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ABSTRACT

Pemphigus vulgaris is a common autoimmune blistering disease affecting the oral mucosa and skin, in which oral
mucosa is the initial site of presentation. Assessment of etiological factors, oral lesions along with cutaneous
manifestations is hence vital for early diagnosis and treatment. In this article, a case of pemphigus vulgaris
affecting both the oral cavity and skin is reported. A detailed review of the treatment modalities of pemphigus
vulgaris and management of recalcitrant lesions is described in this article.
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INTRODUCTION

Pemphigus refers to a group of autoimmune,
mucocutaneous blistering diseases, in which keratinocyte
antigens are the target of the autoantibodies, leading to
acantholysis and blister formation.>? There are about
0.5 to 3.2 cases per 100,000 population reported each
year, with the highest incidence between the 5th and 6th
decade of life with a clear female prediliction."!

The major variants of pemphigus are pemphigus
vulgaris, pemphigus vegetans, pemphigus foliaceus,
pemphigus erythematosus, paraneoplastic pemphigus
(PNP) and drug related pemphigus.) Among these,
pemphigus vulgaris is the most common form,
accounting for more than 80% of cases.!® In majority of
patients, painful mucous membrane erosions are the
presenting sign and may be the only sign for an average
of 5 months before skin lesions develop.™

A case report of pemphigus vulgaris affecting both oral
cavity and skin along with a brief review of literature is
reported here.

CASE REPORT

A 44-year-old female patient reported with the chief
complaint of ulcers in the mouth and difficulty in
chewing and swallowing since the past 5 months.

She started experiencing pain in the oral cavity 5 months
ago after which she noticed the ulcers. The ulcers bled on
brushing, with increased salivation in the morning. She
also noticed a few skin lesions at this time. On having
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some ayurvedic medicine one month back, her condition
worsened with appearance of genital lesions.

The patient reported to be under extreme stress since past
6 months due to her husband passing away and son being
terminally ill. She was taking counselling sessions for
stress and depression.

There was presence of a single blister on the left hand,
one ulcerative lesion on chest and left shoulder, (Figure
1) five ulcerative lesions on areola of right breast and on
areola of left breast. Ulcers on the breast and the left
shoulder had well defined borders with erythematous
base. The cutaneous lesions were tender on palpation and
the blister was flaccid. Nikolsky’s sign was negative.
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Figure 1: Picture showing flaccid blister on left hand and ulcer on the chest and shoulder.

On intraoral examination, there was presence of
ulcerations and erosions on both buccal mucosae,
extending from the commissural area to retromolar
trigone including the posterior palatal area. (Figure 2
and 3) The tongue was coated and had presence of
discrete ulcerations covered with pseudomembranous

slough on the left and right lateral borders. (Figure 3)
Lower labial mucosa had an erosive lesion with slight
blood tinge. On the upper left labial mucosa, there was
presence of a healing ulcer with an erythematous
periphery. (Figure 2).

Figure 2: Ulcerative lesions with overlying pseudo membrane and tissue tags on the right and left buccal
mucosae and lower labial mucosa and presence a healing ulcer with encrustation on upper labial mucosa.
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Figue 3: Ulcerative lesions with tissue tags and pseudomembranous slough on right and left lateral borders of

tongue and erythema with posterior palate.

The lesions on buccal mucosae, labial mucosa and
tongue were covered by whitish pseudo membrane with
tissue tags and surrounded by erythematous periphery.
There was bleeding from these lesions on even the
slightest manipulation. Considering the oral and dermal
manifestations, the condition was provisionally
diagnosed as a muco-cutaneous blistering disease.

Due to the chronicity of the lesion, the gender of the
patient, presence of thin flaccid easily rupturing blisters
with tissue tags a differential diagnosis of Pemphigus
Vulgaris was given. Since Nikolsky’s sign was negative
for cutaneous lesions and the patient being of middle
age, bullous pemphigoid was considered as the second
differential diagnosis.

