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Editor,

Mirroring reactive lesions in other surface membranes, 
mesothelial hyperplasia of the tunica vaginalis may be so 
florid that it can mimic malignant mesothelioma or adeno-
carcinoma. In the largest series reported to date (n = 12), by 
Epstein et al. [1], 75% of all cases are associated with hydro-
cele and 1 case (8%) with hematocele. Before that series, 
mesothelial hyperplasia of tunica vaginalis was thought to be 
associated more commonly with hernial sacs, while malig-
nant mesothelioma would be more associated with hydro-
cele sacs [2]. Awareness of that florid reactive condition 
is important, since true malignant mesothelioma of tunica 
vaginalis is a rare tumor—0.3% to 5% of all malignant meso-
theliomas, with about 100 cases reported so far [2].

Case 1: a 41-year-old patient who had a long-term history 
of hydrocele. At intraoperative inspection, a focal thickening 
of tunica vaginalis was noted (Fig. 1). Case 2: a 72-year-old 
patient sought medical attention due to progressive swell-
ing of the scrotum with clinical suspicion of hydrocele. 
At intraoperative inspection, the cavity showed abundant 
hemorrhagic content; the testis was atrophic and there was 
thickening of tunica vaginalis (Fig. 2). In both cases at 
microscopy, the tunica vaginalis showed fibrous organiza-
tion and chronic inflammation. Small epithelial structures 
with nest or tubular morphology were observed entrapped 

within fibrous tissue—widely spaced and horizontally ori-
entated. The epithelial density is always low. The epithelial 
cells showed vesicular nuclei and small nucleoli. Mitoses 
were not seen. Mesothelial differentiation was confirmed 
by expression of cytokeratin 5/6, calretinin and WT1. In 
Case 2, an additional panel excluded the expression of car-
cinoembryonic antigen, prostate (PSA) and germinative cell 
markers (OCT3/4, alpha-fetoprotein and Glypican-3). The 
benign nature of the lesions was corroborated by the expres-
sion of desmin, weak and focal expression of EMA and a 
weak expression (non-mutated pattern) of P53 (Figs. 1, 2).

The spectrum of reactive and neoplastic changes of meso-
thelial proliferations is broad in pleural, peritoneal and peri-
cardial surfaces. In these settings, the differential diagnosis 
between reactive mesothelial proliferations and malignant 
mesothelioma or carcinoma may be difficult. Mesothelial 
hyperplasia of the tunica vaginalis is an underrecognized 
lesion that may impose similar diagnostic difficulties. In the 
largest series to date, Epstein et al. described 12 cases in 
consultation cases. Morphologic characterization of these 
lesions includes: small tubules with non-branching mor-
phology entrapped in fibrous tissue—widely spaced and 
horizontally oriented. Glands appear in low density and no 
mitoses are seen. No immunohistochemistry study was car-
ried out [1].

In other serous membranes, the most useful tool to assist 
morphology in the discrimination of benign and malignant 
mesothelial lesions is the use of a immunohistochemical 
panel of desmin, EMA and P53, whereas lack of desmin 
expression, strong and diffuse positivity for EMA and 
mutated pattern of P53 expression may support the diagno-
sis of malignancy [3–6]. In the cases presented herein, the 
immunophenotype was supportive of benign florid mesothe-
lial proliferation (Figs. 1, 2).
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In conclusion, the morphologic picture of entrapped 
groups of mesothelial cells deep in fibrous tissue may 
cause diagnostic difficulty. Awareness of the existence 
of florid cases of mesothelial hyperplasia in tunica vagi-
nalis is important to avoid a misdiagnosis of malignant 
mesothelioma or adenocarcinoma. This report adds 

immunophenotypical findings to the essentially mor-
phological description by Epstein and colleagues. They 
corroborate the benign nature of these lesions, based on 
their known diagnostic value in similar lesions from other 
serous surfaces.

Fig. 1   Case 1. 41-year-old patient with long-term hydrocele. a, b Florid epithelial proliferation in thick fibrous tissue (×40 and ×100, HE). 
Immunohistochemistry findings: c calretinin (×100). d Desmin (×100). e EMA (×400) and f P53 (×400)
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Fig. 2   Case 2. 72-year-old patient with hematocele. a Gross appear-
ance with hemorrhagic content in cavity, thick fibrous tunica vagi-
nalis and atrophic testis. b Epithelial proliferation in thick fibrous 

tissue (×100). Immunohistochemistry findings: c cytokeratin 5/6 
(×100). d Desmin (×400). e EMA (×400) and f P53 (×400)
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