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An unusual presentation of testicular cancer
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Abstract: We report two rare cases of patients presenting with unusual symptoms, which led to the diagnosis
of a germ cell tumor. Metastatic germ cell tumor of testis involving the gastrointestinal tract and causing the
occult gastrointestinal bleeding is described in the first case. The second patient is reported to have limbic
encephalitis with positive serum for Ma2 antibodies (antibodies against neuronal proteins) and parallel malig-
nant germ cell tumor diagnosis (Fig. 4, Scheme 2, Ref. 12). Full Text (Free, PDF) www.bmj.sk.
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Seminomatous or nonseminomatous (NSGCT) germ cell tu-
mors are the most common malignancy in men aged 15—35 years,
5 % of these tumors are of the extragonadal origin (1). Semino-
mas account for one half of all testicular germ cell tumors. Em-
bryonal carcinomas, teratomas, choriocarciomas, and yolk-sac
carcinomas belong to NSGCT.

Regional metastases appear first in retroperitoneal lymph
nodes below the renal vessels. Right-sided testicular tumors
spread to the right paracaval and retrocaval nodes. Only rarely
(aproximately 5 %) are metastases found in gastrointestinal tract
(2). Invasion and compression of duodenum by lymph node
metastases is a rare complication and is more likely related to
right-sided testicular tumors. It often presents with an occult
gastrointestinal bleeding or bowel obstruction. Left-sided tumors
also spread to lymph nodes around the great vessels (3).

Paraneoplastic neurological syndromes, e.g. paraneplastic
limbic encephalitis (PLE) associated with carcinoma are rare.
Combination of paraneoplastic limbic encephalitis and the anti
Ma?2 antibody detection is associated with testicular cancer even
in the subclinical stage (4). Other common sites of metastases
are lung, liver and brain.

Case report 1

A 31-year old man suffering from weight loss, weakness and
worsening in physical performance presented with symptoms of
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Fig. 2. Abdomen CT scan — tumor arising from proximal jejunum.
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Summary of Case Nr.1:

Severe anemia (HGB 68d/l)
Slyearsoldman o \ieTOMS c

ﬂ Weakness, weight loss
Suspection of occult bleeding sear ching for the cause
Lab tests: Stool test for Gastrofibroscopy
Hypoproteinemia occult bleeding: and colonoscopy:
Hypolipidemia negative negative
?erythrocte sedimentation rate
CT scan of abdomen ll
with enteroclysis: Push-enter oscopy: A
enlarged small intestine Fragile, solid tumor of the proximal
jejunum with exul ceration suspect of
malignancy (figure 1)

[ Pathological evaluat:extensive infiltration of malignant cells ]

Complete pre-therapautical staging: CT scan of thorax, abdomen
and pelvis — tumorous mass arising from proximal jejunum, with
infiltrating features and enlarged para-aortal lymph nodes (figure 2)

Risk of ileus and intestinal y
perforation: surgical removal of the
lession —jejunal resection with
dissection of para-aortal lymph nodes

_________________________ 4

Pathological evaluation:
Metastasis of germ cell
testicular tumor

~
Serum hCG level: 18-fold higher Scrotal ultrasound:
than the normal upper limit asmall pathological mass
1,5cmin greatest diameter T

Right inguinal orchiectomy: seminomawith teratoma

4 cycles BEP

:I Chemotherapy:

anemia as a result of a clinically occult blood loss. Blood count
showed severe anemia (HGB 68 g/1), the patient was admitted to
the hospital for the hemosubstitution. Routine biochemical blood
tests showed an elevated erythrocyte sedimentation rate, hypo-
proteinemia and hypolipidemia. While searching for the cause
of a severe anemia, patient underwent various examinations. His
stool was tested for the occult bleeding, gastrofibroscopy and
colonoscopy were performed, all tests with negative results.
Abdomen CT scan with enteroclysis revealed an enlarged small
intestine without lymphadenopathy. Due to these findings, the
push-enteroscopy was performed. A fragile, bleeding solid tu-
mor of the proximal jejunum with an exulceration, suspected of
malignancy, was found (Fig. 1). Samples for pathological ex-
amination were obtained. Tissue samples showed extensive ma-
lignant cells infiltration. However, due to the small amount of
tissue, pathologist was not sure about the precise diagnosis and
he could not exclude a rare type of diffuse large B-cell malig-
nant lymphoma. A complete pre-therapeutical staging was per-
formed including a negative CT scan of the thorax and pelvis.

