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Abstract. In contrast to primary duodenal adenocarcinomas, germ cell
tumors are potentially curable even when metastatic. It is therefore
important for clinician and pathologist to be aware of this entity for
management decision. A rare case of metastatic embryonal carcinoma,
which initially was presented as upper gastrointestinal tract bleeding is
reported. The patient was treated with 4 cycles of bleomycin, etoposide, and
cisplatin and revealed a good response. In young men with a malignant
tumor in the upper gastrointestinal tract, the diagnosis of germ cell tumors
should be considered even in the absence of a palpable testicular mass.

Keywords:  Germ cell tumor, Bleeding, Testicular neoplasm, Embryonal
carcinoma.

Introduction

Testicular germ cell tumors (GCTs) metastasizing to the retroperitoneum
rarely involve the upper gastrointestinal (GI) tract.
hemorrhage as a complication of gastrointestinal (GI) tract is seen in less
Few cases have been reported with GI bleeding as
Abdominal masses
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and low-back pain have also been reported as presenting complaints®™.

Although embryonal carcinoma is a dominant component in most of
mixed GCTs metastasizing to GI tract’®!, pure embryonal metastatic
embryonal carcinoma is exceedingly rare. This report is of a 21-year-old
man who was presented with a 3 months history of intermittent melena,
and 9 months history of low-back pain. He was confirmed to have a
metastatic embryonal carcinoma of duodenum on an endoscopic biopsy.

Case History

A 21-year-old man was presented to the original referring hospital
with a low-back pain for 9 months and melena for 3 months. The initial
diagnosis was duodenal adenocarcinoma based on duodenal biopsy
performed at another institution. Past medical history was not
significant. The patient was referred to King Faisal Specialist Hospital &
Research Centre for management. Physical examination revealed
irregular epigastric mass. The remainder of his physical evaluation was
normal. An upper GI endoscopy revealed a circumferential fungating
ulcerating friable lesion involving the second and third parts of
duodenum, and causing severe stenosis. CT scan revealed a soft tissue
necrotic mass measuring 4.6 x 5 cm. The transverse dimensions
involving the third part of the duodenum, encasing the aorta, displacing
and compressing the inferior vena cava. The remainder of the small
bowel appears grossly unremarkable. The rest of the abdominal, pelvic
organs and chest are unremarkable. There was para-aortic lymph node
measuring about 9.5 mm. No other mesenteric or pelvic lymph nodes
were seen. Bone window appears unremarkable. Laboratory data
revealed hemoglobin of 85 g/dL and platelet count 836 x 10°/mL. His
chemistry panel was normal. Tumor markers were within normal limits
and include Carcinoembryonic antigen (CEA), 0.4 ug/L, Alfa fetoprotein
(AFP), 1 ng/mL and beta human chorionic gonadotrophin (B-HCG), < 2
mlU/ml).

Pathological evaluation of the endoscopic duodenal biopsy revealed
a malignant neoplasm composed of solid sheets, and nests of large
primitive cells with amphophilic cytoplasm and numerous mitotic figures
(Fig. 1a and 1b). Immunohistochemistry evaluation showed that the
tumor cells were positive staining for Pankeratin, PLAP, OCT-4 and
CD30 (Fig. Ic and 1d). They were focally positive for CK7. They were
negative for epithelial membrane antigen (EMA), cytokeratins 20
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(CK20), chromogranin, synaptophysin and thyroid transcription factor-1
(TTF-1). The diagnosis was made as a germ cell tumor composed of
embryonal carcinoma. There was no other germ cell component in the
biopsy. Based on this, scrotal ultrasound was performed and revealed
highly suspicious ill-defined hypoechoic lesion on the upper pole of the
right testicle, measuring around 1.0 x 1.2 cm. This lesion most likely
represented the primary tumor.

Fig. 1a.

- .J: >
end N

Microscopic section of duodenal
biopsy revealing a fragment of
granulation tissue (top) that
contains small sheet of malignant
cells (white arrow) surrounded by
demoplastic reaction (hematoxylin-
eosin, original magnifications X40).

Fig. 1c.

