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CASE REPORT

Gastrointestinal hemorrhage and gynecomastia as
first signs of metastatic testicular choriocarcinoma
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Abstract

Testicular choriocarcinoma is an infrequent non seminomatous germ cell tumor, usually presenting histologically as part
of a mixed germ cell tumor, and rarely as pure form. It metastasizes early, usually along hematogenous routes, lungs being
the most frequent sites of metastasis. Involvement of the gastro-intestinal tract as metastatic site is extremely uncommon
and rarely described in the literature. We report the case of a 47 year-old male with gastric and pulmonary metastases from
testicular mixed germ cell tumor mainly represented by choriocarcinoma as histological subtype, presenting with melena
and gynecomastia as first clinical signs. Morphological and immunohistochemical analyses of biopsies taken from the
endoscopically identified gastric hemorrhagic lesion and from lung nodules showed undifferentiated neoplastic epithelial
cells in a necrotic and hemorrhagic background. Coexistence of gynecomastia addressed towards an hormonal-dependent
tumor and prompted us to apply further morphological and immunohistochemical analyses, revealing the gonadal primary
neoplasm, subsequently confirmed at surgery.
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1 Introduction

Testicular choriocarcinomas are the rarest non seminomatous germ cell tumors, with an incidence of about 0.8 cases per
year per 100000 male population in those countries with the highest frequency of testicular cancer ", and display a peak

1 and an aggressive biological behavior. Patients typically have high levels

incidence between 25 and 30 years
(commonly greater than 100,000 mIU/ml) of circulating human chorionic gonadotropin f subunit (BhCQG); this
biochemical marker is also useful as a prognostic indicator, since persistence of elevated phCG means residual tumor and
worse prognosis 2. Because of the cross-reactivity of phCG with luteinizing hormone, Leydig cell hyperplasia causes

gynecomastia in about 10% patients 2. In most cases the primary lesion is usually of minute size, clinically undetected,
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while early hematogenous spread frequently produces widespread hemorrhagic metastases as the first clinical
manifestation 1), Approximately 70% of patients have metastatic disease at the time of diagnosis, and a worse prognosis
than other forms of testicular germ cell tumors '?!. The lungs are the most frequent sites of metastasis [; other frequent
metastatic sites are retroperitoneal lymph nodes !, brain, bones and liver 1*!. Metastasis to gastrointestinal tract is an
extremely rare event, reported in less than 5% of cases [°!, with the stomach as the most common location "); usually the
lesion appears as a polypoid mass with central ulceration and active bleeding *). Standard treatment of choriocarcinoma
includes orchiectomy and cyclical chemotherapy '), that yields a high remission rate and a 5-year survival rate of
70%-80% for metastatic choriocarcinoma; however, the occurrence of gastrointestinal hemorrhage worsen the
prognosis .

We describe a case of gastric and pulmonary metastasis from testicular mixed germ cell tumor in which the first clinical
manifestations were gastrointestinal hemorrhage and gynecomastia.

2 Case report

A 47-year-old male with no significant previous medical history presented with one week melena without other signs or
symptoms. Upper gastrointestinal endoscopy revealed a polypoid lesion on the anterior wall of the gastric body, 1 cm
diameter, with ulcerated mucosa and active bleeding. Biopsies were obtained from the lesion and the bleeding controlled
by endoscopic clipping. A diagnosis of “poorly-differentiated carcinoma” was reported. Chest and abdominal CT scans
revealed five bilateral hypodense pulmonary lesions and three pelvic bone lesions. Transthoracic fine needle aspiration
was attempted, but no diagnostic material was obtained. A transbronchial biopsy was performed. A second endoscopy
after a few days confirmed the gastric polypoid lesion with necrotic and friable surface without active bleeding; multiple
biopsies were again obtained. The patient concurrently developed gynecomastia. The hypothesis of an hormone-
dependent neoplasm was considered and after morphological and immunohistochemical analyses (see below) the
diagnosis of gastric and pulmonary metastasis from testicular choriocarcinoma was made. Serum levels of chorionic
gonadotropins were 319000 mUI/ml (reference range, 0-5 mUI/ml). A testicular ultrasound showed a 1.5 cm diameter
lesion in the left testicle; this was surgically removed. The diagnosis was mixed germ cell tumor mainly represented by
choriocarcinoma as histological subtype. Treatment with cysplatin-based chemotherapy was started; serum levels of
chorionic gonadotropins decreased from 500000 to 150000 mUI/ml after the first cycle and after the fourth cycle went
down to 26 mUI/ml.

3 Materials and methods

Gastric and pulmonary lesions. Biopsies were fixed in formalin and embedded in paraffin for morphological evaluation.
Four micron tissue sections were stained for the following antigens: epithelial membrane antigen - EMA (Novocastra
Laboratories, Newcastle upon Tyne, UK), striated muscle actin - SMA (Novocastra), CD117 (Dako, Glostrup, Denmark),
cytokeratin 7 (Dako), carcinoembryonic antigen — CEA (Novocastra), vimentin (Novocastra), S-100 protein (Novocastra)
and chorionic beta-gonadotrophin - B-hCG (Dako). Four micron tissue sections obtained from transbronchial biopsy were
stained for the following antigens: cytokeratin 7 (Dako) and chorionic beta-gonadotrophin - f-hCG (Dako).

