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SUMMARY

Background and objective. Immunologically mediated mucocutaneous diseases frequently mani-
fest initially in the oral cavity and often exhibit overlapping clinical features. This overlap complicates 
early clinical diagnosis and may delay appropriate management. The present study aimed to assess 
the prevalence and clinicopathological characteristics of oral lichen planus, oral pemphigus and oral 
pemphigoid in a large retrospective cohort.

Material and methods. A retrospective analysis of 6300 biopsy records archived over a 21-year 
period was performed. Cases diagnosed histopathologically as oral lichen planus, oral pemphigus 
and oral pemphigoid were included. Demographic details and clinical features were retrieved from 
records. Hematoxylin and eosin stained sections were re-evaluated using current diagnostic criteria. 
Descriptive statistical analysis was carried out using SPSS version 21.

Results. Out of 6300 cases, 105 (1.66%) were immunologically mediated oral diseases. Oral lichen 
planus constituted 86 cases (1.36%), oral pemphigoid 15 cases (0.23%) and oral pemphigus 4 cases 
(0.06%). Characteristic clinicopathological features were observed for each entity, with oral lichen 
planus being the most prevalent.

Conclusions. Immunologically mediated oral diseases represented a small proportion of oral 
biopsy specimens. Overlapping clinical features necessitate careful clinicopathological correlation to 
ensure accurate diagnosis. Histopathological examination remains essential for defi nitive diagnosis 
and appropriate management.
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INTRODUCTION

Lichen planus, pemphigus and pemphigoid are 
frequent immunologically mediated mucocutane-
ous diseases with oral involvement. Often, the fi rst 
manifestations are oral plaques, vesiculobullous, 
ulcerative, or erosive lesions. The clinical and demo-
graphic features of these diseases overlap with other 
infectious and non-infectious conditions, making 
clinical diagnosis challenging for dentists and poten-
tially delaying correct diagnosis and management. 
This is crucial as pemphigus is a life-threatening 

disease with a poor prognosis, where early diagnosis 
is critical for successful treatment (1-6).

In lichen planus, activated T lymphocytes lead 
to apoptosis of the epithelial basal cell layer (7). 
A possible link with chronic hepatitis C has been 
suggested (8) and OLP is considered potentially 
malignant (9-12). Pemphigus is a severe autoim-
mune disorder where IgG autoantibodies target 
desmogleins, disrupting epithelial adhesion. Oral 
lesions are a hallmark and often the fi rst sign (13-
15), with a genetic predisposition noted in certain 
populations (16). In pemphigoid, the oral mucosa is 
frequently the fi rst and sometimes sole site affected 
(5, 17, 18), with potential severe complications like 
ocular involvement.

The purpose of this study was to retrospectively 
analyze and compare the demographic and clinical 
manifestations of oral pemphigus, OLP and oral 
pemphigoid to elucidate their similarities and dif-
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ferences, aiding dentists in improving diagnostic 
accuracy for these conditions.

MATERIAL AND METHODS

A retrospective analysis of 6300 biopsy records 
archived over a 21-year period was conducted. 
Cases with a histopathological diagnosis of oral 
lichen planus, oral pemphigus, or oral pemphigoid 
were included. Cases suggestive of lichenoid reac-
tion were excluded. Hematoxylin and eosin (H&E) 
stained sections were re-evaluated using current 
diagnostic criteria.

Demographic data (gender, age) and clinical 
features of the oral lesion (site, color, size, num-
ber, recurrence, evolution time, symptoms) were 
extracted from records. Symptoms were classifi ed 
as pain or a burning/itching sensation. The clinical 
diagnostic hypotheses from the charts were com-
pared with the fi nal histopathological diagnosis. 
Descriptive statistical analysis was performed using 
SPSS version 21.

Ethical Statement: This study involved retro-
spective analysis of archived records. Research was 
conducted in accordance with the principles of the 
Helsinki Declaration.

RESULTS

Immunologically mediated oral diseases ac-
counted for 105 (1.66%) of the 6300 total cases. 
The distribution was: Oral lichen planus, 86 cases 
(1.36%); oral pemphigoid, 15 cases (0.23%); and 
oral pemphigus, 4 cases (0.06%). The clinico-
pathological characteristics are summarized in 
Table.

DISCUSSION

Our study found that immunologically mediated 
oral diseases constitute a small fraction (1.66%) of 
oral biopsies submitted over two decades, with OLP 
being the most prevalent (1.36%), followed by pem-

phigoid (0.23%) and pemphigus (0.06%). This low 
prevalence aligns with the notion that while these 
conditions are signifi cant due to their chronicity and 
potential severity, they are not commonly encoun-
tered in routine biopsy material (1, 2).

The observed clinical overlap among OLP, 
pemphigus and pemphigoid underscores a well-
documented diagnostic challenge (1-3, 6). All 
three can present with erosions, ulcers and burning 
sensations, as seen in our cases. The presence of a 
positive Nikolsky's sign, noted in all our pemphigus 
cases, is a valuable but not pathognomonic clinical 
clue (15, 23). Our fi ndings reinforce that clinical 
examination alone is insuffi cient for defi nitive di-
agnosis. The high diagnostic concordance between 
specialist clinical hypotheses and histopathology 
in our study contrasts with the potential for misdi-
agnosis by non-specialists, highlighting the need 
for increased awareness and referral for biopsy 
confi rmation (2, 5).

