Testicular cancer in three brothers
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Summary:
Three of four brothers in a family were diagnosed to have testicular tumour. AU brothers
were in their twenties at diagnosis and all had malignant teratoma, intermediate. One of the brothers, in
addition, had a seminoma on the same side as the teratoma. The cases were unusual as there was no family
history of cancer and no congenital abnormalities, such as cryptorchidism. Chromosomal analysis and
HLA typing did not help in elucidating the cause of this rare familial occurrence of testicular tumour.

Introduction
Most of the 100 cases of familial primary testicular
malignant tumours reported so far relate to either
identical twins, a pair of non-identical siblings, cousins
or father and son relationship.' We report the first case
of testicular cancer in three brothers from the UK and
probably the third in the world.2'3
Case reports
Case I
A 20 year old male presented in 1971 with left
testicular swelling. Orchidectomy revealed a malignant teratoma intermediate. The patient was treated
with adjuvant radiotherapy to abdomen and is relapse
free and alive.
Case 2

A 27 year old brother of Case 1 presented in 1974 with
swelling of the left testis. Orchidectomy revealed
malignant teratoma intermediate. The tumour was
Stage III and treatment with abdominal radiotherapy
and chemotherapy comprising of vincristine,
adriamycin and methotrexate was given. The patient
died of progressive disease in 1976.

upper pole of testis. P-Human chorionic gonadotrophic (PHCG) and a-feto protein (AFP) were
elevated. The patient had bulky Stage IV disease at
presentation. Chemotherapy with cisplatin, vincristine, bleomycin, ifosfamide and VPI6 was given. The
patient went into remission and is alive.
There is one more brother who is in his twenties and
healthy. There was no history of consanguinity in the
parents and no deaths due to cancer in the family or
first cousins. There was no evidence of cryptorchidism
or any other congenital abnormality in any of the
affected brothers. The remainder of the family, i.e., the
unaffected brother and children of Cases 1 and 2, have
been examined and screened for AFP and PHCG and
are being followed up regularly. Chromosome analysis
on the two surviving affected brothers and the
remainder of the family showed normal karyotype.
The postulated specific marker for seminoma and
testicular teratoma i ( 12p) using the Kirstein-Ras
probe could not be looked for due to fixation of
tumour at surgery.4 It was negative in blood
leucocytes. Oliver has found significant association of
HLA DR5 and DR7 in testicular tumours.5 Both
affected surviving brothers were negative for HLA
DR5 and DR7. In addition, HLA typing established
these brothers to be non-identical.

Case 3

Discussion
A 26 year old brother of Cases 1 and 2 presented with
swelling of the right testis in 1986. Orchidectomy
revealed two tumours, a malignant teratoma
intermediate in the lower pole, and a seminoma in the
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Testicular tumours have twice been reported in three
brothers.2'3 There have also been two reports of
testicular tumours in four brothers.6'7 Arguments in
favour of genetic aetiology of testicular tumours
include occurrence in families, presence of seminoma
in situ in contralateral testis in 1-2% of patients with
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tions, were unable to support a genetic aetiology in
their case of four brothers with testicular tumours.6 It
is, however, important to pay particular attention to
family history in all new cases and to document all
further cases in the literature, the objective being to
define risk factors and to establish an individual
cumulative risk calculation for a particular person by a
combination of different risk factors, as has been done
in breast cancer.
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testicular tumours and association of such tumours
with cryptorchidism, the latter increasing the risk of
testicular tumour by 50%8 In a case controlled study
by Tollerud, 6 of 269 (2.2%) reported a first degree
relative with testicular cancer compared to 1 of 259
(0.4%) controls.9 Whether familial clustering involves
an inherited susceptibility or a common familial
exposure to cultural (including dietary) factors or
other environmental stimuli (including exposure to an
infectious agent) remains to be demonstrated. On the
other hand, the small number of familial cases
documented, the very occasional clustering of cases
and lack of concordance in monozygotic twins are not
sufficient to enable genetic influences to be regarded as
a clearly established aetiological factor.'" Moreover
Gedde-Dahl and colleagues, after extensive investiga-

