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Background. Pemphigus vulgaris (PV) is a rare, life-threatening autoimmune disease and varies in its clinical profile and 
epidemiology in different regions of the world.
Objectives. This study aimed to evaluate the demographic and clinical characteristics of oral PV patients in the lower north and north-
east of Thailand.
Material and methods. A retrospective study of PV patients who visited the Oral Medicine Clinic, Dental Hospital, Naresuan University 
and Khon Kaen University during the 2010–2020 period.
Results. 21 oral PV patients were included. Among these, 16 (76.2%) were female, and 5 (23.8%) were male, with a female to male ratio 
of 3.2:1. The mean age of the patients was 47.7 ± 14.2 (range 25 to 74) years. 8 patients (38.1%) had a history of systemic diseases, and 
hypertension was predominant. The mean duration of the disease was 6 ± 3.42 (range 1 to 12) months. The most common complaint 
at presentation was oral ulceration with a burning sensation. The most affected sites were the buccal mucosa and gingiva (80.9%). 
Extraoral involvement was found in 14 patients (66.7%). Patients who had oral lesions before skin lesions found the mean duration 
was 4.63 ± 5.13 (range 1 to 16) months. Most of the patients (61.9%) were prescribed a combination of topical and systemic steroids.
Conclusions. The present study illustrates the demographics and clinical characteristics of oral PV in Thai patients. Early diagnosis and 
timely treatment are critical for the patients. Since oral mucosa is often the first site of PV involvement, healthcare professionals must 
recognize the disease’s clinical characteristics and manage PV patients appropriately.
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Background 
Pemphigus is a  rare and chronic vesiculobullous autoim-

mune disease characterized by intraepithelial bullae and ero-
sion of the skin and mucosa. Pemphigus vulgaris (PV) is the 
most frequent and most severe form of pemphigus [1]. It is life-
threatening if untreated, occurring globally, typically between 
the fourth to sixth decades of life [1]. The incidences of PV vary 
between 0.1–0.5 cases per 100,000 population per year [2]. 
Previous reports showed that PV occurs in males to females, 
ranging from 1:1 to 1:5 [3, 4].

The oral mucosa is the first site of involvement in 50–70% 
of cases and occurs in 90% of patients during the disease [1, 3]. 
Any part of the oral cavity can be affected, and the most com-
mon locations are friction zones such as the buccal mucosa, gin-
giva, tongue, palate and lower lip [5]. It usually begins with blis-
ters and painful erosions on the oral mucosa, followed by other 
mucous membranes and flaccid blisters on the skin [1, 2]. The 
lesions are multiple and present in different sizes and irregular 
shapes. The gingival lesion presents as desquamative gingivitis. 
The lesions may involve the vermilion border of the lips, form-
ing hemorrhagic crusting [1, 5]. Oral lesions lead to problematic 
eating, impairing one’s general and nutritional status. Oral in-
volvement may persist for several months before progressing 
to the skin or other mucous membranes [3, 6]. Oral lesions may 
also be the only manifestation of the disease [1]. 

Early diagnosis and timely treatment are demanding for PV 
patients. Therefore, education to improve healthcare profes-
sionals’ awareness and knowledge of the clinical oral presen-
tation of PV is necessary. Pemphigus vulgaris is a  worldwide 
disease and varies in its clinical profile and epidemiology in dif-
ferent regions of the world. It is rare, and little epidemiological 
data is available. 

Objectives

This study aimed to evaluate the demographic and clinical 
characteristics of oral PV patients in the lower north and north-
east of Thailand.

Material and methods

The present study was approved by the Naresuan Univer-
sity Institutional Review Board (NU-IRB-COA No. 402/2020) and 
the Khon Kaen University Ethics Committee in Human Research 
(HE632269). The retrospective study included 21 PV patients 
who visited the Oral Medicine Clinic, Dental Hospital, Naresuan 
University and Khon Kaen University during the 2010–2020 pe-
riod. The diagnosis of patients with PV was clinically and his-
topathologically and/or direct immunofluorescent confirmed. 
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In addition, patient information regarding age, gender, medical 
conditions and current medications, chief symptoms, duration 
of the diseases, distribution of oral and extraoral lesions, diag-
nostic methods, treatments, hospitalizations and oral habits re-
garding tobacco and alcohol consumption were evaluated. The 
data was analyzed to basic variation statistical values using SPSS 
(version 17.0; SPSS Inc., Chicago, IL, USA).