Testicular lesion. A 5 cm x 3.6 cm x 2 cm left testicle was surgically removed. It was fixed in formalin and embedded in
paraffin for morphological and immunohistochemical analyses. Four micron tissue sections were stained for the following
antigens: cytokeratin 7 (Dako), chorionic beta-gonadotrophin - f-hCG (Dako), CD30 (Dako).
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4 Results

Gastric and pulmonary lesions. Most samples obtained from the first upper gastrointestinal endoscopy were extremely
necrotic; however, neoplastic cellular proliferation mainly composed of poorly-differentiated epithelial cells, arranged in
solid nests was detectable in one biopsy. Unfortunately, the paucity of histological material did not allow to perform
immunohistochemistry and a diagnosis of “poorly-differentiated carcinoma” was made (see Figure 1). Several fragments
of gastric mucosa obtained from the second endoscopy also resulted completely necrotic; in two fragments it was
recognizable an atypical cellular proliferation composed of multinucleated cells with eosinophilic cytoplasm and
hyperchromatic nuclei, intermingled with smaller atypical cells with pale cytoplasm and a single, irregular nucleus. At
immunohistochemistry both types of atypical cells resulted negative for most markers (EMA, SMA, CD117, CEA,
Vimentin, and S-100 protein), and strongly positive for cytokeratin 7. Samples obtained from transbronchial biopsy
showed an extensively necrotic and hemorrhagic background with a few atypical pleomorphic cells; cytokeratin 7 revealed
diffuse positivity. Further immunohistochemical investigation for B-hCG revealed diffuse positivity in atypical cells on
both gastric and pulmonary biopsies (see Figure 2).

Figure 1. Biopsy specimens obtained from the first upper gastrointestinal endoscopy revealed neoplastic cellular
proliferation arranged in solid nests (H&E; A: original magnification x 20, B: original magnification x 40).

Figure 2. Biopsies obtained from the second upper endoscopy (H&E; A: original magnification x 20, B: original
magnification x 40). Neoplastic cells resulted strongly positive for B-HCG (C: original magnification x 20) and
cytokeratin 7 (D: original magnification x 40). Transbronchial biopsy of pulmonary lesions revealed scattered neoplastic
cells (H&E; E: original magnification x 40) strongly positive for B-HCG (F: original magnification x 40).
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Testicular lesion. Gross examination revealed a 1.5 cm x 1.5 cm well circumscribed nodular, solid, hemorrhagic lesion
with irregular margins. Histopathological examination revealed the presence of a neoplastic proliferation composed of
different cell types in a remarkably necrotic-hemorrhagic background. About 70% of the lesion was constituted by
multinucleated cells with eosinophilic cytoplasm and several, large, hyperchromatic nuclei, intermingled with cells
displaying clear cytoplasm with a single, irregular nucleus and prominent nucleolus. The former reacted strongly with
BhCG antibodies, while both cell types resulted positive for cytokeratin 7 (see Figure 3). In addition, other histological
subtypes were present: mature teratoma (20% of the lesion), seminoma (5%) and embryonal carcinoma (5%). It was
detected intratubular germ cell neoplasia (ITGCN). No tumor was found in tunica albuginea, rete testis, epididymis and
spermatic cord; vascular invasion was present.

Figure 3. Gross examination of left testicle revealed a 1.5 cm X 1.5 cm nodular, solid, hemorrhagic lesion with irregular
margins (A). Histologically it was detectable a neoplastic proliferation mostly composed of a biphasic population:
multinucleated cells with eosinophilic cytoplasm and several, large, hyperchromatic nuclei intermingled with cells having
clear cytoplasm with a single, irregular nucleus and prominent nucleolus (H&E; B: original magnification x 10; C: original
magnification x 20; D: original magnification x 40); the former cells strongly reacted with BhCG antibodies (E: original
magnification x 10; F: original magnification x 40). The arrow shows vascular invasion.

5 Discussion

We report a case of metastatic testicular mixed germ cell tumor mainly represented by choriocarcinoma as histological
subtype, presenting with gastrointestinal hemorrhage and gynecomastia as unique clinical manifestations, in the absence
of prior significant medical history. Testicular choriocarcinomas are the rarest non seminomatous germ cell tumors; pure
testicular choriocarcinoma represents less than 1% of testicular tumors, and it is mixed with other germ cell tumor
elements in 8% of testicular germ cell tumors 2! It is characterized by rapid proliferation, excessive vascularity due to its
trophoblastic origin and a tendency to outgrow its blood supply, with subsequent necrosis of the tumor ', As in our case,
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the primary lesion is typically small and well circumscribed from the remaining testicular parenchyma, clinically
undetected ), while the first clinical manifestations are due to metastases. Indeed, approximately 70% patients display
metastatic disease at the time of diagnosis, giving to this neoplasm a worse prognosis than most other testicular germ cell
tumours *!; moreover, older autopsy series reported approximately the same high percentage of gastrointestinal tract
involvement ',

