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Abstract 
      Pemphigus Vulgaris (PV) is a serious autoimmune disorder in the form of acute or chronic 
blisters on the mucocutaneous surface. The oral mucosa is the initial site of involvement in 50-60% 

of patients. Many known triggers have been associated with PV. This case report aims to describe 

a case of PV with an unusual clinical manifestation with multiple risk factors in elderly patient. A 78-
year-old woman came with a chief complaint of swelling on the lower lip for 3 months proceeded by 
oral ulcers on the lip vermillion. Extraoral examination showed diffuse swelling on the lower lip and 
a a cutaneous lesion on the right side of lower chin. Intraoral examination revealed ulcers and 
erosive lesion on the buccal mucosa. The medical history was rheumatoid arthritis treated with D-
penicillamine for 6 months. Working diagnosis of pemphigus vulgaris, acute pseudomembranous 
candidiasis, and angioedema were made. Several laboratory tests were performed. The anti-HSV-1 
IgG test showed reactive. A tongue smear showed Gram-positive and -negative, and yeast. CBCT 
3D examination showed inflammatory lesions, with the differential diagnosis includes malignant 
lesions, chronic osteomyelitis. Histopathological examination showed suprabasal acantholysis. A 
definitive diagnosis of PV was established. The patient was treated with acyclovir, corticosteroid, 
nystatin, chlorhexidine gluconate and multivitamin. Unusual clinical presentations challenging the 
early clinical diagnosis of PV in elderly patient with multiple risk factors. Hence, the appropriate 
laboratory test related to the risk factors is mandatory to provide the patient the adequate treatment. 
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 Introduction 
 

 Pemphigus vulgaris (PV) is an 
autoimmune disease in which IgG antibodies 
target desmosomal proteins to produce blisters 
on the skin and mucosa. Desmoglein (Dsg) 3 is 
the main antigen but 50-60% of patients have 
additional antibodies to Dsg1, which is the 
antigen that plays a role in pemphigus foliaceus.1 
There are 6 main types of pemphigus vulgaris 
and their classification is based on the 
anatomical features of the lesion and the target 
antigen that is involved. recognized by 
autoantibodies. Specifically, the antigen that 
plays a role in the oral mucosa is desmoglein 

(Dsg) 3 and is associated with IgG antibodies.1,2. 
The antigens that play a role are BP180, BP230, 
laminin 332, α6β4 integrin and IgG and IgA 
antigens.3 

The incidence of PV is 0.076 for five 
cases per 100,000 population per year, and 
adults between 40 and 60 years are more 
frequently affected, but with other classifications 
associated with paraneoplastics over 70 years of 
age.4 The prognostic factor is age, time between 
symptom onset. and initiation of treatment, extent 
of lesion and dose of corticosteroid needed to 
control disease. 4,5 

Different etiological factors are 
considered for the pathogenesis of PV, namely 
genetic and environmental factors including virus 
infection.  Some HLA facilitates this pathogenesis 
and is associated with secretion of inflammatory 
molecules towards keratinocytes after exposure 
to antibodies supported by the ST18 promoter 
tumor necrosis factor (TNF), IL-1α and IL-6.6 7 
Comorbidities that trigger PV are thyroid disease, 
type 1 diabetes mellitus, cardiovascular disease 
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and Rheumatoid arthritis (RA).8,9  
Rheumatoid arthritis (RA) is a long-term 

disorder that causes inflammation of the joints 
and can affect other organs. RA is an 
autoimmune disease whose cause is still 
unknown. The oral mucosal lesions and 
periodontal diseases are frequent in patients with 
RA.10,11 Treatment of RA is known to cause 
pemphigus in the oral cavity.10,12 There are 
several associations besides RA drug induction 
that can also be attributed to the role of HLA in 
the initiation of  PV as well as a role in 
osteoclastogenesis related to RA.13 Because 
they are both autoimmune categories, a multi-
autoimmune syndrome (MAS) condition can 
occur which increases susceptibility to 
autoimmune diseases. The susceptibility of 
women is higher than men and in the age range 
of 15 - 50 years.9,14 The emergence of 
pemphigus vulgaris in patients with systemic 
rheumatoid arthritis disorders, arises as a result 
of therapy for rheumatoid arthritis disorders such 
as D-penicillamine.10 PV in patients with 
rheumatoid arthritis due to drugs can induce 
acantholysis.8 
 It is well known that viral infection can 
also trigger a recurrence of PV. Herpes simplex 
virus-1 (HSV-1) infection is often associated with 
the PV condition. Theoretically, the causative 
factor is believed that infection can cause 
autoimmunity through several pathways such as 
activation of antigen-presenting cells (APC) and 
activations of toll-like receptors (TLR).15 
   