Results

Table 1 shows the clinical profile of oral PV patients. 21 PV 
patients were included. Among these, 16 (76.2%) were female, 
and 5 (23.8%) were male, with a female to male ratio of 3.2:1. 
The mean age of the patients was 47.7 ± 14.2 (range 25 to 74) 
years old. 8 patients (38.1%) had a history of systemic diseases. 
Among these, the most common systemic diseases, in descend-
ing order (number, %), were hypertension (4, 19%), diabetes 

mellitus (2, 9.5%), gastritis and peptic ulcer (2, 9.5%), dyslipid-
emia (1, 4.8%), ischemic heart disease (1, 4.8%) and hepatitis B 
(1, 4.8%). Most patients were non-smokers and non-drinkers (20, 
95.2%), with only one male patient being a smoker and drinker.

The most common complaint at presentation was oral ulcer-
ation with a burning sensation. The mean duration of this symp-
tom was 6 ± 3.42 (range 1 to 12) months. The most affected sites 
were the buccal mucosa (81%) and gingiva (81%), followed by 
lip and labial mucosa (47.6%), palatal mucosa (33.3%), tongue 
(33.3%) and floor of mouth (19.1%) (Figure 1). Nikolsky’s sign on 
gingival mucosa was positive in 19 patients (90.5%). Extraoral 
involvement was found in 14 patients (66.7%) (Figure 2). Pa-
tients who had oral lesions before skin lesions found the mean 
duration was 4.63 ± 5.13 (range 1 to 16) months. The diagnostic 
methods were biopsy for histopathological examination with/ 
without direct immunofluorescence in all patients, and direct 
immunofluorescence was conducted in 52.4% of patients.

Table 1. Clinical profile of oral pemphigus vulgaris patients
Demographics and characteristics Female (%)

16 (76.2)
Male (%)
5 (23.8)

Total (%)
21 (100)

Age (years) 20–30 3 (14.3) 0 (0.0) 3 (14.3)
31–40 3 (14.3) 0 (0.0) 3 (14.3)
41–50 5 (23.8) 1 (4.8) 6 (28.6)
51–60 2 (9.5) 2 (9.5) 4 (19.0)
61–70 3 (14.3) 1 (4.8) 4 (19.0)
71–80 0 (0.0) 1 (4.8) 1 (4.8)

Systemic diseases no 10 (47.6) 3 (14.3) 13 (61.9)
yes 6 (28.6) 2 (9.5) 8 (38.1)

Oral habits smoking 0 (0.0) 1 (4.8) 1 (4.8)
drinking 0 (0.0) 1 (4.8) 1 (4.8)

Duration (months) 1–6 10 (47.6) 4 (19.0) 14 (66.7)
7–12 6 (28.6) 1 (4.8) 7 (33.3)

Site of involvement labial mucosa and lips 7 (33.3) 3 (14.3) 10 (47.6)
buccal mucosa 14 (66.7) 3 (14.3) 17 (81.0)
gingiva 15 (71.5) 2 (9.5) 17 (81.0)
palatal mucosa 5 (23.8) 2 (9.5) 7 (33.3)
floor of mouth 4 (19.0) 0 (0.0) 4 (19.0)
tongue 7 (33.3) 0 (0.0) 7 (33.3)
extraoral 9 (42.9) 5 (23.8) 14 (66.7)

Diagnostic methods biopsy 16 (76.2) 5 (23.8) 21 (100)
direct immunofluorescent 8 (38.1) 3 (14.3) 11 (52.4)

Steroid treatment topical 6 (28.6) 4 (19.0) 10 (47.6)
systemic 2 (9.5) 0 (0.0) 2 (9.5)
combination 8 (38.1) 1 (4.8) 9 (42.9)

Figure 1. Oral lesions of pemphigus vulgaris on the 
buccal and palatal mucosa (A), gingiva (B) and lips 
(C)
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10 patients (47.6%) were treated with topical steroids, such 
as 0.1% fluocinolone acetonide in orabase, 0.1% triamcinolone 
acetonide in orabase and dexamethasone mouthwash. In con-
trast, 2 patients (9.5%) were treated with systemic steroids, 
such as prednisolone and dexamethasone. 9 patients (42.9%) 
were prescribed a combination of topical and systemic steroids. 
2 patients (9.5%) were hospitalized due to the diseases.

