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Abstract: 

Introduction and purpose: Pemphigus is a severe and potentially fatal autoimmune 

blistering disease. Given the risks associated with misdiagnosis or delayed diagnosis and 

the possibility of overlapping clinical features and treatments, suspected pemphigus often 

requires a thorough clinical evaluation and laboratory testing. Studies have also reported 

the simultaneous presence of pemphigus with neurological, genetic, and metabolic 

diseases. Few reports of thalassemia have been complicated with pemphigus vulgaris or 

vice versa. Here we introduce a patient with β -thalassemia  inrermedia who suddenly got 

pemphigus vulgaris. 

Case report: A 31-year-old woman with a painful mouth ulcer was referred to the Oral 
Diseases Clinic of Semnan University. Oral ulcers started six months ago, and the blisters 
spread to the whole body after some time. 
Several skin biopsies were performed, but each time non-specific inflammation was 
observed. Oral biopsy revealed the answer to this mystery, and the diagnosis of 
pemphigus vulgaris was reported. The patient's treatment was started with topical steroids 
and oral nystatin, and then she was referred to a dermatologist. 

Conclusion: Therefore, it is recommended that doctors and dentists, when faced with 

patients with chronic and multiple oral lesions, consult and cooperate to make the best 

diagnosis for the patients and benefit from the advantages of early treatment and prevent 

the use of wrong drugs . 
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1. Introduction 

Pemphigus is a family of rare autoimmune acantholytic dermatoses of the mucous membrane, characterized 

histologically by suprabasal fissures and acantholysis [1]. In it, acantholysis, or loss of cell-to-cell adhesion, 

causes potentially fatal blisters and erogenous formation. Several subtypes of pemphigus disease have been 

identified based on their distinct clinical features and pathophysiology, including pemphigus vulgaris (PV), 

pemphigus foliaceous (PF), pemphigus IgA, and pemphigus paraneoplastic (PNP)[2]. 
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Serologically, the center of pemphigus pathogenesis is the presence of immunoglobulin (Ig) antibodies against 

proteins on the cell surface of keratinocytes. Antigenic targets in PV and PF are desmogleins, transmembrane 

glycoproteins associated with desmosomes that mediate cell adhesion in the epidermis [3-5]. 

Pemphigus occurs worldwide, with a prevalence of 0.1–0.5 per 100,000 persons per year [6], affecting all racial 

and ethnic groups[7]. 

The age of onset is usually between 40 and 60 years old  .[8 ]  Although pemphigus is generally very rare in children, 

it has been observed in the pediatric population, even in 6-year-old patients .[9] Recent studies have found 

pemphigus to be increasingly diagnosed in younger patient populations, with the global male-to-female ratio of 

pemphigus patients being nearly equal. However, adolescent girls are more susceptible than teenage boys [10, 

11]. 

Pemphigus vulgaris is the most common form of pemphigus, accounting for more than 80% of cases [12]. In most 

patients, it affects the oral mucosa and is sometimes difficult to diagnose when there is only mucosal involvement 

[13]. 

In terms of clinical features, a universal feature of the PV subtype of pemphigus disease is mucosal involvement 

in the form of painful and erogenous blisters, which predominate in the mucous membranes of the oropharynx. 

More than 90% of patients with PV present with mucosal membrane involvement, and the oral cavity is the most 

common site of mucosal lesions in PV patients, and the initial manifestations of the disease appear there more 

[14]. 

Lesions can occur anywhere in the oral mucosa, but the buccal mucosa is the most commonly affected site, 

followed by the palate, tongue, and lip mucosa. The gums are the least damaged, and desquamative gingivitis is 

the most common manifestation of the disease when the gums are involved [12]. 

Recurrent oral ulcers can only be clinical manifestations before progressing to skin lesions [15]. 

Mucous membrane involvement can spread to other mucosal sites, such as the eyes, nose, esophagus, vagina, 

cervix, and anus, causing eye irritation, dysphagia, hoarseness, vaginal irritation, and dyspareunia[3, 14].  