Case Report 
 

 A 78-year-old woman was referred from 
the private hospital with a chief complaint of 
painful swelling on the lower lip for 3 months 
proceeded by oral ulcers on the lip vermillion 
causing difficulty in eating, speaking and 
swallowing. She had a medical history of 
rheumatoid arthritis for five years and routinely 
taking RA-related drugs. Extraoral examination 
revealed a diffuse swelling on the lower lip, 
desquamation surrounded by erythematous 
lesions with a yellowish crust, and saliva was 
drooling out. In addition, there were a cutaneous 
lesion on the right side of lower chin. (Figure 1-A, 
-H). The nasogastric tube (NGT) was inserted 
due to a limited mouth opening. On the intra oral 
examination, we found a white plaque on the 
dorsal surface of the tongue that can be scraped 

off leaving behind erythematous area, and 
erosive lesions on the lateral border of the 
tongue (Figures 1-B, -C, -D). There were also 
erosive lesions on the right and left buccal 
mucosa (Figure 1-E and -F). On the hard palate, 
white plaque can be scraped off by leaving an 
erythematous area was also found (Figure 1-G).  

Based on history taking and clinical 
examination, a working diagnosis of pemphigus 
vulgaris, acute pseudomembranous candidiasis 
and suspect angioedema. Differential diagnosis 
includes herpes labialis and osteomyelitis. We 
performed several laboratory examinations 
related to the risk factors to support the definitive 
diagnosis, including the mucosa smear, anti 
HSV-1 IgG, cone beam computed tomography 
(CBCT), and histopathological examination. The 
patient was referred to the Dermatologist for the 
treatment of the skin lesions. Treatment 
consisted of the administering of NaCl 0.9 % 
compressed to the lesions on the lip, 
chlorhexidine digluconate mouthwash 0.12%, 
nystatin oral suspension, oral acyclovir 400 mg 3 
times daily, vitamin B12 and folic acid for a week.  
The patient was also instructed to clean his teeth 
with a gauze moistened with NaCl 0.9% at least 
three times a day. 

 

 
Figure 1. The clinical features of the first visit. A. 
Oedema, desquamation surrounded by 
erythematous lesions with a yellowish crust, and 
drooling; B, C, & D. A white plaque on the dorsal 
surface of the tongue that can be scraped off 
leaving behind the erythematous area, and 
erosive lesions on the lateral border of the 
tongue; E & F. Erosive lesions on the right and 
left buccal mucosa; G. A white plaque can be 
scraped off by leaving an erythematous area on 
the hard palate; H. A diffuse swelling on the 
lower lip, desquamation surrounded by 
erythematous lesions with a yellowish crust; H. A 
cutaneous lesion on the right side of the lower 
chin. 
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The patient was closely followed 

up every week. On the second visit, we found 
that IgG HSV-1 test was reactive (> 200 U/ml). A 
tongue smear showed Gram-positive and -
negative, and yeast. The CBCT 3D showed a 
soft tissue mass on the anterior labial mucosa of 
the mandible, accompanied by an appearance 
resembling multiple radiolucent osteolytic lesions 
with partially ill-defined margins anteriorly and 
extending to the left & right mandibular bodies 
(past the symphysis). This interpretation of CBCT 
concluded inflammatory lesions. Differential 
diagnosis includes malignant lesions, chronic 
osteomyelitis (Figures 2). Histopathological 
examination showed suprabasal acantholysis 
(Figures 3). A definitive diagnosis of PV was 
established. The treatment given from the 
Dermatologist include methylprednisolone 16 mg 
at a dose of 2x2 per day, betamethasone 
dipropionate 0.05% and gentamicin sulphate 
0,1% cream, and cetirizine 2x1 per day. 
After 8 weeks followed up, the lesions showed a 
significant improvement. The NGT was removed 
and patient could consume soft foods orally. The 
treatment was continued. Systemic corticosteroid 
has been tapering-off, combined with topical 
corticosteroid for the lesions on the buccal 
mucosa, chlorhexidine digluconate and 
hyaluronic acid mouthwash were used alternately 
every 2 weeks to have anti-inflammatory action, 
bacteriostatic effect and antioxidant properties. 
Six weeks later, the PV lesions were almost 
completely healed (Figure 4). The patient has no 
complaint of difficult to swallow and eating again. 
She is still under observation without any sign of 
relapse. 
 

