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ABSTRACT
Pemphigus Vulgaris, also known as PV, is a rare auto-immune blistering disorder of the skin and mucous membranes where those afflicted suffer from burn-like lesions all over their bodies. The purpose of the present article is to report a Pemphigus Vulgaris (PV) case, involving a 45 year-old female patient, showing lesions restricted to the oral mucous membrane, particularly in the gingival tissue. The diagnosis resulted from a clinical-pathological exam.  The importance of the present article is to demonstrate that, although the PV is currently incurable and the differential diagnosis between periodontal disease and mucocutaneous diseases with a primary signal in oral cavity on genvival area are a difficult point to the diagnosis, an early diagnosis as well the treatments offered can diminish the effects of the disease, and allow some patients to lead more productive lives.
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INTRODUCTION
Pemphigus is a term to describe blistering of the skin caused by binding of antibodies to the surface of the cells of the outer layer of the skin, the epidermis. It is mediated by circulating autoantibodies directed against keratinocyte cell surfaces.  In Pemphigus Vulgaris, the most common form of Pemphigus, there are IgG-antibodies that bind to the cell surfaces of epidermis of the skin as well as the epithelium lining mucosal surfaces such as the mouth. Its incidence may vary from 0.5% to 3.2% of clinical cases per 100,000 people per year. A potentially life-threatening disease, it has a mortality rate of approximately 5-15%. The PV affects both sexes equally, usually, at the ages of forty and fifty. The primary lesion of pemphigus vulgaris is usually a flaccid blister filled with clear fluid that arises on healthy skin or on an erythematous base. Mucous membranes of the oral cavity are involved in almost all patients with pemphigus vulgaris. 

Patients may have ill-defined, irregularly shaped, gingival, buccal, or palatine erosions, which are painful and slow to heal. Intact bullae are rare in the mouth. Erosions may be seen on any part of the oral cavity, and they may spread to involve the larynx, with subsequent hoarseness. In juvenile pemphigus vulgaris, stomatitis is the presenting complaint in more than 50% of cases. Studies have shown that, despite the global occurrence, there are more reported cases among the Jewish and the Mediterranean peoples. It is due to the fact that there is a genetic predisposition to Pemphigus Vulgaris [1] [2]. 
This paper reports a case in which an early diagnosis and the treatments offered to the patient, although the PV is currently incurable, diminished the effects of the disease and allowed the patient a productive life. 
2. CASE REPORT
A 45-year-old woman sought services at the PUCMinas Department of Stomatology due to a red patch located on the gingival mucosae, which was first noticed by herself thereabout 5 months before the first day at the School of Dentistry. The said lesion was quite sore and easy bleeding. The patient also reported sialorrhea and halitosis, which were caused by precarious oral hygiene. The patient was submitted to blood and other medical exams, which showed that no other disease was detected. The intraoral exam showed that there were areas in the superior teeth gingival margins, which presented desquamative and friable borders, not followed by aftoid or bullous lesions (Figure 1). The patient did not present the Nikolsky’s sign, but the possibility of having Pemphigus Vulgaris was not dismissed. 
 
The clinical suspicion must be confirmed by biopsy, considering the possible differential diagnosis and the implications of prolonged corticoterapy. The patient was submitted to a perilesional gingival margin biopsy, which, after the specimen microscopic examination, the suspicion of PV was confirmed (Figure 2). The Tzanck’s test smeared the presence of acantholytic cells [1] [3] [4] [5] [6]. The systemic treatment is based in high doses of corticosteroids (CS), according to the severity. The patient was initially treated with an aqueous solution of triamcinolone 0,1 %, for chewing use, at five times a day, and specific oral hygienic instructions. The use of soft toothbrushes, as well as topical analgesics and oral anesthetics may helped to alleviate the oral pain. As the patient has been treated carefully, the lesion has not been spread and it seems to be under control in a 2 years follow-up.
3. DISCUSSION

The oral mucosal erosions associated with the PV may be localized a few months before becoming generalized; blisters break easily and are slow to heal. The most affected areas are the palato, the labial mucosae, the jugal mucosae, the ventrum of tongue and gum. Pemphigus Vulgaris is a progressive disease: if left untreated, lesions are likely to spread all over the body. It is important to distinguish PV from other vesicobullous affecting the oral mucosae, listed as follows:  Lichen Planus and Mucous Membrane Pemphigoid. 

The histological features of the Lichen Planus disease involve hyperkeratosis (thickened stratum corneum) usually without parakeratosis; acanthosis (thickened spinous layer). There is a characteristic band like inflammatory infiltrate (lichenoid) of mostly lymphocytes in the upper dermis, hugging the epidermis. The rete ridges tend to be saw-toothed and there is a liquefaction degeneration of the basal layer [7] [8]. The Mucous Membrane Pemphigoid, on the other hand, is characterized by bullous lesions of mucous membranes, especially oral and conjunctive membranes. Pemphigoid is distinguished from Pemphigus by the vertical location of the blister: the latter produces acantholysis with cleavage of the spinous cell layer, while the former produces cleavage of the basement membrane region (Figure 3, Figure 4 and Figure 5).