Mucosal ulcers can be very painful for some patients and can make daily tasks such as chewing and eating more 

difficult as the disease progresses. PV includes two main subgroups: the mucosal-predominant type, which causes 

mucosal Lesions but minimal skin involvement, and the mucocutaneous type, which causes diffuse mucosal 

participation in addition to blisters and cutaneous ulcers. PV skin lesions typically reflect loose, crusted erogenous 

blisters on an erythematous base [14, 16] 

The loose nature of blisters seen in PV is secondary to intraepidermal acantholysis caused by anti-desmoglein 

antibodies. PV lesions are often Nikolsky-positive, meaning mechanical pressure applied to the blister with little 

force results in an incision of the adjacent skin [2]. 

Skin lesions can be localized or diffuse and can affect any surface. Lesions are usually very painful. Notably, the 

palms and soles are usually spared in patients with PV. The absence of palmoplantar involvement can be helpful 

in the differential diagnosis of PV from other vesicolobular dermatoses such as PNP or erythema multiforme [2]. 

The diagnosis of pemphigus begins with a thorough history and physical examination. In the past, clinicians 

should look for mucosal involvement, as mucosal lesions can differentiate subtypes of pemphigus [17]. 

If a proper history is taken, the doctor should be able to distinguish pemphigus lesions from lesions caused by 

acute viral infections such as herpes and erythema multiforme. Immunocompromised patients with recurrent 

herpes simplex infections present with atypical sores that may last for several weeks or months if not diagnosed 

and treated [17]. 
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After a thorough history and physical examination, the laboratory workup for pemphigus disease includes at least 

two biopsies with or without serum collection for indirect immunofluorescence (IIF), enzyme-linked 

immunosorbent assay (ELISA), or immunoblotting [16, 18]. 

The diagnosis is confirmed by the characteristic deposition of IgG and other C3 antibodies that bind to the cell 

surface of the skin or distal mucosa [19, 20]. 

The therapeutic approach to pemphigus is primarily based on immunosuppression to prevent new lesion formation 

and heal existing bullous skin and mucosal lesions while minimizing the severe side effects of treatment. For all 

forms of pemphigus, corticosteroids are recommended as first-line therapy, with or without adjuvant therapies 

[2]. 

High doses of systemic corticosteroids, such as oral prednisolone, control painful and spreading lesions in the 

acute phase. When the acute phase is controlled, immunosuppressive agents (ISAs) maintain the steroid effect 

and reduce pathogenic autoantibody production [1, 21]. 

Most treatments are considered successful if they significantly improve the disease within the first two months, 

characterized by healed lesions without the appearance of new lesions. If successful, treatment should be tapered, 

starting with corticosteroids and then adjunctive nonsteroidal therapy [16, 22]. 

PV mortality is related to the degree of mucocutaneous involvement, the dose of corticosteroid therapy, high-risk 

diseases, immunodeficiency, and age over 65 [23]. 

Physicians and dentists should consider the differential diagnosis of pemphigus vulgaris in patients with chronic 

oral ulcers [1] . 

2. Case presentation 

A 31-year-old woman was referred with a complaint of widespread oral ulcers for the last six months.  

β-thalassemia intermedia has been reported in the medical history, and she has also had a splenectomy.The 

patient's grandfather had pemphigus in his family history. All the body and face skin had blisters, wounds, and 

crusts in the extraoral examination. In the intra-oral examination, the whole mouth (tongue, cheek, lips, gums, 

palate, and floor of the mouth) had a map-like ulcer with a diffuse tissue tag. According to the patient's report, 

oral and skin ulcers were observed. The skin was biopsied twice over six months, and the results of non-specific 

inflammation were reported each time.  

After short-term use of nystatin and oral and dental hygiene education through dental gas, an oral biopsy was done 

for the patients. The biopsy result was pemphigus vulgaris. After taking topical corticosteroid and nystatin 

mouthwash, oral improvement was achieved within 14 days  .The patient was referred to a dermatologist for the 

treatment of skin lesions. 

