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Case Reports

Dysgerminoma in Pseudohermaphroditism:

A Case Report
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ABSTRACT

Female pseudohermaphroditism occurs when normal ovaries are present but the body is partially
masculinized as individuals with congenital adrenal hyperplasia, also known as adrenogenital
syndrome. This is an inherited disorder that accounts for about one-half of all cases of human
intersexuality. We report a case of a 24-year-old male presenting with abdominal pain and
increasing abdominal distension for one month. Computed tomography scan revealed large
multiloculated heterogeneously enhancing solid —cystic lesion in the abdominopelvic cavity—
malignant gonadal mass, gross ascites, and visualization of the poorly formed elongated uterus-like
structure in the recto-uterine pouch and phallus-like structure with non-visualization of bilateral
testes. Histopathology report suggested germ cell tumor and immunohistochemistry confirmed the
diagnosis of dysgerminoma. Since dysgerminoma is sensitive to platinum-based chemotherapy
patient was subjected to chemotherapy and the patient showed a good response. The patient
underwent exploratory laparotomy with right salpingo-oophorectomy with omentectomy and
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appendectomy.
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INTRODUCTION

Disorders of sex development (DSD) are congenital conditions
characterized by atypical chromosomal, gonadal, or anatomical
sex development.! In 2006, a consensus statement was issued that
recommended the use of the DSD classification to replace various
terms that are no longer utilized, such as pseudohermaphrodite,
intersex, and sex reversal, among others.> Complete gonadal
dysgenesis is characterized by a female phenotype, non-
ambiguous genitalia, the presence of Miillerian derivatives,
gonadal dysgenesis, and a normal karyotype.®* One type of
gonadal dysgenesis is female pseudohermaphroditism which is
characterized by male or ambiguous genitalia coupled with a
female karyotype (46 XX).* External genitalia is masculinized
congenitally when a female fetus is exposed to the excess
androgenic environment. Congenital adrenal hyperplasia (CAH)
mostly 21-hydroxylase deficiency, is the most common cause.’
Ovarian dysgerminoma is the most common malignant neoplasm.
It can be associated with gonadal dysgenesis (pure and mixed
form).¢
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Here, we present a case of dysgerminoma in
pseudohermaphroditism. Written informed consent was obtained
from the patient for publication.

CASE REPORT

A24-year-old young man was referred to the Oncology Department
of Nepal Medical College Teaching Hospital, Kathmandu with
a chief complaint of abdominal pain and increasing abdominal
distension recently. On physical examination, the patient was a
petit-framed young man with a moderately low-pitched voice.
He presented with gross ascites and a solid mass over the pelvic
region which could not be appreciated well due to ascites.
On examination of secondary sexual characters, we noticed
gynecomastia in him (fig. 1 A) and the genital examination looked
intermediate between a typical clitoris and penis (fig. 1B and 1C).
The scrotum was empty, no testes were palpable, and a small
phallus. There was a urethral opening, just below the phallus.
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Since childhood, he has been regarded as a male and his life pattern was masculine. As a baby and even after puberty, since he was

staying in a monastery, nobody took notice of neither his genital abnormality nor his increasing size of the breast.

Figure 1A: Breast Examination showing Gynecomastia. ( Permission
for publication was obtained)

Ultrasound of the abdomen was done which showed gross ascites.
CT abdomen showed large multiloculated heterogeneously
enhancing solid —cystic lesion in the abdominopelvic cavity—
malignant gonadal mass, gross ascites, and visualization of
the poorly formed elongated uterus-like structure in the recto-
uterine pouch and phallus-like structure with non-visualization
of bilateral testes. On laboratory assessment complete blood
counts, renal and liver functions were normal. Serum beta
HCG: 323.28 IU/ml, Alpha-fetoprotein (AFP): 2.36ng/ml,
CA125: 788 U/ml, and tremendously elevated LDH -8545 U/L.
FSH 1.18U/L, LH 5.85U/L, and testosterone levels were low
(24.30 ng/dl). Peritoneal fluid showed positive for malignancy
probably adenocarcinoma. Therapeutic aspiration was done
due to gross ascites. A trucut biopsy was done from the mass.
On histopathology, the tumor cells are seen arranged in diffuse
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Figure 1B: Phallus, which looks intermediate between a
typical clitoris and penis, below which, there is urethral
opening. Empty labio-scrotal fold with rugae.

