CASE REPORT

Journal of Research in Dental and Maxillofacial Sciences

DOI: 10.52547 /jrdms.8.4.286

JROMS

Pemphigus Vulgaris in a Patient with Multiple
Sclerosis: A Case Report with 7 Years of Follow Up

Amir Mansour Shirani ! , Maryam Khosravi ! ©® @ , Mahshid Ardestani 2, Fereshteh

Ashtari 3

! Department of Oral Medicine, School
of Dentistry, Isfahan Branch, Islamic
Azad University, Isfahan, Iran

2 Faculty of Dentistry, Isfahan Branch,
Islamic Azad University, Isfahan, Iran
% Neurosurgery Department, Medical
Faculty, Isfahan University of Medical
Sciences, Isfahan, Iran

Abstract

Background and Aim: Pemphigus vulgaris (PV) is a severe
life-threatening autoimmune disease that causes intraepithelial
blisters. PV has been reported in association with some autoimmune
diseases. But only few cases (fewer than 10 reports according to
literature search) have been reported regarding the association of PV
with multiple sclerosis (MS). MS is a life-threatening, inflammatory
demyelinating disease, causing severe disability.

Case Presentation: Our patient was a 40-year-old female
complaining of gingival ulcers. She had MS for the past 10 years.
Biopsy and immunoassay were done and PV was confirmed. The
patient has been followed up for 7 years so far.

Conclusion: It is necessary to pay attention to mild oral ulcers in
MS patients because they may be related to severe blistering
diseases like PV.
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Introduction

Pemphigus vulgaris (PV) is an autoimmune
dermatosis characterized by blistering of the
epidermis and/or mucous membranes. The
affected patients develop autoantibodies
against the desmoglein 1 and/or desmoglein 3
adhesion molecules [1]. It usually occurs
between the 4th and 6th decades of life [2]. The
etiology of PV has a complex polygenic basis,
involving multiple genetic and environmental
factors. Most predisposing factors directly
originate from the environment (e.g., drug
intake, viral infections, physical stimuli, contact
allergens, and diet) [3]. PV may be accompa-
nied by some autoimmune disorders [4].

Multiple sclerosis (MS) is a life-threatening,
inflammatory demyelinating disease, causing
neuronal cell death in the central nervous
system. It affects more than two million people
Worldwide [5,6]. The neurological condition in
MS causes painful motor and sensory
disturbances. Although the etiology of MS is
still unknown, some factors can be named as
risk factors such as geographical location and
environmental factors. Environmental factors
such as vitamin D deficiency, cigarette
smoking, and infectious agents may be
implicated in the development of MS as well.
The progression and symptoms of MS are
unpredictable. MS is usually associated with
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pain such as orofacial pain, trigeminal
neuralgia, myofascial palsy, and neck pain. The
prevalence of migraine is also three times
higher in patients with MS than in the general
population. Many of the medications used for
symptomatic management of MS have the
potential to cause dry mouth and associated
oral diseases [7, 8].

According to the literature, occurrence of
oral PV in MS patients is rare (fewer than 10
reports available in this respect) [9,10]. Herein,
a patient with MS and PV is reported with 7
years of follow up, and a review of the
literature is also performed.

Case Presentation

A 40-year-old female was referred to the
Oral Medicine Department of School of
Dentistry, Isfahan Branch of IAU in 2014 with a
chief complaint of ulcers in anterior labial
gingiva of the mandible from 6 months earlier
(Figure 1). Her medical history revealed that
she had MS from 2004 and was under
treatment by a neurologist. Since 2011,
interferon (IFN) beta 1-b=betaferon (250
mcg/mL subcutaneous injections every other
day) had been started for her and after 2 years
(in 2014) IFN-beta 1-a=Avonex (30 mcg
intramuscular injections weekly) was also
added to her treatment regimen. She also had
iron deficiency anemia. @ Desquamative
gingivitis and ulceration in her anterior
mandibular gingiva were noted but the oral
mucosa was normal in other areas (Figure 1).

e

Figure 1. Desquamative gingivitis

Skin and other mucosa were also normal
Clinically, the lesions were similar to benign
mucous membrane pemphigoid but the
Nikolsky’s sign was positive; thus, PV or
drug-induced pemphigus related to INF-beta
administration was more likely.

Biopsy was done and PV was reported.
Indirect immunoassay was conducted and
antibody against desmoglein III was found.

