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Choriocarcinoma, a malignancy of trophoblastic
cells, is characterized by the secretion of human
chorionic gonadotropin (hCG). Choriocarcinoma
primarily arises from the fetal (placental) troph-
oblasts in the setting of a molar pregnancy.
Nongestational choriocarcinoma from the ovary or
testis is much rarer. Testicular choriocarcinoma is
a malignant tumor with great propensity for distant
metastasis. The primary sites of metastasis are the
lungs, liver, and brain. Skin metastasis is very rare
but portends a grave prognosis when diagnosed.
We present the case of a 24-year-old white male
with a testicular mixed germ-cell tumor with skin
metastases of choriocarcinoma.

horiocarcinoma is a malignant tumor of troph-

oblastic cells. Most commonly, choriocarci-

noma arises from fetal trophoblasts of a
hydatidiform mole or true pregnancy, which is known
as gestational choriocarcinoma.! Choriocarcinoma is
characterized by the secretion of human chorionic go-
nadotropin (hCG) from syncytiotrophoblastic cells.
Origin from the testis, ovary, or ectopic cell rests is
uncommon. In males, choriocarcinoma arises primar-
ily as a component of testicular mixed germ-cell
tumors or seminomas; it often metastasizes hematoge-
nously to the lungs, liver, gastrointestinal tract, brain,
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spleen, and adrenal glands.? Skin metastases are un-
common. To the best of our knowledge, only 14 cases
have been reported in the literature since 1974,
6 of which had skin metastases of testicular origin."”’
Skin metastases in nongestational choriocarcinoma
coincide with visceral metastases and portend a poor
prognosis despite aggressive chemotherapy or surgical
intervention.! A rare case of metastatic testicular
choriocarcinoma to the skin and viscera is presented.

Case Report
A 24-year-old white male was admitted to our medical
center for the treatment of an enlarged left testicular
mass. Although the tumor had been present for
10 months, the patient had refused to seek medical
treatment until just 2 weeks before hospital admis-
sion, when he presented with complaints of fever,
right frontal headache, lower back pain, intermittent
paresthesias of the extremities, hemoptysis, as well as
the testicular growth. Physical examination at admis-
sion revealed a 15-cm nontender, solid, left testicular
mass with no significant inguinal lymphadenopathy.
Lung examination revealed left-sided pulmonary rales
with decreased breath sounds at the base. Spiral com-
puted tomography (CT) scan of the body found
extensive lymphadenopathy that included enlarged
supraclavicular, axillary, anterior mediastinum, pre-
vascular, and left periaortic lymph nodes. Multiple
metastases were also identified in the lung and liver.
Magnetic resonance imaging (MRI) of the brain
revealed 6 focal areas consistent with hemorrhagic
metastases. Significant surrounding edema was pres-
ent without midline shift or acute hemorrhage.
Tumor markers were drawn from admission labo-
ratory testing, and showed an elevated B-hCG level
of 856,208 mlIU/mL (normal, 0 mIU/mL),
a-fetoprotein (AFP) level of 81.7 ng/mL (normal

VOLUME 67, FEBRUARY 2001 117



TESTICULAR CHORIOCARCINOMA

%,
ol

Figure 1. Violaceous-to-hemorrhagic, firm, dome-
shaped papule with focal necrosis on the right side of
the chin.

range, 0-5.5 ng/mL), and lactate dehydrogenase
(LDH) level of 1335 U/L (normal range, 91—
180 U/L). Liver enzymes were within normal limits.
Radical orchiectomy was performed to obtain a tissue
diagnosis, results of which revealed a mixed germ-cell
tumor consisting of 90% seminoma, 5% embryonal
carcinoma, and 5% choriocarcinoma. Extensive
necrosis and hemorrhage were present, especially in
the areas of choriocarcinoma. Involvement of the
vascular and lymphatic spaces was noted, as was inva-
sion into the tunica albuginea of the testis.

The patient was started on intravenous dexametha-
sone to reduce cerebral edema. Daily palliative radia-
tion of the whole brain was begun on the third day of
hospitalization. The patient also received the first dose
of a course of chemotherapy consisting of cisplatin and
etoposide. On the fifth day, along with increasing
headache, the patient developed a dense left hemiple-
gia. A CT scan of the brain revealed acute hemorrhage
of the right frontal lobe with accompanying midline
shift and compression of the right lateral ventricle.