Figure 1C: Foley’s Catheterization in the urethral
opening, below phallus

pattern exhibiting moderate pleomorphism, increased nuclear to
cytoplasmic ratio, and some macronuclei. Mitosis was increased,
3-4/HPF. The differential diagnosis of surface epithelial tumor
and malignant germ cell tumor was given (fig. 2A). Based on
the histopathology report, we gave the patient chemotherapy with
Cisplatin/Etoposide, and post the first cycle of chemotherapy
his gross ascites subsided drastically and even the tumor mass
regressed significantly. Immunohistochemistry of the biopsy
was done which showed malignant germ cell tumor favoring
dysgerminoma. To find out the presence of any chromosomal
anomaly karyotyping was performed and the result showed
there was 46, XX karyotype (fig.2B). Based on the clinical and
laboratory findings, the diagnosis of pseudohermaphroditism and
ovarian dysgerminoma was confirmed.
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Figure 2A: Histopathology showing tumor cells in diffuse

Figure 2B: Karyotping showing 46 XX Karyotype

pattern exhibiting moderate pleomorphism, increased nuclear to

cytoplasmic ratio and some macronucleoli,.

Following the immunohistochemistry report, he received a second cycle with the BEP regime (Bleomycin, etoposide, and cisplatin).

Three weeks after the first cycle of chemotherapy the LDH decreased
to 178U/L and BHCG -2.391U/ml.

Figure 3A: Right Ovarian mass measuring 10 x 8 cm with
mild peritoneal adhesion

The patient underwent exploratory laparotomy right salpingo-
opherectomy with omentectomy and the per-operative finding
showed mild peritoneal adhesion and right ovary with 10x 8 cm
mass (fig. 3A). Cross-section of the mass showed necrosis and
hemorrhages (fig. 3B) which was sent for histopathology and
reported as negative for residual tumor. There was regression
associated necrosis and fibro-infl ammatory changes.

Since the patient is genetically female due to 46XX karyotype,
but socially and psychologically male, as an important
aspect of postoperative treatment counseling was done
Since dysgerminoma is highly sensitive to platinum - based
chemotherapy, two cycles of chemotherapy (BEP regimen) were
given p ostoper atively. The patient is on follow-up and is doing
well.

DISCUSSION

In a hermaphrodite, a tumor can arise either from ovarian tissue
or testicular tissue, often the gonads are destroyed so that site of
origin cannot be determined.” A 50% of the ovotestes are found
in an abdominal position, while 25% are in the inguinal region.
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to 840 U/L to and post-second cycle LDH has futher come down

Figure 3B: Cross-section of Right Ovarian mass showing
necrosis and hemorrhage with adjacent omentum

The other 25% are labioscrotal in position. An 85% of ovaries
are found in the abdomen and 50% of the testes are labioscrotal.®
The type of internal genitalia found depends on the adjacent
gonads.” The gonads are at high risk for gonadal tumors, which
are typically gonadoblastomas and/or dysgerminomas.*!°

Dysgerminomas are generally rare, accounting for less than
5% of ovarian tumors, but exhibit a high malignant potential.'!
However, this type of tumor is found in one out of every three
individuals with DSD.!? Dysgerminoma typically presents with
abdominal pain (70-80%) and a lower abdominal mass. '

Ovarian neoplasms have been associated with mild elevation
of different enzymes considered as non-specific tumor markers.
Lactic dehydrogenase (LDH) is a glycolytic enzyme that may be
elevated in the serum of patients with gonadal and extragonadal
germinomas. Assays of neoplastic tissue have shown high LDH
activity!*!* and serum levels of LDH are elevated in cancer
patients'®! although this is not invariable. In 1964 Zondag was
the first to recognize a different serum LDH isoenzyme pattern in
patients with gonadal germinomas.?
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Dysgerminomas are highly sensitive to chemotherapy, thus the use
of chemotherapy has been associated with a remarkable increase
in patient survival, particularly following the introduction of
platinum-based regimes.?! Patients with disease presenting in
stages 1B, II, and III who wish to maintain fertility, unilateral
oophorectomy followed by combination chemotherapy may be
curative and spare ovarian function. Otherwise, complete surgery,
followed by abdominopelvic radiation therapy, is recommended.
This treatment produces less morbidity than chemotherapy and
will cure approximately two-thirds of patients. Chemotherapy
should be used for salvage of subsequent relapse.?

The survival rates of patients with XY gonadal dysgenesis and
dysgerminoma are similar to survival rates of XX individuals
with malignant ovarian germ cell tumors; in both types of

patients, survival rates are largely dependent on tumor stage 14.
In particular survival rates are lower among patients with more
advanced tumors (stages 2-4; 53.9%) than among patients with
stage I tumors (96.9%)*!

This case coupled with similar other reports in the literature
indicates serum LDH may serve as a useful tumor marker
for patients with gonadal and extragonadal germinomas
(dysgerminomas, seminomas). Determination of total serum
LDH levels and isoenzyme electrophoresis may be of value in the
work-up of young patients with suspected ovarian or testicular
masses. Patients whose preoperative serum LDH levels are high
can be monitored for effectiveness of therapy when a residual
tumor is being irradiated and for detection of a recurrent tumor
during follow-up examinations.
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