Since her MS was under control with this
medication and PV was mild, the dug was not
changed by her neurologist and PV was
controlled by administration of 50 mg
prednisolone daily (to be taken in the
morning), 100 mg azathioprine daily bid for 2
weeks and Ca-D supplementation every 3 days
and folic acid supplementation daily [11].
Prednisolone and azathioprine are used as the
gold standard for treatment of pemphigus but
as the signs and symptoms were insignificant
and she was taking an immunosuppressive
drug for MS, the corticosteroid dosage and
durations were modified for the patient
compared with the standard dosage routinely
administered for pemphigus. The prednisolone
dosage was then tapered by 10 mg/week for
2-week periods to reach 20 mg per day and
then azathioprine was used (1 tablet per night)
for 2 weeks. Next, prednisolone was tapered to
5 mg per day and then after 2 weeks
azathioprine was discontinued, and PV was
controlled with 5 mg prednisolone daily for
years [11]. A corticosteroid mouthwash
[a specific mouthwash was prepared by a
pharmacist that included 16 mg
betamethasone (12 amp), nystatin suspension
(100,000 U/mL) (1 suspension), and 240 mL of
milk of magnesia (1 bottle)]. This combination
is presented in reference books but 16 mg
betamethasone was selected for this patient as
instructed by her oral medicine specialist. The
patient was instructed to swish the mouthwash
after each meal for 15 minutes (as instructed
by her oral medicine specialist). As association
of MS and PV is rare, no recommendations
were found regarding the medications of



] Res Dent Maxillofac Sci 2023 ;8(4)

Shirani etal. 288

choice, and this drug combination was selected
by her oral medicine specialist.

At the times of relapse of PV (2016, 2017,
2018 and 2019), the prednisolone dosage was
increased between 15-40 mg per day for 2
weeks and was then tapered to 5 mg per day.
Other oral mucosal sites (buccal mucosa and
palate) were also involved over the years with
small shallow ulcers (Figures 2 and 3).

]

Figure 2. Ulcer on the buccal mucosa

Figure 3. Ulceration of the hard palate

In 2018, the patient developed hand tremor.
Her neurologist suspected possible
corticosteroid-related myopathy; thus,
prednisolone was discontinued, but it had no
effect on the tremor, and PV relapsed. Thus,
prednisolone was started again. Hand tremor
was diagnosed to be related to progression of
MS. Her neurologist discontinued INF-beta, and
dimethyl fumarate (Diphosel) (240 mg
capsules every 12 hours) was prescribed to
control MS. The pemphigus lesions reappeared

occasionally as small ulcers indicating that PV
was not related to INF-beta administration.

In 2020, her neurologist prescribed
rituximab (100 mg/10 mL injections every 6
months) to control MS. As rituximab is also
used to control pemphigus, prednisolone was
discontinued and pemphigus was completely
controlled. It has now been 1.5 years with no
development of a new lesion, and anti-
desmoglein 1 and 3 have been negative. Altera-
tions in the level of anti-desmoglein 3 through
the years are presented in Figure 4.
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Figure 4. Alterations in the level of anti-desmoglein 3

within 7 years

Discussion

PV is an autoimmune disorder. It is
postulated that autoreactive T cells are
involved in induction and maintenance of
auto-antibody production in PV[12,13].
Autoimmune bullous disorders (ABDs)
encompass a number of heterogeneous
conditions linked by the loss of tolerance to
structural proteins of the skin. PV is among
the diseases in the heterogeneous clinical
spectrum of ABDs [14]. ABDs are usually
diagnosed using three criteria: 1) the
overall clinical picture, including patient
history and physical examination, 2)
histopathology, and 3) positive direct
immunofluorescence microscopy [15].

PV may also be associated with other
autoimmune diseases such as systemic
lupus erythematosus, myasthenia gravis,
rheumatoid arthritis, and pernicious anemia
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[16]. PV is a potentially life-threatening skin
disorder that requires early recognition and
prompt treatment 17,18]. The treatment
plans for PV may include application of
pastes, ointments and mouthwashes with
systemic medications [19].

Drug-induced pemphigus is a rare type
of drug eruption. Among  drugs,
thiol-containing drugs cause pemphigus
foliaceus, and non-thiol drugs cause PV [20].
It is reported that INF can cause
autoimmune reactions like PV, but in this
case, after discontinuing it, no effects on the
severity of PV were seen.

In this case, PV oral ulcers were mild and
different from the usual form of PV. It may
be related to intake of immunosuppressive
medications for MS. Treatment for this
patient was different from the routine
treatment recommended for pemphigus in
terms of drug dosage and duration of use. In
the literature review, no similar condition in
terms of severity and treatment modalities
was found.

A previous study reported a 58-year-old
female with MS who developed PV [10]. She
had MS for 27 years and had paraplegia and
bilateral paresis of the high limbs [20]. But
in the present report, MS was controlled
and the patient had mild symptoms.

Other case reports reported associations
between pemphigoid and MS. A review of
case reports and case series showed that
pemphigus and pemphigoid were
associated with autoimmune conditions,

including myasthenia gravis, systemic
lupus erythematosus, vitiligo, alopecia,
polymyositis, and autoimmune

thrombocytopenia. However, some others
demonstrated conflicting results about such
associations [21-28]. Recently, researchers
published the results of a study
that analyzed the association between
pemphigus and 4 neurologic diseases
namely dementia, Parkinson’s disease,
epilepsy, and MS [29]. Another study

reported possible association of pemphigus
and autoimmune diseases such as MS [30].

Conclusion

It is necessary to pay attention to mild oral
ulcers in MS patients because they may be
related to severe blistering diseases like
pemphigus or immunosuppressive drugs used
for treatment of MS and this may cause
misdiagnosis and mistreatment. Rituximab in
the present patient showed good results to
control both MS and PV.
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