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Asymptomatic Sertoli cell tumour diagnosed during

azoospermia work-up
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Dear Editor,

Among the sex cord tumours, Sertoli cell tumours constitute 1% of
all testicular tumours. The association between Sertoli cell tumours
and azoospermia is not well defined, and the patient described in this
letter is the second case reported in the literature.

Sex cord tumours account for approximately 4% of all testicular
tumours. These tumours originate from Sertoli cells and usually occur
in adults over 45 years old." Tumour diameter may range between 1 and
20 cm. Based on the classification of the World Health Organization,
Sertoli cell tumours are classified as sex cord/gonadostromal tumours,
Sertoli cell tumours and malignant Sertoli cell tumours." The morpho-
logy of the Sertoli cells forming the tumours may be of the foetal,
prepubertal, or adult type. A Sertoli cell tumour is macroscopically
round, lobular and well circumscribed. Typical but difficult to observe,
‘Charcot-Bottcher crystals’ are located in the cytoplasm of the Sertoli
cells. Mitosis may be present but is typically infrequent.>* Mitotic acti-
vity is not an absolute index of malignancy. Beyond classical Sertoli cell
tumours, calcified big-cell Sertoli cell tumours and the sclerosing type of
Sertoli cell tumour are very rare.” Sertoli cell tumours immunohisto-
chemically stain for vimentin, keratin, inhibin, calretinin and s-100
protein (Figure 1). The cells do not stain for plancental alkaline phos-
phatise alpha-fetoprotein, or human chorionic gonadotropin, which
are important in distinguishing these tumours from germ cell tumours.
Sertoli cell tumours are most frequently confused with Sertoli cell
nodules, Leydig cell tumours and rete testis adenomas.

A 29-year-old man who was married and had not used contracep-
tion for 4 years presented in June 2006 because he wanted to have a
child. Andrological investigations were performed upon finding
azoospermia (X2 and pellet) in the subject. Upon physical examina-
tion, a painless and well-circumscribed nodule that was 10 mm in
diameter was found on the right testicle. Using colour Doppler ultra-
sound examination, a solid mass that was 11 X8 mm in size was dis-
covered at the centre of his right testicle. Increased arterial perfusion
was observed at the posterior of the well-circumscribed mass. The
serum levels of alpha-fetoprotein, f-human chorionic gonadotropin
and lactate dehydrogenase were all within the normal limits. The
serum level of follicle-stimulating hormone was high, and the serum
levels of luteinizing hormone, prolactin, testosterone and estriol were

within the normal limits. Based on genetic examination, the karyotype
was normal (46,XY), and no microdeletion was observed on the Y
chromosome. The patient, who had a presumed diagnosis of a testicu-
lar tumour, underwent radical orchiectomy. Tissues from healthy parts
of the testicle were sent to the andrology laboratory, and the observed
spermatozoa underwent cryopreservation. Histopathological examina-
tion revealed a nodular, grey-white lesion of 8 mm in diameter that was
limited to the testicle and consistent with a classical Sertoli cell tumour
without mitosis. Inhibin, vimentin and cytokeratin staining were po-
sitive in an immunohistochemical examination. No pregnancy was
achieved with intracytoplasmic sperm injection applications using
cryotesticular sperm extraction (TESE) in 2006 and 2007. In 2010, a
twin pregnancy and twin live birth were achieved with intracytoplas-
mic sperm injection application using fresh TESE. The patient was
tumour free in the 5-year follow-up period.

Sertoli cell tumours, in the category of sex cord stromal tumours,
account for only 1% of all testicular tumours. In total, 170 cases have
been reported in the literature.* The first sign is usually a painless mass,
and the serum levels of alpha-fetoprotein, f-human chorionic gona-
dotropin and lactate dehydrogenase are within the normal limits. As
for all testicular tumours, the risk of developing a Sertoli cell tumour
increases in patients with undescended testicles and those who have
been operated on for this condition. Sertoli cell tumours are observed
as nodular masses that are easily distinguished from testicular tissue
during ultrasound examination. Although organ-sparing treatment
is recommended in the form of partial orchiectomy, a significant
proportion of these patients undergo radical orchiectomy. Immuno-
histochemical investigations facilitate the approach to the diagnosis.
Malignant transformation occurs in approximately 10% of Sertoli cell
tumours. Less than 50 cases have been reported in the literature. The
malignancy criteria are as follows: a size of more than 5 cm, pleo-
morphic nuclei with nucleoli, three or more mitoses per 10 magnifica-
tion fields and vascular spread.' Metastasis has been defined in
malignant cases. Only 7% of all cases demonstrate metastasis during
follow-up. Metastatic disease does not respond well to radio-chemo-
therapy, and survival is poor.°®

Sertoli cell tumours may be associated with androgenic deficiency,
Peutz—Jeghers syndrome and Carney’s syndrome.® None of these
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Figure 1 Staining of the tissue as immunohistochemical with ‘inhibin’, micro-
scopic upsizing (x40).

conditions was present in our case. The association between Sertoli cell
tumours and azoospermia is not well defined in the literature. Our
patient is the second subject having such a diagnosis.” Infertility is
among the risk factors for the development of testicular tumours.
Tumours developing in patients with azoospermia are usually ger-
minal tumours, but Sertoli cell tumours may also develop in rare cases,
as reported here. Mancini et al.® divided azoospermic patients under-
going TESE into two groups with or without Sertoli cell-only syn-
drome. The authors found the prevalence of testicular nodules and
tumours to be higher in the patients with Sertoli cell-only syndrome
and suggested that the patients be followed up in infertility clinics, as
infertility should be examined in the presence of testicular nodules.®
Partial gr/gr deletion of the sub-locus of the azoospermia factor locus
(AZF; Yql1), known as AZFc and with a well-known association with
male infertility, is one of the genes predisposing an individual to
testicular tumours that was defined as a consequence of candidate
gene research.” This deletion increases the risk of the development
of a testicular tumour by approximately two- to threefold. Thus, gr/
gr deletion is an important risk factor. Neither genetic abnormality
nor microdeletion was found in our case.
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In conclusion, the risk of developing a testicular tumour increases in
the presence of azoospermia. Investigations for testicular tumours
should be performed during the assessment of infertile patients, and
TESE should be scheduled given this condition. Furthermore, patho-
logical examination seems to be mandatory, even though spermatozoa
are found in the tissues obtained by TESE. The importance of this case
is that the patient was the second subject in the literature in whom an
association of azoospermia with a Sertoli cell tumour was observed.
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