The patient was adviced complete blood count, a
desmoglin 3 autoantibody test to confirm pemphigus
vulgaris and a thiopurine methyl transferase enzyme
activity test (TPMT) for formulation of treatment
protocol. Desmoglin 3 autoantibody test gave positive
result with observed value above 200 which confirmed
pemphigus vulgaris. TPMT levels and CBC values were

within the normal range, except WBC count which was
raised to 15,500 cells per cubic mm.

She was prescribed 10 mg tablet of Wyosolone to be
taken four times a day for one week, and the dosage was
tapered by reducing one tablet in each of the successive
weeks for a total of 4 weeks. The patient was also
prescribed an ointment formulation, which was a
combination of Clotrimazole (antifungal), Neomycin
(antibiotic) and Beclomethasone (steroid) 5mg for oral
lesions three times daily along with supplementation of
Vitamin D3 60,000 IU once a week. She was followed
up every week for 4 weeks. The patient was adviced
meditation and exercises to reduce stress.

At the end of 4 weeks, 80% of her lesions had resolved.
(Figure 4) As the TPMT levels were within normal
range. Tablet Azathioprine (immunosuppressant) was
prescribed, with a dose of 50 mg for a day to start with to
assess for idiosyncratic reactions or any side effects. The
dosage was increased to 100 mg once a day per week for
four weeks, as no adverse reactions were reported. At the
end of 3 months there was complete resolution of the
lesions and her quality of life improved significantly.

e

Figure 4: Healed Ieéio
and hand with presence of scar on hand.

ns can be appreciated with right, left buccal mucosa, tongue, upper, lower labial mucosa
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DISCUSSION

The worldwide prevalence of pemphigus wvulgaris is
about 0.1 to 0.5% per million population per year.®® The
incidence of pemphigus, however, varies as per the
geographic area and ethnic population. Literature reports
suggest that the incidence of pemphigus vulgaris ranges
from 0.76 to 16 per million population per year in
Europe.[g] In India, the prevalence of pemphigus vulgaris
is lesser than the rest of the world and is in the range of
0.09% to 1.8%.

The classical lesion of pemphigus is a thin-walled bulla
arising on otherwise normal skin or mucosa, which
rapidly breaks and continues to extend peripherally,
eventually leaving large denuded areas. This disease also
exhibits positive “Nikolsky's sign” — the ability to induce
peripheral extension of a blister and/or removal of
epidermis as a consequence of applying tangential
pressure with a finger or thumb to the affected skin, peri-
lesional skin, or normal skin in patients affected with
pemphigus.!™ In this case, inspite of Nikolsky’s sign
being negative for the skin lesions, desmoglin 3 test was
positive. This suggests that the condition was not bullous
pemphigoid wherein Nikolsky’s sign is commonly
negative. Hence there is a possibility for presence of
hybrid lesions within pemphigus vulgaris cases which
needs to be further investigated.

A detailed history is essential in distinguishing the
lesions of pemphigus from those caused by acute viral
infections such as herpes and EM (Erythema
Multiforme). This is because a similar clinical picture
can be seen in undiagnosed and/or untreated
immunocomprised patients, suffering from RHS
(Recurrent Herpes Simplex) infections in the form of
atypical ulcers which lasts several weeks or months.
Moreover, cytological presence of Tzanck cells may
complicate the diagnosis.? Our patient did not give any
positive history of compromised immunity like acquired
immune deficiency syndrome or chemotherapy, organ
transplant. Hence, RHS infection and EM were ruled out.

An early diagnosis is vital to patient management, when
lower doses rendered for shorter periods can effectively
control the disease. The treatment is administered in two
phases: a loading phase, to induce disease remission, and
a maintenance phase, which is further divided into
consolidation and treatment tapering to improve quality
of life."?

In cases of extensive oral lesions or involvement of other
mucosa and skin, systemic corticosteroid therapy is
initiated immediately. An initial dose of prednisone 0.5-2
mg/kg is recommended.™! Our patient was prescribed a
dosage of 10 mg tablet Prednisolone, four times a day for
one week, which was tapered by reducing 1 tablet in
each successive week for a total of 4 weeks.