Histopathology remains the cornerstone for di-
agnosis. The characteristic suprabasilar acantholysis 
with Tzanck cells in pemphigus, the subepithelial 
cleft in pemphigoid and the band-like lymphocytic 
infi ltrate with Civatte bodies in OLP provide de-
fi nitive differentiation (17, 24, 28). This study's 
retrospective re-evaluation confi rms the reliability 
of these criteria.

The demographic fi ndings, such as the equal 
gender distribution in our pemphigus cases, are 
consistent with some reports (5, 14), though other 
studies show a female predilection (22). The sites 
involved (buccal mucosa, gingiva) are classic for 
these diseases (13, 23).

Differential diagnosis of oral pemphigus com-
prises of (36-44):

• Recurrent aphthous stomatitis – appearance 
of ulcers (aphthae)in oral mucosa with yel-
lowish base surrounded by an erythematous 
halo and regular margins and that vanish 
without treatment.

• Behçet’s illness – presence of aphthae in the 
oral mucosa with genital and ocular ulcers.

Table. Clinicopathological characteristics of oral lichen planus, oral pemphigoid and oral pemphigus observed in the 
present retrospective study in different age periods

Lesion No. Clinical Picture Histopathology
Oral lichen planus 86 Smooth red ulcers, Burning sensation, 

Non-scrapable Wickham's striae
Hyper-parakeratosis, Acanthosis, Saw tooth rete 
ridges, Civatte bodies, Band-like sub-epithelial 
mononuclear (T-cell/histiocyte) infi ltrate

Oral pemphigoid 15 Multiple ulcers, Erosions, Erythematous, 
Burning sensation

Subepithelial cleft, Intact epithelium, Thickening 
of basement membrane, Dense infl ammatory cell 
infi ltrate

Oral pemphigus 4 Ill-defi ned ulcers, Erosions, Burning sensa-
tion, Nikolsky's sign

Suprabasilar split, Acantholysis, Tzanck cells, 
Relative scarcity of infl ammatory infi ltrate
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• Disseminated lupus erythematosus – sys-
temic signs (fever, asthenia) usually accom-
panied by petechiae edemas and dry mouth.

• Crohn’s disease and hemorrhagic rectal 
colitis – mucocutaneous symptoms accom-
panied by abdominal pain, aphthae in oral 
mucosa, asthenia, weight loss and anorexia.

• Folic acid or Vitamin B12 deficiency/
defi cit – oral pain, erythematous tongue, 
asthenia and anemia, parasthesias in limbs 
and physical problems hypochromic iron 
defi ciency pallor, tiredness, cephalalgias, 
vertigo, murmur in the ears, irritability, 
sleeplessness, focus problems, sensitivity 
to cold, anorexia and nausea.

• Enteropathic acrodermatitis – loss of taste 
and smell, vision problems, severe diarrhea, 
alopecia and hypertension.

Early and accurate diagnosis is paramount, es-
pecially for pemphigus, due to its life-threatening 
nature and the need for systemic immunosuppressive 
therapy (15, 17). For OLP, correct diagnosis guides 
management and informs the patient about potential 
malignant transformation risk (9-11). Therefore, a 
low threshold for biopsy and careful clinicopatho-
logical correlation are essential strategies for opti-
mal patient management.

CONCLUSIONS

Immunologically mediated oral diseases con-
stituted a relatively small proportion of oral biopsy 
specimens in this retrospective series. Despite their 
low prevalence, these disorders pose a diagnostic 
challenge due to overlapping clinical presentations. 
Oral lichen planus was the most frequently encoun-
tered entity, followed by oral pemphigoid and oral 
pemphigus. Accurate diagnosis relies on meticulous 
clinicopathological correlation, emphasizing the 
importance of histopathological evaluation. Early 
recognition is essential to guide appropriate thera-
peutic decisions and improve patient outcomes.
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• Erythema multiforme – target -shaped skin 
lesions, oral erosions, involvement of lips 
in the shape erosions and crusts.

• Erosive lichen planus – occurrence of Wick-
ham striae and erosive lesions.

• Acute herpetic gingivostomatitis – pro-
dromic symptoms followed by the onset 
of small yellowish vesicles that quickly 
rupture, resulting in ulcers with an eruthe-
matous halo. It affects free and attached 
gingiva.

• Impetigo – bacterial infection with presence 
of skin ulcers coated by a honey-colored 
crust. It affects face, arms and legs. It is 
more frequent in children.

• Disease due to linear IgA deposit – sym-
metric blisters and pruritic lesions, tar-
get-shaped lesions.

• Mucosal pemphigoid or cicatricial pemphi-
goid – likely manifestation of an underly-
ing malignant disease. Oral lesions follow 
skin lesions and blisters are smaller with 
a shorter duration than in PV. They heal 
quickly without scarring.

• Bullous pemphigus – vesicles or tension 
blisters with lucid contents which show 
on normal or erythematous skin; severe 
pruritus, symmetric lesions that appear on 
fl exion spots, root of extremities, thighs and 
abdomen; scarce on mucosa.

• Herpetiform dermatitis  –  1-3 cm erythemas 
that penetrate palate and buccal mucosa; 
aphthae on labial mucosa. They present 
months or years after the appearance of 
lesion on skin.

• Epidermolysis bullosa – occurance of blis-
ters with minimal pressure, ring -shaped 
atrophic scars on the inner surface of limbs 
and articulations.

• Paraneoplastic pemphigus – autoimmune 
syndrome connected to   lymphoprolifera-
tive neoplasm of B cells.

• No oral lesions seen in Erythematous pem-
higus and Pemphigus foliaceus.

• Chronic benign pemphigus familiaris – 
there are generally no oral lesions.
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