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ABSTRACT

Testicular mixed germ cell tumors (TMGCTs) are aggressive neoplasms that often have metastases at the
time of diagnosis, primarily in the lungs, bones, and brain. Gastrointestinal metastases are rare, occurring
in less than 5% of cases, while duodenal involvement is extremely rare, with only few reported cases.
Furthermore, gastrointestinal bleeding is an atypical initial presentation of metastatic TMGCTs. Herein, we
present a very rare case of upper gastrointestinal bleeding caused by a duodenal metastasis of a TMGCT
in a 24-year-old man. The patient was admitted to our hospital due to abdominal pain and melena with a
hemoglobin level of 52 g/L. He had no history of testicular swelling, or any other symptoms or signs of a
testicular tumor. Upper gastrointestinal endoscopy revealed a duodenal tumor mass with irregular bleeding,
and abdominal ultrasound and computed tomography showed a duodenal mass that infiltrate retroperi-
toneum. Emergency surgery was performed, and the histopathological findings of the resected specimen
were consistent with TMGCT metastasis. Subsequently, a testicular tumor was confirmed and surgically
removed; however, multiple metastatic deposits were observed in the lungs. Due to the patient’s poor
general condition, chemotherapy was not performed. The patient died 3 months after the initial diagnosis.
This case suggests that, although duodenal metastatic TMGCTs are rare, they should be considered in the
differential diagnosis of gastrointestinal bleeding in young male patients.

Keywords: upper gastrointestinal bleeding, duodenal metastasis, testicular mixed germ cell tumor

INTRODUCTION

Testicular germ cell tumors are divided into
seminomas and non-seminomas. Mixed germ
cell tumors, which belong to the latter group,
account for approximately 32—60% of all germ
cell tumors and occur in younger patients 15—35
years of age [1]. They usually contain more than
two components; choriocarcinoma cells are of-
ten seen with other types of non-seminoma cells

[2,3]. Testicular mixed germ cell tumors have a
malignant potential similar to that of pure testic-
ular choriocarcinomas [4], which represent less
than 1% of all testicular [5,6], and are likely to
spread quickly to other parts of the body, includ-
ing the lungs, bones, and brain. Gastrointestinal
metastases are rare, with an incidence of less than
5%, and duodenal involvement has been reported
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in only 1.4% of cases [7,8]. Herein, we report a
rare case of a testicular mixed germ cell tumor
initially presenting with gastrointestinal bleeding
from a duodenal metastasis.

CASE REPORT

A 24-year-old male patient was admitted to
our hospital due to upper gastrointestinal bleed-
ing. Emergency endoscopic gastroduodenoscopy
revealed a submucosal tumor mass in the third
duodenal portion, with a large surface ulceration
with a clot in the bottom surrounded by elevated,
irregular edges (Figure 1). Several biopsy samples
were collected, and histopathological analysis re-
vealed a malignant neoplasm with morphological
characteristics of a mixed germ cell tumor.

Figure 1. Endoscopic findings on admission.

Additionally, abdominal ultrasound showed
a large tumor mass with a diameter of 10 cm locat-
ed in the retroperitoneum. Computed tomography
(CT) revealed active bleeding duodenal mass that
infiltrate into retroperitoneum (Figure 2). There-
fore, emergency surgical treatment was indicated.
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Figure 2. Axial (A) and coronal (B) computed tomog-
raphy images showing bleeding duodenal mass that
infiltrate into retroperitoneum

Resection of duodenum and extirpation of
retroperitoneal tumor were performed and the
bleeding was stopped (Figure 3). Postoperatively,
the patient received pantoprazole therapy and a
transfusion of two blood units. However, several
days after the surgery, he developed acute abdo-
men due to kinking of the gastrojejunal anasto-
mosis. Revision surgery was performed and a new
gastrojejunal anastomosis was made.
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Figure 3. Intraoperative image
of the retroperitoneal tumor mass.