CT scan of the abdomen revealed a tumour mass probably aris-
ing from proximal jejunum, with infiltrating features and an en-
larged paraaortal lymph node (Fig. 2). Based on these findings
and due to the patient’s status and the risk of ileus and intestinal
perforation, the patient was referred for the surgical removal of
the lesion. The surgeons performed a palliative jejunal resection
with the dissection of paraaortal lymph nodes. Pathology exami-
nation with the imunohistochemical staining of the tumour, pro-
vided by two independent pathologists, revealed the diagnosis
of metastasis of germ cell tumour in the small intestine. The hCG
(human choriogonadotropin) serum level was 18-fold higher than
the upper normal limit. Based on these data, a scrotal ultrasound
examination was performed, disclosing a small pathological mass
measuring 1.5 cm in the greatest diameter- not evident at previ-
ously performed physical examination. The patient underwent
the right radical inguinal orchiectomy. Histological diagnosis of
the testicular tumour revealed seminoma combined with teratoma.
Based on these results, the patient completed 4 cycles of BEP
(Bleomycin, Etoposide, Platinum) chemotherapy experiencing
only a mild toxicity and resulting in a complete clinical and bio-
chemical remission according to the RECIST criteria.

Case report 2

On May 2004, a 21-year old man underwent surgery (right
inguinal orchiectomy) for a malignant testicular tumor (embryo-
nal carcinoma and teratoma with spontaneous necrosis). Three
weeks after the surgery he presented with fever, nausea and a
profound short-term memory loss. He also experienced repeated
epileptic grand mal seizures with aura and gastrointestinal dis-
comfort. A subsequent screening for bacterial, viral and fungal
infection was without pathological findings. HIV status was nega-
tive. Cerebrospinal liquor cytology revealed a lymphocytosis (re-
active?) with an absence of any malignant cells. MRI showed an
area of an extensive signal alteration in hippocampus without
any evidence of pathological leptomeningeal enhancement. Be-
cause of patient’s deteriorating condition, he was given an em-
pirical treatment with intravenous acyclovir administration for a
suspected herpes simplex encephalitis. For the history of malig-
nant disease, the patient was consulted in Vienna and Munich —
the paraneoplastic limbic encephalitis (PLE) was suspected. A
more detailed immunological investigation, including a para-
neoplastic antibody screen, revealed the presence of the anti Ma2
antibodies in patient‘s serum. As the anti Ma2 antibodies are
known to have an association with testicular cancer, a search for
recurrence was performed (4). The whole body CT scan and se-
rum tumor markers turned out to be normal. In the absence of
any direct evidence for relapsing testicular cancer, the onco-urolo-
gist recommended the observation. Six months later, a recur-
rence of testicular cancer was diagnosed. An elevated serum hCG
level was detected along with a retroperitoneal lymphadenopa-
thy and pulmonary metastases as seen on the CT scan. The pa-
tient was treated with three cycles of BEP (bleomycin, etoposid,
platinum) chemotherapy. After the chemotherapy, a partial re-
sponse was achieved, and the patient was observed for other three
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Fig. 3 and 4. Chest CT scan-pulmonary metastatic lesion.

months. A routine CT scan and serum tumor markers showed a
progression of pulmonary metastasis and lymphadenopathy. He
was treated with the salvage chemotherapy TIP scheme (pacli-
taxel, ifosfamid, cisplatin) which, after the fourth cycle, resulted
in the regression of metastasis. Based on these results, he was
referred for the surgical removal of pulmonary metastatic lesion.
Morphology and immunoprofile revealed the metastasis of em-
bryonal testicular carcinoma. After the surgery, the patient com-
pleted two cycles of postoperative systemic treatment with eto-
posid and cisplatin leading to the stabilization of the disease.
Five months later, the patient presented with a hemoptoe and
elevation of serum hCG. CT scan showed a progression of pul-
monary metastatic lesion (Figs. 3 and 4). Currently, the patient
is treated with the third line of systemic therapy according to the
GEMOX scheme (gemcitabin, oxaliplatin) and his condition is
stabile, however the neurological status remains with deficit.
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Summary of Case Nr.2:

Previoustreatment: 3 weeks before onset of symptoms
- primary inguina orchiectomy because of embryonal carcinomaand teratoma