Immunohistochemistry stain for
OCT-4 showing strong nuclear
positivity staining (original
magnifications X400).

Fig. 1b. Higher  power

magnification
showing the tumor  sheet
(hematoxylin-eosin, original
magnifications X400).

Fig. 1d. CD30 stain revealing positive

membranous staining (original
magnifications X400).

The patient was treated with 4 cycles of bleomycin, etoposide, and
cisplatin (BEP), according to the protocol of the International Germ Cell
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Cancer Collaboration Group (IGCCG)®. Post chemotherapy CT scan
revealed that the tumor resolved with only small residual mass with tiny
calcification, measuring 1.5 cm seen at the level of aortic bifurcation
(Fig. 2a and 2b). The testicular lesion did not change when the US was
repeated after chemotherapy (Fig. 2c). The patient was advised to have
orchidectomy but he refused.

Fig. 2a. Prechemotherapy CT of the Fig.2b. Postchemotherapy CT of the

abdomen reveals soft tissue abdomen reveals that the tumor
necrotic mass measuring 4.6 x resolved.
Scm in and is inseparable from
the third part of the duodenum
encasing the aorta, displacing
and compressing the inferior
vena cava.

Fig. 2c. Scrotal ultrasound reveals an ill defined hypoechoic
lesion of the upper pole of the right testicle, measuring
around 1.0 x 1.2 cm.
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Discussion

GCTs are the most common type of cancer in men age 15 to 35!,
Of GCTs that originate in the testis, 60% are nonseminomatous
(NSGCTs). Less than 10% of GCT arises from extragonadal primary
site, usually in the mediastinum, retroperitoneum or pineal gland®.
Testicular cancer most commonly presents with a testicular mass, pain or
hardness. One third of patients with testicular cancers may present with
symptoms related to lung metastases and retroperitoneal
lymphadenopathy. Symptoms of retroperitoneal metastases include low-
back pain if there is abdominal mass”™*. In a review by Chait ef al. only
5% of patients with GCTs of the testis had GI metastasis of which the
duodenum was the most commonly affected part of the intestine!'. Few
cases have been reported with GI bleeding as the initial presenting
feature of metastatic GCTs!"*!'!.

NSGCTs are more likely metastasize to GI than seminomal®'?,

Invasion of duodenum by lymph node metastasis is more likely related to
right-sided testicular tumor. The mode of spread to GI tract includes
direct spread from involved paraaortic lymph nodes, hematogenous
spread and peritoneal seeding!'?’.

Recognition of GCTs in duodenum is very important because the
management and prognosis is completely different from conventional
primary duodenal adenocarcinoma. At the same time, the earlier the
diagnosis can be made, the better the chances of the patient’s response to
therapy. Our case represents duodenal metastatic GCT which showed
exclusively an embryonal carcinoma component, which mimics
pathologically the primary adenocarcinoma and the differentiation
between the two entities is very challenging.

The initial pathological diagnosis of the current case was duodenal
poorly differentiated adenocarcinoma. Immunohistochemistry was very
helpful in confirming the germ cell nature of this tumor. Primary
duodenal adenocarcinomas are usually positive for EMA, and negative
for PLAP, CD30 and OCT-4. Using multitumor tissue microarray,
Looijenga et al.'*! analyzed >100 different tumor categories and 3600
individual cancers plus demonstrated that OCT-4 (POUSF1) expression
is very specific for particular subtypes of GCTs. Moreover, no protein
was observed in the various tumors of nongerm cell origin including 64

intestinal adenocarcinoma; 17 of them small intestinal adenocarcinomal'’.
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OCT-4 is very specific for seminoma and embryonal carcinoma. In our
case the morphology and the CD30 expression confirm the diagnosis of
embryonal carcinoma.

In summary, the present study reports a rare duodenal metastatic

embryonal carcinoma, which initially presents with an upper GI bleeding
and a low-back pain. In young men with a malignant tumor in the upper
GIT, the diagnosis of GCTs should be considered even in the absence of
a palpable testicular mass. In addition, young men with low-back pain
should be examined for testicular disease as well.
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