Histopathological examination of the surgi-
cal specimen revealed the following. Macroscop-
ically, the tumor consisted of a large, tan-to-gray-
colored, soft tissue mass measuring 10xX6x5 cm,
with extensive hemorrhagic and necrotic zones on
the surface and a cystic component at the periph-
ery (Figure 4A). Microscopically, the tumor was
composed of a mixture of mononuclear cytotro-
phoblast cells, multinucleated syncytiotrophoblast
cells, and intermediate trophoblast with extensive
hemorrhage and necrosis (Figure 4B). Mitotic fig-
ures were frequent, and vascular invasion was also
present. In addition to the choriocarcinomatous
component, the tumor contained a teratomatous
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component, comprising epidermoid, columnar,
and mucinous cells, and small foci of mature
lymphoid and smooth muscle tissue. Immuno-
histochemical staining revealed diffuse strong
positivity for CKAE1/AE3. Many of the syncy-
tiotrophoblast cells were positive for beta human
chorionic gonadotropin (B-hCG; Figure 4C). Both
cytotrophoblast and syncytiotrophoblast cells
were positive for CK7, CK18, and CK19, and
negative for MUC2, MUCS5AC, CK20, CK5/6,
CDX2, vimentin, CD30, PLAP, and OCT3/4. The
final histopathological diagnosis was mixed germ
cell tumor with choriocarcinoma (70%) and tera-
toma components (30%).

Following the receipt of the histopatholog-
ical findings, additional testing was performed.
Laboratory analysis showed an elevated B-hCG
level (3,000 IU/L), and chest CT showed multiple
metastatic deposits in the lungs. The urological
physical examination revealed a tumor mass in
the right testicle, which was subsequently surgi-
cally removed. The postoperative histopathological
findings were consistent with a germ cell tumor
with a mixed choriocarcinoma (6070%) and tera-
toma morphology (30—40%). Therefore, primary
testicular mixed germ cell tumor was diagnosed.
Postoperatively, the patient’s condition was poor;
thus, salvage chemotherapy was postponed. How-
ever, the patient died 3 months after last surgery.

Figure 4. Histopathological findings. A) Macroscopic image showing a soft tissue tumor mass with necrotic,
hemorrhagic, and cystic components; B) Photomicrograph showing mononuclear polygonal cytotrophoblast cells
and multinucleated syncytiotrophoblast cells with eosinophilic cytoplasm and large hyperchromatic nuclei (he-
matoxylin and eosin staining, magnification x100); C) Photomicrograph showing positive immunohistochemical
staining for beta human chorionic gonadotropin (anti-f-hCG staining, magnification *100).

DISCUSSION

Testicular germ cell tumors are the most
common tumors in young men, accounting for
95% of all solid tumors in this population. They
usually present with a painless testicular swelling;
however, in rare cases, there may be wide-spread
metastases without a palpable or visible on imag-
ing testicular mass [9]. These are called burned-
out tumors, and in such cases, clinical diagnosis
can be difficult [10]. In addition, germ cell tumors
are commonly associated with increased plasma
levels of B-hCG and alpha-fetoprotein. In our pa-
tient, although the diagnosis was confirmed his-
topathologically, laboratory testing showed high
B-hCG levels, but the level of alpha-fetoprotein
was within the normal range.

Testicular ultrasound is an imaging tech-
nique with a 100% sensitivity for detecting a tes-
ticular mass, while CT and magnetic resonance
imaging can provide a better estimation of the

extent of the disease [11]. Fast-growing tumors
are usually associated with early metastases. Our
patient had an active bleeding duodenal tumor
deposit that infiltrate into retroperitoneum, and
multiple metastasis in the lungs were detected.

