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Usually developing in middle-aged individuals, pemphigus foliaceus may have a chronic generalized course or may rarely present as an exfoliative dermatitis. Patients may present with flaccid bullae that usually arise on an erythematous base or as scaly, crusted erosions without evident blisters . Because of their superficial location, the blisters break easily, leaving shallow erosions rather than the denuded areas seen in pemphigus vulgaris. Oral lesions do not occur. The Nikolsky sign is positive, and Tzanck preparation reveals acantholytic granular keratinocytes. Fogo selvagem {endemic pemphigus foliaceus} is clinically, histologically, and immunologically indistinguishable from pemphigus foliaceus . It develops in those who live or visit areas close to rivers and streams in Brazil, with the peak incidence being at the end of the rainy season. The cause of fogo selvagem is unknown, but substantial epidemiologic evidence suggests that it is precipitated by an environmental factor. A case control study found that farmers exposed to black fly {Simulium pruinosum} bites were much more likely to develop fogo selvagem than farmers who were not bitten . Sunlight may exacerbate the condition . 
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Histopathology. The earliest change consists of acantholysis in the upper epidermis, within or adjacent to the granular layer, leading to a subcorneal bulla in some instances . More commonly, enlargement of the cleft leads to detachment 
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of the stratum corneum without bulla being seen. The number of acantholytic keratinocytes is usually small, often requiring a careful search to identify them. Secondary clefts may develop, leading to detachment of the epidermis in its mid level. These clefts may extend to above the basal layer, rarely giving rise to limited areas of suprabasal separation. In the setting of a subcomeal blister, dyskeratotic granular keratinocytes are diagnostic for this disorder. Eosinophilic spongiosis may be prominent with intraepidermal eosinophilic pustules. Thus, the histologic features of pemphigus foliaceus may have three pattems: {a} eosinophilic spongiosis; {b} a subcorneal blister, often with few acantholytic keratinocytes; and {c} a subcorneal blister with dyskeratotic granular keratinocytes , diagnostic of this disorder. The character of the inflammatory infiltrate is variable and depends on the age of the lesion, whether a blister is present, whether the superficial portion of the epidermis has been detached, and whether there is impetiginization or necrosis of the blister roof. 
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IF Testing . DIF testing of perilesional skin is positive in the vast majority of cases. Two patterns of pemphigus antibody deposition have been described. In most cases, there is full-thickness squamous intercellular substance deposition of IgG. Rarely, IgG may be localized only to the superficial portion of the epidermis . IIF testing of serum reveals 

  

            

squamous intercellular substance deposition of IgG in 80% to 90% of cases. 

  
            

Pathogenesis. As in pemphigus vulgaris, the autoantibodies of pemphigus foliaceus are pathogenic. During the course of the disease, the antibody levels fluctuate and have some correlation with disease activity. The pemphigus foliaceus antigen, desmoglein 1, is expressed more intensely in the upper layers of the epidermis , which explains the superficial cleavage plane of pemphigus foliaceus. Interestingly, in staphylococcal scalded skin syndrome (SSSS), and its localized form bullous impetigo, the exfoliative exotoxin produced by S. aureus specifically binds and cleaves desmoglein 1, resulting in blister formation at identical levels of the epidermis as pemphigus foliaceus . In addition, desmoglein 1 is concentrated in the upper torso and is less prominent in the buccal mucosa, scalp, and lower torso, correlating with lesion distribution . 
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Ultrastructural Study . There is early loss of intercellular cement substance within the lower epidermis associated with a decrease in the number of desmosomes and formation of tortuous microvilli from the keratinocyte surface. However, acantholysis is most pronounced in the upper layers of the epidermis. In the mid epidermis, many keratinocytes have perinuclear arrangement of the tonofilaments and homogenization of the perinuclear tonofilament bundles as evidence of dyskeratosis. Marked dyskeratosis distinguishes pemphigus foliaceus from pemphigus vulgaris. 
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Differential Diagnosis . The differential diagnosis includes SSSS, impetigo, and subcorneal pustular dermatosis (SPD; Sneddon-Wilkinson disease). IF testing may be required to separate SSSS from pemphigus foliaceus, since a small number of acantholytic cells may be observed in SSSS. The lesions of pemphigus foliaceus may become impetiginized and secondarily altered, producing pustules as in impetigo and SPD. Pemphigus foliaceus contains more acantholytic keratinocytes than do the other two disorders, and pustules are the primary lesions in SPD. Because the lesions of pemphigus foliaceus may become superinfected, the finding of bacteria does not confirm a diagnosis of bullous impetigo; therefore, IF testing is critical. SPD usually produces large dome-shaped subcorneal pustules rather than the flaccid flat pustules of pemphigus foliaceus. 
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