Haemorrhage in multiple visceral sites represents one of the hallmarks of the so-called “choriocarcinoma syndrome” ',
characterized by haemoptysis, dyspnoea, central nervous system dysfunction, haematemesis, melena, hypotension, and
anaemia . Macroscopically, the tumor often presents as a small, usually hemorrhagic and partially necrotic lesion
sometimes surrounded by a rim of whitish preserved tumor tissue !"). Histologically, as in our case, there is often a mixture
of different histotypes, among which choriocarcinoma represents the major component. The tumor is composed of three
types of cells: syncytiotrophoblastic, cytotrophoblastic and intermediate trophoblastic cells, arranged in varying
proportions and patterns in an extensively haemorrhagic and necrotic background . Cytotrophoblastic cells react with
cytokeratin antibodies (CK7, 8, 18, 19, CAMS.2, AEl: AE3) as well as with human placental lactogen, while
syncytiotrophoblastic cells react strongly with B-hCG antibodies and also express cytokeratin, epithelial membrane
antigen (EMA) and the alpha subunit of inhibin. The intermediate trophoblastic cells are positive for human placental
lactogen.

The diagnosis of choriocarcinoma is based on the identification of both trophoblast types (syncytiotrophoblastic and
cytotrophoblastic cells), arranged in a typically biphasic pattern '), because cells with the morphologic appearance of
syncytiotrophoblast can be seen in several other types of testicular tumor.

Table 1. Cases of gastrointestinal involvement from metastatic testicular choriocarcinoma, either as pure form or as main part of mixed

germ cell tumor hitherto reported in the literature.

. Sites of
Patient’s .. . . . . . .
Reference e ) Clinical manifestation  gastrointestinal Testicular Histology Qutcome
ge v involvement
St h
Infante et al.” 37 Melena omac Pure choriocarcinoma Dead
Bowel
Duodenum
) Jejunum .
Shariat et al.'® 51 Severe anemia, melena e Mixed germ cell tumor Dead
Stomach
Bowel
Fosado-Gayosso et al.® 25 Severe anemia, melena Stomach Pure choriocarcinoma Dead
Under
Drake at al.’ 21 Hematemesis Stomach Pure choriocarcinoma
therapy
Lock® 29 Hematemesis, melena Jejunum Mixed germ cell tumor Dead
Severe anemia,
Stokes et al." 22 hemoccult-positive Stomach Pure choriocarcinoma Dead
brown stool
Harikumar et al.'® 28 Heamatemesis Stomach Mixed germ cell tumor Dead
Saito et al.'® 39 Hematemesis Stomach Pure choriocarcinoma Dead
. . Not
Rosenblatt et al."” 28 Severe anemia, melena ~ Duodenum Mixed germ cell tumor .
specified

Metastasis to gastrointestinal tract is an extremely rare event, reported in less than 5% of cases .. In table 1 we reported
cases of metastatic testicular choriocarcinoma, either as pure form or as main part of mixed germ cell tumor, with

[13-17]

gastrointestinal involvement hitherto described in the literature . In such cases, the stomach, usually the upper body,

is the most common location "', Other less frequently involved sites are the small bowel (in particular the duodenum), the

96 ISSN 2332-7243 E-ISSN 2332-7251



http://crim.sciedupress.com Case Reports in Internal Medicine, 2014, Vol. 1, No. 2

esophagus, and the colon. Neoplastic cells typically invade the submucosa and as the rapidly expanding tumor mass grows
it quickly exceeds its blood supply, causing ulcerations. The main endoscopic appearance of this lesion is as a polypoid
mass with central ulceration and active bleeding ) the latter is usually treated endoscopically by ligation, electrocautering
or injective therapy (epinephrine or hjaluronate acid) *!. However, more aggressive biopsy techniques are often necessary
to obtain proper histological material. Metastatic lesions produce f-hCG and in over 90% of cases, as in our patient, the
histology is identical to that of the primary tumor.

Primary extragonadal choriocarcinoma, although very rare, has been reported in medical literature, including in lung and

stomach 1829

, as well as sporadic cases of gastrointestinal hemorrhage as the first manifestation of metastatic
extragonadal choriocarcinomas *'. Non germ cells carcinomas secreting B-hCG have also been described, mainly
pulmonary large cells carcinoma and pleomorphic carcinoma with giant cells component, and gynecomastia can be a
paraneoplastic sign. These points must be taken into account in every case of carcinoma with choriocarcinoma-like

features in patients with unknown primary neoplasm.

Recognition of a double population of atypical cells, one giant and/or multinucleated reminescent of syncytiotrophoblastic
cells in a highly necrotic and hemorrhagic background should alert pathologist of the possible presence of
choriocarcinoma, and to look for gonadal origin which is of course far more common for all germ cell tumors. Serological
tests for f-hCG and ultrasound of genital organs should be performed in order to confirm or to rule out gonadal origin of
choriocarcinoma presenting with extragonadal involvement.

The importance of clinical and serological data, that in our case addressed towards a correct diagnosis and revealed the
paramount importance of a strict collaboration among different specialists, must be stressed.
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