Gastrointestinal metastases of solid malig-
nant tumors are rare, occurring in less than 5%
of cases, with deposits most commonly found
in the stomach. The most common tumors that
give rise to the gastric metastases are breast, lung,
and esophageal cancer, and malignant melanoma,
while gastrointestinal metastases of germ cell tu-
mors are rare. Prior studies have demonstrated
that gastrointestinal involvement is more likely
with non-seminoma than with seminoma germ
cell tumors [12,13]. Metastatic deposits in the
stomach more often present as solitary than as
multiple lesions [14,15], and their endoscopic fea-
tures may resemble those of peptic ulcers, submu-
cosal lesions, polyps, or black spots characteristic
of malignant melanoma. For these reasons, it is
sometimes difficult to distinguish between a pri-
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mary tumor and metastatic deposit endoscopically
[16,17] and it is even more difficult to distinguish
if the tumor mass is primary metastasis in the duo-
denum or it is infiltrating metastasis from retroper-
itoneum. Duodenal metastatic lesions are extreme-
ly rare, reported in only 1.4% of cases. Altamar
et al. reported a case of testicular seminoma with
a small component of embryonal carcinoma in a
20-year-old man with a metastatic deposit in the
duodenum [18]. In the present case, the metastatic
lesion was solitary, located in the duodenum, and
endoscopically closely resembled a submucosal
tumor with active bleeding.

Upper gastrointestinal bleeding is an ex-
tremely rare initial manifestation of metastatic
testicular germ cell tumors, particularly with du-
odenal involvement [19,20]. The most frequently
reported gastrointestinal manifestations include
abdominal pain (46%) and melena (44%), fol-
lowed by hematemesis and hematochezia in
approximately 24% of cases, while non-bloody
vomiting, abdominal mass, and distension are less
common [21]. Duodenal metastases usually pres-
ent with melena and/or hematemesis, along with
anemia. Our patient was admitted with abdominal
pain and melena, and severe anemia.

Seminomas have a better prognosis than
non-seminoma germ cell tumors; they are less
aggressive, usually diagnosed at an early stage,
and more sensitive to radiation therapy and plat-
inum-based chemotherapy [22]. The treatment of
mixed germ cell tumors is similar to that of pure
choriocarcinomas because of the similar aggres-
siveness and high metastatic potential of these
two tumor types. Approximately 8% of testicu-
lar germ cell tumors contain a choriocarcinoma
component. In our case, the tumor was composed
of cells with choriocarcinoma (60—70%) and ter-
atoma (30—40%) morphology [23,24]. Current
guidelines recommend cisplatin-based combina-
tion chemotherapy with bleomycin, etoposide,
and cisplatin as first-line therapy for advanced
non-seminoma germ cell tumors [25,26]. In our
patient, salvage chemotherapy was not started due
to his poor general condition following the sur-
gical treatment.

CONCLUSION

Upper gastrointestinal bleeding is an atyp-
ical initial clinical manifestation of a duodenal

metastasis of a testicular mixed germ cell tumor.
Nonetheless, this case suggests that this aggressive
and highly metastatic malignant disease should be
considered in the differential diagnosis of gastro-
intestinal bleeding in young male patients.
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MEIIAH 'EPMUHATUBEH TECTUKYJIAPEH TYMOP MAHU®ECTUPAH
CO T'OPHOIAUT'ECTUBHO KPBABEIBE — ITPUKA3 HA CJIVUAJ

Evunimja HukonoBeka TpmueBcka', betu TonopoBcka',
Marnanena bornanoscka TogopoBcka?, Mepu TpajkoBcka’,
Japuna Hukonosa', lapko Ilam6a3’, I'opru lepudan’, ®@ana Jlunocka-Jocugopuk'

! VHuBep3uTeTCKa KIMHHUKA 3@ TACTPOCHTEPOXENaroaoruja, MeauiuHcKu (GakynreT, YHUBEp3uTeT ,,CB.
Kupun u Metoauj* Bo Cxonje, PC Makenonuja

