HEG1 Is a Highly Specific and Sensitive Marker
of Epithelioid Malignant Mesothelioma
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Table 3. Immunohistochemical Markers Used in the Differential Diagnosis of Pleural Malignant Mesothelioma Versus
Lung Adenocarcinoma Involving the Pleura

Marker Current Value/Comments

Epithelioid mesothelioma (positive mesothelioma markers)

Calretinin Very useful. 1s demonstrated in nearly all epithelioid mesotheliomas when antibodies to human
recombinant calretinin are used. The staining is often strong and diffuse and is both nuclear and
cytoplasmic; 5%—-10% of lung adenocarcinomas are positive, but the staining is usually focal.

Cytokeratin 5 or 5/6 Very useful. Expressed in 75%—100% of mesotheliomas. About 2%-20% of lung adenocarcinomas can be
focally positive.

WTT Very useful. Approximately 70%—-95% of mesotheliomas show nuclear positivity. Lung adenocarcinomas are
negative.

Podoplanin (D2-40) Very useful. About 90%—100% of mesotheliomas show positivity along the cell membranes; <15% of lung

adenocarcinomas are focally positive.

Table 4. Immunohistochemical Markers Used in the Differential Diagnosis of Pleural Malignant Mesothelioma Versus
Squamous Carcinoma of the Lung Involving the Pleura

Marker Current Value/Comments

Epithelioid mesothelioma (positive mesothelioma markers)

WT1 Very useful. Up to 95% of mesotheliomas show nuclear positivity. Lung squamous carcinomas are negative.

Calretinin Somewhat useful. Essentially all mesotheliomas are positive, often strongly and diffusely, with nuclear and
cytoplasmic staining. About 40% of lung squamous carcinomas are positive, but the staining is often
focal.

Podoplanin (D2-40) Not useful. About 80%-100% of mesotheliomas are positive; 50% of lung squamous carcinomas also stain.

Cytokeratin 5 or 5/6 Not useful. Expressed in 75%-100% of mesotheliomas and 100% of lung squamous carcinomas.
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TABLE 1. Diffuseness of Positive HEGT Immunohistochemical
Staining in Mesothelioma and Reactive Mesothelial Hyperplasia

Mesothelioma, Reactive Mesothelial
n (%) Proliferations, n (%)

Percent of
Cells With Spindle
Positive Epithelioid  Sarcomatoid  Epithelioid Cell
Staining (N=69) (N=32) (N =40) (N=32)
0 4 (6) 18 (56) 5(13) 21 (66)
1%-25% 3(4) 2 (6) 8 (20) 6 (19)
25%-50% 4 (6) 4 (13) 10 (25) 2 (6)

> 50% 58 (84) 8 (29) 17 (43) 39

Total >1% 65 (94) 14 (44) 3588)  11(34) _
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* A and B, Strong diffuse membrane staining in an epithelioid mesothelioma.
e Cand D, Diffuse membrane staining in sarcomatoid mesothelioma.



TABLE 2. HEGT Immunostaining in NSCLC and High Grade
Serous Ovarian Carcinoma

Positive HEG1 Staining, n (%)

Diagnosis Subtype Membranous Cytoplasmic
NSCLC
Adenocarcinoma (N =73) 0 3(4)
Squamous cell carcinoma 0 16 (27)
(N =60)
Large cell carcinoma (N = 13) 0 2 (15)
Sarcomatoid carcinoma (N=21) 0 0
Ovarian carcinoma
High grade serous (N=17) 3 (18) 0

—Thymoma
B3 (N =10 whole sections) 0 0




A, Capillary endothelium (arrows) showing cytoplasmic staining, which should not be mistaken for HEGI positivity
in this pulmonary adenocarcinoma; note the very weak cytoplasmic staining as well.

B, Focal weak apical membranous HEGI staining in a pulmonary adenocarcinoma, scored as negative. This case
was the only NSCLC that showed any membrane staining.



* D, Diffuse weak cytoplasmic HEGI staining in a pulmonary squamous cell carcinoma.



TABLE 3. Positivity for HEG1 and Conventional Mesothelial
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