Discussion

Epidemiological and clinical data on oral PV is still limited 
and varies in different regions of the world. The present study 
illustrates the demographic and clinical characteristics of oral 
PV in Thai patients. Pemphigus vulgaris may occur at any age, 
and disease onset usually occurs between 40 and 60 years of 
age [1]. This study found that the mean age of PV patients was 
47.7 (range 25 to 74) years, consistent with Korea’s research, 
which showed a mean age of 47 years [7]. Previous studies from 
Thailand showed that PV patients’ mean age was 37.7 years [8] 
and 45.4 years [9]. A  report from China found that the mean 
age was 44.2 years [10]. Whereas reports in Turkey, Israel and 
Poland indicated the mean age was 51.7 years [11], 52.9 years 
[12] and 54.7 years [13], respectively. However, the study re-
ported that an increased frequency in the elderly and children 
was observed [1]. 

Pemphigus vulgaris has been reported more frequently in 
females, with a  difference in the female-male ratio [4]. This 
study showed that the female-male ratio was 3.2:1. The report 
from Poland showed a female-male ratio of 4.5:1 [13]. Previous 
reports from Thailand showed the female-male ratio was 2:1 [8] 
and 2.4:1 [9]. Moreover, Turkey and Romania’s female-male ra-
tio was 1.2:1 [11] and 1.3:1 [14], respectively. 

In several autoimmune diseases, genes encoded on the X 
chromosome can influence estrogen, which preferentially stim-
ulates Th cells to secrete Th2 cytokines [15]. This sex-specific 
environmental factor may contribute to the female predomi-
nance of autoimmune diseases [16]. A previous study suggested 
that gender influences disease presentation in PV, supporting 
genetic and hormonal factors in immune dysregulation and per-
petuating the autoimmune phenotype [17].

The progression of PV typically begins with painful oral ul-
ceration. These lesions are persistent, and many patients will 
develop extraoral or skin lesions over the following weeks or 

months [3, 6]. In this study, the most common complaints were 
oral ulceration, a burning sensation and oral bleeding, of which 
the range of duration of symptoms was 1 to 12 months (mean: 
6 ± 3.42 months). Another study showed that the duration of 
symptoms was 2 days to 15 months (mean: 105 days) [18]. Ac-
cording to the oral involvement, this study found that the buc-
cal mucosa and gingiva were the most common sites of lesions, 
followed by the lips and labial mucosa, palatal mucosa, tongue 
and floor of mouth, which was consistent with previous studies 
[8, 18]. Nikolsky’s sign is a common finding during examination 
in PV [1, 19]. However, this sign is not always 100% reliable for 
diagnosing PV, but it is suggestive if present [3]. Most of our 
patients had positive Nikolsky’s sign of 90.5% on the gingival 
mucosa, only 1 patient had a negative result, and 1 patient did 
not have a test result.

66.7% of our patients had skin lesions on the face, scalp, 
chest and back for extraoral involvement. Other studies from 
Thailand reported the extraoral involvement in PV patients was 
21.4% [9] and 22.2% [8]. Reports from Japan and Turkey found 
that skin lesions on PV patients amounted to 45.5% [18] and 
76.2% [11], respectively. The skin involvement of PV might be 
localized or generalized [3]. Typical distribution of skin lesions is 
on the upper torso in a shawl-like distribution, heavy on the up-
per central chest and back in a V shape [6]. The intraepidermal 
blisters of PV are flaccid, frequently rupturing to leave raw ero-
sions covered with crusting. The face, scalp and pressure points 
can also be involved [3, 6]. Other rare extraoral involvements 
include nail dystrophy, paronychia and subungual hematomas 
[1, 3]. Pemphigus is commonly linked to autoantibodies against 
desmoglein-1 and desmoglein-3. The scalp is a particular loca-
tion for pemphigus, as hair follicles have localized as hair fol-
licles have localized abundance desmogleins. Scalp involvement 
was observed in up to 60% of pemphigus patients, and the le-
sions may occasionally lead to alopecia [1, 20]. A previous study 
suggested that anti-desmoglein-1 autoantibody titers seem to 
be more useful in showing the extent of the disease and pem-
phigus activity with mucocutaneous lesions. In contrast, anti-
desmoglein-3 autoantibody titers can be used for diagnostic 
purposes [21]. 