2 MHcTuTyT 32 maronoruja, MeauuuHacku dakyntet, Yausepsutert ,,CB. Kupun u Metoauj“ Bo Ckomje,
PC Makenonuja

* VHUBep3HUTETCKA KIIMHUKA 33 AUTeCTUBHA XUPYPruja, MeauiuHcku dakynret, YHuBep3uret ,,CB. Kupun
u Meroauj“ Bo Ckorje, PC Maxkenonuja

Mermranute repmuHaTHBHE TyMmopu Ha Tectucute (TMGCTS) ce arpecMBHHM HEOIIa3MH IITO Haj-
YEeCTO MPH MOCTAaByBakhE HA JAMjarHO3aTa UMaar JaJieuHu METacTa3u, IPBEHCTBEHO BO Oenute IpoOoBH,
BO KOCKHTE U BO MO30KOT. ['aCTpOMHTECTUHAIHUTE METACTa3H CE PETKH, C€ jaByBaaT BO MOMAJIKY of 5%
O]l CITyyauTe, J0JIeKa METaCTaTCKHU JICTIO3UT BO JIyOJICHYMOT C€ CpekaBa MCKIIyYUTEIHO PETKO, CO Maj
Opoj o0jaBeHU ciiy4au BO JinTeparypara. ['acTpOMHTECTHHATHOTO KPBaBEHE € aTUIIMYHA TIPE3CHTaIUja
Ha metactarcku TMGCTs.

Ce omuiryBa MHOTY PEJIOK CITy4aj Ha TOPHO raCTPOMHTECTHHAIHO KPBABEH-E ITPEAM3BUKAHO O] IyOJIe-
naina meractaza Ha TMGCT kaj 24-ronumien Max. [lanimeHToT Oerie mpuMeH mopau OOJIKH BO CTOMAKOT
Y MEJIeHAa CO HUBO Ha XeMoroOuH of 52 g/L., 6e3 ucropyja u KIMHUYKH 3HAIM 32 TYMOP Ha TECTUCHTE.

I'opHoaMcrecTUBHATA €HAOCKOIHMja MOKaXka MyOAEHAIHA TyMOpPCKa Maca CO HENpaBHJIHM paOOBU
1 aKTHBHO KpBaBebe, a a0JOMUHAIIHUOT YATPa3BYK U KOMITjyTepcKaTa ToMorpaduja mokaxaa KpBaBeuka
MeTacTacka Jie3uja BO JyOAEHYM, Koja Iponarupa U KOH perporneputoHeyM. 11o XupypumkuoT TpeTmas,
XHMCTOIATOJIOMIKHOT HA0 ] Ha PECELPAHUOT IPUMEPOK € BO IPUIIOT Ha MeTacTarcku aeno3ut Ha TMGCT.
[TocnenoBaTenHo, TYMOPOT Ha TECTHCUTE OellIe TIOTBPACH MU (U3UKAJICH MIPEIIE U YATPa3BYK, a HOToa
1 XUpypuku orcrpaneT. CiienHo, Kaj HauueHToT 0ea HOTHPaHHU U IOBEKE METACTaTCKU ACMO3UTH BO Oe-
aute 1pobosu. [lopanu nomara onmra cocrojOa Ha NALMEHTOT, HE OelIe 3all0YHAT OHKOJIOIIKH TPETMaH
co xemorepanuja. [lanueHTOT MOYMHA TPU MecelM Mo NPBUYHO IOCTaBeHara aujarso3a. OBoj ciydaj
cyrepupa neka, nako nyonenanaute meracrarcku TMGCT ce perku, Tue Tpeda na ce 3eMar npeaBH]
npu 1udepeHnrjaniara Ajarno3a Ha racTpOMHTECTHHAIHOTO KPBABEHE Kaj MIIANTE MAIIKH HallUeHTH.

K.]'ly‘llll/l 360p0BHI TOPHO raCTPOMHTCCTUHAIHO KPBABCHC, 1YOACHAIHA ME€TacTa3u, MCIIaH TyMOP
Ha TCPMUHATHUBHUTC KJICTKW HA TCCTUCUTC