At the present clinical case, the patient was initially treated with an aqueous solution of triamcinolone 0,1 %, for chewing use, at five times a day, and specific oral hygienic instructions. Considering the soreness caused, it is highly recommended the use of topical therapy for skin and oral lesions. It is also recommended the use of antiseptic mouthwashes and others so as to reinforce the oral hygiene, for oral Pemphigus. The use of soft toothbrushes, as well as topical analgesics or anesthetics may alleviate oral pain. The antiseptic mouthwashes should be prescribed for multiple oral erosions. On the other hand, triamcinolone acetonide 0,1% should be used for isolated oral lesions. The systemic treatment consists of high doses of corticosteroids, which has highly improved the pathway of this illness [1] [2] [9] [10].
The literature shows that the course of this disorder has completely changed after the introduction of corticosteroids after 1950. Prior to the availability of these drugs, the mortality for Pemphigus patients varied from 60% to 90%. It is also known that precocious diagnosis is essential, since prognosis is much better when treatment is initiated earlier. It demonstrates the importance for the health professionals to knowing this disease better, mainly the dentists, who have the chance to identify the initial lesions of PV in oral cavity, changing its spontaneous evolution.

CONCLUSION
As it was shown, Pemphigus Vulgaris is a rare auto-immune blistering disorder of the skin and mucous membranes. Despite being an incurable disease, the precocious diagnosis, instructions to the patient, the use of correct medications according to specific clinical situations and a follow up of the cases may diminish the effects of the disease and allow some patients to lead more productive lives. The possibility of different clinical presentations and lethal evolution demonstrates the necessity of knowledge about Pemphigus Vulgaris and its differential diagnosis by health professionals in several areas, particularly dentists.
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Fig. 1 – Oral exam showing areas in the superior teeth gingival margins, which presented desquamative and friable borders
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Figure 2 – Perilesional gingival margin biopsy
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Figure 3 – It is seen a characteristic intraepithelial clefting: the superficial layers are stripped away, leaving only the basal cells. It demonstrates a moderate chronic inflammatory cell infiltrated in the underlying connective tissue (Magnification 40x)
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Figure 4 - It is seen an intraepithelial clefting: the superficial layers are stripped away, leaving only the basal cells. It demonstrates the acantholisis in the cells of the spinous layer. (Magnification:100x)
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Figure 5 - It is seen an intraepithelial clefting: the superficial layers are stripped away, leaving only the basal cells.  It demonstrates the acantholisis and Tzanck cells (arrows)- (400X)

       REFERENCES

[1] Plemons, J. Oral features of mucocutaneous disorders. (2003) J Periodontal, 74, 1545-1556.
[2 ] Simon, D.G. et al. Pemphigus in Hartford County, Connecticut from 1972 to 1977. (1980)  Arch Dermatol, 116,  1035-1037.
[3] Shah, R.M., Bilimoria, K.F. Oral Pemphigus Vulgaris: clinic pathological follow-up of 34 cases. (1983)  J Oral Med, 38,  170-173.
[4] Meurer, M. et al. Plasma exchange in the treatment of Pemphigus Vulgaris. (1979) Br J Dermatol, 100,   231-232.
[5] Bhogal, B.S., Wojnarowska, F., Black, M.M., et al. The distribution of immunoglobulins and the C3 component of complement in multiple biopsies from the uninvolved and perilesional skin in pemphigus. (1986) Clin Exp Dermatol, 11,  49-53.
[6] Tozeska, JD et al. Detection of Pemphigus autoantibodies by IIF and ELISA tests in patients with Pemphigus Vulgaris and foliaceus and in healthy relatives. (2003) Med Sci Monit, 9,  528-533.

[7] Anhalt, G.J., Labib, R.S., Voorhees, J.J., Bealt,s T.F., Diaz, L.A. Induction of pemphigus in neonatal mice by passive transfer of IgG from patients with the disease. (1982) N Engl J Med, 306, 1189-1196.
[8] Mahoney, M.G. et al. Explanations for the clinical and microscopic localization of lesions in pemphigus foliaceus and vulgaris. (1999) J Clin Invest, 103,  461-468.

[9] Harman, K.E, Albert, S, Black, M.M. Guidelines for the management of pemphigus vulgaris. (2003)  Br. J. Dermatol, 149,  926–937.
[10] Gregoriou, S, Efthymiou, O,  Stefanaki, C, Rigopoulos, D. Management of pemphigus vulgaris: challenges and solutions. (2015) Clin. Cosmet. Investig. Dermatol, 8,  521-527.
[image: image8.jpg]


[image: image9.jpg]


[image: image10.jpg]