Seven days after admission, dermatology was con-
sulted for the appearance of skin lesions on the face
and scalp. Skin examination revealed 3 isolated
nodules. The right chin lesion was a 1.0X9-cm non-
tender, violaceous-to-hemorrhagic, firm, dome-
shaped papule (Figure 1). The right mandibular area
had a 1.0X1.0X0.6-cm translucent bright red vascu-
lar nodule similar to a pyogenic granuloma. In
addition, a large erythematous and hemorrhagic,
crusted, indurated nodule measuring 1.8X2.0X0.7 cm
was located on the vertex of the scalp.

Clinical deterioration continued rapidly over the
next 2 days, and the patient developed gastrointesti-
nal bleeding, seizures, and progressive obtundation.
He died on hospital day 9 due to hemorrhagic seque-
lae secondary to cerebral tumor metastases.
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Histopathologic examination of the skin biopsy
from the right mandibular area showed replacement
of the entire dermis with islands and cords of neo-
plastic cells (Figure 2). Two cell types were present:
solid masses of polygonal cells with distinct cell bor-
ders consistent with cytotrophoblasts and large multi-
nucleated pleomorphic cells with marked atypia
consistent with syncytiotrophoblasts (Figures 2 and
3). The syncytiotrophoblasts surrounded solid masses
of cytotrophoblasts in several areas. Large areas of
hemorrhage and necrosis were present throughout
the tumor; epidermal necrosis and ulceration were
noted focally. Several clusters of cytotrophoblasts and
syncytiotrophoblasts were detached and “floating” in
areas of extensive hemorrhage. Immunohistochemi-
cal staining with B-hCG using the avidin-biotin
complex technique strongly labeled the cytoplasm
of the syncytiotrophoblasts with weaker staining of
the cytotrophoblasts, confirming the diagnosis
of metastatic choriocarcinoma (Figure 4). The AFP
stain was negative. Cytokeratins strongly labeled the
syncytiotrophoblasts; the cytotrophoblasts showed
only focal staining.

Comment

Choriocarcinoma is a highly malignant germ-cell
tumor composed of 2 cell types: cytotrophoblasts and
syncytiotrophoblasts, which secrete hCG. The ori-
gin of choriocarcinoma varies based on gender. In
women, choriocarcinoma usually presents following
a gravid state, arising from fetal trophoblasts.? It is
estimated that 40% to 50% of choriocarcinomas
stem from hydatidiform moles, 25% to 30% from
prior abortions, and 20% follow a normal pregnancy
and delivery.® Rarely, choriocarcinoma may arise
from an ovarian mixed germ-cell tumor or teratoma.”’
Gestational choriocarcinoma occurring simulta-
neously in mother and child has been infrequently
reported.” In men, choriocarcinoma usually arises as
a component of a testicular mixed germ-cell tumor
and occurs almost exclusively in the second or third
decade of life.

Testicular mixed germ-cell tumors are common,
comprising almost one third of all testicular tumors.®
Because the germ cells in the testis are totipotent,
they may undergo either trophoblastic or somatic dif-
ferentiation. Thus, in any primary testicular tumor or
its metastases, areas of choriocarcinoma, seminoma,
embryonal carcinoma, yolk sac tumor, or teratoma
may be observed.” Choriocarcinoma is the most
aggressive component, with high metastatic potential.
Up to 40% of testicular neoplasms contain elements
of choriocarcinoma.* Pure choriocarcinoma of the
testis is very rare, accounting for less than 3% of all
testicular tumors.’ Clinical findings vary depending



Figure 2. Photomicrograph of the right mandibular area
shows extensive hemorrhage, epidermal necrosis, and
replacement of the dermis with islands and cords of
neoplastic cells (H&E, original magnification x40).

