination
at 6 months (Figs. 5a through 5g) revealed that oral soft
tissues had nearly returned to normal with only a few
resolving lesions on the soft palate and uvula (Fig. 5d).
He reported no new lesions on this treatment regimen.
Attempts by the patient to wean himself off medications
resulted in return of lesions precipitating a visit to the
emergency room for esophageal sloughing while eating
crackers. Resumption of treatment resulted in remission
of lesions. In 2015, he was placed on azathioprine†† 75
mg and methylprednisolone 20 mg bid. The steroid was
tapered off completely over a period of about 1 year
followed similarly by azathioprine. He has remained in
# Mycophenolate

mofetil 500 mg, Genentech, San Francisco, CA

∗∗ Methylprednisolone
†† Azathioprine
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FIGURE 3 H&E stained section showing characteristic separation
of epithelium between spinous and basal cell layers in pemphigus
vulgaris (arrow). Note mild to moderately dense chronic inflammatory
cells showing typical supra-basilar separation characteristic of pemphigus can be seen. Rounded acantholytic epithelial cells are noted
within the epithelial cleft space. An example of these free floating
Tzanck cells can be seen in the red circle. The typical “tombstone”
appearance of the cells of the basement membrane can be seen
(asterisk).

remission with no lesions for about 1 year. Follow-up
examination in 2018 revealed an absence of ocular or oral
lesions (Figs. 6a through 6g). The patient gave oral consent
to participate.

Discussion
Mucocutaneous lesions can be difficult to identify based
on oral examination alone as many of them have similar
clinical appearances.6,11 The current patient was misdiagnosed twice initially and given inappropriate and
ineffective treatment based only on symptoms. This case
highlights the need for histological and immunofluorescence confirmation to facilitate appropriate medical
management. Evaluation of biopsied tissue confirmed the
presence of PV and resulted in treatment that lead to
remission of the condition after 5 years. This timeframe of
treatment is similar to another report that showed a mean
duration of 63.53 ± 44.9 months for complete remission of PV.12 While the combination of azathioprine and
methylprednisolone resulted in remission for this patient,
other drugs like rituximab,‡‡ an anti-CD20 monoclonal
antibody, have been shown to be effective long term in the
management of PV.11,13 Whereas many novel therapies
have been developed and evaluated in recent years,3,11 a
recent systemic review14 noted that evidence is currently
inconclusive for standard of care recommendations in
the treatment of PV. Choice of therapeutic approach is
generally left to the managing physician.11
While most oral mucocutaneous lesions are benign,
PV can be life threatening.9,11 In fact, if left untreated
there is a 2.4 times greater than normal chance of

10 mg, Teva Pharmaceuticals

75mg, Prometheus Laboratories, San Diego, CA
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‡‡ Rituximab,

Biogen, Cambridge, MA
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FIGURE 4 4a Direct immunofluorescence using Phenylisothiocyanate-conjugated with anti-human IgG,
IgM, IgA, C3, and fibrin demonstrated the presence of strong IgG (3+) staining. Note the “fishnet”
appearance around keratinocytes showing that IgG is directed towards the desmosomes binding these
cells together. 4b Direct immunofluorescence showing the presence of moderate C3 (2+) staining at
the basement membrane. The moderate complement C3 reactivity noted inter-cellularly is not always
present in, nor pathognomonic for pemphigus. Histology and immunofluorescence findings confirmed
the presence of pemphigus vulgaris.

FIGURE 5 Six-month follow-up photos after initial diagnosis and initial treatment with mycophenolate
mofetil and methylprednisolone. 5a View of eyes showing no residual redness. 5b View of the right hard
and soft palate showing slight evidence of healing lesions (palatal area of second molar). 5c View of the
left hard and soft palate showing nearly normal soft tissue. 5d View of the soft palate and uvula showing
areas of residual redness associated with healing lesions. 5e View of the floor of the mouth showing
normal soft tissue appearance.

complications from PV that can lead to death (e.g., systemic, respiratory, and cardiovascular disease). Additionally, 5% of lesions can become malignant.15 Furthermore,
since PV symptoms can recur dental clinicians need to
remain vigilant with respect to diagnosis and management
of mucocutaneous lesions.16
4
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Oral lesions may be the only ones that present in mucocutaneous diseases like pemphigus. Hence, dental clinicians should be aware of common oral mucosal lesions
and their potentially serious life-threatening complications if left untreated. Clinicians also need to coordinate
treatment with appropriate medical professionals.
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FIGURE 6 Six-year follow-up photos after initial diagnosis and treatment with azathioprine and methylprednisolone. 6a View of eyes showing no residual redness. 6b Close-up view of the right eye showing normal
conjunctiva. 6c Close-up view of the left eye showing normal conjunctiva. 6d View of the right hard and soft
palate showing normal soft tissue. 6e View of the left hard and soft palate showing normal soft tissue. 6f View
of the soft palate and uvula showing normal tissue with absence of ulcerations. 6g View of the floor of the
mouth showing normal soft tissue appearance.
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Summary
Why is this case new
information?

 Atypical clinical presentation of pemphigus with eye symptoms
 Shows the danger of misdiagnosis of pemphigus
 Highlights the importance of a thorough history and clinical examination

What are the keys to successful
management of this case?

 Proper diagnosis and referral
 Communication between patient and all healthcare providers
 Proper follow-up

What are the primary limitations
to success in this case?

 Presence of clinical features that masked the differential diagnosis
leading to improper treatment
 Lack of timely referral to appropriate healthcare professionals
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