reminiscent of ovarian cancer with many patients presenting with
disseminated peritoneal disease and sometimes ascites. Some women
presenting with uterine sarcomas will present with pelvic pain. Nodal
metastases are uncommon with sarcomas, which are more likely to
present with either intraabdominal disease or pulmonary metastases.
TREATMENT	

Uterine Cancer

GESTATIONAL TROPHOBLASTIC TUMORS
GLOBAL CONSIDERATIONS
Gestational trophoblastic diseases represent a spectrum of neoplasia from benign hydatidiform mole to choriocarcinoma due
to persistent trophoblastic disease associated most commonly
with molar pregnancy but occasionally seen after normal gestation. The
most common presentations of trophoblastic tumors are partial and
complete molar pregnancies. These represent approximately 1 in 1500
conceptions in developed Western countries. The incidence widely varies globally, with areas in Southeast Asia having a much higher incidence
of molar pregnancy. Regions with high molar pregnancy rates are often
associated with diets low in carotene and animal fats.
RISK FACTORS
Trophoblastic tumors result from the outgrowth or persistence of
placental tissue. They arise most commonly in the uterus but can also
arise in other sites such as the fallopian tubes due to ectopic pregnancy.
Risk factors include poorly defined dietary and environmental factors
as well as conceptions at the extremes of reproductive age, with the
incidence particularly high in females conceiving younger than age
16 or older than age 50. In older women, the incidence of molar pregnancy might be as high as one in three, likely due to increased risk of
abnormal fertilization of the aged ova. Most trophoblastic neoplasms
are associated with complete moles, diploid tumors with all genetic
material from the paternal donor (known as parental disomy). This is
thought to occur when a single sperm fertilizes an enucleate egg that
subsequently duplicates the paternal DNA. Trophoblastic proliferation
occurs with exuberant villous stroma. If pseudopregnancy extends out
past the 12th week, fluid progressively accumulates within the stroma,
leading to “hydropic changes.” There is no fetal development in complete moles.
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PRESENTATION OF INVASIVE TROPHOBLASTIC DISEASE
The clinical presentation of molar pregnancy is changing in developed countries due to the early detection of pregnancy with home
pregnancy kits and the very early use of Doppler and ultrasound to
evaluate the early fetus and uterine cavity for evidence of a viable
fetus. Thus, in these countries, the majority of women presenting
with trophoblastic disease have their moles detected early and have
typical symptoms of early pregnancy including nausea, amenorrhea, and breast tenderness. With uterine evacuation of early
complete and partial moles, most women experience spontaneous
remission of their disease as monitored by serial hCG levels. These
women require no chemotherapy. Patients with persistent elevation
of hCG or rising hCG after evacuation have persistent or actively
growing gestational trophoblastic disease and require therapy.
Most series suggest that between 15 and 25% of women will have
evidence of persistent gestational trophoblastic disease after molar
evacuation.
In women who lack access to prenatal care, presenting symptoms
can be life threatening including the development of preeclampsia or
even eclampsia. Hyperthyroidism can also be seen. Evacuation of large
moles can be associated with life-threatening complications including
uterine perforation, volume loss, high-output cardiac failure, and adult
respiratory distress syndrome (ARDS).
For women with evidence of rising hCG or radiologic confirmation
of metastatic or persistent regional disease, prognosis can be estimated
through a variety of scoring algorithms that identify those women at
low, intermediate, and high risk for requiring multiagent chemotherapy. In general, women with widely metastatic nonpulmonary disease,
very elevated hCG, and prior normal antecedent term pregnancy are
considered at high risk and typically require multiagent chemotherapy
for cure.
TREATMENT	

Chapter 117 Gynecologic Malignancies

Most women with endometrial cancer have disease that is localized
to the uterus (75% are stage I, Table 117-1), and definitive treatment
typically involves a hysterectomy with removal of the ovaries and
fallopian tubes. The resection of lymph nodes does not improve
outcome but does provide prognostic information. Node involvement defines stage III disease, which is present in 13% of patients.
Tumor grade and depth of invasion are the two key prognostic
variables in early-stage tumors, and women with low-grade and/
or minimally invasive tumors are typically observed after definitive
surgical therapy. Patients with high-grade tumors or tumors that
are deeply invasive (stage IB, 13%) are at higher risk for pelvic recurrence or recurrence at the vaginal cuff, which is typically prevented
by vaginal vault brachytherapy.
Women with regional metastases or metastatic disease (3% of
patients) with low-grade tumors can be treated with progesterone.
Poorly differentiated tumors are typically resistant to hormonal
manipulation and thus are treated with chemotherapy. The role of
chemotherapy in the adjuvant setting is currently under investigation. Chemotherapy for metastatic disease is delivered with palliative intent. Drugs that effectively target and inhibit signaling of the
AKT-mTOR pathway are currently under investigation.
Five-year survival is 89% for stage I, 73% for stage II, 52% for stage
III, and 17% for stage IV disease (Table 117-1).

Partial moles arise from the fertilization of an egg with two sperm; 597
hence two-thirds of genetic material is paternal in these triploid
tumors. Hydropic changes are less dramatic, and fetal development
can often occur through late first trimester or early second trimester
at which point spontaneous abortion is common. Laboratory findings
will include excessively high hCG and high AFP. The risk of persistent
gestational trophoblastic disease after partial mole is approximately
5%. Complete and partial moles can be noninvasive or invasive.
Myometrial invasion occurs in no more than one in six complete
moles and a lower portion of partial moles.

Invasive Trophoblastic Disease

The management for a persistent and rising hCG after evacuation of
a molar conception is typically chemotherapy, although surgery can
play an important role for disease that is persistently isolated in the
uterus (especially if childbearing is complete) or to control hemorrhage. For women wishing to maintain fertility or with metastatic
disease, the preferred treatment is chemotherapy. Chemotherapy
is guided by the hCG level, which typically drops to undetectable
levels with effective therapy. Single-agent treatment with methotrexate or dactinomycin cures 90% of women with low-risk disease.
Patients with high-risk disease (high hCG levels, presentation 4 or
more months after pregnancy, brain or liver metastases, failure of
methotrexate therapy) are typically treated with multiagent chemotherapy (e.g., etoposide, methotrexate, and dactinomycin alternating with cyclophosphamide and vincristine [EMA-CO]), which
is typically curative even in women with extensive metastatic
disease. Cisplatin, bleomycin, and either etoposide or vinblastine
are also active combinations. Survival in high-risk disease exceeds
80%. Cured women may get pregnant again without evidence of
increased fetal or maternal complications.
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