Figure 3. High magnification photomicrograph shows
hemorrhage, necrosis, and 2 neoplastic cell popula-
tions: syncytiotrophoblasts and cytotrophoblasts. Arrow
indicates the smaller eosinophilic cuboidal cytotro-
phoblasts (H&E, original magnification xX100).

on whether the choriocarcinoma originates from a
mixed germ-cell tumor or whether it exists as a pure
testicular choriocarcinoma. In pure choriocarcinoma,
metastatic disease may be the presenting symptom, as
the testis is frequently normal or only slightly
enlarged with little or no pain.” Choriocarcinoma
arising from mixed germ-cell tumors, however, usu-
ally presents with testicular enlargement and pain in
addition to metastatic symptoms. Choriocarcinoma
has a distinct propensity for early hematogenous
spread to distant sites. The most frequent sites of
metastases are the lungs, liver, brain, gastrointestinal
tract, spleen, and adrenal glands.> The lungs are
involved in virtually 100% of cases with metastasis;
liver in 86%; gastrointestinal tract in 71%j and brain,
spleen, or adrenal glands in 56% of reported cases.’
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Figure 4. Immunohistochemical stain with human chori-
onic gonadotropin strongly labels the syncytiotro-
phoblasts, with weaker staining of the cytotrophoblasts
(B-hCG, original magnification x400).

Periaortic and iliac lymph nodes also are frequently
involved with metastatic disease.

Cutaneous metastasis of choriocarcinoma is rare.
In an autopsy study of choriocarcinoma, Park and
Lees’ found that only 4 of 123 patients had cutaneous
metastases.’ Overall, 14 cases of skin metastases have
been reported since 1974.17°5 Only 6 of those
patients had metastatic choriocarcinoma of testicular
origin."® The other 8 cases were gestational chorio-
carcinoma.®™" Solitary cutaneous metastasis was
reported in 10 patients'***** and multiple lesions in
4 additional cases.>*”" Skin metastasis was the pre-
senting symptom in 6 of these cases.'**'*> Skin metas-
tases usually present as hemorrhagic nodules, red
papules simulating hemangiomas, or as asymptomatic
subcutaneous nodules.” Locations of metastases have
included scalp, trunk, nose, lower extremities, but-
tocks, neck, gingiva, and nail bed.”*'*" Skin metas-
tases from choriocarcinoma usually coincide with
widespread visceral metastases.

On histopathologic examination, the skin metas-
tases show a biphasic cellular pattern of syncytiotro-
phoblasts and cytotrophoblasts arranged in cords and
islands associated with variable amounts of hemor-
rhage and necrosis. The cytotrophoblasts are polygo-
nal cells with clear cytoplasm and large irregular
nuclei and prominent nucleoli, which tend to be
arranged in sheets and nests. Syncytiotrophoblasts
are large multinucleated cells with pleomorphic
nuclei and abundant eosinophilic cytoplasm. The
syncytiotrophoblasts characteristically surround the
nests of cytotrophoblasts, forming a syncytium. Diag-
nosis of choriocarcinoma requires the presence of
both syncytiotrophoblasts and cytotrophoblasts.
Immunohistochemical staining for B-hCG, which
labels the syncytiotrophoblasts, confirms the diagnosis.
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Serum and urinary levels of B-hCG are invari-
ably elevated in metastatic choriocarcinoma
(extremely high in most cases) and tend to correlate
with the amount of viable tumor. Choriocarcinoma
is a highly aggressive neoplasm with approximately
70% of patients having metastatic disease at the
time of diagnosis.”? Skin metastases, although
uncommon, tend to portend a worse prognosis.
Standard treatment has been orchiectomy and
chemotherapy. Postorchiectomy radiation therapy
has not been shown to affect survival. The current
therapy involves aggressive combination chemo-
therapy. Response to chemotherapy is indicated by a
decrease in tumor volume and falling B-hCG levels.
Persistence of elevated B-hCG levels signals resid-
ual tumor and a worse prognosis.! Previously,
patients with widespread metastatic disease had a
2-year mortality rate of 75%j currently, with aggres-
sive therapy, the cure rate approaches 75%.? Unfor-
tunately, in many cases, death occurs despite
chemotherapy, as in our patient, from complications
due to the mass effects of rapid growth and/or from
hemorrhage secondary to the metastases.

In summary, choriocarcinoma arising from a tes-
ticular tumor should be included in the differential
diagnosis of cutaneous metastatic malignancies, espe-
cially in a male in the second to third decades with
visceral metastases and hemorrhagic or hemangioma-
like cutaneous lesions.
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