The patient was also prescribed an ointment formulation
of Clotrimazole (antifungal), Neomycin (antibiotic) with
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Beclomethasone (steroid) 5mg for local application on
the oral lesions 3 times daily along with Vitamin D3
supplementation of 60,000 IU (international units) once a
week.

Depending on the response to medication, the dosage
was gradually decreased to the minimum therapeutic
dose, once daily in the morning to minimize side effects.
Adjuvants such as Azathioprine or Cyclophosphamide
are added to the regimen to reduce the complications of
long-term corticosteroid therapy.™*®!

Azathioprine which was prescribed to our patient, is one
of the main adjuvants used in PV (Pemphigus
Vulgaris).>® It is considered as a first-line adjuvant
immunosuppressant  according to the (European
Dermatology Forum) EDF guidelines. The dosage varies
between 1 and 3 mg/kg/day, based on the activity of the
thiopurine methyltransferase (TPMT) enzyme, involved
in the metabolism of the drug. When TPMT levels are
high, normal doses of azathioprine (up to 2.5 mg/kg/d)
are administered, while adults with PV and intermediate
or low TPMT levels should receive a maintenance dose
(up to 0.5-1.5 mg/kg/d). Azathioprine should not be used
in patients with no TPMT activity. A dose of 50 mg/d
could initially be administered, and if no idiosyncratic
reactions occur, it can be increased after a week. In case
of any idiosyncratic reactions, it should be
discontinued.’"*1 The primary benefit of adjuvant
azathioprine is its steroid-sparing effect.[*>*%]

Azathioprine has been reported to require a lower
cumulative corticosteroid (CS) dose for remission, with
some investigators reporting superior steroid-sparing
effect when compared to MMF (Mycophenolate mofetil)
and cyclophosphamide.™2?? When compared to steroid
monotherapy, adverse events are significantly reduced
with adjuvant azathioprine treatment without any
compromise in the rate of clinical remission.*>?"!

As the TPMT levels were within normal range in the
case reported here, Tablet Azathioprine
(immunosuppressant) was prescribed to our patient, with
an initial dose of 50mg once a week, as precautionary
dose to assess for any idiosyncratic reaction. The dosage
was increased to 100mg once a week for 4 weeks as no
adverse reactions were reported. At the end of 3 months,
there was complete resolution of lesions giving a much
better quality of life for the patient.

A relapse is said to occur when there is appearance of >3
new lesions/month that do not heal spontaneously within
1 week, or by the extension of established lesions, in a
patient who has achieved control of disease activity.!™™! In
an event of relapse, a Rituximab therapy was planned for
the patient.

Rituximab is an anti-CD20 monoclonal humanized

antibody, with the potential to reduce desmoglein
autoantibodies and selectively deplete B cells.? 22
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Rituximab is indicated in patients who remain dependent
on more than 10 mg prednisolone combined with an
immunosuppressive adjuvant according to the EDF.
Administration schedule in literature is either 1,000 mg
IV every 2 weeks or 375 mg/m?every week.”**1 The
same dosage can be administered again in case of clinical
relapses. A meta-analysis on treatment with rituximab in
severe pemphigus showed remission in approximately
95% of the total patients.”™ Prophylactic infusion after
complete remission does not seem to provide any
additional benefit.” Rituximab does not eliminate the
need for steroids or immunosuppressive agents, and most
patients in published studies did use such therapy along
with rituximab.?!

Before the advent of corticosteroid therapy, pemphigus
was fatal, with a mortality rate of up to 75% in the first
year. It is still a serious disorder, but the existing 5% to
10% mortality rate is primarily due to the side effects of
therapy.’?®! Morbidity and mortality due to the chronic
and fatal course of this condition can be reduced with
early diagnosis and prompt treatment leading to complete
resolution as reported in the present case.
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