 
Figure 2. Cone beam computed tomography 
(CBCT) interpretation. A. Sagittal view showed 
resembling multiple radiolucent osteolytic lesions, 
partly well-defined and partly ill-defined on the 
left and right mandibular bodies; B. The anterior 
alveolar bone of the mandible appears 
asymmetrical (left side of the anterior mandible is 
thinner than the right) but cortical remains intact, 

possibly due to a mass on the labial side. 

 
Figure 3. Histopathological features of the 
specimen show the suprabasal acantholysis. (A) 
20x magnification, (B) 200x magnification. 
 

 
Figure 4. The improvement of the oral mucosa 
and skin lesions at the last visit. 
 

Results and Discussion 
 

 The swelling of the lips is a rare clinical 
feature of pemphigus vulgaris. Therefore, we 
performed several laboratory examinations to 
identify the risk factors and to establish the 
definitive diagnosis. We have identified some risk 
factors that related to PV in this case. The 
previous studies and reports have been 
suggested that rheumatoid arthritis (RA) and 
HSV-1 infection are the common risk factors of 
PV as seen in this case. The RA patient had a 
history of RA for 5 years but did not routinely take 
penicillamine. She started taking RA drugs 
routinely 6 months ago before the lesions 
appeared in her oral cavity. Hence, it was 
suggested that the effect of drugs associated 
with the PV incidence in this case. 

Rheumatoid arthritis is a systemic 
autoimmune disease characterized by chronic 
joint inflammation and pain. The cause of RA is 
still unclear, but RA is thought to be triggered by 
a combination of genetic and environmental 
factors that cause mucosal surface damage. 
Even though the pathogenesis of RA remains 
unclear, the previous study hypothesized that T 
cells and B cells produce antibodies to protect 
from infection or diseases that abnormally attack 
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healthy cells which later causing swelling, 
tenderness, and restricted joint movements.16,17 
RA has known a very close relationship with the 
condition of the oral mucosa and the 
periodontium tissue.17,18 Three factors are that 
are related to the negligence of PV in the oral 
cavity, they are the effect of long-term RA drug 
consumption, HLA gene equations and 
Autoimmune Multi Syndrome condition.13,18,19 
HLA and Autoimmune Multi Syndrome 
conditions, HLA DRB1 in PV patients has been 
shown to also be present in RA, this is related to 
the role of T cells that carry the HLA DRB1 
antibody.17,20  

The association of HSV-1 and PV is related 
to infectious or environmental factors, and latent 
conditions that already exist in the mucosa and 
are supported by antigens and antibodies.21 HSV 
antibodies can be detected, although many 
cases describe the relationship between HSV 
infection and PV, this has not been studied in 
more depth.21,22 The association of HLA DRB1 in 
patients with PV has a genetic link to HSV 
infection and has no association with systemic 
disease.22  A good immune condition will 
suppress the activation of HSV in PV patients. 
The role of immunosuppressive agents causes 
susceptibility to HSV reactivation.15,22 HSV may 
act as a trigger or exacerbate the development of 
oral PV since laboratory studies have shown anti-
HSV-1 IgG is reactive. IgG measurement can be 
a diagnostic tool. Clinically, it may be difficult to 
identify HSV-1 in oral PV patients. Concomitant 
HSV infection in PV lesions needs to be 
confirmed by laboratory tests. For this reason, 
the patient was treated with oral acyclovir 400 mg 
3x1 daily after anti HSV-1 IgG test revealed 
reactive. The diagnosis of HSV-1 infection 
usually is based on the patient’s medical history. 
However, laboratory confirmation may be 
required when the clinical features are atypical or 
when patients are immunocompromised.23 
 
 Conclusions 
  
 Unusual clinical presentations of swelling 
on the lips challenging the early clinical diagnosis 
of PV in elderly patient with multiple risk factors. 
Identification of risk factors of PV play an 
important role in establishing the definitive 
diagnosis and a strategy for the treatment. Hence, 
the appropriate laboratory test related to the risk 
factors is mandatory to provide the patient the 

adequate treatment. 
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