Drugs and various conditions have been reported as trigger 
factors of pemphigus [4, 5, 22]. Drugs, such as thiol drugs, phe-
nol drugs and others, are the most common cause of pemphi-
gus [5, 22]. Infections, cancer and autoimmune diseases, includ-
ing Graves’s disease and Hashimoto’s thyroiditis, myasthenia 

Figure 2. Skin lesions of pemphigus vulgaris on the nose (A), scalp (B) and shoulder (C)
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gravis, Sjögren’s syndrome and rheumatoid arthritis, may trig-
ger pemphigus initiation in susceptible individuals or be exacer-
bated in the affected patient [5, 22]. According to the medical 
history, 38.1% of our patients had systemic diseases, including 
hypertension, diabetes mellitus, gastritis and peptic ulcers, dys-
lipidemia, ischemic heart disease and hepatitis B. The history of 
current medications was also used in our patients, comprising 
amlodipine, losartan, atenolol, hydrochlorothiazide, metformin, 
acarbose, omeprazole, simvastatin, aspirin, clopidogrel and ni-
troglycerin. A previous report indicated that PV incidence was 
increased in individuals with hypertension, diabetes mellitus 
and dyslipidemia [7]. On the other hand, previous reports sug-
gested that smoking can have a  protective effect on patients 
with pemphigus [5, 22, 23]. In this study, most of the patients 
were non-smokers and non-drinkers. 

The guidelines recommend considering two stages in the 
management of PV: induction of remission and remission main-
tenance. In the first stage, corticosteroids are used as treat-
ment. The remission maintenance phase encompasses gradual 
dose reduction to achieve effective disease control. The goal of 
PV treatment is to preserve the remission as long as possible [1, 
24]. The first-line treatment of moderate and severe PV cases is 
systemic corticosteroid therapy [1, 2, 4, 6]. For oral lesions, topi-
cal steroids may be effective and safe [3]. Most of our patients 
(61.9%) were prescribed a combination of topical and systemic 
steroids, consistent with the recommendation of guidelines and 
previous studies [9, 11, 18, 24]. However, 2 patients (9.5%) were 
hospitalized due to progression of the diseases. Early diagno-
sis and initiation of treatment are critical for patients and com-

pulsory for a  promising prognosis. Optimized PV patient care 
requires a  multidisciplinary approach [23]. Even though oral 
involvement is often the first and the high frequency in PV in-
volvement, diagnostic delays are common for patients with oral 
PV [25]. Education to improve the knowledge and awareness of 
healthcare providers is necessary. 

This report had some limitations: first, the data from two 
oral medicine clinics from the lower north and northeast of 
Thailand were analyzed. Therefore, the population of patients 
with PV was only somewhat representative, as patients with-
out mucous involvement or with predominant skin involvement 
were not included. Second, the diagnostic methods were ques-
tioned, since direct immunofluorescence was not conducted 
in some patients, and all of the patients did not have circulat-
ing autoantibody results. Lastly, the patient follow-up data was 
omitted, as some patients did not show up for appointments. 
Therefore, further studies are required to obtain a clearer un-
derstanding of these topics.

Conclusions
The present study illustrates the demographic and clinical 

characteristics of oral PV in Thai patients in the lower north and 
northeast of Thailand. This condition is more frequent in the 
fifth decade of life and is predominant in females. The buccal 
mucosa and gingiva were the most affected oral involvement. 
More than half of the patients had skin lesions, and most pa-
tients had been prescribed a  combination of topical and sys-
temic steroids. 

Source of funding: This work was funded from the authors’ own resources.
Conflicts of interest: The authors declare no conflicts of interest.
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