 

 

 

 

 

 

Figure 1. A) Hand ulcers B) Trunk ulcers    
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Figure 2. Oral cavity ulcers. A) Lower labial, B) Upper labial C, D) Cheeks E) Dorsal side of the tongue F) 

Ventral side of the tongue 

 

Figure 3. Histopathological features which showed the suprabasal intraepidermal layer accompanied by 

acantholysis 

3. Discussion 

Pemphigus vulgaris is a Vesiculobulos mucocutaneus disease. A loss of cohesion between epidermal cells is 

characterized by the formation of loose blisters in the epidermis caused by acantholysis. PV often begins in the 

oropharynx, and the nasal mucosa, larynx, and esophagus may also be involved, then spreads to areas including 

the trunk, eyes, and intertriginous regions [24  ,25] . In most cases, mouth ulcers are associated with skin 

lesions [26] . 

In more than 50% of cases, stomatitis is symptomatic. Epistaxis and hoarseness are also seen due to nose, pharynx, 

and larynx involvement. Most patients present with painful oral lesions; this is the only clinical presentation for 

some. It occurs six months before the development of skin lesions. Most patients show a sore erogenous mouth 

[27] . Skin involvement causes a loose blister with clear fluid that eventually ruptures, resulting in a painful 

erogenation covered by a crust that does not tend to heal [28] . The presence of a cerebral or "scrotal" tongue, 

along with lesions and plaques, among other manifestations, is very helpful in diagnosing PV [29] . 

Pemphigus vulgaris usually affects people between 40 and 60 years of age. Our patient was only 31 years old at 

the time of the diagnosis. This suggests we consider diagnosis early, even in childhood [21 ,30 ] . 
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In a study, Kridin et al. investigated the relationship between pemphigus and neurological diseases and showed 

that Parkinson's, epilepsy, MS, and dementia are associated with pemphigus [31]. 

In another study, Kridin et al. observed a significant relationship between pemphigus and chronic leukemia, 

multiple myeloma, and non-Hodgkin's lymphoma [32]. 

In a case study, Le Peillet et al. reported the simultaneous presence of Gaucher type I genetic disorder with bullous 

pemphigoid and Parkinson's disease [33]. 

Robert et al., in another case study, reported the simultaneous presence of diabetes metabolic disease and 

pemphigus [34]. 

In the present study, we introduced a patient with β-thalassemia intermedia who suddenly developed pemphigus 

vulgaris. 

The primary treatment is corticosteroids; these drugs reduce the synthesis of antibodies [35 ] .  Rituximab and 

mycophenolate mofetil or azathioprine are adjuvant treatments used in resistant cases [21  ,36] . Some studies used 

prednisolone alone for treatment [1] .  In our study, treatment with nystatin and topical corticosteroids was started, 

and the patient was referred to a dermatologist. 

Despite these advances in treatment, death still occurs in selected patients with pemphigus, mainly due to 

secondary infections. If left untreated, PV is usually fatal due to bacterial and viral infections and fluid and 

electrolyte imbalances [23]. Without adequate treatment, the reported mortality from PV is greater than 75% [37]. 

This disease can be diagnosed early; however, diagnostic delays are expected in oral pemphigus vulgaris, which 

causes the oral and skin lesions to progress [26] . 

The significant morbidity and mortality associated with pemphigus disorders warrant a review of their 

pathogenesis, clinical manifestations, and diagnostic workup. Evaluation of standard and new treatments will 

provide more confidence in evaluating and managing these rare blistering dermatoses. This family of diseases is 

characterized by severe complications for patients, and before the advent of corticosteroid therapy, mortality was 

high [2]. 

Therefore, a timely diagnosis of this disease is essential. As it was said in previous studies, this disease manifested 

in people suffering from neurological, genetic, and metabolic disorders, and in our case, it occurred in the field of 

thalassemia. Therefore, the importance of special attention for people with other underlying problems is twofold: 

timely diagnosis and appropriate treatment. 

Conclusion: Therefore, the occurrence of pemphigus vulgaris in patients with thalassemia is probable, so doctors 

and dentists should investigate the differential diagnosis of pemphigus vulgaris in patients with chronic and 

multiple oral lesions, regardless of age, especially in patients with underlying problems. Dental professionals 

should be familiar enough with the clinical manifestations of pemphigus vulgaris to ensure timely diagnosis and 

treatment, determining the disease's prognosis and course. 
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