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Pearl #1: I don’t perform mouth biopsies for pem-
phigus vulgaris anymore, since ELISA is more reliable 
than histopathology and DIF for the diagnosis. 

The most accurate diagnostic and disease activity-
monitory tool for pemphigus vulgaris (PV) and pem-
phigus foliaceus (PF), anti-Dsg3 ELISA has a sensitivity 
of 97% and specificity of 98% in PV. Anti-DSG1 ELISA 
had a sensitivity of 96% and specificity of 99% in PF. 
The location of the split on histopathologic examination 
classically distinguishes PV and PF; however, in practice 
there is variability and overlap in the level of clefting. 
In PV and PF, DIF reveals intercellular binding of IgG 
or C3 in the epidermis with 90 – 100% sensitivity. In 
PF, epifluorescence is stronger in the upper epidermis 
but stronger in the lower epidermis in PV; however, this 
differentiation based on the concentration of the target 
antigen is not always reliable. 
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Pearl #2: In practice, the DIF (and the histopathology) 
of dermatitis herpetiformis (DH) and linear IgA bullous 
dermatosis (LABD) may be indistinguishable from one 
another.

The DIF of DH classically shows granular IgA in 
the papillary dermis and the DIF of LABD classically 
shows linear IgA along the basement membrane zone. 
However, in practice, the distribution of the IgA is not 
always clear-cut. The histopathology of DH and LABD 
can be indistinguishable, since they both show a sub-
epidermal split with neutrophils.  

Pearl #3: The histopathology of DH and bullous lupus 
erythematosus are indistinguishable from one another. 

Both show a subepidermal split with neutrophils.
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Pearl #4: Low-level bullous pemphigoid180 autoanti-
bodies can be found in patients who do not have bullous 
pemphigoid.

The commercially available bullous pemphigoid 180 
(BP180) NC16A enzyme-linked immunosorbent assay 
(ELISA) is a test that can be used to aid in the diagnosis of 
bullous pemphigoid (BP). A result of > 9 U/mL is defined 
as a positive test. However, a positive test does not neces-
sarily mean the patient has BP. Circulating BP180 auto-
antibody can be detected in patients who do not have BP. 
In a study by Liu et al, the authors sought to determine an 
optimum cutoff value of BP180 ELISA to detect true BP. 
A total of 173 in-patients were included: 26 patients with 
BP and 147 patients in which BP was initially suspected, 
but later excluded. The titers of BP180 autoantibodies in 
non-BP patients were significantly lower than those of 
BP patients (median titer 17.1 U/mL versus 67.1 U/mL).  
Receiver operating characteristic curve [plot of sensitivity 
vs (1 − specificity)] analysis was used to generate paired 
sensitivity and specificity values based on BP180 autoan-
tibody titers. The optimum cutoff value to determine true 
BP patients from non-BP patients was calculated on the 
basis of maximizing the Youden index (J = sensitivity + 
specificity – 1). This optimum cutoff was found to be 27.2 
U/mL, which has a sensitivity of 65.4% and a specificity 
of 98.0%, in contrast to the standard cutoff of 9 U/mL, 
which has a sensitivity of 73.1% and much lower specific-
ity of 85.7%. These results show that low-level BP180 
autoantibodies can be found in patients who do not have 
BP and the results of BP180 ELISA should be interpreted 
in conjunction with clinical findings and immunopatho-
logic test results. 
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Pearl #5: A DIF for any autoimmune bullous derma-
tosis taken from the lower extremities may be false-
negative.
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