21 yearsoldman ( SYMPTOMS Fever, nauzea, weakness

Profound short-term memory lost

Serology-bacterial, | Cerebrospinal liquor M agnetic resonance
viral, fungal cytology: imaging (MRI) : areaof
infection — negative, lymphocytosis, no signal alteration in

HIV status negative detecable malignant hippocampus, no lepto-

cells meningeal enhancement

[ Empirical treatment: intravenous acyclovir for suspected herpes simplex encaphalitis

S

Consultation in Vienna and Presence of anti-M a2 antibodies )

Munich: in serum
Suspected paraneoplastic limbic association with testicular cancer
encephalitis )

Complete staging- search for recurrence: whole body CT scan,
serum tumor markers — negative results ... observation

6 months later:
RELAPS of testicular cancer

Elevated serum hCG level }

and pulmonary metastases

Retroperitoneal lymphadenopathy ]

| Chemotherapy: 3 cycles BEP with partial response |

i Salvage chemotherapy: 4 cycles
TIP (taxol ifosfamid,platinum)

3 months later:
PROGRESSION of metastases

Surgical removal of pulmonary.
metastatic lesion

Postoperative chemotherapy:
2 cycles etoposid+platinum

5 months later:
PROGRESS ON- hemoptoe

Third line

chemotherapy:
GEMOX

Discussion

Testicular tumors are rare, accounting for approximately 1
to 2 % of all tumors (5). It is the most common cancer affecting
men in their 3rd and 4th decade. Each year, three to six cases of
testicular tumors per 100 000 males are diagnosed (6). The world-
wide incidence of germ cell tumors has more than doubled over
the past forty years (7). Metastatic disease is detectable at pre-
sentation in about 30 % of patients with seminoma and in 50 %
of patients with the nonseminoma tumors. Metastases occur
mostly in the paraaortal lymph nodes, lungs, liver, bone or brain.
Metastases at other sites are less common.

Gastrointestinal bleeding in a young man should lead to the
consideration of a testicular cancer in the differential diagnosis.
The incidence of gastrointestinal metastases varies with the his-
tological tumor subtype. Nonseminomas more frequently develop
gastrointestinal metastases, pure seminomas were only occasion-
ally reported to involve the gastrointestinal tract (5). Involve-
ment of the gastrointestinal tract in metastatic process of germ



Vertakova Krakovska B et al. An unusual presentation of testicular...

cell tumors was described only in few reports. Johnson and col-
leagues described 26.9 % rate of gastrointestinal metastases found
in necropsies of testicular cancer patients. The involved sites were
stomach, duodenum, small intestine, caccum, colon and esopha-
gus. The mode of spread to the gastrointestinal tract described in
this study was by direct extension from involved paraaortic nodes,
hematogenous spread and peritoneal seeding (8, 9). In the report
from Chait published in Digestive Diseases in 1978, 25 out of
487 patients with documented gastrointestinal metastases diag-
nosed postmortem were reported (10). Multimodality approach
is required in the treatment of this condition, including emer-
gency surgery (7) as shown in our case, as well. Although these
patients often belong to a poor-prognosis group, long-term sur-
vival is achievable using the modern treatment principles.

Paraneoplastic limbic encephalitis occurs more frequently
in testicular cancer than in other cancer types (11). This rare neu-
rological disorder is characterized by personality changes, irri-
tability, depression, seizures, memory loss and dementia (12).
The identification of the anti Ma2 antibodies (antibodies against
neuronal proteins) in the serum and liquor of patients with neu-
rological disorder (paraneoplastic syndrome) has uncovered the
existence of antigens shared by some tumors and the nervous
system (so-called onconeuronal antigens). Paraneoplastic syn-
dromes and enhanced Ma2 level often precede the diagnosis of
the tumor by several months or longer (5), and are often more
devastating than the cancer itself (11). Patients with neurologi-
cal symptoms, particularly young men, should be examined for
serum antibodies against Ma2 since this marker is indicating the
presence of an associated neoplasm. PLE is a well recognized,
but poorly understood non-metastatic neurological process. It is
characterized by an inflammatory infiltration of the hippocam-
pus as was seen in our second case.

Based on our observations, we conclude that especially in
young men, a precise examination of unusual and nonspecific
neurological symptoms, and the possibility of malignant germ
cell testicular tumor should not be overseen.
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